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Description
{Technical Field}

[0001] The present invention relates to the pyrazolopyridine derivatives which are sodium channel blockers and have
a number of therapeutic applications, particularly in the treatment of pain.

{Background Art}

[0002] The pyrazolopyridine derivatives of the present invention are sodium channel blockers and have a number of
therapeutic applications, particularly in the treatment of pain. More particularly, the pyrazolopyridine derivatives of the
invention are selective tetrodotoxin-sensitive (TTX-S) blockers. In the discussion that follows, the invention is exemplified
by reference to the inhibition of Na,/4 5 or Nay/4 7 channel as the TTX-S channels. They show the affinity for Na,,4 53 or
Nay/4 7 channel which is significantly greater than their affinity for Nay/4 5 channel as the tetrodotoxin-resistant (TTX-R)
sodium channels. The pyrazolopyridine derivatives of the invention show good selectivity for the Na,,4 3 or Nay/4 7 channel
as compared with Nay/4 5 channel.

[0003] The rat Nay4 3 channel and the human Na,,; 5 channel have been cloned in 1988, 1998, 2000 respectively
(NPL 1, NPL 2, and NPL 3). The Nay/4 5 channel was formerly known as brain type Il sodium channel. Nay, 5 is present
at relatively high levels in the nervous system of rat embryos but is barely detectable in adult rats. Na,,4 5 is up-regulated
following axotomy in the Spinal Nerve Ligation (SNL), Chronic Constriction Injury (CCl), and diabetic neuropathy models
(NPL 4, NPL 5, NPL 6, and NPL 7). The up-regulation of Nay/4 5 channel contributes to rapidly repriming sodium current
in small dorsal root ganglion (DRG) neurons (NPL 3). These observations suggest that Na,,4 ; may make a key contribution
to neuronal hyperexcitability.

[0004] In order to validate the contribution of Na,,4 3 sodium channel in the pain states, specific antisense oligonucle-
otides (ASO) were used in animal pain models. Na,;4 3 sodium channel ASO treatment significantly attenuated pain-
related behaviors after CCl operation (NPL 8). These findings suggest that Na,/4 5 sodium channel antagonist is useful
to treat neuropathic pain conditions.

[0005] The Na,, 7 channel appears to be the best 'validated’ pain target. The most exciting findings with respect to
Na,,; 7 have come from human genetic studies. Cox et al. (NPL 9) discovered SCNOYA mutations that cause a loss of
Na,; 7 function in three families from Pakistan. Their observations link loss of Na, ; function with a congenital inability
to experience pain, adding to the evidence indicating Na, 4 ; channel as an essential participant in human nociception.
[0006] By contrast, Gain-of-function mutations have also been described that lead to enhanced pain, for example,
Primary Erythermalgia in one case and Paroxysmal Extreme Pain Disorder in another. These gain-of-function mutations
in patients led to different types of gating changes in Na, { ; sodium currents and, interestingly, different degrees of
effectiveness of specific sodium channel blocking drugs. The implication from these findings is that a selective Na,; 7
blocker may be an effective treatment for pain in man.

[0007] A local anaesthetic lidocaine and a volatile anaesthetic halothane are known to act on both TTX-R and TTX-
S sodium channels with poor selectivity and low potency (ICg values range from 50 microM to 10 mM). These anaesthetics
at high systemic concentrations could cause devastating side effects, e.g., paralysis and cardiac arrest. However, sys-
temic administration of lidocaine at low concentrations is effective to treat chronic pain (NPL 10). In rats, application of
a very low dose of TTX to the DRG of the injured segment of the L5 spinal nerve significantly reduces mechanical
allodynic behavior (NPL 11). This suggests that TTX-S subtypes of sodium channels play an important role in maintaining
allodynic behaviors in an animal model of neuropathic pain.

[0008] The Nay4 5 channel is also a member of TTX-resistant sodium channels. The Nay/4 5 channel is almost exclu-
sively expressed in cardiac tissue and has been shown to underlie a variety of cardiac arrhythmias and conduction
disorders.

{Citation List}
{Non Patent Literature}
[0009]

{NPL 1} FEBS Lett. 228 (1), 187-194, 1988.

{NPL 2} J. Mol. Neurosci., 10 (1), 67-70, 1998.

{NPL 3} Eur. J. Neurosci. 12 (12), 4281-4289, 2000

{NPL 4} J Neurophysiol 82, 2776-2785, 1999. J. A. Black et al.
{NPL 5} Ann Neurol 52, 786-792, 2002. M.J. Cranner et al.
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{NPL 6} J Biol Chem 279, 29341-29350, 2004. S. Hong et al.

{NPL 7} Mol Brain Res 95, 153-161, 2001. C.H. Kim et al.

{NPL 8} J. Neurosci. 24, 4832-4839, 2004, Hains, B.C. et al.

{NPL 9} Nature 444, 894-898, 2006.

{NPL 10} Trends in Pharm. Sci 22, 27-31, 2001, Baker, M.D. et al.

{NPL 11} Brain Res 871, 98-103, 2000, Lyu, Y.S. et al.

W02012/053186 discloses arylamide derivatives which have blocking activities of voltage gated sodium channels
as tetrodotoxin-sensitive channels.

{Summary of Invention}
{Technical Problem}

[0010] It is an objective of the invention to provide new TTX-S blockers that are good drug candidates. Preferred
compounds should bind potently to the TTX-S (Nay4 3 and/or Nay4 7) channels whilst showing little affinity for other
sodium channels, particularly the Nay/4 5 channel. They should be well absorbed from the gastrointestinal tract, be
metabolically stable and possess favorable pharmacokinetic properties. They should be non-toxic and demonstrate few
side-effects. Furthermore, the ideal drug candidate will exist in a physical form that is stable, non-hygroscopic and easily
formulated.

[0011] In particular, the pyrazolopyridine derivatives of the present invention are selective for the TTX-S channels over
the Nay/ ¢ 5 channel, leading to improvements in the side-effect profile.

[0012] The pyrazolopyridine derivatives of the present invention are therefore useful in the treatment of a wide range
of disorders, particularly pain, acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain, nociceptive
pain including post-surgical pain, and mixed pain types involving the viscera, gastrointestinal tract, cranial structures,
musculoskeletal system, spine, urogenital system, cardiovascular system and CNS, including cancer pain, back pain,
orofacial pain and chemo-induced pain.

[0013] Other conditions that may be treated with the pyrazolopyridine derivatives of the present invention include
multiple sclerosis, neurodegenerative disorders, irritable bowel syndrome, osteoarthritis, rheumatoid arthritis, neu-
ropathological disorders, functional bowel disorders, inflammatory bowel diseases, pain associated with dysmenorrhea,
pelvic pain, cystitis, pancreatitis, migraine, cluster and tension headaches, diabetic neuropathy, peripheral neuropathic
pain, sciatica, fibromyalgia Crohn’s disease, epilepsy or epileptic conditions, bipolar depression, tachyarrhythmias, mood
disorder, bipolar disorder, psychiatric disorders such as anxiety and depression, myotonia, arrhythmia, movement dis-
orders, neuroendocrine disorders, ataxia, incontinence, visceral pain, trigeminal neuralgia, herpetic neuralgia, general
neuralgia, postherpetic neuralgia, radicular pain, sciatica, back pain, head or neck pain, severe or intractable pain,
breakthrough pain, postsurgical pain, stroke, cancer pain, seizure disorder and causalgia.

[0014] The compounds showed activities against Nay/4 3 or Nay;4 7 channel. In addition they showed selectivity for the
Nay/4 3 or Nay4 7 channel as compared with Na,/4 5 channel.

{Solution to Problem}

[0015] With respect to other compounds disclosed in the art, the compounds of the present invention may show less
toxicity, good absorption and distribution, good solubility, less plasma protein binding, less drug-drug interaction, good
metabolic stability, reduced inhibitory activity at HERG channel, and/or reduced QT prolongation.

[0016]

[1] This invention provides a compound of the following formula (1):

{Chem. 1}
(R, R R [R®1q
N 4
kN ]
of’ =N
6
R1 B\C,R

U]



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

Wherein:

A is aryl; preferable aryl is pyridyl, phenyl, pyrazinyl, pyridazinyl, pyrazole, triazolyl, indolyl, benzimidazolyl, or
isoquinolinyl; more preferable aryl is pyridyl, phenyl, pyrazinyl, or pyridazinyl; the most preferable aryl is pyridyl,
or phenyl; -B-C- is -NH-(C=0)- or -(C=0)-NH-;

R'is independently selected from the group consisting of;

(1) hydrogen, (2) -O,-C,_ alkyl where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R, (3) -O,-C5_7 cycloalkyl where the cycloalkyl is unsubstituted or substituted
with one or more substituents independently selected from R!1, (4) -O-aryl where the aryl is unsubstituted or
substituted with one or more substituents independently selected from R'1, (5) -S-C, 4 alkyl, where the alkyl is
unsubstituted or substituted with one or more substituents independently selected from R11, (6) -S-aryl where
the aryl is unsubstituted or substituted with one or more substituents independently selected from R11; (7) -NH-
C46 alkyl, where the alkyl is unsubstituted or substituted with one or more substituents independently selected
from R'1, and (8) -NH-aryl, where the aryl is unsubstituted or substituted with one or more substituents inde-
pendently selected from R1%;

preferable R' is independently selected from the group consisting of;

(2) -0,-C4_¢ alkyl where the alkyl is unsubstituted or substituted with one or more substituents independently
selected from R, (3) -O,,-C5_; cycloalkyl where the cycloalkyl is unsubstituted or substituted with one or more
substituents independently selected from R11, (4) -O-aryl where the aryl is unsubstituted or substituted with
one or more substituents independently selected from R, and (7) -NH-C_g alkyl, where the alkyl is unsubstituted
or substituted with one or more substituents independently selected from R'!; wherein n is independently 0 or
1, when n is 0, a chemical bond is present in the place of-O-;

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -O,-C4_ alkyl, where the alkyl is unsubstituted or substituted
with one or more substituents independently selected from R, (5) -O,-C5 g cycloalkyl, where the cycloalkyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (6) -O,-C,_4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7, (7)-O,-phenyl or -O,-naphthyl, where the phenyl or naphthylis unsubstituted or substituted
with one or more substituents independently selected from R7, (8) -O,-heterocyclyl, where the heterocyclyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (9)
-(C=0)-NR8R9, (10) -NR8R9, (11) -S(0),-NR8R9, (12) -NR8-S(0),R9, (13) -S(0)-R9, where tis 0, 1 or 2,
(14) -NR8(C=0)R?, (15) -CN, and (16) -NO,; wherein n is independently 0 or 1, when n is 0, a chemical
bond is present in the place of-O,-; preferable R2 is independently selected from the group consisting of:
(1) hydrogen, (2) halogen, (3) C4_g alkyl, and (4) -O-C_g alkyl; more preferable R2 is independently selected
from the group consisting of: (1) hydrogen, (2) halogen, (3) methyl, and (4) methoxy; pis 1, 2, 3, or 4; when
p is two or more than two, R2 may be same or different; preferable p is 1;

R3 and R#* are independently hydrogen or C,_4 alkyl which is unsubstituted or substituted with one or more
substituents independently selected from halogen, hydroxyl, and -O-C,_4 alkyl; or R3 form a 3 to 7 membered
ring with R4 which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 3 to 7
membered ring is optionally substituted with 1 to 6 substituents independently selected from the group consisting
of: (1) hydrogen, (2) hydroxyl, (3) halogen, (4) C4_g alkyl, which is unsubstituted or substituted with one or more
substituents independently selected from R11, (5) C4_g cycloalkyl, which is unsubstituted or substituted with one
or more substituents independently selected from R, (6) -O-C,_4 alkyl, where the alkyl is unsubstituted or
substituted with one or more substituents independently selected from R'1, and (7) -O-C5 4 cycloalkyl, where
the cycloalkyl is unsubstituted or substituted with one or more substituents independently selected from R11;
preferable R3 is hydrogen; preferable R* is hydrogen or C4_g alkyl; more preferable R4 is hydrogen or methyl;

RS is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) -O,-C_g alkyl, where the alkyl is unsubstituted or substituted with one or
more substituents independently selected from R?, (4) -O,-C5 4 cycloalkyl, where the cycloalkyl is unsub-
stituted or substituted with one or more substituents independently selected from R7, and (5) -O,-Cy.4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7; wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place
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of-O,-; preferable R5 is hydrogen or C,4 alkyl; more preferable R® is hydrogen or methyl; RS may be
anywhere on the pyrazolopyridine ring;
qis 1, 2 or 3; when q is two or more than two, R® may be same or different; preferable q is 1;

R6 is independently hydrogen, C,¢ alkyl, C,_g alkoxy, C,_ ¢ alkenyl, C5_; cycloalkyl, -NR8R9, heterocyclyl, aryl,
aryl-C,_galkyl, or heterocyclyl-C,_g alkyl, where the C g alkyl, the C,_g alkoxy, the C,_g alkenyl, the C5 ; cycloalkyl,
the heterocyclyl, the aryl, the aryl-C, ¢ alkyl, or the heterocyclyl-C,_g alkyl, is unsubstituted or substituted with
one or more substituents independently selected from halogen, hydroxyl, C4_4 alkyl, -O-C4_4 alkyl, -C5_7 cy-
cloalkyl, -O-C5_; cycloalkyl, hydroxyl-C,_g alkoxy, -CN, -NR8R9, -(C=0)-R8, -(C=0)-NR8R?, -NR8-(C=0)-R?,
-NR8-(C=0)-NR9R10, -NR8-(C=0)-OR?, -NR8-5(0),-R9, -NR8-S(0),- NRR10, and -S(0),-R&;

preferable R® is independently hydrogen, C,_4 alkyl, C5 7 cycloalkyl, heterocyclyl, or aryl, where the C4_g alkyl,
the C5_; cycloalkyl, the heterocyclyl, or the aryl , is unsubstituted or substituted with one or more substituents
independently selected from halogen, hydroxyl, C4_ alkyl, -O-C 4 alkyl, -CN, -NR8R?, and -NR8-(C=0)-R¢;
more preferable R8is selected from the group consisting of methyl, ethyl, isopropyl, and cyclopropyl, heterocyclyl,
or aryl which is unsubstituted or substituted with one or more substituents independently selected from halogen,
hydroxyl, C_g alkyl, -O-C_¢ alkyl, -CN;

more preferable R is also selected from the group consisting of methyl, ethyl, propyl, and cyclopropyl, which
is unsubstituted or substituted with one or more substituents independently selected from halogen, hydroxyl,
C4. alkyl, -O-C4 4 alkyl, -CN, -NR8R?, and-NR8-(C=0)-R9,

R is selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -(C=0),,-O-C,_¢ alkyl, where the alkyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (5) -O-(C,4_s)perfluoroalkyl, (6)
-(C=0),,-O\-C5_g cycloalkyl, where the cycloalkylis unsubstituted or substituted with one or more substituents
independently selected from R, (7) -(C=0),,-O-C,_4 alkenyl, where the alkenyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (8) -(C=0),,-O-phenyl or
-(C=0),-O-naphthyl, where the phenyl or naphthyl is unsubstituted or substituted with one or more sub-
stituents independently selected from R, (9) -(C=0),,-O-heterocyclyl, where the heterocyclyl is unsub-
stituted or substituted with one or more substituents independently selected from R, (10) -(C=0)-NR8R9,
(11) -NR8R9, (12) -S(0),-NR8R9, (13) -S(0)-R8, where tis 0, 1 or 2, (14) -CO,H, (15) -CN, and (16) -NO;
wherein lis 0 or 1 and mis 0 or 1; when | is 0 or m is 0, a chemical bond is present in the place of -O;- or
-(C=0),,-, and when | is 0 and m is 0, a chemical bond is present in the place of -(C=0),,,-O-;

preferable R7 is hydrogen;

R8, R9, and R0 are independently hydrogen, C, 4 alkyl, C,_ alkenyl, C ; cycloalkyl, or aryl, which is unsub-
stituted or substituted with one or more substituents independently selected from halogen, hydroxyl, C,_g alkyl,
-0-C4 alkyl, C47 cycloalkyl, and -O-C5_; cycloalkyl; or R8 form a 4 to 7 membered ring with R® which may
contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 4 to 7 membered ring is optionally
substituted with 1 to 6 substituents independently selected from the group consisting of: (1) hydrogen, (2)
hydroxyl, (3) halogen, (4) C,_g alkyl, which is unsubstituted or substituted with one or more substituents inde-
pendently selected from R11, (5) C4_4 cycloalkyl, which is unsubstituted or substituted with one or more substit-
uents independently selected from R, (6) -O-C,_g alkyl, where the alkyl is unsubstituted or substituted with
one or more substituents independently selected from R, and (7) -O-C4 ¢ cycloalkyl, where the cycloalkyl is
unsubstituted or substituted with one or more substituents independently selected from R11; preferable R8, R®,
and R10 are independently hydrogen, C4 alkyl, or C5_; cycloalkyl;

R11 is independently selected from the group consisting of:

(1) hydrogen, (2) hydroxyl, (3) halogen, (4) -C_ alkyl, which is unsubstituted or substituted with one or
more halogen, (5) -C5_g cycloalkyl, (6) -O-C4_g alkyl, where the alkyl is unsubstituted or substituted with one
or more halogen, (7) -O(C=0)-C_¢ alkyl, (8) -NH-C,_g alkyl, (9) phenyl, (10) heterocyclyl, (11) -CN, and
(12) -Si(C4_g alkyl),; preferable R is halogen or -C4 4 cycloalkyl; k is 1 or 2; preferable k is 1;

ris 0 or 1, when ris 0, a chemical bond is present in the place of -[O],-; preferable r is 0; wherein aryl is a
mono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4 heteroatoms selected
from O, N and S;

or a pharmaceutically acceptable salt thereof.
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nvention provides a compound represented by above formula (l) according to [1] wherein:

kis 1;
ris 0;

ora

pharmaceutically acceptable salt thereof.

[3] Preferable compounds of this invention are represented by the following formula (11):

wherein:

Ais

{Chem. 2}
5
[RZ], R® R* \}R]“
Nl == \T
— /N
HN_ _R®
R? \ﬂ/
o}

(n

aryl; preferable aryl is pyridyl, phenyl, pyrazinyl, pyridazinyl, pyrazole, triazolyl, indolyl, benzimidazolyl, or

isoquinolinyl; more preferable aryl is pyridyl, phenyl, pyrazinyl, or pyridazinyl; the most preferable aryl is pyridyl,
or phenyl;

R'is independently selected from the group consisting of:

(1) hydrogen, (2) -O,-C,_¢ alkyl where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R, (3) -O,-C5_; cycloalkyl where the cycloalky! is unsubstituted or substituted
with one or more substituents independently selected from R11, (4) -O,-aryl where the aryl is unsubstituted
or substituted with one or more substituents independently selected from R'1, (5) -S-C,_5 alkyl, where the
alkyl is unsubstituted or substituted with one or more substituents independently selected from R'1, (6) -S-
aryl where the aryl is unsubstituted or substituted with one or more substituents independently selected
from R'1; (7) -NH-C, 4 alkyl, where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R'1, and (8) -NH-aryl, where the aryl is unsubstituted or substituted with one
or more substituents independently selected from R17;

preferable R' is independently selected from the group consisting of:

(2)-0,-C4 alkyl where the alkyl is unsubstituted or substituted with one or more substituents independently
selected from R, (3) -O,-C5_; cycloalkyl where the cycloalkyl is unsubstituted or substituted with one or
more substituents independently selected from R11, (4) -O,-aryl where the aryl is unsubstituted or substituted
with one or more substituents independently selected from R'" and (7) -NH-C,_g alkyl, where the alkyl is
unsubstituted or substituted with one or more substituents independently selected from R1;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of-O,-;

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -O,-C4_ alkyl, where the alkyl is unsubstituted or substituted
with one or more substituents independently selected from R, (5) -O,-C5 4 cycloalkyl, where the cycloalkyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (6) -O,-C,_4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7, (7)-O,-phenyl or -O,-naphthyl, where the phenyl or naphthylis unsubstituted or substituted
with one or more substituents independently selected from R7, (8) -O,,-heterocyclyl, where the heterocyclyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (9)
-(C=0)-NRB8R?, (10) -NR8R9, (11) -S(0),-NR8R9, (12) -NR8-S(0O),R9, (13) -S(O)-R®, where tis 0, 1 or 2,
(14) -NR8(C=0)R?9, (15) -CN, and (16) -NO;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of-O,-;
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preferable R2 is independently selected from the group consisting of: (1) hydrogen, (2) halogen, (3) C44
alkyl, and (4) -O-C, g alkyl; more preferable R? is independently selected from the group consisting of: (1)
hydrogen, (2) halogen, (3) methyl, and (4) methoxy;

pis 1,2, 3, or 4; when p is two or more than two, R2 may be same or different; preferable p is 1;

R3 and R#* are independently hydrogen or C,_4 alkyl which is unsubstituted or substituted with one or more
substituents independently selected from halogen, hydroxyl, and -O-C,_4 alkyl; or R3 form a 3 to 7 membered
ring with R4 which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 3 to 7
membered ring is optionally substituted with 1 to 6 substituents independently selected from the group consisting
of: (1) hydrogen, (2) hydroxyl, (3) halogen, (4) C4_g alkyl, which is unsubstituted or substituted with one or more
substituents independently selected from R'1, (5) C5_4 cycloalkyl, which is unsubstituted or substituted with one
or more substituents independently selected from R, (6) -O-C,_4 alkyl, where the alkyl is unsubstituted or
substituted with one or more substituents independently selected from R'1, and (7) -O-C5 4 cycloalkyl, where
the cycloalkyl is unsubstituted or substituted with one or more substituents independently selected from R1%;

preferable R3 is hydrogen; preferable R* is hydrogen or C4_g alkyl; more preferable R4 is hydrogen or methyl;

RS is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) -O,-C4_g alkyl, where the alkyl is unsubstituted or substituted with one or
more substituents independently selected from R?, (4) -O,-C5 4 cycloalkyl, where the cycloalkyl is unsub-
stituted or substituted with one or more substituents independently selected from R7, and (5) -O,-Cy.4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of-O,-;

preferable R is hydrogen or C4_¢ alkyl; more preferable R% is hydrogen or methyl;

R® may be anywhere on the pyrazolopyridine ring;

qis 1, 2 or 3; when q is two or more than two, R® may be same or different;

preferable q is 1;

R6 is independently hydrogen, C,¢ alkyl, C,_g alkoxy, C,_ 4 alkenyl, C5_ cycloalkyl, -NR8R9, heterocyclyl, aryl,
aryl-C_galkyl, or heterocyclyl-C4_g alkyl, where the C g alkyl, the C,_g alkoxy, the C,_g alkenyl, the C5_; cycloalkyl,
the heterocyclyl, the aryl, the aryl-C,_g alkyl, or the heterocyclyl-C4_g alkyl, is unsubstituted or substituted with
one or more substituents independently selected from halogen, hydroxyl, C4_4 alkyl, -O-C4_4 alkyl, -C5_7 cy-
cloalkyl, -O-C5_; cycloalkyl, hydroxyl-C,_4 alkoxy, -CN, -NR8RY, -(C=0)-R8, -(C=0)-NR8R9, -NR8-(C=0)-R9,
-NRB8-(C=0)-NR®R10, -NR8-5(0),-R?, -NR8-S(0),- NR9R10, and -S(0),-R8; preferable R is independently hy-
drogen, C,_galkyl, C5_; cycloalkyl, heterocyclyl, or aryl, where the C,_g alkyl, the C5_; cycloalkyl, the heterocyclyl,
or the aryl , is unsubstituted or substituted with one or more substituents independently selected from halogen,
hydroxyl, C4_g alkyl, -O-C4_g alkyl, -CN, -NR8R9, and -NR8-(C=0)-R?; more preferable RS is selected from the
group consisting of methyl, ethyl, isopropyl, and cyclopropyl, heterocyclyl, or aryl which is unsubstituted or
substituted with one or more substituents independently selected from halogen, hydroxyl, C,_g alkyl, -O-C,_¢
alkyl, -CN;

R is selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -(C=0),,-O-C4_ alkyl, where the alkyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (5) -O(C,_s)perfluoroalkyl, (6)
-(C=0),,-O,-C4 g cycloalkyl, where the cycloalkylis unsubstituted or substituted with one or more substituents
independently selected from R, (7) -(C=0),,-O,-C,_, alkenyl, where the alkenyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (8) -(C=0),,-O-phenyl or
-(C=0),-O-naphthyl, where the phenyl or naphthyl is unsubstituted or substituted with one or more sub-
stituents independently selected from R, (9) -(C=0),,-O-heterocyclyl, where the heterocyclyl is unsub-
stituted or substituted with one or more substituents independently selected from R, (10) -(C=0)-NR8R9,
(1) -NR8R9, (12) -S(0),-NR8R9, (13) -S(0),-R8, where tis 0, 1 or 2, (14) -CO,H, (15) -CN, and (16) -NO,;
wherein lis 0 or 1 and mis 0 or 1; when | is 0 or m is 0, a chemical bond is present in the place of -O- or
-(C=0),,-, and when | is 0 and m is 0, a chemical bond is present in the place of -(C=0),,,-O-;

preferable R is hydrogen;

R8, R9, and R10 are independently hydrogen, C,_g alkyl, C,_ alkenyl, C5 ; cycloalkyl, or aryl, which is unsub-
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stituted or substituted with one or more substituents independently selected from halogen, hydroxyl, C,_¢ alkyl,
-0-C4 alkyl, C47 cycloalkyl, and -O-C5_; cycloalkyl; or R8 form a 4 to 7 membered ring with R® which may
contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 4 to 7 membered ring is optionally
substituted with 1 to 6 substituents independently selected from the group consisting of: (1) hydrogen, (2)
hydroxyl, (3) halogen, (4) C,_g alkyl, which is unsubstituted or substituted with one or more substituents inde-
pendently selected from R11, (5) C4_4 cycloalkyl, which is unsubstituted or substituted with one or more substit-
uents independently selected from R'1, (6) -O-C,_5 alkyl, where the alkyl is unsubstituted or substituted with
one or more substituents independently selected from R, and (7) -O-C4 ¢ cycloalkyl, where the cycloalkyl is
unsubstituted or substituted with one or more substituents independently selected from R11; preferable R8, R®,
and R10 are independently hydrogen, C4 alkyl, or C5_; cycloalkyl;

R is independently selected from the group consisting of:

(1) hydrogen, (2) hydroxyl, (3) halogen, (4) -C_ alkyl, which is unsubstituted or substituted with one or
more halogen, (5) -C5_g cycloalkyl, (6) -O-C4_g alkyl, where the alkyl is unsubstituted or substituted with one
or more halogen, (7) -O(C=0)-C_¢ alkyl, (8) -NH-C,_¢ alkyl, (9) phenyl, (10) heterocyclyl, (11) -CN, and
(12) -Si(C4.g alkyl)s;

preferable R is halogen or -C5 4 cycloalkyl;

wherein aryl is a mono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4 heter-
oatoms selected from O, N and S;

or a pharmaceutically acceptable salt thereof.

[4] Compounds described in [3] are further preferred wherein:
R2 is independently selected from the group consisting of:
(1) hydrogen, (2) halogen, (3) methyl, and (4) methoxy;

pis1;

R3 is hydrogen;

R4 is hydrogen or methyl;

RS is selected from the group consisting of methyl, ethyl, isopropyl, and cyclopropyl, heterocyclyl, or aryl which
is unsubstituted or substituted with one or more substituents independently selected from halogen, hydroxyl,
C,.6 alkyl, -O-C_g alkyl, -CN;

or a pharmaceutically acceptable salt thereof.

[5] Preferable compounds of this invention are represented by the following formula (111):

{Chem. 3}
[R%]
[ RZ ] 0 R3 R4 ,N\ % q
N )
= =N
.R®
O N
R H

iy

wherein:
A is aryl; preferable aryl is pyridyl, phenyl, pyrazinyl, pyridazinyl, pyrazole, triazolyl, indolyl, benzimidazolyl, or
isoquinolinyl; more preferable aryl is pyridyl, phenyl, pyrazinyl, or pyridazinyl; the most preferable aryl is pyridyl,

or phenyl;

R'is independently selected from the group consisting of;
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(1) hydrogen, (2) -O,-C,_g alkyl where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R, (3) -O,-C5_; cycloalkyl where the cycloalkyl is unsubstituted or substituted
with one or more substituents independently selected from R11, (4) -O,-aryl where the aryl is unsubstituted
or substituted with one or more substituents independently selected from R11, (5) -S-C4_g alkyl, where the
alkyl is unsubstituted or substituted with one or more substituents independently selected from R11, (6) -S-
aryl where the aryl is unsubstituted or substituted with one or more substituents independently selected
from R1%; (7) -NH-C, 5 alkyl, where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R11, and (8) -NH-aryl, where the aryl is unsubstituted or substituted with one
or more substituents independently selected from R'1;

preferable R' is independently selected from the group consisting of;

(2)-O,-C4 g alkyl where the alkyl is unsubstituted or substituted with one or more substituents independently
selected from R, (3) -O,-C5_; cycloalkyl where the cycloalkyl is unsubstituted or substituted with one or
more substituents independently selected from R, (4) -O ,-aryl where the aryl is unsubstituted or substituted
with one or more substituents independently selected from R'" and (7) -NH-C,_g alkyl, where the alkyl is
unsubstituted or substituted with one or more substituents independently selected from R1%;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of-O,-;

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -O,-C4_ alkyl, where the alkyl is unsubstituted or substituted
with one or more substituents independently selected from R7, (5) -0,-C5 4 cycloalkyl, where the cycloalkyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (6) -O,-Cy_4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7, (7) -O,-phenyl or -O,-naphthyl, where the phenyl or naphthylis unsubstituted or substituted
with one or more substituents independently selected from R7, (8) -O,-heterocyclyl, where the heterocyclyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (9)
-(C=0)-NR8RY, (10) -NR8R9, (11) -S(0),-NR8R?, (12) -NR8-S(0),R9, (13) -S(O)-R®, where tis 0, 1 or 2,
(14) -NR8(C=0)R9, (15) -CN, and (16) -NO,;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of-O,-; preferable
R2 s independently selected from the group consisting of: (1) hydrogen, (2) halogen, (3) C4_ alkyl, and (4)
-0-C4_ alkyl; more preferable R2 is independently selected from the group consisting of: (1) hydrogen, (2)
halogen, (3) methyl, and (4) methoxy; p is 1, 2, 3, or 4; when p is two or more than two, R2 may be same
or different; preferable p is 1;

R3 and R#* are independently hydrogen or C,_4 alkyl which is unsubstituted or substituted with one or more
substituents independently selected from halogen, hydroxyl, and -O-C,_4 alkyl; or R3 form a 3 to 7 membered
ring with R4 which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 3 to 7
membered ring is optionally substituted with 1 to 6 substituents independently selected from the group consisting
of: (1) hydrogen, (2) hydroxyl, (3) halogen, (4) C4_g alkyl, which is unsubstituted or substituted with one or more
substituents independently selected from R11, (5) C4_g cycloalkyl, which is unsubstituted or substituted with one
or more substituents independently selected from R, (6) -O-C,_4 alkyl, where the alkyl is unsubstituted or
substituted with one or more substituents independently selected from R'1, and (7) -O-C5 4 cycloalkyl, where
the cycloalkyl is unsubstituted or substituted with one or more substituents independently selected from R1%;

preferable R3 is hydrogen; preferable R* is hydrogen or C4_g alkyl; more preferable R4 is hydrogen or methyl;

RS is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) -O,-C4_g alkyl, where the alkyl is unsubstituted or substituted with one or
more substituents independently selected from R?, (4) -O,-C5 4 cycloalkyl, where the cycloalkyl is unsub-
stituted or substituted with one or more substituents independently selected from R7, and (5) -O,-Cy.4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of-O,-;

preferable R is hydrogen or C4_¢ alkyl; more preferable R3 is hydrogen or methyl;

R® may be anywhere on the pyrazolopyridine ring;

qis 1, 2 or 3; when q is two or more than two, R® may be same or different; preferable q is 1;

R8 is independently hydrogen, C,_g alkyl, C4_g alkoxy, C,_g alkenyl, C5_ cycloalkyl, heterocyclyl, aryl, aryl-C_g
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alkyl, or heterocyclyl-C, 4 alkyl, where the C,_4 alkyl, the C,_g alkoxy, the C,_g alkenyl, the C5_; cycloalkyl, the
heterocyclyl, the aryl, the aryl-C,_g alkyl, or the heterocyclyl-C,_g alkyl, is unsubstituted or substituted with one
or more substituents independently selected from halogen, hydroxyl, C,_g alkyl, -O-C,_g alkyl, -C5_; cycloalkyl,
-0-C3; cycloalkyl, hydroxyl-C, s alkoxy, -CN, -NR8RS®, -(C=0)-R8, -(C=0)-NR8RY, -NR&-(C=0)-R9,
-NRB8-(C=0)-NR®R10, -NR8-(C=0)-OR9, -NR8-5(0),-R?, -NR8-S(0),- NR9R10, and -S(0),-R8; preferable R8 is
independently hydrogen, C,_g alkyl, C5_; cycloalkyl, heterocyclyl, or aryl, where the C,_g alkyl, the C5 7 cycloalkyl,
the heterocyclyl, orthe aryl , is unsubstituted or substituted with one or more substituents independently selected
from halogen, hydroxyl, C4 alkyl, -O-C4_ alkyl, -CN, -NR8R9, and -NR8-(C=0)-R9; more preferable RS is
selected from the group consisting of methyl, ethyl, propyl, and cyclopropyl, which is unsubstituted or substituted
with one or more substituents independently selected from halogen, hydroxyl, C,_g alkyl, -O-C4_g alkyl, -CN,
-NR8R9, and -NR8-(C=0)-R9;

R7 is selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -(C=0),,-O-C4_ alkyl, where the alkyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (5) -O(C,_s)perfluoroalkyl, (6)
-(C=0),,-O,-C5 g cycloalkyl, where the cycloalkylis unsubstituted or substituted with one or more substituents
independently selected from R, (7) -(C=0),,-O,-C,_, alkenyl, where the alkenyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (8) -(C=0),-O-phenyl or
-(C=0),-O-naphthyl, where the phenyl or naphthyl is unsubstituted or substituted with one or more sub-
stituents independently selected from R, (9) -(C=0),,-O-heterocyclyl, where the heterocyclyl is unsub-
stituted or substituted with one or more substituents independently selected from R, (10) -(C=0)-NR8R9,
(11) -NRB8R9, (12) -S(0),-NR8R9, (13) -S(O)-R8, where tis 0, 1 or 2, (14) -CO,H, (15) -CN, and (16) -NO;
wherein | is 0 or 1 and mis 0 or 1; when | is 0 or m is 0, a chemical bond is present in the place of -Op- or
-(C=0),,-, and when | is 0 and m is 0, a chemical bond is present in the place of -(C=0),-O-;

preferable R7 is hydrogen;

R8, R9, and R10 are independently hydrogen, C,_g alkyl, C,_ alkenyl, C5 ; cycloalkyl, or aryl, which is unsub-
stituted or substituted with one or more substituents independently selected from halogen, hydroxyl, C,_¢ alkyl,
-O-C4 alkyl, C4 cycloalkyl, and -O-C5_; cycloalkyl; or R8 form a 4 to 7 membered ring with R® which may
contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 4 to 7 membered ring is optionally
substituted with 1 to 6 substituents independently selected from the group consisting of: (1) hydrogen, (2)
hydroxyl, (3) halogen, (4) C,_g alkyl, which is unsubstituted or substituted with one or more substituents inde-
pendently selected from R11, (5) C4_¢ cycloalkyl, which is unsubstituted or substituted with one or more substit-
uents independently selected from R, (6) -O-C,_4 alkyl, where the alkyl is unsubstituted or substituted with
one or more substituents independently selected from R, and (7) -O-C4 4 cycloalkyl, where the cycloalkyl is
unsubstituted or substituted with one or more substituents independently selected from R11;

preferable R8, R9, and R0 are independently hydrogen, C4_g alkyl, or C5_; cycloalkyl;

R11 is independently selected from the group consisting of:

(1) hydrogen, (2) hydroxyl, (3) halogen, (4) -C4_¢ alkyl, which is unsubstituted or substituted with one or
more halogen, (5) -C5_g cycloalkyl, (6) -O-C4_g alkyl, where the alkyl is unsubstituted or substituted with one
or more halogen, (7) -O(C=0)-C_¢ alkyl, (8) -NH-C,_¢ alkyl, (9) phenyl, (10) heterocyclyl, (11) -CN, and
(12) -Si(C1.g alkyl)s;

preferable R is halogen or -C5_ g cycloalkyl;

wherein aryl is a mono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4 heteroatoms
selected from O, N and S;
or a pharmaceutically acceptable salt thereof.

[6] Compounds described in [5] are further preferred wherein:

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) methyl, and (4) methoxy;
pis1;
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R3 is hydrogen;

R4 is hydrogen or methyl;

RS is selected from the group consisting of methyl, ethyl, isopropyl, propyl, or butyl which is unsubstituted or
substituted with one or more substituents independently selected from hydroxyl, C_g alkyl, C5_7 cycloalkyl, -O-
C4. alkyl, -CN, and -NR8-(C=0)-R? in which each of R8 and R? has the same meaning as above;

or a pharmaceutically acceptable salt thereof.

[7] Suitable individual compounds of the invention are:

N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) - isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-acetamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-acetamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methyl-
propanamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
pyran-4-carboxamide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxamide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-acetamide;
N-(2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
N-(2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-acetamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-oxazole-5-carbox-
amide;
1,1-dimethyl-3-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)urea;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-amine; ethyl (2-((5-me-
thyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine--4-yl) -carbamate;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-fluoropyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarbox-
amide;
N-(2-((6-(2,2-difluoroethoxy)-5-fluoropyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxam-
ide;

N-(2-((5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;

pyridin-3-yl
pyridin-3-yl
pyridin-3-yl
pyridin-3-yl

ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-acetamide;

ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-tetrahydro-2H-

—_ — — —
= = — —
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N-(2-((5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxamide;
N-(2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxam-
ide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-acetamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-propionamide;
N-(2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-pivalamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-nicotinamide;
N-(2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarbox-
amide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-tetrahydro-2H-
pyran-4-carboxamide;
3-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1,1-dimethylurea;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-pivalamide;
N-(2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxamide;
N-(2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;

N-(2-(4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
(S)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(tetrahydrofuran-3-yl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-cyclopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carbox-
amide;
N-cyclobutyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(cyclopropylmethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-((tetrahydro-2H-pyran-4-yl)-methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-methoxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
(R)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-(3-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)propion-
amide;
N-(3-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)cyclo-
propanecarboxamide;
N-(2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-(1-(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(2-(2-(6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxa-
mide;
(S)-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-
furan-2-carboxamide;
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(S)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-
2-carboxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-nicotinamide;
(R)-2-hydroxy-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamide;
(S)-2-hydroxy-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-pyrrolidine-1-car-
boxamide;
1-acetyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl) piperid-
ine-4-carboxamide;
N-isopropyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-isobutyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-(2-ethoxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(cyanomethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-((tetrahydrofuran-2-yl)-methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-(dimethylamino)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(pyridin-3-ylmethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-((5-methyl-1,2,4-oxadiazol-3-yl)methyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyra-
zolo[4,3-c]pyridine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(pyridin-3-yl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
(R)-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-
furan-2-carboxamide;
(R)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-
2-carboxamide;
N-(3-methoxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-((1-hydroxycyclohexyl)methyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-
c]pyridine-4-carboxamide;
N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)propion-
amide;
N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)cyclo-
propanecarboxamide;
N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]-pyridin-4-yl)isobu-
tyramide;
2-hydroxy-2-methyl-N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide;
N-(7-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)propion-
amide;
N-(7-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)isobu-
tyramide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
1-isobutyryl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)piperi-
dine-4-carboxamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1-(methylsulfo-
nyl)piperidine-4-carboxamide;
(S)-1-acetyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pyrro-

13



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

lidine-2-carboxamide;
(R)-1-acetyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) pyrro-
lidine-2-carboxamide;
N-methyl-N-(2-((2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)ami-
no)-2-oxoethyl)acetamide;
(S)-2-methoxy-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamide;
(S)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-methoxypro-
panamide;
(R)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxypro-
panamide;
(S)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxypro-
panamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-cyclopropyl-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(cyclopropylmethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-(dimethylamino)ethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-morpholinoethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-2-
yl)acetamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamide;

N-isopropyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-ethyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-cyclopropyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(cyclopropylmethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamide;

N-(cyanomethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]  -pyridine-4-car-
boxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-cyanopropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-hydroxy-2-methylpropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-(3-(dimethylamino)propyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-aminoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(oxetan-3-yl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-methyl-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-ethyl-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamide;
2-(pyridin-4-yl)-N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
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boxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropane-
carboxamide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;

N-methyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]- pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropane-
carboxamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(2-methylthia-
zol-4-yl)acetamide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamide;
2-(3,5-dimethylisoxazol-4-yl)-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)acetamide;
N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carbox-
amide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
2-hydroxy-2-methyl-N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-methyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;

N-ethyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-isopropyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-amino-2-oxoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(methylsulfonamido)ethyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
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N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-cyanoethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]  -pyridine-4-car-
boxamide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-isopropyl-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]-pyridine-4-carbox-
amide;
N-(2-hydroxyethyl)-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-(2-hydroxyethoxy)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-ethyl-2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4 -carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-hydroxyethyl)-2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-(2-hydroxyethyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-methyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
(S)-N-(1-amino-1-oxopropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-
c]pyridine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(methylamino)-2-oxoethyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(3-amino-3-oxopropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxy-2,2-dimethylpropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-(4-hydroxybutyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
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boxamide;
N-(3-hydroxypropyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-(3-acetamidopropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-isopropyl-2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-methyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;

N-ethyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-isopropyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(2-hydroxyethyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
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ine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-isopropyl-2-((1-(5-(trifluoromethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-hydroxyethyl)-2-((1-(5-(trifluoromethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-methyl-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carbox-
amide;
N-ethyl-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
(S)-N-(2-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-
c]pyridine-4-carboxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-cyanoethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-amino-2-oxoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-methoxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)isobu-
tyramide;
N-(2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridin-4-yl)cyclo-
propanecarboxamide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide;
N-(2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-methyl-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-ethyl-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
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N-ethyl-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-isopropyl-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-isopropyl-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carbox-
amide;

N-methyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) -isobutyramide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-methyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-ethyl-2H-pyrazolo[4, 3-c]pyridine-4-carboxamide;
2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-isopropyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 -c]pyridine-4-car-
boxamide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]-pyridine-4-carbox-
amide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-ethyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-isopropyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]-pyridine-4-carbox-
amide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]-pyridine-4-carboxa-
mide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
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N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxam-
ide;
N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]-pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-((5-methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-methoxyethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-hydroxy-2-methyl-N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-(2-((5-methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxa-
mide;

N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-cyclopropanecarboxamide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)cyclopropanecar-
boxamide;

N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-
methylpropanamide;
N,6-dimethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-ethyl-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-ethyl-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-isopropyl-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

N-methyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-ethyl-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
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N-ethyl-2-((2-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-phenyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-methyl-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-isopropyl-2-((2-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-ethyl-2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)ymethyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-methyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(3-hydroxypropyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;

N-ethyl-2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-isopropyl-2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-methyl-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4, 3-c]pyridine-4-carboxamide;
N-ethyl-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-ethyl-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-isopropyl-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;

N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridi -4-yl)isobutyramide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarbox-
amide;

N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-methyl-
propanamide;
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N-(2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide; N-(2-(3-(trifluor-
omethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)propanamide;
N-(2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin  -4-yl)cyclopropanecar-
boxamide;

N-(2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-methyl-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-(3-hydroxypropyl)-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-ethyl-2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin  -4-yl)cyclopropanecar-
boxamide;

N-(2-hydroxyethyl)-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-(3-hydroxypropyl)-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-ethyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-isopropyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(3-hydroxypropyl)-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-ethyl-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3  -c]pyridin-4-yl)isobutyra-
mide;

N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)cyclopro-
panecarboxamide;

N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;

N-(2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3 -yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-methyl-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) - 2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;

2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
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N-methyl-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-methyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-((S)-2-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-methyl-2-((5-methyl-6-(3,3, 3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-ethyl-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-methyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)ymethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-isopropyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carbox-
amide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-
4-carboxamide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

(R)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl) - 2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
(R)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl) - 2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)ymethyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)isobutyra-
mide;

N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)cyclopro-
panecarboxamide;
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2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide;

N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-(2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin  -4-yl)cyclopropanecar-
boxamide;

N-(2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3 -  yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)cyclopropanecar-
boxamide;

N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-
methylpropanamide;

N-(2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)cyclopro-
panecarboxamide;

N-(2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)isobu-
tyramide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecarboxamide;
N-methyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-ethyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-isopropyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-(2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecarboxamide;
N-(2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy -2-methylpropana-
mide;
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2-hydroxy-2-methyl-N-(2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)propana-
mide;

2-hydroxy-2-methyl-N-(2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin - 4-yl)propanamide;
2-hydroxy-2-methyl-N-(2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)propanamide;
N-(2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;

2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-(2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecar-
boxamide;

N-(2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-propionamidoethyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-isobutyramidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-(cyclopropanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3 - yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;

ethyl (2-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4 -carboxami-
do)ethyl)carbamate;

N-(2-benzamidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-(2-hydroxy-2-methylpropanamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin - 3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(N-methylacetamido)ethyl) - 2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;

N-(2-butyramidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-(cyclobutanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3 - yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-(cyclohexanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3 - yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-(3-ethylureido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-acetamidoethyl)-2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-acetamidoethyl)-2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-acetamidoethyl
N-(2-acetamidoethyl
N-(2-acetamidoethyl
N-(2-acetamidoethyl
carboxamide;
N-(2-acetamidoethyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-hydroxy-2-methyl-N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridin-
4-yl)propanamide;

2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(picolinamido)ethyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(nicotinamido)ethyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-(isonicotinamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-(1-hydroxycyclohexanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(3-chloro-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;

2-hydroxy-2-methyl-N-(2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl) -2H-pyrazolo[4,3-c]pyri-

-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
-2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
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din-4-yl)propanamide;

N-(2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
N-(2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecar-
boxamide;

N-(2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 -yl)-2-hydroxy-2-meth-
ylpropanamide;

N-methyl-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-car-
boxamide;

N-ethyl-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

N-isopropyl-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-acetamidoethyl)-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-hydroxyethyl)-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(3-hydroxypropyl)-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-ylymethyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-methyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-isopropyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

N-(2-acetamidoethyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-acetamidoethyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-(2-acetamidoethyl)-2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-acetamidoethyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-car-
boxamide;

N-(2-acetamidoethyl)-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-(2-acetamidoethyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-(2-acetamidoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-acetamidoethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecar-
boxamide;

N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin  -4-yl)cyclopropanecar-
boxamide;

N-(2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-meth-
ylpropanamide;

2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-ethyl-2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
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carboxamide;

2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecarboxamide;
N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) -2-hydroxy-2-methylpropan-
amide;

N-(2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)isobutyra-
mide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-(2-acetamidoethyl)-2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)cyclopropanecar-
boxamide;

N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-
methylpropanamide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)ymethyl) -2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecar-
boxamide;

2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
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boxamide;

2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-meth-
ylpropanamide;

(R)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxypropyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

(S)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxypropyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

(S)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl) -2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

(S)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(R)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-cyanoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-car-
boxamide;

N-(2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecarboxamide;
N-(2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2  -hydroxy-2-methylpropana-
mide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-(2-acetamidoethyl)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)oxazole-5-carbox-
amide;

2-hydroxy-2-methyl-N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H - pyrazolo[4,3-c]pyridin-4-
yl)propanamide;

(S)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

(R)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(R)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

(R)-2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(S)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

(R)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(S)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

(S)-2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
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boxamide;

(R)-2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
amide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
amide;

2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
amide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide; 2-(4-(difluorometh-
oxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(4-(difluoromethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
(R)-2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
(S)-2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
and 2-(4-(difluoromethoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;

or a pharmaceutically acceptable salt thereof.

[8] More suitable individual compounds of the invention are:

N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridin-4-
yl)propanamide;

N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)acetamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)acetamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)tetrahydro-2H-
pyran-4-carboxamide;

N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)pivalamide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-methoxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-(dimethylamino)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

2-hydroxy-2-methyl-N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3  -yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide;

2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H -pyrazolo[4,3-c]pyridine-4-car-
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boxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridin-
4-yl)propanamide;

N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3  -c]pyridin-4-yl)cyclopropane-
carboxamide;

N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)cyclopropanecar-
boxamide;

N-methyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-isopropyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-hydroxyethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-cyanoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-cyanoethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
amide;

N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
N-ethyl-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-(2-hydroxyethoxy)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-hydroxyethyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(4-hydroxybutyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
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carboxamide;

N-(2-hydroxyethyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(3-acetamidopropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3  -(methylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;

2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)  -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)ymethyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)ymethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-methyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-isopropyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-hydroxyethyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)  -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)  -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

N-(3-hydroxypropyl)-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-ethyl-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

(S)-N-(2-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl) - 2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;

N-(2-cyanoethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-cyanoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)ymethyl) -2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-acetamidoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

N-(2-hydroxyethyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
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ide;

N-ethyl-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-isopropyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-(3-hydroxypropyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-N-ethyl-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-N-isopropyl-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-N-(2-hydroxyethyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-ethyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-isopropyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-methyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;

N,6-dimethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-ethyl-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-ethyl-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-(3-hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
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2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-ethyl-2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3 -yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

N-(3-hydroxypropyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3 -yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(3 -(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

N-methyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-ethyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-(3-hydroxypropyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
amide;

2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)isobutyra-
mide;

2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl)propyl) -2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin  -4-yl)cyclopropanecar-
boxamide;

N-(2-hydroxyethyl)-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
N-ethyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-ethyl-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;

N-(2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3 -yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;

N-(3-hydroxypropyl)-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3 -yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
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2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-methyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(3-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-((S)-2-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

N-methyl-2-((5-methyl-6-(3,3, 3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-ethyl-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-methyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-ethyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)ymethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-isopropyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carbox-
amide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl) -2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;

2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

(R)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(1-hydroxypropan -2-yl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)ymethyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide;
N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-car-
boxamide;

N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)cyclopropanecar-
boxamide;
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N-(2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4 - yl)cyclopropanecar-
boxamide;

2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3 -  yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-ethyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl) -2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;

2-hydroxy-2-methyl-N-(2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3 - c]pyridin-4-yl)propana-
mide;

2-hydroxy-2-methyl-N-(2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)propanamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4 - carboxamide;
N-(2-acetamidoethyl)-2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-acetamidoethyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-hydroxy-2-methyl-N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl) -2H-pyrazolo[4,3-c]pyridin-
4-yl)propanamide;

N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) -2-hydroxy-2-methylpropan-
amide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
N-(2-acetamidoethyl)-2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;
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2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin -4-yl)-2-hydroxy-2-
methylpropanamide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3 -yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;

N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3 -c]pyridin-4-yl)isobutyramide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-cyanoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
(R)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(R)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

(S)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

(R)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide;

(S)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxa-
mide;

2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H - pyrazolo[4,3-c]pyridine-4-
carboxamide;

(R)-2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
amide;

2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carbox-
amide;
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2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 - c]pyridine-4-carboxam-
ide;

2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H  -pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide; 2-(4-(difluorometh-
oxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3 -c]pyridine-4-carboxamide;

and 2-(4-(difluoromethoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine -4-carboxamide;

or a pharmaceutically acceptable salt thereof.

[9] The present invention provides a pharmaceutical composition comprising a compound or a pharmaceutically
acceptable salt thereof, as described in any one of [1] to [8], and a pharmaceutically acceptable carrier.

[10] The present invention provides the pharmaceutical composition as described in [9], further comprising another
pharmacologically active agent.

[11] The present invention enables a method for the treatment of a condition or disorder in which TTX-S channel
blockers are involved, in an animal, including a human, which comprises administering to the animal in need of such
treatment a therapeutically effective amount of a compound or a pharmaceutically acceptable salt thereof, as de-
scribed in any one of [1] to [8].

[12] The present invention enables the method as described in [11], wherein said condition or disorder is selected
from the group consisting of: pain, acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain,
nociceptive pain, multiple sclerosis, neurodegenerative disorder, irritable bowel syndrome, osteoarthritis, rheumatoid
arthritis, neuropathological disorders, functional bowel disorders, inflammatory bowel diseases, pain associated
with dysmenorrhea, pelvic pain, cystitis, pancreatitis, migraine, cluster and tension headaches, diabetic neuropathy,
peripheral neuropathic pain, sciatica, fibromyalgia, Crohn’s disease, epilepsy or epileptic conditions, bipolar depres-
sion, tachyarrhythmias, mood disorder, bipolar disorder, psychiatric disorders such as anxiety and depression,
myotonia, arrhythmia, movementdisorders, neuroendocrine disorders, ataxia, incontinence, visceral pain, trigeminal
neuralgia, herpetic neuralgia, general neuralgia, postherpetic neuralgia, radicular pain, sciatica, back pain, head or
neck pain, severe or intractable pain, breakthrough pain, postsurgical pain, stroke, cancer pain, seizure disorder
and causalgia;

and combinations thereof.

[13] The present invention enables the use of a compound described in any one of [1] to [8] or a pharmaceutically
acceptable salt, solvate or composition thereof for the manufacture of a medicament for the treatment of a condition
or disorder in which TTX-S channel blockers are involved.

[14] The present invention enables the use as described in [13], wherein said condition or disorder is selected from
the group consisting of: pain, acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain, nociceptive
pain, multiple sclerosis, neurodegenerative disorder, irritable bowel syndrome, osteoarthritis, rheumatoid arthritis,
neuropathological disorders, functional bowel disorders, inflammatory bowel diseases, pain associated with dys-
menorrhea, pelvic pain, cystitis, pancreatitis, migraine, cluster and tension headaches, diabetic neuropathy, periph-
eral neuropathic pain, sciatica, fibromyalgia, Crohn’s disease, epilepsy or epileptic conditions, bipolar depression,
tachyarrhythmias, mood disorder, bipolar disorder, psychiatric disorders such as anxiety and depression, myotonia,
arrhythmia, movementdisorders, neuroendocrine disorders, ataxia, incontinence, visceral pain, trigeminal neuralgia,
herpetic neuralgia, general neuralgia, postherpetic neuralgia, radicular pain, sciatica, back pain, head or neck pain,
severe or intractable pain, breakthrough pain, postsurgical pain, stroke, cancer pain, seizure disorder, causalgia,
and chemo-induced pain;

and combinations thereof.

[15] The present invention provides a compound described in any one of [1] to [8] or a pharmaceutically acceptable
salt for use in the treatment of a condition or disorder in which TTX-S channel blockers are involved.

[16] The present invention provides a process for preparing a pharmaceutical composition comprising mixing a
compound described in any one of [1] to [8] or a pharmaceutically acceptable salt thereof and a pharmaceutically
acceptable carrier or excipient.

{Advantageous Effects of Invention}

[0017] The pyrazolopyridine derivatives of the present invention are sodium channel blockers and have a number of
therapeutic applications, particularly in the treatment of pain. More particularly, the pyrazolopyridine derivatives of the
invention are selective tetrodotoxin-sensitive (TTX-S) blockers. In the discussion that follows, the invention is exemplified
by reference to the inhibition of Na,/4 3 or Nay/4 7 channel as the TTX-S channels.

[0018] They show the affinity for Nay4 5 or Nay4 7 channel which is significantly greater than their affinity for Nay4 5
channel as the tetrodotoxin-resistant (TTX-R) sodium channels.
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[0019] The pyrazolopyridine derivatives of the invention show good selectivity for the Nay,4 3 or Nay/4 7 channel as
compared with Nay,4 5 channel.

[0020] In particular, the pyrazolopyridine derivatives of the present invention are selective for the TTX-S channels over
the Nay/¢ 5 channel, leading to improvements in the side-effect profile.

[0021] The pyrazolopyridine derivatives of the present invention are therefore useful in the treatment of a wide range
of disorders, particularly pain, acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain, nociceptive
pain including post-surgical pain, and mixed pain types involving the viscera, gastrointestinal tract, cranial structures,
musculoskeletal system, spine, urogenital system, cardiovascular system and CNS, including cancer pain, back pain,
orofacial pain and chemo-induced pain.

[0022] Other conditions that may be treated with the pyrazolopyridine derivatives of the present invention include
multiple sclerosis, neurodegenerative disorders, irritable bowel syndrome, osteoarthritis, rheumatoid arthritis, neu-
ropathological disorders, functional bowel disorders, inflammatory bowel diseases, pain associated with dysmenorrhea,
pelvic pain, cystitis, pancreatitis, migraine, cluster and tension headaches, diabetic neuropathy, peripheral neuropathic
pain, sciatica, fibromyalgia Crohn’s disease, epilepsy or epileptic conditions, bipolar depression, tachyarrhythmias, mood
disorder, bipolar disorder, psychiatric disorders such as anxiety and depression, myotonia, arrhythmia, movement dis-
orders, neuroendocrine disorders, ataxia, incontinence, visceral pain, trigeminal neuralgia, herpetic neuralgia, general
neuralgia, postherpetic neuralgia, radicular pain, sciatica, back pain, head or neck pain, severe or intractable pain,
breakthrough pain, postsurgical pain, stroke, cancer pain, seizure disorder and causalgia.

{Description of Embodiments}

[0023] Examples of conditions or disorders mediated by TTX-S channels include, but are not limited to, TTX-S channels
related diseases. The compounds of the present invention show the TTX-S channels blocking activity. The compounds
of the present invention may show less toxicity, good absorption and distribution, good solubility, less protein binding
affinity other than TTX-S channels, less drug-drug interaction, good metabolic stability, reduced inhibitory activity at
HERG channel, and/or reduced QT prolongation.

[0024] As appreciated by those of skillin the art, "halogen" or "halo" as used herein is intended to include fluoro, chloro,
bromo and iodo. Similarly, 1-6, as in C4_g is defined to identify the number as having 1, 2, 3, 4, 5 or 6. According to the
definition, for example, C,, as in C4_g alkyl is defined to identify the alkyl group as having 1, 2, 3, 4, 5 or 6 carbons.
Similarly, C,_g alkenylis defined to identify the alkenyl group as having 2, 3, 4, 5 or 6 carbons. A group which is designated
as being independently substituted with substituents may be independently substituted with multiple numbers of such
substituents.

[0025] The term "alkyl", as used herein, means a linear saturated monovalent hydrocarbon radical of one to six carbon
atoms or a branched saturated monovalent hydrocarbon radical of three to six carbon atoms, e.g., methyl, ethyl, propyl,
2-propyl, butyl (including all isomeric forms), pentyl (including all isomeric forms), and the like.

[0026] The term "alkoxy", as used herein, means an -O-alkyl such as, but not limited to, methoxy, ethoxy, propoxy, or
2-propoxy, butoxy (including all isomeric forms), and the like.

[0027] Theterm "alkylthio", as used herein, means a-S-alkyl such as, but not limited to, methylthio, ethylthio, and the like.
[0028] The term "alkylamino", as used herein, means a -NH-alkyl such as, but not limited to, methylamino, ethylamino,
propylamino, 2-propylamino, and the like.

[0029] The term "alkenyl", as used herein, means a hydrocarbon radical having at least one double bond , which may
be in a E- or a Z- arrangement, including, but not limited to, ethenyl, propenyl, 1-butenyl, 2-butenyl and the like.
[0030] The term "cycloalkyl", as used herein, means a mono- or bicyclic ring such as, but not limited to, cyclopropyl,
cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, norboranyl, adamantyl groups, and the like.

[0031] Theterm "alkylene", as used herein, means a linear saturated divalent hydrocarbon radical of one to six carbon
atoms or a branched saturated divalent hydrocarbon radical of three to six carbon atoms unless otherwise stated, e.g.,
but not limited to, methylene, ethylene, propylene, 1-methylpropylene, 2-methylpropylene, butylene, pentylene, and the
like.

[0032] The term "cycloalkylene", as used herein, means a mono- or bicyclic ring such as, but not limited to, cyclopro-
pylene, cyclobutylene, cyclopentylene, cyclohexylene, cycloheptylene, and the like.

[0033] The term "aryl", as used herein, means mono- or bi-carbocyclic or mono- or biheterocyclic ring which may
contain 0-4 heteroatoms selected from O, N and S such as, but not limited to, phenyl, naphthyl, benzofuranyl, benzo-
furazanyl, benzimidazolonyl, benzoimidazolyl, benzoisothiazolyl, benzoisoxazolyl, benzothiadiazolyl, benzothiazolyl,
benzoxadiazolyl, benzoxazolonyl, benzoxazolyl, benzothiophenyl, benzotriazolyl, carbazolyl, carbolinyl, chromanyl, cin-
nolinyl, 2,3-dioxoindolyl, furanyl, furazanyl, furopyridyl, furopyrrolyl, imidazolyl, imidazopyrazinyl, imidazopyridinyl, imi-
dazopyrimidinyl, imidazothiazolyl, indazolyl, indolazinyl, indolinyl, indolyl, isobenzofuranyl, isochromanyl, isoindolyl, iso-
quinolyl, isoxazolopyridyl, isoxazolinyl, isoxazolyl, isothiazolyl, naphthyridinyl, oxazolinyl, oxadiazolyl, oxazolyl, oxetanyl,
2-oxoindolyl, phthalazyl, pyrazolopyridyl, pyrazolopyrimidinyl, pyrazolyl, pyrazinyl, pyridyl, pyrimidyl, pyridazinyl, pyri-
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dopyrimidinyl, pyrrolopyridyl, pyrrolyl, quinazolinyl, quinolyl, quinoxalinyl, tetrazolopyridyl, tetrazolyl, thiadiazolyl, thia-
zolyl, thiophenyl, thienopyrazinyl, thienopyrazolyl, thienopyridyl, thienopyrrolyl, triazolopyrimidinyl, triazolyl, 4-oxo-1,4-
dihydroquinolyl, 2-oxo-1,2-dihydropyridyl, 4-oxo-1,4-dihydropyrimidyl, 2-oxo-1,2-dihydroquinolyl, 4-oxo-4H-pyrido[1,2-
a]pyrimidyl, 4-oxo-1,4-dihydro-1,8-naphthyridyl, and N-oxides thereof.

[0034] The term "heterocyclyl" as used herein includes both unsaturated and saturated heterocyclic moieties, wherein
the unsaturated heterocyclic moieties (i.e. "heteroaryl") include, but not limited to, benzofuranyl, benzofurazanyl, benz-
imidazolonyl, benzoimidazolyl, benzoisothiazolyl, benzoisoxazolyl, benzothiadiazolyl, benzothiazolyl, benzoxadiazolyl,
benzoxazolonyl, benzoxazolyl, benzothiophenyl, benzotriazolyl, carbazolyl, carbolinyl, chromanyl, cinnolinyl, 2,3-diox-
oindolyl, furanyl, furazanyl, furopyridyl, furopyrrolyl, imidazolyl, imidazopyrazinyl, imidazopyridinyl, imidazopyrimidinyl,
imidazothiazolyl, indazolyl, indolazinyl, indolinyl, indolyl, isobenzofuranyl, isochromanyl, isoindolyl, isoquinolyl, isoxa-
zolopyridyl, isoxazolinyl, isoxazolyl, isothiazolyl, naphthyridinyl, oxazolinyl, oxadiazolyl, oxazolyl, oxetanyl, 2-oxoindolyl,
oxoisoindolyl, phthalazyl, pyrazolyl, pyrazolopyridyl, pyrazolopyrimidinyl, pyrazinyl, pyridyl, pyrimidyl, pyridazinyl, pyri-
dopyrimidinyl, pyrrolopyridyl, pyrrolyl, quinazolinyl, quinolyl, quinoxalinyl, tetrazolopyridyl, tetrazolyl, thiadiazolyl, thia-
zolyl, thiophenyl, thienopyrazinyl, thienopyrazolyl, thienopyridyl, thienopyrrolyl, triazolopyrimidinyl, triazolyl, 4-oxo-1,4-
dihydroquinolyl, 2-oxo-1,2-dihydropyridyl, 4-oxo-1,4-dihydropyrimidyl, 2-oxo-1,2-dihydroquinolyl, 4-oxo-4H-pyrido[1,2-
a]pyrimidyl, 4-oxo-1,4-dihydro-1,8-naphthyridyl, and N-oxides thereof, and wherein the saturated heterocyclic moieties
include, but not limited to, azetidinyl, 1,4-dioxanyl, hexahydroazepinyl, piperazinyl, piperidinyl, pyridin-2-onyl, pyrrolidinyl,
morpholinyl, tetrahydrofuranyl, tetrahydropyranyl, thiomorpholinyl, triazolopyrimidyl, tetrahydrothienyl, pyrrolidinonyl,
3,4-dihydro-2H-pyrido[3,2-b][1,4]oxazinyl, 2-ox0-2,5,6,7-tetrahydro-1H-cyclopentapyridyl, 4,5,6,7-tetrahydro-indazolyl,
5,6,7,8-tetrahydro-1,6-naphthyridyl, and N-oxides thereof and S-oxides thereof.

[0035] The term "Cy", as used herein, means direct bond.

[0036] The term "protecting group”, as used herein, means a hydroxy or amino protecting group which is selected
from typical hydroxy or amino protecting groups described in Protective Groups in Organic Synthesis edited by T. W.
Greene et al. (John Wiley & Sons, 2007).

[0037] The terms "treating" or "treatment”, as used herein, includes prohibiting, restraining, slowing, stopping, or
reversing the progression or severity of an existing symptom or disorder. As used herein, the term "preventing" or "to
prevent" includes prohibiting, restraining, or inhibiting the incidence or occurrence of a symptom or disorder".

[0038] As used herein, the article "a" or "an" refers to both the singular and plural form of the object to which it refers
unless indicated otherwise.

[0039] Included within the scope of the "compounds of the invention" are all salts, solvates, hydrates, complexes,
polymorphs, radiolabeled derivatives, stereoisomers and optical isomers of the compounds of formula (1).

[0040] Compounds of formula (I) can form acid addition salts thereof. It will be appreciated that for use in medicine
the salts of the compounds of formula (I) should be pharmaceutically acceptable. Suitable pharmaceutically acceptable
salts will be apparent to those skilled in the art and include those described in J. Pharm. Sci, 1977, 66, 1-19, such as
acid addition salts formed with inorganic acids e.g., but not limited to, hydrochloric, hydrobromic, sulfuric, nitric or phos-
phoric acid; and organic acids e.g., but not limited to, succinic, maleic, formic, acetic, trifluoroacetic, propionic, fumaric,
citric, tartaric, benzoic, p-toluenesulfonic, methanesulfonic or naphthalenesulfonic acid. Certain of the compounds of
formula (I) may form acid addition salts with one or more equivalents of the acid. The present invention includes within
its scope all possible stoichiometric and non-stoichiometric forms. In addition, certain compounds containing an acidic
function such as a carboxy can be isolated in the form of their inorganic salt in which the counter ion can be selected
from sodium, potassium, lithium, calcium, magnesium and the like, as well as from organic bases such as choline,
arginine, benzathine, diethylamine, glycine, lysine, meglumine, olamine, 2-amino-2-methylpropan-1-ol, benethamine,
tert-butylamine, epolamine, ethylenediamine, hydrabamine, morpholine, piperazine, procaine, triethanolamine, dieth-
anolamine, monoethanolamine, triisopropanolamine, and tromethamine.

[0041] The term "animal," as used herein, includes a mammalian subject or a non-mammalian subject. Examples of
suitable mammalian subject may include, without limit, human, rodents, companion animals, livestock, and primates.
Suitable rodents may include, but are not limited to, mice, rats, hamsters, gerbils, and guinea pigs. Suitable companion
animals may include, but are not limited to, cats, dogs, rabbits, and ferrets. Suitable livestock may include, but are not
limited to, horses, goats, sheep, swine, cattle, lamas, and alpacas. Suitable primates may include, but are not limited
to, chimpanzees, lemurs, macaques, marmosets, spider monkeys, squirrel monkeys, and vervet monkeys. Examples
of suitable non-mammalian subject may include, without limit, birds, reptiles, amphibians, and fish. Non-limiting examples
of birds include chickens, turkeys, ducks, and geese. The preferred mammalian subject is a human.

[0042] Compounds of formula (I) and salts thereof may be prepared in crystalline or non-crystalline form, and, if
crystalline, may optionally be hydrated or solvated. This invention includes within its scope stoichiometric hydrates or
solvates as well as compounds containing variable amounts of water and/or solvent.

[0043] Salts and solvates having non-pharmaceutically acceptable counter-ions or associated solvents are within the
scope of the present invention, for example, for use as intermediates in the preparation of other compounds of formula
(1) and their pharmaceutically acceptable salts.
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[0044] Compounds of formula (I) may have polymorphs in crystalline form, which are within the scope of the present
invention.

[0045] In certain of the compounds of formula (1), there may be one or more chiral carbon atoms. In such cases,
compounds of formula (l) exist as stereoisomers. The invention extends to all optical isomers such as stereoisomeric
forms of the compounds of formula (I) including enantiomers, diastereoisomers and mixtures thereof, such as racemates.
The different stereoisomeric forms may be separated or resolved one from the other by conventional methods or any
given isomer may be obtained by conventional stereoselective or asymmetric syntheses.

[0046] Certain of the compounds herein can exist in various tautomeric forms and it is to be understood that the
invention encompasses all such tautomeric forms.

[0047] The invention also includes isotopically-labeled compounds, which are identical to those described herein, but
for the fact that one or more atoms are replaced by an atom having an atomic mass or mass number different from the
atomic mass or mass number usually found in nature. Examples of isotopes that can be incorporated into compounds
of the invention include isotopes of hydrogen, carbon, nitrogen, oxygen, phosphorous, fluorine, iodine, and chlorine,
such as 2H, 3H, 11C, 13C, 14C, 18F, 123| and 125]. Compounds of the invention that contain the aforementioned isotopes
and/or other isotopes of other atoms are within the scope of the present invention. Isotopically-labeled compounds of
the present invention, for example those into which radioactive isotopes such as 3H, 14C are incorporated, are useful in
drug and/or substrate tissue distribution assays. Tritiated, i.e., 3H, and carbon-14, i.e., 14C, isotopes are particularly
preferred for their ease of preparation and detectability. 'C and 18F isotopes are particularly useful in PET (positron
emission tomography), and 123| isotopes are particularly useful in SPECT (single photon emission computerized tom-
ography), all useful in brain imaging. Further, substitution with heavier isotopes such as deuterium, i.e., 2H, can afford
certain therapeutic advantages resulting from greater metabolic stability, for example increased in vivo half-life or reduced
dosage requirements and, hence, may be preferred in some circumstances. Isotopically labeled compounds of the
invention can generally be prepared by carrying out the procedures disclosed in the Schemes and/or in the Examples
below, then substituting a readily available isotopically labeled reagent for a non-isotopically labeled reagent.

[0048] With respect to other compounds disclosed in the art, certain compounds exhibit unexpected properties, such
as withrespectto duration of action and/or metabolism, such as increased metabolic stability, enhanced oral bioavailability
or absorption, and/or decreased drug-drug interactions.

[0049] Thecompounds offormula(l), being Nay,4 3and/orNa, ; 7 channelblockers, are potentially useful inthe treatment
of a range of disorders. The treatment of pain, particularly chronic, inflammatory, neuropathic, nociceptive and visceral
pain, is a preferred use.

[0050] Physiological pain is an important protective mechanism designed to warn of danger from potentially injurious
stimuli from the external environment. The system operates through a specific set of primary sensory neurones and is
activated by noxious stimuli via peripheral transducing mechanisms (see Millan, 1999, Prog. Neurobiol., 57, 1-164 for
a review). These sensory fibres are known as nociceptors and are characteristically small diameter axons with slow
conduction velocities. Nociceptors encode the intensity, duration and quality of noxious stimulus and by virtue of their
topographically organised projection to the spinal cord, the location of the stimulus. The nociceptors are found on
nociceptive nerve fibres of which there are two main types, A-delta fibres (myelinated) and C fibres (non-myelinated).
The activity generated by nociceptor input is transferred, after complex processing in the dorsal horn, either directly, or
via brain stem relay nuclei, to the ventrobasal thalamus and then on to the cortex, where the sensation of pain is generated.
[0051] Pain may generally be classified as acute or chronic. Acute pain begins suddenly and is short-lived (usually in
twelve weeks or less). It is usually associated with a specific cause such as a specific injury and is often sharp and
severe. It is the kind of pain that can occur after specific injuries resulting from surgery, dental work, a strain or a sprain.
Acute pain does not generally result in any persistent psychological response. In contrast, chronic pain is long-term pain,
typically persisting for more than three months and leading to significant psychological and emotional problems. Common
examples of chronic pain are neuropathic pain (e.g. painful diabetic neuropathy, postherpetic neuralgia), carpal tunnel
syndrome, back pain, headache, cancer pain, arthritic pain and chronic post-surgical pain.

[0052] When asubstantialinjury occurs tobodytissue, via disease or trauma, the characteristics of nociceptor activation
are altered and there is sensitisation in the periphery, locally around the injury and centrally where the nociceptors
terminate. These effects lead to a hightened sensation of pain. In acute pain these mechanisms can be useful, in
promoting protective behaviours which may better enable repair processes to take place. The normal expectation would
be that sensitivity returns to normal once the injury has healed. However, in many chronic pain states, the hypersensitivity
far outlasts the healing process and is often due to nervous system injury. This injury often leads to abnormalities in
sensory nerve fibres associated with maladaptation and aberrant activity (Woolf & Salter, 2000, Science, 288, 1765-1768).
[0053] Clinical painis presentwhen discomfort and abnormal sensitivity feature among the patient's symptoms. Patients
tend to be quite heterogeneous and may present with various pain symptoms. Such symptoms include: 1) spontaneous
pain which may be dull, burning, or stabbing; 2) exaggerated pain responses to noxious stimuli (hyperalgesia); and 3)
pain produced by normally innocuous stimuli (allodynia - Meyer et al., 1994, Textbook of Pain, 13-44). Although patients
suffering from various forms of acute and chronic pain may have similar symptoms, the underlying mechanisms may
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be different and may, therefore, require different treatment strategies. Pain can also therefore be divided into a number
of different subtypes according to differing pathophysiology, including nociceptive, inflammatory and neuropathic pain.
[0054] Nociceptive pain is induced by tissue injury or by intense stimuli with the potential to cause injury. Pain afferents
are activated by transduction of stimuli by nociceptors at the site of injury and activate neurons in the spinal cord at the
level of their termination. This is then relayed up the spinal tracts to the brain where pain is perceived (Meyer et al.,
1994, Textbook of Pain, 13-44). The activation of nociceptors activates two types of afferent nerve fibres. Myelinated
A-delta fibres transmit rapidly and are responsible for sharp and stabbing pain sensations, whilst unmyelinated C fibres
transmit at a slower rate and convey a dull or aching pain. Moderate to severe acute nociceptive pain is a prominent
feature of pain from central nervous system trauma, strains/sprains, burns, myocardial infarction and acute pancreatitis,
post-operative pain (pain following any type of surgical procedure), posttraumatic pain, renal colic, cancer pain and back
pain. Cancer pain may be chronic pain such as tumour related pain (e.g. bone pain, headache, facial pain or visceral
pain) or pain associated with cancer therapy (e.g. postchemotherapy syndrome, chronic postsurgical pain syndrome or
post radiation syndrome). Cancer pain may also occur in response to chemotherapy, immunotherapy, hormonal therapy
or radiotherapy. Back pain may be due to herniated or ruptured intervertebral discs or abnormalities of the lumber facet
joints, sacroiliac joints, paraspinal muscles or the posterior longitudinal ligament. Back pain may resolve naturally but
in some patients, where it lasts over 12 weeks, it becomes a chronic condition which can be particularly debilitating.
[0055] Neuropathic painis currently defined as pain initiated or caused by a primary lesion or dysfunction in the nervous
system. Nerve damage can be caused by trauma and disease and thus the term 'neuropathic pain’ encompasses many
disorders with diverse aetiologies. These include, but are not limited to, peripheral neuropathy, diabetic neuropathy,
post herpetic neuralgia, trigeminal neuralgia, back pain, cancer neuropathy, HIV neuropathy, phantom limb pain, carpal
tunnel syndrome, central post-stroke pain and pain associated with chronic alcoholism, hypothyroidism, uremia, multiple
sclerosis, spinal cord injury, Parkinson’s disease, epilepsy and vitamin deficiency. Neuropathic pain is pathological as
it has no protective role. It is often present well after the original cause has dissipated, commonly lasting for years,
significantly decreasing a patient’s quality of life (Woolf and Mannion, 1999, Lancet, 353, 1959-1964). The symptoms
of neuropathic pain are difficult to treat, as they are often heterogeneous even between patients with the same disease
(Woolf & Decosterd, 1999, Pain Supp., 6, S141-S147; Woolf and Mannion, 1999, Lancet, 353, 1959-1964). They include
spontaneous pain, which can be continuous, and paroxysmal or abnormal evoked pain, such as hyperalgesia (increased
sensitivity to a noxious stimulus) and allodynia (sensitivity to a normally innocuous stimulus).

[0056] The inflammatory process is a complex series of biochemical and cellular events, activated in response to
tissue injury or the presence of foreign substances, which results in swelling and pain (Levine and Taiwo, 1994, Textbook
of Pain, 45-56). Arthritic pain is the most common inflammatory pain. Rheumatoid disease is one of the commonest
chronic inflammatory conditions in developed countries and rheumatoid arthritis is a common cause of disability. The
exact aetiology of rheumatoid arthritis is unknown, but current hypotheses suggest that both genetic and microbiological
factors may be important (Grennan & Jayson, 1994, Textbook of Pain, 397-407). It has been estimated that almost 16
million Americans have symptomatic osteoarthritis (OA) or degenerative joint disease, most of whom are over 60 years
of age, and this is expected to increase to 40 million as the age of the population increases, making this a public health
problem of enormous magnitude (Houge & Mersfelder, 2002, Ann Pharmacother., 36, 679-686; McCarthy et al., 1994,
Textbook of Pain, 387-395). Most patients with osteoarthritis seek medical attention because of the associated pain.
Arthritis has a significant impact on psychosocial and physical function and is known to be the leading cause of disability
in later life. Ankylosing spondylitis is also a rheumatic disease that causes arthritis of the spine and sacroiliac joints. It
varies from intermittent episodes of back pain that occur throughout life to a severe chronic disease that attacks the
spine, peripheral joints and other body organs.

[0057] Another type of inflammatory pain is visceral pain which includes pain associated with inflammatory bowel
disease (IBD). Visceral pain is pain associated with the viscera, which encompass the organs of the abdominal cavity.
These organs include the sex organs, spleen and part of the digestive system. Pain associated with the viscera can be
divided into digestive visceral pain and non-digestive visceral pain. Commonly encountered gastrointestinal (Gl) disorders
that cause pain include functional bowel disorder (FBD) and inflammatory bowel disease (IBD). These Gl disorders
include a wide range of disease states that are currently only moderately controlled, including, in respect of FBD, gastro-
esophageal reflux, dyspepsia, irritable bowel syndrome (IBS) and functional abdominal pain syndrome (FAPS), and, in
respect of IBD, Crohn’s disease, ileitis and ulcerative colitis, all of which regularly produce visceral pain. Other types of
visceral pain include the pain associated with dysmenorrhea, cystitis and pancreatitis and pelvic pain.

[0058] It should be noted that some types of pain have multiple aetiologies and thus can be classified in more than
one area, e.g. back pain and cancer pain have both nociceptive and neuropathic components.

[0059] Other types of pain include:

(i) pain resulting from musculo-skeletal disorders, including myalgia, fibromyalgia, spondylitis, sero-negative (non-

rheumatoid) arthropathies, non-articular rheumatism, dystrophinopathy, glycogenolysis, polymyositis and pyomy-
ositis;
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(ii) heart and vascular pain, including pain caused by angina, myocardical infarction, mitral stenosis, pericarditis,
Raynaud’s phenomenon, scleredoma and skeletal muscle ischemia;

(i) head pain, such as migraine (including migraine with aura and migraine without aura), cluster headache, tension-
type headache mixed headache and headache associated with vascular disorders; and

(vi) orofacial pain, including dental pain, otic pain, burning mouth syndrome and temporomandibular myofascial pain.

[0060] Compounds of formula (I) are also expected to be useful in the treatment of multiple sclerosis.

[0061] The invention also relates to therapeutic use of compounds of formula (l) as agents for treating or relieving the
symptoms of neurodegenerative disorders. Such neurodegenerative disordersinclude, for example, Alzheimer’s disease,
Huntington’s disease, Parkinson’s disease, and Amyotrophic Lateral Sclerosis. The presentinvention also covers treating
neurodegenerative disorders termed acute brain injury. These include but are not limited to: stroke, head trauma, and
asphyxia. Stroke refers to a cerebral vascular disease and may also be referred to as a cerebral vascular accident (CVA)
and includes acute thromboembolic stroke. Stroke includes both focal and global ischemia. Also, included are transient
cerebral ischemic attacks and other cerebral vascular problems accompanied by cerebral ischemia. These vascular
disorders may occur in a patient undergoing carotid endarterectomy specifically or other cerebrovascular or vascular
surgical procedures in general, or diagnostic vascular procedures including cerebral angiography and the like. Other
incidents are head trauma, spinal cord trauma, or injury from general anoxia, hypoxia, hypoglycemia, hypotension as
well as similar injuries seen during procedures from embole, hyperfusion, and hypoxia. The instant invention would be
useful in a range of incidents, for example, during cardiac bypass surgery, in incidents of intracranial hemorrhage, in
perinatal asphyxia, in cardiac arrest, and status epilepticus.

[0062] A skilled physician will be able to determine the appropriate situation in which subjects are susceptible to or at
risk of, for example, stroke as well as suffering from stroke for administration by methods of the present invention.
[0063] TTX-S sodium channels have been implicated in a wide range of biological functions. This has suggested a
potential role for these receptors in a variety of disease processes in humans or other species. The compounds of the
presentinvention have utility in treating, preventing, ameliorating, controlling or reducing the risk of a variety of neurological
and psychiatric disorders associated with TTX-S sodium channels, including one or more of the following conditions or
diseases: pain, acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain, nociceptive pain, multiple
sclerosis, neurodegenerative disorder, irritable bowel syndrome, osteoarthritis, rheumatoid arthritis, neuropathological
disorders, functional bowel disorders, inflammatory bowel diseases, pain associated with dysmenorrhea, pelvic pain,
cystitis, pancreatitis, migraine, cluster and tension headaches, diabetic neuropathy, peripheral neuropathic pain, sciatica,
fibromyalgia Crohn’s disease, epilepsy or epileptic conditions, bipolar depression, tachyarrhythmias, mood disorder,
bipolar disorder, psychiatric disorders such as anxiety and depression, myotonia, arrhythmia, movement disorders,
neuroendocrine disorders, ataxia, incontinence, visceral pain, trigeminal neuralgia, herpetic neuralgia, general neuralgia,
postherpetic neuralgia, radicular pain, sciatica, back pain, head or neck pain, severe or intractable pain, breakthrough
pain, postsurgical pain, stroke, cancer pain, seizure disorder, causalgia, and chemo-induced pain.

[0064] The dosage of active ingredient in the compositions of this invention may be varied, however, it is necessary
that the amount of the active ingredient be such that a suitable dosage form is obtained. The active ingredient may be
administered to patients (animals and human) in need of such treatment in dosages that will provide optimal pharma-
ceutical efficacy.

[0065] The selected dosage depends upon the desired therapeutic effect, on the route of administration, and on the
duration of the treatment. The dose will vary from patient to patient depending upon the nature and severity of disease,
the patient’s weight, special diets then being followed by a patient, concurrent medication, and other factors which those
skilled in the art will recognize.

[0066] For administration to human patients, the total daily dose of the compounds of the invention is typically in the
range 0.1 mg to 1000 mg depending, of course, on the mode of administration. For example, oral administration may
require a total daily dose of from 1 mg to 1000 mg, while an intravenous dose may only require from 0.1 mg to 100 mg.
The total daily dose may be administered in single or divided doses and may, at the physician’s discretion, fall outside
of the typical range given herein.

[0067] These dosages are based on an average human subject having a weight of about 60kg to 70kg. The physician
will readily be able to determine doses for subjects whose weight falls outside this range, such as infants and the elderly.
[0068] Inone embodiment, the dosage range willbe about 0.5 mg to 500 mg per patient per day; in another embodiment
about 0.5 mg to 200 mg per patient per day; in another embodiment about 1 mg to 100 mg per patient per day; and in
another embodiment about 5 mg to 50 mg per patient per day; in yet another embodiment about 1 mg to 30 mg per
patient per day. Pharmaceutical compositions of the present invention may be provided in a solid dosage formulation
such as comprising about 0.5 mg to 500 mg active ingredient, or comprising about 1 mg to 250 mg active ingredient.
The pharmaceutical composition may be provided in a solid dosage formulation comprising about 1 mg, 5 mg, 10mg,
25 mg, 50 mg, 100 mg, 200 mg or 250 mg active ingredient. For oral administration, the compositions may be provided
in the form of tablets containing 1.0 to 1000 milligrams of the active ingredient, such as 1, 5, 10, 15, 20, 25, 50, 75, 100,
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150, 200, 250, 300, 400, 500, 600, 750, 800, 900, and 1000 milligrams of the active ingredient for the symptomatic
adjustment of the dosage to the patient to be treated. The compounds may be administered on a regimen of 1 to 4 times
per day, such as once or twice per day.

[0069] Compounds of the presentinvention may be used in combination with one or more other drugs in the treatment,
prevention, control, amelioration, or reduction of risk of diseases or conditions for which compounds of the present
invention or the other drugs may have utility, where the combination of the drugs together are safer or more effective
than either drug alone. Such other drug(s) may be administered, by a route and in an amount commonly used therefore,
contemporaneously or sequentially with a compound of the present invention. When a compound of the presentinvention
is used contemporaneously with one or more other drugs, a pharmaceutical composition in unit dosage form containing
such other drugs and the compound of the present invention is envisioned. However, the combination therapy may also
include therapies in which the compound of the present invention and one or more other drugs are administered on
different overlapping schedules. It is also contemplated that when used in combination with one or more other active
ingredients, the compounds of the present invention and the other active ingredients may be used in lower doses than
when each is used singly.

[0070] Accordingly, the pharmaceutical compositions of the present invention include those that contain one or more
other active ingredients, in addition to a compound of the presentinvention. The above combinations include combinations
of a compound of the present invention not only with one other active compound, but also with two or more other active
compounds.

[0071] Likewise, compounds of the present invention may be used in combination with other drugs that are used in
the prevention, treatment, control, amelioration, or reduction of risk of the diseases or conditions for which compounds
of the present invention are useful. Such other drugs may be administered, by a route and in an amount commonly used
therefore, contemporaneously or sequentially with a compound of the present invention. When a compound of the
present invention is used contemporaneously with one or more other drugs, a pharmaceutical composition containing
such other drugs in addition to the compound of the present invention is envisioned. Accordingly, the pharmaceutical
compositions of the present invention include those that also contain one or more other active ingredients, in addition
to a compound of the present invention.

[0072] The weight ratio of the compound of the compound of the present invention to the second active ingredient
may be varied and will depend upon the effective dose of each ingredient. Generally, an effective dose of each will be
used. Thus, for example, when a compound of the present invention is combined with another agent, the weight ratio
of the compound of the present invention to the other agent will generally range from about 1000:1 to about 1:1000,
including about 200: 1 to about 1:200. Combinations of a compound of the present invention and other active ingredients
will generally also be within the aforementioned range, but in each case, an effective dose of each active ingredient
should be used. In such combinations the compound of the present invention and other active agents may be administered
separately or in conjunction. In addition, the administration of one element may be prior to, concurrent to, or subsequent
to the administration of other agent(s).

[0073] ATTX-S sodium channels blocker may be usefully combined with another pharmacologically active compound,
or with two or more other pharmacologically active compounds, particularly in the treatment of inflammatory, pain and
urological diseases or disorders. For example, a TTX-S sodium channels blocker, particularly a compound of formula
(), or a pharmaceutically acceptable salt or solvate thereof, as defined above, may be administered simultaneously,
sequentially or separately in combination with one or more agents selected from

- an opioid analgesic, e.g. morphine, heroin, hydromorphone, oxymorphone, levorphanol, levallorphan, methadone,
meperidine, fentanyl, cocaine, codeine, dihydrocodeine, oxycodone, hydrocodone, propoxyphene, nalmefene, nal-
orphine, naloxone, naltrexone, buprenorphine, butorphanol, nalbuphine or pentazocine;

- a nonsteroidal antiinflammatory drug (NSAID), e.g. aspirin, diclofenac, diflusinal, etodolac, fenbufen, fenoprofen,
flufenisal, flurbiprofen, ibuprofen, indomethacin, ketoprofen, ketorolac, meclofenamic acid, mefenamic acid, melox-
icam, nabumetone, naproxen, nimesulide, nitroflurbiprofen, olsalazine, oxaprozin, phenylbutazone, piroxicam, sul-
fasalazine, sulindac, tolmetin or zomepirac;

- a barbiturate sedative, e.g. amobarbital, aprobarbital, butabarbital, butabital, mephobarbital, metharbital, metho-
hexital, pentobarbital, phenobartital, secobarbital, talbutal, theamylal or thiopental;

- abenzodiazepine having a sedative action, e.g. chlordiazepoxide, clorazepate, diazepam, flurazepam, lorazepam,
oxazepam, temazepam or triazolam;

- an H1 antagonist having a sedative action, e.g. diphenhydramine, pyrilamine, promethazine, chlorpheniramine or
chlorcyclizine;

- asedative such as glutethimide, meprobamate, methaqualone or dichloralphenazone;

- askeletal muscle relaxant, e.g. baclofen, carisoprodol, chlorzoxazone, cyclobenzaprine, methocarbamol or orphre-
nadine;

- an NMDA receptor antagonist, e.g. dextromethorphan ((+)-3-hydroxy-N-methylmorphinan) or its metabolite dextror-
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phan ((+)-3-hydroxy-N-methylmorphinan), ketamine, memantine, pyrroloquinoline quinine, cis-4-(phosphonome-
thyl)-2-piperidinecarboxylic acid, budipine, EN-3231 (MorphiDex™, a combination formulation of morphine and
dextromethorphan), topiramate, neramexane or perzinfotel including an NR2B antagonist, e.g. ifenprodil, traxoprodil
or (-)-(R)-6-{2-[4-(3-fluorophenyl)-4-hydroxy-1-piperidinyl]-1-hydroxyethyl-3,4-dihydro-2(1H)-quinolinone;

an alpha-adrenergic, e.g. doxazosin, tamsulosin, clonidine, guanfacine, dexmedetomidine, modafinil, or 4-amino-
6,7-dimethoxy-2-(5-methane-sulfonamido-1,2,3,4-tetrahydroisoquinol-2-yl)-5- (2-pyridyl) quinazoline;

a tricyclic antidepressant, e.g. desipramine, imipramine, amitriptyline or nortriptyline;

an anticonvulsant, e.g. carbamazepine, lamotrigine, topiratmate or valproate;

a tachykinin (NK) antagonist, particularly an NK-3, NK-2 or NK-1 antagonist, e.g. alphaR,9R)-7-[3,5-bis(trifluorome-
thyl)benzyl]-8,9,10,11-tetrahydro-9-methyl-5-(4-methylphenyl)-7H-[1,4]diazocino[2,1-g][1,7]-naphthyridine-6-13-
dione (TAK-637), 5-[[(2R,3S)-2-[(1R)-1-[3,5-bis(trifluoromethyl)phenyllethoxy-3-(4-fluorophenyl)-4 - morpholi-
nyl]-methyl]-1,2-dihydro-3H-1,2,4-triazol-3-one (MK-869), aprepitant, lanepitant, dapitant or 3-[[2-methoxy-5-(trif-
luoromethoxy)phenyl]-methylamino]-2-phenylpiperidine (2S,3S);

a muscarinic antagonist, e.g. oxybutynin, tolterodine, propiverine, trospium chloride, darifenacin, solifenacin, temiv-
erine and ipratropium;

a COX-2 selective inhibitor, e.g. celecoxib, rofecoxib, parecoxib, valdecoxib, deracoxib, etoricoxib, or lumiracoxib;
a coal-tar analgesic, in particular paracetamol;

a neuroleptic such as droperidol, chlorpromazine, haloperidol, perphenazine, thioridazine, mesoridazine, trifluoper-
azine, fluphenazine, clozapine, olanzapine, risperidone, ziprasidone, quetiapine, sertindole, aripiprazole, sonepi-
prazole, blonanserin, iloperidone, perospirone, raclopride, zotepine, bifeprunox, asenapine, lurasidone, amisulpride,
balaperidone, palindore, eplivanserin, osanetant, imonabant, meclinertant, Miraxion™ or sarizotan;

a vanilloid receptor agonist (e.g. resiniferatoxin) or antagonist (e.g. capsazepine);

a transient receptor potential cation channel subtype (V1, V2, V3, V4, M8, M2, A1) agonist or antagonist;

a beta-adrenergic such as propranolol;

a local anaesthetic such as mexiletine;

a corticosteroid such as dexamethasone;

a 5-HT receptor agonist or antagonist, particularly a 5-HT1B/1D agonist such as eletriptan, sumatriptan, naratriptan,
zolmitriptan or rizatriptan;

a 5-HT2A receptor antagonist such as R(+)-alpha-(2,3-dimethoxy-phenyl)-1-[2-(4-fluorophenylethyl)]-4-piperid-
inemethanol (MDL-100907);

a cholinergic (nicotinic) analgesic, such as ispronicline (TC-1734), (E)-N-methyl-4-(3-pyridinyl)-3-buten-1-amine
(RJR-2403), (R)-5-(2-azetidinylmethoxy)-2-chloropyridine (ABT-594) or nicotine;

Tramadol™;

a PDEV inhibitor, such as 5-[2-ethoxy-5-(4-methyl-1-piperazinylsulphonyl)phenyl]-1-methyl-3-n-propyl-1,6-dihydro-
7H -pyrazolo[4,3-d]pyrimidin-7-one (sildenafil), (6R,12aR)-2,3,6,7,12,12a-hexahydro-2-methyl-6-(3,4-methylenedi-
oxyphenyl)pyrazino[2’,1°:6,1]pyrido[3,4-blindole-1,4-dione (IC-351 or tadalafil), 2-[2-ethoxy-5-(4-ethyl-piperazin-1-
yl-sulphonyl)phenyl]-5-methyl-7-propyl-3H-imidazo[5,1 - f][1,2,4]triazin-4-one (vardenafil), 5-(5-acetyl-2-butoxy-3-
pyridinyl)-3-ethyl-2-(1-ethyl-3-azetidinyl)-2,6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-one, 5-(5-acetyl-2-propoxy-3-
pyridinyl)-3-ethyl-2-(1-isopropyl-3-azetidinyl)-2,6-dihydro-7H -pyrazolo[4,3-d]pyrimidin-7-one, 5-[2-ethoxy-5-(4-
ethylpiperazin-1-ylsulphonyl)pyridin-3-yl]-3-ethyl-2-[2-methoxyethyl]-2,6  -dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-
one, 4-[(3-chloro-4-methoxybenzyl)amino]-2-[(2S)-2-(hydroxymethyl)pyrrolidin-1-yl]-N-(pyrimidin-2-ylmethyl)pyri-
midine-5-carboxamide, 3-(1-methyl-7-oxo-3-propyl-6,7-dihydro-1H-pyrazolo[4,3-d]pyrimidin-5-yl)-N-[2-(1-methyl-
pyrrolidin-2-yl)ethyl]-4-propoxybenzenesulfonamide;

an alpha-2-delta ligand such as gabapentin, pregabalin, 3-methylgabapentin, (3-(aminomethyl)bicyclo[3.2.0]hept-
3-yl)acetic acid, (3S,5R)-3-(aminomethyl)-5-methylheptanoic acid, (3S,5R)-3-amino-5-methylheptanoic acid,
(3S,5R)-3-amino-5-methyloctanoic acid, (2S,4S)-4-(3-chlorophenoxy)proline, (2S,4S)-4-(3-fluorobenzyl)proline,
[(1R,5R,6S)-6-(aminomethyl)bicyclo[3.2.0]hept-6-yl]acetic acid, 3-((1-(aminomethyl)cyclohexyl)methyl)-
4H-[1,2,4]oxadiazol-5-one, C-[1-((1H-tetrazol-5-yl)methyl)cycloheptyllmethylamine, (3S,4S)-(1-(aminomethyl)-3,4-
dimethylcyclopentyl)acetic acid, (3S,5R)-3-(aminomethyl)-5-methyloctanoic acid, (3S,5R)-3-amino-5-methylnona-
noic acid, (3S,5R)-3-amino-5-methyloctanoic acid, (3R,4R,5R)-3-amino-4,5-dimethylheptanoic acid, and
(3R,4R,5R)-3-amino-4,5-dimethyloctanoic acid;

a cannabinoid;

a metabotropic glutamate subtype 1 receptor (mGIuR1) antagonist;

a serotonin reuptake inhibitor such as sertraline, sertraline metabolite demethylsertraline, fluoxetine, norfluoxetine
(fluoxetine desmethyl metabolite), fluvoxamine, paroxetine, citalopram, citalopram metabolite desmethylcitalopram,
escitalopram, d,l-fenfluramine, femoxetine, ifoxetine, cyanodothiepin, litoxetine, dapoxetine, nefazodone, ceri-
clamine and trazodone;

a noradrenaline (norepinephrine) reuptake inhibitor, such as maprotiline, lofepramine, mirtazapine, oxaprotiline,
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fezolamine, tomoxetine, mianserin, buproprion, buproprion metabolite hydroxybuproprion, nomifensine and
viloxazine (Vivalan™), especially a selective noradrenaline reuptake inhibitor such as reboxetine, in particular
(S,S)-reboxetine;

- adual serotonin-noradrenaline reuptake inhibitor, such as venlafaxine, venlafaxine metabolite O-desmethylvenla-
faxine, clomipramine, clomipramine metabolite desmethylclomipramine, duloxetine, milnacipran and imipramine;

- aninducible nitric oxide synthase (iNOS) inhibitor such as S-[2-[(1-iminoethyl)amino]ethyl]-L-homocysteine, S-[2-[(1-
iminoethyl)-amino]ethyl]-4,4-dioxo-L-cysteine, S-[2-[(1-iminoethyl)amino]ethyl]-2-methyl-L-cysteine, (2S,52)-2-
amino-2-methyl-7-[(1-iminoethyl)amino]-5-heptenoic acid, 2-[[(1R,3S)-3-amino-4-hydroxy-1-(5-thia-
zolyl)-butyl]thio]-5-chloro-3-pyridinecarbonitrile;  2-[[(1R,3S)-3-amino-4-hydroxy-1-(5-thiazolyl)butyl]thio]-4-chlo-
robenzonitrile, (2S,4R)-2-amino-4-[[2-chloro-5-(trifluoromethyl)phenyl]thio]-5-thiazolebutanol, 2-[[(1R,3S)-3-amino-
4-hydroxy-1-(5-thiazolyl)butyl]thio]-6-(trifluoromethyl)-3 -pyridinecarbonitrile, 2-[[(1R,3S)-3-amino-4-hydroxy-1-(5-
thiazolyl)butyl]thio]-5-chlorobenzonitrile, N-[4-[2-(3-chlorobenzylamino)ethyl]lphenyl]thiophene-2-carboxamidine, or
guanidinoethyldisulfide;

- an acetylcholinesterase inhibitor such as donepezil;

- aprostaglandin E2 subtype 4 (EP4) antagonist such as N-[({2-[4-(2-ethyl-4,6-dimethyl-1H-imidazo[4,5-c]pyridin-1-
yl)phenyl]ethyl}amino)-carbonyl] -4-methylbenzenesulfonamide or 4-[(1S)-1-({[5-chloro-2-(3-fluorophenoxy)pyridin-
3-yllcarbonyl}amino)ethyllbenzoic acid;

- aleukotriene B4 antagonist; such as 1-(3-biphenyl-4-ylmethyl-4-hydroxy-chroman-7-yl)-cyclopentanecarboxylic ac-
id (CP-105696), 5-[2-(2-Carboxyethyl)-3-[6-(4-methoxyphenyl)-5E-hexenyl]Joxyphenoxy]-valeric acid (ONO-4057)
or DPC-11870,

- a 5-lipoxygenase inhibitor, such as zileuton, 6-[(3-fluoro-5-[4-methoxy-3,4,5,6-tetrahydro-2H-pyran-4-yl])phenoxy-
methyl]-1-methyl-2 -quinolone (ZD-2138), or 2,3,5-trimethyl-6-(3-pyridylmethyl),1,4-benzoquinone (CV-6504);

- asodium channel blocker, such as lidocaine;

- acalcium channel blocker, such as ziconotide, zonisamide, mibefradil;

- a5-HT3 antagonist, such as ondansetron;

- achemotherapy drug such as oxaliplatin, 5-fluorouracil, leukovolin, paclitaxel;

- acalcitonin gene related peptide (CGRP) antagonist;

- abradykinin (BK1 and BK2) antagonist;

- avoltage gated sodium dependent channel blocker (Na, 3, Na, 4 7, Na,4 g);

- avoltage dependent calcium channel blocker (N-type, T-type);

- aP2X (ion channel type ATP receptor) antagonist;

- an acid-sensing ion channel (ASIC1a, ASIC3) antagonist;

- an Angiotensin AT2 antagonist;

- a Chemokine CCR2B receptor antagonist;

- a Cathepsin (B, S, K) inhibitor;

- asigma1 receptor agonist or antagonist;

and the pharmaceutically acceptable salts and solvates thereof.

[0074] Such combinations offer significant advantages, including synergistic activity, in therapy.

[0075] A pharmaceutical composition of the invention, which may be prepared by admixture, suitably at ambient
temperature and atmospheric pressure, is usually adapted for oral, parenteral or rectal administration and, as such, may
be in the form of tablets, capsules, oral liquid preparations, powders, granules, lozenges, reconstitutable powders,
injectable orinfusible solutions or suspensions or suppositories. Orally administrate compositions are generally preferred.
Tablets and capsules for oral administration may be in unit dose form, and may contain conventional excipients, such
as binding agents (e.g. pregelatinised maize starch, polyvinylpyrrolidone or hydroxypropyl methylcellulose); fillers (e.g.
lactose, microcrystalline cellulose or calcium hydrogen phosphate); tabletting lubricants (e.g. magnesium stearate, talc
or silica); disintegrants (e.g. potato starch or sodium starch glycollate); and acceptable wetting agents (e.g. sodium lauryl
sulphate). The tablets may be coated according to methods well known in normal pharmaceutical practice.

[0076] Oral liquid preparations may be in the form of, for example, aqueous or oily suspension, solutions, emulsions,
syrups or elixirs, or may be in the form of a dry product for reconstitution with water or other suitable vehicle before use.
Such liquid preparations may contain conventional additives such as suspending agents (e.g. sorbitol syrup, cellulose
derivatives or hydrogenated edible fats), emulsifying agents (e.g. lecithin or acacia), non-aqueous vehicles (which may
include edible oils e.g. almond oil, oily esters, ethyl alcohol or fractionated vegetable oils), preservatives (e.g. methyl or
propyl-p-hydroxybenzoates or sorbic acid), and, if desired, conventional flavourings or colorants, buffer salts and sweet-
ening agents as appropriate. Preparations for oral administration may be suitably formulated to give controlled release
of the active compound or pharmaceutically acceptable salt thereof.

[0077] For parenteral administration, fluid unit dosage forms are prepared utilising a compound of formula (l) or phar-
maceutically acceptable salt thereof and a sterile vehicle. Formulations for injection may be presented in unit dosage
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form e.g. in ampoules or in multi-dose, utilising a compound of formula (l) or pharmaceutically acceptable salt thereof
and a sterile vehicle, optionally with an added preservative. The compositions may take such forms as suspensions,
solutions or emulsions in oily or aqueous vehicles, and may contain formulatory agents such as suspending, stabilising
and/or dispersing agents. Alternatively, the active ingredient may be in powder form for constitution with a suitable
vehicle, e.g. sterile pyrogen-free water, before use. The compound, depending on the vehicle and concentration used,
can be either suspended or dissolved in the vehicle. In preparing solutions, the compound can be dissolved for injection
and filter sterilised before filling into a suitable vial or ampoule and sealing. Advantageously, adjuvants such as a local
anaesthetic, preservatives and buffering agents are dissolved in the vehicle. To enhance the stability, the composition
can be frozen after filling into the vial and the water removed under vacuum. Parenteral suspensions are prepared in
substantially the same manner, except that the compound is suspended in the vehicle instead of being dissolved, and
sterilisation cannot be accomplished by filtration. The compound can be sterilised by exposure to ethylene oxide before
suspension in a sterile vehicle. Advantageously, a surfactant or wetting agent is included in the composition to facilitate
uniform distribution of the compound.

[0078] Lotions may be formulated with an aqueous or oily base and will in general also contain one or more emulsifying
agents, stabilising agents, dispersing agents, suspending agents, thickening agents, or colouring agents. Drops may
be formulated with an aqueous or non-aqueous base also comprising one or more dispersing agents, stabilising agents,
solubilising agents or suspending agents. They may also contain a preservative.

[0079] Compounds of formula (I) or pharmaceutically acceptable salts thereof may also be formulated in rectal com-
positions such as suppositories or retention enemas, e.g. containing conventional suppository bases such as cocoa
butter or other glycerides.

[0080] Compounds of formula (I) or pharmaceutically acceptable salts may also be formulated as depot preparations.
Such long acting formulations may be administered by implantation (for example subcutaneously or intramuscularly) or
by intramuscular injection. Thus, for example, the compounds of formula (I) or pharmaceutically acceptable salts may
be formulated with suitable polymeric or hydrophobic materials (for example as an emulsion in an acceptable oil) or ion
exchange resins, or as sparingly soluble derivatives, for example, as a sparingly soluble salt.

[0081] For intranasal administration, compounds formula (l) or pharmaceutically acceptable salts thereof may be
formulated as solutions for administration via a suitable metered or unitary dose device or alternatively as a powder mix
with a suitable carrier for administration using a suitable delivery device. Thus compounds of formula (I) or pharmaceu-
tically acceptable salts thereof may be formulated for oral, buccal, parenteral, topical (including ophthalmic and nasal),
depot or rectal administration or in a form suitable for administration by inhalation or insufflation (either through the mouth
or nose). The compounds of formula (l) and pharmaceutically acceptable salts thereof may be formulated for topical
administration in the form of ointments, creams, gels, lotions, pessaries, aerosols or drops (e.g. eye, ear or nose drops).
Ointments and creams may, for example, be formulated with an aqueous or oily base with the addition of suitable
thickening and/or gelling agents. Ointments for administration to the eye may be manufactured in a sterile manner using
sterilized components.

General Synthesis
[0082] Throughout the instant application, the following abbreviations are used with the following meanings:

DCM Dichloromethane

DMF N,N-Dimethylformamide

DMA N,N-Dimethylacetamide

DME 1,2-Dimethoxyethane

DMSO  Dimethyl sulfoxide

EDC 1-Ethyl-3-(3-dimethylaminopropyl)carbodiimide Hydrochloride
e.e. Enantiomeric Excess

ESI Electrospray lonization

EtOAc  Ethyl acetate

EtOH Ethanol

HOBT 1-Hydroxybenztriazole

HBTU O-(Benzotriazol-1-yl)-N,N,N’,N’-tetramethyluronium Hexafluorophosphate
HPLC High-Performance Liquid Chromatography

LC Liquid Chromatography
LG Leaving Group
tR Retention Time

MeCN Acetonitrile
MeOH Methanol
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MHz Megahertz

MS Mass Spectrometry

NMR Nuclear Magnetic Resonance
PG Protecting Group

rt Room Temperature

TFA Trifluoroacetic Acid

THF Tetrahydrofuran

TLC Thin Layer Chromatography
uv Ultraviolet

[0083] The term of "base" is likewise no particular restriction on the nature of the bases used, and any base commonly
used in reactions of this type may equally be used here. Examples of such bases include, but not limited to: alkali metal
hydroxides, such as lithium hydroxide, sodium hydroxide, potassium hydroxide, potassium phosphate, and barium hy-
droxide; alkali metal hydrides, such as lithium hydride, sodium hydride, and potassium hydride; alkali metal alkoxides,
such as sodium methoxide, sodium ethoxide, and potassium t-butoxide; alkali metal carbonates, such as lithium car-
bonate, sodium carbonate, potassium carbonate, and cesium carbonate; alkali metal hydrogencarbonates, such as
lithium hydrogencarbonate, sodium hydrogencarbonate, and potassium hydrogencarbonate; amines, such as N-meth-
ylmorpholine, triethylamine, tripropylamine, tributylamine, diisopropylethylamine, N-methylpiperidine, pyridine, 4-pyrro-
lidinopyridine, picoline, 2,6-di(t-butyl)-4-methylpyridine, quinoline, N,N-dimethylaniline, N,N-diethylaniline, 1,5-diazabi-
cyclo[4.3.0Jnon-5-ene (DBN), 1,4-diazabicyclo[2.2.2]octane (DABCO), 1,8-diazabicyclo[5.4.0]Jundec-7-ene (DBU), luti-
dine, and colidine; alkali metal amides, such as lithium amide, sodium amide, potassium amide, lithium diisopropyl
amide, potassium diisopropyl amide, sodium diisopropyl amide, lithium bis(trimethylsilyl)Jamide and potassium bis(tri-
methylsilyl)amide. Of these, triethylamine, diisopropylethylamine, DBU, DBN, DABCO, pyridine, lutidine, colidine, sodium
carbonate, sodium hydrogencarbonate, sodium hydroxide, potassium carbonate, potassium hydrogencarbonate, potas-
sium hydroxide, potassium phosphate, barium hydroxide, and cesium carbonate are preferred.

[0084] The reactions are normally and preferably effected in the presence of inert solvent. There is no particular
restriction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or the
reagents involved and that it can dissolve reagents, at least to some extent. Examples of suitable solvents include, but
not limited to: halogenated hydrocarbons, such as DCM, chloroform, carbon tetrachloride, and dichloroethane; ethers,
such as diethyl ether, diisopropyl ether, THF, and dioxane; aromatic hydrocarbons, such as benzene, toluene and
nitrobenzene; amides, such as, DMF, DMA, and hexamethylphosphoric triamide; amines, such as N-methylmorpholine,
triethylamine, tripropylamine, tributylamine, diisopropylethylamine, N-methylpiperidine, pyridine, 4-pyrrolidinopyridine,
N,N-dimethylaniline, and N,N-diethylaniline; alcohols, such as methanol, ethanol, propanol, isopropanol, and butanol;
nitriles, such as acetonitrile and benzonitrile; sulfoxides, such as dimethyl sulfoxide (DMSO) and sulfolane; ketones,
such as acetone and diethylketone. Of these solvents, including but not limited to DMF, DMA, DMSO, THF, diethylether,
diisopropylether, dimethoxyethane, acetonitrile, DCM, dichloroethane and chloroform are preferred.

{Examples}

[0085] Theinvention isillustrated in the following non-limiting examples in which, unless stated otherwise: all reagents
are commercially available, all operations are carried out at room or ambient temperature, that is, in the range of about
18-25 °C; evaporation of solvent is carried out using a rotary evaporator under reduced pressure with a bath temperature
of up to about 60 °C; reactions are monitored by thin layer chromatography (TLC) and reaction times are given for
illustration only; the structure and purity of allisolated compounds are assured by at least one of the following techniques:
TLC (Merck silica gel 60 F,5, precoated TLC plates or Merck NH, F,5,4 precoated HPTLC plates), mass spectrometry
or NMR. Yields are given for illustrative purposes only. Flash column chromatography is carried out using Merck silica
gel 60 (230-400 mesh ASTM), Fuiji Silysia Chromatorex (registered trade mark) DU3050 (Amino Type), Wako Wakogel
C300-HG, Biotage silica KP-Sil, Yamazen Hi-FLASH column, YMC DispoPack-SIL, or Biotage amino bounded silica
KP-NH. The purification of compounds using HPLC (preparative LC-MS) is performed by the following apparatus and
conditions.

Apparatus; Waters MS-trigger AutoPurification(trademark) system

Column; Waters XTerra C18, 19X50 mm, 5 micrometer particle

Condition A: Methanol or acetonitrile / 0.01 %(v/v) ammonia aqueous solution

Condition B: Methanol or acetonitrile / 0.05%(v/v) formic acid aqueous solution Low-resolution mass spectral data (ESI)
are obtained by the following apparatus and conditions: Apparatus; Waters Alliance HPLC system on ZQ or ZMD mass
spectrometer and UV detector. NMR data are determined at 270 MHz (JEOL JNM-LA 270 spectrometer) or 300 MHz
(JEOL JNM-LA300) using deuterated chloroform (99.8% D) or dimethylsulfoxide (99.9% D) as solvent unless indicated
otherwise, relative to tetramethylsilane (TMS) as internal standard in parts per million (ppm); conventional abbreviations
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used are: s = singlet, d = doublet, t = triplet, g = quartet, m = multiplet, br = broad, etc. Chemical symbols have their
usual meanings; M (mol(s) per liter), L(liter(s)), mL (milliliter(s)), g (gram(s)), mg(milligram(s)), mol (moles), mmol (mil-
limoles). Each prepared compound is generally named by ChemBioDraw (Ultra, version 12.0, CambridgeSoft).

[0086] Conditions for determining HPLC retention time:

Method: QC1

Apparatus: Waters ACQUITY Ultra Parformance LC with TUV Detector and ZQ mass spectrometer
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Column: Waters ACQUITY C18, 2.1 x 100 mm, 1.7 micrometer particle size

Column Temperature: 60 °C

Flow rate: 0.7 mL/min

Run time: 3 min

UV detection: 210 nm

MS detection: ESI positive/negative mode
Mobile phases:

A1: 10 mM Ammonium acetate
B1: acetonitrile

Gradient program: (QC_neutral_full_3min)

{Table 1}
Time(min)  A1(%)  B1(%)
0 95 5
0.1 95 5
1.8 5 95
2.3 95 5

Method: QC2

Apparatus: Waters 2795 Alliance HPLC with ZQ2000 mass spectrometer and 2996 PDA Detector

Column: XBridge C18, 2.1 x 50 mm, 3.5 micrometer particle size

Column Temperature: 45 °C

Flow rate: 1.2 mL/min

Run time: 4.5 min

UV detection: 210-400 nm scan

MS detection: ESI positive/negative mode
Mobile phases:

A: Water

B: MeCN

C: 1% aqueous HCOOH solution
D: 1 % aqueous NHj solution

Gradient program:

{Table 2}
Time (min) A (%) B(%) C(%) D (%)
0 85 10 25 25
0.2 85 10 25 25
3.2 0 95 25 25
3.7 0 95 25 25
3.71 85 10 25 25
4.5 85 10 25 25
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[0087] All of the pyrazolopyridine derivatives of the formula (I) can be prepared by the procedures described in the
general methods presented below or by the specific methods described in the Example synthesis part and Intermediate
synthesis part, or by routine modifications thereof. Disclosed herein are any one or more of these processes for preparing
the pyrazolopyridine derivatives of formula (1), in addition to any novel intermediates used therein.

[0088] In the following general methods, descriptors are as previously defined for the pyrazolopyridine derivatives of
the formula () unless otherwise stated.

<Scheme A>
{Chem. 4}
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[0089] In Step A-a, acompound of formula (l) can be prepared from a compound of formula (V) by Mitsunobu reaction
with a compound of formula (V) using a suitable reagent in organic solvent in the presence of coupling reagent, but not
limited to, such as diethyl azodicarboxylate / triphenylphosphine, diisopropyl azodicarboxylate / triphenylphosphine, di-
ter-butyl azodicarboxylate / triphenylphosphine, and cyanomethylenetributylphosphorane. Examples of suitable organic
solvent include such as THF, 1,4-dioxane, DMF, MeCN, and toluene. The reaction can be carried out at a temperature
of from about -20 to 180 °C, more preferably from about 20 to 150 °C. Reaction times are, in general, from about 30
minutes to 48 hours, more preferably from about 30 minutes to 24 hours.

[0090] When LG is such as O-trifluoromethanesulfonate, O-tosylate, O-mesylate, iodide, bromide, and chloride, in
Step A-b, a compound of formula (V1) can be prepared by sulfonylation or substitution with halogen of a compound of
formula (1V) under, for example, known sulfonylation condition or known halogenation conditions in an inert solvent. In
case of sulfonylation, the reaction can be carried out in the presence of a base in an inert solvent. A preferred base is
selected from, for example, but not limited to: an alkali or alkaline earth metal hydroxide, alkoxide, carbonate, halide or
hydride, such as sodium hydroxide, potassium hydroxide, sodium methoxide, sodium ethoxide, potassium tert-butoxide,
sodium carbonate, potassium carbonate, potassium fluoride, sodium hydride or potassium hydride; or an amine such
as TEA, tributylamine, diisopropylethylamine, 2,6-lutidine, pyridine or dimethylaminopyridine. Examples of suitable inert
aqueous or nonaqueous organic solvents include: alcohols, such as methanol or ethanol; ethers, such as THF or 1,4-
dioxane; acetone; DMF; halogenated hydrocarbons, such as DCM, 1,2-dichloroethane or chloroform; and pyridine; or
mixtures thereof. The reaction can be carried out at a temperature in the range of from about-10 °C to 200 °C, preferably
in the range of from about 20 to 100 °C. Reaction times are, in general, from about 10 minutes to 4 days, preferably
from about 10 minutes to 24 hours. In case of halogenation, example of halogen source is such as thionyl chloride, N-
bromosuccinimide, N-chlorosuccinimide, iodine, bromine, phosphorous trichloride, phosphorous tribromide, carbon tet-
rachloride, or carbon tetrabromide. In the halogenation reaction, the reaction can be carried out in the presence of
reducing agent such as triphenylphosphine. Examples of suitable organic solvent include such as THF, 1,4-dioxane,
DCM, 1,2-dichloroethane, carbon tetrachloride, toluene, and DMF.

[0091] In Step A-c, a compound of formula (I) can be prepared from a compound of formula (VI) and formula (V) in
the presence of a suitable base in an inert solvent. Examples of a suitable base include, but not limited to, such as
sodium hydride, potassium carbonate, potassium bicarbonate, cesium carbonate, sodium carbonate, sodium bicarbo-
nate, tripotassium phosphate, potassium tert-butoxide, triethylamine, N,N-diisopropylethylamine, and dicyclohexylamine.
Examples of suitable organic solvent include such as THF, 1,4-dioxane, DMF, MeCN, DMA, and toluene. The reaction
can be carried out at a temperature of from about -20 to 150 °C, more preferably from about 0 to 100 °C. Reaction times
are, in general, from about 30 minutes to 48 hours, more preferably from about 30 minutes to 24 hours.
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<Scheme B>
{Chem. 5}
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[0092] In Step B-a, a compound of formula (VIIl) can be prepared from a compound of formula (IV) and a compound
of formula (V1) by Mitsunobu reaction as described in Step A-a.

[0093] In Step B-b, a compound of formula (VIIl) can be prepared from a compound of formula (VI) and a compound
of formula (VIl) as described in Step A-c.

[0094] When -B-C-R8 component of formula (1) is -NHR2-(C=0)-R®, in Step B-c, a compound of (I-a) can be prepared
by coupling of formula (VIIl) with a suitable reagent of formula (IX) under coupling conditions in suitable organic solvents
in the presence of a suitable transition metal catalyst and in the presence or absence of a base. Examples of suitable
transition metal catalysts include, but not limited to:

tetrakis(triphenylphosphine)palladium(0), bis(triphenylphosphine)palladium(ll) chloride, copper(0), copper(l) ace-
tate, copper(l) bromide, copper(l) chloride, copper(l) iodide, copper(l) oxide, copper(ll) trifluoromethanesulfonate,
copper(ll) acetate, copper(ll) bromide, copper(ll) chloride, copper(ll) iodide, copper(ll) oxide, copper(ll) trifluorometh-
anesulfonate, palladium(ll) acetate, palladium(ll) chloride, bis(acetonitrile)dichloropalladium(ll), bis(dibenzylidene-
acetone)palladium(0), tris(dibenzylideneacetone)dipalladium(0) and [1,1’-bis(diphenylphosphino)ferrocene] palla-
dium(ll) dichloride. Preferred catalysts are tetrakis(triphenylphosphine)palladium(0), bis(triphenylphosphine)palla-
dium(ll) chloride, palladium(ll) acetate, palladium(ll) chloride, bis(acetonitrile)dichloropalladium(0), bis(dibenzylide-
neacetone)palladium(0), tris(dibenzylideneacetone)dipalladium(0) and [1,1-bis(diphenylphosphino)ferrocene]palla-
dium(ll) dichloride. Examples of suitable carboxamide represented by formula (1X) include, but not limited to, car-
boximides such as acetamide, propionamide, isobutyramide and cyclopropanecarboxamide. Examples of suitable
organic solvent include: THF; 1,4-dioxane; DMF; MeCN; alcohols, such as methanol or ethanol; halogenated hy-
drocarbons, such as DCM, 1,2-dichloroethane, chloroform or carbon tetrachloride; and diethyl ether; in the presence
or absence of base such as tripotassium phosphate, sodium bicarbonate, sodium cabonate or potassium carbonate.
This reaction can be carried out in the presence of a suitable additive. Examples of such an additive include, but
not limited to: 4,5-Bis(diphenylphosphino)-9,9-dimethylxanthene, triphenylphosphine, tri-tert-butylphosphine, 1,1’-
bis(diphenylphosphino)ferrocene, tri-2-furylphosphine, tri-o-tolylphosphine, 2-(dichlorohexylphosphino)biphenyl,
and triphenylarsine. The reaction can be carried out at a temperature of from about 50 to 200 °C, more preferably
from about 80 to 150 °C. Reaction times are, in general, from about 5 minutes to 48 hours, more preferably from
about 30 minutes to 24 hours.

[0095] In an alternative case, the reaction can be carried out with microwave system. The reaction can be carried out
at a temperature in the range from about 100 to 200 °C, preferably in the range from about 120 to 180 °C. Reaction
times are, in general, from about 10 minutes to 3 hours, preferably from about 15 minutes to 1 hour.

[0096] When -B-C-R6 component of formula (1) is -(C=0)-NR2RS, in Step B-d, a compound of (I-c) can be prepared
from a compound of formula (VIII) and a compound of formula (XI) by CO insersion reaction in suitable organic solvents
in the presence of suitable transition metal catalyst in the presence or absence of a base under carbon monoxide
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atmosphere. Example of suitable transition metal catalysts include, but not limited to: palladium metal, palladium-carbon,
palladium(ll) acetate, tris(dibenzylideneacetone)dipalladiumchloroform, [1,2-bis(diphenylphosphino)ethane]palladium
dichloride, bis(tri-o-toluylphosphine)palladium dichloride, bis(triphenylphosphine)palladium dichloride, tetrakis(triphenyl-
phosphine)palladium, dichloro[1,1’-bis(diphenylphosphino)ferrocene]palladium, or a catalyst produced in solution by
adding a ligand into the reaction solution of these. The ligand added into the reaction solution may be a phosphoric
ligand such as 1,1’-bis(diphenylphosphino)ferrocene, bis(2-diphenylphosphinophenyl)ether, 2,2’-bis(diphenylphosphi-
no)-1,1-binaphthol, 1,3-bis(diphenylphosphino)propane, 1,4-bis(diphenylphosphino)butane, tri-o-toluylphosphine,
triphenylphosphine, 2-diphenylphosphino-2’-methoxy-1,1-binaphthyl or 2,2- bis (diphenylphosphino)-1,1’-binaphthyl.
Examples of suitable organic solvent include: THF; 1,4-dioxane; DMF; DMA; MeCN; toluene; halogenated hydrocarbons,
such as DCM, 1,2-dichloroethane, chloroform or carbon tetrachloride; and diethyl ether; in the presence or absence of
base such as triethylamine, N,N-diisopropylethylamine, tripotassium phosphate, sodium bicarbonate, sodium cabonate
or potassium carbonate. This reaction can be carried out in the presence of a suitable additive agent. Examples of such
additive agents include: 4,5-bis(diphenylphosphino)-9,9-dimethylxanthene, triphenylphosphine, tri-tert-butylphosphine,
1,1’-bis(diphenylphosphino)ferrocene, tri-2-furylphosphine, tri-o-tolylphosphine, 2-(dichlorohexylphosphino)biphenyl,
and triphenylarsine. The reaction can be carried out at a temperature of from about 50 to 200 °C, more preferably from
about 60 to 150 °C. Reaction times are, in general, from about 5 minutes to 48 hours, more preferably from about 30
minutes to 24 hours. Instead of carbon monoxide, other carbon monoxide source such as molybdenumhexacarbonyl
and DMF/potassium tert-butoxide can be employed.

[0097] In an alternative case, the reaction can be carried out with microwave system. The reaction can be carried out
at a temperature in the range from about 100 to 200 °C, preferably in the range from about 120 to 180 °C. Reaction
times are, in general, from about 10 minutes to 3 hours, preferably from about 15 minutes to 1 hour.

[0098] In Step B-e, a compound of formula (I-b) can be prepared from a compound of formula (VIIl) and alcohol of
formula (X) by CO insertion reaction as described in Step B-d. Alternatively, the reaction can be carried out with other
carbon monoxide source such as phenyl formate / triethylamine and molybdenum hexacarbonyl.

[0099] In Step B-f, a compound of formula (I-c) can be prepared from a compound of formula (I-b) and formula (XI) in
suitable solvents. Examples of suitable solvents include, but not limited to: THF, 1,4-dioxane, DMF, MeCN, MeOH,
EtOH, and water. The reaction can be carried out at a temperature of from about 0 to 200 °C, more preferably from
about 20 to 150 °C. Reaction times are, in general, from about 5 minutes to 48 hours, more preferably from about 30
minutes to 24 hours.

[0100] In Step B-g, a compound of formula (XIl) can be prepared by hydrolysis of the ester compound of formula (I-
b). The hydrolysis can be carried out by the conventional procedures. In a typical procedure, the hydrolysis is carried
out under basic conditions, e.g. in the presence of sodium hydroxide, potassium hydroxide or lithium hydroxide. Suitable
solvents include, for example, but not limited to: water, alcohols such as methanol, ethanol, propanol, butanol, 2-meth-
oxyethanol, and ethylene gylcol; ethers such as THF, DME, and 1,4-dioxane; amides such as DMF and hexamethyl-
phospholic triamide; and sulfoxides such as DMSO. Preferred solvents are water, methanol, ethanol, propanol, THF,
DME, 1,4-dioxane, DMF, and DMSO. This reaction can be carried out at a temperature in the range of from about 20
to 100 °C for from about 30 minutes to 24 hours.

[0101] In Step B-h, a compound of formula (I-c) can be prepared from a compound of formula (XIl) by amidation with
a compound of formula (XI) using a suitable condensation agent such as HBTU and EDC-HOBT, preferably under the
presence of a base such as triethylamine and N,N-diisopropylethylamine in a suitable solvent such as DMF, DMA and
DCM at a temperature of from about 5 to 60 °C for about 1-24 hours. In addition, a compound of formula (I-c) can be
also prepared from a compound of formula (lll) by amidation with an acid halide prepared from a compound of formula
(XII) using thionyl chloride or oxalyl chloride, preferably under the presence of a base such as triethylamine, pyridine,
and N,N-diisopropylethylamine in a suitable solvent such as DCM at a temperature of from about 5 to 40 °C for about
1-24 hours.
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<Scheme C>
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[0102] In Step C-a, a compound of formula (XV) can be prepared from amine of formula (XIIl) and a compound of
formula (XIV) in suitable solvents such as toluene, THF, dioxane, diethyl ether, DCM, 1,2-dichloroethane, chloroform,
hexane, MeOH, and EtOH. The reaction can be carried out in a presence of a suitable additive reagent. Examples of
such additive reagents include, but not limited to, titanium(lV) isopropoxide, titanium(lV) ethoxide, molecular sieves,
magnesium sulfate, copper(ll) sulfate, hydrochloric acid, acetic acid, p-toluenesulfonic acid, trifluoromethanesulfonic
acid, and 10-camphorsulfonic acid. This reaction can be carried out at a temperature in the range of from about 0 to 150
°C for from about 30 minutes to 48 hours.

[0103] In Step C-b, a compound of formula (I) can be prepared from a compound of formula (XV) in a presence of a
suitable reagent such as triethyl phosphite and iodobenzene diacetate in an inert solvent or without a solvent. A preferred
solvent is selected from DMF, DMA, MeOH, EtOH, DCM, 1,2-dichloroethane, and toluene. This reaction can be carried
out at a temperature in the range of from about 0 to 150 °C for from about 30 minutes to 48 hours.

[0104] In Step C-c, a compound of formula (XVII) can be prepared from a compound of formula (XIIl) and a compound
of formula (XVI) as described in Step C-a.

[0105] In Step C-d, a compound of formula (VIII) can be prepared from a compound of formula (XVIl) as described in
Step C-b.

[0106] In Step C-e, a compound of formula (I) can be prepared from a compound of formula (VIIl) in a similar manner
to B-c, B-d, B-e, B-f, B-g, and B-h in Scheme B.

<Scheme D>

{Chem. 7}
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[0107] In Step D-a, a compound of formula (XIX) can be prepared from a compound of formula (Xlll) and a compound

of formula (XVIII) as described in Step C-a.
[0108] In Step D-b, a compound of formula () can be prepared from a compound of formula (XIX) with or without a

52



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

suitable additive in a suitable solvent. Examples of suitable additive include, but not limited to, such as copper(l) iodide
/ N,N,N’,N’-tetramethylethylenediamine. Examples of a suitable solvent include, but not limited to, such as toluene, 1,2-
dichlorobenzene, DMF, DMA, THF, 1,4-dioxane, DCM, and 1,2-dichloroethane. The reaction can be carried out at a
temperature of from about 20 to 180 °C. Reaction times are, in general, from about 30 minutes to 48 hours.

[0109] In Step D-c, a compound of formula (XXI) can be prepared from a compound of formula (XIll) and a compound
of formula (XX) as described in Step C-a.

[0110] In Step D-d, a compound of formula (VIII) can be prepared from a compound of formula (XXI) as described in
Step D-b.

[0111] In Step D-e, a compound of formula (I) can be prepared from a compound of formula (VIIl) in a similar manner
to B-c, B-d, B-e, B-f, B-g, and B-h in Scheme B.

<Scheme E>
{Chem. 8}
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[0112] In Step E-a, a compound of formula (I) can be prepared from a compound of formula (XXIl) and a compound
of formula (XXIIl) in a suitable organic solvent. Examples of suitable organic solvent include, but not limited to, such as
MeOH, EtOH, toluene, THF, 1,4-dioxane, DMF, MeCN, 1,2-dichloroethane, and toluene. The reaction can be carried
out at a temperature of from about 20 to 180 °C, more preferably from about 50 to 150 °C. Reaction times are, in general,
from about 30 minutes to 48 hours, more preferably from about 30 minutes to 24 hours.

[0113] In Step E-b, a compound of formula (VIII) can be prepared from a compound of formula (XXIl) and a compound
of formula (XXIV) as described in Step E-a.

[0114] In Step E-c, a compound of formula (I) can be prepared from a compound of formula (VIll) in a similar manner
to B-c, B-d, B-e, B-f, B-g, and B-h in Scheme B.

[0115] The key intermediate amines of formula (XIIl) can be prepared by the following general synthetic route of
Scheme F and G.

<Scheme F>
{Chem. 9}
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[0116] When -(O),-(CR3R*),-NH, component of formula (XIIl) is -(CR3R#4)-NH,, a compound of formula (XIll-a) can
be prepared according to Scheme F and G.

[0117] In Step F-a, a compound of formula (XXVII) can be prepared by hydrolysis of the ester compound of formula
(XXVI) as described in Step B-g.

[0118] In Step F-b, a compound of formula (XXIX) can be prepared from acid of the formula (XXVII) and N,O-dimeth-
ylhydroxylamine (XXVIII) by amidation (Weinreb amide formation) as described in Step B-h.

[0119] In Step F-c, a compound of formula (XXXI) can be prepared from compound of formula (XXIX) by the treatment
with a suitable alkyl-metal reagent (XXX) in an inert solvent. Examples of suitable alkyl-metal reagent include, but not
limited to, such as methyllitium, ethyllithium, methylmagnesium chloride, methylmagnesium bromide, and methylmag-
nesium iodide. Examples of inert solvent include, but not limited to, such as THF, diethyl ether, DME, and 1,4-dioxane.
The reaction can be carried out at a temperature of from about -40 to 100 °C, more preferably from about 0 to 50 °C.
Reaction times are, in general, from about 5 minutes to 48 hours, more preferably from about 30 minutes to 24 hours.
[0120] In Step F-d, a compound of formula (XXXIII) can be prepared as a single diastereomer from carbonyl compound
of formula (XXXI) and a chiral tert-butanesulfinamide (XXXII) by the conventional methods known to those skilled in the
art (Pure Appl. Chem., 75, 39-46, 2003; Tetrahedron Lett., 45, 6641-6643, 2004). In the following intermediate and
example sections, a compound name of formula (XXXIIl) is described as an (R) or (S) isomer, which represents the
configuration of a sulfur atom.

[0121] In Step F-e, a compound of formula (XllI-a) can be prepared as a single enantiomer from a compound of formula
(XXXIII) by the treatment with acidic condition by the conventional methods known to those skilled in the art (Pure Appl.
Chem., 75, 39-46, 2003; Tetrahedron Lett., 45, 6641-6643, 2004).

<Scheme G>

{Chem. 10}
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[0122] In Step G-a, a compound of formula (XXXV) can be prepared from aldehyde of formula (XXXIV) and chiral tert-
butanesulfinamide (XXXII) by the conventional methods known to those skilled in the art (Pure Appl. Chem., 75, 39-46,
2003; Tetrahedron Lett., 45, 6641-6643, 2004).
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[0123] In Step G-b, a compound of (XXXVI) can be prepared as a single diastereomer from chiral sulfinyl imine of
formula (XXXV) and alkyl-metal reagent or hydride reagent by the conventional methods known to those skilled in the
art (Pure Appl. Chem., 75, 39-46, 2003; Tetrahedron Lett., 45, 6641-6643, 2004). In the following intermediate and
example sections, a compound name of formula (XXXVI) is described as an (R) or (S) isomer, which represents the
configuration of a sulfur atom.

[0124] In Step G-c, a compound of formula (Xlll-a) can be prepared as a single enantiomer from a compound of
formula (XXXVI) by the treatment with acidic condition by the conventional methods known to those skilled in the art
(Pure Appl. Chem., 75, 39-46, 2003; Tetrahedron Lett., 45, 6641-6643, 2004).

[0125] When -(O),-(CR3R4),-OH component of the key intermediate alcohols of formula (IV) is - (CR3R#)-OH, a com-
pound of formula (IV-a) can be prepared by the following general synthetic route of Scheme H.

[0126] The key intermediate alcohols of formula (IV-a) can be prepared by the following general synthetic route of
Scheme H.

<Scheme H>

{Chem. 11}
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[0127] In Step H-a, a compound of formula (IV-a) can be prepared by reduction of a compound of formula (XXXVII).
The reduction may be carried out in the presence of a suitable reducing reagent in an inert solvent or without solvent.
A preferred reducing agent is selected from, for example, but not limited to, such as sodium borohydride, lithium aluminum
hydride, lithium borohydride, boran-complex, and diisobutylaluminium hydride. Reaction temperatures are generally in
the range of from about -78 to 100 °C, preferably in the range of from about -70 to 60 °C. Reaction times are, in general,
from about 30 minute to a day. Examples of suitable solvents include, but not limited to: THF; 1,4-dioxane; DMF; MeCN;
alcohols, such as MeOH or EtOH, and halogenated hydrocarbons, such as DCM, 1,2-dichloroethane, chloroform or
carbon tetrachloride.

[0128] In Step H-b, a compound of formula (XXXVIII) can be prepared by the hydrolysis of the ester compound of
formula (XXXVII) as described in Step B-g.

[0129] In Step H-c, a compound of formula (IV-a) can be prepared by the reduction of the carboxylic acid of formula
(XXXVIII) as described in Step H-a.

[0130] Thekeyintermediate pyrazolopyridine of formula (V) and (VII) can be prepared by the following general synthetic
route of Scheme J.

<Scheme J>
{Chem. 12}
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[0131] In Step J-a, a compound of formula (XLI) can be prepared by metalation of a compound of formula (XXXIX)
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and trapping by a carbonyl compound of formula (XL). Metalation can be carried out by a base such as n-butyllitium,
sec-butyllithium, tert-butyllithium, and lithium diisopropylamide. Examples of the carbonyl compound of formula (XL)
include, but not limited to, such as DMF, acetyl chloride, propionyl chloride, and benzoyl chloride. Examples of suitable
organic solvent include such as THF, diethyl ether, 1,4-dioxane, and hexane. The reaction can be carried out at a
temperature of from about -78 to 20 °C. Reaction times are, in general, from about 30 minutes to 24 hours.

[0132] In Step J-b, a compound of formula (VII) can be prepared from the carbonyl compound of formula (XLI) and
hydrazine as described in Step E-a.

[0133] In StepJ-c, a compound of formula (V) can be prepared from the compound of formula (VII) in a similar manner
to B-c, B-d, B-e, B-f, B-g, and B-h in Scheme B.

[0134] The key intermediate of formula (XVI) can be prepared by the following general synthetic route of Scheme K.

<Scheme K>
{Chem. 13}
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[0135] In Step K-a, a protecting group can be introduced by the conventional methods known to those skilled in the
art (typical amino protecting groups described in "Protective Groups in Organic Synthesis Forth Edition" edited by T. W.
Greene et al. (John Wiley & Sons, 2007)).

[0136] In Step K-b, a compound of formula (XLIV) can be prepared from the compound of formula (XLIII) and a
compound of formula (XL) as described in Step J-a.

[0137] In Step K-c, a compound of formula (XVI) can be prepared by de-protection of a compound of formula (XLIV)
by the conventional methods known to those skilled in the art (typical amino protecting groups described in " Protective
Groups in Organic Synthesis Forth Edition" edited by T. W. Greene et al. (John Wiley & Sons, 2007)).

[0138] All starting materials and intermediates in the following syntheses may be commercially available or obtained
by the conventional methods known to those skilled in the art, otherwise noted in the intermediate synthesis part.

Intermediate Synthesis Part

[0139] Intermediate compounds are prepared as follows.
Intermediate-A1: (5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
<Step-1 >:5-methyl-6-(2,2,2-trifluoroethoxy)nicotinic acid

[0140] To a stirred mixture of sodium hydride (9.28 g, 232 mmol, 60% in oil, washed with hexane before use) in DMA
(60 mL) is added 2,2,2-trifluoroethanol (6.68 mL, 93 mmol) at 0 °C and stirred at rt for 20 minutes. To the mixture is
added a solution of 6-fluoro-5-methylnicotinic acid (12.0 g, 77 mmol) in DMA (160 mL) at rt and the resulting mixture is
stirred at 70 °C for 6 hours and continued stirred at rt overnight. The reaction mixture is diluted with water (800 mL) and
acidified by the addition of 2 M hydrochloric acid. The white precipitate is collected by the filtration, washed with water
and hexane, and dried in vacuo at 50 °C for 3 hours to give 15.1 g (83% yield) of the title compound as a white solid.
The symbol "3" is written "delta™ hereafter.

TH-NMR (300 MHz, CDCls) delta 8.72 (1H, s), 8.10 (1H, s), 4.84 (2H, g, J = 8.8 Hz), 2.30 (3H, s) (a signal due to COOH
is not observed), MS (ESI) m/z: 234 (M-H)-.

<Step-2>: (5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
[0141] To a stirred solution of 5-methyl-6-(2,2,2-trifluoroethoxy)nicotinic acid (15.0 g, 63.8 mmol, Step-1) in THF (120
mL) is added portionwise lithium aluminum hydride (3.20 g, 84 mmol) at 0 °C. The reaction mixture is stirred at rt for 2

hours. The reaction mixture is quenched with saturated aqueous ammonium chloride solution at 0 °C. The resulting
slurry is filtered through a pad of Celite and is washed with EtOAc (100 mL x 4). The combined filtrate is washed with
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water and brine, dried over sodium sulfate, then filtered and concentrated to give 13.51 g (96% yield) of the title compound
as a pale yellow solid.

TH-NMR (300 MHz, CDCl5) delta 7.93 (1H, s), 7.51 (1H, s), 4.76 (2H, q, J = 8.8 Hz), 4.63 (2H, br), 2.24 (3H, s) (a signal
due to OH is not observed), MS (ESI) m/z: 222 (M+H)*.

Intermediate-A2: (6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methanol
<Step-1>: 6-(2,2-difluoroethoxy)-5-methylnicotinic acid

[0142] The title compound is prepared in 94% vyield (6.57 g, a white solid) from 6-fluoro-5-methylnicotinic acid (5.00
g, 32.2 mmol) and 2,2-difluoroethanol (5.29 g, 64.5 mmol) in a similar manner to Step-1 of Intermediate-A1.

TH-NMR (300 MHz, DMSO-dg) delta 13.09 (1H, br s), 8.56 (1H, d, J = 2.2 Hz), 8.07 (1H, d, J = 2.2 Hz), 6.42 (1H, tt, J
=54.3, 3.7 Hz), 4.66 (2H, td, J = 14.7, 3.7 Hz), 2.21 (3H, s), MS (ESI) m/z: 218 (M+H)*.

<Step-2>:methyl 6-(2,2-difluoroethoxy)-5-methylnicotinate

[0143] To a mixture of 6-(2,2-difluoroethoxy)-5-methylnicotinic acid (3.19 g, 14.7 mmol, Step-1) and potassium car-
bonate (4.06 g, 29.4 mmol) in DMF (37 mL) is added iodomethane (1.4 mL, 22 mmol), and the mixture is stirred at rt for
1 hour. The mixture is poured onto water (300 mL), and the aqueous layer is extracted with EtOAc (300 mL). The
separated organic layer is washed with water (100 mL), dried over sodium sulfate, and concentrated in vacuo. The
residue is purified by chromatography on silica gel eluting with n-hexane/EtOAc (10:1-4:1) to give 2.99 g (88% yield) of
the title compound as a white solid. "H-NMR (300 MHz, CDCls) delta 8.64 (1H, d, J = 1.8 Hz), 8.03 (1H, d, J = 1.8 Hz),
6.15 (1H, tt, J = 55.8, 4.4 Hz), 4.61 (2H, td, J = 13.2, 4.4 Hz), 3.91 (3H, s), 2.25 (3H, s), MS (ESI) m/z: 232 (M+H)*.

<Step-3>:(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methanol

[0144] The title compound is prepared in quantitative yield (2.62 g, colorless oil) from methyl 6-(2,2-difluoroethoxy)-
5-methylnicotinate (2.99 g, 12.9 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl,) delta 7.92 (1H, d, J = 1.8 Hz), 7.48 (1H, d, J = 1.8 Hz), 6.14 (1H, tt, J = 55.8, 4.0 Hz),
4.62-4.49 (4H, m), 2.22 (3H, s), 1.80 (1H, t, J = 5.9 Hz), MS (ESI) m/z: 204 (M+H)*.

Intermediate-A3: (5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
<Step-1>:5-chloro-6-(2,2,2-trifluoroethoxy)nicotinic acid

[0145] To a suspension of sodium hydride (5.00 g, 60% in oil, 125 mmol) in DMA is added 2,2,2-trifluoroethanol (5.8
mL, 94 mmol) at 0 °C. After stirring at 0 °C for 20 minutes, 5.6-dichloronicotinic acid (12.0 g, 62.5 mmol) is added to the
mixture, and this is stirred at 90 °C for 2 hours. After cooling to rt, the mixture is poured onto 0.3 M hydrochloric acid
(700 mL). The formed white precipitate is collected by filtration and washed with water and hexane to give 16.6 g
(quantitative yield) of the title compound as a white solid. This is used for the next step without further purification.
TH-NMR (300 MHz, DMSO-dy) delta 8.66 (1H, d, J = 2.2 Hz), 8.32 (1H, d, J = 2.2 Hz), 5.15 (2H, q, J = 8.8 Hz), MS (ESI)
m/z: 256 (M+H)*.

<Step-2>:(5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol

[0146] To a stirred solution of 5-chloro-6-(2,2,2-trifluoroethoxy)nicotinic acid (5.00 g, 19.5 mmol, Step-1) in THF (50
mL) is added N,N’-carbonyldiimidazole (4.76 g, 29.3 mmol) at rt. After stirring at rt for 2 hours, a solution of sodium
borohydride (3.70 g, 98.0 mmol) in water (50 mL) is added slowly to the mixture at 0 °C. After stirring at 0 °C for 15
minutes, 2 M hydrochloric acid (50 mL) is added to the mixture at 0 °C. After 30 minutes, the mixture is poured onto
saturated sodium bicarbonate solution (100 mL) carefully. This is extracted with EtOAc (200 mL), and the organic layer
is dried over sodium sulfate. After removal of the organic solvent, the residue is purified by column chromatography on
silica-gel eluting with n-hexane/EtOAc (2:1) to give 4.63 g (98% yield) of the title compound as a pale yellow solid.
TH-NMR (300 MHz, CDCl;) delta 8.00 (1H, d, J = 2.2 Hz), 7.76 (1H, d, J = 2.2 Hz), 4.82 (2H, q, J = 8.8 Hz), 4.66 (2H,
s), MS (ESI) m/z: 242 (M+H)*.
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Intermediate-A4: (5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methanol
<Step-1>:5-chloro-6-(2,2-difluoroethoxy)nicotinic acid

[0147] The title compound is prepared in 83% yield (4.12 g, a white solid) from 5,6-dichloronicotinic acid (4.00 g, 20.8
mmol) and 2,2-difluoroethanol in a similar manner to Step-1 of Intermediate-A3.

TH-NMR (300 MHz, DMSO-dg) delta 13.4 (1H, br s), 8.65 (1H, d, J = 1.8 Hz), 8.28 (1H, d, J = 1.8 Hz), 6.44 (1H, tt, J =
54.3, 3.3 Hz), 4.73 (2H, td, J = 15.0, 3.3 Hz), MS (ESI) m/z: 236 (M-H).

<Step-2>:methyl 5-chloro-6-(2,2-difluoroethoxy)nicotinate

[0148] To a solution of 5-chloro-6-(2,2-difluoroethoxy)nicotinic acid (1.5 g, 6.31 mmol, Step-1) in MeOH (100 ml) is
added dropwise thionyl chloride (1.38 ml, 18.9 mmol) at 0 °C. Then the reaction mixture is refluxed with stirring for 2
hours. After removing solvent to give 1.57 g (quantitative yield) of the titte compound as a white solid.

TH-NMR (300 MHz, DMSO-dg) delta 8.68 (1H, d, J = 2.2 Hz), 8.33 (1H, d, J = 2.2 Hz), 6.44 (1H, tt, J = 54.3, 3.3 Hz),
4.74 (2H,td, J = 14.7, 3.3 Hz), 3.86 (3H, s), MS (ESI) m/z: 252 (M+H)*.

<Step-3>:(5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methanol

[0149] The title compound is prepared in 62% yield (0.87 g, colorless oil) from methyl 5-chloro-6-(2,2-difluor-
oethoxy)nicotinate (1.57 g, 6.25 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCls) delta 7.99 (1H, d, J = 2.2 Hz), 7.74 (1H, d, J = 2.2 Hz), 6.16 (1H, tt, = 55.4, 4.4 Hz), 4.65
(2H, d, J =5.5 Hz), 4.60 (2H, td, J = 13.2, 4.0 Hz), a signal due to OH is not observed, MS (ESI) m/z: 224 (M+H)*.

Intermediate-A5: (5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
<Step-1>:2-chloro-5-fluoro-6-(2,2,2-trifluoroethoxy)nicotinic acid

[0150] A mixture of 2,6-dichloro-5-fluoronicotinic acid (25.0 g, 119 mmol), 2,2,2-trifluoroethanol (17.1 mL, 238 mmol)
and sodium hydroxide (14.3 g, 357 mmol) in water (600 mL) is stirred at 80 °C for 40 hours. After cooling to 0 °C, the
mixture is acidified with conc. hydrochloric acid (pH 2). The resulting white precipitate is collected by filtration and dried
to give 32.2 g of the title compound as a crude. This is used for the next step without further purification. MS (ESI) m/z:
274 (M+H)*.

<Step-2>:5-fluoro-6-(2,2,2-trifluoroethoxy)nicotinic acid

[0151] A mixture of 2-chloro-5-fluoro-6-(2,2,2-trifluoroethoxy)nicotinic acid (32.2 g, 118 mmol, Step-1), triethylamine
(23 mL, 165 mmol), and 10% Pd-C (12.5 g) in EtOH is stirred at rt for 5 hours under hydrogen atmosphere. Then the
mixture is filtered through a pad of Celite, and the filtrate is concentrated in vacuo. The residue is dissolved in water
(300 mL), and the solution is acidified by conc. Hydrochloric acid. The formed white precipitate is collected by filtration
to give 21.0 g (75%) of the title compound as a white solid.

TH-NMR (300 MHz, DMSO-dy) delta 13.40 (1H, br), 8.55 (1H, d, J = 1.8 Hz), 8.13 (1H, dd, J = 10.3, 1.8 Hz), 5.16 (2H,
q,J =9.2 Hz), MS (ESI) m/z: 238 (M-H)".

<Step-3>:(5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol

[0152] The title compound is prepared in 91% yield (1.11 g, a brown oil) from 5-fluoro-6-(2,2,2-trifluoroethoxy)nicotinic
acid (1.29 g, 5.39 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.88 (1H, s), 7.48 (1H, dd, J = 9.9, 1.5 Hz), 4.84 (2H, g, J = 8.4 Hz), 4.68 (2H, d, J =
5.9 Hz), 1.76 (1H, m), MS (ESI) m/z: 226 (M+H)*.

Intermediate-A6: (6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methanol

<Step-1>:methyl 6-(3,3,3-trifluoropropoxy)nicotinate

[0153] Potassium tert-butoxide (2.45 g, 21.9 mmol) is added to a solution of 3,3,3-trifluoropropan-1-ol (1.67 mL, 18.9

mmol) in THF (30 mL) and stirred for 5 minutes. Then methyl 6-chloronicotinate (2.5 g, 14.6 mmol) is added there and
stirred for 2 hours. The reaction mixture is poured into water, extracted with EtOAc. The organic layer is dried over
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sodium sulfate and concentrated in vacuo to give 2.21 g (61% yield) of the title compound as a colorless oil. This material
is used for the next reaction (Step-2) without further purification.

TH-NMR (300 MHz, CDCl5) delta 8.81 (1H, d, J = 2.2 Hz), 8.17 (1H, dd, J = 8.8, 2.2 Hz), 6.79 (1H, d, J = 8.8 Hz), 4.62
(2H, t, J = 6.2 Hz), 3.91 (3H, s), 2.63 (2H, m), MS (ESI) m/z: 250 (M+H)*.

<Step-2>:6-(3,3,3-trifluoropropoxy)nicotinic acid

[0154] To a solution of methyl 6-(3,3,3-trifluoropropoxy)nicotinate (1.37 g, 5.50 mmol, Step-1) in MeOH (30 mL) is
added 2 M sodium hydroxide (5 mL), and stirred for 2 hours at 60 °C. After removal of the solvent, the residue is dissolved
in water (30 mL) and acidified with conc. hydrochloric acid (pH 2). The resulting white precipitate is collected by filtration
and dried to give 1.11 g (86% yield) of the title compound as a white solid.

TH-NMR (300 MHz, CDCl5) delta 8.90 (1H, d, J = 2.2 Hz), 8.23 (1H, dd, J = 8.8, 2.2 Hz), 6.83 (1H, d, J = 8.8 Hz), 4.65
(2H, t, J = 6.2 Hz), 2.65 (2H, m), MS (ESI) m/z: 236 (M+H)*.

<Step-3>: (6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methanol

[0155] Thetitle compoundis preparedin 91% yield (858 mg, 4.25 mmol, a brown oil) from 6-(3,3,3-trifluoropropoxy)nic-
otinic acid (1.00 g, 4.25 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl,) delta 8.11 (1H, d, J = 2.2 Hz), 7.64 (1H, dd, J = 8.4, 2.6 Hz), 6.77 (1H, d, J = 8.1 Hz), 4.64
(2H, s), 4.55 (2H, t, J = 6.6 Hz), 2.70-2.54 (2H, m), 1.67 (1H, brs), MS (ESI) m/z: 222 (M+H)*.

Intermediate-A7:1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanamine hydrochloride (single enantiomer; anti-
pode of Intermediate-A27)

<Step-1>:N-methoxy-N,5-dimethyl-6-(2,2,2-trifluoroethoxy)nicotinamide

[0156] A mixture of 5-methyl-6-(2,2,2-trifluoroethoxy)nicotinic acid (2.27 g, 9.67 mmol, Step-1 of Intermediate-A1),
N,O-dimethylhydroxylamine hydrochloride (1.04 g, 10.64 mmol), HBTU (5.50 g, 14.51 mmol) and triethylamine (5.39
mL, 38.7 mmol) in DCM (30 mL) is stirred at rt for 1.5 hours. The reaction mixture is poured into saturated aqueous
sodium hydrogen carbonate solution (300 mL) and extracted with DCM (500 mL). The organic layer is washed with
saturated aqueous sodium hydrogen carbonate (300 mL x 2) and dried over sodium sulfate, and concentrated in vacuo.
The residue is purified by column chromatography on silica gel eluting with n-hexane/EtOAc (4:1) to give 2.03 g (76%
yield) of the title compound as a colorless oil.

TH-NMR (300 MHz, CDCl;) delta 8.43 (1H, d, J = 2.2 Hz), 7.86 (1H, m), 4.82 (2H, q, J = 8.4 Hz), 3.60 (3H, s), 3.38 (3H,
s), 2.26 (3H, s), MS (ESI) m/z: 279 (M+H)*.

<Step-2>:1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanone

[0157] To a solution of N-methoxy-N,5-dimethyl-6-(2,2,2-trifluoroethoxy)nicotinamide (2.03 g, 7.31 mmol, Step-1) in
THF (25 mL) is added dropwise a solution of methylmagnesium bromide in THF (1.12 M, 13.1 mL, 14.6 mmol) at 0 °C.
Atfter stirring at rt for 1.5 h, the reaction is quenched with saturated aqueous sodium bicarbonate solution (150 mL), and
the aqueous layer is extracted with EtOAc (150 mL x 2). The combined organic layer is dried over sodium sulfate and
concentrated in vacuo. The residual solid is washed with hexane to give 1.47 g (86% yield) of the title compound as a
white solid.

TH-NMR (300 MHz, CDCl;) delta 8.59 (1H, d, J = 2.0 Hz), 8.03 (1H, d, J = 2.2 Hz), 4.84 (2H, g, J = 8.4 Hz), 2.57 (3H,
s), 2.27 (3H, s), MS (ESI) m/z: 234 (M+H)*.

<Step-3>:(R)-2-methyl-N-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)propane-2-sulfinamide (single diaster-
eomer)

[0158] To a mixture of 1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanone (1.47 g, 6.32 mmol, Step-2) and (R)-
2-methylpropane-2-sulfinamide (1.15 g, 9.48 mmol) in THF (10 mL) is added titanium(IV) ethoxide (1.99 mL, 9.48 mmol),
and the mixture is stirred at 70 °C for 22 hours. After cooling to 0 °C, sodium borohydride (717 mg, 19.0 mmol) is added
to the mixture. After stirring at 0 °C for 1 h, the reaction is quenched with saturated aqueous sodium bicarbonate solution
(150 mL), and the aqueous layer is extracted with EtOAc (150 mL). The separated organic layer is washed with water,
dried over sodium sulfate, and concentrated in vacuo. The residue is purified by column chromatography on silica gel
eluting with n-hexane/EtOAc (4:1-1:1.5) to give 1.70 g (79%) of the title compound as a colorless oil.

TH-NMR (300 MHz, CDCl;) delta 7.94 (1H, d, J = 2.2 Hz), 7.45 (1H, d, J = 2.2 Hz), 4.76 (2H, q, J = 8.8 Hz), 4.56-4.43
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(1H, m), 3.32 (1H, d, J = 2.6 Hz), 2.24 (3H, s), 1.51 (3H, d, J = 6.6 Hz), 1.23 (9H, s), MS (ESI) m/z: 339 (M+H)*.

<Step-4>:1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanamine hydrochloride (single enantiomer; antipode of In-
termediate-A27)

[0159] A mixture of (R)-2-methyl-N-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl) - propane-2-sulfinamide
(single diastereomer, Step-3) (1.70 g, 5.01 mmol) and 8 M HCI-MeOH (10 mL) is stirred at rt for 1 hour. After removing
the solvent, the residual solid is crystallized from EtOAc/hexane to give 1.27 g (94 %) of the title compound as a white solid.
TH-NMR (300 MHz, DMSO-dg) delta 8.56 (2H, br s), 8.16 (1H, d, J = 2.0 Hz), 7.87 (1H, d, J = 2.0 Hz), 5.03 (2H, g, J =
9.2 Hz), 4.50-4.28 (1H, m), 2.20 (3H, s), 1.50 (3H, d, J = 7.0 Hz), MS (ESI) m/z: 235 (M+H)*.

Intermediate-A8: (6-(2,2-difluoroethoxy)-5-fluoropyridin-3-yl)methanol
<Step-1>:2-chloro-6-(2,2-difluoroethoxy)-5-fluoronicotinic acid

[0160] The title compound is prepared in 55% yield (6.76 g, a white solid) from 2,6-dichloro-5-fluoronicotinic acid (10.0
g, 47.6 mmol) and 2,2-difluoroethanol in a similar manner to Step-1 of Intermediate-A5.

TH-NMR (300 MHz, CDCl;) delta 8.10 (1H, d, J = 9.5 Hz), 6.17 (1H, tt, J = 55.0, 4.1 Hz), 4.68 (2H, td, J = 12.8, 4.1 Hz)
(a signal due to COOH is not observed), MS (ESI) m/z: 256 (M+H)*.

<Step-2>:6-(2,2-difluoroethoxy)-5-fluoronicotinic acid

[0161] Thetitle compound is prepared in 55% yield (2.1 g, a white solid) from 2-chloro-6-(2,2-difluoroethoxy)-5-fluoron-
icotinic acid (4.5 g, 17.6 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A>5.

TH-NMR (300 MHz, DMSO-dg) delta 8.55 (1H, d, J = 2.2 Hz), 8.08 (1H, dd, J = 12.5, 2.2 Hz), 6.44 (1H, tt, J = 54.3, 3.3
Hz), 4.75 (2H, td, J = 15.0, 3.3 Hz) (a signal due to COOH is not observed), MS (ESI) m/z: 220 (M-H)".

<Step-3>:methyl 6-(2,2-difluoroethoxy)-5-fluoronicotinate

[0162] The title compound is prepared in 71 % yield (1.6 g, a white solid) from 6-(2,2-difluoroethoxy)-5-fluoronicotinic
acid (2.1 g, 9.7 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A4.

TH-NMR (300 MHz, CDCl5) delta 8.59 (1H, s), 7.95 (1H, d, J = 11.1 Hz), 6.18 (1H, tt, J = 55.4, 4.0 Hz), 4.68 (2H, td, J
=13.2, 3.7 Hz), 3.94 (3H, s), MS (ESI) m/z: 236 (M+H)*.

<Step-4>:(6-(2,2-difluoroethoxy)-5-fluoropyridin-3-yl)methanol

[0163] The title compound is prepared in 88% yield (1.24 g, a colorless oil) from methyl 6-(2,2-difluoroethoxy)-5-
fluoronicotinate (1.6 g, 6.8 mmol, Step-3) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.87 (1H, s), 7.45 (1H, d, J = 10.3 Hz), 6.16 (1H, tt, J = 55.4, 4.4 Hz), 4.66 (2H, d, J =
5.9 Hz), 4.60 (2H, td, J = 13.2, 3.7 Hz) (a signal due to OH is not observed), MS (ESI) m/z: 208 (M+H)*, 206 (M-H)-.

Intermediate-A9: (6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methanol

[0164] Thetitle compound is preparedin 78% yield (12.6 g, a yellow semi-solid) from 6-(2,2,3,3-tetrafluoropropoxy)nic-
otinic acid (1.29 g, 5.39 mmol) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCls) delta 8.13 (1H, d, J = 2.2 Hz), 7.69 (1H, dd, J = 8.8, 2.2 Hz), 6.84 (1H, d, J = 8.8 Hz), 6.02
(1H, tt, J = 53.1, 4.6 Hz), 4.78-4.66 (4H, m), 1.69 (1H, t, J = 5.9 Hz), MS (ESI) m/z: 240 (M+H)*.

Intermediate-A10: (6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methanol
<Step-1 >:methyl 6-(2,2,3,3,3-pentafluoropropoxy)nicotinate

[0165] To a stirred suspension of sodium hydride (3.85 g, 96 mmol, 60% in oil) in DMA (120 mL) is added dropwise
2,2,3,3,3-pentafluoropropan-1-ol (6.4 mL, 64 mmol) at 0 °C. After stirring for 10 minutes, a solution of methyl 6-chloron-
icotinate (5.5 g, 32 mmol) in DMA (40 mL) is added dropwise at 0 °C, and the mixture is stirred for 30 minutes at rt. Then
the mixture is stirred at 90 °C for 2 hours. After cooled to rt, 2 M aqueous sodium hydroxide is added (pH is around 6).
The mixture is extracted with n-hexane/EtOAc (1:2, 200 mL). The organic layer is washed with water, brine, dried over
sodium sulfate, and concentrated in vacuo. The residue is purified by column chromatography on NH-gel eluting with
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n-hexane/EtOAc (30:1) to give 3.07 g (34% yield) of the title compound as a brown oil. TH-NMR (300 MHz, CDCl,) delta
8.12 (1H, d, J = 2.2 Hz), 8.24 (1H, dd, J = 8.4, 2.6 Hz), 6.90 (1H, d, J = 8.1 Hz), 4.90 (2H, t, J = 12.5 Hz), 3.93 (3H, s),
MS (ESI) m/z: 286 (M+H)*.

<Step-2>:(6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methanol

[0166] The title compound is prepared in 83% vyield (2.31 g, a brown oil) from methyl 6-(2,2,3,3,3-pentafluoropro-
poxy)nicotinate (3.07 g, 10.8 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl5) delta 8.13 (1H, d, J = 1.5 Hz), 7.69 (1H, dd, J = 8.8, 2.2 Hz), 6.87 (1H, d, J = 8.8 Hz), 4.84
(2H, t,J =12.8 Hz), 4.66 (2H, d, J = 5.1 Hz), 1.73 (1H, t, J = 5.1 Hz), MS (ESI) m/z: 258 (M+H)*.

Intermediate-A11: (+)-1-(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)ethanamine hydrochloride (single enantiomer)
<Step-1>:6-(2,2-difluoroethoxy)-N-methoxy-N,5-dimethylnicotinamide

[0167] The title compound is prepared in 98% yield (1.20 g, a white solid) from 6-(2,2-difluoroethoxy)-5-methylnicotinic
acid (1.02 g, 4.70 mmol, Step-1 of Intermediate-A2) in a similar manner to Step-1 of Intermediate-A7.

TH-NMR (300 MHz, CDCl;) delta 8.43 (1H, d, J = 2.2 Hz), 7.84 (1H, br s), 6.16 (1H, tt, J = 55.8, 4.4 Hz), 4.60 (2H, td, J
=13.2, 4.4 Hz), 3.58 (3H, s), 3.37 (3H, s), 2.25 (3H, s), MS (ESI) m/z: 261 (M+H)*.

<Step-2>:1-(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)ethanone

[0168] Thetitle compoundis prepared in quantitative yield (0.99 g, a white solid) from 6-(2,2-difluoroethoxy)-N-methoxy-
N,5-dimethylnicotinamide (1.20 g, 4.61 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A7.

TH-NMR (270 MHz, CDCl;) delta 8.58 (1H, d, J = 2.0 Hz), 8.01-8.00 (1H, m), 6.16 (1H, tt, J = 55.4, 4.0 Hz), 4.63 (2H,
td, J = 13.2, 4.0 Hz), 2.57 (3H, s), 2.26 (3H, s), MS (ESI) m/z: 216 (M+H)*.

<Step-3>:(R)-N-(1-(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)ethyl)-2-methylpropane-2-sulfinamide (single diastere-
omer)

[0169] Thetitlecompound is preparedin 82% yield (1.22 g, colorless oil) from 1-(6-(2,2-difluoroethoxy)-5-methylpyridin-
3-yl)ethanone (0.99 g, 4.61 mmol, Step-2) and (R)-2-methylpropane-2-sulfinamide in a similar manner to Step-3 of
Intermediate-A7.

TH-NMR (300 MHz, CDCls) delta 7.97 (1H, d, J = 2.2 Hz), 7.43 (1H, br s), 6.14 (1H, tt, J = 55.8, 4.4 Hz), 4.59-4.46 (3H,
m), 3.32 (1H, br s), 2.22 (3H, s), 1.50 (3H, d, J = 6.6 Hz), 1.23 (9H, s), MS (ESI) m/z: 321 (M+H)*.

<Step-4>:(+)-1-(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)ethanamine hydrochloride (single enantiomer)

[0170] The title compound is prepared in 94% yield (0.91 g, a white solid) from (R)-N-(1-(6-(2,2-difluoroethoxy)-5-
methylpyridin-3-yl)ethyl)-2-methylpropane-2-sulfinamide (single diastereomer) (1.22 g, 3.80 mmol, Step-3) in a similar
manner to Step-4 of Intermediate-A7. TH-NMR (270 MHz, DMSO-dg) delta 8.58 (2H, brs), 8.13 (1H, d, J =2.0 Hz), 7.82
(1H, br s), 6.40 (1H, tt, J = 54.7, 3.3 Hz), 4.60 (2H, td, J = 15.2, 3.3 Hz), 4.42-4.36 (1H, m), 2.19 (3H, s), 1.52 (3H, d, J

= 6.6 Hz), MS (ESI) m/z: 217 (M+H)". [gzs = +3.09 (c =1.18, methanol)

Intermediate-A12: (6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methanol
<Step-1>:methyl 6-(4-fluorophenoxy)-5-methylnicotinate

[0171] A mixture of methyl 6-fluoro-5-methylnicotinate (2.40 g, 14.2 mmol), 4-fluorophenol (2.39 g, 21.3 mmol), and
potassium carbonate (3.92 g, 28.4 mmol) in DMF (45 mL) is stirred at 90 °C for 3 hours. After cooling to rt, the mixture
is filtered through a pad of Celite and rinsed with EtOAc (200 mL). The filtrate is washed with water (200 mL) and brine
(200 mL), dried over sodium sulfate, and concentrated in vacuo. The residue is purified by chromatography on silica gel
eluting with n-hexane/EtOAc (20:1) to give 3.46 g (93% yield) of the title compound as a white solid.

TH-NMR (300 MHz, CDCls) delta 8.59 (1H, d, J = 2.2 Hz), 8.12 (1H, d, J = 2.2 Hz), 7.15-7.06 (4H, m), 3.90 (3H, s), 2.40
(3H, s), MS (ESI) m/z: 262 (M+H)*.
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<Step-2>:6-(4-fluorophenoxy)-5-methylnicotinic acid

[0172] The title compound is prepared in 91 % yield (2.98 g, a white solid) from methyl 6-(4-fluorophenoxy)-5-meth-
ylnicotinate (3.46 g, 13.2 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A6.

TH-NMR (300 MHz, CDCl;) delta 8.67 (1H, d, J = 2.2 Hz), 8.16 (1H, d, J = 2.2 Hz), 7.18-7.06 (4H, m), 2.40 (3H, s) (a
signal due to COOH is not observed), MS (ESI) m/z: 248 (M+H)*.

<Step-3>:(6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methanol

[0173] The title compound is prepared in 98% yield (417 mg, a white solid) from 6-(4-fluorophenoxy)-5-methylnicotinic
acid (450 mg,1.82 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl5) delta 7.93 (1H, s), 7.59 (1H, s), 7.15-7.03 (4H, m), 4.62 (2H, d, J = 5.5 Hz), 2.36 (3H, s),
1.65 (1H, t, J = 5.5 Hz), MS (ESI) m/z: 234 (M+H)*.

Intermediate-A13: (5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methanol
<Step-1 >:5-methyl-6-(3,3,3-trifluoropropoxy)nicotinic acid

[0174] To a solution of sodium hydride (0.844 g, 21.1 mmol) in THF (10 mL), 3,3,3-trifluoropropan-1-ol (1.61 g, 14.1
mmol) in THF (10 mL) is added at 0 °C, and stirred for 5 minutes. Then methyl 6-fluoro-5-methylnicotinate (1.19 g, 7.04
mmol) in THF (10 mL) is added dropwise the reaction mixture and the resulting mixture is stirred at rt for 2 hours. The
reaction mixture is diluted with water (30 mL) and stirred overnight. After removal of THF, the mixture is acidified with 2
M hydrochloric acid (11 mL). The resulting white precipitate is collected by filtration and dried to give 1.76 g (quantitative
yield) of the title compound as a white solid. This material is used for the next reaction (Step-2) without further purification.
MS (ESI) m/z: 250 (M+H)*.

<Step-2>:(5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methanol

[0175] The title compound is prepared in 95% yield (2.43 g, a white solid) from 5-methyl-6-(3,3,3-trifluoropropoxy)nic-
otinic acid (2.71 g, 10.9 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (270 MHz, CDCl;) delta 7.94 (1H, s), 7.47 (1H, s), 4.62-4.54 (4H, m), 2.71-2.56 (2H, m), 2.19 (3H, s), 1.62 (1H,
t, J = 5.9 Hz), MS (ESI) m/z: 236 (M+H)*.

Intermediate-A14: (5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methanol

<Step-1>: A mixture of 6-chloro-4-methyl-3-(2,2,2-trifluoroethoxy)pyridazine and 3-chloro-4-methyl-6-(2,2,2-trifluor-
oethoxy)pyridazine (2:1)

[0176] To a stirred solution of 2,2,2-trifluoroethanol (2.03 g, 20.2 mmol), DMF (20 mL) and THF (10 mL) is added 60%
sodium hydride (0.78 g, 20.2 mmol) at 0 °C carefully. After stirring at rt for 1 hour, this solution is added to a solution of
3,6-dichloro-4-methylpyridazine (3.00 g, 18.4 mmol) in DMF (20 mL) at 0 °C slowly. The resulting mixture is stirred at rt
for 1 hour. The mixture is poured onto ice-water, and extracted with EtOAc (200 mL). The organic layer is washed with
water (200 mL x 2), and dried over sodium sulfate. After removal of the organic solvent, the residue is purified by column
chromatography on silica-gel eluting with n-hexane/EtOAc (9:1) to give 3.40 g of a mixture of the title compound (81%
yield) as a white solid.

MS (ESI) m/z: 227 (M+H)*.

<Step-2>: ethyl 5-methyl-6-(2,2,2-trifluoroethoxy)pyridazine-3-carboxylate and ethyl 4-methyl-6-(2,2,2-trifluor-
oethoxy)pyridazine-3-carboxylate

[0177] A mixture of 6-chloro-4-methyl-3-(2,2,2-trifluoroethoxy)pyridazine and 3-chloro-4-methyl-6-(2,2,2-trifluor-
oethoxy)pyridazine (3.40 g, 15.0 mmol, Step-1), palladium(ll) acetate (0.34 g, 1.50 mmol), 1,3-bis(diphenylphosphi-
no)propane (1.24 g, 3.00 mmol), triethylamine (6.27 mL, 45.0 mmol), DMF (40 mL), and EtOH (20 mL) is stirred at 80
°C under carbon monoxide atmosphere (1 atm) for 20 hours. After cooling to rt, the mixture is diluted with EtOAc (200
mL). This is washed with water (200 mL x 2), and the organic layer is dried over sodium sulfate. After removal of the
organic solvent, the residue is purified by column chromatography on silica-gel eluting with n-hexane/EtOAc (8:1-5:1)
to give 2.15 g of ethyl 5-methyl-6-(2,2,2-trifluoroethoxy)pyridazine-3-carboxylate (54% yield, more polar product) as an
off-white solid and 0.63 g of ethyl 4-methyl-6-(2,2,2-trifluoroethoxy)pyridazine-3-carboxylate (16% yield, less polar prod-
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uct) as pale yellow oil. ethyl 5-methyl-6-(2,2,2-trifluoroethoxy)pyridazine-3-carboxylate (more polar)

TH-NMR (300 MHz, CDCl;) delta 7.99 (1H, d, J = 1.5 Hz), 5.02 (2H, g, J = 8.1 Hz), 4.50 (2H, g, J = 7.3 Hz), 2.36 (3H,
s), 1.46 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 265 (M+H)*. ethyl 4-methyl-6-(2,2,2-trifluoroethoxy)pyridazine-3-carboxylate
(less polar) TH-NMR (300 MHz, CDCl5) delta 7.00 (1H, s), 4.99 (2H, q, J = 8.1 Hz), 4.49 (2H, q, J = 7.3 Hz), 2.58 (3H,
s), 1.46 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 265 (M+H)*.

<Step-3>: (5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methanol

[0178] Thetitle compoundis preparedin 30% yield (373 mg, abrown oil) from ethyl 5-methyl-6-(2,2,2-trifluoroethoxy)py-
ridazine-3-carboxylate (1.5 g, 5.7 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.31 (1H, s), 4.93 (2H, q, J = 8.1 Hz), 4.86 (2H, s), 2.31 (3H, s) (a signal due to OH is
not observed), MS (ESI) m/z: 223 (M+H)*.

Intermediate-A15: (4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methanol
<Step-1>:2-chloro-4-methyl-5-(2,2,2-trifluoroethoxy)pyridine

[0179] To a mixture of 6-chloro-4-methylpyridin-3-ol (2.00 g, 13.9 mmol) and cesium carbonate (6.81 g, 20.9 mmol)
in DMF (40 mL) is added dropwise 2,2,2-trifluoroethyl trifluoromethanesulfonate (3.56 g, 15.3 mmol) at 0 °C. After stirring
at rt for 1 hour, the mixture is poured onto water (300 mL). The aqueous layer is extracted with EtOAc (300 mL). The
separated organic layer is washed with water (200 mL), dried over sodium sulfate, and concentrated in vacuo. The
residue is purified by column chromatography on silica gel eluting with n-hexane/EtOAc (9:1) to give 3.00 g (95% yield)
of the title compound as a white solid.

TH-NMR (300 MHz, CDCl;) delta 7.90 (1H, s), 7.17 (1H, s),4.43 (2H, q,J = 7.3 Hz), 2.28 (3H, s), MS (ESI) m/z: 226 (M+H)*.

<Step-2>:ethyl 4-methyl-5-(2,2,2-trifluoroethoxy)picolinate

[0180] The title compound is prepared in 90% yield (3.14 g, a white solid) from 2-chloro-4-methyl-5-(2,2,2-trifluor-
oethoxy)pyridine (3.00 g, 13.3 mmol, step-1) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDCl,) delta 8.24 (1H, s), 8.00 (1H, s), 4.57-4.42 (4H, m), 2.35 (3H, s), 1.44 (3H, t, J = 6.6 Hz), MS
(ESI) m/z: 264 (M+H)*.

<Step-3>:(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methanol

[0181] The title compound is prepared in 72% yield (913 mg, a pale yellow solid) from ethyl 4-methyl-5-(2,2,2-trifluor-
oethoxy)picolinate (1.50 g, 5.7 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 8.09 (1H, s), 7.09 (1H, s), 4.68 (2H, d, J = 3.7 Hz), 4.44 (2H, q, J = 8.1 Hz), 3.44 (1H,
brs), 2.30 (3H, s), MS (ESI) m/z: 222 (M+H)*.

Intermediate-A16: (3-methyl-4-(2,2,2-trifluoroethoxy)phenyl)methanol
<Step-1>:3-methyl-4-(2,2,2-trifluoroethoxy)benzoic acid

[0182] To a stirred solution of 4-hydroxy-3-methylbenzoic acid (10 g, 65.7 mmol) and cesium carbonate (64.2 g, 197
mmol) in DMF (150 mL) is added 2,2,2-trifluoroethyl trifluoromethanesulfonate (33.6 g, 145 mmol) at 0 °C. The mixture
is stirred at 0 °C for 10 minutes then stirred at rt for 2 days. To the mixture are added water (150 mL) and NaOH pellet
(15 g), and the resulting mixture is stirred for 20 hours at rt. The mixture is diluted with water (100 mL), washed with
ether (100 mL x 2), and the water layer is acidified with conc. hydrochloric acid (pH 4) at 0 °C to give a white solid. The
solid is collected by filtration, washed successively with water and n-hexane, and dried in vacuo at 50 °C to give 14.8 g
(96 % yield) of the title compound as a white solid.

TH-NMR (300 MHz, CDCl;) delta 7.98-7.90 (2H, m), 6.83 (1H, d, J = 8.0 Hz), 4.43 (2H, q, J = 7.3 Hz), 2.31 (3H, s) (a
signal due to COOH is not observed), MS (ESI) m/z: 233 (M-H)-.

<Step-2>:(3-methyl-4-(2,2,2-trifluoroethoxy)phenyl)methanol
[0183] Thetitlecompoundis preparedin 80% yield (5.26 g, a white solid) from 3-methyl-4-(2,2,2-trifluoroethoxy)benzoic

acid (7.00 g, 29.9 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.
TH-NMR (300 MHz, CDCls) delta 7.19-7.16 (2H, m), 6.78 (1H, d, J = 8.4 Hz), 4.62 (2H, d, J =5.9 Hz), 4.35 (2H, q, J =
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8.7 Hz), 2.27 (3H, s) (a signal due to OH is not observed), MS (ESI) m/z: positive ion of a fragment signal 203 is observed.
Intermediate-A17: (4-(2,2-difluoroethoxy)-3-methylphenyl)methanol
<Step-1 >:methyl 4-(2,2-difluoroethoxy)-3-methylbenzoate

[0184] To a stirred solution of methyl 4-hydroxy-3-methylbenzoate (1.5 g, 9.0 mmol), 2,2-difluoroethanol (0.90 g, 10.8
mmol), triphenylphosphine (3.6 g, 13.5 mmol) in THF (40 mL) is added dropwise diethyl azodicarboxylate (4.9 mL, 10.8
mmol, 40% solution in toluene) at 0 °C. The mixture is stirred at rt for 30 minutes. Then the reaction mixture is stirred at
60 °C for 2 hours. After cooling to rt, the mixture is concentrated under reduced pressure. The residue is purified by
column chromatography on silica gel eluting with n-hexane/EtOAc (18:1) to give 1.9 g (90% yield) of the title compound
as a white solid. '"H-NMR (300 MHz, CDCl,) delta 7.90-7.85 (2H, m), 6.79 (1H, d, J = 8.8 Hz), 6.13 (1H, tt, J = 54.9, 4.4
Hz), 4.24 (2H, td, J = 12.5, 3.7 Hz), 3.89 (3H, s), 2.27 (3H, s).

<Step-2>: (4-(2,2-difluoroethoxy)-3-methylphenyl)methanol

[0185] Thetitle compound is prepared in quantitative yield (712 mg, a colorless oil) from methyl 4-(2,2-difluoroethoxy)-
3-methylbenzoate (750 mg, 3.3 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.18-7.15 (2H, m), 6.78 (1H, d, J = 8.1 Hz), 6.11 (1H, tt, J = 54.9, 4.2 Hz), 4.61 (2H,
d, J=5.9Hz),4.19 (2H, tt, J = 13.0, 4.2 Hz), 2.25 (3H, s) (a signal due to OH is not observed).

Intermediate-A18: (5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methanol
<Step-1>:5-methyl-6-(2,2,3,3-tetrafluoropropoxy)nicotinic acid

[0186] The title compound is prepared in quantitative yield (3.7 g, a white solid) from 6-fluoro-5-methylnicotinic acid
(2.0 g, 12.9 mmol) and 2,2,3,3-tetrafluoropropan-1-ol (3.4 g, 25.8 mmol) in a similar manner to Step-1 of Intermediate-A1.
TH-NMR (300 MHz, CDCls) delta 8.74 (1H, d, J = 2.2 Hz), 8.09 (1H, d, J = 2.2 Hz), 6.00 (1H, tt, = 52.7, 3.7 Hz), 4.84
(2H, t, J = 12.5 Hz), 2.28 (3H, s), a signal due to COOH is not observed, MS (ESI) m/z: 268 (M+H)*.

<Step-2>:(5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methanol

[0187] The title compound is prepared in 98% yield (0.93 g, a yellow oil) from 5-methyl-6-(2,2,3,3-tetrafluoropro-
poxy)nicotinic acid (1.00 g, 3.74 mmol) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, DMSO-dg) delta 7.93 (1H, s), 7.57 (1H, s), 6.68 (1H, tt, J = 52.0, 5.9 Hz), 5.19 (1H, t, J = 5.9 Hz),
4.84 (2H,t,J =139 Hz), 4.43 (2H, d, J = 5.9 Hz), 2.18 (3H, s), MS (ESI) m/z: 254 (M+H)*.

Intermediate-A19: (2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methanol

<Step-1 >:ethyl 2-methyl-6-(2,2,2-trifluoroethoxy)isonicotinate

[0188] The title compound is prepared in 83% yield (2.42 g, a colorless oil) from ethyl 2-hydroxy-6-methylisonicotinate
(2.0 g, 11.0 mmol) and 2,2,2-trifluoroethyl trifluoromethanesulfonate (2.82 g, 12.1 mmol) in a similar manner to Step-1
of Intermediate-A15.

TH-NMR (270 MHz, CDCl;) delta 7.36 (1H, s), 7.23 (1H, s), 4.78 (2H, g, J = 8.6 Hz), 4.38 (2H, q, J = 7.3 Hz), 2.50 (3H,
s), 1.39 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 264 (M+H)*.
<Step-2>:(2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methanol

[0189] The title compound is prepared in 90% yield (753 mg, a colorless oil) from ethyl 2-methyl-6-(2,2,2-trifluor-
oethoxy)isonicotinate (1.00 g, 3.8 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl5) delta 6.80 (1H, s), 6.66 (1H, s), 4.76 (2H, d, J = 8.8 Hz), 4.67 (2H, q, J = 5.9 Hz), 2.43 (3H,
s), 1.81 (1H, t, J = 5.9 Hz), MS (ESI) m/z: 222 (M+H)*.

Intermediate-A20: (1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methanol

[0190] The title compound is prepared in 92% vyield (1.04 g, colorless oil) from 1-(5-(trifluoromethyl)pyridin-2-yl)-1H-
pyrazole-3-carboxylic acid (1.2 g, 4.7 mmol) in a similar manner to Step-2 of Intermediate-A3.
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1H-NMR (300 MHz, CDCls) delta 8.66 (1H, s), 8.56 (1H, d, J = 2.2 Hz), 8.08-8.00 (2H, m), 6.50 (1H, d, J = 2.9 Hz), 4.81
(2H, d, J = 5.8 Hz), MS (ESI) m/z: 244 (M+H)*.

Intermediate-A21: (6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methanol
<Step-1>: 6-(cyclopropylmethoxy)-5-methylnicotinic acid

[0191] To a suspension of sodium hydride (2.04 g, 60% in oil, 53.2 mmol) in THF (30 mL), cyclopropylmethanol (3.84
g, 53.2 mmol) and methyl 6-fluoro-5-methylnicotinate (1.50 g, 8.9 mmol) are added, and the mixture is stirred at 0 °C
for 1 hour. Then, 1 M aqueous sodium hydroxide solution (20 mL), EtOH (10 mL), and THF (10 mL) are added, and the
mixture is stirred at 60 °C for 1 hour. After cooling to rt, the mixture is acidified by 2 M hydrochloric acid (pH 4), and the
aqueous layer is extracted with EtOAc (100 mL). The organic layer is dried over sodium sulfate and concentrated in
vacuo. The residue is purified by column chromatography on silica gel eluting with DCM/MeOH (20:1) to give 1.72 g of
the title compound (containing ca 20% of 6-methoxy-5-methylnicotinic acid) as a white solid. This is used for the next
step without further purification.

MS (ESI) m/z: 206 (M-H)-.

<Step-2>: (6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methanol

[0192] Thetitle compoundis preparedin68% yield (1.10 g, a white solid) from 6-(cyclopropylmethoxy)-5-methylnicotinic
acid (1.72 g, 8.30 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl3) delta, 7.92 (1H, s), 7.45 (1H, s), 4.59 (2H, d, J = 5.9 Hz), 4.15 (2H, d, J = 6.6 Hz), 2.22 (3H,
s), 1.54 (1H, t, J = 5.9 Hz), 1.35-1.24 (1H, m), 0.62-0.55 (2H, m), 0.37-0.32 (2H, m), MS (ESI) m/z: 194 (M+H)*.

Intermediate-A22: (2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
<Step-1 >:methyl 2-methoxy-6-(2,2,2-trifluoroethoxy)nicotinate

[0193] The title compound is prepared in 54% yield (1.79 g, colorless oil) from methyl 6-chloro-2-methoxynicotinate
(2.5 g, 12.4 mmol) and 2,2,2-trifluoroethanol (2.78 g, 24.8 mmol) in a similar manner to Step-1 of Intermediate-A6.
TH-NMR (300 MHz, CDCl;) delta 8.21 (1H, d, J = 8.0 Hz), 6.47 (1H, d, J = 8.0 Hz), 4.79 (2H, g, J = 8.8 Hz), 4.07 (3H,
s), 3.87 (3H, s), MS (ESI) m/z: 266 (M+H)*.

<Step-2>:(2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol

[0194] The title compound is prepared in 74% yield (1.19 g, a white solid) from methyl 2-methoxy-6-(2,2,2-trifluor-
oethoxy)nicotinate (1.79 g, 6.75 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.54 (1H, d, J = 8.0 Hz), 6.41 (1H, d, J = 8.0 Hz), 4.72 (2H, g, J = 8.8 Hz), 4.59 (2H,
s), 3.97 (3H, s), 2.10 (1H, br s), MS (ESI) m/z: 238 (M+H)*.

Intermediate-A23: (6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methanol
<Step-1 >: methyl 6-methyl-5-(2,2,2-trifluoroethoxy)pyrazine-2-carboxylate

[0195] A mixture of methyl 5-chloro-6-methylpyrazine-2-carboxylate (3.00 g, 16.1 mmol), 2,2,2-trifluoroethanol (32.2
g, 322 mmol), and potassium carbonate (3.33 g, 24.1 mmol) in DMF (30 mL) is stirred at 60 °C for 2 hours. After cooling
to rt, the mixture is filtered off, and the filtrate is diluted with EtOAc (300 mL). The organic layer is washed with water
(100 mL x 3), dried over sodium sulfate, and concentrated in vacuo. The residue is purified by column chromatography
on silica gel eluting EtOAc to give 3.91 g (97% yield) of the title compound as a white solid.

MS (ESI) m/z: 251 (M+H)*.

<Step-2>: 6-methyl-5-(2,2,2-trifluoroethoxy)pyrazine-2-carboxylic acid
[0196] The title compound is prepared in 66% yield (2.44 g, a white solid) from methyl 6-methyl-5-(2,2,2-trifluor-
oethoxy)pyrazine-2-carboxylate (3.91 g, 15.6 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A6.

TH-NMR (300 MHz, DMSO-dg) delta 13.36 (1H, br s), 8.67 (1H, s), 5.1 (2H, q, J = 8.8 Hz), 2.48 (3H, s), MS (ESI) m/z:
235 (M-HY-.
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<Step-3>: (6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methanol

[0197] The title compound is prepared in quantitative yield (1.9 g, a white solid) from 6-methyl-5-(2,2,2-trifluor-
oethoxy)pyrazine-2-carboxylic acid (2.0 g, 8.5 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A3.
TH-NMR (300 MHz, DMSO-dg) delta 8.07 (1H, s), 5.46 (1H, t, J = 1.5 Hz), 5.08-4.99 (2H, m), 4.54 (2H, d, J = 5.8 Hz),
2.42 (3H, s), MS (ESI) m/z: 223 (M+H)*

Intermediate-A24: (6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methanol
<Step-1>: 6-(2,2-difluoropropoxy)-5-methylnicotinic acid

[0198] The title compound is prepared in 87% yield (2.14 g, a white solid) from methyl 6-fluoro-5-methylnicotinate
(1.80 g, 10.6 mmol) and 2,2-difluoropropan-1-ol (1.13 g, 11.7 mmol) in a similar manner to Step-1 of Intermediate-A21.
TH-NMR (300 MHz, DMSO-dg) delta 8.56 (1H, d, J = 1.5 Hz), 8.07 (1H, d, J= 1.5 Hz), 4.64 (2H, t, J = 13.2 Hz), 2.22
(3H, s), 1.75 (3H, t, J = 19.1 Hz) (a signal due to COOH is not observed), MS (ESI) m/z: 230 (M-H)".

<Step-2>: (6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methanol

[0199] The title compound is prepared in 93% yield (1.31 g, a colorless oil) from 6-(2,2-difluoropropoxy)-5-methylinic-
otinic acid (1.5 g, 6.5 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.
TH-NMR (300 MHz, DMSO-dg) delta 7.91 (1H, s), 7.55 (1H, s), 5.17 (1H, t, J = 5.8 Hz), 4.54 (2H, t, J = 13.2 Hz), 4.41
(2H,d, J =5.8 Hz), 2.17 (3H, s), 1.73 (3H, t, J = 19.1 Hz), MS (ESI) m/z: 218 (M+H)*

Intermediate-A25: (5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
<Step-1>:methyl 5-cyclopropyl-6-(2,2,2-trifluoroethoxy)nicotinate

[0200] A mixture of methyl 5-bromo-6-(2,2,2-trifluoroethoxy)nicotinate (1.00 g, 3.18 mmol), cyclopropylboronic acid
(821 mg, 9.6 mmol), palladium(ll) acetate (36 mg, 0.16 mmol), tricyclohexylphosphine (15% toluene solution, 595 mg,
0.32 mmol), and potassium phosphate (1.69 g, 7.96 mmol) in toluene-water (10:1, 11 mL) is refluxed with stirring for 12
hours. After cooling to rt, the mixture is filtered through a pad of Celite. The filtrate is concentrated in vacuo. The residue
is purified by chromatography on silica gel eluting with n-hexane/EtOAc (20:1) to give 854 mg (97% yield) of the title
compound as a white solid.

TH-NMR (300 MHz, CDCl5) delta 8.59-8.57 (1H, m), 7.76-7.74 (1H, m), 4.90-4.79 (2H, m), 3.91 (3H, s), 2.12-2.06 (1H,
m), 1.04-0.98 (2H, m), 0.78-0.74 (2H, m), MS (ESI) m/z: 276 (M+H)*.

<Step-2>:(5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol

[0201] The title compound is prepared in 86% yield (657 mg, a white solid) from methyl 5-cyclopropyl-6-(2,2,2-trifluor-
oethoxy)nicotinate (850 mg, 3.09 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.88 (1H, d, J = 2.2 Hz), 7.23 (1H, d, J = 2.2 Hz), 4.78 (2H, q, J = 8.0 Hz), 4.60 (2H,
d, J=5.9),2.13-2.04 (1H, m), 1.71 (1H, br s), 1.02-0.95 (2H, m), 0.73-0.68 (2H, m) MS (ESI) m/z: 248 (M+H)*.

Intermediate-A26: (6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methanol

<Step-1 >:methyl 6-(4-chloro-1H-pyrazol-1-yl)-5-methyl nicotinate

[0202] A mixture of methyl 6-fluoro-5-methylnicotinate (800 mg, 4.73 mmol), 4-chloro-1H-pyrazole (509 mg, 4.97
mmol), and cesium carbonate (3.08 g, 9.46 mmol) in DMF (16 mL) stirred at 60 °C for 1 hour. After cooling to rt, the
mixture is diluted with EtOAc (150 mL) and washed with water (100 mL x 3). The organic phase is filtered through silica
gel, and the filtrate is concentrated to give 1.19 g (quantitative yield) of the title compound as a white solid.

TH-NMR (300 MHz, CDCls) delta 8.88 (1H, d, J = 1.5 Hz), 8.43 (1H, s), 8.26 (1H, s), 7.68 (1H, s), 3.97 (3H, s), 2.68 (3H,
s), MS (ESI) m/z: 252 (M+H)*.

<Step-2>:6-(4-chloro-1H-pyrazol-1-yl)-5-methylnicotinic acid

[0203] The title compound is prepared in 80% yield (904 mg, a white solid) from methyl 6-(4-chloro-1H-pyrazol-1-yl)-
5-methylnicotinate (1.19 g, 4.7 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A6.
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1H-NMR (300 MHz, DMSO-dg) delta 8.81 (1H, s), 8.69 (1H, s), 8.36 (1H, s), 7.99 (1H, s), 2.56 (3H, s) (a signal due to
COOH is not observed), MS (ESI) m/z: 236 (M-HY-.

<Step-3>:(6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methanol

[0204] The title compound is prepared in 96% yield (791 mg, a white solid) from 6-(4-chloro-1H-pyrazol-1-yl)-5-meth-
ylnicotinic acid (880 mg, 3.70 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl5) delta 8.28 (1H, brs), 8.21 (1H, s), 7.70 (1H, br s), 7.65 (1H, s), 4.76 (2H, d, J = 5.3 Hz), 2.56
(3H, s), 1.93 (1H, t, J = 5.3 Hz), MS (ESI) m/z: 224 (M+H)*.

Intermediate-A27: 1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanamine hydrochloride (single enantiomer; anti-
pode of Intermediate-A7)

<Step-1>:(S)-2-methyl-N-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)propane - 2-sulfinamide (single diaster-
eomer)

[0205] The title compound is prepared in 83% yield (0.79 g, colorless oil) from 1-(5-methyl-6-(2,2,2-trifluoroethoxy)py-
ridin-3-yl)ethanone (0.66 g, 2.81 mmol, Step-2 of Intermediate-A7) and (S)-2-methylpropane-2-sulfinamide in a similar
manner to Step-3 of Intermediate-A7. TH-NMR (300 MHz, CDCIl;) delta 7.93 (1H, d, J = 1.84 Hz), 7.44 (1H, s), 4.76 (2H,
q,J = 8.4 Hz), 4.54-4.46 (1H, m), 3.32 (1H, d, J = 2.6 Hz), 2.24 (3H, s), 1.51 (3H, d, J = 6.6 Hz), 1.23 (9H, s), MS (ESI)
m/z: 339 (M+H)*.

<Step-2>:1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanamine hydrochloride (single enantiomer; antipode of In-
termediate-A7)

[0206] The title compound is prepared in 88% yield (0.56 g, a white solid) from (S)-2-methyl-N-(1-(5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)ethyl)propane-2 -sulfinamide (single diastereomer) (0.79 g, 2.33 mmol, Step-1) in a similar
manner to Step-4 of Intermediate-A7. TH-NMR (300 MHz, DMSO-dg) delta 8.41 (2H, brs), 8.13 (1H, d, J =2.2 Hz), 7.82
(1H,d, J=1.8 Hz),5.02 (2H, q, J = 9.2 Hz), 4.44-4.37 (1H, m), 2.19 (3H, s), 1.50 (3H, d, J = 7.0 Hz), MS (ESI) m/z: 235
(M+H)*.

Intermediate-A28: (5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methanol
<Step-1 >: 5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)nicotinic acid

[0207] The title compound is prepared in 73% yield (1.95 g, a white solid) from methyl 6-fluoro-5-methylnicotinate
(1.60g,9.46 mmol) and 2-(2,2,2-trifluoroethoxy)ethanol (1.64 g, 11.4 mmol) in a similar manner to Step-1 of Intermediate-
A21.

TH-NMR (300 MHz, DMSO-dg) delta 12.98 (1H, br s), 8.55 (1H, s), 8.01 (1H, s), 4.52-4.49 (2H, m), 4.16 (2H, q, J =9.5
Hz), 3.98-3.95 (2H, m), 2.19 (3H, s), MS (ESI) m/z: 278 (M-H)

<Step-2>: (5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methanol

[0208] The title compound is prepared in 85% yield (0.97 g, colorless oil) from 5-methyl-6-(2-(2,2,2-trifluor-
oethoxy)ethoxy)nicotinic acid (1.2 g, 4.3 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, DMSO-dg) delta 7.89 (1H, s), 7.49 (1H, s), 5.12 (1H, t, J = 5.8 Hz), 4.41-4.38 (4H, m), 4.13 (2H, q,
J=9.5Hz),3.92 (2H,t, J = 4.4 Hz), 2.14 (3H, s), MS (ESI) m/z: 266 (M+H)*.

Intermediate-A29: (5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methanol
<Step-1>:5-methyl-6-((2,2,2-trifluoroethyl)amino)nicotinic acid

[0209] A mixture of methyl 6-fluoro-5-methylnicotinate (2.00 g, 11.8 mmol) and 2,2,2-trifluoroethanamine (9.37 g, 95
mmol) in N-methylpyrrolidone (24 mL) is stirred at 220 °C for 2.5 hours under microwave irradiation. The mixture is
diluted with MeOH (30 mL), and 2 M aqueous sodium hydroxide solution (15 mL) is added to the mixture. After stirring
at 50 °C for 1 hour, the mixture is acidified by 2 M hydrochloric acid, and extracted with EtOAc/hexane (100 mL x 3).
The combined organic layer is washed with water (100 mL), dried over sodium sulfate, and concentrated in vacuo. The
residue is crystallized from diisopropyl ether to give 884 mg (32%) of the title compound as a pale pink solid. TH-NMR
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(300 MHz, DMSO-dg) delta 8.49 (1H, s), 7.78 (1H, s), 7.17 (1H, t, J = 6.6 Hz), 4.35-4.21 (2H, m), 2.14 (3H, s) (a signal
due to COOH is not observed), MS (ESI) m/z: 233 (M-H)-.

<Step-2>:(5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methanol

[0210] The title compound is prepared in 85% yield (623 mg, a white solid) from 5-methyl-6-((2,2,2-trifluoroethyl)ami-
no)nicotinic acid (780 mg, 3.3 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl5) delta 7.99 (1H, br s), 7.36 (1H, br s), 4.56 (2H, d, J = 5.5 Hz), 4.46-4.30 (1H, m), 4.30-4.21
(2H, m), 2.15 (3H, s), 1.51 (1H, t, J = 5.5 Hz), MS (ESI) m/z: 221 (M+H)*.

Intermediate-A30: (3-methyl-4-(trifluoromethoxy)phenyl)methanol
<Step-1 >:ethyl 3-methyl-4-(trifluoromethoxy)benzoate

[0211] The title compound is prepared in 88% vyield (1.72 g, a colorless oil) from 4-bromo-2-methyl-1-(trifluorometh-
oxy)benzene (2.00 g, 7.84 mmol) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDCls) delta 7.95-7.88 (2H, m), 7.26-7.24 (1H, m), 4.38 (2H, g, J = 7.3 Hz), 2.36 (3H, s), 1.40 (3H,
t, J = 7.3 Hz).

<Step-2>:(3-methyl-4-(trifluoromethoxy)phenyl)methanol

[0212] The title compound is prepared in 93% vyield (620 mg, a colorless oil) from ethyl 3-methyl-4-(trifluorometh-
oxy)benzoate (0.80 g, 3.22 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.
TH-NMR (300 MHz, CDCl5) delta 7.35-7.15 (3H, m), 4.67 (2H, d, J = 5.6 Hz), 2.32 (3H, s), 1.74(1H,t,J=5.6Hz).

Intermediate-A31: (2-(2,2,2-trifluoroethoxy)pyridin-4-yl)methanol

[0213] The title compound is prepared in 87% yield (816 mg, a colorless oil) from 2-(2,2,2-trifluoroethoxy)isonicotinic
acid (1.00 g, 4.5 mmol) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCls) delta 8.10 (1H, d, J = 5.1 Hz), 6.95 (1H, d, J = 5.1 Hz), 6.88 (1H, s), 4.77 (2H, q, J = 8.6 Hz),
4.72 (2H, d, J = 5.8 Hz), 1.91 (1H, t, J = 5.8 Hz), MS (ESI) m/z: 208 (M+H)*.

Intermediate-A32: (5-phenyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol
<Step-1 >:methyl 5-phenyl-6-(2,2,2-trifluoroethoxy)nicotinate

[0214] A mixture of methyl 5-bromo-6-(2,2,2-trifluoroethoxy)nicotinate (2.00 g, 6.37 mmol), phenylboronic acid (932
mg, 7.64 mmol), tetrakis(triphenylphosphine)palladium(0) (368 mg, 0.32 mmol), and sodium bicarbonate (1.07 g, 12.7
mmol) in dioxane-water (10:1, 22 mL) is refluxed with stirring for 18 hours. After cooling to rt, the mixture is poured onto
water (30 mL), and the aqueous layer is extracted with EtOAc (30 mL x 3). The combined organic layer is dried over
sodium sulfate and concentrated in vacuo. The residue is purified by column chromatography on silica gel eluting with
n-hexane/EtOAc (10:1) to give 1.99 g (quantitative yield) of the title compound as a white solid.

TH-NMR (300 MHz, CDCl5) delta 8.78 (1H, d, J =2.2 Hz), 8.31 (1H, d, J =2.2 Hz), 7.57 (2H, d, J = 6.6 Hz), 7.48-7.40
(3H, m), 4.88 (2H, q, J =8.0 Hz), 3.95 (3H, s), MS (ESI) m/z: 312 (M+H)*.

<Step-2>:(5-phenyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol

[0215] The title compound is prepared in 73% yield (1.26 g, a white solid) from methyl 5-phenyl-6-(2,2,2-trifluor-
oethoxy)nicotinate (1.90 g, 6.10 mmol) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl3) delta 8.10 (1H, d, J =2.2 Hz), 7.76 (1H, d, J =2.2 Hz), 7.6-7.3 (5H, m), 4.83 (2H, q, J =8.1
Hz), 4.72 (2H, s), 1.81 (1H, br s), MS (ESI) m/z: 284 (M+H)*.

Intermediate-A33: (1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methanol

<Step-1>:methyl 1-(2,2,2-trifluoroethoxy)isoquinoline-4-carboxylate

[0216] The title compound is prepared in 88% yield (1.14 g, a white solid) from methyl 1-chloroisoquinoline-4-carbox-
ylate (1.00 g, 4.5 mmol) in a similar manner to Step-1 of Intermediate-A10.
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1H-NMR (300 MHz, CDCls) delta 8.97 (1H, d, J = 8.8 Hz), 8.77 (1H, s), 8.35 (1H, d, J = 8.1 Hz), 7.87-7.81 (1H, m), 7.65
(1H, t, J = 8.1 Hz), 5.01 (2H, q, J = 8.1 Hz), 3.99 (3H, ), MS (ESI) m/z: 286 (M+H)*.

<Step-2>:(1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methanol

[0217] The title compound is prepared in quantitative yield (0.88 g, a white solid) from methyl 1-(2,2,2-trifluor-
oethoxy)isoquinoline-4-carboxylate (0.98 g, 3.4 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 8.33 (1H, d, J = 8.2 Hz), 8.12 (1H, d, J = 8.2 Hz), 7.97 (1H, s), 7.83-7.78 (1H, m),
7.68-7.60 (1H, m), 5.02 (2H, d, J = 5.9 Hz), 4.95 (2H, q, = 8.4 Hz), 1.68 (1H, t, J = 5.9 Hz), MS (ESI) m/z: 258 (M+H)*.

Intermediate-A34: (5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methanamine
<Step-1 >: 2-chloro-5-(2,2-difluoroethoxy)-4-methylpyridine

[0218] The title compound is prepared in 95% yield (4.14 g, a white solid) from 6-chloro-4-methylpyridin-3-ol (3.0 g,
20.9 mmol) and 2,2-difluoroethyl trifluoromethanesulfonate (4.92 g, 23.0 mmol) in a similar manner to Step-1 of Inter-
mediate-A15.

TH-NMR (300 MHz, CDCl;) delta, 7.89 (1H, s), 7.14 (1H, s), 6.11 (1H, tt, J = 54.3, 4.4 Hz), 4.26 (2H, td, J = 13.2, 4.4
Hz), 2.26 (3H, s), MS (ESI) m/z: 208 (M+H)*.

<Step-2>: ethyl 5-(2,2-difluoroethoxy)-4-methylpicolinate

[0219] The title compound is prepared in 87% yield (4.24 g, a white solid) from 2-chloro-5-(2,2-difluoroethoxy)-4-
methylpyridine (4.14 g, 19.9 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDClI,) delta, 8.24 (1H, s), 7.99 (1H, s), 6.14 (1H, tt, J = 55.0, 4.4 Hz), 4.49-4.32 (4H, m), 2.32 (3H,
s), 1.44 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 246 (M+H)*.

<Step-3>: (5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methanol

[0220] A mixture of ethyl 5-(2,2-difluoroethoxy)-4-methylpicolinate (2.0 g, 8.2 mmol, Step-2) and calcium chloride (3.62
g, 32.6 mmol) in THF-EtOH (1:1, 60 mL) is stirred at rt for 30 minutes. Then, the mixture is cooled to 0 °C, and sodium
borohydride (771 mg, 20.4 mmol) is added portionwise to it. After stirring 1 day, the reaction is quenched with saturated
aqueous ammonium chloride solution (200 mL), and the aqueous layer is extracted with DCM (200 mL x 2). The combined
organic layer is dried over sodium sulfate and concentrated in vacuo. The residue is purified by column chromatography
on silica gel eluting with n-hexane/EtOAc (10:1 then EtOAc only) to give 1.61 g (97% yield) of the title compound as a
white solid.

TH-NMR (300 MHz, DMSO-dg) delta 8.18 (1H, s), 7.26 (1H, s), 6.41 (1H, tt, J = 54.2, 3.7 Hz), 5.31 (1H, t, J = 5.9 Hz),
4.47-4.37 (4H, m), 2.21 (3H, s), MS (ESI) m/z: 204 (M+H)

<Step-4>: 2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)isoindoline-1,3-dione

[0221] Thetitle compoundis preparedin 74% yield (720 mg, a white solid) from (5-(2,2-difluoroethoxy)-4-methylpyridin-
2-ylymethanol (594 mg, 2.92 mmol, Step-3) and phthalimide (473 mg, 3.22 mmol) in a similar manner to Step-1 of
Intermediate-A17.

TH-NMR (300 MHz, CDCl;) delta 8.05 (1H, s), 7.91-7.86 (2H, m), 7.78-7.70 (2H, m), 7.12 (1H, s) 6.08 (1H, tt, J = 54.9,
4.5 Hz), 4.93 (2H, s), 4.27-4.17 (2H, m), 2.23 (3H, s), MS (ESI) m/z: 333 (M+H)+.

<Step-5>: (5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methanamine

[0222] To a suspension of 2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)isoindoline-1,3-dione (720 mg, 2.17
mmol, Step-4) in MeOH (30 mL) is added hydrazine hydrate (0.32 mL, 6.50 mmol), and the mixture is stirred at 60 °C
for 5 hours. After removal of the solvent, to the residue is added 1 M aqueous sodium hydroxide solution (100 mL), and
the aqueous layer is extracted with DCM (100 mL), dried over sodium sulfate, filtered and concentrated to give 307 mg
(70% yield) of the title compound as a colorless oil.

TH-NMR (300 MHz, DMSO-dg) delta 8.19 (1H, s), 7.25 (1H, s), 6.40 (1H, tt, J = 54.2, 3.6 Hz), 4.41 (td, 1H, J = 14.7 Hz,
3.6 Hz), 3.69 (2H, s), 2.19 (3H, s) (a signal due to NH2 is not observed), MS (ESI) m/z: 203 (M+H)+.
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Intermediate-A35: (1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methanol
<Step-1>:ethyl 1-methyl-5-(trifluoromethoxy)-1H-indole-2-carboxylate

[0223] The title compound is prepared in 99% yield (1.01 g, a brown oil) from ethyl 5-(trifluoromethoxy)-1H-indole-2-
carboxylate (975 mg, 3.6 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A2.

TH-NMR (300 MHz, CDCly) delta 7.52 (1H, br s), 7.40-7.34 (1H, m), 7.32-7.18 (2H, m), 4.39 (2H, q, J = 7.0 Hz), 4.09
(3H, s), 1.42 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 288 (M+H)*.

<Step-2>:(1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methanol

[0224] The title compound is prepared in quantitative yield (0.88 g, a white solid) from ethyl 1-methyl-5-(trifluorometh-
oxy)-1H-indole-2-carboxylate (0.96 g, 3.3 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 7.44 (1H, s), 7.35-7.24 (1H, m), 7.20-7.05 (1H, m), 6.47 (1H, s), 4.81 (2H, d, J = 5.6
Hz), 3.82 (3H, s), 1.63 (1H, t, J = 5.6 Hz), MS (ESI) m/z: 246 (M+H)*.

Intermediate-A36: (3-chloro-4-(2,2-difluoroethoxy)phenyl)methanol

<Step-1 >:methyl 3-chloro-4-(2,2-difluoroethoxy)benzoate

[0225] The title compound is prepared in 98% yield (2.0 g, a white solid) from methyl 3-chloro-4-hydroxybenzoate (1.5
g, 8.0 mmol) in a similar manner to Step-1 of Intermediate-A17. TH-NMR (300 MHz, CDCl3) delta 8.09 (1H, d, J = 2.2
Hz), 7.94 (1H, dd, J = 8.8, 2.2 Hz), 6.94 (1H, d, J = 8.0 Hz), 6.18 (1H, tt, J = 54.9, 4.4 Hz), 4.30 (2H, td, J = 12.5,4.4 Hz),
3.91 (3H, s).

<Step-2>:(3-chloro-4-(2,2-difluoroethoxy)phenyl)methanol

[0226] The title compound is prepared in quantitative yield (860 mg, clear colorless oil) from methyl 3-chloro-4-(2,2-
difluoroethoxy)benzoate (930 mg, 3.7 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl,) delta 7.42 (1H, d, J = 2.2 Hz), 7.22 (1H, dd, J = 8.1, 2.2 Hz), 6.93 (1H, d, J = 8.8 Hz), 6.15
(1H, tt, J =54.9, 4.4 Hz), 4.63 (2H, d, J =5.1 Hz), 4.24 (2H, td, J = 12.8, 4.4 Hz), 1.75-1.65 (1H, m).
Intermediate-A37: 5-(chloromethyl)-3-methyl-2-((2,2,2-trifluoroethoxy)methyl)pyridine hydrochloride

<Step-1>:diethyl 3-methylpyridine-2,5-dicarboxylate

[0227] The title compound is prepared in 72% yield (2.05 g, a yellow oil) from 2,5-dibromo-3-methylpyridine (3.00 g,
12.0 mmol) in a similar manner to Step-2 of Intermediate-A14. 'H-NMR (300 MHz, CDCl;) delta 9.10 (1H, d, J = 1.5
Hz), 8.21 (1H, s), 4.52-4.39 (4H, m), 2.62 (3H, s), 1.48-1.40 (6H, m), MS (ESI) m/z: 238 (M+H)*.

<Step-2>:ethyl 6-(hydroxymethyl)-5-methylnicotinate

[0228] The title compound is prepared in 74% vyield (1.25 g, a pale yellow solid) from diethyl 3-methylpyridine-2,5-
dicarboxylate (2.05 g, 8.6 mmol) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, CDCls) delta 9.02 (1H, s), 8.08 (1H, s), 4.74 (2H, s), 4.42 (2H, q, J = 7.3 Hz), 2.28 (3H, s), 1.42 (3H,
t, J = 7.3 Hz), MS (ESI) m/z: 196 (M+H)*.

<Step-3>:ethyl 6-(chloromethyl)-5-methylnicotinate hydrochloride

[0229] To a solution of ethyl 6-(hydroxymethyl)-5-methylnicotinate (1.25 g, 6.40 mmol) in DCM (25 mL) is added thionyl
chloride (0.93 mL, 12.8 mmol) at 0 °C. After stirring at rt for 1 hour, the solvent is removed in vacuo to give 1.37 g
(quantitative yield) of the title compound as a pale yellow solid.

MS (ESI) m/z: 214 (M+H)*.

<Step-4>:5-methyl-6-((2,2,2-trifluoroethoxy)methyl)nicotinic acid

[0230] To a mixture of 2,2,2-trifluoroethanol (3.84 g, 38.4 mmol) and cesium carbonate (8.33 g, 25.6 mmol) in DMF
(20 mL) is added ethyl 6-(chloromethyl)-5-methylnicotinate hydrochloride (1.37 g, 6.39 mmol). After stirring at 40 °C for
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20 hours, 2 M aqueous sodium hydroxide solution (20 mL), water (20 mL), THF (20 mL), and EtOH (20 mL) are added
to the mixture. After stirring at 60 °C for 3 hours, the mixture is acidified by 2 M hydrochloric acid (pH 4). The organic
solvent is removed by evaporation, and the residual aqueous layer is extracted with EtOAc/hexane. The separated
organic layer is washed with water, dried over sodium sulfate, and concentrated in vacuo. The residue is crystallized
from hexane to give 1.06 g (66%) of the title compound as a white solid. TH-NMR (300 MHz, DMSO-dg) delta 8.85 (1H,
d, J =1.5Hz), 8.11 (1H, s), 4.84 (2H, s), 4.22-4.12 (2H, m), 2.40 (3H, s) (a signal due to COOH is not observed), MS
(ESI) m/z: 248 (M-H)-.

<Step-5>:(5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methanol

[0231] Thetitle compoundis prepared in 86% yield (843 mg, a colorless oil) from 5-methyl-6-((2,2,2-trifluoroethoxy)me-
thyl)nicotinic acid (1.04 g,4.17 mmol, Step-4) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl;) delta 8.37 (1H, d, J = 1.4 Hz), 7.56 (1H, d, J = 1.4 Hz), 4.82 (2H, s), 4.72 (2H, s), 3.88 (2H,
g, J = 8.8 Hz), 2.42 (3H, s), 2.21-2.02 (1H, m), MS (ESI) m/z: 236 (M+H)*.

<Step-6>:5-(chloromethyl)-3-methyl-2-((2,2,2-trifluoroethoxy)methyl)pyridine hydrochloride

[0232] The title compound is prepared in quantitative yield (830 mg, a white solid) from (5-methyl-6-((2,2,2-trifluor-
oethoxy)methyl)pyridin-3-yl)methanol (693 mg,2.95 mmol, Step-5) in a similar manner to Step-3.

TH-NMR (300 MHz, CDCls) delta 8.71 (1H, s), 8.23 (1H, s), 5.28 (2H, s), 4.72 (2H, s), 4.17 (2H, q, J = 8.4 Hz), 2.63 (3H,
s), MS (ESI) m/z: 254 (M+H)*.

Intermediate-A38: 2-((3-fluoro-5-(trifluoromethyl)pyridin-2-yl)oxy)ethanol

[0233] Thetitle compoundis prepared in 64 % yield (785 mg, a colorless oil) from 2,3-difluoro-5-(trifluoromethyl)pyridine
(1.00 g,5.46 mmol) and ethane-1,2-diol (678 mg, 10.9 mmol) in a similar manner to Step-1 of Intermediate-A10.
TH-NMR (300 MHz, CDCl5) delta 8.22 (1H, s), 7.57 (1H, dd, J = 9.5, 1.5 Hz), 4.62-4.59 (2H, m), 4.05-4.00 (2H, m), 2.49
(1H, t, J =5.9 Hz), MS (ESI) m/z: 226 (M+H)*.

Intermediate-A39: (5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methanol
<Step-1>:2-bromo-5-(2,2,3,3,3-pentafluoropropoxy)pyridine

[0234] The title compound is prepared in quantitative yield (2.11 g, a yellow solid) from 6-bromo-4-methylpyridin-3-ol
(1.20 g, 6.90 mmol) and 2,2,3,3,3-pentafluoropropyl trifluoromethanesulfonate (13.8 mmol) in a similar manner to Step-
1 of Intermediate-A15. TH-NMR (300 MHz, CDCl;) delta 8.13 (1H, d, J = 3.4 Hz), 7.45 (1H, d, J = 8.8 Hz), 7.19 (1H, dd,
J=8.8,3.4 Hz), 4.46 (2H, t, J = 11.4 Hz), MS (ESI) m/z: 306 (M+H)*.

<Step-2>:ethyl 5-(2,2,3,3,3-pentafluoropropoxy)picolinate

[0235] The title compound is prepared in 72% yield (1.89 g, a pale orange solid) from 2-bromo-5-(2,2,3,3,3-pentafluor-
opropoxy)pyridine (2.11 g, 6.9 mmol) in a similar manner to Step-2 of intermediate-A14.

TH-NMR (300 MHz, CDCl,) delta 8.47 (1H, d, J = 2.9 Hz), 8.16 (1H, d, J = 8.6 Hz), 7.34 (1H, dd, J = 8.6, 2.9 Hz),
4.60-4.40 (4H, m), 1.45 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 300 (M+H)*.

<Step-3>:(5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methanol

[0236] The title compound is prepared in 80% yield (847 mg, a colorless oil) from ethyl 5-(2,2,3,3,3-pentafluoropro-
poxy)picolinate (1.23 g, 4.10 mmol) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, CDCl;) delta 8.31 (1H, d, J = 2.6 Hz), 7.36-7.21 (2H, m), 4.74 (2H, d, J = 4.9 Hz), 4.49 (2H, t, J =
12.1 Hz), 3.34 (1H, t, J = 4.9 Hz), MS (ESI) m/z: 258 (M+H)*.

Intermediate-A40: (4-(1,1,2,2-tetrafluoroethoxy)phenyl)methanol
[0237] The title compound is prepared in 82% yield (464 mg, a colorless oil) from 4-(1,1,2,2-tetrafluoroethoxy)benzoic
acid (600 mg,2.52 mmol) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl,) delta 7.39 (2H, d, J = 8.4 Hz), 7.21 (2H, d, J = 8.4 Hz), 5.91 (1H, tt, J = 52.9, 2.9 Hz), 4.71
(2H, d, J = 5.7 Hz), 1.74 (1H, t, J = 5.7 Hz).
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Intermediate-A41: (5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methanol
<Step-1 >: 2-bromo-5-(2,2,3,3-tetrafluoropropoxy)pyridine

[0238] The title compound is prepared in quantitative yield (2.25 g, a yellow solid) from 6-bromopyridin-3-ol (1.30 g,
7.47 mmol) and 2,2,3,3-tetrafluoropropan-1-ol (3.94 g, 14.9 mmol) in a similar manner to Step-1 of Intermediate-A15.
TH-NMR (300 MHz, CDCl5) delta 8.12 (1H, d, J =2.9 Hz), 7.44 (1H, d, J =8.8 Hz), 7.16 (1H, dd, J =8.8, 2.9 Hz), 6.03
(1H, tt, J =52.7, 4.4 Hz), 4.40 (2H, t, J =11.7 Hz), MS (ESI) m/z: 288 and 290 (M+H)*.

<Step-2>: ethyl 5-(2,2,3,3-tetrafluoropropoxy)picolinate

[0239] The title compound is prepared in 94% vyield (2.07 g, a pale yellow solid) from 2-bromo-5-(2,2,3,3-tetrafluoro-
propoxy)pyridine (2.25 g, 7.81 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.
TH-NMR (300 MHz, CDCl5) delta 8.46 (1H, d, J =2.9 Hz), 8.16 (1H, d, J =8.8 Hz), 8.33 (1H, dd, J =8.8, 2.9 Hz), 6.06
(1H, tt, J =52.7, 4.4 Hz), 4.52-4.44 (4H, m), 1.45 (3H, t, J =6.6 Hz), MS (ESI) m/z: 282 (M+H)*.

<Step-3>:(5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methanol

[0240] The title compound is prepared in 91 % yield (717 mg, a white solid) from ethyl 5-(2,2,3,3-tetrafluoropropoxy)pi-
colinate (923 mg, 3.28 mmol, Step-2) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, DMSO-dg) delta 8.29 (1H, s), 7.57-7.40 (2H, m), 6.70 (1H, tt, J = 52.0, 5.9 Hz), 5.37 (1H, t, J = 5.9
Hz), 4.68 (2H, t, J = 13.9 Hz), 4.50 (2H, d, J = 5.9 Hz), MS (ESI) m/z: 240 (M+H)*.

Intermediate-A42: (5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methanol
<Step-1>:5-chloro-6-(2,2,3,3-tetrafluoropropoxy)nicotinic acid

[0241] The title compound is prepared in 97% yield (7.29 g, a pale brown solid) from 5,6-dichloronicotinic acid (5.00
g, 26.0 mmol) and 2,2,3,3-tetrafluoropropan-1-ol (5.16 g, 39.1 mmol) in a similar manner to Step-1 of Intermediate-A3.
TH-NMR (300 MHz, CDCl5) delta 8.77 (1H, d, J = 1.5 Hz), 8.34 (1H, d, J = 2.2 Hz), 6.08 (1H, tt, J = 52.8, 4.5 Hz), 4.88
(2H, t, J = 12.5 Hz) (a signal due to COOH is not observed), MS (ESI) m/z: 286 (M-H)".
<Step-2>:(5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methanol

[0242] The title compound is prepared in 96% yield (2.49 g, a white solid) from 5-chloro-6-(2,2,3,3-tetrafluoropro-
poxy)nicotinic acid (2.49 g,8.66 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl5) delta 8.02 (1H, d, J = 2.0 Hz), 7.71 (1H, d, J = 2.0 Hz), 6.09 (1H, tt, J = 52.9, 4.8 Hz), 4.78
(2H, tt, J =12.2, 1.5 Hz), 4.67 (2H, d, J = 5.3 Hz), 1.80 (1H, t, J = 5.3 Hz), MS (ESI) m/z: 274 (M+H)*.
Intermediate-A43: 1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethanamine hydrochloride (single enantiomer)
<Step-1>: 4-methyl-5-(2,2,2-trifluoroethoxy)picolinic acid

[0243] Thetitlecompoundis preparedin 92% yield (2.72 g, a white solid) from ethyl 4-methyl-5-(2,2,2-trifluoroethoxy)pi-
colinate (3.30 g, 12.5 mmol, Step-2 of Intermediate-A15) in a similar manner to Step-2 of Intermediate-A6.

TH-NMR (300 MHz, CDCls) delta 8.12 (1H, s), 8.09 (1H, s), 4.55 (2H, q, J = 7.6 Hz), 2.39 (3H, s), a signal due to COOH
is not observed, MS (ESI) m/z: 236 (M+H)*, 234 (M-H)-.
<Step-2>:N-methoxy-N,4-dimethyl-5-(2,2,2-trifluoroethoxy)picolinamide

[0244] The title compound is prepared in quantitative yield (1.6 g, an off-white solid) from 4-methyl-5-(2,2,2-trifluor-
oethoxy)picolinic acid (1.0 g, 4.3 mmol, Step-1) in a similar manner to Step-1 of Intermediate-A7.

- z, , 1 drop o -dg is added) delta 8. ,S), 7. , brs), 4. ,q,J =8.1Hz),
TH-NMR (300 MHz, CDCl3, 1 d f DMSO-dg is added) delta 8.14 (1H, s), 7.58 (1H, br s), 4.51 (2H, q, J = 8.1 Hz)
3.76 (3H, s), 3.41 (3H, s), 2.32 (3H, s), MS (ESI) m/z: 279 (M+H)*.
<Step-3>:4-methyl-5-(2,2,2-trifluoroethoxy)picolinaldehyde

[0245] The title compound is prepared in 95% yield (1.2 g, a pale brown solid) from N-methoxy-N,4-dimethyl-5-(2,2,2-

72



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

trifluoroethoxy)picolinamide (1.6 g, 5.8 mmol, Step-2) and lithium aluminum hydride (80 mg, 2.9 mmol) in a similar
manner to Step-2 of Intermediate-A1. TH-NMR (300 MHz, CDCl3) delta 9.98 (1H, s), 8.29 (1H, s), 7.85 (1H, s), 4.57 (2H,
q, J = 8.1 Hz), 2.36 (3H, s), MS (ESI) m/z: 220 (M+H)*.

<Step-4>:(R,E)-2-methyl-N-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methylene) - propane-2-sulfinamide (single
enantiomer)

[0246] A mixture of 4-methyl-5-(2,2,2-trifluoroethoxy)picolinaldehyde (1.6 g, 7.3 mmol, Step-3), (R)-2-methylpropane-
2-sulfinamide (1.33 g, 11.0 mmol), and titanium tetraethoxide (2.50 g, 11.0 mmol) in THF (30 mL) is refluxed with stirring
for 2 hours. After cooling to 0 °C, water (30 mL) and EtOAc (80 mL) are added to the mixture, and this is filtered through
a pad of Celite. The filtrate is washed successively with water and brine, dried over sodium sulfate, and concentrated
in vacuo. The residue is purified by column chromatography on silica-gel eluting with n-hexane/EtOAc (4:1-2:1) to give
1.14 g (48% yield) of the title compound as a pale yellow solid.

TH-NMR (300 MHz, CDCls) delta 8.62 (1H, s), 8.25 (1H, s), 7.88 (1H, s), 4.53 (2H, q, J = 8.0 Hz), 2.36 (3H, s), 1.28 (9H,
s), MS (ESI) m/z: 323 (M+H)*.

<Step-5>:(R)-2-methyl-N-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)propane-2-sulfinamide (single diaster-
eomer)

[0247] To a solution of (R,E)-2-methyl-N-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methylene)propane -2-sulfi-
namide (1.1 g, 3.4 mmol, Step-4) in DCM (50 mL) is added dropwise a solution of methylmagnesium bromide in THF
(0.97 M, 7.0 mL, 6.8 mmol) at -78 °C. After stirring at -78 °C for 1 h, the reaction is quenched with saturated aqueous
ammonium chloride solution (100 mL). The aqueous layer is extracted with DCM (100 mL x 2). The combined organic
layer is washed with water (100 mL), dried over sodium sulfate, and concentrated in vacuo. The residue is purified by
column chromatography on silica-gel eluting with n-hexane/EtOAc (1:3) to give 1.09 g (94% yield) of the title compound
as a colorless oil.

TH-NMR (300 MHz, CDCl3) delta 8.08 (1H, s), 7.12 (1H, s), 4.65 (1H, d, J = 5.4 Hz), 4.54-4.46 (1H, m), 4.42 (2H, q, J
=7.9Hz), 2.28 (3H, s), 1.48 (3H, d, J = 6.6 Hz), 1.25 (9H, s), MS (ESI) m/z: 337 (M-H)-.

<Step-6>:1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethanamine hydrochloride (single enantiomer)

[0248] The title compound is prepared in quantitative yield (1.1 g, a white solid) from (R)-2-methyl-N-(1-(4-methyl-
5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)propane-2-sulfinamide (1.1 g, 3.3 mmol, Step-5) in a similar manner to Step-
4 of Intermediate-A7.

TH-NMR (300 MHz, DMSO-dy) delta 8.42 (2H, br s), 8.38 (1H, s), 7.43 (1H, s), 4.95 (2H, q, J = 8.8 Hz), 4.50-4.38 (1H,
m), 2.22 (3H, s), 1.45 (3H, d, J = 6.6 Hz), MS (ESI) m/z: 235 (M+H)*.

Intermediate-A44: (5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methanol
<Step-1>: methyl 6-chloro-5-methylnicotinate

[0249] The title compound is prepared in 93% yield (2.02 g, a white solid) from 6-chloro-5-methylnicotinic acid (2.00
g, 11.7 mmol) in a similar manner to Step-2 of Intermediate-A2. "TH-NMR (300 MHz, CDCl,) delta 8.83 (1H, s, J = 2.2
Hz), 8.16 (1H, s), 3.95 (3H, s), 2.44 (3H, s), MS (ESI) m/z: 186 (M+H)*.

<Step-2>: methyl 5-methyl-6-(3,3,3-trifluoropropyl)nicotinate

[0250] To a suspension of zinc powder (2.49 g, 38.1 mmol) in THF (15 mL), 1,2-dibromoethane (0.21 g, 1.1 mmol)
and trimethylsilyl chloride (0.12 g, 1.1 mmol) are added. After stirring at rt for 20 minutes, 1,1,1-trifluoro-3-iodopropane
(6.10 g, 27.2 mmol) is added, and the mixture is stirred at 55 °C for 1 hour to give a solution of (3,3,3-trifluoropropyl)zinc
iodide in THF. To a mixture of methyl 6-chloro-5-methylnicotinate (2.02 g, 10.9 mmol, Step-1) and tetrakis(triphenyl-
phosphine)palladium(0) (1.01 g, 0.87 mmol) in DMF (15 mL) is added the zinc reagent, and the mixture is stirred at 55
°C for 12 hours. After cooling to rt, the mixture is poured onto water (100 mL), and the aqueous layer is extracted with
EtOAc (30 mL x 2). The combined organic layer is dried over sodium sulfate and concentrated in vacuo. The residue is
purified by column chromatography on silica-gel eluting with n-hexane/EtOAc (5:1 to EtOAc only) to give 2.32 g (86%
yield) of the title compound as an orange solid.

TH-NMR (300 MHz, CDCls) delta 8.97 (1H, d, J =1.5 Hz), 8.05 (1H, d, J = 1.5 Hz), 3.94 (3H, s), 3.10-3.04 (2H, m),
2.76-2.62 (2H, m), 2.38 (3H, s) MS (ESI) m/z: 248 (M+H)*.

73



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1
<Step-3>: (5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methanol

[0251] The title compound is prepared in quantitative yield (1.16 g, a pale yellow solid) from methyl 5-methyl-6-(3,3,3-
trifluoropropyl)nicotinate (1.30 g, 5.26 mmol, Step-2) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDCl;) delta 8.31 (1H,s), 7.49 (1H, s), 4.67 (2H, d, J =5.9 Hz), 3.03-2.98 (2H, m), 2.68-2.51 (2H,
m), 2.33 (4H, s), MS (ESI) m/z: 220 (M+H)*.

Intermediate-A45: (4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methanol

<Step-1 >: 2-chloro-4-methyl-5-(3,3,3-trifluoropropoxy)pyridine

[0252] The title compound is prepared in quantitative yield (3.64 g, a pale yellow solid) from 6-chloro-4-methylpyridin-
3-0l (3.00 g, 20.9 mmol) and 3,3, 3-trifluoropropan-1-ol (5.72 g, 50.1 mmol) in a similar manner to Step-1 of Intermediate-
A17.

TH-NMR (300 MHz, CDCl5) delta, 7.87 (1H, s), 7.12 (1H, s), 4.27 (2H, t, J = 6.6 Hz), 2.78-2.59 (2H, m), 2.22 (3H, s),
MS (ESI) m/z: 240 (M+H)*.

<Step-2>: ethyl 4-methyl-5-(3,3,3-trifluoropropoxy)picolinate

[0253] The title compound is prepared in 93% yield (3.92 g, a pale yellow solid) from 2-chloro-4-methyl-5-(3,3,3-
trifluoropropoxy)pyridine (3.64 g, 15.2 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDCl,) delta, 8.24 (1H, s), 7.97 (1H, s), 4.49-4.36 (4H, m), 2.78-2.62 (2H, m), 2.29 (3H, s), 1.44
(3H, t, J = 6.6 Hz), MS (ESI) m/z: 278 (M+H)*.

<Step-3>: (4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methanol

[0254] The title compound is prepared in 93% yield (807 mg, a white solid) from ethyl 4-methyl-5-(3,3,3-trifluoropro-
poxy)picolinate (1.0 g, 3.6 mmol, Step-2) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, DMSO-dg) delta 8.16 (1H, s), 7.26 (1H, s), 5.28 (1H, t, J = 5.8 Hz), 4.45 (2H, d, J = 5.8 Hz), 4.30
(2H, t, J = 5.8 Hz), 2.89-2.74 (2H, m), 2.17 (3H, s), MS (ESI) m/z: 236 (M+H)*.

Intermediate-A46: (5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methanol

<Step-1>: 5-chloro-6-(2,2-difluoropropoxy)nicotinic acid

[0255] The title compound is prepared in 85% yield (1.12 g, a colorless oil) from 5,6-dichloronicotinic acid (1.00 g,
5.21 mmol) and 2,2-difluoropropan-1-ol (0.50 g, 5.21 mmol) in a similar manner to Step-1 of Intermediate-A3.
TH-NMR (300 MHz, CDCl5) delta 8.77 (1H, d, J = 2.2 Hz), 8.31 (1H, d, J = 2.2 Hz), 4.64 (2H, t, J = 11.7 Hz), 1.80 (3H,
t, J = 18.3 Hz) (a singal due to COOH is not observed), MS (ESI) m/z: 252 (M+H)*.

<Step-2>: (5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methanol

[0256] The title compound is prepared in 73% yield (689 mg, a colorless oil) from 5-chloro-6-(2,2-difluoropropoxy)nic-
otinic acid (1.00 g, 3.97 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl3) delta 8.00 (1H, s), 7.74 (1H, d, J =1.5 Hz), 4.65 (2H, t, J =5.9 Hz), 4.55 (2H, d, J =11.7 Hz),
1.78 (3H, t, J =19.1 Hz), 1.6-1.5 (1H, m), MS (ESI) m/z: 238(M+H)*.

Intermediate-A47: (5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methanol

<Step-1 >:5-chloro-6-(3,3,3-trifluoropropoxy)nicotinic acid

[0257] 'H-NMR (300 MHz, CDCls) delta 8.77 (1H, d, J = 2.2 Hz), 8.29 (1H, d, J = 1.5 Hz), 4.72 (2H, t, J = 6.6 Hz),
2.78-2.63 (2H, m) (a signal due to COOH is not observed), MS (ESI) m/z: 270 (M+H)*.

<Step-2>:(5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methanol

[0258] 'H-NMR (300 MHz, CDCl5) delta 8.00 (1H, d, J = 1.8 Hz), 7.72 (1H, d, J = 1.8 Hz), 4.75-4.55 (4H, m), 2.76-2.56
(2H, m), 1.80 (1H, br s), MS (ESI) m/z: 256 (M+H)*.
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Intermediate-A48: 1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanol

[0259] To a solution of 1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethanone (3.41 g, 14.6 mmol, Step-2 of Inter-
mediate-A7) in MeOH (70 mL) is added sodium borohydride (1.11 g, 29.2 mmol) at 0 °C, and the mixture is stirred at rt
for 3 hours. Then, the reaction is quenched with water, and the mixture is filtered through a pad of Celite. The filtrate is
extracted with EtOAc, dried over sodium sulfate, and concentrated in vacuo. The residue is purified by column chroma-
tography on silica gel eluting with EtOAc to give 3.39 g (99%) of the title compound as a colorless oil.

TH-NMR (300 MHz, CDCls) delta 7.93 (1H, s), 7.52 (1H, s), 4.93-4.83 (1H, m), 4.76 (2H, g, J = 8.8 Hz), 2.24 (3H, s),
1.49 (3H, d, J = 5.9 Hz), MS (ESI) m/z: 236 (M+H)*.

Intermediate-A49: (4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methanamine hydrochloride
<Step-1>: 2-chloro-4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridine

[0260] To a mixture of 6-chloro-4-methylpyridin-3-ol (5.00 g, 34.8 mmol) and cesium carbonate (34.0 g, 104 mmol) in
DMF (140 mL) is added 1,1,2,2-tetrafluoro-3-iodopropane (16.9 g, 69.7 mmol), and the mixture is stirred at 90 deg for
19 hours. After cooling to rt, the mixture is poured into water (500 mL), and the aqueous layer is extracted with EtOAc/hex-
ane (3:1. 500 mL). The separated organic layer is washed with water (300 mL), dried over sodium sulfate, and concen-
trated in vacuo. The residue is purified by chromatography on silica gel eluting with n-hexane/EtOAc (20:1-4:1) to give
7.97 g (89% yield) of the title compound as a pale yellow solid.

TH-NMR (300 MHz, CDCl5) delta 7.91 (1H, s), 7.16 (1H, s), 6.02 (1H, tt, J = 53.1, 4.0 Hz), 4.43 (2H, t, = 11.7 Hz), 2.26
(3H, s), MS (ESI) m/z: 258 (M+H)*.

<Step-2>: ethyl 4-methyl-5-(2,2,3,3-tetrafluoropropoxy)picolinate

[0261] The title compound is prepared in 90% yield (5.55 g, a white solid) from 2-chloro-4-methyl-5-(2,2,3,3-tetrafluor-
opropoxy)pyridine (5.39 g, 20.9 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDCl5) delta 8.26 (1H, s), 8.00 (1H, s), 6.04 (1H, tt, J = 53.1, 4.0 Hz), 4.60-4.35 (4H, m), 2.32 (3H,
s), 1.44 (3H, t, J = 7.1 Hz), MS (ESI) m/z: 296 (M+H)*.

<Step-3>:(4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methanol

[0262] The title compound is prepared in 80% yield (1.36 g, a colorless oil) from ethyl 4-methyl-5-(2,2,3,3-tetrafluor-
opropoxy)picolinate (2.00 g, 6.77 mmol, Step-2) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, CDCl;) delta 8.10 (1H, s), 7.10 (1H, s), 6.05 (1H, tt, J = 53.0, 4.4 Hz), 4.68 (2H, s), 4.45 (2H, t, J =
11.7 Hz), 3.58 (1H, br s), 2.28 (3H, s), MS (ESI) m/z: 254 (M+H)*.

<Step-4>:2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)isoindoline-1,3-dione

[0263] The title compound is prepared in 82% yield (1.70 g, a white solid) from (4-methyl-5-(2,2,3,3-tetrafluoropro-
poxy)pyridin-2-yl)methanol (1.36 g, 5.39 mmol, Step-3) and phthalimide (873 mg, 5.93 mmol) in a similar manner to
Step-1 of Intermediate-A17. TH-NMR (300 MHz, CDCl;) delta 8.06 (1H, s), 7.93-7.83 (2H, m), 7.79-7.70 (2H, m), 7.14
(1H, s), 6.02 (1H, tt, J = 53.1, 4.4 Hz), 4.93 (2H, s), 4.39 (2H, t, J = 11.7 Hz), 2.28 (3H, s), MS (ESI) m/z: 383 (M+H)*.
<Step-5>:(4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)ymethanamine hydrochloride

[0264] The title compound is prepared in >99% yield (1.35 g, a white solid) from 2-((4-methyl-5-(2,2,3,3-tetrafluoro-
propoxy)pyridin-2-yl)methyl)isoindoline-1,3-dione (1.70 g, 4.44 mmol, Step-4) in a similar manner to Step-5 of Interme-
diate-A34.

TH-NMR (300 MHz, DMSO-dg) delta 8.45 (3H, br s), 8.41 (1H, s), 7.43 (1H, s), 6.74 (1H, tt, J = 51.6, 5.5 Hz), 4.80 (2H,
t, J = 13.2 Hz), 4.15-4.03 (2H, m), 2.25 (3H, s), MS (ESI) m/z: 253 (M+H)*.

Intermediate-A50: (5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methanamine hydrochloride

<Step-1>: 5-chloro-6-(cyclopropylmethoxy)nicotinic acid

[0265] The title compound is prepared in 98% yield (4.65 g, a white solid) from 5,6-dichloronicotinic acid (4.00 g, 20.8
mmol) and cyclopropylmethanol (2.25 g, 31.3 mmol) in a similar manner to Step-1 of Intermediate-A3.
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1H-NMR (300 MHz, DMSO-dg) delta 8.63 (1H, d, J = 2.2 Hz), 8.22 (1H, d, J = 2.2 Hz), 4.28 (2H, d, J = 7.3 Hz), 1.38-1.20
(1H, m), 0.63-0.54 (2H, m), 0.42-0.34 (2H, m) (a signal due to COOH is not observed), MS (ESI) m/z: 226 (M-H)-.

<Step-2>:(5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methanol

[0266] The title compound is prepared in 80% yield (1.50 g, a colorless oil) from 5-chloro-6-(cyclopropylmethoxy)nic-
otinic acid (2.00 g, 8.79 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl;) delta 7.98 (1H, d, J = 2.2 Hz), 7.70 (1H, d, J = 2.2 Hz), 4.62 (2H, d, J = 5.5 Hz), 4.22 (2H,
d,J=7.0Hz),1.71 (1H,t,J=5.6 Hz), 1.42-1.20 (1H, m), 0.66-0.51 (2H, m), 0.47-0.33 (2H, m), MS (ESI) m/z: 214 (M+H)*.

<Step-3>:2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)isoindoline-1,3-dione

[0267] Thetitle compoundis preparedin74% yield (1.79 g, a white solid) from (5-chloro-6-(cyclopropylmethoxy)pyridin-
3-yl)methanol (1.50 g, 7.00 mmol, Step-2) and phthalimide (1.13 g, 7.70 mmol) in a similar manner to Step-1 of Inter-
mediate-A17.

TH-NMR (300 MHz, CDCl3) delta 8.12 (1H, d, J = 2.2 Hz), 7.90-7.80 (2H, m), 7.76-7.70 (3H, m), 4.76 (2H, s), 4.19 (2H,
d, J=7.4 Hz), 1.35-1.24 (1H, m), 0.69-0.50 (2H, m), 0.43-0.31 (2H, m), MS (ESI) m/z: 343 (M+H)*.

<Step-4>:(5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methanamine hydrochloride

[0268] The title compound is prepared in 86% yield (1.12 g, a white solid) from 2-((5-chloro-6-(cyclopropylmethoxy)py-
ridin-3-yl)methyl)isoindoline-1,3-dione (1.79 g, 5.23 mmol, Step-3) in a similar manner to Step-5 of Intermediate-A34.
TH-NMR (300 MHz, DMSO-dg) delta 8.33 (3H, br s), 8.19 (1H, d, J = 1.8 Hz), 8.07 (1H, d, J = 1.8 Hz), 4.20 (2H, d, J =
7.3 Hz), 4.05-3.94 (2H, m), 1.32-1.20 (1H, m), 0.61-0.51 (2H, m), 0.39-0.31 (2H, m), MS (ESI) m/z: 213 (M+H)*.

Intermediate-A51:1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethanamine hydrochloride (single enantiomer) (anti-
pode of Intermediate-A43)

[0269] The title compound is prepared according to the procedure of Intermediate-A43 using (S)-2-methylpropane-2-
sulfinamide instead of (R)-2-methylpropane-2-sulfinamide.

Intermediate-A52:(3-chloro-4-(2,2,2-trifluoroethoxy)phenyl)methanamine hydrochloride
<Step-1>: (3-chloro-4-(2,2,2-trifluoroethoxy)phenyl)methanol

[0270] The title compound is prepared in 69% yield (767 mg, a colorless oil) from 3-chloro-4-(2,2,2-trifluoroethoxy)ben-
zoic acid (1.18 g, 4.63 mmol) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCls) delta 7.43 (1H, d, J = 2.2 Hz), 7.26-7.22 (1H, m), 6.97 (1H, d, J = 8.1 Hz), 4.65 (2H, d, J =
5.9 Hz), 4.41 (2H, q, J =8.1 Hz), 1.71 (1H, t, J = 5.5 Hz).

<Step-2>:2-(3-chloro-4-(2,2,2-trifluoroethoxy)benzyl)isoindoline-1,3-dione

[0271] The title compound is prepared in 77% yield (894 mg, a white solid) from (3-chloro-4-(2,2,2-trifluoroethoxy)phe-
nyl)methanol (760 mg, 3.16 mmol, Step-1) in a similar manner to Step-1 of Intermediate-A17.

TH -NMR (300 MHz, CDCly) delta 7.89-7.73 (2H, m), 7.74-7.71 (2H, m), 7.50 (1H, d, J = 2.2 Hz) 7.33 (1H, dd, J = 8.1,
2.2 Hz), 6.91 (1H, d, J = 8.1 Hz), 4.78 (2H, s), 4.36 (2H, q, J = 8.1 Hz).

<Step-3>:(3-chloro-4-(2,2,2-trifluoroethoxy)phenyl)ymethanamine hydrochloride
[0272] The title compound is prepared in 89% yield (593 mg, an off-white solid) from 2-(3-chloro-4-(2,2,2-trifluor-
oethoxy)benzyl)isoindoline-1,3-dione (890 mg, 2.41 mmol, Step-2) in a similar manner to Step-5 of Intermediate-A34.

TH -NMR (300 MHz, DMSO-dg) delta 8.47 (3H, brs), 7.68 (1H, s), 7.48 (1H, d, J = 8.8 Hz), 7.33 (1H, d, J = 8.8 Hz), 4.91
(2H, q, J = 8.8 Hz), 3.98 (2H, d, J = 5.1 Hz), MS (ESI) m/z: positive ion of a fragment signal 223 is observed.
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Intermediate-A53: (6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methanamine hydrochloride
<Step-1>: 6-((4-fluorobenzyl)oxy)-5-methylnicotinic acid

[0273] The title compound is prepared in 69% yield (4.26 g, a white solid) from methyl 6-fluoro-5-methylnicotinate
(4.00 g, 23.7 mmol) in a similar manner to Step-1 of Intermediate-A21. TH-NMR (300 MHz, CDCl;/DMSO-dg) delta 8.69
(1H, d, J = 2.2 Hz), 8.01 (1H, d, J = 2.2 Hz), 7.45 (2H, dd, J = 8.0, 5.1 Hz), 7.06 (2H, t, J = 8.8 Hz), 5.43 (2H, s), 2.24
(3H, s) (a signal due to COOH is not observed), MS (ESI) m/z: 260 (M-H)-.

<Step-2>:(6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methanol

[0274] Thetitlecompoundis preparedin91 % yield (1.30 g, a white solid) from 6-((4-fluorobenzyl)oxy)-5-methylnicotinic
acid (1.50 g, 5.74 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCls) delta 7.96 (1H, d, J = 1.9 Hz), 7.51-7.38 (3H, m), 7.12-7.01 (2H, m), 5.37 (2H, s), 4.60 (2H,
d, J =2.2 Hz), 2.23 (3H, s), 1.68 (1H, br s), MS (ESI) m/z: 248 (M+H)*.

<Step-3>:2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)isoindoline-1,3-dione

[0275] Thetitle compoundis preparedin 74% yield (1.46 g, a white solid) from (6-((4-fluorobenzyl)oxy)-5-methylpyridin-
3-yl)methanol (1.30 g, 5.25 mmol, Step-2) in a similar manner to Step-1 of Intermediate-A17.

TH-NMR (300 MHz, CDCl3) delta 8.03 (1H, d, J = 2.2 Hz), 7.83-7.70 (2H, m), 7.68-7.60 (2H, m), 7.44 (1H,d,J =14
Hz), 7.38-7.30 (2H, m), 7.02-6.90 (2H, m), 5.26 (2H, s), 4.68 (2H, s), 2.11 (3H, s), MS (ESI) m/z: 377 (M+H)*.

<Step-4>:(6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methanamine hydrochloride

[0276] The title compound is prepared in 92% yield (1.01 g, a pale yellow solid) from 2-((6-((4-fluorobenzyl)oxy)-5-
methylpyridin-3-yl)methyl)isoindoline-1,3-dione (1.46 g, 3.88 mmol, Step-3) in a similar manner to Step-5 of Intermediate-
A34.

TH-NMR (300 MHz, DMSO-dg) delta 8.24 (3H, br s), 8.07 (1H, d, J = 1.8 Hz), 7.70 (1H, d, J = 1.8 Hz), 7.55-7.43 (2H,
m), 7.26-7.15 (2H, m), 5.38 (2H, s), 3.99-3.90 (2H, m), 2.19 (3H, s), MS (ESI) m/z: 247 (M+H)*.

Intermediate-A54: (6-cyclobutoxy-5-methylpyridin-3-yl)methanamine hydrochloride

<Step-1>: 6-cyclobutoxy-5-methylnicotinic acid

[0277] The title compound is prepared in 88% vyield (1.18 g, a white solid) from 6-fluoro-5-methylnicotinic acid (1.00
g, 6.45 mmol) and cyclobutanol (837 mg, 11.6 mmol) in a similar manner to Step-1 of Intermediate-A1.

TH-NMR (300 MHz, DMSO-dg) delta 8.50 (1H, s), 7.97 (1H, s), 5.21 (1H, quintet, J = 7.3 Hz), 2.48-2.35 (2H, m), 2.16
(3H, s), 2.15-1.99 (2H, m), 1.84-1.57 (2H, m) (a signal due to COOH is not observed), MS (ESI) m/z: 208 (M+H)*.
<Step-2>:(6-cyclobutoxy-5-methylpyridin-3-yl)methanol

[0278] The title compound is prepared in 87% yield (2.22 g, a white solid) from 6-cyclobutoxy-5-methylnicotinic acid
(2.74 g, 13.2 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A3.

TH-NMR (300 MHz, CDCl5) delta 7.91 (1H, s), 7.43 (1H, s), 5.21 (1H, quintet, J = 7.3 Hz), 4.57 (2H, d, J = 5.1 Hz),
2.58-2.41 (2H, m), 2.32-2.04 (3H, m), 2.19 (3H, s), 1.91-1.58 (2H, m), MS (ESI) m/z: 194 (M+H)*.
<Step-3>:2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)isoindoline-1,3-dione

[0279] The title compound is prepared in 83% yield (3.07 g, a white solid) from (6-cyclobutoxy-5-methylpyridin-3-
yl)methanol (2.22 g, 11.5 mmol, Step-2) in a similar manner to Step-1 of Intermediate-A17.

TH-NMR (300 MHz, CDCl;) delta 8.05 (1H, d, J = 1.8 Hz), 7.92-7.78 (2H, m), 7.74-7.68 (2H, m), 7.46 (1H, d, J = 1.8
Hz), 5.17 (1H, quintet, J = 7.3 Hz), 4.73 (2H, s), 2.49-2.36 (2H, m), 2.20-2.00 (2H, m), 2.14 (3H, s), 1.86-1.56 (2H, m),
MS (ESI) m/z: 323 (M+H)*.

<Step-4>:(6-cyclobutoxy-5-methylpyridin-3-yl)methanamine hydrochloride

[0280] The title compound is prepared in 96% yield (2.10 g, a white solid) from 2-((6-cyclobutoxy-5-methylpyridin-3-
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yl)methyl)isoindoline-1,3-dione (3.07 g, 9.52 mmol, Step-3) in a similar manner to Step-5 of Intermediate-A34.
TH-NMR (300 MHz, DMSO-dg) delta 8.21 (3H, br s), 8.02 (1H, s), 7.65 (1H, s), 5.15 (1H, quintet, J = 7.0 Hz), 4.00-3.88
(2H, m), 2.48-2.33 (2H, m), 2.14 (3H, s), 2.11-1.95 (2H, m), 1.84-1.55 (2H, m), MS (ESI) m/z: 193 (M+H)*.

Intermediate-A55: (5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methanamine hydrochloride
<Step-1 >: 2-chloro-5-(cyclopropylmethoxy)-4-methylpyridine

[0281] The title compound is prepared in 86% yield (3.57 g, a colorless oil) from 6-chloro-4-methylpyridin-3-ol (3.00
g, 20.9 mmol) and (bromomethyl)cyclopropane (3.39 g, 25.1 mmol) in a similar manner to Step-1 of Intermediate-A15.
TH-NMR (300 MHz, CDCl5) delta 7.84 (1H, s), 7.10 (1H, s), 3.88 (2H, d, J = 6.6 Hz), 2.25 (3H, s), 1.37-1.22 (1H, m),
0.72-0.62 (2H, m), 0.43-0.33 (2H, m), MS (ESI) m/z: 198 (M+H)*.

<Step-2>: ethyl 5-(cyclopropylmethoxy)-4-methylpicolinate

[0282] The title compound is prepared in 52% yield (2.21 g, a white solid) from 2-chloro-5-(cyclopropylmethoxy)-4-
methylpyridine (3.57 g, 18.1 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDCl;) delta 8.21 (1H, s), 7.95 (1H, s), 4.44 (2H, q, J = 6.6 Hz), 3.99 (2H, d, J = 6.6 Hz), 2.31 (3H,
s), 1.43 (3H, t, J = 6.6 Hz), 1.39-1.23 (1H, m), 0.72-0.63 (2H, m), 0.45-0.36 (2H, m), MS (ESI) m/z: 236 (M+H)*.

<Step-3>:(5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methanol

[0283] The title compound is prepared in 73% yield (597 mg, a colorless oil) from ethyl 5-(cyclopropylmethoxy)-4-
methylpicolinate (1.00 g, 4.25 mmol, Step-2) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, CDCl5) delta 8.05 (1H, s), 7.03 (1H, s), 4.62 (2H, s), 3.90 (2H, d, J = 6.6 Hz), 2.27 (3H, s), 1.35-1.20
(1H, m), 0.69-0.60 (2H, m), 0.41-0.32 (2H, m), MS (ESI) m/z: 194 (M+H)*.

<Step-4>:2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)isoindoline-1,3-dione

[0284] The title compound is prepared in 77% yield (767 mg, a white solid) from (5-(cyclopropylmethoxy)-4-methyl-
pyridin-2-yl)ymethanol (597 mg, 3.09 mmol, Step-3) and phthalimide (500 mg, 3.40 mmol) in a similar manner to Step-1
of Intermediate-A17. 'H-NMR (300 MHz, CDCl5) delta 8.03 (1H, s), 7.90-7.82 (2H, m), 7.78-7.65 (2H, m), 7.09 (1H, s),
4.91 (2H, s), 3.85 (2H, d, J = 6.6 Hz), 2.22 (3H, s), 1.39-1.18 (1H, m), 0.68-0.55 (2H, m), 0.38-0.28 (2H, m), MS (ESI)
m/z: 323 (M+H)*.

<Step-5>:(5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methanamine hydrochloride

[0285] The title compound is prepared in >99% yield (581 mg, a white solid) from 2-((5-(cyclopropylmethoxy)-4-meth-
ylpyridin-2-yl)methyl)isoindoline-1,3-dione (767 mg, 2.38 mmol, Step-4) in a similar manner to Step-5 of Intermediate-
A34.

TH-NMR (300 MHz, DMSO-dg) delta 8.39 (3H, br s), 8.27 (1H, s), 7.43 (1H, s), 4.18-4.01 (2H, m), 4.00 (2H, d, J = 6.9
Hz), 2.24 (3H, s), 1.30-1.19 (1H, m), 0.64-0.53 (2H, m), 0.41-0.30 (2H, m), MS (ESI) m/z: 193 (M+H)*.

Intermediate-A56:(5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methanol

<Step-1>: A mixture of 6-chloro-4-methyl-3-(2,2,3,3-tetrafluoropropoxy)pyridazine and 3-chloro-4-methyl-6-(2,2,3,3-
tetrafluoropropoxy)pyridazine (ca 1.5:1)

[0286] The title compound is prepared in 85% yield (5.42 g, a colorless oil) from 3,6-dichloro-4-methylpyridazine (4.00
g, 24.5 mmol) and 2,2,3,3-tetrafluoropropan-1-ol (3.56 g, 27.0 mmol) in a similar manner to Step-1 of Intermediate-A14.
MS (ESI) m/z: 259 (M+H)*.

<Step-2>: ethyl 5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazine-3-carboxylate
[0287] The title compound is prepared in 27% yield (1.66 g, a yellow solid) from a mixture of 6-chloro-4-methyl-
3-(2,2,3,3-tetrafluoropropoxy)pyridazine and 3-chloro-4-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazine (ca 1.5:1) (5.40

g, 20.9 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.
TH-NMR (300 MHz, CDCls) delta 7.99 (1H, s), 6.02 (1H, tt, J = 53.1, 3.7 Hz), 5.04 (2H, t, J = 12.5 Hz), 4.50 (2H, q, J =

78



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1
7.3 Hz), 2.34 (3H, s), 1.46 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 297 (M+H)*.
<Step-3>:5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazine-3-carboxylic acid

[0288] The title compound is prepared in >99% yield (909 mg, a white solid) from a mixture of ethyl 5-methyl-6-(2,2,3,3-
tetrafluoropropoxy)pyridazine-3-carboxylate (980 mg, 3.31 mmol, Step-2) in a similar manner to Step-2 of Intermediate-
A5.

TH-NMR (300 MHz, DMSO-dg) delta 8.00 (1H, s), 6.75 (1H, tt, J = 51.2, 5.1 Hz), 5.01 (2H, t, J = 13.1 Hz), 2.26 (3H, s)
(a signal due to COOH is not observed), MS (ESI) m/z: 267 (M-H)~.

<Step-4>:(5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methanol

[0289] The title compound is prepared in 88% yield (670 mg, a white solid) from 5-methyl-6-(2,2,3,3-tetrafluoropro-
poxy)pyridazine-3-carboxylic acid (800 mg, 2.98 mmol, Step-3) in a similar manner to Step-2 of Intermediate-A3.
TH-NMR (300 MHz, CDCl5) delta 7.32 (1H, s), 6.00 (1H, tt, J = 52.7, 3.7 Hz), 4.91 (2H, t, = 12.4 Hz), 4.85 (2H, s), 3.62
(1H, br s), 2.28 (3H, s), MS (ESI) m/z: 255 (M+H)*.

Intermediate-A57: (5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methanamine hydrochloride
<Step-1 >: 2-chloro-5-(2,2-difluoropropoxy)-4-methylpyridine

[0290] The title compound is prepared in 98% yield (4.52 g, a pale yellow oil) from 6-chloro-4-methylpyridin-3-ol (3.00
g, 20.9 mmol) and 2,2-difluoropropyl trifluoromethanesulfonate (11.9 g, 52.2 mmol) in a similar manner to Step-1 of
Intermediate-A15.

TH-NMR (270 MHz, CDCl;) delta 7.88 (1H, s), 7.14 (1H, s), 4.18 (2H, t, J = 11.2 Hz), 2.27 (3H, s), 1.80 (3H, t, J = 18.5
Hz), MS (ESI) m/z: 222 (M+H)*.

<Step-2>: ethyl 5-(2,2-difluoropropoxy)-4-methylpicolinate

[0291] The title compound is prepared in 92% yield (5.35 g, a pale yellow solid) from 2-chloro-5-(2,2-difluoropropoxy)-
4-methylpyridine (4.99 g, 22.5 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A14.

TH-NMR (300 MHz, CDCl3) delta 8.23 (1H, s), 7.99 (1H, s), 4.46 (2H, q, J = 7.3 Hz), 4.28 (2H, t, J = 11.0 Hz), 2.33 (3H,
s), 1.81 (3H, t,J = 19.1 Hz), 1.44 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 260 (M+H)*.

<Step-3>:(5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methanol

[0292] The title compound is prepared in 62% yield (1.05 g, a colorless oil) from ethyl 5-(2,2-difluoropropoxy)-4-
methylpicolinate (2.00 g, 7.71 mmol, Step-2) in a similar manner to Step-3 of Intermediate-A34.

TH-NMR (300 MHz, CDCls) delta 8.07 (1H, s), 7.07 (1H, s), 4.68 (2H, s), 4.20 (2H, t, J = 11.3 Hz), 2.28 (3H, s), 1.81
(3H, t, J = 18.7 Hz) (a signal due to OH is not observed), MS (ESI) m/z: 218 (M+H)*.

<Step-4>:2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)isoindoline-1,3-dione

[0293] Thetitle compoundis preparedin 34% yield (1.05 g, a white solid) from (5-(2,2-difluoropropoxy)-4-methylpyridin-
2-ylymethanol (1.05 g, 4.81 mmol, Step-3) and phthalimide (779 mg, 4.81 mmol) in a similar manner to Step-1 of Inter-
mediate-A17.

TH-NMR (300 MHz, CDCl;) delta 8.04 (1H, s), 7.92-7.83 (2H, m), 7.79-7.70 (2H, m), 7.13 (1H, s), 4.93 (2H, s), 4.14 (2H,
t,J =11.0 Hz), 2.24 (3H, s), 1.77 (3H, t, J = 18.7 Hz), MS (ESI) m/z: 347 (M+H)*.

<Step-5>:(5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methanamine hydrochloride
[0294] The title compound is prepared in >99% vyield (1.35 g, a white solid) from 2-((5-(2,2-difluoropropoxy)-4-meth-
ylpyridin-2-yl)methyl)isoindoline-1,3-dione (1.70 g, 4.44 mmol, Step-4) in a similar manner to Step-5 of Intermediate-A34.

1H-NMR (300 MHz, DMSO-dg) delta 8.33 (1H, s), 8.31 (3H, br s), 7.36 (1H, s), 4.47 (2H, t, J = 12.6 Hz), 4.08 (2H, q, J
= 5.5 Hz), 2.23 (3H, s), 1.77 (3H, t, J = 19.4 Hz), MS (ESI) m/z: 217 (M+H)*.
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Intermediate-A58:(4-(2,2-difluoropropoxy)-3-methylphenyl)methanamine hydrochloride
<Step-1>: methyl 4-(2,2-difluoropropoxy)-3-methylbenzoate

[0295] The title compound is prepared in 76% yield (2.09 g, a white solid) from methyl 4-hydroxy-3-methylbenzoate
(1.86 g, 11.2 mmol) and 2,2-difluoropropyl trifluoromethanesulfonate (6.37 g, 27.9 mmol) in a similar manner to Step-1
of Intermediate-A15.

TH-NMR (300 MHz, CDCl;) delta 7.92-7.85 (2H, m), 6.79 (1H, d, J = 8.1 Hz), 4.16 (2H, t, J = 11.0 Hz), 3.89 (3H, s), 2.28
(3H, s), 1.81 (3H, t, J = 19.1 Hz), MS (ESI) m/z: 245 (M+H)*.

<Step-2>:(4-(2,2-difluoropropoxy)-3-methylphenyl)methanol

[0296] The title compound is prepared in >99% yield (805 mg, a white solid) from methyl 4-(2,2-difluoropropoxy)-3-
methylbenzoate (900 mg, 3.68 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A1.

TH-NMR (300 MHz, CDClj) delta 7.23-7.12 (2H, m), 6.77 (1H, d, J = 8.0 Hz), 4.61 (2H, d, J = 5.9 Hz), 4.11 (2H, t,J =
11.0 Hz), 2.26 (3H, s), 1.80 (3H, t, J = 19.1 Hz), 1.56 (1H, t, J = 5.9 Hz).

<Step-3>:2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)isoindoline-1,3-dione

[0297] The title compound is prepared in 85% yield (1.10 g, a white solid) from (4-(2,2-difluoropropoxy)-3-methylphe-
nyl)methanol (805 mg, 3.72 mmol, Step-2) and phthalimide (603 mg, 4.10 mmol) in a similar manner to Step-1 of
Intermediate-A17.

TH-NMR (300 MHz, CDCl5) delta 7.91-7.80 (2H, m), 7.78-7.65 (2H, m), 7.32-7.23 (2H, m), 6.71 (1H, d, J = 8.8 Hz), 4.76
(2H, s), 4.06 (2H, t, J = 11.4 Hz), 2.21 (3H, s), 1.76 (3H, t, J = 18.7 Hz), MS (ESI) m/z: 346 (M+H)*.

<Step-4>:(4-(2,2-difluoropropoxy)-3-methylphenyl)methanamine hydrochloride

[0298] The title compound is prepared in >99% vyield (796 mg, a white solid) from 2-(4-(2,2-difluoropropoxy)-3-meth-
ylbenzyl)isoindoline-1,3-dione (1.10 g, 3.17 mmol, Step-3) in a similar manner to Step-5 of Intermediate-A34.

TH-NMR (300 MHz, DMSO-dg) delta 8.20 (3H, br s), 7.32-7.22 (2H, m), 7.04 (1H, d, J = 8.8 Hz), 4.30 (2H, t, J = 12,5
Hz), 3.92 (2H, q, J = 5.9 Hz), 2.18 (3H, s), 1.76 (3H, t, J = 19.1 Hz), MS (ESI) m/z: 216 (M+H)*.

Intermediate-A59:1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethanamine hydrochloride (single enantiomer)
<Step-1>:methyl 4-(2,2-difluoroethoxy)-3-methylbenzoate

[0299] To a stirred solution of methyl 4-hydroxy-3-methylbenzoate (1.5 g, 9.0 mmol), 2,2-difluoroethanol (0.90 g, 10.8
mmol), triphenylphosphine (3.6 g, 13.5 mmol) in THF (40 mL) is added dropwise diethyl azodicarboxylate (4.9 mL, 10.8
mmol, 40 % solution in toluene) at 0 °C. The mixture is stirred at rt for 30 minutes. Then the reaction mixture is stirred
at 60 °C for 2 hours. After cooling to rt, the mixture is concentrated under reduced pressure. The residue is purified by
column chromatography on silica gel eluting with n-hexane / EtOAc (18:1) to give 1.9 g (90 % yield) of the title compound
as white solid.

TH-NMR (300 MHz, CDCl3) delta 7.90-7.85 (2H, m), 6.79 (1H, d, J = 8.8 Hz), 6.13 (1H, tt, J = 54.9, 4.4 Hz), 4.24 (2H,
td, J = 12.5, 3.7 Hz), 3.89 (3H, s), 2.27 (3H, s).

<Step-2>:4-(2,2-difluoroethoxy)-3-methylbenzoic acid

[0300] The title compound is prepared in >99 % yield (1.1 g, white solid) from methyl 4-(2,2-difluoroethoxy)-3-meth-
ylbenzoate (1.0 g, 4.3 mmol, Step-1) in a similar manner to Step-2 of Intermediate-A6.

TH-NMR (300 MHz, CDCl3) delta 7.97-7.90 (2H, m), 6.83 (1H, d, J = 8.1 Hz), 6.14 (1H, tt, J = 54.9, 4.4 Hz), 4.26 (2H,
td, J = 12.5, 4.4 Hz), 2.28 (3H, s) (a signal due to COOH is not observed), MS (ESI) m/z: 215 (M-H).

<Step-3>:4-(2,2-difluoroethoxy)-N-methoxy-N, 3-dimethylbenzamide
[0301] The title compound is prepared in 94 % yield (900 mg, clear colorless oil) from 4-(2,2-difluoroethoxy)-3-meth-
ylbenzoic acid (800 mg, 3.7 mmol, Step-2) in a similar manner to Step-1 of Intermediate-A7.

1H-NMR (300 MHz, CDCl3) delta 7.60-7.50 (2H, m), 6.78 (1H, d, J = 8.0 Hz), 6.13 (1H, tt, J = 54.9, 4.4 Hz), 4.23 (2H,
td, J = 12.4, 3.7 Hz), 3.56 (3H, s), 3.35 (3H, ), 2.26 (3H, ), MS (ESI) m/z: 260 (M+H)*.
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<Step-4>:1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethanone

[0302] The title compound is prepared in 98 % yield (730 mg, pale yellow oil) from 4-(2,2-difluoroethoxy)-N-methoxy-
N,3-dimethylbenzamide (900 mg, 3.4 mmol, Step-3) in a similar manner to Step-2 of Intermediate-A7.

TH-NMR (300 MHz, CDCl;) delta 7.84-7.80 (2H, m), 6.81 (1H, d, J = 8.0 Hz), 6.14 (1H, tt, J = 54.9, 3.7 Hz), 4.25 (2H,
td, J = 12.5, 3.7 Hz), 2.82 (3H, s), 2.28 (3H, s), MS (ESI) m/z: 215

[0303] (M+H)*.

<Step-5>:(R)-N-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-2-methylpropane -2-sulfinamide (single diastereomer)

[0304] The title compound is prepared in 47 % vyield (520 mg, clear colorless oil) from 1-(4-(2,2-difluoroethoxy)-3-
methylphenyl)ethanone (750 mg, 3.5 mmol, Step-4) and (R)-2-methylpropane-2-sulfinamide in a similar manner to Step-
3 of Intermediate-A7.

TH-NMR (300 MHz, CDCl3) delta 7.14 (2H, br), 6.75 (1H, d, J = 8.8 Hz), 6.10 (1H, tt, J = 54.9, 4.4 Hz), 4.50-4.40 (1H,
m), 4.17 (2H, td, J = 13.2, 4.4 Hz), 3.33 (1H, br s), 2.24 (3H, s), 1.47 (3H, d, J = 6.6 Hz), 1.23 (9H, s).

<Step-6>:1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethanamine hydrochloride (single enantiomer)

[0305] The title compound is prepared in 96 % yield (390 mg, white solid) from (R)-N-(1-(4-(2,2-difluoroethoxy)-3-
methylphenyl)ethyl)-2-methylpropane-2-sulfinamide (single diastereomer) (750 mg, 3.5 mmol, Step-5) in a similar man-
ner to Step-4 of Intermediate-A7.

TH-NMR (300 MHz, DMSO-dg) delta 8.23 (2H, br s), 7.31-7.25 (2H, m), 7.06 (1H, d, J = 8.8 Hz), 6.40 (1H, tt, J = 54.2,
2.9 Hz), 4.33 (2H, td, J = 14.7, 3.7 Hz), 2.18 (3H, s), 1.47 (3H, d, J = 6.6 Hz) (a signal due to CHNH, (benzylic proton)
is not observed).

Internediate-A60:1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethanamine hydrochloride (single enantiomer)

[0306] The title compound is prepared from 2,2-difluoropropan-1-ol instead of 2,2-difluoroethanol in a similar manner
to Intermediate-A59.

TH-NMR (300 MHz, DMSO-dy) delta 8.24 (3H, br s), 7.32-7.26 (2H, m), 7.03 (1H, d, J = 8.4 Hz), 4.35-4.20 (3H, m), 2.18
(3H, s), 1.74 (3H, t, J = 19.1 Hz), 1.45 (3H, d, J = 6.6 Hz), MS (ESI) m/z: 230 (M+H)*.

Intermediate-A61:1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethanamine hydrochloride (single enantiomer, antipode of
Intermediate-A59)

[0307] The title compound is prepared from (S)-2-methylpropane-2-sulfinamide instead of (R)-2-methylpropane-2-
sulfinamide in a similar manner to Intermediate-A59.
[0308] The following intermediate compounds are commercially available or synthesized by the known procedures.

Intermediate B1: 4-chloro-1H-pyrazolo[4,3-c]pyridine

Intermediate B2: 4-chloro-6-methyl-1H-pyrazolo[4,3-c]pyridine

Intermediate B3: 4-chloro-7-methyl-1H-pyrazolo[4,3-c]pyridine

Intermediate B4: 4-chloro-3-methyl-1H-pyrazolo[4,3-c]pyridine

Intermediate B5: 4-amino-2-chloronicotinaldehyde 2,2,2-trifluoroacetic acid salt

Representative procedure for Method A
[0309] The following preparation of Intermediate-1a represents the Method A.
Intermediate-1a: 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyridine

[0310] To a solution of 4-chloro-2H-pyrazolo[4,3-c]pyridine (1.50 g, 9.77 mmol, Intermediate-B1) (5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)methanol (2.38 g, 10.7 mmol, Intermediate-A1) and triphenylphosphine (3.84 g, 14.7 mmol)
in THF (40 mL) is added 2.2M toluene solution of diethyl azodicarboxylate (5.33 mL, 11.7 mmol) at 0°C. After stirring at
rt for 16 hours, the reaction mixture is diluted with EtOAc (200 mL) and washed with water (200 mL). The organic layer
is dried over sodium sulfate, and concentrated under reduced pressure. Theresidue is purified by column chromatography
on silica gel eluting with hexane/EtOAc (5:1-4:1) to give 1.30 g (37% yield) of the title compound as a pale yellow solid
and 1.62 g (46% yield) of its regioisomer (4-chloro-1-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-1H-pyrazo-
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lo[4,3-c]pyridine) as a pale yellow solid. TH-NMR (300 MHz, CDCl,) delta 8.09 (1H, s), 8.06-8.04 (2H, m), 7.48-7.45 (2H,
m), 5.53 (2H, s), 4.77 (2H, q, J = 8.6 Hz), 2.28 (3H, s), MS (ESI) m/z: 357 (M+H)*.

Representative procedure for Method B

[0311] The following preparation of Intermediate-52a represents the Method B. Intermediate-52a: 4-chloro-2-((5-me-
thyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine

[0312] A mixture of 4-chloro-2H-pyrazolo[4,3-c]pyridine (457 mg, 2.97 mmol, Intermediate-B1), 5-(chloromethyl)-3-
methyl-2-((2,2,2-trifluoroethoxy)methyl)pyridine (830 mg, 3.27 mmol, Intermediate-A37), and potassium carbonate (1.65
g, 11.9 mmol) in DMF (20 mL) is stirred at 60 °C for 17 hours. After cooling to rt, the mixture is poured onto water (200
mL). The aqueous layer is extracted with EtOAc (200 mL). The separated organic layer is washed with water (100 mL),
dried over sodium sulfate, and concentrated in vacuo. The residue is purified by column chromatography on silica gel
eluting with hexane/EtOAc (3:1 to EtOAc only) to give 242 mg (22% yield) of the title compound as a white solid and
557 mg (51 % yield) of its regioisomer as a white solid.

TH-NMR (270 MHz, DMSO-dg) delta 9.00 (1H, s), 8.47 (1H, s), 7.99 (1H, d, J = 5.9 Hz), 7.65 (1H, s), 7.56 (1H, d, J =
5.9 Hz), 5.74 (2H, s), 4.75 (2H, s), 4.13 (2H, q, J = 10.0 Hz), 2.31 (3H, s), MS (ESI) m/z: 371 (M+H)*.

Representative procedure for Method C

[0313] The following preparation of Intermediate-1a represents the Method C.

Intermediate-1a: 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyridine
<Step-1>: 2-chloro-3-((((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)imino)methyl) pyridin-4-amine

[0314] To a stirred solution of 4-amino-2-chloronicotinaldehyde trifluoroacetate (1.00 g, 3.70 mmol) and (5-methyl-
6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanamine hydrochloride (1.14 g, 4.43 mmol) in THF (10 mL) is added titanium
tetraisopropoxide (4.33 mL, 14.8 mmol) at rt. The resulting mixture is refluxed for 2 hours. After cooling to rt, the reaction
mixture is poured into a stirred solution of 2 M aqueous sodium hydroxide solution (100 mL) at rt. Then the mixture is
diluted with EtOAc (100 mL) and filtered through a pad of Celite, and washed with EtOAc (100 mL). The filtrate is washed
with brine (200 mL), and the organic layer is dried over sodium sulfate. Then the organic fraction is diluted with hexane
(100 mL). This solution is filtered through a silica-gel-filled glass filter, and washed with hexane / EtOAc (1:1). The filtrate
is concentrated under reduced pressure to give 1.29 g (97% yield) of the title compound as a pale yellow solid.
TH-NMR (300 MHz, CDCls) delta 9.00 (1H, s), 7.93 (1H, s), 7.87 (1H, d, J = 5.9 Hz), 7.39 (1H, s), 6.46 (1H, d, J = 5.9
Hz), 4.81-4.72 (4H, m), 2.24 (3H, s) (signals due to NH2 are not observed), MS (ESI) m/z: 359 (M+H)*.

<Step-2>: 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c] pyridine

[0315] A mixture of 2-chloro-3-((((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)imino)methyl) pyridin-4-amine
(1.29 g, 3.59 mmol, Step-1), iodobenzene diacetate (4.63 g, 14.4 mmol), and DMF (30 mL) is stirred at 80 °C for 2 hours.
Atfter cooling to rt, the mixture is poured onto water (150 mL), and extracted with EtOAc (150 mL x 2). The combined
organic fraction is washed with water (200 mL), and dried over sodium sulfate. After removal of the solvent, the residue
is purified by column chromatography on silica-gel eluting with n-hexane/EtOAc (3:1-1:1) to give 0.59 g (46% yield) of
the title compound as a white solid.

TH-NMR and MS data are identical with those showed in Method A.

Representative procedure for Method D
[0316] The following preparation of Intermediate-1d represents the Method D.

Intermediate-1d: 4-chloro-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine

[0317] To a THF (5 mL) solution of 4-chloro-6-methyl-1H-pyrazolo[4,3-c]pyridine (0.320 g, 1.91 mmol) is added (5-
methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methanol (0.507 g, 2.3 mmol) and (cyanomethylene)tributylphosphorane
(0.80 mL, 3.05 mmol) at rt. The resulting mixture is stirred at 60°C for 20 hours under nitrogen atmosphere. The reaction
mixture is concentrated to dryness. The crude reaction product is purified by column chromatography of silica gel eluting
with hexane/EtOAc (5:1-1:2) to give 284 mg (40% yield) of the title compound as a white solid.
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1H-NMR (300 MHz, CDCl,) delta 8.04-8.02 (2H, m), 7.45 (1H, br s), 7.27-7.25 (1H), 5.48 (2H, s), 4.77 (2H, q, J = 8.3
Hz), 2.58 (3H, s), 2.22 (3H, ), MS (ESI) m/z: 371 (M+H)*.

[0318]

The following intermediate compounds are prepared using the Method A, B, C, or D from starting materials

shown in Table 3-1 to 3-5. Spectral data of the intermediate compounds are shown in the Table 4-1 to 4-6.

{Table 3-1}

ID

Name

Method

Starting material-1

Starting
material-2

Intermediate-

4-chloro-7-methyl-2-((5-methyl-6-(2,2,2-

Intermediate-

13a

2H-pyrazolo[4,3-c]pyridine

trifluoroethoxy)pyridin-3-yl)methyl)-2H- D Intermediate-A1
1f - B3
pyrazolo[4,3-c]pyridine
. 4-chloro-3-methyl-2-((5-methyl-6-(2,2,2- .
Intermediate- | i oroethoxy)pyridin-3-yl)methyl)-2H- D Intermediate-A1 Intermediate
19 - B4
pyrazolo[4,3-c]pyridine
. 4-chloro-2-((6-(2,2-difluoroethoxy)-5- .
Intermediate- | ethylpyridin-3-ymethyl)-2H-pyrazolo | A Intermediate-A2 Intermediate-
2a - B1
[4,3-c]pyridine
. 4-chloro-2-(1-(5-methyl-6-(2,2,2- .
Intermediate- | yrifiuoroethoxy)pyridin-3-ylethyl)-2H- A Intermediate-A48 Intermediate-
3a L B1
pyrazolo[4,3-c]pyridine
Intermediate- 4;;?::;?_?)}(752;512’|§_’22|_-Elﬂurzlrz()oe|(t)r;2);y.)c] A (6-(2,2,2-trifluoroethoxy) Intermediate-
4a Py ylmethy’)-H-py ’ pyridin -3-yl)methanol B1
pyridine
Intermediate- 4-chloro-2-((5-chloro-6-(2,2,2- Intermediate-
trifluoroethoxy)pyridin-3-yl)methyl)-2H- A Intermediate-A3
5a . B1
pyrazolo[4,3-c]pyridine
. 4-chloro-2-((5-chloro-6-(2,2- .
Intermediate- | - 9uoroethoxy)pyridin-3-yl)methyl)-2H- A Intermediate-A4 Intermediate
6a - B1
pyrazolo[4,3-c]pyridine
. 4-chloro-2-((6-(2,2-difluoroethoxy)-5- .
Intermediate fluoropyridin-3-yl)methyl)-2H-pyrazolo A Intermediate-A8 Intermediate
7a L B1
[4,3-c]pyridine
Intermediate- 4-chloro-2-((6-(2,2,2-trrfluoroethoxy) (6-(2,2,2-trifluoroethoxy) | Intermediate-
pyridazin-3-yl)methyl)-2H-pyrazolo[4,3- A ) .
8a L pyrida zin-3-yl)methanol B1
clpyridine
Intermediate- 4;;?::;?-?)-r(r$2;r(12,Ii,zzl-:ilﬂur(:‘zooel(t)rgz)g/-)c] A (5-(2,2,2-trifluoroethoxy) Intermediate-
9a Py ylmethylj-2h-py ’ pyridin -2-yymethanol B1
pyridine
. 4-chloro-2-((6-(3,3,3-trifluoropropoxy) .
'”terng'ate pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] A Intermediate-A6 '”te":d'ate
pyridine
4-chloro-2-(1-(5-methyl-6-(2,2,2-
Intermediate- tnfluoroethoxy)pyndln.-3.-yl)et.hyl)-2H- c Intermediate-A7 Intermediate-
11a pyrazolo[4,3-c]pyridine (single B5
enantiomer)
Intermediate- 4-chloro-2-((5-fluoro-6-(2,2,2- Intermediate-
trifluoroethoxy)pyridin-3-yl)methyl)-2H- A Intermediate-A5
12a " B1
pyrazolo[4,3-c]pyridine
. 4-chloro-2-((6-(2,2,3,3- .
Intermediate- tetrafluoropropoxy)pyridin-3-yl)methyl)- A Intermediate-A9 Intermediate-

B1
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(continued)

ID

Name

Method

Starting material-1

Starting
material-2

Intermediate-
14a

4-chloro-2-(4-(2,2,2-trifluoroethoxy)

benzyl)-2H-pyrazolo[4,3-c]pyridine A

(4-(2,2,2-trifluoroethoxy)
phenyl )methanol

Intermediate-
B1

Intermediate-
15a

4-chloro-2-((6-(2,2,3,3,3-
pentafluoropropoxy)pyridin-3-yl) A
methyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A10

Intermediate-
B1

Intermediate-
16a

4-chloro-2-(4-(trifluoromethoxy)benzyl)-
2H-pyrazolo[4,3-c]pyridine

(4-(trifluoromethoxy)phe
nyl)methanol

Intermediate-
B1

{Table 3-2}

Intermediate-
17a

4-chloro-2-(1-(6-(2,2-difluoroethoxy)-5-
methylpyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]
pyridine (single enantiomer)

Intermediate-A11

Intermediate-
B5

Intermediate-
18a

4-chloro-2-(2-(6-(2,2,2-trifluoroethoxy)pyridin-
3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine

2-(6-(2,2,2-trifluoroethoxy)
pyridin -3-yl)ethanol

Intermediate-
B1

Intermediate-
19a

4-chloro-2-((6-(4-fluorophenoxy)-5-
methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A12

Intermediate-
B1

Intermediate-
20a

4-chloro-2-((4-methyl-6-(2,2,2-trifluoroethoxy)
pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

(4-methyl-6-(2,2,2-
trifluoroethoxy)pyridin -3-
yl)methanol

Intermediate-
B1

Intermediate-
21a

4-chloro-2-((5-methyl-6-(3,3,3-
trifluoropropoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine

Intermediate-A13

Intermediate-
B1

Intermediate-
22a

4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)
pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A14

Intermediate-
B1

Intermediate-
23a

4-chloro-2-((4-methyl-5-(2,2,2-trifluoroethoxy)
pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A15

Intermediate-
B1

Intermediate-
24a

4-chloro-2-((5-methoxy-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine

(5-methoxy-6-(2,2,2-
trifluoroethoxy)pyridin -3-
yl)methanol

Intermediate-
B1

Intermediate-
25a

4-chloro-2-(3-methyl-4-(2,2,2-trifluoroethoxy)
benzyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A16

Intermediate-
B1

Intermediate-
26a

4-chloro-2-(4-(2,2-difluoroethoxy)-3-
methylbenzyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A17

Intermediate-
B1

Intermediate-
27a

4-chloro-2-((5-methyl-6-(2,2,3,3-
tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine

Intermediate-A18

Intermediate-
B1

Intermediate-
28a

4-chloro-2-((2-methyl-6-(2,2,2-trifluoroethoxy)
pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A19

Intermediate-
B1

Intermediate-
29a

4-chloro-2-((6-methyl-5-(2,2,2-trifluoroethoxy)
pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

(6-methyl-5-(2,2,2-
trifluoroethoxy)pyridin -2-
yl)methanol

Intermediate-
B1
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(continued)

Intermediate-
30a

4-chloro-2-((1-(5-(trifluoromethyl)pyridin-2-yI)-

1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c] A

pyridine

Intermediate-A20

Intermediate-
B1

Intermediate-
31a

4-chloro-2-((5-methyl-6-(2-(2,2,2-

trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)- A

2H-pyrazolo[4,3-c]pyridine

Intermediate-A28

Intermediate-
B1

Intermediate-
32a

4-chloro-2-((2-methoxy-6-(2,2,2-

trifluoroethoxy)pyridin-3-yl)methyl)-2H- A

pyrazolo[4,3-c]pyridine

Intermediate-A22

Intermediate-
B1

Intermediate-
33a

4-chloro-2-(2-(4-(trifluoromethyl)phenoxy)
ethyl)-2H-pyrazolo[4,3-c]pyridine

2-(4-(trifluoromethyl)
pheno xy)ethanol

Intermediate-
B1

{Table 3-3}

Intermediate-
34a

4-chloro-2-((6-methyl-5-(2,2,2-trifluoroethoxy)
pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A23

Intermediate-
B1

Intermediate-
35a

4-chloro-2-((6-(2,2-difluoropropoxy)-5-
methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A24

Intermediate-
B1

Intermediate-
36a

4-chloro-2-(2-((3-chloro-5-(trifluoromethyl)
pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]
pyridine

2-((3-chloro-
5-(trifluoromethyl)pyridi n-
2-yl)oxy)ethanol

Intermediate-
B1

Intermediate-
37a

4-chloro-2-((5-cyclopropyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine

Intermediate-A25

Intermediate-
B1

Intermediate-
38a

4-chloro-2-((6-(4-chloro-1H-pyrazol-1-yl)-5-
methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A26

Intermediate-
B1

Intermediate-
39a

4-chloro-2-(1-(5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo
[4,3-c]pyridine (single enantiomer)

Intermediate-A27

Intermediate-
B5

Intermediate-
40a

4-chloro-2-((5-methyl-2-phenyl-2H-1,2,3-
triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine

(5-methyl-2-phenyl-2H-
1,2,3-triazol-4-yl)
methanol

Intermediate-
B1

Intermediate-
41a

4-chloro-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-
yl)methyl)-2H-pyrazolo[4,3-c]pyridine

(6-(2,2,2-trifluoroethoxy)
pyridin -2-yl)methanol

Intermediate-
B1

Intermediate-
42a

4-chloro-2-((6-(cyclopropylmethoxy)-5-
methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A21

Intermediate-
B1

Intermediate-
43a

5-((4-chloro-2H-pyrazolo[4,3-c]pyridin-2-yl)
methyl)-3-methyl-N-(2,2,2-trifluoroethyl)
pyridin-2-amine

Intermediate-A29

Intermediate-
B1

Intermediate-
44a

4-chloro-2-(3-methyl-4-(trifluoromethoxy)
benzyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A30

Intermediate-
B1

Intermediate-
45a

4-chloro-2-((2-(2,2,2-trifluoroethoxy)pyridin-4-
yl)methyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A31

Intermediate-
B1

85




10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

(continued)

Intermediate-
46a

4-chloro-2-((5-phenyl-6-(2,2,2-trifluoroethoxy)
pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A32

Intermediate-
B1

Intermediate-
47a

4-((4-chloro-2H-pyrazolo[4,3-c]pyridin-2-yl)
methyl)-1-(2,2,2-trifluoroethoxy)isoquinoline

Intermediate-A33

Intermediate-
B1

Intermediate-
48a

4-chloro-2-(4-((2,2,2-trifluoroethoxy)methyl)
benzyl)-2H-pyrazolo[4,3-c]pyridine

(4-((2,2,2-trifluoroethoxy)
methyl )phenyl)methanol

Intermediate-
B1

Intermediate-
49a

4-chloro-2-((5-(2,2-difluoroethoxy)-4-
methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine

Intermediate-A34

Intermediate-
B5

Intermediate-
50a

4-chloro-2-((1-methyl-5-(trifluoromethoxy)-1H-
indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A35

Intermediate-
B1

{Table 3-4}

Intermediate-
51a

4-chloro-2-(3-chloro-4-(2,2-difluoroethoxy)
benzyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A36

Intermediate-
B1

Intermediate-
53a

4-chloro-2-(3-(trifluoromethoxy)benzyl)-
2H-pyrazolo[4,3-c]pyridine

1-(bromomethyl)-
3-(trifluoromethoxy)ben zene

Intermediate-
B1

Intermediate-
54a

4-chloro-2-(2-((3-fluoro-5-(trifluoromethyl)
pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c] A
pyridine

Intermediate-A38

Intermediate-
B1

Intermediate-
55a

4-chloro-2-((5-(2,2,3,3,3-
pentafluoropropoxy)pyridin-2-yl)methyl)- B
2H-pyrazolo[4,3-c]pyridine

Intermediate-A39

Intermediate-
B1

Intermediate-
56a

4-chloro-2-(4-(1,1,2,2-tetrafluoroethoxy)
benzyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A40

Intermediate-
B1

Intermediate-
57a

4-chloro-2-((5-(2,2,3,3-tetrafluoropropoxy)
pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c] A
pyridine

Intermediate-A41

Intermediate-
B1

Intermediate-
58a

4-chloro-2-((5-chloro-6-(2,2,3,3-
tetrafluoropropoxy)pyridin-3-yl)methyl)-2H- | A
pyrazolo[4,3-c]pyridine

Intermediate-A42

Intermediate-
B1

Intermediate-
59a

4-chloro-2-(3-(trifluoromethyl)benzyl)-2H-
pyrazolo[4,3-c]pyridine

1-(chloromethyl)-
3-(trifluoromethyl)benze ne

Intermediate-
B1

Intermediate-
60a

4-chloro-2-(1-(4-methyl-5-(2,2,2-
trifluoroethoxy)pyridin-2-yl)ethyl)-2H- C
pyrazolo[4,3-c]pyridine (single enantiomer)

Intermediate-A43

Intermediate-
B5

Intermediate-
61a

4-chloro-2-((5-methyl-6-(3,3,3-
trifluoropropyl)pyridin-3-yl)methyl)-2H- A
pyrazolo[4,3-c]pyridine

Intermediate-A44

Intermediate-
B1

Intermediate-
62a

4-chloro-2-((4-methyl-5-(3,3,3-
trifluoropropoxy)pyridin-2-yl)methyl)-2H- A
pyrazolo[4,3-c]pyridine

Intermediate-A45

Intermediate-
B1

Intermediate-
63a

4-chloro-2-((5-chloro-6-(2,2-
difluoropropoxy)pyridin-3-yl)methyl)-2H- A
pyrazolo[4,3-c]pyridine

Intermediate-A46

Intermediate-
B1
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(continued)

Intermediate-
64a

4-chloro-2-((5-chloro-6-(3,3,3-
trifluoropropoxy)pyridin-3-yl)methyl)-2H- A
pyrazolo[4,3-c]pyridine

Intermediate-A47

Intermediate-
B1

Intermediate-
65a

4-chloro-2-((1-methyl-5-(trifluoromethyl)-
1H-benzol[d]imidazol-2-yl)methyl)-2H- B
pyrazolo[4,3-c]pyridine

2-(chloromethyl)-1-methyl-
5-(trifluoromethyl)-1H-benzo
[d]imidazole

Intermediate-
B1

Intermediate-
66a

4-chloro-2-((4-methyl-5-(2,2,3,3-
tetrafluoropropoxy)pyridin-2-yl)methyl)-2H- | C
pyrazolo[4,3-c]pyridine

Intermediate-A49

Intermediate-
B5

Intermediate-
67a

4-chloro-2-((5-chloro-
6-(cyclopropylmethoxy)pyridin-3-yl) C
methyl)-2H-pyrazolo[4,3-c]pyridine

Intermediate-A50

Intermediate-
B5

{Table 3-5}
4-chloro-2-(1-(4-methyl-5-(2,2,2-
Intermediate- trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo . Intermediate-
68a [4,3-c]pyridine (single enantiomer, antipode of C Intermediate-AS1 B5
Intermediate-60a)
Intermediate- 4-chloro-2-(3-chloro-4-(2,2,2-trifluoroethoxy) . Intermediate-
69a benzyl)-2H-pyrazolo[4,3-c]pyridine c Intermediate-A52 B5
. 4-chloro-2-((6-((4-fluorobenzyl)oxy)-5- .
'”te";gg'ate methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] | C Intermediate-A53 '”temézd'ate
pyridine
Intermediate- 4-chloro-2-((6-cyclobutoxy-5-methylpyridin-3- . Intermediate-
71a yl)methyl)-2H-pyrazolo[4,3-clpyridine c Intermediate-AS4 B5
. 4-chloro-2-((5-(cyclopropylmethoxy)-4- .
'”te";zeg'ate methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c] | C Intermediate-A55 '”temézd'ate
pyridine
. 4-chloro-2-((5-methyl-6-(2,2,3,3- .
Intermediate tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H- A Intermediate-A56 Intermediate
73a - B1
pyrazolo[4,3-c]pyridine
. 4-chloro-2-((5-(2,2-difluoropropoxy)-4- .
'”te”;‘f:'ate' methylpyridin-2-y)methyl)-2H-pyrazolo4,3-c] | C Intermediate-A57 '”temézd'ate'
pyridine
Intermediate- 4-chloro-2-(4-(2,2-difluoropropoxy)-3- . Intermediate-
75a methylbenzyl)-2H-pyrazolo[4 3-clpyridine | Intermediate-A58 B5
. 4-chloro-2-(1-(4-(2,2-difluoroethoxy)-3- .
'”te”;‘g:'ate' methylphenyl)ethyl)-2H-pyrazolo[4,3-c]pyridine | C Intermediate-A59 '”te"gzd'ate'
(single enantiomer)
Intermediate- 4-chloro-2-(4-(2,2-difluoroethoxy)-3,5- c 3(‘;:Ejzi;§'e(::":°;‘;ithl;’;ye)t'h Intermediate-
77a dimethylbenzyl)-2H-pyrazolo[4,3-c]pyridine ’ ylpheny B5
anamine
Intermediate- 4-chloro-2-(3-(2,2-difluoroethoxy)-4- c (Sr'ri’tﬁ'?'fL“e‘:]roli:;’;’g;4' Intermediate-
78a methylbenzyl)-2H-pyrazolo[4,3-c]pyridine ylpheny B5
amine
. 4-chloro-2-(1-(4-(2,2-difluoropropoxy)-3- .
'”te";‘geg'ate methylphenyl)ethyl)-2H-pyrazolo[4,3-clpyridine | C Intermediate-A60 '”te"gzd'ate
(single enantiomer)
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(continued)

Intermediate-

4-chloro-2-(1-(4-(2,2-difluoroethoxy)-3-
methylphenyl)ethyl)-2H-pyrazolo[4,3-c]pyridine

C Intermediate-A61 Intermediate-

80a (single enantiomer, antipode of Intermediate- B5

76a)

Intermediate-

81a

4-chloro-2-(4-(difluoromethoxy)-3-
methylbenzyl)-2H-pyrazolo[4,3-c]pyridine

(4-(difluoromethoxy)-3-
C methylphenyl)methan
amine

Intermediate-
B5

{Table 4-1}

ID#

data

Intermediate-1f

TH-NMR (300 MHz, CDCl3) 5 8.04-8.01 (2H, m), 7.83 (1H, s), 7.46 (1H, br s), 5.54 (2H, s),
4.78 (2H, q, J = 8.6 Hz), 2.53 (3H, s), 2.23 (3H, s), MS (ESI) m/z: 371 (M+H)".

Intermediate-1g

TH-NMR (300 MHz, CDCl,) & 7.98 (1H, d, J = 5.9 Hz), 7.92 (1H, brs), 7.41 (1H, d, J = 6.6
Hz), 7.36 (1H, brs), 5.49 (2H, s), 4.74 (2H, q, J = 8.6 Hz), 2.86 (3H, s), 2.19 (3H, 5), MS (ESI)
miz: 371 (M+H)*.

Intermediate-2a

1H-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.16 (1H, d, J = 1.8 Hz), 7.99 (1H, d, J = 6.2
Hz), 7.68 (1H, d, J = 1.8 Hz), 7.56 (1H, d, J = 6.2 Hz), 6.38 (1H, tt, J = 55.0, 3.7 Hz), 5.65
(2H, s), 4.57 (2H, td, J = 15.0, 3.7 Hz), 2.14 (3H, s), MS (ESI) m/z: 339 (M+H)*.

Intermediate-3a

1H-NMR (270 MHz, DMSO-dg) & 8.97 (1H, s), 8.13 (1H, d, J = 2.0 Hz), 7.97 (1H,d, J = 6.3
Hz), 7.77 (1H, s), 7.56 (1H, d, J = 6.3 Hz), 6.04 (1H, g, J = 7.3 Hz), 4.97 (2H, q, J = 9.2 Hz),
2.14 (3H, s), 1.97 (3H, d, J = 6.9 Hz), MS (ESI) m/z: 371 (M+H)*.

Intermediate-4a

1H-NMR (300 MHz, CDCl) § 8.22 (1H, d, J = 2.2 Hz), 8.1 (1H, s), 8.05 (1H, d, J = 6.6 Hz),
7.67 (1H, dd, J = 8.0, 2.2 Hz), 7.46 (1H, d, J = 5.9 Hz), 6.90 (1H, d, J = 8.8 Hz), 5.56 (2H,
s), 4.77 (2H, q, J = 8.6 Hz), MS (ESI) m/z: 343 (M+H)*.

Intermediate-5a

TH-NMR (300 MHz, DMSO-dg) § 8.97 (1H, s), 8.32 (1H, d, J = 2.2 Hz), 8.14 (1H,d, J = 2.2
Hz), 8.00 (1H, d, J = 5.9 Hz), 7.57 (1H, d, J = 5.9 Hz), 5.72 (2H, s), 5.08 (2H, q, J = 8.8 Hz),
MS (ESI) m/z: 377 (M+H)*.

Intermediate-6a

TH-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.28 (1H, d, J = 1.8 Hz), 8.09 (1H, d, J = 2.2
Hz), 7.98 (1H, d, J = 6.2 Hz), 7.56 (1H, d, J = 6.2 Hz), 6.40 (1H, tt, J = 54.7, 3.7 Hz), 5.69
(2H, s), 4.64 (2H, td, J = 15.0, 3.7 Hz), MS (ESI) m/z: 359 (M+H)*.

Intermediate-7a

TH-NMR (300 MHz, CDCl,) § 8.23 (1H, s), 8.21 (1H, dd, J = 5.9, 1.5 Hz), 8.00 (1H, d, J =
2.2Hz), 7.47 (1H, d, J = 6.6 Hz), 7.38 (1H, d, J = 5.1 Hz), 6.15 (1H, tt, J = 55.4, 4.4 Hz), 5.56
(2H, s), 4.61 (2H, td, J = 13.2, 4.4 Hz), MS (ESI) m/z: 343 (M+H)*.

Intermediate-8a

1H-NMR (300 MHz, DMSO-dg) § 9.02 (1H, s), 7.99 (1H, d, J = 6.2 Hz), 7.74 (1H, d, J = 8.8
Hz), 7.55 (1H, d, J = 6.2 Hz), 7.44 (1H, d, J = 8.8 Hz), 5.99 (2H, s), 5.16 (2H, q, J = 8.8 Hz),
MS (ESI) m/z: 344 (M+H)*.

Intermediate-9a

1H-NMR (300 MHz, DMSO-dg) 5 8.94 (1H, s), 8.33 (1H, d, J = 2.9 Hz), 7.98 (1H,dd, J = 6.2,
0.7 Hz), 7.57-7.51 (2H, m), 7.41 (1H, d, J = 8.8 Hz), 5.77 (2H, s), 4.86 (2H, g, J = 8.8 Hz),
MS (ESI) m/z: 343 (M+H)*.

Intermediate-10a

1H-NMR (300 MHz, DMSO-dg) & 8.96 (1H, s), 8.31 (1H, d, J = 1.8 Hz), 7.97 (1H, d, J = 6.2
Hz), 7.78 (1H, dd, J = 8.4, 2.6 Hz), 7.55 (1H, dd, J = 6.2, 1.1 Hz), 6.82 (1H, d, J = 8.4 Hz),
5.66 (2H, s), 4.46 (2H, t, J = 5.8 Hz), 2.85-2.66 (2H, m), MS (ESI) m/z: 357 (M+H)*.

Intermediate-11a

TH-NMR (300 MHz, DMSO-dg) § 8.99 (1H, s), 8.15 (1H, d, J = 2.2 Hz), 7.99 (1H, d, J = 5.9
Hz), 7.78 (1H, d, J = 2.2 Hz), 7.58 (1H, d, J = 5.9 Hz), 6.05 (1H, g, J = 7.3 Hz), 4.99 (2H, q,
J = 8.8 Hz), 2.15 (3H, ), 1.98 (3H, d, J = 7.3 Hz), MS (ESI) m/z: 371 (M+H)*.

Intermediate-12a

TH-NMR (300 MHz, CDCl,) § 8.17 (1H, s), 8.06 (1H, dd, J = 6.6, 1.5 Hz), 8.00 (1H, brs),
7.47-7.44 (2H, m), 5.57 (2H, s), 4.84 (2H, g, J = 8.3 Hz), MS (ESI) m/z: 361 (M+H)*.
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(continued)

ID#

data

Intermediate-13a

1H-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.33 (1H, d, J = 2.2 Hz), 7.98 (1H, d, J = 6.2
Hz), 7.84 (1H, dd, J = 8.4, 2.2 Hz), 7.55 (1H, d, J = 6.2 Hz), 6.95 (1H, d, J = 8.4 Hz), 6.64
(1H, tt, J = 52.1, 5.5 Hz), 5.69 (2H, s), 4.84 (2H, t, J = 14.3 Hz), MS (ESI) m/z: 375 (M+H)".

{Table 4-2}

Intermediate-14a

1H-NMR (300 MHz, DMSO-dg) & 8.93 (1H, s), 7.97 (1H, d, J = 6.2 Hz), 7.55 (1H, d, J = 6.2
Hz), 7.40 (2H, d, J = 8.8 Hz), 7.04 (2H, d, J = 8.8 Hz), 5.63 (2H, s), 4.73 (2H, q, J = 8.8 Hz),
MS (ESI) m/z: 342 (M+H)*.

Intermediate-15a

TH-NMR (300 MHz, DMSO-dg) 5 8.99 (1H, s), 8.36 (1H, d, J = 1.8 Hz), 7.99 (1H, d, J = 6.2
Hz), 7.87 (1H, dd, J = 8.4, 2.2 Hz), 7.57 (1H, dd, J = 6.2, 1.1 Hz), 6.99 (1H, d, J = 8.8 Hz),
5.71 (2H, s), 5.09 (2H, t, J = 13.9 Hz), MS (ESI) m/z: 393 (M+H)*.

Intermediate-16a

TH-NMR (300 MHz, DMSO-dg) § 9.01 (1H, s), 8.00 (1H, d, J = 6.2 Hz), 7.59-7.50 (3H, m),
7.38 (2H, d, J = 7.7 Hz), 5.76 (2H, s), MS (ESI) m/z: 328 (M+H)".

Intermediate-17a

TH-NMR (300 MHz, CDCl5) 5 8.11 (1H, s), 8.03 (1H, d, J = 6.2 Hz), 8.00 (1H, d, J = 2.2 Hz),
7.46 (1H, d, J = 6.2 Hz), 7.42 (1H, d, J = 2.2 Hz), 6.12 (1H, tt, J = 55.8, 4.4 Hz), 5.76 (1H,
q,J=7.0 Hz), 4.54 (2H, td, J = 13.6, 4.4 Hz), 2.20 (3H, s), 2.05 (3H, d, J = 7.0 Hz), MS (ESI)
miz: 353 (M+H)*.

Intermediate-18a

1H-NMR (300 MHz, DMSO-dg) & 8.71 (1H, s), 7.98 (1H, d, J = 6.2 Hz), 7.92 (1H, d, J = 2.2
Hz), 7.61-7.56 (2H, m), 6.88 (1H, d, J = 8.4 Hz), 4.90 (2H, g, J = 8.8 Hz), 4.73 (2H,t, J = 7.0
Hz), 3.26 (2H, t, J = 7.0 Hz), MS (ESI) m/z: 357 (M+H)*.

Intermediate-19a

1H-NMR (300 MHz, DMSO-dg) & 8.96 (1H, s), 8.06 (1H, d, J = 2.2 Hz), 7.99 (1H, d, J = 6.2
Hz), 7.77 (1H, d, J = 2.2 Hz), 7.57 (1H, d, J = 6.2 Hz), 7.25-7.11 (4H, m), 5.65 (2H, s), 2.28
(3H, s), MS (ESI) m/z: 369 (M+H)*.

Intermediate-20a

TH-NMR (300 MHz, DMSO-dg)  8.89 (1H, s), 8.18(1H, s), 7.96 (1H, d, J = 6.2 Hz), 7.54
(1H,d, J = 6.2 Hz), 6.86 (1H, s), 5.72 (2H, s), 4.95 (2H, q, J = 8.8 Hz), 2.29 (3H, s), MS (ESI)
miz: 357 (M+H)*.

Intermediate-21a

TH-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.15 (1H, d, J = 1.8 Hz), 7.99 (1H, d, J = 6.2
Hz), 7.65 (1H, d, J = 1.8 Hz), 7.57 (1H, d, J = 6.2 Hz), 5.63 (2H, s), 4.49 (2H, t, J = 5.9 Hz),
2.85-2.69 (2H, m), 2.10 (3H, s), MS (ESI) m/z: 371 (M+H)*.

Intermediate-22a

TH-NMR (300 MHz, DMSO-dg) § 9.01 (1H, s), 8.00 (1H, d, J = 6.2 Hz), 7.61 (1H, s), 7.56
(1H, d, J = 6.2 Hz), 5.94 (2H, s), 5.17 (2H, q, J = 8.8 Hz), 2.20 (3H, s), MS (ESI) m/z: 358
(M+H)*,

Intermediate-23a

TH-NMR (270 MHz, DMSO-dg)  8.93 (1H, s), 8.29 (1H, s), 7.98 (1H, d, J = 5.9 Hz), 7.54
(1H,d, J = 5.9 Hz), 7.31 (1H, s), 5.73 (2H, s), 4.89 (2H, g, J = 8.6 Hz), 2.20 (3H, s), MS (ESI)
miz: 357 (M+H)*.

Intermediate-24a

1H-NMR (300 MHz, DMSO-dg) § 8.96 (1H, s), 7.99 (1H, d, J = 6.2 Hz), 7.85 (1H, ), 7.58-7.53
(2H, m), 5.68 (2H, s), 4.98 (2H, g, J = 9.2 Hz), 3.81 (3H, s), MS (ESI) m/z: 373 (M+H)".

Intermediate-25a

1H-NMR (300 MHz, DMSQ-dg) & 8.93 (1H, s), 7.98 (1H, d, J = 5.9 Hz), 7.56 (1H, d, J = 6.2
Hz), 7.29-7.26 (2H, m), 7.09-7.02 (1H, m), 5.60 (2H, s), 4.74 (2H, q, J = 8.8 Hz), 2.15 (3H,
s), MS (ESI) m/z: 356 (M+H)*.

Intermediate-26a

1H-NMR (300 MHz, DMSO-dg) & 8.90 (1H, s), 7.96 (1H, d, J = 6.2 Hz), 7.54 (1H,d, J = 5.7
Hz), 7.26 (1H, s), 7.24 (1H, d, J = 6.2 Hz), 6.98 (1H, d, J = 8.8 Hz), 6.36 (1H, tt, J = 54.7,
3.6 Hz), 5.57 (2H, s), 4.28 (2H, td, J = 14.7, 3.6 Hz), 2.13 (3H, s), MS (ESI) m/z: 338 (M+H)*.

Intermediate-27a

TH-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.17 (1H, d, J = 2.2 Hz), 7.99 (1H, d, J = 5.9
Hz), 7.71 (1H, d, J = 2.2 Hz), 7.56 (1H, d, J = 5.9 Hz), 6.67 (1H, tt, J = 52.1, 5.9 Hz), 5.66
(2H, s), 4.85 (2H, t, J = 13.2 Hz), 2.15 (3H, s), MS (ESI) m/z: 389 (M+H)*.
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(continued)

Intermediate-28a

1H-NMR (300 MHz, DMSO-dg) & 8.99 (1H, s), 8.00 (1H, dd, J = 6.2, 0.7 Hz), 7.57 (1H, d, J
=6.2 Hz), 6.84 (1H, s), 6.65 (1H, s), 5.70 (2H, s), 4.94 (2H, g, J = 8.8 Hz), 2.35 (3H, s), MS
(ESI) m/z: 357 (M+H)*.

{Table 4-3}

Intermediate-29a

TH-NMR (300 MHz, DMSO-dg) 5 8.99 (1H, s), 8.19 (1H, d, J = 5.9 Hz), 7.81 (1H,d, J = 5.9
Hz), 7.43 (1H, d, J = 8.1 Hz), 7.00 (1H, d, J = 8.1 Hz), 5.72 (2H, s), 4.79 (2H, q, J = 8.8 Hz),
2.31 (3H, s), MS (ESI) m/z: 357 (M+H)*.

Intermediate-30a

TH-NMR (300 MHz, DMSO-dg) § 9.00 (1H, s), 8.89 (1H, s), 8.66 (1H, d, J = 2,2 Hz), 8.39
(1H, dd, J = 8.8 and 2.2 Hz), 8.05 (1H, d, J = 8.8 Hz), 8.00 (1H, d, J = 6.6 Hz), 7.58 (1H, d,
J = 6.6 Hz), 6.66 (1H, d, J = 2.2 Hz), 5.85 (2H, ), MS (ESI) m/z: 379 (M+H)".

Intermediate-31a

1H-NMR (300 MHz, DMSO-dg) § 8.95 (1H, s), 8.14 (1H, d, J = 2.2 Hz), 7.98 (1H, d, J = 6.6
Hz), 7.63 (1H, d, J = 1.5 Hz), 7.57 (1H, d, J = 6.6 Hz), 5.63 (2H, s), 4.44-4.37 (2H, m), 4.14
(2H, g, J = 8.8 Hz), 3.95-3.90 (2H, m), 2.12 (3H, s), MS (ESI) m/z: 401 (M+H)*.

Intermediate-32a

1H-NMR (300 MHz, DMSO-dg) & 8.82 (1H, s), 7.98 (1H, d, J = 6.6 Hz), 7.70 (1H, d, J = 8.1
Hz), 7.55 (1H, d, J = 6.6 Hz), 6.55 (1H, d, J = 8.1 Hz), 5.76 (2H, s), 5.00 (2H, q, J = 8.8 Hz),
3.91 (3H, s), MS (ESI) m/z: 373 (M+H)*.

Intermediate-33a

1H-NMR (300 MHz, DMSO-dg) 5 8.90 (1H, s), 7.98 (1H, d, J = 6.2 Hz), 7.66-7.53 (3H, m),
7.09 (2H, d, J = 8.8 Hz), 4.91 (2H, t, J = 5.1 Hz), 4.63 (2H, t, J = 5.1 Hz), MS (ESI) m/z: 342
(M+H)*,

Intermediate-34a

TH-NMR (300 MHz, DMSO-dg) & 8.97 (1H, s), 8,25 (1H, s), 7.99 (1H, d, J = 5.9 Hz), 7.55
(1H, d, J = 5.9 Hz), 5.79 (2H, s), 5.05 (2H, q, J = 8.8 Hz), 2.39 (3H, s), MS (ESI) m/z: 358
(M+H)*,

Intermediate-35a

TH-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.15 (1H, d, J = 1.5 Hz), 7.99 (1H, d, J = 6.6
Hz), 7.68 (1H, d, J = 1.5 Hz), 7.56 (1H, d, J = 6.6 Hz), 5.65 (2H, s), 4.55 (2H, t, J = 13.2 Hz),
2.15 (3H, s), 1.72 (3H, t, J = 19.1 Hz), MS (ESI) m/z: 353 (M+H)*.

Intermediate-36a

TH-NMR (270 MHz, CDCl,) § 8.34 (1H, s), 8.29 (1H, s), 8.04 (1H, d, J = 5.9 Hz), 7.87(1H,
d,J = 2.2 Hz), 7.45 (1H, d, J = 7.3 Hz), 4.35-4.09 (4H, m), MS (ESI) m/z: 378 (M+H)".

Intermediate-37a

TH-NMR (300 MHz, CDCl5) § 8.07 (1H, d, J = 2.9 Hz), 8.04 (1H, s), 8.00 (1H, d, J = 2.2 Hz),
7.46 (1H, d, J = 6.6 Hz), 7.21 (1H, d, J = 2.2 Hz), 5.50 (2H, s), 4.79 (2H, q, J = 8.8 Hz),
2.10-2.01 (1H, m), 1.01-0.96 (2H, m), 0.70-0.65 (2H, m), MS (ESI) m/z: 383 (M+H)".

Intermediate-38a

1H-NMR (300 MHz, DMSO-dg) § 9.02 (1H, s), 8.54 (1H, s), 8.47 (1H, s), 7.99 (1H, d, J = 6.2
Hz), 7.93 (1H, s), 7.90 (1H, s), 7.57 (1H, d, J = 6.2 Hz), 5.80 (2H, s), 2.41 (3H, s), MS (ESI)
miz: 360 (M+H)*.

Intermediate-39a

1H-NMR (300 MHz, CDCl,) § 8.12 (1H, ), 8.07-8,00 (2H, m), 7.50-7.43 (2H, m), 5.77 (1H,
q,J = 8.8 Hz), 4.75 (2H, q, J = 8.8 Hz), 2.22 (3H, ), 2.06 (3H, d, J = 8.8 Hz), MS (ESI) m/z:
371 (M+H)*.

Intermediate-40a

1H-NMR (300 MHz, DMSO-dg) & 9.02 (1H, s), 8.00 (1H, d, J = 5.9 Hz), 7.93 (2H, d, J = 8.8
Hz), 7.58-7.51 (3H, m), 7.40 (1H, t, J = 7.3 Hz), 5.93 (2H, s), 2.35 (3H, s), MS (ESI) m/z:
325 (M+H)*.

Intermediate-41a

TH-NMR (300 MHz, DMSO-dg) & 9.00 (1H, s), 8.01 (1H, d, J = 5.9 Hz), 7.82 (1H, t, J = 7.3
Hz), 7.57 (1H, d, J = 5.9 Hz), 6.99 (1H, d, J = 7.3 Hz), 6.94 (1H, d, J = 8.1 Hz), 5.77 (2H, s),
4.91(2H, q, J = 9.5 Hz), MS (ESI) m/z: 343 (M+H)*.

Intermediate-42a

TH-NMR (300 MHz, DMSO-dg) 5 8.94 (1H, s), 8.11 (1H, d, J = 2.2 Hz), 7.98 (1H, d, J = 5.9
Hz), 7.60 (1H, d, J = 2.2 Hz), 7.56 (1H, d, J = 5.9 Hz), 5.61 (2H, s), 4.10 (2H, d, J = 7.3 Hz),
2.11 (3H, s), 1.30-1.14 (1H, m), 0.55-0.48 (2H, m), 0.33-0.28 (2H, m), MS (ESI) m/z: 329
(M+H)*,
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{Table 4-4}

Intermediate-43a

1H-NMR (300 MHz, DMSO-dg) & 8.91 (1H, s), 8.07 (1H, brs), 7.98 (1H, d, J = 6.2 Hz), 7.56
(1H, d, J = 6.2 Hz), 7.42 (1H, brs), 6.63 (1H, t, J = 6.8 Hz), 5.53 (2H, s), 4.25-4.11 (2H, m),
2.06(3H, s), MS (ESI) m/z: 356 (M+H)*.

Intermediate-44a

1H-NMR (300 MHz, DMSO-dg) & 9.00 (1H, s), 8.00 (1H, d, J = 6.2 Hz), 7.58 (1H, d, J = 6.2
Hz), 7.43 (1H, s), 7.32 (2H, s), 5.70 (2H, s), 2.26 (3H, s), MS (ESI) m/z: 342 (M+H)*.

Intermediate-45a

1H-NMR (300 MHz, DMSO-dg) 5 9.03 (1H, s), 8.17 (1H, d, J = 5.1 Hz), 8.01 (1H,dd, J = 6.2,
1.1 Hz), 7.59 (1H, d, J = 6.2 Hz), 6.99 (1H, d, J = 5.1 Hz), 6.86 (1H, ), 5.78 (2H, s), 4.98
(2H, g, J = 9.0 Hz), MS (ESI) m/z: 343 (M+H)*.

Intermediate-46a

1H-NMR (300 MHz, CDCl,)  9.00 (2H, ), 8.33 (1H, s), 8.01 (1H, s), 7.59-7.38 (6H, m), 5.75
(2H, s), 5.02 (2H, q, J =9.5 Hz), MS (ESI) m/z: 419 (M+H)*.

Intermediate-47a

1H-NMR (300 MHz, DMSO-dg) 8 9.02 (1H, s), 8.30-8.20 (3H, m), 7.96 (1H, d, J = 6.2 Hz),
7.89 (1H, t, J = 8.0 Hz), 7.73 (1H, t, J = 8.0 Hz), 7.55 (1H, d, J = 6.2 Hz), 6.12 (2H, s), 5.25
(2H, g, J = 9.0 Hz), MS (ESI) m/z: 393 (M+H)*.

Intermediate-48a

1H-NMR (300 MHz, DMSO-dg) & 8.91 (1H, s), 7.97 (1H, d, J = 6.6 Hz), 7.54 (1H, d, J = 6.6
Hz), 7.4-7.2 (4H, m), 5.70 (2H, s), 4.62 (2H, s), 4.05 (2H, q, J = 9.3 Hz), MS (ESI) m/z: 356
(M+H)*,

Intermediate-49a

TH-NMR (300 MHz, DMSO-dg)  8.93 (1H, s), 8.25 (1H, s), 7.99 (1H, d, J = 5.9 Hz), 7.55
(1H, d, J = 5.9 Hz), 7.29 (1H, s), 6.40 (1H, tt, J = 54.3 and 3.7 Hz), 5.72 (2H, s), 4.49-4.38
(2H, m), 2.18 (3H, s), MS (ESI) m/z: 339 (M+H)*.

Intermediate-50a

TH-NMR (300 MHz, DMSO-dg) & 8.93 (1H, s), 7.99 (1H, d, J = 6.2 Hz), 7.60-7.52 (3H, m

Intermediate-51a

),
7.14 (1H, d, J = 9.5 Hz), 6.66 (1H, s), 6.02 (2H, s), 3.81 (3H, 5), MS (ESI) m/z: 381 (M+H)*.
)

TH-NMR (300 MHz, DMSO-dg) & 8.96 (1H, s), 7.99 (1H, d, J = 6.2 Hz), 7.65-7.54 (2H, m),
7.39 (1H, dd, J = 8.6, 2.2 Hz), 7.23 (1H, d, J = 8.6 Hz), 6.40 (1H, tt, J = 54.3, 3.7 Hz), 5.65
(2H, s), 4.40 (2H, td, J = 14.7, 3.7 Hz), MS (ESI) m/z: 358 (M+H)*.

Intermediate-53a

1H-NMR (300 MHz, DMSO-dg) § 9.00 (1H, s), 8.00 (1H, d, J = 6.6 Hz), 7.58-7.31 (5H, m),
5.77 (2H, s), MS (ESI) m/z: 328 (M+H)*.

Intermediate-54a

1H-NMR (300 MHz, CDCl3) § 8.27 (1H, s), 8.19 (1H, s), 8.05 (1H, d, J = 5.9 Hz), 7.56 (1H,
dd, J = 8.8, 2.2 Hz), 7.45 (1H, d, J =5.9 Hz), 4.99-4.89 (4H, m), MS (ESI) m/z: 361 (M+H)*.

Intermediate-55a

1H-NMR (300 MHz, DMSO-dg) § 8.96 (1H, s), 8.35 (1H, d, J = 2.9 Hz), 7.99 (1H, d, J = 6.2
Hz), 7.60-7.54 (2H, m), 7.44 (1H, d, J = 8.8 Hz), 5.79 (2H, s), 4.96 (2H, t, J = 13.2 Hz), MS
(ESI) m/z: 393 (M+H)*.

Intermediate-56a

1H-NMR (300 MHz, DMSO-dg) & 9.00 (1H, s), 7.98 (1H, d, J = 6.2 Hz), 7.56 (1H, d, J = 6.2
Hz), 7.47 (2H, d, J = 8.6 Hz), 7.28 (2H, d, J = 8.6 Hz), 6.78 (1H, tt, J = 51.8, 3.3 Hz), 5.73
(2H, s), MS (ESI) m/z: 360 (M+H)*.

Intermediate-57a

1H-NMR (300 MHz, DMSO-dg) & 8.96 (1H, s), 8.34 (1H, d, J = 2.9 Hz), 7.99 (1H, d, J = 6.6
Hz), 7.57-7.53 (2H, m), 7.42 (1H, d, J = 8.1 Hz), 6.68 (1H, tt, J = 52.1 and 5.9 Hz), 5.78 (2H,
s), 4.70 (2H, t, J = 13.2 Hz), MS (ESI) m/z: 375 (M+H)*.

Intermediate-58a

TH-NMR (300 MHz, DMSO-dg) 5 8.96 (1H, s), 8.30 (1H, d, J = 1.8 Hz), 8.11 (1H,d, J= 1.8
Hz), 7.98 (1H, d, J = 6.2 Hz), 7.56 (1H, d, J = 6.2 Hz), 6.61 (1H, tt, J = 52.0, 5.2 Hz), 5.70
(2H, s), 4.94 (2H, t, J = 14.0 Hz), MS (ESI) m/z: 409 (M+H)*.

Intermediate-59a

TH-NMR (300 MHz, DMSO-dg) § 9.02 (1H, s), 7.97 (1H, d, J = 5.9 Hz), 7.82 (1H, 5), 7.71-7.55
(4H, m), 5.81 (2H, s), MS (ESI) m/z: 312 (M+H)*.
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{Table 4-5)

Intermediate-60a

1H-NMR (270 MHz, CDCl3) 5 8.32 (1H, s), 8.13 (1H, s), 8.02 (1H, d, J = 5.9 Hz), 7.45 (1H,
d, J =5.9 Hz), 7.14 (1H, s), 5.86 (1H, g, J = 6.6 Hz), 4.44 (2H, q, J = 7.9 Hz), 2.07 (3H, d, J
= 6.6 Hz), MS (ESI) m/z: 371 (M+H)*.

Intermediate-61a

TH-NMR (300 MHz, CDCl3)  8.44 (1H, d, J =1.5 Hz), 8.13 (1H, s), 8.06 (1H, d, J =6.6 Hz),
7.47 (1H, d, J = 6.6 Hz), 7.43 (1H, s), 5.58 (2H, s), 3.04-3.00 (2H, m), 2.69-2.60 (2H, m),
2.32 (3H, s), MS (ESI) m/z: 355 (M+H)*.

Intermediate-62a

TH-NMR (300 MHz, DMSO-dg)  8.92 (1H, s), 8.22 (1H, s), 7.99 (1H, d, J = 5.9 Hz), 7.55
(1H, d, J = 5.9 Hz), 7.27 (1H, s), 5.71 (2H, s), 4.32 (2H, t, J = 5.9 Hz), 2.87-2.75 (2H, m),
2.15 (3H, s), MS (ESI) m/z: 371 (M+H)*.

Intermediate-63a

1H-NMR (300 MHz, DMSO-dg) 5 8-95 (1H, s), 8.28 (1H, s), 8,08 (1H, s), 7.97 (1H, d, J = 6.6
Hz), 7.55 (1H, d, J = 5.9 Hz), 5.69 (2H, s), 4.62 (2H, t, J = 12.5 Hz), 1.71 (3H, t, J = 19.8 Hz),
MS (ESI) m/z: 373 (M+H)*.

Intermediate-64a

1H-NMR (300 MHz, DMSO-dg) & 8.97 (1H, s), 8.29 (1H, d, J = 2,2 Hz), 8.07 (1H, d, J = 2.2
Hz), 7.99 (1H, d, J = 6.2 Hz), 7.57 (1H, d, J = 6.2 Hz), 5.69 (2H, s), 4.56 (2H, t, J = 5.9 Hz),
2.90-2.73 (2H, m), MS (ESI) m/z: 391 (M+H)*.

Intermediate-65a

1H-NMR (300 MHz, DMSO-dg) 5 9.05 (1H, s), 8.01 (1H, d, J = 6.2 Hz), 7.98 (1H, s), 7.84
(1H,d, J = 8.4 Hz), 7.62 (1H, d, J = 8.8 Hz), 7.57 (1H, d, J = 6.2 Hz), 6.19 (2H, s), 3.97 (3H,
s), MS (ESI) m/z: 366 (M+H)*.

Intermediate-66a

TH-NMR (300 MHz, DMSO-dg)  8.94 (1H, s), 8.28 (1H, s), 7.99 (1H, d, J = 6.2 Hz), 7.55
(1H, d, J = 6.2 Hz), 7.30 (1H, s), 6.69 (1H, tt, J = 51.6, 5.5 Hz), 5.72 (2H, s), 4.72 (2H, t, J =
13.2 Hz), 2.20 (3H, s), MS (ESI) m/z: 389 (M+H)*.

Intermediate-67a

TH-NMR (300 MHz, CDCl5) 5 8.96 (1H, s), 8.25 (1H, d, J = 2.0 Hz), 8.03 (1H, d, J = 2.0 Hz),
7.99 (1H, d, J = 6.2 Hz), 7.57 (1H, d, J = 6.2 Hz), 5.67 (2H, s), 4.18 (2H, d, J = 7.0 Hz),
1.28-1.20 (1H, m), 0.61-0.50 (2H, m), 0.37-0.30 (2H, m), MS (ESI) m/z: 349 (M+H)*.

Intermediate-68a

TH-NMR (300 MHz, CDCl3) § 8.37 (1H, s), 8.15 (1H, s), 8.03 (1H, d, J = 6.6 Hz), 7.45 (1H,
d, J = 5.6 Hz), 7.23 (1H, s), 5.97 (1H, q, J = 7.3 Hz), 4.45 (2H, q, J = 7.3 Hz), 2.29 (3H, s),
2.09 (3H, d, J = 8.8 Hz), MS (ESI) m/z: 371 (M+H)*.

Intermediate-69a

1H-NMR (300 MHz, DMSO-dg) § 8.97 (1H, s), 7.99 (1H, d, J = 6.2 Hz), 7.62 (1H, d, J = 2.0
Hz), 7.57 (1H, d, J = 6.2 Hz), 7.41 (1H, dd, J = 8.6, 2.0 Hz), 7.27 (1H, d, J = 8.6 Hz), 5.66
(2H, s), 4.86 (2H, q, J = 8.8 Hz), MS (ESI) m/z: 376 (M+H)*.

Intermediate-70a

1H-NMR (300 MHz, DMSO-dg) & 8.96 (1H, s), 8.15 (1H, d, J = 1.6 Hz), 7.99 (1H, d, J = 6.2
Hz), 7.64 (1H, d, J = 1.6 Hz), 7.56 (1H, d, J = 6.2 Hz), 7.53-7.44 (2H, m), 7.25-7.15 (2H, m),
5.63 (2H, s), 5.35 (2H, ), 2.14 (3H, s), MS (ESI) m/z: 383 (M+H)*.

Intermediate-71a

1H-NMR (300 MHz, DMSO-dg) & 8.95 (1H, s), 8.09 (1H, d, J = 1.8 Hz), 7.98 (1H, d, J = 6.2
Hz), 7.60 (1H, d, J = 1.8 Hz), 7.56 (1H, d, J = 6.2 Hz), 5.60 (2H, s), 5.13 (1H, quintet, J = 7.4
Hz), 2.44-2.30 (2H, m), 2.18-1.93 (2H, m), 2.10 (3H, s), 1.82-1.56 (2H, m), MS (ESI) m/z:
329 (M+H)*.

Intermediate-72a

TH-NMR (300 MHz, DMSO-dg) & 8.89 (1H, s), 8.12 (1H, s), 7.97 (1H, d, J = 6.0 Hz), 7.53
(1H,d, J =6.0 Hz), 7.24 (1H, s), 5.67 (2H, s), 3.91 (2H, d, J = 7.0 Hz), 2.16 (3H, s), 1.24-1.10
(1H, m), 0.59-0.50 (2H, m), 0.34-0.25 (2H, m), MS (ESI) m/z: 329 (M+H)*.

{Table 4-6}

Intermediate-73a

1H-NMR (300 MHz, CDCls) 5 8.20 (1H, s), 8.18 (1H, d, J = 5.9 Hz), 7.42 (1H, d, J = 5.9 Hz),
7.24 (1H, s), 5.98 (1H, tt, J = 52.7, 3.7 Hz), 5.79 (2H, s), 4.93 (2H, t, J = 12.5 Hz), 2.22 (3H,
s), MS (ESI) m/z: 390 (M+H)*.

Intermediate-74a

1H-NMR (300 MHz, DMSO-dg) 5 8.94 (1H, s), 8.23 (1H, s), 7.99 (1H, d, J = 5.9 Hz), 7.55
(1H, d, J = 5.9 Hz), 7.29 (1H, s), 5.72 (2H, ), 4.40 (2H, t, J = 12.5 Hz), 2.19 (3H, s), 1.74
(3H, t, J = 19.4 Hz), MS (ESI) m/z: 353 (M+H)*.
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(continued)

1H-NMR (300 MHz, DMSO-dg) & 8.92 (1H, s), 7.98 (1H, d, J = 6.2 Hz), 7.56 (1H, d, J = 6.2
Intermediate-75a Hz), 7.31-7.23 (2H, m), 6.98 (1H, d, J = 8.8 Hz), 5.59 (2H, s), 4.25 (2H, t, J = 12.1 Hz), 2.15
(3H, s), 1.74 (3H, t, J = 19.4 Hz), MS (ESI) m/z: 352 (M+H)*.

1H-NMR (300 MHz, CDCl,) 5 8.05-8.01 (2H, m), 7.47 (1H, d, J = 6.2 Hz), 7.21-7.14 (2H, m),
Intermediate-76a 6.79 (1H, d, J = 9.2 Hz), 6.11 (1H, tt, J = 55.2 and 4.0 Hz), 5.76 (1H, q, J = 7.0 Hz), 4.19
(2H, td, J = 13.0 and 4.0 Hz), 2.24 (3H, s), 2.03 (3H, d, J = 7.0 Hz), MS (ESI) m/z: 352 (M+H)*.

1H-NMR (300 MHz, CDCl,)  8.07-8.03 (2H, m), 7.48 (1H, d, J = 5.9 Hz), 7.01 (2H, s), 6.08
Intermediate-77a (1H, tt, J = 55.0 and 4.4 Hz), 5.49 (2H, s), 4.00 (2H, td, J = 13.9 and 4.4 Hz), 2.28 (6H, s),
MS (ESI) m/z: 352 (M+H)*.

TH-NMR (300 MHz, CDCl,) & 8.08-8.01 (2H, m), 7.48 (1H, d, J = 6.2 Hz), 7.20 (1H, d, J =
Intermediate-78a 7.3 Hz), 6.93 (1H, d, J = 7.7 Hz), 6.79 (1H, s), 6.10 (1H, tt, J = 55.0 and 4.0 Hz), 5.55 (2H,
s), 4.16 (2H, td, J = 12.8 and 4.0 Hz), 2.24 (3H, s), MS (ESI) m/z: 338 (M+H)*.

TH-NMR (270 MHz, CDCl3) & 8.06-8.00 (2H, m), 7.47 (1H, d, J = 6.3 Hz), 7.21-7.13 (2H, m),
Intermediate-79a 6.78 (1H,d, J = 9.2 Hz), 5.76 (1H, q, J = 6.8 Hz), 4.10 (2H, t, J = 11.2 Hz), 2.25 (3H, s), 2.03
(3H, d, J = 6.8 Hz), 1.78 (3H, t, J = 18.8 Hz), MS (ESI) m/z: 366 (M+H)*.

1H-NMR (270 MHz, CDCl3) § 8.07-8.00 (2H, m), 7.47 (1H, d, J = 6.2 Hz), 7.22-7.13 (2H, m),
Intermediate-80a 6.79 (1H, d, J = 9.2 Hz), 6.10 (1H, tt, J = 55.3 and 3.9 Hz), 5.76 (1H, q, J = 6.9 Hz), 4.19
(2H, 1d, J = 12.9 and 3.9 Hz), 2.24 (3H, s), 2.03 (3H, d, J = 6.9 Hz), MS (ESI) m/z: 352 (M+H)*.

1H-NMR (270 MHz, CDCl,) 5 8.09-8.03 (2H, m), 7.48 (1H, d, J = 5.9 Hz), 7.27-7.09 (3H, m),

Intermediate-81a 6.50 (1H, t, J = 73.5 Hz), 5.55 (2H, s), 2.29 (3H, ), MS (ESI) m/z: 324 (M+H)*.

Representative procedure for Method E
[0319] The following preparation of Intermediate-1b represents the Method E.

Intermediate-1b: ethyl 2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxy-
late

[0320] To a solution of 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine
(6.31g, 17.7 mmol, Intermediate-1a) in DMF/EtOH (2:1, 180 mL), palladium(ll) acetate (1.19 g, 5.31 mmol), 1,3-bis(diphe-
nylphosphino)propane (2.19 g, 5.31 mmol) and triethylamine (7.4 mL, 53.1 mmol) are added. The mixture is heated at
80 °C for 3 hours under CO gas atmosphere. The reaction mixture is diluted with EtOAc (400 mL) and washed with
water (200 mL). The organic layer is dried over sodium sulfate, filtered and concentrated under reduced pressure. The
residue is purified by silica gel column chromatography eluting with hexane/EtOAc (4:1-1:4) to give 5.13 g (74% yield)
of title compound as a pale yellow solid.

TH-NMR (300 MHz, CDCl;) delta 8.64 (1H, s), 8.48 (1H, d, J = 5.9 Hz), 8.07 (1H, s), 7.75 (1H, d, J = 6.6 Hz), 7.48 (1H,
s), 5.58 (2H, s), 4.77 (2H, q, J = 8.6 Hz), 4.54 (2H, q, J = 7.3 Hz), 2.21 (3H, s), 1.49 (3H, t, J = 7.3 Hz), MS (ESI) m/z:
395 (M+H)*.

Intermediate-1c: 2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carboxylic acid
[0321] The title compound is prepared in 96% yield (183 mg, a pale yellow solid) from ethyl 2-((5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4 - carboxylate (205 mg, 0.52 mmol, Intermediate-1b) in
a similar manner to Step-2 of Intermediate-A6.

MS (ESI) m/z: 365 (M-HY".

Intermediate-1h: N-(2-aminoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide hydrochloride

<Step 1> tert-butyl (2-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-carbox-
amido)ethyl)carbamate

[0322] The title compound is prepared in >99% yield (278 mg, a colorless syrup) from 2-((5-methyl-6-(2,2,2-trifluor-
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oethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4 -carboxylic acid (200 mg, 0.55 mmol, Intermediate-1¢) and
tert-butyl (2-aminoethyl)carbamate (131 mg, 0.82 mmol) in a similar manner to Step-1 of Intermediate-A7.

TH-NMR (300 MHz, CDCl5) delta 8.81 (1H, s), 8.35 (1H, br s), 8.25 (1H, d, J = 5.1 Hz), 8.07 (1H, s), 8.02 (1H, s), 7.69
(1H, d, J =5.1 Hz), 7.46 (1H, s), 5.56 (2H, s), 4.76 (2H, q, J = 8.8 Hz), 3.70-3.58 (2H, m), 3.50-3.38 (2H, m), 2.20 (3H,
s), 1.42 (9H, s), MS (ESI) m/z: 509 (M+H)*.

<Step 2> N-(2-aminoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide hydrochloride

[0323] Amixtureoftert-butyl (2-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine-
4-carboxamido)ethyl)carbamate (278 mg, 0.55 mmol, Step-1) and 4 M hydrogen chloride in dioxane solution (10 mL) is
stirred at rt for 1 hour. After removal of the solvent, the residual solid is washed with diisopropylether-hexane to give
243 mg (>99%) of the title compound as a white solid.

MS (ESI) m/z: 409 (M+H)*.

Representative procedure for Method F

[0324] The following preparation of Intermediate-36b represents the Method F. Intermediate-36b: phenyl 2-(2-((3-
chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-carboxylate

[0325] A mixture of 4-chloro-2-(2-((3-chloro-5-(trifluoromethyl)pyridin-2-yl)oxy)ethyl)-2H - pyrazolo[4,3-c]pyridine (310
mg, 0.82 mmol), phenyl formate (201 mg, 1.64 mmol), palladium(ll) acetate (5 mg, 0.03 mmol), Xantphos (57 mg, 0.10
mmol), and triethylamine (0.23 mL, 1.64 mmol) in MeCN is refluxed with stirring for 12 hours. After cooling to rt, the
solvent is removed in vacuo. The residue is purified by column chromatography on silicagel eluting with n-hexane/EtOAc
(1:1-1:3) to give 152 mg (40% yield) of the title compound as a yellow solid.

TH-NMR (270 MHz, DMSO-dg) delta 8.85 (1H, s), 8.57 (1H, d, J =5.9 Hz), 8.28 (1H, s), 7.84-7.82 (2H, m), 7.51-7.45
(2H, m), 7.35-7.29 (3H, m), 4.96 (4H, s), MS (ESI) m/z: 463 (M+H)*.

[0326] The following intermediate compounds are prepared using the Method E or F from starting materials shown in
Table 5-1 to 5-4. Spectral data of the intermediate compounds are shown in Table 6-1 to 6-6.

{Table 5-1}
ID Name Method | Starting Meterial
. ethyl 6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl) .
Intermediate-1e methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate E Intermediate-1d
Intermediate-2b ethyl 2-((6-(2,2-d|f|uoroethoxy)-fs-.methylpynd|n-3-yl)methyl)- E Intermediate-2a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-4b ethyl 2-((6-(2,2,2-tr|fluoroetr?o.xy)pyrldln-3-yl)methyl)-2H- E Intermediate-4a
pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-5b ethyl 2-((5-chIoro-6-(2,2,2-tr|fluoro.ethoxy)pyr|d|n-3-yl)methyl)- E Intermediate-5a
2H-pyrazolo(4,3-c]pyridine-4-carboxylate
Intermediate-6b ethyl 2-((5-chIoro-6-(2,2-d|f|uor9gthoxy)pyr|d|n-3-yl)methyl)-2H- E Intermediate-6a
pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-10b ethyl 2-((6-(3,3,3-tr|fluoropro.p(.)xy)pynd|n-3-yl)methyl)-2H- E Intermediate-10a
pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-11b ethyl 2-(1-(5-methyl-6-.(2.,2,2-tr|fluoroethoxy)pyr|d|n-3-yl?ethyl)- E Intermediate-11a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate (single enantiomer)
phenyl 2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)
Intermediate-11c ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate (single F Intermediate-11a
enantiomer)
Intermediate-12b ethyl 2-((5-f|uoro-6-(2,2,2-tnfluonjo.ethoxy)pyr|d|n-3-yl)methyl)- E Intermediate-12a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-13b ethyl 2-((6-(2,2,3,3-tetraf|uoropr9poxy)pyrldln-3-yl)methyl)-2H- E Intermediate-13a
pyrazolo[4,3-c]pyridine-4-carboxylate
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(continued)
ID Name Method | Starting Meterial
Intermediate-14b ethyl 2-(4-(2,2,2-tr|fluprpethoxy)benzyI)-2H-pyrazoIo[4,3-c] E Intermediate-14a
pyridine-4-carboxylate
Intermediate-15b ethyl 2-((6-(2,2,3,3,3-pentaf|uoro.p.ropoxy)pyndln-3-yl)methyl)- E Intermediate-15a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-19b ethyl 2-((6-(4-f|uorophenoxy)-?-methylpyrld|n-3-yl)methyl)-2H- E Intermediate-19a
pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-20b ethyl 2-((4-methy|—6-(2,2,2-tr|fluo.ro.ethoxy)pyndln-3-yl)methyl)- E Intermediate-20a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-21b ethyl 2-((5-methyl-6-(3,3,3-tr|fluor.o;.)ropoxy)pyrldln-3-yl)methyl)- E Intermediate-21a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
. ethyl 2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl) .
Intermediate-22b methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate E Intermediate-22a
Intermediate-23b ethyl 2-((4-methy|—5-(2,2,2-tr|fluo.ro.ethoxy)pyndln-2-yl)methyl)- E Intermediate-23a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
. ethyl 2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl) .
Intermediate-24b methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate E Intermediate-24a
Intermediate-25b ethyl 2-(3-methyl-4-(2,2,2-.tr!fluoroethoxy)benzyl)-2H-pyrazoIo E Intermediate-25a
[4,3-c]pyridine-4-carboxylate
Intermediate-26b ethyl 2-(4-(2,2-d|f|uoroeth.o.xy)-S-methbeenzyI)-2H-pyrazoIo E Intermediate-26a
[4,3-c]pyridine-4-carboxylate
. ethyl 2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl) .
Intermediate-27b methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate E Intermediate-27a
Intermediate-28b ethyl 2-((2-methy|—6-(2,2,2-tr|fluo.ro.ethoxy)pyndln-4-yl)methyl)- E Intermediate-28a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-30b ethyl 2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl) E Intermediate-30a

methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate

{Table 5-2}
Intermediate-39b ethyl 2-((5-methyl-6-(2-(2,2,2-tr|fluoro§thoxy)ethoxy)pyndln-3-yl) E Intermediate-31a
methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-32b ethyl 2-((2-methoxy-6-(2,2,2-tr|flu9r.oethoxy)pyndln-3-yl)methyl)- E Intermediate-32a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-33b ethyl 2-(2-(4-(tr|ﬂuorom§thyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c] E Intermediate-33a
pyridine-4-carboxylate
Intermediate-34b ethyl 2-((6-methyl-5-(2,2,2-tr|fluoro.ethoxy)pyrazm-2-yl)methyl)- E Intermediate-34a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
Intermediate-35b ethyl 2-((6-(2,2-d|f|uoropropoxy)j5.-methylpyr|d|n-3-yl)methyl)- E Intermediate-35a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate
. phenyl 2-((5-cyclopropyl-6-(2,2,2-trrfluoroethoxy)pyridin-3-yl) .
Intermediate-37b methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate F Intermediate-37a
. ethyl 2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl) .
Intermediate-38b methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate E Intermediate-38a
Intermediate-39b phenyl 2-(1-(5-methyl-§-(?,2,2-tr|fluoroethoxy?pyrldln-3-y.l)ethyl)- F Intermediate-39a
2H-pyrazolo[4,3-c]pyridine-4-carboxylate (single enantiomer)
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(continued)

Intermediate-40b

ethyl 2-((5-methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-40a

Intermediate-41b

ethyl 2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-41a

Intermediate-42b

ethyl 2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-42a

Intermediate-43b

ethyl 2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-43a

Intermediate-44b

ethyl 2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-44a

Intermediate-45b

ethyl 2-((2-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-45a

Intermediate-47b

ethyl 2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-47a

Intermediate-48b

ethyl 2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo
[4,3-c]pyridine-4-carboxylate

Intermediate-48a

Intermediate-49b

ethyl 2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-49a

Intermediate-50b

ethyl 2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-50a

Intermediate-59b

ethyl 2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxylate

Intermediate-51a

Intermediate-52b

ethyl 2-((5-methyl-6-((2,2,2-trifluoroethoxy)m ethyl)pyridin-3-yl)m
ethyl)-2 H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-52a

Intermediate-53b

phenyl 2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]
pvridine-4-carboxylate

Intermediate-53a

Intermediate-54b

phenyl 2-(2-((3-fluoro-5-(trifluoromethyl)pyridin-2-yl)oxy)ethyl)-
2H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-54a

Intermediate-55b

ethyl 2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-55a

{Table 5-3}

Intermediate-
56b

ethyl 2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-
56a

Intermediate-
57b

ethyl 2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo
[4,3-c]pyridine-4-carboxylate

Intermediate-
57a

Intermediate-
58b

ethyl 2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
58a

Intermediate-
59b

phenyl 2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxylate

Intermediate-
59a

Intermediate-
60b

ethyl 2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate (single enantiomer)

Intermediate-
60a

Intermediate-
61b

phenyl 2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
61a
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(continued)

Intermediate-
62b

ethyl 2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
62a

Intermediate-
63b

phenyl 2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
63a

Intermediate-
64b

ethyl 2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
64a

Intermediate-
65b

ethyl 2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
65a

Intermediate-
66b

ethyl 2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-
2H-pyrazolo(4,3-c]pyridine-4-carboxylate

Intermediate-
66a

Intermediate-
67b

ethyl 2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
67a

Intermediate-
68b

ethyl 2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate (single enantiomer, antipode of
Intermediate-60b)

Intermediate-
68a

Intermediate-
69b

ethyl 2-(3-chloro-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-
69a

Intermediate-
70b

ethyl 2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
70a

Intermediate-
71b

ethyl 2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-
71a

Intermediate-
72b

ethyl 2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
72a

Intermediate-
73b

ethyl 2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
73a

Intermediate-
74b

ethyl 2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate

Intermediate-
74a

Intermediate-
75b

ethyl 2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-
75a

Intermediate-
76b

ethyl 2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-2H-pyrazolo
[4,3-c]pyridine-4-carboxylate (single enantiomer)

Intermediate-
76a

Intermediate-
77b

ethyl 2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-
77a

{Table 5-4}

Intermediate-78b

ethyl 2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-78a

Intermediate-79b

ethyl 2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxylate (single enantiomer)

Intermediate-79a

Intermediate-80b

ethyl 2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-2H-pyrazolo
[4, 3-c]pyridine-4-carboxylate (single enantiomer, antipode of
Intermediate-76b)

Intermediate-80a

Intermediate-81b

ethyl 2-(4-(difluoromethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxylate

Intermediate-81a
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{Table 6-1}

ID#

data

Intermediate-1e

TH-NMR (300 MHz, CDCl5) § 8.54 (1H, s), 8.05 (1H, s), 7.55 (1H, s), 7.46 (1H, s), 5.54 (2H,
s), 4.76 (2H, q, J = 8.6 Hz), 4.54 (2H, q, J = 7.1 Hz), 2.73 (3H, s), 2.21 (3H, s), 1.48 (3H, t,
7.0 Hz), MS (ESI) m/z: 409 (M+H)*.

Intermediate-2b

1H-NMR (300 MHz, CDCl,) 5 8.64 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 8.06 (1H, d, J = 2.2 Hz),
7.75 (1H, dd, J = 6.2, 1.1 Hz), 7.45 (1H, d, J = 1.1 Hz), 6.14 (1H, tt, J = 55.4, 4.0 Hz), 5.57
(2H, s), 4.60-4.50 (4H, m), 2.19 (3H, s), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 377 (M+H)".

Intermediate-4b

1H-NMR (300 MHz, CDCls) 5 8.66 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 8.24 (1H, d, J = 2.2 Hz),
7.75 (1H, d, J = 6.2 Hz), 7.68 (1H, dd, J = 8.4, 2.2 Hz), 6.89 (1H, d, J = 8.4 Hz), 5.61 (2H,
s), 4.76 (2H, q, J = 8.4 Hz), 4.54 (2H, q, J = 7.0 Hz), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z:
381 (M+H)*.

Intermediate-5b

1H-NMR (300 MHz, DMSO-dg) & 9.10 (1H, s), 8.35 (1H, d, J = 6.6 Hz), 8.32 (1H, d, J = 2.2
Hz), 8.13 (1H, d, J = 2.2 Hz), 7.81 (1H, d, J = 6.6 Hz), 5.78 (2H, s), 5.07 (2H, q, J = 8.8 Hz),
4.42 (2H, q, J = 7.3 Hz), 1.38 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 415 (M+H)*.

Intermediate-6b

TH-NMR (300 MHz, DMSO-dg) § 9.10 (1H, s), 8.34 (1H, d, J = 6.2 Hz), 8.30 (1H,d, J = 1.8
Hz), 8.09 (1H, d, J = 1.8 Hz), 7.80 (1H, d, J = 6.2 Hz), 6.39 (1H, tt, J = 54.7, 3.3 Hz), 5.77
(2H, s), 4.64 (2H, td, J = 15.0, 3.3 Hz), 4.42 (2H, q, J = 7.0 Hz), 1.38 (3H, t, J = 7.0 Hz), MS
(ESI) m/z: 397 (M+H)*.

Intermediate-10b

1H-NMR (300 MHz, CDCl,) 5 8.64 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 8.24 (1H, d, J = 2.6 Hz),
7.75 (1H, d, J = 6.2 Hz), 7.62 (1H, dd, J = 8.4, 2.6 Hz), 6.77 (1H, d, J = 8.4 Hz), 5.60 (2H,
s), 4.58-4.50 (4H, m), 2.68-2.54 (2H, m), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 395 (M+H)*.

Intermediate-11b

1H-NMR (300 MHz, CDCls) 5 8.68 (1H, s), 8.47 (1H, d, J = 6.6 Hz), 8.03 (1H, d, J = 2.2 Hz),
7.76 (1H, d, J = 6.6 Hz), 7.46 (1H, d, J = 2.2 Hz), 5.83 (1H, q, J = 6.6 Hz), 4.76 (2H, q, J =
8.8 Hz), 4.54 (2H, q, J = 7.3 Hz), 2.21 (3H, ), 2.07 (3H, d, J = 6.6 Hz), 1.50 (3H, t, J = 7.3
Hz), MS (ESI) m/z: 409 (M+H)*.

Intermediate-11c

1H-NMR (300 MHz, CDCI3) 5 8.66 (1H, s), 8.56 (1H, d, J = 5.9 Hz), 8.02 (1H, s), 7.84 (1H,
d, J = 6.6 Hz), 7.50-7.42 (3H, m), 7.35-7.25 (3H, m), 5.84 (1H, q, J = 6.6 Hz), 4.75 (2H, q, J
= 8.8 Hz), 2.21 (3H, s), 2.08 (3H, d, J = 6.6 Hz), MS (ESI) m/z: 457 (M+H)+.

Intermediate-12b

TH-NMR (300 MHz, CDCl3) § 8.70 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 8.02 (1H, s), 7.75 (1H,
d, J=6.2 Hz), 7.46 (1H, dd, J = 9.9, 2.2 Hz), 5.62 (2H, s), 4.83 (2H, q, J = 8.4 Hz), 4.55 (2H,
q,J = 7.3 Hz), 1.50 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 399 (M+H)".

Intermediate-13b

TH-NMR (300 MHz, DMSO-dg) § 9.08 (1H, s), 8.35 (1H, s), 8.34 (1H, d, J = 6.2 Hz), 7.86
(1H, dd, J = 8.4, 2.2 Hz), 7.80 (1H, d, J = 5.9 Hz), 6.95 (1H, d, J = 8.4 Hz), 6.64 (1H, tt, J =
51.7,5.1 Hz), 5.77 (2H, s), 4.84 (2H, t, J = 13.9 Hz), 4.42 (2H, q, J = 7.0 Hz), 1.39 (3H, t, J
= 7.0 Hz), MS (ESI) m/z: 413 (M+H)*.

Intermediate-14b

1H-NMR (300 MHz, DMSO-dg) & 9.03 (1H, s), 8.35 (1H, d, J = 5.9 Hz), 7.81 (1H, d, J = 5.9
Hz), 7.43 (2H, d, J = 8.8 Hz), 7.06 (2H, d, J = 8.8 Hz), 5.73 (2H, s), 4.75 (2H, q, J = 8.8 Hz),
4.43 (2H, q, J = 7.3 Hz), 1.39 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 380 (M+H)*.

Intermediate-15b

1H-NMR (300 MHz, CDCls) 5 8.66 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 8.24 (1H, d, J = 2.2 Hz),
7.75 (1H, d, J = 6.2 Hz), 7.68 (1H, dd, J = 8.8, 2.2 Hz), 6.88 (1H, d, J = 8.8 Hz), 5.62 (2H,
s), 4.92-4.74 (2H, m), 4.55 (2H, q, J = 7.0 Hz), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 431
(M+H)*,

{Table 6-2}

Intermediate-19b

TH-NMR (300 MHz, CDCl5) § 8.64 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 8.03 (1H, d, J = 1.8 Hz),
7.76 (1H,d, J = 6.2 Hz), 7.54 (1H, d, J = 1.8 Hz), 7.08 (4H, d, J = 6.6 Hz), 5.58 (2H, s), 4.54
(2H, g, J = 7.0 Hz), 2.33 (3H, s), 1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 407 (M+H)*.
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Intermediate-20b

1H-NMR (300 MHz, CDCly) § 8.50-8.46 (2H, m), 8.1 (1H, s), 7.75 (1H, dd, J = 6.2, 0.7 Hz),
6.77 (1H, s), 5.64 (2H, s), 4.77 (2H, q, J = 8.4 Hz), 4.52 (2H, q, J = 7.3 Hz), 2.26 (3H, s),
1.48 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 395 (M+H)*.

Intermediate-21b

1H-NMR (300 MHz, CDCls) 5 8.63 (1H, s), 8.48 (1H, d, J = 5.9 Hz), 8.07 (1H, d, J = 2.2 Hz),
7.75 (1H, d, J = 5.9 Hz), 7.43 (1H, d, J = 2.2 Hz), 5.56 (2H, s), 4.59-4.50 (4H, m), 2.71-2.54
(2H, m), 2.16 (3H, s), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 409 (M+H)*.

Intermediate-22b

1H-NMR (300 MHz, CDCls) 5 8.81 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 7.75 (1H, d, J = 6.2 Hz),
7.34 (1H, s), 5.89 (2H, s), 4.94 (2H, q, J = 8.4 Hz), 4.55 (2H, q, J = 7.0 Hz), 2.26 (3H, s),
1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 396 (M+H)*.

Intermediate-23b

TH-NMR (300 MHz, CDCl3) § 8.78 (1H, s), 8.47 (1H, d, J = 6.6 Hz), 8.13 (1H, s), 7.75 (1H,
d, J = 6.6 Hz), 7.15 (1H, s), 5.70 (2H, s), 4.55 (2H, q, J = 7.3 Hz), 4.44 (2H, g, J = 8.1 Hz),
2.26 (3H, s), 1.50 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 395 (M+H)".

Intermediate-24b

TH-NMR (300 MHz, CDCl3) § 8.66 (1H, s), 8.49 (1H, d, J = 5.9 Hz), 7.80-7.74 (2H, m), 7.12
(1H,d, J = 1.8 Hz), 5.60 (2H, s), 4.83 (2H, q, J = 8.4 Hz), 4.54 (2H, q, J = 7.3 Hz), 3.84 (3H,
s), 1.49 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 411 (M+H)*.

Intermediate-25b

1H-NMR (300 MHz, CDCl5) 5 8.60 (1H, s), 8.46 (1H, d, J = 5.9 Hz), 7.75 (1H, d, J = 6.2 Hz),
7.24-7.19 (2H, m), 6.81-6.77 (1H, m), 5.57 (2H, s), 4.53 (2H, g, J = 7.0 Hz), 4.35 (2H, q, J
= 8.1 Hz), 2.25 (3H, s), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 394 (M+H)*.

Intermediate-26b

1H-NMR (300 MHz, DMSO-dg) & 8.99 (1H, s), 8.33 (1H, d, J = 5.9 Hz), 7.80 (1H, d, J = 5.9
Hz), 7.27 (1H, s), 7.25 (1H, d, J = 5.9 Hz), 6.99 (1H, d, J = 8.8 Hz), 6.36 (1H, tt, J = 54.7,
3.3 Hz), 5.66 (2H, s), 4.41 (2H, g, J = 7.3 Hz), 4.28 (2H, td, J = 14.7, 3.3 Hz), 2.13 (3H, s),
1.38 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 376 (M+H)*.

Intermediate-27b

TH-NMR (300 MHz, DMSO-dg) § 9.08 (1H, s), 8.35 (1H, d, J = 5.9 Hz), 8.19 (1H, d, J = 2.2
Hz), 7.82 (1H, d, J = 6.6 Hz), 7.71 (1H, s), 6.66 (1H, tt, J = 52.1, 5.1 Hz), 5.74 (2H, s), 4.85
(2H, t, J = 13.9 Hz), 4.43 (2H, q, J = 7.3 Hz), 2.15 (3H, s), 1.40 (3H, t, J = 7.3 Hz), MS (ESI)
miz: 427 (M+H)*.

Intermediate-28b

TH-NMR (300 MHz, CDCl5) 5 8.71 (1H, s), 8.50 (1H, d, J = 6.2 Hz), 7.77 (1H, d, J = 6.2 Hz),
6.67 (1H, s), 6.50 (1H, s), 5.59 (2H, s), 4.74 (2H, q, J = 8.8 Hz), 4.56 (2H, q, J = 7.0 Hz),
2.41 (3H, s), 1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 395 (M+H)".

Intermediate-30b

1H-NMR (300 MHz, DMSO-dg) § 9.11 (1H, s), 8.89 (1H, s), 8.66 (1H, d, J = 2.2 Hz), 8.40-8.30
(2H, m), 8.05 (1H, d, J = 8.8 Hz), 7.84 (1H, d, J = 5.9 Hz), 6.65 (1H, d, J = 2.2 Hz), 5.94 (2H,
s), 4.44 (2H, g, J = 6.6 Hz), 1.40 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 417 (M+H)*.

Intermediate-31b

1H-NMR (300 MHz, DMSO-dg) 8 9.06 (1H, s), 8.35 (1H, d, J = 5.9 Hz), 8.15 (1H, s), 7.81
(1H, d, J = 5.9 Hz), 7.49 (1H, s), 5.71 (2H, s), 4.47-4.37 (4H, m), 4.13 (2H, q, J = 9.5 Hz),
3.95-3.90 (2H, m), 2.11 (3H, s), 1.40 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 439 (M+H)*.

Intermediate-32b

1H-NMR (300 MHz, DMSO-dg) & 8.90 (1H, s), 8.35 (1H, d, J = 5.9 Hz), 7.80 (1H, d, J = 6.6
Hz), 7.70 (1H, d, J = 8.0 Hz), 6.56 (1H, d, J = 8.1 Hz), 5.69 (2H, s), 5.02 (2H, q, J = 8.8 Hz),
4.43 (2H, q, J = 7.3 Hz), 3.91 (3H, s), 1.40 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 411 (M+H)*.

{Table 6-3}

Intermediate-33b

TH-NMR (300 MHz, CDCl5) 5 8.81 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 7.74 (1H, d, J = 6.2 Hz),
7.52 (2H, d, J = 8.8 Hz), 6.94 (2H, d, J = 8.8 Hz), 4.91 (2H, t, J = 5.1 Hz), 4.60-4.53 (4H, m),
1.52 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 380 (M+H)*.

Intermediate-34b

TH-NMR (300 MHz, DMSO-dg) § 9.09 (1H, s), 8.36 (1H, d, J = 5.9 Hz), 8.25 (1H, s), 7.80
(1H, d, J = 5.9 Hz), 5.88 (2H, s), 5.05 (2H, q, J = 9.5 Hz), 4.45 (2H, q, J = 7.3 Hz), 2.38 (3H,
s), 1.39 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 396 (M+H)*.
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Intermediate-35b

1H-NMR (300 MHz, DMSO-dg) & 9.07 (1H, s), 8.35 (1H, d, J = 5.9 Hz), 8.18 (1H, d, J = 2.2
Hz), 7.82 (1H, d, J = 5.9 Hz), 7.69 (1H, d, J = 2.2 Hz), 5.74 (2H, s), 4.56 (2H, t, J = 12.5 Hz),
4.44 (2H, q,J = 7.3 Hz), 2.15 (3H, s), 1.73 (3H, t, J = 19.1 Hz), 1.40 (3H, t, J = 7.3 Hz), MS
(ESI) m/z: 391 (M+H)*.

Intermediate-37b

1H-NMR (300 MHz, CDCl,) § 8.60-8.56 (2H, m), 8.00 (1H, s), 7.84 (1H, d, J =6.6 Hz), 7.46
(2H, t, J = 8.0 Hz), 7.34-7.26 (3H, m), 7.22 (1H, s), 5.56 (2H, s), 4.77 (2H, g, J =8.0 Hz),
2.18-2.01 (1H, m), 1.00-0.95 (2H, m), 0.69-0.65 (2H, m), MS (ESI) m/z: 469 (M+H)*.

Intermediate-38b

TH-NMR (300 MHz, CDCl3) § 8.73 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 8.36 (1H, s), 8.27 (1H,
s), 7.77 (1H, d, J = 6.2 Hz), 7.64 (2H, s), 5.69 (2H, s), 4.55 (2H, g, J = 7.0 Hz), 2.57 (3H, s),
1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 397 (M+H)*.

Intermediate-39b

TH-NMR (300 MHz, CDCl,) 5 8.66 (1H, s), 8.56 (1H, d, J = 5.9 Hz), 8.02 (1H, d, J = 2.2 Hz),
7.84 (1H, d, J = 5.9 Hz), 7.50-7.43 (3H, m), 7.35-7.25 (3H, m), 5.84 (1H, q, J = 6.6 Hz), 4.75
(2H, g, J = 8.8 Hz), 2.21 (3H, s), 2.08 (3H, d, J = 6.6 Hz), MS (ESI) m/z: 457 (M+H)*.

Intermediate-40b

1H-NMR (300 MHz, DMSO-dg) § 9.13 (1H, s), 8.37 (1H, d, J = 5.9 Hz), 7.93 (2H, d, J = 8.1
Hz), 7.82 (1H, d, J = 5.9 Hz), 7.54 (2H, t, J = 8.1 Hz), 7.39 (1H, 1, J = 7.3 Hz), 6.03 (2H, s),
4.45 (2H, q, J = 6.6 Hz), 2.35 (3H, s), 1.41 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 363 (M+H)*.

Intermediate-41b

1H-NMR (300 MHz, DMSO-dg) 8 9.11 (1H, s), 8.37 (1H, d, J = 5.9 Hz), 7.84-7.79 (2H, m),
6.98-6.93 (2H, m), 5.86 (2H, s), 4.89 (2H, q, J = 9.5 Hz), 4.45 (2H, g, J = 7.3 Hz), 1.41 (3H,
t, J = 7.3 Hz), MS (ESI) m/z: 381 (M+H)*.

Intermediate-42b

1H-NMR (300 MHz, DMSO-dg) & 9.05 (1H, s), 8.35 (1H, d, J = 5.9 Hz), 8.13 (1H, d, J = 2.2
Hz), 7.81 (1H, d, J = 5.9 Hz), 7.61 (1H, d, J = 2.2 Hz), 5.69 (2H, s), 4.43 (2H, q, J = 7.3 Hz),
4.10 (2H, d, J = 6.6 Hz), 2.11 (3H, s), 1.39 (3H, t, J = 7.3 Hz), 1.28-1.15 (1H, m), 0.55-0.48
(2H, m), 0.32-0.28 (2H, m), MS (ESI) m/z: 367 (M+H)*.

Intermediate-43b

TH-NMR (300 MHz, CDCl3) 5 8.60 (1H, s), 8.47 (1H, d, J = 6.2 Hz), 8.12 (1H, s), 7.75 (1H,
d,J=6.2Hz),7.32 (2H, s), 5.52 (2H, s), 4.53 (2H, q, J = 7.0 Hz), 4.51-4.45 (1H, m), 4.32-4.20
(2H, m), 2.12 (3H, ), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 394 (M+H)".

Intermediate-44b

TH-NMR (300 MHz, CDCl,) 5 8.67 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 7.76 (1H, d, J = 6.2 Hz),
7.26-7.21 (3H, m), 5.62 (2H, s), 4.54 (2H, g, J = 7.0 Hz), 2.30 (3H, s), 1.49 (3H, t, J = 7.0
Hz), MS (ESI) m/z: 380 (M+H)*.

Intermediate-45b

1H-NMR (300 MHz, CDCl5) § 8.73 (1H, s), 8.51 (1H, d, J = 6.2 Hz), 8.13 (1H, d, J = 5.1 Hz),
7.77 (1H, d, J = 6.2 Hz), 6.84 (1H, d, J = 5.1 Hz), 6.68 (1H, s), 5.65 (2H, ), 4.75 (2H, q, J =
8.4 Hz), 4.55 (2H, q, J = 7.0 Hz), 1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 381 (M+H)".

Intermediate-47b

1H-NMR (300 MHz, CDCls) & 8.55-8.45 (2H, m), 8.36 (1H, d, J = 7.7 Hz), 8.15 (1H, s),
7.88-7.76 (2H, m), 7.73-7.61 (2H, m), 5.99 (2H, s), 5.00 (2H, g, J = 8.4 Hz), 4.46 (2H, q, J
= 7.0 Hz), 1.42 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 431 (M+H)*.

{Table 6-4}

Intermediate-48b

TH-NMR (300 MHz, DMSO-dg) 5 9.08 (1H, s), 8.36 (1H, d, J = 5.9 Hz), 7.83 (1H, d, J = 5.9
Hz), 7.42 (2H, d, J = 8.1 Hz), 7.35 (2H, d, J = 8.1 Hz), 5.80 (2H, s), 4.64 (2H, s), 4.44 (2H,
q,J = 7.3 Hz), 4.08 (2H, q, J = 9.5 Hz), 1.40 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 394 (M+H)*.

Intermediate-49b

MS (ESI) m/z: 377 (M+H)*.

Intermediate-50b

TH-NMR (300 MHz, CDCl,) § 8.56 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 7.76 (1H, d, J = 6.2 Hz),
7.51 (1H, s), 7.35-7.26 (1H, m), 7.20-7.11 (1H, m), 6.77 (1H, s), 5.87 (2H, s), 4.49 (2H, q, J
= 7.0 Hz), 3.68 (3H, s), 1.45 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 419 (M+H)*.

Intermediate-51b

TH-NMR (300 MHz, CDCl,) & 8.64 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 7.76 (1H, dd, J = 6.2,
0.9 Hz), 7.42 (1H, d, J = 2.2 Hz), 7.35-7.22 (1H, m), 6.94 (1H, d, J = 8.4 Hz), 6.14 (1H, tt, J
=55.0, 4.0 Hz), 5.58 (2H, s), 4.54 (2H, q, J = 7.3 Hz), 4.24 (2H, td, J = 12.8, 4.0 Hz), 1.49
(3H, t, J = 7.3 Hz), MS (ESI) m/z: 396 (M+H)*.
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Intermediate-52b

1H-NMR (300 MHz, CDCl3)  8.70 (1H, s), 8.50-8.46 (2H, m), 7.76 (1H, d, J = 5.5 Hz), 7.49
(1H, s), 5.66 (2H, s), 4.81 (2H, s), 4.55 (2H, q, J = 7.0 Hz), 3.88 (2H, g, J = 8.8 Hz), 2.38
(3H, s), 1.50 (3H, t, J = 6.9 Hz), MS (ESI) m/z: 409 (M+H)*.

Intermediate-53b

1H-NMR (300 MHz, CDCls) 5 8.68 (1H, s), 8.58 (1H, d, J = 5.9 Hz), 7.85 (1H, d, J = 5.9 Hz),
7.49-7.39 (3H, m), 7.34-7.21 (6H, m), 5.69 (2H, s), 4.44 (2H, g, J = 8.1 Hz), 2.26 (3H, s),
1.50 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 414 (M+H)*.

Intermediate-54b

1H-NMR (300 MHz, CDCl3) 5 8.78 (1H, s), 8.57 (1H, d, J = 6.6 Hz), 8.18 (1H, s), 7.83 (1H,
d, J = 6.6 Hz), 7.55-7.45 (3H, m), 7.35-7.27 (3H, m), 5.02-4.96 (4H, m), MS (ESI) m/z: 447
(M+H)*,

Intermediate-55b

TH-NMR (300 MHz, CDCl,) 5 8.80 (1H, s), 8.47 (1H, d, J = 5.9 Hz), 8.35 (1H, d, J = 2.2 Hz),
7.75 (1H, d, J = 6.2 Hz), 7.32-7.23 (2H, m), 5.75 (2H, s), 4.55 (2H, g, J = 7.0 Hz), 4.47 (2H,
t,J = 12.8 Hz), 1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 431 (M+H)*.

Intermediate-56b

TH-NMR (300 MHz, CDCl5) § 8.66 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 7.76 (1H, d, J = 6.2 Hz),
7.38 (2H, d, J = 8.8 Hz), 7.24 (2H, d, J = 8.8 Hz), 5.91 (1H, tt, J = 52.7, 2.6 Hz), 5.67 (2H,
s), 4.54 (2H, g, J = 7.0 Hz), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 398 (M+H)*.

Intermediate-57b

1H-NMR (300 MHz, DMSO-dg) § 9.05 (1H, s), 8.37-8.33 (2H, m), 7.84-7.77 (1H,m), 7.57-7.40
(2H, m), 6.68 (1H, tt, J = 52.1 and 5.1 Hz), 5.86 (2H, s), 4.70 (2H, t, J = 13.9 Hz), 4.45 (2H,
q,J = 6.6 Hz), 1.41 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 413 (M+H)".

Intermediate-58b

1H-NMR (300 MHz, CDCl) 5 8.70 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 8.14 (1H, d, J = 2.2 Hz),
7.76-7.74 (2H, m), 6.05 (1H, tt, J = 52.7, 4.7 Hz), 5.60 (2H, s), 4.78 (2H, t, J = 12.1 Hz), 4.55
(2H, g, J = 7.0 Hz), 1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 447 (M+H)*.

Intermediate-59b

1H-NMR (300 MHz, CDCls) 5 8.69 (1H, s), 8.58 (1H, d, J = 5.9 Hz), 7.85 (1H, d, J = 6.2 Hz),
7.62 (2H, s), 7.53-7.44 (4H, m), 7.34-7.27 (3H, m), 5.73 (2H, s), MS (ESI) m/z: 398 (M+H)*.

Intermediate-60b

1H-NMR (300 MHz, CDCl3) 5 8.82 (1H, s), 8.46 (1H, d, J = 6.6 Hz), 8.12 (1H, s), 7.74 (1H,
d, J = 6.6 Hz), 7.12 (1H, s), 5.92 (1H, q, J = 7.4 Hz), 4.55 (2H, q, J = 7.3 Hz), 4.43 (2H, q, J
=8.0 Hz), 2.24 (3H, 5), 2.10 (3H, d, J = 7.4 Hz), 1.50 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 409
(M+H)*,

Intermediate-61b

TH-NMR (300 MHz, CDCl,) 5 8.66 (1H, s), 8.57 (1H, d, J = 5.9 Hz), 8.44 (1H, d, J = 2.2 Hz),
7.84 (1H, d, J = 5.9 Hz), 7.49-7.43 (3H, m), 7.34-7.27 (3H, m), 5.64 (2H, s), 3.03-2.98 (2H,
m), 2.71-2.57 (2H, m), 2.23 (3H, s), MS (ESI) m/z: 441 (M+H)*.

Intermediate-62b

MS (ESI) m/z: 409 (M+H)*.

{Table 6-5)

Intermediate-63b

1H-NMR (300 MHz, CDCl3) § 8.67 (1H, s), 8.58 (1H, d, J = 6.6 Hz), 8.12 (1H, s), 7.84 (1H,
d,J=6.6 Hz), 7.72 (1H, d, J = 2.2 Hz), 7.47 (2H, t, J = 7.3 Hz), 7.35-7.26 (3H, m), 5.60 (2H,
s), 4.54 (2H, t, J = 11.7 Hz), 1.76 (3H, t, J = 18.3 Hz), MS (ESI) m/z: 459 (M+H)*.

Intermediate-64b

1H-NMR (300 MHz, CDCls) 5 8.68 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 8.13 (1H, d, J = 2.2 Hz),
7.75 (1H, d, J = 5.9 Hz), 7.70 (1H, d, J = 1.8 Hz), 5.58 (2H, s), 4.62 (2H, t, J = 6.6 Hz), 4.55
(2H, g, J = 7.0 Hz), 2.74-2.58 (2H m), 1.50 (3H, 1, J = 7.3 Hz), MS (ESI) m/z: 429 (M+H)*.

Intermediate-65b

1H-NMR (300 MHz, CDCl3) 5 8.85 (1H, s), 8.48 (1H, d, J = 5.9 Hz), 8.08 (1H, s), 7.72 (1H,
d, J = 6.2 Hz), 7.59 (1H, d, J = 7.3 Hz), 7.46 (1H, d, J = 8.8 Hz), 6.02 (2H, s), 4.53 (2H, q, J
= 7.3 Hz), 3.96 (3H, s), 1.48 (3H, t, J = 6.9 Hz), MS (ESI) m/z: 404 (M+H)*.

Intermediate-66b

TH-NMR (300 MHz, CDCl3) § 8.78 (1H, s), 8.47 (1H, d, J = 6.0 Hz), 8.14 (1H, s), 7.75 (1H,
d, J = 6.0 Hz), 7.14 (1H, s), 6.02 (1H, tt, J = 52.9, 4.0 Hz), 5.70 (2H, s), 4.55 (2H, q, J = 7.3
Hz), 4.45 (2H, 1, J = 11.7 Hz), 2.23 (3H, s), 1.50 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 427 (M+H)*.
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(continued)

Intermediate-67b

1H-NMR (300 MHz, DMSO-dg) & 8.66 (1H, s), 8.49 (1H, d, J = 5.9 Hz), 8.11 (1H, d, J = 2.2
Hz), 7.75 (1H, d, J = 5.9 Hz), 7.67 (1H, d, J = 2.2 Hz), 5.57 (2H, s), 4.55 (2H, q, J = 7.0 Hz),
4.23 (2H, d, J = 7.4 Hz), 1.50 (3H, t, J = 7.0 Hz), 1.38-1.20 (1H, m), 0.66-0.56 (2H, m),
0.42-0.32 (2H, m), MS (ESI) m/z: 387 (M+H)*.

Intermediate-68b

1H-NMR (300 MHz, CDCl3) 5 8.83 (1H, s), 8.46 (1H, d, J = 6.6 Hz), 8.12 (1H, s), 7.75 (1H,
d, J =5.9Hz), 7.12 (1H, s), 5.93 (1H, g, J = 6.6 Hz), 4.55 (2H, q, J = 7.3 Hz), 4.43 (2H, q, J
=7.3 Hz), 2.25 (3H, s), 2.10 (3H, d, J = 7.3 Hz), 1.50 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 409
(M+H)*,

Intermediate-69b

TH-NMR (300 MHz, CDCl,) § 8.65 (1H, s), 8.49 (1H, d, J = 6.2 Hz), 7.76 (1H, d, J = 6.2 Hz),
7.43 (1H, d, J = 2.2 Hz), 7.25 (1H, dd, J = 8.4, 2.2 Hz), 6.97 (1H, d, J = 8.4 Hz), 5.59 (2H,
s), 4.54 (2H, q, J = 7.1 Hz), 4.40 (2H, q, J = 8.0 Hz), 1.50 (3H, t, J = 7.1 Hz), MS (ESI) m/z:
414 (M+H)*.

Intermediate-70b

1H-NMR (300 MHz, CDCls) 5 8.63 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 8.09 (1H, d, J = 2.2 Hz),
7.76 (1H, d, J = 6.2 Hz), 7.49-7.37 (3H, m), 7.10-6.98 (2H, m), 5.56 (2H, s), 5.37 (2H, s),
4.54 (2H, q, J = 6.9 Hz), 2.20 (3H, s), 1.49 (3H, t, J = 6.9 Hz), MS (ESI) m/z: 421 (M+H)*.

Intermediate-71b

1H-NMR (300 MHz, CDCls) 5 8.62 (1H, s), 8.47 (1H, d, J = 6.2 Hz), 8.04 (1H, d, J = 2.0 Hz),
7.76 (1H,d, J = 6.2 Hz), 7.38 (1H, d, J = 2.0 Hz), 5.54 (2H, s), 5.21 (1H, quintet, J = 7.0 Hz),
4.53 (2H, q, J = 7.0 Hz), 2.53-2.38 (2H, m), 2.20-2.07 (2H, m), 2.16 (3H, s), 1.94-1.60 (2H,
m), 1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 367 (M+H)*.

Intermediate-72b

TH-NMR (300 MHz, CDCl3) § 8.75 (1H, s), 8.46 (1H, d, J = 5.9 Hz), 8.09 (1H, s), 7.75 (1H,
d, J = 5.9 Hz), 7.11 (1H, s), 5.68 (2H, s), 4.54 (2H, q, J = 7.0 Hz), 3.90 (2H, d, J = 6.6 Hz),
2.22 (3H, s), 1.49 (3H, t, J = 7.0 Hz), 1.34-1.20 (1H, m), 0.69-0.58 (2H, m), 0.40-0.30 (2H,
m), MS (ESI) m/z: 367 (M+H)*.

Intermediate-73b

1H-NMR (300 MHz, CDCl5) 5 8.81 (1H, s), 8.49 (1H, d, J = 5.9 Hz), 7.75 (1H, d, J = 5.9 Hz),
7.34 (1H, s), 5.99 (1H, tt, J = 53.4, 4.3 Hz), 5.89 (2H, s), 4.95 (2H, t, J = 12.5 Hz), 4.55 (2H,
q,J = 7.3 Hz), 2.24 (3H, s), 1.50 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 428 (M+H)*.

{Table 6-6}

Intermediate-74b

TH-NMR (300 MHz, CDCl3) § 8.77 (1H, s), 8.47 (1H, d, J = 6.0 Hz), 8.1 (1H, s), 7.75 (1H,
d, J = 6.0 Hz), 7.14 (1H, s), 5.70 (2H, s), 4.55 (2H, q, J = 7.0 Hz), 4.19 (2H, t, J = 11.0 Hz),
2.24 (3H, s), 1.78 (3H, t, J = 18.7 Hz), 1.50 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 391 (M+H)*.

Intermediate-75b

TH-NMR (300 MHz, CDCl5) 5 8.59 (1H, s), 8.47 (1H, d, J = 6.2 Hz), 7.76 (1H, d, J = 6.2 Hz),
7.24-7.18 (2H, m), 6.78 (1H, d, J = 8.8 Hz), 5.57 (2H, s), 4.53 (2H, g, J = 7.3 Hz), 4.10 (2H,
t,J = 11.0 Hz), 2.24 (3H, s), 1.79 (3H, t, J = 18.7 Hz), 1.49 (3H, t, J = 7.3 Hz), MS (ESI) m/z:
390 (M+H)*.

Intermediate-76b

1H-NMR (300 MHz, CDCl,) § 8.61 (1H, s), 8.46 (1H, d, J = 6.0 Hz), 7.76 (1H, d, J = 6.0 Hz),
7.21-7.13 (2H, m), 6.77 (1H, d, J = 9.2 Hz), 6.09 (1H, tt, J = 55.0 and 4.0 Hz), 5.82 (1H, q,
J=6.9 Hz), 4.53 (2H, q, J = 7.3 Hz), 4.17 (2H, td, J = 13.0 and 4.0 Hz), 2.22 (3H, s), 2.06
(3H, d, J = 6.9 Hz), 1.49 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 390 (M+H)*.

Intermediate-77b

1H-NMR (300 MHz, CDCls) 5 8.64 (1H, s), 8.48 (1H, d, J = 5.9 Hz), 7.77 (1H, d, J = 5.9 Hz),
7.02 (2H, s), 6.07 (1H, tt, J = 55.0 and 4.4 Hz), 5.54 (2H, s), 4.54 (2H, q, J = 6.6 Hz), 3.99
(2H,1d, J = 13.9and 4.4 Hz), 2.27 (6H, s), 1.49 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 390 (M+H)*.

Intermediate-78b

TH-NMR (300 MHz, CDCl,) § 8.62 (1H, s), 8.48 (1H, d, J = 6.2 Hz), 7.76 (1H, d, J = 5.9 Hz),
7.18 (1H, d, J = 7.3 Hz), 6.94 (1H, d, J = 7.7 Hz), 6.79 (1H, s), 6.09 (1H, tt, J = 54.9 and 4.0
Hz), 5.60 (2H, s), 4.53 (2H, g, J = 7.0 Hz), 4.14 (2H, td, J = 12.8 and 4.0 Hz), 2.23 (3H, s),
1.49 (3H, t, J = 7.0 Hz), MS (ESI) m/z: 376 (M+H)*.
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(continued)

Intermediate-79b

1H-NMR (270 MHz, CDCls) 5 8.60 (1H, s), 8.46 (1H, d, J = 6.3 Hz), 7.76 (1H, d, J = 6.3 Hz),
7.22-7.14 (2H, m), 6.77 (1H, d, J = 8.9 Hz), 5.82 (1H, g, J = 6.9 Hz), 4.53 (2H, q, J = 7.2 Hz),
4.09 (2H, t, J = 11.3 Hz), 2.23 (3H, s), 2.06 (3H, d, J = 6.9 Hz), 1.78 (3H, 1, J = 18.8 Hz),
1.48 (3H, t, J = 7.2 Hz), MS (ESI) m/z: 404 (M+H)*.

Intermediate-80b

1H-NMR (270 MHz, CDCls) 5 8.62 (1H, s), 8.46 (1H, d, J = 6.0 Hz), 7.76 (1H, d, J = 6.0 Hz),
7.22-7.13 (2H, m), 6.77 (1H, d, J = 9.2 Hz), 6.09 (1H, tt, J = 55.3 and 4.0 Hz), 5.82 (1H, q,
J=6.9 Hz), 4.53 (2H, q, J = 7.3 Hz), 4.17 (2H, td, J = 12.9 and 4.0 Hz), 2.22 (3H, s), 2.06
(3H, d, J = 6.9 Hz), 1.49 (3H, t, J = 7.3 Hz), MS (ESI) m/z: 390 (M+H)*.

Intermediate-81b

TH-NMR (270 MHz, CDCl,) 5 8.64 (1H, s), 8.48 (1H, d, J = 5.9 Hz), 7.76 (1H, d, J = 5.9 Hz),
7.26-7.18 (2H, m), 7.08 (1H, d, J = 7.9 Hz), 6.49 (1H, 1, J = 73.8 Hz), 5.60 (2H, s), 4.54 (2H,
q,J = 6.6 Hz), 2.28 (3H, s), 1.49 (3H, t, J = 6.6 Hz), MS (ESI) m/z: 362 (M+H)*.

Example Synthesis Part

[0327] Example compounds (Example-1 to 649) are prepared as follows.

Representative procedure for Method G

[0328] The following preparation of Example 1 represents the Method G.

{Example 1}: N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide

[0329]

{Chem. 14}

[0330] A mixture of 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine (20
mg, 0.056 mmol, Intermediate-1a), isopbutyramide (15 mg, 0.17 mmol), tirs(dibenzylideneacetone)dipalladium(0) (1 mg,
1 micromol), 4,5-bis(diphenylphosphino)-9,9-dimethylxanthene (2 mg, 3 micromol), and tripotassium phosphate (18 mg,
0.084 mmol) in dioxane (2 mL) is stirred at 170 °C for 20 minutes under microwave irradiation. After cooling to rt, the
resulting mixture is filtered through a short column of NH-gel eluting with EtOAc, and the filtrate is concentrated. The
residue is purified by a strong cation exchange cartridge (BondElute(registered trademark) SCX, 1 g/6 mL, Varian Inc.)
and then by preparative LC-MS to give 9.3 mg (40% yield) of the title compound.

Representative procedure for Method H
[0331] The following preparation of Example 33 represents the Method H.

{Example 33}: N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide

[0332]
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{Chem. 15}

[0333] To a mixture of 2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H -pyrazolo[4,3-c]pyridine-4-carbox-
ylic acid (16 mg, 0.044 mmol, Intermediate-1c) and triethylamine (0.06 mL, 0.4 mmol) in DMF (1 mL) is added HBTU
(33 mg, 0.087 mmol). After stirring at rt for 10 minutes, isopropylamine (0.022 mL, 0.26 mmol) is added to the mixture.
Atfter stirring at 60 °C for 1 hour, the mixture is diluted with EtOAc (3 mL). The organic layer is washed with water (3
mL), dried over sodium sulfate, and concentrated in vacuo. The residue is filtered through NH-gel eluting with EtOAc,
and the filtrate is concentrated in vacuo. The residue is purified by preparative LC-MS to give 4.6 mg (26% yield) of the
titte compound.

Representative procedure for Method J
[0334] The following preparation of Example 289 represents the Method J.

{Example 289}: 2-(2-((3-chloro-5-(trifluoromethyl)pyridin-2-yl)oxy)ethyl)-N-methyl-2H - pyrazolo[4,3-c]pyridine-4-car-
boxamide

[0335]

{Chem. 16}

HN—
[0336] A mixture of phenyl 2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxylate (15 mg, 0.032 mmol, Intermediate-36b) and 40% aqueous methylamine solution (0.1 mL) in THF (1 mL) is

stirred at 80 °C for 2 hours. After removing the solvent, the residue is purified by preparative LC-MS to give 8.6 mg (66%
yield) of the title compound.

Representative procedure for Method K
[0337] The following preparation of Example 143 represents the Method K.

{Example 143}: N-methyl-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide

[0338]
{Chem. 17}
DS
F z =( N
oo
0
HN—
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[0339] A mixture of ethyl 2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxylate (15 mg, 0.038 mmol, Intermediate-20b) and 40% aqueous methylamine solution (2 mL) is stirred at 60 °C for
30 minutes. After cooling to rt, the mixture is diluted with EtOAc (2 mL) and washed with water (2 mL). The organic layer
is dried over sodium sulfate and concentrated. The residue is purified by a strong cation exchange cartridge (BondE-

lute(registered trademark) SCX, 1 g/6 mL, Varian Inc.) and then by preparative LC-MS to give 6.0 mg (42% yield) of the
titte compound.

Representative procedure for Method L
[0340] The following preparation of Example 141 represents the Method L.

{Example 141}: N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide

[0341]

{Chem. 18}

[0342] A mixture of ethyl 2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H - pyrazolo[4,3-c]pyridine-4-car-
boxylate (1.10 g, 2.79 mmol, Intermediate-1b) and 2-aminoethanol (3.41 g, 55.8 mmol) in EtOH (20 mL) is stirred at 60
°C for 3 hours. After evaporation of the solvent, the residue is diluted with EtOAc (200 mL) and washed with water (100
mL) and brine (100 mL). The organic layer is dried over sodium sulfate and concentrated in vacuo. The residual solid
is washed with diisopropyl ether-EtOAc to give 1.13 g (99% yield) of the title compound as a white powder.

Representative procedure for Method M
[0343] The following preparation of Example 30 represents the Method M.

{Example 30}: 4-methoxy-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl) -2H-pyrazolo[4,3-c]pyridine

[0344]
{Chem. 19}
O V5
F p” ==
FT\O N =N
0
\

[0345] The title compound is prepared in 41 % yield (72 mg, a yellow oil) from 4-chloro-2-((5-methyl-6-(2,2,2-trifluor-
oethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3 -c]pyridine (180 mg, 0.51 mmol, Intermediate-1a) using MeOH as a solvent
in a similar manner to Step-2 of Intermediate-A14.

Representative procedure for Method N

[0346] The following preparation of Example 55 represents the Method N.
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{Example 55}: 4-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridin-4-yl)morpholine

[0347]

{Chem. 20}

F z =( N\
0" N

=T @

(N

o/
[0348] A mixture of 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine (20
mg, 0.056 mmol, Intermediate-1a), morpholine (49 mg, 0.56 mmol), and potassium carbonate (47 mg, 0.34 mmol) in
DMA (1.5 mL) is stirred at 120 °C for 3 hours. After cooling to rt, the mixture is diluted with EtOAc (5 mL) and washed
with water (5 mL). The organic layer is dried over sodium sulfate and concentrated. The residue is purified by a strong
cation exchange cartridge (BondElute(registered trademark) SCX, 1 g/6 mL, Varian Inc.) and then by preparative LC-
MS to give 8.5 mg (37% yield) of the title compound.
Representative procedure for Method P
[0349] The following preparation of Example 64 represents the Method P.

{Example 64}: 2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-4-(1H-pyrazol-5-yl) -2H-pyrazolo[4,3-c]pyridine

[0350]

{Chem. 21}

[0351] A mixture of 4-chloro-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H - pyrazolo[4,3-c]pyridine (25
mg, 0.070 mmol, Intermediate-1a), (1H-pyrazol-5-yl)boronic acid hydrate (27 mg, 0.21 mmol), tris(dibenzylideneace-
tone)dipalladium(0) (13 mg, 0.014 mmol), 2-dicyclohexylphosphino-2’,6’-dimethoxybiphenyl (12 mg, 0.028 mmol), and
potassium phosphate (45 mg, 0.21 mmol) in DMF (1 mL) is stirred at 100 °C for 16 hours. After cooling to rt, the mixture
is diluted with EtOAc (5 mL) and washed with water (5 mL). The organic layer is dried over sodium sulfate and concen-
trated. The residue is purified by a strong cation exchange cartridge (BondElute(registered trademark) SCX, 1 g/6 mL,
Varian Inc.) and then by preparative LC-MS to give 2.9 mg (11% yield) of the title compound.

[0352] The following examples are prepared using the Method G, H, J, K, L, M, or N from starting materials and
reagents shown in Table 7-1 to 7-55 and Table 8-1 to 8-15. The retention time and observed MS (positive or negative
mode) by LC-MS of all examples are described in Table 9-1 to 9-5. TH-NMR data of Example 1, 2, 69, 141, 149, 158,
166, 172, 174, 179, 183, 199, 220, 222, 223, 288, 301, 343, 462, and 518 are described in Table 10-1 to 10-2.
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{Table 7-1}
Structure Name Starting Material Reagent method
) 2-hydroxy-2-methyl-N-(2-((5- SN o
E 'M’ == _‘[\; methyl-6-(2,2,2- EH/\(;ENT ‘QQ HzNA\ﬁ)H
F HN trifluoroethoxy)pyridin-3-yl) F ol G
OH methyl)-2H-pyrazolo[4,3-c] _
pyridin-4-yl)propanamide Intermediate-1a
N N-(2-((5-methyl-6-(2,2,2- » NN o
P Ojl/r\;‘/\ %:‘} trifluoroethoxy)pyridin-3-yl) EXADYND/\ ‘k@ HaNT 5
F e methyl)-2H-pyrazolo[4,3-c] ) ol
o] pyridin-4-yl)acetamide Intermediate-1a
oM N-(2-((6-(2.2-difluoroethoxy)- N
DS IJ’“ ™
R CI\;’]/\Q 5-methylpyridin-3-yl)methyl)- NN LQ Heh G
F HN),_< 2H-pyrazolo[4,3-c]pyridin-4-yl) F a
d isobutyramide Intermediate-2a
Ty, N-(2-((6-(2,2-difluoroethoxy)- » N, o
F\r’\g@/\ ﬂ 5-methylpyridin-3-yl)methyl)- F\r’\;‘@/\ §Q TN .
F e 2H-pyrazolo[4,3-c]pyridin-4-yl) F ol
I acetamide Intermediate-2a
SV N-(2-((6-(2,2-difluoroethoxy)- s N o
N IN’ = _; 5-methylpyridin-3-yl)methyl)- F‘;/*oj‘/m\”r\ ‘*Q HQNJ\/ G
F HN 2H-pyrazolo[4,3-c]pyridin-4-yl) G
IS propionamide Intermediate-2a
N, N-(2-((6-(2,2-difluoroethoxy)- \/(Y\N'N\ %
1 = NTQ i ‘QC)
F 2 =/ \ i F. = N HoN
\[_[”‘ N =N 5-methy|pyr|d|n-3-yl)m§thyl)- \F(\o N = G
HN 2H-pyrazolo[4,3-c]pyridin-4-yl) o
03 ! cyclopropanecarboxamide Intermediate-2a
. N-(2-((6-(2,2-difluoroethoxy)- SO
= NN W
Fr\;[;/]/\ = _[: 5-methylpyridin-3-yl)methyl)- F\(‘-ofp;’r\ \t{:—;‘} HzNﬁ\KOH
HN 2H-pyrazolo[4,3-c]pyridin-4- F ci G
OH yl)-2-hydroxy-2- _
. Intermediate-2a
methylpropanamide
ey | Merememeazz | saphe |k
Foorw? rifluoroethoxy)pyridin-3-y Farmarnd EC}
Fe Wak ethyl)-2H-pyrazolo[4,3-c] =8 o G
O)/"“ pyridin-4-yl)acetamide Intermediate-3a
0
WNJ‘{ N-(2-(1-(5-methy|'6'(2,2,2' IYLN-N‘ HQNJLV/
Froind SN trifluoroethoxy)pyridin-3-yl) P o \:Q
F ek ethyl)-2H-pyrazolo[4,3-c] Te o G
O)/"\ pyridin-4-yl)propionamide Intermediate-3a
Ty | s | s Ty | el
P =7/ W -3- R = =,
o o ri uor(?e _oxy)pyrl in _y) B Nor ‘\C'} G
F ethyl)-2H-pyrazolo[4,3-c] F ol
HN PSR . .
OH pyridin-4-yl)isobutyramide Intermediate-3a
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{Table 7-2}

N-(2-(1-(5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)ethyl)-

}ATTL%;N»

12 =N 2H-pyrazolo[4,3-c]pyridin-4-yl)
HN)/._CO tetrahydro-2H-pyran-4-
Q carboxamide Intermediate-3a
S NNy N-(2-((6-(2,2,2-trifluoroethoxy) U\ l 3\7
13 f_ﬁY\ N “r: pyridin-3-yl)methyl)-2H-pyrazolo Y‘o N “z;;? HoN
F HN [4,3-c]pyridin-4-yl) c
o‘3 ! cyclopropanecarboxamide Intermediate-4a
N, -N,
- fj/‘w‘_\ N N-(2-((6-(2,2,2-trifluoroethoxy) ’(:\j/\ % HzNﬁj/
14 L oW =N pyridin-3-yl)methyl)-2H-pyrazolo =N
HN - . . a
);—< [4,3-c]pyridin-4-yl)isobutyramide .
o Intermediate-4a
O~ N-(2-((5-chloro-6-(2,2,2- Oy ir
K L ) o R Vb ey
15 O o trifluoroethoxy)pyridin-3-yl)methyl)- F@H“Q HeN
HN o 2H-pyrazolo[4,3-c]pyridin-4-yl) c
-—Z= isobutyramide Intermediate-5a
. CIIYN’N. N-(2-((5-chloro-6-(2,2,2- Wmf. A ji/
" oo S trifluoroethoxy)pyridin-3-yl)methyl)- | X0 N “Q FeN
N 2H-pyrazolo[4,3-c]pyridin-4-yl) d
<= propionamide Intermediate-5a
. Gl S N N-(2-((5-chloro-6-(2,2,2- WN-N\
F};:‘o o _; trifluoroethoxy)pyridin-3-yl)methyl)- | - N ‘ag::} b )
17 HN o 2H-pyrazolo[4,3-c]pyridin-4-yl) o
(; tetrahydro-2H-pyran-4- .
. carboxamide Intermediate-5a
c 7S ! N-(2-((5-chloro-6-(2,2- C;I\\J/*N-N\ JCL
18 Aot S _r: difluoroethoxy)pyridin-3-yl)methyl)- | Fy~o"~? EQ\} HeN
F HN 2H-pyrazolo[4,3-c]pyridin-4-yl) F cl
o acetamide Intermediate-6a
BN N-(2-((5-chloro-6-(2,2- S 9
19 Py lN’ = mr: difluoroethoxy)pyridin-3-yl)methyl)- IT&Q N
F HN 2H-pyrazolo[4,3-c]pyridin-4-yl) cl
oh propionamide Intermediate-6a
LAV g N-(2-((5-chloro-6-(2,2- Chorar
20 FY\OIND/\ = _r: difluoroethoxy)pyridin-3-yl)methyl)- IUAEQ PN
- H H 2H-pyrazolo[4,3-c]pyridin-4-yl) ol
o isobutyramide Intermediate-6a
Chrae ™ N-(2-((5-chloro-6-(2,2,2- BANS 2 5 1%
! - . o -
21 :3(\0 N _;\‘3 trifluoroethoxy)pyridin-3-yl)methyl)- }('\OINT\%::} HENJK
F HN o 2H-pyrazolo[4,3-c]pyridin-4-yl) ol
): acetamide Intermediate-5a
NP N-(2-((5-methyl-6-(2,2,2- OIYNN\ 0
ri o 'N’ =( Y trifluoroethoxy)pyridin-3-yl)methyl)- i{\ i \*Q HQNJKO
22 F e 2H-pyrazolo[4,3-c]pyridin-4-yl) ol ©
& P tetrahydro-2H-pyran-4-

carboxamide

Intermediate-1a
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{Table 7-3}
N, N-(2-((5-methyl-6-(2,2,2- 4 ?
DS
3 A N _; trifluoroethoxy)pyridin-3-yl)methyl)- F oj‘/mj/\ i;}\ H2N i@
F HW]N 2H-pyrazolo[4,3-c]pyridin-4-yl) al
J o’ oxazole-5-carboxamide Intermediate-1a
-N 1,1-dimethyl-3-(2-((5-methyl- 7S ! *
DS I
o4 A Oj\/N)/\ MQ 6-(2,2,2-trifluoroethoxy)pyridin-3-yl) F>(‘o N ‘\g:\\} A
F HN&_N/ methyl)-2H-pyrazolo[4,3-c]pyridin-4- ol
¢ ylurea Intermediate-1a
N 0
o S 2-((5-methyl-6-(2,2,2- J g@ o
25 F N =N trifluoroethoxy)pyridin-3-yl)methyl)- T\ - =N
z 2H-pyrazolo[4,3-c]pyridin-4-amine )
Intermediate-1a
N, 3-(2-((5-methyl-6-(2,2,2- e, ?
DS DS
6 A o\’fwj/\ _r: trifluoroethoxy)pyridin-3-yl)methyl)- a TNT\‘*Q H"fi(o
OO\,N> 2H-pyrazolo[4,3-c]pyridin-4-yl) F cl
oxazolidin-2-one Intermediate-1a
N thyl (2-((5-methyl-6-(2,2,2- R 9
DS ety r ) by
a7 | F oj\/wr i trifluoroethoxy)pyridin-3-yl)methyl)- Eq/*c;l:\;/\ %Q\J NS
HN’}_O 2H-pyrazolo[4,3-c]pyridin-4-yl) F cl
G carbamate Intermediate-1a
N -N 0
. fj/‘N: ) N-(2-((6-(2,2,2-trifluoroethoxy) . j;?f NQ{:\B HZN»U\
28 Fl N HN‘N pyridin-3-yl)methyl)-2H-pyrazolo Fe o =N
4 [4,3-c]pyridin-4-yl)acetamide Intermediate-4a
N 0
e T NS 2 N-(2-((6-(2,2,2-trifluoroethoxy) O’(N\’t/\ \\b HZNJK/
29 T oW Na pyridin-3-yl)methyl)-2H-pyrazolo F el
4,3-c]pyridin-4-yl)propionamide
0)7_/ [ Ipyridin-4-yl)propi ! Intermediate-4a
. SRS A 2-((5-methyl-6-(2,2,2- . ;(j"N;"{ N NH;
31 PLON trifluoroethoxy)pyridin-3-yl)methyl)- Ff N =N
A, 2H-pyrazolo[4,3-c]pyridine-4- on
carboxamide Intermediate-1c
jfj/‘Nf\ A N-methyl-2-((5-methyl-6-(2,2,2- i \/(j/‘N;N\ \ HoNT
32 E?f\o N =N trifluoroethoxy)pyridin-3-yl)methyl)- P ON =
O 2H-pyrazolo[4,3-c]pyridine-4- o=
carboxamide Intermediate-1c
N N-(2-((5-methyl-6-(2,2,2- ! ﬁw
34 F),/’\\’L/\"/\ _;J trifluoroethoxy)pyridin-3-yl)methyl)- F ormj/\ \‘i;} HN
HN ] 2H-pyrazolo[4,3-c]pyridin-4-yl) cl
o) cyclopropanecarboxamide Intermediate-1a
F. -N N-(2-((6-(2,2-difluoroethoxy)-5- Py e %
I\ N\x ' - \\
35 FT\OIN]/\ . fluoropyridin-3-yl)methyl)-2H- F\mm _; HeN
HN pyrazolo[4,3-c]pyridin-4-yl) F o
o‘2 ! cyclopropanecarboxamide Intermediate-7a
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{Table 7-4}
F. N F. N
. :N: V5 N-(2-((6-(2,2-difluoroethoxy)-5- . OIN\D/\LC\S ”ENBY
36 T =N | fluoropyridin-3-yhmethyl)-2H-pyrazolo ' el
C}_< [4,3-c]pyridin-4-yl)isobutyramide Intermediate-7a
I -
N N
A N-(2-((6-(2,2,2-trifluoroethoxy) . EN\T\ ‘LO HENfY
37 FLOON pyridazin-3-yl)methyl)-2H-pyrazolo FT° el
O);—< [4,3-c]pyridin-4-yl)isobutyramide Intermediate-8a
S VL N-(2-((6-(2,2,2-trifluoroethoxy) 7 N B\V
38 E}I/\Q’EN:\‘]/\ o pyridazin-3-yl)methyl)-2H-pyrazolo ;rom ‘Q HN
F HN [4,3-c]pyridin-4-yl) F c
0 cyclopropanecarboxamide Intermediate-8a
N . . (VRS
Foo I’\N NS 3 N-(2-((5-(2,2,2-trifluoroethoxy)pyridin- FY\O’@/\ &C\y HQNEY
39 F » 2-ylymethyl)-2H-pyrazolo[4,3-c] e o
< pyridin-4-yl)isobutyramide Intermediate.9a
N N-(2-((5-(2,2,2-trifluoroethoxy)pyridin- Syl 2
.y ! =
40 F OK;N(\ _; 2-ylymethyl)-2H-pyrazolo[4,3-c] gro/@“/\ *Q He“fj\—/
F L pyridin-4-yl) F o
o] cyclopropanecarboxamide Intermediate-9a
N
F;\/\ [ __N\ 2 N-(2-((6-(3,3,3-trifluoropropoxy) Ej\/\ O,IL/N:T\ sz\\ HENBY
41 | F "N | pyridin-3-yhmethyl)-2H-pyrazolo[4,3- o
O,)—( clpyridin-4-yl)isobutyramide Intermediate-10a
e S N-(2-((6-(3,3,3-trifluoropropoxy) e F SV A ﬁV
.y . | =
i F ofo Y | pyridin-3-yl)methyl)-2H-pyrazolo[4,3- F*/\or:;r ‘*Q Hap
HN c]pyridin-4-yl) ci
oa I cyclopropanecarboxamide Intermediate-10a
NP N-(2-(1-(5-methyl-6-(2,2,2- I#N.N\ HZN}L’/
43 Seo » &Q trifluoroethoxy)pyridin-3-yl)ethyl)-2H- F"S(\O L bQ ’
F Hi pyrazolo[4,3-c]pyridin-4-yl) F G
_{:O isobutyramide (single enantiomer) Intermediate-11a
. N-(2-(1-(5-methyl-6-(2,2,2- N ﬂV
] T\JAN;\ \ trifluoroethoxy)pyridin-3-yl)ethyl)-2H- S ® 'LO HaN
44 | XCON R pyrazolo[4,3-c]pyridin-4-yl) A
JO cyclopropanecarboxamide (single .
enantiomer) Intermediate-11a
A N-(2-(1-(5-methyl-6-(2,2,2- ﬁwm\ HN;‘L
45 Re~o WERSE trifluoroethoxy)pyridin-3-yl)ethyl)-2H- FF)(\O L b{;;} ¢
¥ HN N pyrazolo[4,3-c]pyridin-4-yl)acetamide F c
P (single enantiomer) Intermediate-11a
Y N-(2-(1-(5-methyl-6-(2,2,2- IYN'N‘ HEN"OK/
w6 | o WP S 0 trifluoroethoxy)pyridin-3-yl)ethyl)-2H- Seoii QQ
F HN pyrazolo[4,3-c]pyridin-4-yl) F a

propionamide (single enantiomer)

Intermediate-11a
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{Table 7-5}
LT | melienamsaze | soen |l
XN 3 rifluoroethoxy)pyridin- .-)./)e yl)-2H- Do gg;}
47 F HN pyrazolo[4,3-c]pyridin-4-yl) F o
o] .
(_j‘ tetrahydrojzH-pyran-é.l-carboxamlde Intermediate-11a
% (single enantiomer)
N N-(2-((5-fluoro-6-(2,2,2- \ 0
48 I‘; IN’ = -P\J trifluoroethoxy)pyridin-3-yl)methyl)- F omﬁki—:} T~
Hr\f / 2H-pyrazolo[4,3-c]pyridin-4-yl) G
0 propionamide
Intermediate-12a
Py N-(2-((5-fluoro-6-(2,2,2- sy~ BV
.y . - | y
P oo S trifluoroethoxy)pyridin-3-yl)methyl)- F )\/Nj/\ _Y RN
49 FL N A F
HIN 1 2H-pyrazolo[4,3-c]pyridin-4-yl) c
14 cyclopropanecarboxamide Intermediate-12a
VS N-(2-((5-fluoro-6-(2,2,2- d, o
50 Ei/‘o LA = ‘Q trifluoroethoxy)pyridin-3-yl)methyl)- F oj\/.\;j/\“g} Hz”'uY
HNH 2H-pyrazolo[4,3-c]pyridin-4-yl) a
0 isobutyramide Intermediate-12a
N N-(2-((5-methyl-6-(2,2,2- Sy N %
DS DN
£ OTNT\ D trifluoroethoxy)pyridin-3-yl)methyl)- F \/(NT 3 F
51 FL N L Fe
HN E 2H-pyrazolo[4,3-c]pyridin-4-yl) cl
o] pivalamide Intermediate-1a
2w N-(2-((5-methyl-6-(2,2,2- l
50 ;i(\m o trifluoroethoxy)pyridin-3-yl)methyl)- F C}j‘/NY\ “Q HNTY
HN = 2H-pyrazolo[4,3-c]pyridin-4-yl) al
A nicotinamide Intermediate-1a
N 1-(2-((5-methyl-6-(2,2,2- % 2
SES
53 %*oj‘/Nj\ *'»\4 trifluoroethoxy)pyridin-3-yl)methyl)- F O\’(Nj/\ ‘\Q@ .
N 2H-pyrazolo[4,3-c]pyridin-4-yl) Gl
© pyrrolidin-2-one Intermediate-1a
i 0
Y 1-(2-((5-methyl-6-(2,2,2- A
sy | PO ¢ trifluoroethoxy)pyridin-3-yl)methyl)- \’[‘/j/\ o
[:'L 2H-pyrazolo[4,3-c]pyridin-4-yl)
N ° imidazolidin-2-one Intermediate-1a
. HeN
. DES N N-(1-methyl-1H-pyrazol-3-yl)-2-((5- \/(j’\ 5 R
56 Py O N el methyl-6-(2,2,2-trifluoroethoxy) F O7N = \
) pyridin-3-yl)methyl)-2H-pyrazolo[4,3- ) “
Nv,l\; clpyridin-4-amine Intermediate-1a
N _((5- _6- _tri HaNL N
Y S 2-((5-methyl-6-(2,2,2-trifluoroethoxy) 3 M
P orwj/\ Y pyridin-3-yl)methyl)-N-(pyrimidin-2- YTLQ Nz
57 Fe N
H”&_N yl)-2H-pyrazolo[4,3-c]pyridin-4- ¢
NS amine Intermediate-1a
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{Table 7-6}

N-(2-((6-(2,2,3,3-

E SRR £ DAL
RN XY tetrafluoropropoxy)pyridin-3-yl) FA N L‘{;% HN
58 FF Nak methyl)-2H-pyrazolo[4,3-c] FF e
o pyridin-4-yl) Intermediate-13a
cyclopropanecarboxamide
j\/ﬁ/\N.f\i N-(2-((6-(2,2-difluoroethoxy)-5- \/(\D/\N-N\
Fug ‘N’ =( Y methylpyridin-3-yl)methyl)-2H- FT\O N i‘\\? HzNi(/\'
59 F HN))_”C\/O pyrazolo[4,3-c]pyridin-4-yl) o ©
& tetrahydro-2H-pyran-4- Intermediate-2a
carboxamide
RN 3-(2-((6-(2,2-difluoroethoxy)-5- 7S N R
60 F Ojl/N:[/\ = —r»\« methylpyridin-3-yl)methyl)-2H- FT\Q\’(N)/\ Lﬂ HNONT
F HN N pyrazolo[4,3-c]pyridin-4-yl)-1,1- G
Q}r\ dimethylurea Intermediate-2a
SN N-(2-((6-(2,2-difluoroethoxy)-5- WN’N\
61 Notw S _Q methylpyridin-3-yl)methyl)-2H- Ao i‘}} HoN
F HN pyrazolo[4,3-c]pyridin-4-yl) F c
o)’ é pivalamide Intermediate-2a
N N
i @/*N‘\ \ N-(2-(4-(2,2,2-trifluoroethoxy) . O{j\ “LC\) ngi(
62 F‘}}‘:‘\O " benzyl)-2H-pyrazolo[4,3-c] F - =N
ridin-4-yl)isobutyramide
OH pyridin-4-yl)isobutyrami Intermediate-14a
NP N-(2-(4-(2,2,2-trifluoroethoxy) NN f\v
63 Erog\ = _; benzyl)-2H-pyrazolo[4,3-c] ,‘j{og %;:5 HN
HN pyridin-4-yl) Gl
O): 1 cyclopropanecarboxamide Intermediate-14a
F Sy N-(2-((6-(2,2,3,3,3- F s
F | ey P .y
65 F O’(Nj\ _; pentafluoropropoxy)pyridin-3-yl) ?w(‘o’(wj/\ L{;}? M
HN&—( methyl)-2H-pyrazolo[4,3-c] FF ol
o pyridin-4-yl)isobutyramide Intermediate-15a
N-(2-((6-(2,2,3,3,3- N
£ oM F RN
Ey?(\o 'r{ =( N pentafluoropropoxy)pyridin-3-yl) %(\Q/@/\ ‘§Q HgNﬁW
66 F e methyl)-2H-pyrazolo[4,3-c] FF o
d pyridin-4-yl) Intermediate-15a
cyclopropanecarboxamide
E R . F N
gg\ (@/\ ={ N-(2-(4-(tr|fluoromethox.y).benzyl)- E*o@/\ EC\B HZN%/
67 " N 2H-pyrazolo[4,3-c]pyridin-4-yl) o N
isobutyramide
0)}“< y Intermediate-16a
NH
- S VA 2-(1-(5-methyl-6-(2,2,2- - WN-N 3
Mo Y trifluoroethoxy)pyridin-3-yl)ethyl)- X707 j}
68 F% N e F N
o " 2H-pyrazolo[4,3-c]pyridine-4- O oeh
? carboxamide (single enantiomer) .
Intermediate-11c
N -N FHoNT™
DRAE N-ethyl-2-((5-methyl-6-(2,2,2- \/(j”rv\\ A :
o %,\01;?” trifluoroethoxy)pyridin-3-yl) Py o N
O= methyl)-2H-pyrazolo[4,3-c] e

pyridine-4-carboxamide

Intermediate-1c
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{Table 7-7}

N (S)-2-((5-methyl-6-(2,2,2- S HaN
E},\N = Y trifluoroethoxy)pyridin-3-yl) F (;,‘I;J/\ ={ Y —Q)
70 F N methyl)-N-(tetrahydrofuran-3-yl)-2H- N
i pyrazolo[4,3-c]pyridine-4- o
carboxamide Intermediate-1c
i Wr@’ N N-cyclopropyl-2-((5-methyl-6-(2,2,2- T\J/\ HZNA
71 FT N trifluoroethoxy)pyridin-3-yl)methyl)- :: 7N —N
= 2H-pyrazolo[4,3-c]pyridine-4-
<( carboxamide Intermediate-1c
; N
i \,@(‘Nji \ N-cyclobutyl-2-((5-methyl-6-(2,2,2- ] g.\/j/‘[« N i
79 L o7 N trifluoroethoxy)pyridin-3-yl)methyl)- ﬂ/\ N =N
- 2H-pyrazolo[4,3-c]pyridine-4- e
d carboxamide Intermediate-1c
O N-(cyclopropylmethyl)-2-((5-methy- j\’j” HNTN
3| FE oo o 6-(2,2,2-trifluoroethoxy)pyridin-3-yl) Py o =
NH methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide Intermediate-2¢
e HaN
o !N =( Y 2-((5-methyl-6-(2,2,2-trifluoroethoxy) ,;(Nj/\ /\@
74 Fr pyridin-3-yl)methyl)-N-((tetrahydro- F
NH 2H-pyran-4-yl)methyl)-2H-pyrazolo
b [4,3-c]pyridine-4-carboxamide Intermediate-1c
0
N‘N\ nOn,
F jS/:,r R N-(2-methoxyethyl)-2-((5-methyl- x«n - HeN
75 F el 6-(2,2,2-trifluoroethoxy)pyridin-3-yl) N
NH methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide Intermediate-1c
Q
<N, N, g
o Y | RAN-(hydroxypropan-2y)-2-(5- | r IR | a0
6| T TN ™| methyl-6-(2,2,2-trifluoroethoxy)pyridin- | FT e
H 3-yl)methyl)-2H-pyrazolo[4,3-c] GH
:§ pyridine-4-carboxamide Intermediate-1c
N, N-(3-methyl-2-((5-methyl-6-(2,2,2- et
DA ) e
7 By ~o N _g trifluoroethoxy)pyridin-3-yl)methyl)- A oj\/N\‘l/\ _; HeNi/
HN)/'—/ 2H-pyrazolo[4,3-c]pyridin-4-yl) F cl
o propionamide Intermediate-1a
WN.N\ N-(3-methyl-2-((5-methyl-6-(2.2,2- ;L‘/%/(‘N-N\ Bﬁ
78 i}/\o N .,,: trifluoroethoxy)pyridin-3-yl)methyl)- ’5»':\ N )‘i::} HoN
F HN 2H-pyrazolo[4,3-c]pyridin-4-yl) ol
02 d cyclopropanecarboxamide Intermediate-1g
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{Table 7-8}

79

N-(2-((6-(2,2,3,3-
tetrafluoropropoxy)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)isobutyramide

PN @
FF of N

Intermediate-13a

H,N

80

N-(2-(1-(6-(2,2-difluoroethoxy)-
5-methylpyridin-3-yl)ethyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
cyclopropanecarboxamide
(single enantiomer)

]

HQNﬁV

81

N-(2-(2-(6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)
ethyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)
cyclopropanecarboxamide

Intermediate-18a

HoN

4

82

N-(2-((6-(4-fluorophenoxy)-5-
methylpyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
isobutyramide

AGBRA SR
0N \\i;\}
o1}

Intermediate-19a

83

N-(2-((6-(4-fluorophenoxy)-5-
methylpyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
cyclopropanecarboxamide

=N
Gl

Intermediate-19a

84

N-methyl-N-(2-((5-methyl-
6-(2,2,2-trifluoroethoxy)pyridin-
3-yl)methyl)-2H-pyrazolo[4,3-c]

pyridin-4-yl)isobutyramide

cl
Intermediate-1a

85

(S)-N-(2-((5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c]

pyridin-4-yl)tetrahydrofuran-2-
carboxamide

F. =z SYER
@/\ N LQ
Cl

Intermediate-1a

86

(S)-N-(2-((6-(2,2-
difluoroethoxy)-5-
methylpyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
tetrahydrofuran-2-carboxamide

o “Q}
F cl

Intermediate-2a

o

87

N-(2-((6-(2,2-difluoroethoxy)-5-
methylpyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
nicotinamide

= N'N\
F L4 =/
o SN
]

Intermediate-2a

88

(R)-2-hydroxy-N-(2-((5-methyl-

6-(2,2,2-trifluoroethoxy)pyridin-

3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)propanamide

F>|/\o N L{;r}

Intermediate-1a

89

(S)-2-hydroxy-N-(2-((5-methyl-

6-(2,2,2-trifluoroethoxy)pyridin-

3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)propanamide

{\ON L{;}

Intermediate-1a
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{Table 7-9}

N-(2-((5-methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)

0

o Y
=
ci

90 methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)pyrrolidine-1- Intermediate-1a
carboxamide
! 1-acetyl-N-(2-((5-methyl- 4 o]
O\/(N\J/\ Y 6-(2,2,2-trifluoroethoxy) O\INY\ LQ HQN"J@
91 HN):C:N pyridin-3-yl)methyl)-2H- F e ”gf
K| pyrazolofd, 3-clpyridin-4-yl) Intermediate.1a
piperidine-4-carboxamide
A N-isopropyl-2-(1-(5-methyl- A HN,L
N . i N™% 2
;3(\0 IN, =7 6-(2,2,2-trifluoroethoxy) F>(\O o=
92 F% o N pyridin-3-yl)ethyl)-2H-pyrazolo ok o =N
NH [4,3-c]pyridine-4-carboxamide
= (single enantiomer) Intermediate-11c
N N
D\,(Nj/w‘\ ) 2-((5-methyl-6-(2,2,2- Ojl/Nj/\N_: N N~
93 F =N trifluoroethoxy)pyridin-3-yl) Fi =N
© NH methyl)-N-propyl-2H-pyrazolo OH
[4,3-c]pyridine-4-carboxamide Intermediate-1c
S N-isobutyl-2-((5-methyl- HoN
a H = _r‘\; 6-(2,2,2-trifluoroethoxy) F oj\/,\;‘/\ _N A
94 o pyridin-3-yl)methyl)-2H-
N pyrazolo[4,3-c]pyridine-4-
S— carboxamide Intermediate-1c
N 0.
X0 N-(2-ethoxyethyl)-2-((5- \j\f\ HNTN
Py TN = methyl-6-(2,2,2- F o N
95 NH trifluoroethoxy)pyridin-3-yl)
S methyl)-2H-pyrazolo[4,3-c] Intermediate-1c
0) pyridine-4-carboxamide
-N, N-(cyanomethyl)-2-((5-methyl- N HoNCN
i 7 N D - >
A O\’(Nj/\ _ 6-(2,2,2-trifluoroethoxy) F QINT\ _;
96 F pyridin-3-yl)methyl)-2H- F
NH L OH
\ pyrazolo[4,3-c]pyridine-4- )
¥, carboxamide Intermediate-1c
N 0
DS (S)-2-((5-methyl-6-(2,2,2- HeN
or \’Q/\ i trifluoroethoxy)pyridin-3-yl) Y‘oj‘/wj/\ j:,\,\
97 O methyl)-N-((tetrahydrofuran-2-
9 yhmethyl)-2H-pyrazolo[d,3-c] Intermediate-1c
pyridine-4-carboxamide
. \/Il\/\j/\@!‘ N N-(2-(dimethylamino)ethyl)- HN/\,,\';\
FT N =N 2-((5-methyl-6-(2,2,2- FX’\O N 5;\} z
98 O trifluoroethoxy)pyridin-3-yl)

methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-1c
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{Table 7-10}
r\;(‘r{“l \ 2-((5-methyl-6-(2,2,2- jfj’\Nf'x \ NN
T OON = trifluoroethoxy)pyridin-3-yl) N =
99 o NH methyl)-N-(pyridin-3-ylmethyl)- o
}i\> 2H-pyrazolo[4,3-c].pyr|d|ne-4- Intermediate-1c
- carboxamide
N N
IO, | N-((5-methyl-1,2,4-oxadiazol-3- | QIN\)”N\\ \ QNA};{;}_
Lo e yl)methyl)-2-((5-methyl- Fl
100 NH 6-(2,2,2-trifluoroethoxy)pyridin- OH
()=r\,l 3-yl)methyl)-2H-pyrazolo[4,3-c] Intermediate-1c
Ny0 pyridine-4-carboxamide
SN 2-((5-methyl-6-(2,2,2- a
;;F[Ao L7 = B trifluoroethoxy)pyridin-3-yl) T\N i} HgN'@J
101 methy!)-N-(pyridin-3-yl)-2H-
NH I
= pyrazolo[4,3-c]p}/nd|ne-4- Intermediate-1c
NJ carboxamide
N (R)-N-(2-((5-methyl-6-(2,2,2- . 0
N W trifluoroelhoxy)pyridin-3-yl) ror,\,j/\ LQ HZNA”‘EO)
102 i HN No methyl)-2H-pyrazolo[4,3-c] ol
(5‘/‘"'0 pyridin-4-yl)tetrahydrofuran-2- Intermediate-1a
carboxamide
NP (R)-N-(2-((6-(2,2- S 0
F OTMD/\ =( 3 difluoroethoxy)-5- FW/\(INJ/\ i% HgN’u’““@
103 F HN No methylpyridin-3-yl)methyl)-2H- al N
&3 | pyrazolof4 3-clpyridin-a-y) Intermediate-2a
tetrahydrofuran-2-carboxamide
N
XTI N-(3-methoxypropyl)-2-((5- 1’]" HNT"0"
PrON o methyl-6-(2,2, 2-trifluoroethoxy) F oN
104 NH pyridin-3-yl)methyl)-2H-
? pyrazolo[4,3-c]pyridine-4- Intermediate-1c
Y carboxamide
/
<N OH
» NS N-((1-hydroxycyclohexyl) HoN
i{n ‘j:} methyl)-2-((5-methyl-6-(2,2,2- >r"0\’(Nj/\ :5? ’
105 o N trifluoroelhoxy)pyridin-3-yl)
HO methyl)-2H-pyrazolo[4,3-c] Intermediate-1c
pyridine-4-carboxamide
IT\N'N\ N-(6-methyl-2-((5-methyl- JO,\/
106 7’(/\0 N _S 6-(2,2,2-trifluoroelhoxy)pyridin- FY‘O N \‘Q“ HN
H )}_/ 3-yl)methyl)-2H-pyrazolo[4,3-c]
& pyridin-4-yl)propionamide Intermediate-1d
N
DS N-(6-methyl-2-((5-methyl- j}\v
EF oj\/NjA o 6-(2,2,2-trifluoroelhoxy)pyridin- p{‘O Y HaN
107 HN)‘ < 3-yl)methyl)-2H-pyrazolo[4,3-c]
0

pyridin-4-yl)
cyclopropanecarboxamide

Intormadinta. 4
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{Table 7-11}

N-(6-methyl-2-((5-methyl-
6-(2,2,2-trifluoroethoxy)

F)(‘o N \‘C)'

HZNBY

108 I HN}/—N< pyridin-3-yl)methyl)-2H-
& pyrazolo[4,3-c]pyridin-4- Intermediate-1d
yl)isobutyramide
DR 2-hydroxy-2-methyl-N-(6- ﬁw{
;5("\ N _{: methyl-2.-((5-methyl- >er N ‘\Z;\— HaN" Koy
109 F HN 6-(2,2,2-trifluoroethoxy)
o pyridin-3-yl)methyl)-2H- Intermediate-1d
pyrazolo[4,3-c]pyridin-4-
yl)propanamide
NP N-(7-methyl-2-((5-methyl- ! o
Fomgrn@ S8 6-(2,2,2-trifluoroethoxy) OTNT\ L@ HN
F =N . F =N
110 HN»_/ pyridin-3-yl)methyl)-2H- G
& pyrazolo[4,3-c]pyridin-4- Intermediate-1f
yl)propionamide
o N-(7-methyl-2-((5-methyl- l o
F L7 = 6-(2,2,2-trifluoroethoxy) Y\Oj:\,j/\ L{;ﬁ HZN}‘Y
111 Fr e pyridin-3-yl)methyl)-2H- of N
o)’—< pyrazolo[4,3-c]pyridin-4- Intermediate-1f
yl)isobutyramide
A 2-((6-(2,2- BSOS N
P i -r: difluoroethoxy)-5- Ay o = _;
112 F o methylpyridin-3-yl) F
HN= methyl)-N-ethyl-2H- _ Bt
pyrazolo[4,3-c]pyridine-4- Intermediate-2b
carboxamide
SR 2-((6-(2,2- N HaN”
F OIN)/\ = _; difluoroethoxy)-5- Ay EN’ = _;
113 F o methylpyridin-3-yl) F
HN= methyl)-N-methyl-2H- _ B
pyrazolo[4,3-c]pyridine-4- Intermediate-2b
carboxamide
- 1-isobutyryl-N-(2-((5- 0
Nl yry N
OTN\J/\ 2 methyl-6-(2,2,2- rfﬁ”@ HQNJ‘\O
114 F MM)/_N<:N o trifluoroethoxy)pyridin-3- ol N N}OH\
o —g— yl)methyl)-2H-pyrazolo Intermediate-1a
[4,3-c]pyridin-4-yl)
piperidine-4-carboxamide
i N-(2-((5-methyl-6-(2,2,2- 4 0
EH/\OIN:’/\ =(_¥ trifluoroethoxy)pyridin-3- O\/L/Nj/\ ‘\{:—% HZN)kO
115 F HN)’_N<3 9 yI)methyI)-2.H.-pyrazo|o F e N(;%
é \ [4,3-c]pyridin-4-yl)- Intermediate-1a
1-(methylsulfonyl)
piperidine-4-carboxamide
el (S)-1-acetyl-N-(2-((5- ) o}
EY‘;@/\ {3 methyl-6-(2,2,2- F ol/,\,j/\ ¥Q HEN’“’*Q
F o trifluoroethoxy)pyridin-3- ol N Oﬁ'N
116 s yl)methyl)-2H-pyrazolo Intermediate-1a
-4, [4,3-c]pyridin-4-yl)

pyrrolidine-2-

carboxamide
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(continued)

117

(R)-1-acetyl-N-(2-((5-
methyl-6-(2,2,2-
trifluoroethoxy)pyridin-3-
yl)methyl)-2H-pyrazolo

HoN

J?dm

o N Intermediate-1a
- [4,3-clpyridin-4-yl)
pyrrolidine-2-
carboxamide
{Table 7-12}
") N-methyl-N-(2-((2-((5-methyl- | o,
§>rz\0 4N’ = _; 6-(2,2,2-trifluoroethoxy)pyridin-3- :{\oj\/wj/\ ‘\Q HQNJLVN‘E(
118 F HN yl)methyl)-2H-pyrazolo[4,3-c] cl
% | pyridin-4-ylyamino)-2-oxoethyl) Intermediate-1a
o= acetamide
N, (S)-2-methoxy-N-(2-((5-methyl- o
DA ¥
119 ,’EY\ N _Q 6-(2,2,2-trifiuoroethoxy)pyridin-3- T\orwj/\ ﬂ HZNJKAO/
F O yl)methyl)-2H-pyrazolo[4,3-c] i >
s pyridin-4-yl)propanamide Intermediate-1a
N (S)-N-(2-((6-(2,2-difluoroethoxy)- StE
DS DS
120 F\r"orm’T\ N_;} 5-methylpyridin-3-yl)methyl)-2H- F\,/\ornj/\ ﬂ HQN'&(.)/\
F HNY O pyrazolo[4,3-c]pyridin-4-yl)-2- c
¢ methoxypropanamide Intermediate-2a
R)-N-(2-((6-(2,2-difluoroethoxy)- NP o
‘\ N\\ ( ' b
121 F‘T"o N ng 5-methylpyridin-3-yl)methyl)-2H- Fj/\ormj/\ ﬂ HeNX
F M, OH pyrazolo[4,3-c]pyridin-4-yl)-2- F ¢
o hydroxypropanamide Intermediate-2a
NN (S)-N-(2-((6-(2,2-difluoroethoxy)- DR 0
122 ™o IN’ =% 5-methylpyridin-3-yl)methyl)-2H- F\r"nﬂ HzN‘lE
F HN M pyrazolo[4,3-c]pyridin-4-yl)-2- c
0 hydroxypropanamide Intermediate-2a
RS 2-((6-(2,2,difiuoroethoxy)-5- Ij”‘ e eN
o3 | LN =N methylpyridin-3-yl)methyl)-N- o é—}
GHN_< isopropyl-2H-pyrazolo[4,3-c] R S
pyridine-4-carboxamide Intermediate-2b
. DEE \ N-cyclopropyl-2-((6-(2,2- - DRSS s
104 7o =\ difluoroethoxy)-5-methylpyridin-3- | [ ©"N
= yl)methyl)-2H-pyrazolo[4,3-c] et
pyridine-4-carboxamide Intermediate-2b
. j@(‘Nﬁi 2 N-(cyclopropylmethyl)-2-((6-(2,2- | O\fj”N;”« N HN"7
105 I =\ difluoroethoxy)-5-methylpyridin-3- | ¥ "N -
GHN_\> yl)methyl)-2H-pyrazolo[4,3-c] =
pyridine-4-carboxamide Intermediate-2b
_((6- _di 5. {
i SR N 2-((6-(2,2 d|f|u9r9ethoxy)5 ﬁNﬁ{ N LA
\a:/\o N methylpyridin-3-yl) Py ~o N _N
126 methyl)-N-(2-(dimethylamino) F o
AN elhyl)-2H-pyrazolo[4,3-c]pyridine- OBt

4-carboxamide

Intermediate-2b
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(continued)
N N
T\f” 2-((5-methyl-6-(2,2,2- BBASS AT
o7 N ) - 07N _ HoN
{\ trifluoroethoxy)pyridin-3-yl) Fe N
127 NH methyl)-N-(2-morpholinoethyl)- OH
NS 2H-pyrazolo[4,3-c]pyridine-4- Intermediate-1c
(o_—) carboxamide
{Table 7-13}
NN N-(2-((5-methyl-6-(2,2,2- PN, z
A oij)/\ = _; trifluoroethoxy)pyridin-3-yl) i HE{;}} Ha ‘N‘
128 F Y methyl)-2H-pyrazolo[4,3-c] F ol
ridin-4-yl)-2-(pyridin-2-yl
© /_r\\l pyrd aiéta;?gel in-2-y) Intermediate-1a
NP} N-(2-((5-methyl-6-(2,2,2- S o Py
gy«m <3 trifluoroethoxy)pyridin-3-yl) IY&Q HoNT S
129 F H methyl)-2H-pyrazolo[4,3-c] cl
ridin-4-yl)-2-(pyridin-3-yl
O/)—CN Py a}(/:ét a rgl)é/ e v Intermediate-1a
] DR N-isopropyl-2-((6-(2,2,2- HQNJ\
130 Pr o - trifluoroethoxy)pyridin-3-yl) Y‘O W o
© i methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermediate-4b
Sy N-ethyl-2-((6-(2,2,2- RN
I - o A\ € y (( ( 14 O/\
Py o - trifluoroethoxy)pyridin-3-yl) Py o
131 © hyl)-2H lo[4,3
Him, met .y.)- -pyrazolo[ : -c] et
pyridine-4-carboxamide Intermediate-4b
DAN‘N\ A N-cyclopropyl-2-((6-(2,2,2- @/\N‘” N HzNA
132 Y\O N =N trifluoroethoxy)pyridin-3-yl) N =\
Ot methyl)-2H-pyrazolo[4,3-c] et
pyridine-4-carboxamide Intermediate-4b
] Ij/\mi“\ A N-(cyclopropylmethyl)- HNTg
133 FT o7 = 2-((6-(2,2,2-trifluoroethoxy) Fﬁ"\o N «N
Y pyridin-3-y!)methyl)-ZH-pyra?olo
A\> [4,3-c]pyridine-4-carboxamide Intermediate-4b
NN, N-(2-((5-methyl-6-(2,2,2- s 0 AN
EY‘CIND/\ ~ trifluoroethoxy)pyridin-3-yl) ; H‘*{;}} N S
134 F HN methyl)-2H-pyrazolo[4,3-c] " cl
9) ridin-4-yl)-2-(pyridin-4-yl
%{}} Py a)(/:;targi)ci/e v Intermediate-1a
) DR N-(cyanomethyl)-2-((6-(2,2- ] \/(\j’\f{” \ HoNTCON
135 \F/\O N =\ difluoroethoxy)-5-methylpyridin- | &Y @ N =N
OHN_\ 3-y|)mgthyl)-zH-pyrazolq[4,3-c] © H
A pyridine-4-carboxamide Intermediate-1c

119




10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

(continued)
. . N S
i ﬁ”’f‘ N 2+(6-(2,2-difluoroethoxy)-5- T A HeN
136 I =N methylpyridin-3-yl)methyl)-N- =N
OHN_\_ propyl-2H-pyrazolo[4,3-c] o £t
pyridine-4-carboxamide Intermediate-2b
N
£ OTN\D/\NJ 3 N-(2-cyanopropan-2-yl)-2-((5- orw\"/\ A HQNXCN
137 PT e methyl6.(2.2.2.trfluoroethoxy) | F =N
><H pyridin-3-yl)methyl)-2H-pyrazolo OH
W, [4,3-c]pyridine-4-carboxamide Intermediate-1c
{Table 7-14}
‘I\:‘/\N-N\ N-(2-hydroxy-2-methylpropyl)- S HzN’XOH
P ? 2-((5-methyl-6-(2,2,2- By L ‘5:“\
138 o - trifluoroethoxy)pyridin-3-yl)
S< methyl) - 2H-pyrazolo[4,3-c]
wd pyridine-4-carboxamide Intermediate-1c
N -
C XY T N-(3-(dimethylamino)propyl)- jfT‘ HaN
PN o 2-((5-methyl-6-(2,2,2-
139 NH trifluoroethoxy)pyridin-3-yl)
§ methyl)-2H-pyrazolo[4,3-c]
N pyridine-4-carboxamide Intermediate-1c
N NH
,;Y\C;(N\]ﬂ“: 3 N-(2-aminoethyl)-2-((5-methyl- \f]/‘ RN
140 T e 6-(2,2,2-trifluoroethoxy)pyridin- Y\D N
NH 3-yl)methyl)-2H-pyrazolo[4,3-c]
HQNS pyridine-4-carboxamide Intermediate-1c
N 2-((5-methyl-6-(2,2,2- [e
. I/N)/\ ={ 3 trifluoroethoxy)pyridin-3-yl) F O\/(Nj/\ HeN
142 7 o methyl)-N-(oxetan-3-yl)-2H-
dNH pyrazolo[4,3-c]pyridine-4-
O carboxamide Intermediate-1c
HaN™™
hﬂm"‘{ N-ethyl-2-((4-methyl-6-(2,2,2- ﬁ/‘m*{
144 ﬁi/‘c N trifluoroethoxy)pyridin-3-yl) §>F(‘o N j:;‘}
OH methyl)-2H-pyrazolo[4,3-c] O -
"\ pyridine-4-carboxamide )
Intermediate-20b
N, -2
T A N-(2-((6-(2,2-difluoroethoxy)-5- Y‘oj‘/Njﬂ\‘Q A
fo N =N methylpyridin-3-yl)methyl)-2H- = ’
145 HN . ci
pyrazolo[4,3-c]pyridin-4-yl)-
A 2-(pyridin-4-yl)acetamide Intermediate-2a
=N
-N - g V! &
o rLQ 2-(pyridin-4-yI)-N-(2-((6-(2,2,2- FY\O,@” &Q DAL
146 F O » trifluoroethoxy)pyridin-3-yl) F G

methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)acetamide

Intermediate-4a
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(continued)
XD N-(2-((6-(2,2-difluoroethoxy)-5- | jﬁ"@o ¢
YOO =N methylpyridin-3-y)methyl)-2H- | L © M =\ HeN
147 HN . Gl
pyrazolo[4,3-c]pyridin-4-yl)-
© ) 2-(pyridin-3-yl)acetamide Intermediate-2a
Ry, N OH
XA 2-((6-(2,2-difluoroethoxy)-5- . Y\O)’;;”*b N HaN
148 Yo s methylpyridin-3-yl)methyl)-N-(2- ! o
§4H hydroxyethyl)-2H-pyrazolo[4,3- Et
» c]pyridine-4-carboxamide Intermediate-2b
{Table 7-15}
N N OH
eF NS (7. o ((E. _ F YN HoNT™~
: O\/ENJ/\ Ly | N-(2-hydroxyethy)-2-((5-methy! i),v\;[h’f S y
149 o 6-(3,3,3-trifluoropropoxy)pyridin- o N
NH 3-yl)methyl)-2H-pyrazolo[4,3-c] OEt
y pyridine-4-carboxamide Intermediate-21b
| e’ P =/
i N D N-(2-hydroxyethyl)-2-((4-methyl- EY\D N _"\\l
150 6-yl)methyl)-2H-pyrazolo[4,3-c] F O
SNH pyridine-4-carboxamide OEt
e Intermediate-20b
3 R N-(2-((5-methyl-6-(3,3,3- F D\/(Y\N-N\
L e R DN
151 Ej\/‘ N _f: trifluoropropoxy)pyridin-3-yl) F*/“ N L{;‘} HoN
HPH methyl)-2H-pyrazolo[4,3-c] G
o] pyridin-4-yl)isobutyramide Intermediate-21a
. S N-(2-((5-methyl-6-(3,3,3- F e
A ojf,\,j/\ =( Y trifluoropropoxy)pyridin-3-yl) ii\/\;[,\;r\ §© HoN
152 R methyl)-2H-pyrazolo[4,3-c] o
o') < pyridin-4-yl) .
cyclopropanecarboxamide Intermediale-21a
. SN 2-hydroxy-2-methyl-N-(2-((5- oF 7S Y
B N 'N" =) methyl-6-(3,3,3-trifluoropropoxy) Ao SO A
153 N o N
HN on pyridin-3-yl)methyl)-2H-pyrazolo Gl
o) [4,3-c]pyridin-4-yl)propanamide Intermediate-21a
N N -
F)FK/\ DREE N-r.nethyl-2-((5-methy.l-.6-(3,3,3- FJ\,\\,(‘,T\N: N HeN
154 F N = trifluoropropoxy)pyridin-3-yl) F o N =
i methyl)-2H-pyrazolo[4,3-c] e
pyridine-4-carboxamide Intermediate-21b
F YR - -2_((5- 6 : F SV HoN™
,i‘k/\ ;N, 9 N.ethyl 2-((5 methyl.6. (3,3,3 Ey\/‘o\’\“/u)/\ 5 5
155 =N trifluoropropoxy)pyridin-3-yl) =
OHN_\ methyl)-2H-pyrazolo[4,3-c] e

pyridine-4-carboxamide

Intermediate-21b
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(continued)

§ . N
ng\ » N N N-isopropyl-2-((5-methyl- WN\‘ A HENJ\
156 F N = 6-(3,3,3-trifluoropropoxy)pyridin- N =N
OHN 3-yl)methyl)-2H-pyrazolo[4,3-c] 0 Et
pyridine-4-carboxamide Intermediate-21b
NNy N-(2-((5-methyl-6-(2,2,2- 4
157 o oj‘/N\I/\ “Q trifluoroethoxy)pyridazin-3-yl) > Oj\/NY\ LQ HoN
HNH methyl)-2H-pyrazolo[4,3-c] cl
g pyridin-4-yl)isobutyramide Intermediate-22a
NN N-(2-((5-methyl-6-(2,2,2- N1
E{:\X trifluoroethoxy)pyridazin-3-yl) m EZ;% HQNB\V
158 e methyl)-2H-pyrazolo[4,3-c] o
r— pyridin-4-yl) .
cyclopropanecarboxamide Intermediate-22a
{Table 7-16}
\,u/\\,/‘w“\ N-methyl-2-((5-methyl- N
Aot S 6-(2,2,2-trifluoroethoxy) By g :?}
159 F S pyridazin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4- Intermediate- 22b
carboxamide
jf\Y\N;“\ A N-ethyl-2-((5-methyl-6-(2,2,2- \ArY“ HoN
Fyr~arniN _ . . o
160 F N trifluoroethoxy)pyridazin-3-yl) F
© iy methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermediate-22b
e N-(2-((5-methyl-6-(2,2,2- i S
g IN’ = _; trifluoroethoxy)pyridin-3-yl) F Oj\/Nj/\ ‘\;;\ HzNUN
161 HN methyl)-2H-pyrazolo[4,3-c] ol
¢ N pyridin-4-yl)-2-(2- )
q
o methylthiazol-4-yl)acetamide Intermediate-1a
. N-(2-((5-methyl-6-(3,3,3- e PN o
F Ry 3 !
E Ojl/,\p/\ =( N trifluoropropoxy)pyridin-3-yl) ;@\/\mf ‘=§;\} HN N
162 HN N methyl)-2H-pyrazolo[4,3-c] al
ridin-4-yl)-2-(pyridin-3-yl
O%N pyridin-4-yl)-2-(pyridin-3-yl) Intermediate-21a
o acetamide
£ [N N-(2-((5-methyl-6-(3,3,3- £ 2N )
| \‘ . o __\
gﬂ\/\o\’fmj/\ _; trifluoropropoxy)pyridin-3-yl) fi)‘\/\ojl/m:(\ ﬂ HaN >
163 HN methyl)-2H-pyrazolo[4,3-c] cl
ridin-4-yl)-2-(pyridin-4-yl
7 pyridin-4-y) (Pyl in-4-y1) Intermediate-21a
N acetamide
2y e 2-(3,5-dimethylisoxazol-4- o]
A (;(N\J/\ = _; yl)-N-(2-((5-methyl-6-(2,2,2- >er L k@ HEN‘OJL(”
164 HN trifluoroethoxy)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c
0% v pyrazolo| ] Intermediate-1a

pyridin-4-yl)acetamide
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(continued)

RN, N-isopropyl-2-((5-methyl- L
Pt (Y 6-(2,2,2-trifluoroethoxy) Bro LA i;} HoN
165 o pyridazin-3-yl)methyl)-2H-
HN_< pyrazolo[4,3-c]pyridine-4-
carboxamide Intermediate-22b
Syt (R)-N-(2-hydroxypropyl)- HaN"Sy O
F P s - 2-((5-methyl-6-(2,2,2- £ orN\J/\ oo
166 F o o tritluoroethoxy)pyridin-3-yl) -
methyl)-2H-pyrazolo[4,3-c]
HO pyridine-4-carboxamide Intermediate-1b
SV (5)-N-(2-hydroxypropyl)-2-((5- H NN OH
FY\\/()A i methyl-6-(2,2,2- FY\OINU/\? Y
167 o " trifluoroethoxy)pyridin-3-yl)
S " methyl)-2H-pyrazolo[4,3-c] .
HO pyridine-4-carboxamide Intermediate-1b
DS (S)-N-(2,3-dihydroxypropyl)- = HoN Y OH
Pro S 2-((5-methyl-6-(2,2,2- Ijﬁ?,} or
168 0= trifluoroethoxy)pyridin-3-yl)
é“’” methyl)-2H-pyrazolo[4,3-c]
- pyridine-4-carboxamide Intermediate-1b
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{Table 7-18}
oy N HoN"™~""0H
FY\O\/\E\JI\ ={ N-(3-hydroxypropyl)-2-((5-methyl- ;(NT\
179 Fr ol | 6+(2,2,2-trifluoroethoxy)pyridin-3-yl) F &
NH methyl)-2H-pyrazolo[4,3-c]pyridine- !
oy 4-carboxamide; Intermediate-1b
N SIS HNT~"0H
Ao WY 2-((6-(2,2-difluoroethoxy)-5- F\mr'@ﬁ ={ 3 ’
180 F o N methylpyridin-3-yl)methyl)-N-(3- N
NH hydroxypropyl)-2H-pyrazolo[4,3-c] OFt
§OH pyridine-4-carboxamide Intermediate-2b
N TRV
OT‘ND/\ < N-(2-cyanoethyl)-2-((5-methyl- ;L/Nj/\ ‘
181 F o=l N 6-(2,2,2-trifluoroethoxy)pyridin-3-yl) F
NH methyl)-2H-pyrazolo[4,3-c]pyridine- =
r\f} 4-carboxamide Intermediate-1b
X N'N\ ) N'N\ AN
o LF N-(2-cyanoethyl)-2-((6-(2,2- FY\D\/(ND/\ = Y et
182 F e difluoroethoxy)-5-methylpyridin-3- N
H yl)methyl)-2H-pyrazolo[4,3-c] El
o pyridine-4-carboxamide Intermediate-2b
0 Xy | ey
F 0N r: N-(2-acetamidoethyl)-2-((5-methyl- F 7N ? 2 T
183 0= 6-(2,2,2-trifluoroethoxy)pyridin-3-yl)
SNH methyl)-2H-pyrazolo[4,3-c]pyridine-
H‘*j)= o 4-carboxamide Intermediate-1b
Ij/\ N N-(2-((5-methoxy-6-(2,2,2- /OWN-N\
- T\O N _Y | trifluoroethoxy)pyridin-3-yl)methyl)- F’S{\o NG ir} HaN
H 2H-pyrazolo[4,3-c]pyridin-4-yl) Gi
o isobutyramide Intermediate-24a
IT\N.N N-(2-((5-methoxy-6-(2,2,2- /OIY\N'N\ ij
85 T\o N {\ trifluoroethoxy)pyridin-3-yl)methyl)- ;}f{\o N? ﬂ HaN
2H-pyrazolo[4,3-c]pyridin-4-yl) Gl
cyclopropanecarboxamide Intermediate-24a
/0:@/\@ \ 2-((5-methoxy-6-(2,2,2- ’ijj”@f 3 HN”
e | FLON o trifluoroethoxy)pyridin-3-yl) Py o :g;}
En W methyl)-N-methyl-2H-pyrazolo[4,3- o T
c]pyridine-4-carboxamide Intermediate-24b
A N-ethyl-2-((5-methoxy-6-(2,2,2- BRSNS HeN
187 Pl N =N trifluoroethoxy)pyridin-3-yl)methyl)- ‘j;—b}
© B 2H-pyrazolo[4,3-c]pyridine-4- S

carboxamide

Intermediate-24b
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F
FT‘O N

N-isopropyl-2-((5-methoxy-
6-(2,2,2-trifluoroethoxy)pyridin-3-

Wﬂ@”?

188 i yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermediate-24b
O N A0 N, OH
IY\N 3 \ N-(2-hydroxyethyl)-2-((5-methoxy- %;/‘OIN:Y\N“‘ A ™
189 Py o N 6-(2,2,2-trifluoroethoxy)pyridin-3- | F71 ol
NH yl)methyl)-2H-pyrazolo[4,3-c] Et
HOS pyridine-4-carboxamide Intermediate-24b
XA ATy |
;?(\ =N N-(2-(2-hydroxythoxy)ethyl)-2-((5- ‘\j/;}
190 N methyl-6-(2,2,2-trifluoroethoxy)
§ pyridin-3-yl)methyl)-2H-pyrazolo
2 [4,3-c]pyridine-4-carboxamide Intermediate-1b
OH
N N-(2-((4-methyl-5-(2,2,2- NN ﬁ\(
YN | S
o1 | Bt SO trifluoroethoxy)pyridin-2-yl) §>,/\oj;\“r ‘*Q HoN
- HN)/_< methyl)-2H-pyrazolo[4,3-c]pyridin- F ol
8] 4-yl)isobutyramide Intermediate-23a
; F‘A(j/“bﬂ‘« A N-ethyl-2-((5-fluoro-6-(2,2,2- Fﬁ”l\!i{ \ N
192 | F o = trifluoroethoxy)pyridin-3-yl) N =
HN—, methyl)-2H-pyrazolo[4,3-c] oET
pyridine-4-carboxamide Intermediate-12b
YA 2-((5-fluoro-6-(2,2,2- :(j/‘ WEN
193 Y N =N trifluoroethoxy)pyridin-3-yl) ?
i methyl)-N-isopropyl-2H-pyrazolo
[4,3-c]pyridine-4-carboxamide Intermediate-12b
C NN 2-((5-chloro-6-(2,2,2- Chpry e HoN O
{ "y . o ) 2
A o:(fvj\j;? trifluoroethoxy)pyridin-3-yl) F)(SOIND/\ -r:
194 o= methyl)-N-(2-hydroxyethyl)-2H- F -
S pyrazolo[4,3-c]pyridine-4- '
HO carboxamide Intermediate-5b
Y \ | 2((5-chloro-6-(2,2-difluoroethoxy) | _ C']fj/‘N;x A HeN”
195 F\(\O N = pyridin-3-yl)methyl)-N-methyl-2H- T\O N =N
O pyrazolo[4,3-c]pyridine-4- -
carboxamide Intermediate-6b
BORS \ | 2-{(5-chloro-6-(2,2-difluoroethoxy) | C‘Ij”w;\ A HoN ™
196 N =N pyridin-3-yl)methyl)-N-ethyl-2H- T\O N =
=R pyrazolo[4,3-c]pyridine-4- O et
{ carboxamide Intermediate-6b
i X N'N\ i I’T\ HENI\"‘DH
FY\OIN]/‘ 9\ | 2-((5-chloro-6-(2,2-difluoroethoxy) 0
o7 | T DS pyridin-3-yl)methyl)-N-(2- e

hydroxyethyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Et

Intermediate-6b
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{Table 7-20}

cl . . cl .
] S N 2 2-((5.-(.:hIoro-6-(2,2-d|f|u9roethoxy) A » NS N HENJ\
198 f\o N .y pyridin-3-yl)methyl)-N-isopropyl- ;o =N
NH 2H-pyrazolo[4,3-c]pyridine-4- Et
= carboxamide Intermediate-6b
Ry N o HoN"™"0H
FY\CI\I)/\ =\ (R)-N-(2,3-dihydroxypropyl)-2-((5- | F \,(N:r\ <{ 3 b
199 Pt ot N methyl-6-(2,2,2-trifluoroethoxy) Fr ot
NH pyridin-3-yl)methyl)-2H-pyrazolo Et
?"0"' [4,3-c]pyridine-4-carboxamide Intermediate-1b
DH
N N OH
o 0~ N-(2-hydroxyethyl)-2-(4-(2,2,2- 0N HAN ™
200 F e e trifluoroethoxy)benzyl)-2H- Fg ot
NH pyrazolo[4,3-c]pyridine-4- Et
HOS carboxamide Intermediate-14b
BN N F e N H N.«'\/OH
F\@H\ M 2-((6-(4-fluorophenoxy)-5- @\O\Afj’\ 5 5
201 oN 0N methylpyridin-3-yl)methyl)-N-(2- N 0N
NH hydroxyethyl)-2H-pyrazolo[4,3-c] OEt
HOS pyridine-4-carboxamide Intermediate-19b
N-(2-hydroxyethyl)- F 2N ~~OH
E F i N\ E o a HaN
Py X 2-(6-(2,2,3,3,3- prg\oj\/w\f\ 3
202 O " pentafluoropropoxy)pyridin-3-yl) O &
S methyl)-2H-pyrazolo[4,3-c] .
nd pyridine-4-carboxamide Intermediate-15b
N -
E NS N-methyl-2-((6-(3,3,3- rE T NS FeN
Pt SN _ yh-2-((6-(3: . FMOJ:Q/\ A
203 N trifluoropropoxy)pyridin-3-yl) N
o e methyl)-2H-pyrazolo[4,3-c] o T
pyridine-4-carboxamide Intermediate-10b
RS SRS N-ethyl-2-((6-(3,3,3- E @”N'”\ HNT
s.J\,»\ “ =/ N i = ;51\/\ N =/ N
204 F N =\ trifluoropropoxy)pyridin-3-yl) o =N
OHNW\ methyl)-2H-pyrazolo[4,3-c] i
pyridine-4-carboxamide Intermediate-10b
N , N
F>FLV\ Y 0~ N-isopropyl-2-((6-(3,3,3- Ei»of,?/w‘\ N HENJ\
505 F N =% trifluoropropoxy)pyridin-3-yl) =N
T methyl)-2H-pyrazolo[4,3-c] e
pyridine-4-carboxamide Intermediate-10b
MRS N-(2-hydroxyethyl)-2-((6-3,3,3- | =L __ [ N0 e~
e e O S-NYaroxyetny’)=2-{o=4, 3, Phrorn? Y
206 trifluoropropoxy)pyridin-3-yl) o N

methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-10b
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{Table 7-21}

N ; N
DA (S)-N-(1-amino-1-oxopropan-2-yl)- Y NS NH,
F (Ilj/\ 3 2-((5-methyl-6-(2,2,2- F OINU/\ o HZ"’JI
207 F o i trifluoroethoxy)pyridin-3-yl) F -
"y methyl)-2H-pyrazolo[4,3-c]
HN pyridine-4-carboxamide Intermediate-1b
N N H
DR 2-((5-methyl-6-(2,2,2- DR NS
’;F N - trifluoroethoxy)pyridin-3-yl) i@’\n . b
208 O N methyl)-N-(2-(methylamino)-2- YEt
o oxoethyl)-2H-pyrazolo[4,3-c]
HN pyridine-4-carboxamide
Intermediate-1b
N Xy
F. ij)/\ = N-(3-amino-3-oxopropyl)-2-((5- ET\;INJA S HEN’\/?LNHZ
200 F o methyl-6-(2,2,2-trifluoroethoxy) N
N pyridin-3-yl)methyl)-2H-pyrazolo CEt
O%H [4,3-c]pyridine-4-carboxamide Intermediate-1b
4
) S5 | N-(3-hydroxy-2,2-dimethylpropyl)- | jﬁ/‘@ \ HN" X OH
ProoN .y 2-((5-methyl-6-(2,2,2- F{‘O N ﬁ
210 o N trifluoroethoxy)pyridin-3-yl) YEL
§< methyl)-2H-pyrazolo[4,3-c]
- pyridine-4-carboxamide Intermediate-1b
N N OH
IO | N-@hydroxyethy)26-22.2- | e LT Ny | HN
J | RO trifluoroethoxy)pyridin-3-yl) Py O e
NH methyl)-2H-pyrazolo[4,3-c] OEL
H§ pyridine-4-carboxamide Intermediate-4b
2N e NSO
.y | J =
iY‘(;j\/N:‘/\ :;}3 N-(4-hydroxybutyl)-2-((5-methyl- A oj‘/N\’l/\ -.:
212 F o - 6-(2,2,2-trifluoroethoxy)pyridin-3- F -
yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermediate-1b
HO
SV, ] NN HoN™~""0H
R O/EN:'/\ = N\ N-(3-hydroxypropyl)-2-((6-(2,2,2- FY\OJ\/NE/\ =( ¥
13 FE e trifluoroethoxy)pyridin-3-yl) Fr e
NH methyl)-2H-pyrazolo[4,3-c] OBt
}OH pyridine-4-carboxamide Intermediate-4b
N N OH
. Db N-(2-hydroxyethyl)-2-(3-methyl- . OID/\N: 3 HNT
214 FL o 4-(2,2,2-trifluoroethoxy)benzyl)- F>y_(\ o =N
OEt

2H-pyrazolo[4,3-c]pyridine-4-
carboxamide

Intermediate-25b
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{Table 7-23}
EY\ DN N-(3-hydroxypropyl)-2-((5- ’FS(‘WN‘N N HN""0H
FXCON = methyl-6-(2,2,3,3- PO =N
223 0 NH tetrafluoropropoxy)pyridin-3-yl) o Et
é methyl)-2H-pyrazolo[4,3-c] _
- pyridine-4-carboxamide Intermediate-27b
Cl 2 N_N 2. _ A _ Cl NN HZNMOH
DRSS ((5-chloro-6-(2,2,2 N
E{‘om N trifluoroethoxy)pyridin-3-yl) X‘OINT\ o
224 o MM methyl)-N-(3-hydroxypropyl)-2H- e
? pyrazolo[4,3-c]pyridine-4-
- carboxamide Intermediate-5b
i Cl ]: N;N\ A 2-((5-chloro-6-(2,2- C!WN,\N\ \ HaN"™~"0H
Yo = difluoroethoxy)pyridin-3-yl) o =
225 o N H methyl)-N-(3-hydroxypropyl)-2H- MEL
§ pyrazolo[4,3-c]pyridine-4-
o carboxamide Intermediate-6b
P NN HoNT™~""0H
F o’©/\ =¢ N N-(3-hydroxypropyl)-2-(4-(2,2,2- F?AO/©/\ =¢ N )
F =\ . F =
226 F trifluoroethoxy)benzyl)-2H- F o
NH pyrazolo[4,3-c]pyridine-4- OEL
éDH carboxamide Intermediate-24b
A N-(2-((2-methyl-6-(2,2,2- AN
007 A trifluoroethoxy)pyridin-4-yl) F P S HoN
PO methyl)-2H-pyrazolo[4,3-c] o
d pyridin-4-yl)isobutyramide Intermediate-28a
N-(2-((2-methyl-6-(2,2,2- NN
FNI: oy trifluoroethoxy)pyridin-4-yl) : \N?ﬂ B HQM%
228 E & HN“N methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl) .
© cyclopropanecarboxamide Intermediate-28a
nM N HeN"™""0H
FY\;©/\ <Y | N-(3-hydroxypropyl)-2-(3-methyl- 5,,\0\,@/\ =\ ’
F == . F =N
229 F 4-(2,2,2-trifluoroethoxy)benzyl)- F o
NH 2H-pyrazolo[4,3-c]pyridine-4- OEt
?OH carboxamide Intermediate-25b
F Sy F SN HaN"~"0H
A~ A =N N-(3-hydroxypropyl)-2-((5- ,59\/\01@/\ =( 3 ’
230 N methyl-6-(3,3,3-trifluoropropoxy) o N
H pyridin-3-yl)methyl)-2H-pyrazolo O
) [4,3-c]pyridine-4-carboxamide Intermediate-21b
PRGOS N-(3-hydroxypropyl)-2-((5- a0
F o =N methyl-6-(2,2,2-trifluoroethoxy) Y‘O Y j:}
231 o M pyridazin-3-yl)methyl)-2H-
? pyrazolo[4,3-c]pyridine-4-
- carboxamide Intermediate-22b
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{Table 7-24}
SN NN HaN™"0H
EY\O =N b= 'I\\l N-(3-hydroxypropyl)-2-((4- EY\;’Q(\ =( N 2
939 F o methyl-5-(2,2,2-trifluoroethoxy) F ot
N pyridin-2-yl)methyl)-2H-pyrazolo Ot
§ [4,3-c]pyridine-4-carboxamide; Intermediate-23b
OH
ol NN HoN"~"0H
Y‘ol/mj/\ N N-(3-hydroxypropyl)-2-((5- Fro N
933 F ot methoxy-6-(2,2,2-trifluomethoxy)
JH pyridin-3-yl)methyl)-2H-pyrazolo
} [4,3-c]pyridine-4-carboxamide Intermediate-24b
OH
Ay 2-((5-fluoro-6-(2,2,2- SN HaN~"0H
s 1L, i y
D d =
FY‘IT\ = trifluoroethoxy)pyridin-3-yl) E{‘OIN\’F =
234 o N methyl)-N-(3-hydroxypropyl)-2H- o el
é pyrazolo[4,3-c]pyridine-4-
- carboxamide Intermediate-12b
R et HN"~""0H
\©LO L7 =Y 2-((6-(4-fluorophenoxy)-5-
235 o N methylpyridin-3-yl)methyl)-N-(3-
NH hydroxypropyl)-2H-pyrazolo[4,3-
§ c]pyridine-4-carboxamide
OH
rf DRSS N-(3-hydroxypropyl)- HANT0m
e o = 2-((6-(2,2,3,3,3-
236 o NH pentafluoropropoxy)pyridin-3-yl)
é methyl)-2H-pyrazolo[4,3-c]
- pyridine-4-carboxamide
E S VR E -t HNT~""0H
FXAOQ\ =¢ N\ N-(3-hydroxypropyl)-2-((6-(3,3,3- S~ lN’ =( N
237 trifluoropropoxy)pyridin-3-yl) o N
NH methyl)-2H-pyrazolo[4,3-c] Bt
§ pyridine-4-carboxamide Intermediate-10b
bH
DRSS N-methyl-2-((2-methyl-6-(2,2,2- HeN”
i = trifluoroethoxy)pyridin-4-yl) \j:}
F. N y)py Yy P
238 F S methyl)-2H-pyrazolo[4,3-c] ﬂ‘“
pyridine-4-carboxamide Intermediate-28b
\Q"Nf{ N N-ethyl-2-((2-methyl-6-(2,2,2- U“‘;N‘ N HNT
F . PNt F
N =N trifluoroethoxy)pyridin-4-yl) { =N
239 F OHN_\ methyl)-2H-pyrazolo[4,3-] F O e
pyridine-4-carboxamide Intermediate-28b
\I\@/\Nf\ A N-isopropyl-2-((2-methyl- HEN
40 FﬂF\,o =Y 6-(2,2,2-triflucroethoxy)pyridin-4- py\/o ?
F

yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-28b
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{Table 7-25)
N N OH
F\h;:j””: A N-(2-hydroxyethyl)-2-((2-methyl- :@'\’: 2 HNT
241 Ej\f‘j o =N 6-(2,2,2-trifluoroethoxy)pyridin- iﬂv o =N
NH 4-ylymethyl)-2H-pyrazolo[4,3-c] OEt
HOS pyridine-4-carboxamide Intermediate-28b
TN R N'N\ HN"T~""0H
Nz =N N-(3-hydroxypropyl)-2-((2- F\q =(
p42 o N N methyl-6-(2,2,2-trifluoroethoxy) Plo o
H pyridin-4-yl)methyl)-2H-pyrazolo OFt
[4,3-c]pyridine-4-carboxamide Intermediate-28b
H
e \ N-(2-((6-methyl-5-(2,2,2- N ﬁ(
s | PO X trifluoroethoxy)pyridin-2-yl) F # ‘=Q HaN
NS methyl)-2H-pyrazolo[4,3-c] a
—<: pyridin-4-yl)isobutyramide Intermediate-29a
N N-(2-((6-methyl-5-(2,2,2- N,
Fomprnd B trifluoroethoxy)pyridin-2-yl) R OII =Y HoN
244 Fr HN N methyl)-2H-pyrazolo[4,3-c] F ¢l
JO pyridin-4-yl) _
cyclopropanecarboxamide Intermediate-29a
N N OH
S~ld Ry | (9)-N-(2-hydroxypropyl)-2-((5- LT HNTY
245 =N methyl-6-(3,3,3-trifluoropropoxy) o ~N
NH pyridin-3-yl)methyl)-2H-pyrazolo OEt
HOS“I“ [4,3-c]pyridine-4-carboxamide Intermediate-21b
N OH
SO RRSS (R)-N-(2-hydroxypropyl)-2-((5- gi/\o 'N‘, <N HNTY
246 F N =N methyl-6-(3,3,3-trifluoropropoxy) o =N
NH pyridin-3-yl)methyl)-2H-pyrazolo Et
S-— [4,3-c]pyridine-4-carboxamide Intermediate-21b
HO
DI (S)-N-(2,3-dihydroxypropyl)- e XY T | R
F O"°N = 2-((5-methyl-6-(3,3,3- F o7 N =n
247 O trifluoropropoxy)pyridin-3-yl) i
g_OH methyl)-2H-pyrazolo[4,3-c] .
- pyridine-4-carboxamide Intermediate-21b
RS (R)-N-(2,3-dihydroxypropyl)- o F Sy HN" ™ OH
& ={ N P = \ COH
PN =N 2-((5-methyl-6-(3,3,3- Po =N
248 © NH trifluoropropoxy)pyridin-3-yl) o £t
é"O“ methyl)-2H-pyrazolo[4,3-c] _
- pyridine-4-carboxamide Intermediate-21b
. . N
i Ef‘m‘ N (S)-N-(2,3-dihydroxypropyl)- . I:(‘N: \ HzN’E\OH
FY o =N 2-((4-methyl-5-(2,2,2- FT © =N
249 o b trifluoroethoxy)pyridin-2-yl) © et
Ol methyl)-2H-pyrazolo[4,3-c] .
" pyridine-4-carboxamide Intermediate-23b
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{Table 7-26}

N-isopropyl-
2-((1-(5-(trifluoromethyl)

HZNJ\

250 =N pyridin-2-yl)-1H-pyrazol-3-yl) =N
MH methyl)-2H-pyrazolo[4,3-c] OFt
_(\ pyridine-4-carboxamide Intermediate-30b
P3N NN N-(2-hydroxyethyl)- W B HaN~~-O
?\Q}‘N\j\ [ 2-((1-(5-(trifluoromethyl) m“j R
251 N pyridin-2-yl)-1H-pyrazol-3-yl) =N
NH methyl)-2H-pyrazolo[4,3-c] OEt
HO& pyridine-4-carboxamide Intermediate-30b
F3 N Mot N-(3-hydroxypropyl)- P My HNTOH
?\QNJA:;@ 2-((1-(5-(trifluoromethyl) F}“Q)- IS —»:
252 - pyridin-2-yl)-1H-pyrazol-3-yl) el
methyl)-2H-pyrazolo[4,3-c]
2}! pyridine-4-carboxamide Intermediate-30b
AN N-methyl- R n HoN
Fé\@‘ NQN;\T\ N;N‘ 2-((1-(5-(trifluoromethyl) F?\C}‘Nb/\ & \
253 =N pyridin-2-yl)-1H-pyrazol-3-yl) =N
s methyl)-2H-pyrazolo[4,3-c] OFEt
pyridine-4-carboxamide Intermediate-30b
K N N-ethyl- R N HaNT™
ER @ g 2-((1-(5-(trifluorpmethyl) PO
254 =N pyridin-2-yl)-1H-pyrazol-3-yl) =N
NH methyl)-2H-pyrazolo[4,3-c] OFEt
{ pyridirie-4-carboxamide Intermediate-30b
e (S)-N-(2-hydroxypropyl)-2-((4- N N~ O
Byo Lt s . methyl-5-(2,2,2-triffuoroethoxy) E{oI)N/\ ﬁ‘\ Al
255 o - pyridin-2-yl)methyl)-2H- 0 et
S'"“ pyrazolo[4,3-c]pyridine-4- .
Ha carboxamide Intermediate-23b
2y (R)-N-(2-hydroxypropyl)-2-((4- N T
Pyoel S methyl-5-(2,2,2-trifluoroethoxy) ;}r\oI:'*r j:{} oo
256 F o= pyridin-2-yl)methyl)-2H- F O e
(>_ pyrazolo[4,3-c]pyridine-4-
G carboxamide Intermediate-23b
£ NNy (S)-N-(1-hydroxypropan-2-yl)- F =1t o
NP ) 2-((5-methyl-6-(3,3,3- E*/\oj@/\ =3 -
257 o - trifluoropropoxy)pyridin-3-yl) o £
-.u.g methyl)-2H-pyrazolo[4,3-c]
el pyridine-4-carboxamide Intermediate-21b
e (8)-N-(1-hydroxypropan-2-yl)- 2w, on
EY\O\’EDN/\ =(_) 2-((4-methyl-5-(2,2,2- §>,Aoj©"’/\ ? s
258 F o trifluoroethoxy)pyridin-2-yl) F o ot

methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-23b
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{Table 7-27}
- By
. ‘:N N A N-(2-cyanoethyl)-2-((4- . Oj(jN(\N: A HaN N
e = methyl-5-(2,2,2- P =
259 o= tritluoroethoxy)pyridin-2-yl) O
; methyl)-2H-pyrazolo[4,3-c] .
& pyridine-4-carboxamide Intermediate-23b
o F SR N-(2-cyanoethyl)-2-((5- F Sy HoN N
4 = 4 =M
Pho = methyl-6-(3,3,3- F*/\oj‘/Njﬂ —
260 © W trifluoropropoxy)pyridin-3-yl) © £t
methyl)-2H-pyrazolo[4,3-c]
W pyridine-4-carboxamide Intermediate-21b
E A VR : F e Y
Eﬂ\/\OTN]/\ S N-(2-acetamidoety)2-(5- | LTI Ny |y
e methyl-6-(3,3,3- e
261 NH trifluoropropoxy)pyridin-3-yl) OEt
§ methyl)-2H-pyrazolo[4,3-c]
HNFO pyridine-4-carboxamide Intermediate-21b
eF SN N-(2-amino-2-oxoethyl)-2-((5- e F » N-‘N\ Ny e
F*/\Oj\/l\lj/\ ) methyl-6-(3,3,3- :—-*/\oj\/Nf 3 °
262 o " trifluoropropoxy)pyridin-3-yl) o e
S=O methyl)-2H-pyrazolo[4,3-c]
HN pyridine-4-carboxamide Intermediate-21b
F S N-(2-methoxyethyl)-2-((5- F S HaN "0
» = 2 P e
,Ex,\gr\,\f\ N methyl-6-(3,3,3- F*"N o
263 o N trifluoropropoxy)pyridin-3-yl) © Et
S methyl)-2H-pyrazolo[4,3-c] _
q pyridine-4-carboxamide Intermediate-21b
N N
.5 SRS N-(2-((5-methyl-6-(2-(2,2,2- CF O\/@/\N\\ j}\(
64 SO _? | trifluoroethoxy)ethoxy)pyridin- PO @ Fe
AN 3-yl)methyl)-2H-pyrazolo[4,3- cl
x c]pyridin-4-yl)isobutyramide Intermediate-31a
L A N-(2-((5-methyl-6-(2-(2,2,2- N NNN\
Ao~ Y | trifluoroethoxy)ethoxy)pyridin- TNy if}} HN
265 HN h 3-yl)methyl)-2H-pyrazolo[4,3- ci
JO clpyridin-4-yl)
. Intermediate-31a
cyclopropanecarboxamide
. NN-N‘ 2-hydroxy-2-methyl-N-(2-((5- o F m/\w.m\
b i methyl-6-(2-(2,2,2- FOng ﬁ e
266 HN trifluoroethoxy)ethoxy)pyridin- cl
o
3-yl)methyl)-2H-pyrazolo[4,3-
ngz v) “y) pyraz [ Intermediate-31a
c]pyridin-4-yl)propanamide
R N-(2-((2-methoxy-6-(2,2,2- AR g
£ I\, N‘_ g i -
067 F)(F\o'(w\/g » trifluoroethoxy)pyridin-3-yl) F{‘O’(@:«;\ ‘“Q\} HQNJH/
a

methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)isobutyramide

Intermediate-32a
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{Table 7-28}

268

N-(2-((2-methoxy-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)
cyclopropanecarboxamide

N
FFON? =N
G

Intermediate-32a

HZN%

269

N-(2-hydroxyethyl)-2-((5-
methyl-6-(2-(2,2,2-
trifluoroethoxy)ethoxy)
pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

F F |\ N'N\
XzQ\/\ N’ ={ \
F =N
o;
OFt

Intermediate-31b

HZN;\“’OH

270

N-(3-hydroxypropyl)-2-((5-
methyl-6-(2-(2,2,2-
trifluoroethoxy)ethoxy)
pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

X/O\/\O N’ =(

F =
O

OEt

Intermediate-31b

HN™~"0H

271

N-methyl-2-((5-methyl-
6-(2-(2,2,2-trifluoroethoxy)
ethoxy)pyridin-3-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-
carboxamide

E. F |\ N'N\
*vox/\ N7 ={ ¥
F =N
o;
1

Intermediate-31b

HeN

272

N-ethyl-2-((5-methyl-
6-(2-(2,2,2-trifluoroethoxy)
ethoxy)pyridin-3-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-
carboxamide

{,\A\Oﬁp

Intermediate-31b

Hol™™

273

N-(2-hydroxyethyl)-2-((2-
methoxy-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

S|

Jo e/
F)(’\o Vo
OEL

Intermediate-32b

HQN/\’/DH

274

N-(3-hydroxypropyl)-2-((2-
methoxy-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)
methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-32b

HoN"™~""0H

275

2-((2-methoxy-6-(2,2,2-
trifluoroethoxy)pyridin-3-yl)
methyl)-N-methyl-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

T
?

O
OEt

Intermediate-32b

HaN™

276

N-ethyl-2-((2-methoxy-
6-(2,2,2-trifluoroethoxy)
pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

N
N
F ?

07 "N =N

OFt
Intermediate-32b

HNT™
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{Table 7-29}

N-isopropyl-2-((5-methyl-
6-(2-(2,2,2-trifluoroethoxy)

=N

= NS
F
B{,O\/\CIND/\ S
o}

HQN’k

277 ethoxy)pyridin-3-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine- OEt
4-carboxamide Intermediate-31b
N N-isopropyl-2-((2-methoxy- e,
F'3(~0 Lk = W; 6-(2,2,2-trifluoroethoxy) FS(\O/QI; =( Y HaNJ\
278 F ! pyridin-3-yl)methyl)-2H- F "o
NH pyrazolo[4,3-c]pyridine-4- Ot
carboxamide Intermediate-32b
O\/\N'N\ N-methyl- O\/\N'N\ HQN"
H’Q =( ¥ 2-(2-(4-(trifluoromethyl) Fi@/ = N
279 F o phenoxy)ethyl)-2H-pyrazolo F o
JH [4,3-c]pyridine-4- OFt
carboxamide Intermediate-33b
O\/\N“N, N-ethyl- O\‘ANaN\ HEN/\"‘
F>(©, ={ N 2-(2-(4-(trifluoromethyl) y@f =( N
280 F o phenoxy)ethyl)-2H-pyrazolo Fr
(\NH [4,3-c]pyridine-4- OEt
carboxamide Intermediate-33b
Oy, N-isopropyl- O, ’g
Fﬁ/@ =( N 2-(2-(4-(trifluoromethyl) Fﬁ =( \ FeN
281 F ot phenoxy)ethyl)-2H-pyrazolo Fr e
NH [4,3-c]pyridine-4- OEt
carboxamide Intermediate-33b
Oy, N-(2-hydroxyethyl)- O, HoN~OH
E/@ j:\\ 2-(2-(4~(tritluoromethyl) W i_}
282 F o=, phenoxy)ethyl)-2H-pyrazolo o= _
S [4,3-c]pyridine-4-
Hd carboxamide Intermediate-33b
i Y@,Q/\N\N\ 2 N-(3-hydroxypropyl)- 5/@O\/uNi{ N HaN"~"CH
! = 2-(2-(4-(trifluoromethyl) el =
283 O phenoxy)ethyl)-2H-pyrazolo e
é [4,3-c]pyridine-4-
- carboxamide Intermediate-33b
My N-(2-((6-methyl-5-(2,2,2- Ny fﬁ/
» ) 1L, - 5
084 ,E>r_("OiNj/\ _; trifluoroethoxy)pyrazin-2-yl) FY\O\’(N]/\{:? HEN
N methyl)-2H-pyrazolo[4,3-c] o
—-{E pyridin-4-yl)isobulyramide Intermediate-34a
Neps N N-(2-((2-methyl-5-(2,2,2- NN
F. (;ENf = Y trifluoroethoxy)pyrazin-2-yl) F>,_(\ojIN’r\ @ HQN’R\V
285 F el methyl)-2H-pyrazolo[4,3-c] F o "
JO pyridin-4-yl) _
cyclopropanecarboxamide Intermediate-34a
NP N-(2-((6-(2,2- NP
F. Oji/ND/\ = N difluoropropoxy)-5- F{\N@ HENB*]/
286 F N N methylpyridin-3-yl)methyl)- a N

2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide

Intermediate-35a
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{Table 7-31}
™
Fﬁ\f\j’w-’i \ 2-((5-cyclopropyl-6-(2,2,2- HeT O
R v S trifluoroethoxy)pyridin-3-yl) F\k\o > i:b}
298 F i methyl)-N-(3-hydroxypropyl)-2H-
} pyrazolo[4,3-c]pyridine-4-
- carboxamide Intermediate-37b
I 2-((6-(2,2-difluoropropoxy)-5- - X A HoN”
07N - methylpyridin-3-yl)methyl)-N-methyl- YO =Y
299 F o oH -
N -pyrazolo[4,3-c]pyridine-4- e
carboxamide Intermediate-35b
.l\l . -N\ PN
] \/(\:(‘N\ N 2-((6-(2,2-difluoropropoxy)-5- ] Ij/‘f\f\ N 2
300 7N =\ methylpyridin-3-yl)methyl)-N-ethyl- 2 O7N =N
O 2H-pyrazolo[4,3-c]pyridine-4- S,
\ carboxamide Intermediate-35b
N N OH
XA 2-((6-(2,2-difluoropropoxy)-5- - ld\:l/\"‘: N HNT
301 oo e methylpyridin-3-yl)methyl)-N-(2- o7 el
NH hydroxyethyl)-2H-pyrazolo[4,3-c] DEt
HOS pyridine-4-carboxamide Intermediate-35b
N HoNT™""0H
F},/\QTND/\ = N 2-((6-(2,2-difluoropropoxy)-5- )F_(\ojfmj/\
302 F o N methylpyridin-3-yl)methyl)-N-(3-
NH hydroxypropyl)-2H-pyrazolo[4,3-c] Ot
] pyridine-4-carboxamide Intermediate-35b
N _ o _ _5_ _ N\ N'N\ HN/
JNj” \ N-methyl-2-((6-methyl-5-(2,2,2 FY\\/E I‘ Ao 2
303 Y\ trifluoroethoxy)pyrazin-2-yl)methyl)- OTN =
“NH 2H-pyrazolo[4,3-c]pyridine-4- =
carboxamide Intermediate-34b
j”j/‘Nﬂ N N-ethyl-2-((6-methyl-5-(2,2,2- IN:(‘@ A HaNT
o =N trifluoroethoxy)pyrazin-2-yl)methyl)- S =
304 o B
H 2H-pyrazolo[4,3-c]pyridine-4- e
\ carboxamide Intermediate-34b
N N HoN"™~"0H
N B NG 2
Y‘ojimj/\ \ N-(3-hydroxypropyl)-2-((6-methyl- X\o\j‘m’j/\ =( \
305 5-(2,2,2-trifluoroethoxy)pyrazin-2-yl) F N
NH methyl)-2H-pyrazolo[4,3-c]pyridine- OFt
ZH 4-carboxamide Intermediate-34b
O 2-((6-(2,2-difluoropropoxy)-5- i (;Ij/‘wﬂ \ HEN
306 Yo = methylpyridin-3-yl)methyl)-N- YOO -
© NH isopropyl-2H-pyrazolo[4,3-c] © e

pyridine-4-carboxamide

Intermediate-35b
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{Table 7-32}

X
= ==/ N\

N-isopropyl-2-((6-methyl-
5-(2,2,2-trifluoroethoxy)pyrazin-

N, N
I j/\N VAR

. 2 =
ot 3

307 NH 2-ylymethyl)-2H-pyrazolo[4,3-c] OFt
pyridine-4-carboxamide Intermediate-34b
O 2-((6-(4-chloro-1H-pyrazol-1- \/@TN;“\ N KN
308 o NN = yl)-5-methylpyridin-3-yl) o~Ch N =\
S methyl)-N-methyl-2H-pyrazolo e
[4,3-c]pyridine-4-carboxamide Intermediate-38b
jfj/‘N;”\ \ 2-((6-(4-chloro-1H-pyrazol-1- j[j”N‘ji \ HNTS
309 ) N = yl)-5-methylpyridin-3-yl) o =
S methyl)-N-ethyl-2H-pyrazolo e
Q [4,3-c]pyridine-4-carboxamide Intermediate-38b
I/\TLN’N N-(2-hydroxyethyl)-2-(1-(5- A e~
Fog IN, =/ % methyl-6-(2,2,2-trifluoroethoxy) ra(\ IN, iy o
310 e ot pyridin-3-yl)ethyl)-2H-pyrazolo % © ot
HN—\_OH [4,3-c]pyridine-4-cgrboxamide OEt
(single enantiomer) Intermediate-11b
P N-(3-hydroxypropyl)-2-(1-(5- Y N0t
F L methyl-6-(2,2,2-trifluoroethoxy) R~ L
311 | F " = idin-3-yl)ethyl)-2H- | PO =
o pyridin-3-yl)ethyl) pyrazolo o
,3-c]pyridine-4-carboxamide t
HN—\__\ [4,3-c]pyridine-4-carb id OE
OH (single enantiomer) Intermediate-11b
N-methyl-2-(1-(5-methyl- N
NPEN ) . S
Foro L4 < 6-(2,2,2-trifluoroethoxy)pyridin- Re~o IN, =/ N\
312 Fg o=l 3-yl)ethyl)-2H-pyrazolo[4,3-c] o =N
HN— pyridine-4-carboxamide (single OEt
enantiomer) Intermediate-11b
N-ethyl-2-(1-(5-methyl-6-(2,2,2- HNT™
O trifluoroetho ridin-3-yl R DA
o S iflu xy)pyridin-3-yl) Seom? S
313 FE o N ethyl)-2H-pyrazolo[4,3-c] E N
HN—, pyridine-4-carboxamide (single OEt
enantiomer) Intermediate-11b
N-(2-hydroxyethyl)-2-(1-(5- e ~OH
DRR methyl-6-(2,2,2-trifluoroethoxy) DAS ’
F. PR yl-6-(2,2,2-triflu Xy 4
314 | FL 0N e pyridin-3-yl)ethyl)-2H-pyrazolo o O:;'\}
HN—-\__OH [4,3-c]9yridine-4-cgrboxamide OPh
(single enantiomer) Intermediate-39b
N N-(3-hydroxypropyl)-2-(1-(5- N HaNT™~"0H
DS methyl-6-(2,2,2-trifluoroethoxy) AN
Yo i Y o - Py o N _
315 F o N pyridin-3-yl)ethyl)-2H-pyrazolo F& o
HN—\_\ [4,3-c]pyridine-4-carboxamide OPh
OH (single enantiomer) Intermediate-39b
N N-methyl-2-(1-(5-methyl- N HN7
RS 6-(2,2,2-trifluoroeth idin- RES
Formgrn? ¢ (2,2,2-trifluoroethoxy)pyridin F>r"o PN
316 FE el 3-yl)ethyl)-2H-pyrazolo[4,3-c] o ot N
HN— pyridine-4-carboxamide (single OFh

enantiomer)

Intermediate-39b
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{Table 7-33}
S
et N-ethyl-2-(1-(5-methyl-B-(2,2,2- ﬁfLN-N\ N et
P YA . .y [ P =
317 §F O N N trifluoroethoxy)pyridin-3-yl)ethyl)- F‘?C/‘O N -
o e 2H-pyrazolo[4,3-c]pyridine-4- ph
N carboxamide (single enantiomer) .
Intermediate-39b
ey N-methyl-2-((5-methyl-2-phenyl- N//H/\N‘N X PN
N A= N ) i alod. ol NN =
318 @ e 2H-1,2,3 tll‘lazo:; 4 yl)mde.thylé)l 2H @ oj;}
P rosamde.
xami Intermediate-40b
SV MO
F. v & N-(2-methoxyethyl)-2-((4-methyl- o
319 Fr o 5-(2,2,2-trifluoroethoxy)pyridin-2- F{\
NH yl)methyl)-2H-pyrazolo[4,3-c]
0% pyridine-4-carboxamide Intermediate-23b
N, N,
U N | 2-((6-(4-chloro-1H-pyrazol-1-yl)- T O HEN
o | TGN =\ 5-methylpyridin-3-yl)methyl)}-N- | S—~Ch ™ s
NH isopropyl-2H-pyrazolo[4,3-c] £t
pyridine-4-carboxamide Intermediate-38b
-N, 2-((6-(4-chloro-1H-pyrazol-1-yl)- N, pon~OH
DS DS 2
C|_€I}IN)/\ i 5-methylpyridin-3-yl) CH{N\ N
321 =N o={ | methyl)-N-(2-hydroxyethyl)-2H- N e,
s pyrazolo[4,3-c]pyridine-4-
HO carboxamide Intermediate-38b
N N-(2-(1-(5-methyl-6-(2,2,2-
. jfj/LNb \ | trifluoroethoxy)pyridin-3-yl)ethyl)- YYL HZNB\(
322 Py TN e 2H-pyrazolo[4,3-clpyridin-4-yl) F 07N
7~ isobutyramide (single
o enantiomer) Intermediate-39a
2-hydroxy-2-methyl-N-(2-(1-(5-
; j\j}N; N methyl-6-(2,2,2-trifluoroethoxy) \rj’L HaNB\ﬁ)H
323 Fﬁ;’\o N = pyridin-3-yl)ethyl)-2H-pyrazolo F o N
HN OH [4,3-c]pyridin-4-yl)propanamide
© (single enantiomer) Intermediate-39a
WN‘N\ N-(2-((5-melhyl-2-phenyl-2H- ,h» N, HaNB\V
304 NN _; 1,2,3-triazol-4-yl)methyl)-2H- NN _Q
@ o pyrazolo[4,3-c]pyridin-4-yl) @ c
f cyclopropanecarboxamide Intermediate-40a
F‘fk,o N N Fj\, N N
F Efj/w;‘ \ N-(2-((6-(2,2,2-trifluoroethoxy) F O‘EJ”N;\ N Ho
325 =p pyridin-2-yl)methyl)-2H-pyrazolo =
HN, ol

[4,3-c]pyridin-4-yl)isobutyramide

Intermediate-41a
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{Table 7-34}

F
,5‘\,0 Nepr~ e N-(2-((6-(2,2,2-trifluoroethoxy) \ENj/\N-N\ HQN%
2 =N pyridin-2-y)methyl)-2H- z i\\
326 N O N
HN o pyrazolo[4,3-c]pyridin-4-yl) cl
J cyclopropanecarboxamide Intermediate-41a
N N
DS N-(2-((6-(cyclopropylmethoxy)- WNi N HN%/
307 o O N — 5-methylpyridin-3-yl)methyl)- 7 OTN = z
o 2H-pyrazolo[4,3-c]pyridin-4-yl) ¢l
isobutyramide Intermediate-42a
N
DR N-(2-((6-(cyclopropylmethoxy)- O A HN,&V
328 7 oN — 5-methylpyridin-3-yl)methyl)- g ON :
N 2H-pyrazolo[4,3-c]pyridin-4-yl) cl
f cyclopropanecarboxamide Intermediate-42a
S Ny N-(2-((6-(cyclopropylmethoxy)- WN,N\
7O ={ Y 5-methylpyridin-3-yl)methyl)- 7O EQ HaN" Ko
329 HN N 2H-pyrazolo[4,3-c]pyridin-4-yl)- cl
8€:O 2-hydroxy-2- _
H methylpropanamide Intermediate-42a
i DL N,6-dimethyl-2-((5-methyl- HgN”
330 | F oN = 6-(2,2,2-trifluoroethoxy)pyridin- Y‘O N 5:?’
© HN— 3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermedlate 1e
] (Y N-ethyl-6-methyl-2-((5-methyl- HeN
331 ! N =N 6-(2,2,2-trifluoroethoxy)pyridin- FWAO N Lj\,-_,\}‘
N 3-yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermediate-1e
[N o~ NN Hal™ ™
] SRS N-ethyl-2-((5-methyl-6-((2,2,2- . Tf Ao 2
332 Pf\ﬁ N = trifluoroethyl)amino)pyridin-3-yl) SrTNTN =
O\ methyl)-2H-pyrazolo[4,3-c] -
(\ pyridine-4-carboxamide Intermediate-43b
i, N-isopropyl-2-((5-methyl- el /k
For™N ‘Nf =( 3 6-((2,2,2-trifluoroethyl)amino) For™n LF =Y H
F H = . FF H =N
333 F o pyridin-3-yl)methyl)-2H-
NH pyrazolo[4,3-c]pyridine-4- Ot
carboxamide Intermediate-43b
N N-(2-hydroxyethyl)-2-((5- 2NN ~AOH
[\/ N\\ y y y » 3 HolN
EYN 3 methyl-6-((2,2,2-trifluoroethyl) ,’}{\N _F‘;
334 F o - amino)pyridin-3-yl)methyl)-2H- -
S pyrazolo[4,3-c]pyridine-4-
HO carboxamide Intermediate-43b
X N-(3-hydroxypropyl)-2-((5- C XN HaNT~"0H
ﬁg"n N - methyl-6-((2,2,2-trifluoroethyl) Pr NN =
335 G b amino)pyridin-3-yl)methyl)-2H- DEt
pyrazolo[4,3-c]pyridine-4-
o carboxamide Intermediate-43b
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{Table 7-35}

N'N\, _ _ B e NfN\
lr} o 2-((6 (cyclppropylmethoxy) 5 ‘.(f\OIN:r\ N HENJ\
336 v =N methylpyridin-3-yl)methyl)-N- .
S isopropyl-2H-pyrazolo[4,3-c] E:
_ﬂ pyridine-4-carboxamide Intermediate-42b
SN N-methyl-2-((6-(2,2,2 Al ow g ReN”
- el -methyl-2-((6-(2,2,2- F U‘w\
337 # = _;‘ trifluoroethoxy)pyridin-2-yl)methyl)- = ?
" 2H-pyrazolo[4,3-c]pyridine-4- e -
carboxamide
Intermediate-41b
E F HaNT™
L O N~ N B O N N :
F L) o N-ethyl-2-((6-(2,2,2-trifluoroethoxy) P U“‘: N
338 o =N pyridin-2-yl)methyl)-2H-pyrazolo o =
NH [4,3-c]pyridine-4-carboxamide OEL
{ Intermediate-41b
£ F eF p e OH
PO el \ N-(2-hydroxyethyl)-2-((6-(2,2,2- F*fﬂfj/w”\ N :
339 # . trifluoroethoxy)pyridin-2-yl)methyl)- # “j;?
= 2H-pyrazolo[4,3-c]pyridine-4- St
S carboxamide
wcl Intermediate-41b
F F N
EA O Ny~ o NN Rl on
I N-(3-hydroxypropyl)-2-((6-(2,2,2- U\ Ao
340 o =N trifluoroethoxy)pyridin-2-yl)methyl)- =N
NH 2H-pyrazolo[4,3-c]pyridine-4- o OFt
carboxamide
y Intermediate-41b
® N'_’} \ 2-((8-(cyclopropylmethoxy)-5- s Nf\ N HoNT
» O -~ methylpyridin-3-yl)methyl)-N- 7N 5;}
N methyl-2H-pyrazolo[4,3-c]pyridine- o DEt
4-carboxamide Intermediate-42b
» N N 2-((6-(cyclopropylmethoxy)-5- » Nf\ 2 HoN T
340 v TN = methylpyridin-3-y)methyl)-N-ethyl- | 7O N ?
N 2H-pyrazolo[4,3-c]pyridine-4- =
\ carboxamide Intermediate-42b
N N OH
WN-‘ R 2-((6-(cyclopropylmethoxy)-5- m/\"_‘ A HeN>
243 VO o methylpyridin-3-yl)methyl)-N-(2- v 5
NH hydroxyethyl)-2H-pyrazolo[4,3-c] OEt
HO$ pyridine-4-carboxamide Intermediate-42b
=N N HaN"~"0H
V/\ojg\::r\ ={ N 2-((6-(cy§lgpropylmethoxy)-5- V/\(I“:r\ L:?;?
344 o methylpyridin-3-yl)methyl)-N-(3- o &

hydroxypropyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-42b
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{Table 7-36}

N-ethyl-2-(3-methyl-

N
F N
i&oj(:f = %
=N
o
£

HaNT™

345 o = 4-(trif|uoromethoxy)b.er?zyl)-ZH-
MH pyrazolo[4,3-c]pyridine-4-
carboxamide Intermediate-44b
N . N
. i;©/‘t\¢: N N-lsopropyI-Z-(S-methyl- Eiggm: N HQN,L
346 F = 4-(trifluoromethoxy)benzyl)-2H- =
[ pyrazolo[4,3-c]pyridine-4- O
carboxamide Intermediate-44b
N N o
E{g@/\”: A N-(2-hydroxyethyl)-2-(3-methyl- Eﬁ\(}j@”‘”; X HN ™
347 o =N 4-(trifluoromethoxy)benzyl)-2H- o =N
NH pyrazolo[4,3-c]pyridine-4- OEt
Hé carboxamide Intermediate-44b
F N F - HaNT~"0H
Exm\ =3 N-(3-hydroxypropyl)-2-(3-methyl- Ex;(jﬁ < ‘
248 o 4(trifluoromethoxy)benzyl)-2H- o=t
NH pyrazolo[4,3-c]pyridine-4- OBt
>o ! carboxamide Intermediate-44b
E F Ho N7
PO N-ethyl-2-((2-(2,2,2- %O@/\“'N‘ :
”" N =Y trifluoroethoxy)pyridin-4-yl) Nz ‘j:N\\
e " methyl)-2H-pyrazolo[4,3-c] O .
pyridine-4-carboxamide Ot
Intermediate-45b
o N-(2-((5-phenyl-6-(2,2,2- e MQNE\_/
350 | ~f~ (J =0 trifluoroethoxy)pyridin-3-yl) "o P »:{;\3
£ W methyl)-2H-pyrazolo[4,3-c]pyridin- F o
O}—Q 4-yl)cyclopropanecarboxamide Intermediate-46a
F - - 2-(3- - F N HaNT
Fﬂ\;@’\ O .N methyl-2-(3-methyl F&O\/@” Ao ;
351 F =N 4-(trifluoromethoxy)benzyl)-2H- =n
W pyrazolo[4,3-c]pyridine-4- e
carboxamide Intermediate-44b
XN N HaN"™""0H
g ld = ) | 2{(6-(4-chloro-1H-pyrazol-1-yl)-5- Cl{f'\l\’fwj\ S )
350 =N o methylpyridin-3-yl)methyl)-N-(3- =N o
H hydroxypropyl)-2H-pyrazolo[4,3-c] OFt
} pyridine-4-carboxamide Intermediate-38b
oH
F F
E Ay N-isopropyl-2-((2-(2,2,2- iX,OY\j/\N.N\ H2N/L
253 N S trifluoroethoxy)pyridin-4-yl) Nz j:?
o methyl)-2H-pyrazolo[4,3-c] o -
-(?H pyridine-4-carboxamide '

Intermediate-45b
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{Table 7-37}
F@ij\ \ 2-((6-(4-fluorophenoxy)-5- KN
354 ON =N methylpyridin-3-yl)methyl)-N-
S methyl-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide Intermediate-19b
F. N N-ethyl-2-((6-(4- F. NN HaN ™
\Q 'N’ = _; fluorophenoxy)-5- \@Oj\/j/\ =
355 o methylpyridin-3-yl)methyl)-2H-
(N H pyrazolo[4,3-c]pyridine-4- OFt
carboxamide Intermediate-19b
ol N-(2-hydroxyethyl)-6-methyl- e PN~ OH
ﬁ o IN’ =< N 2-((5-methyl-6-(2,2,2- ;Y\(INJA ‘_; ’
356 " trifluoroethoxy)pyridin-3-yl) F
AN o methyl)-2H-pyrazolo[4,3-c] e
pyridine-4-carboxamide Intermediate-1e
SN N-(3-hydroxypropyl)-6-methyl- HaN™~"~0H
E)[,—\Oj';:r’\ = -r\; 2-((5-methyl-6-(2,2,2- F O\/(Nj/\
357 F e trifluoroethoxy)pyridin-3-yl)
N methyl)-2H-pyrazolo[4,3-c] o
OH pyridine-4-carboxamide Intermediate-1e
N <N P
Fj\/\ﬂf* Y 2-((5-methyl-6-(3,3,3- Eﬁ\/\nm‘“ \ N
F N el trifluoropropoxy)pyridin-3-yl) e
358 NH methyl)-N-(3-(methylsulfonyl) Et
propyl)-2H-pyrazolo[4,3-c] )
S pyridine-4-carboxamide Intermediate-21b
HNT
%\N.I\L N-methyl-2-((1-(2,2,2- E;Llr\N-N\
~ — \ . . . . A F o \
359 EF oSN = trifluoroethoxy)isoquinolin-4-yl) o ‘j;}
o methyl)-2H-pyrazolo[4,3-c] s
As pyridine-4-carboxamide OFt
Intermediate-47b
HeN™
%/\N.I\{ N-ethyl-2-((1-(2,2,2- @T :
360 E}F/\O Sy =( 3 trifluoroethoxy)isoquinolin-4-yl) F 0N
O methyl)-2H-pyrazolo[4,3-c]
(z‘ H pyridine-4-carboxamide
Intermediate-47b
%\N.l\{ N-isopropyl-2-((1-(2,2,2- %{\ HQNJ\
361 Ero N ={ 3 trifluoroethoxy)isoquinolin-4-yl) F o N
& methyl)-2H-pyrazolo[4,3-c]
NH .y .
— pyridine-4-carboxamide
Intermediate-47b
N N-(2-hydroxyethyl)- o™
5 fN | R 2-((1-(2,2,2-trifluoroethoxy) g
362 W o isoquinolin-4-yl)methyl)-2H- F
NH

pyrazolo[4,3-c]pyridine-4-
carboxamide

Intermediate-47b
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{Table 7-38}
HaN"™"0H
LT | N-Ghydroxypropy)-2-((1-2.22- | T O
F N =N trifluoroethoxy)isoquinolin-4-yl) Py TN =
363 F o= y)isoq y F o
NH methyl)-2H-pyrazolo[4,3-c] et
§ pyridine-4-carboxamide
Intermediate-47b
bH
q b N-ethyl-2-(4-((2,2,2- q N HeN™
364 trifluoroethoxy)methyl)benzyl)- =N
Ok 2H-pyrazolo[4,3-c]pyridine-4- i,
¢ carboxamide Intermediate-48b
F N F N HNT~"0H
;&m/@\ =Y | N-(3-hydroxypropyl)-2-(4-((2,2,2- E&oﬁ =( ’
265 o trifluoroethoxy)methyl)benzyl)- ol
pH 2H-pyrazolo[4,3-c]pyridine-4- OFt
éo y carboxamide Intermed iate-48b
b NS i -2-(4- ; £ N
Ex/@\/@” S  N-isopropyl-2-(4-(2.2.2 Fﬂ\,o\,‘@/\ S HENL
366 trifluoroethoxy)methyl)benzyl)- F =N
© 2H-pyrazolo[4,3-c]pyridine-4- .
carboxamide Intermediate-48b
' S)-4-hydroxy-1-(2-((5-methyl- S o
l = N\\ ( I P —
367 : N _Q 6-(2,2,2-trifluoroethoxy)pyridin- i){\n ‘\Q Hy
F N 3-yl)methyl)-2H-pyrazolo[4,3-c] F cl b
HO™~=0 pyridin-4-yl)pyrrolidin-2-one Intermediate-1a
N N OH
"o RS 2-((5-(2,2-difluoroethoxy)-4- . Cm“: A HaNT
368 r o =N methylpyridin-2-yl)methyl)-N-(2- T\ o =N
NH hydroxyethyl)-2H-pyrazolo[4,3-c] OEt
HOS pyridine-4-carboxamide Intermediate-49b
e, (SN A Hal™>"0H
PR -((5-(2.2-di 4- F SN
FY\D N N 2-((5 (2,.2.d|fluoroethoxy) 4 \F(\O .
369 F o methylpyridin-2-yl)methyl)-N-(3-
H hydroxypropyl)-2H-pyrazolo[4,3- OFt
c]pyridine-4-carboxamide Intermediate-49b
H
SN N-methyl-2-((1-methyl- Sy HeN
o N, = N . . o{@!’/\ =¢ N
370 F4 =N 5-(trifluoromelhoxy)-1H-indol-2- Fr » =
Fr e yl)methyl)-2H-pyrazolo[4,3-c] FF O e
pyridine-4-carboxamide Intermediate-50b
LR N-ethyl-2-((1-methyl- :p/‘\N 5 HNT
371 p?éz DS 5-(trifluoromethoxy)-1H-indol-2- F?<S > ;5:}
NH yl)methyl)-2H-pyrazolo[4,3-c] OEt
q pyridine-4-carboxamide

Intermediate-50b
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{Table 7-39}
RS N-isopropyl-2-((1-methyl- §\j’~ 5 s
379 E ~ =N 5-(trifluoromethoxy)-1H-indol-2- ;:‘-:7( > j:r}
FF NH yl)methyl)-2H-pyrazolo[4,3-c] F .
- pyridine-4-carboxamide Intermediate-50b
oy N PN OH
% o N-(2-hydroxyethyl)-2-((1-methyl- o v Pl HaN"
373 FA ot 5-(trifluoromethoxy)-1H-indol-2- FA =N
NH yl)methyl)-2H-pyrazolo[4,3-c] OEt
HOS pyridine-4-carboxamide Intermediate-50b
Ci LN Cl N OH
i Ij‘m‘\ N 2-(3-chloro-4-(2,2-difluoroethoxy) O]@/\N; N N
Yo =N benzyl)-N-(2-hydroxyethyl)-2H- Y =N
374 O . o
NH pyrazolo[4,3-c]pyridine-4- OEt
Hé carboxamide Intermediate-51b
ci N ci -N HaNT™~""0H
N A% 2
F :©/\ =¢ N 2-(3-chloro-4-(2,2-difluoroethoxy) A Ij\ = N
Yo = o =N
375 F o benzyl)-N-(3-hydroxypropyl)-2H- F 0
5‘” pyrazolo[4,3-c]pyridine-4- OFt
carboxamide Intermediate-51b
oH
F P N-(2-((5-methyl-6-((2,2,2- oF D RR
E O\:Ewr = trifluoroethoxy)methyl)pyridin-3- FiVO‘INI\ ‘QQ HzN
376 N N
HN H yl)methyl)-2H-pyrazolo[4,3-c] cl
& pyridin-4-yl)isobutyramide Intermediate-52a
WN N T
i WN‘\ \ 2-((5-methyl-6-(2,2,2- . WN‘\ \ NS
FE o =N trifluoroethoxy)pyridin-3-yl) FL =N
377 NH methyl)-N-(3-(methylsulfonyl) OEt
propyl)-2H-pyrazolo[4,3-c]
) 5 pyridine-4-carboxamide Intermediate-1b
F AR N-ethyl-2-((5-methyl-6-((2,2,2- F SN HN
F. DS y y L [ B Wy
278 F*’O‘Ibf = | trifluoroethoxy)methyl)pyridin-3- fw\’O‘INT =
o= yl)methyl)-2H-pyrazolo[4,3-c] e
ﬂ pyridine-4carboxamide Intermediate-52b
N . N
e S NS N-isopropyl-2-((5-methyl- £ 17 NS J\
P =/ W - =7 % HN
370 F*’O\IN\"» - 6-((2,2,2-trifluoroethoxy)methyl) 'C&"O‘j:“’j/‘? ’
o pyridin-3-yl)methyl)-2H-pyrazolo R
[4,3-c]pyridine-4-carboxamide Intermediate-52b
N N OH
E&F\,o\ji/wj/\'\t‘ v | N-(2-hydroxyethyl)-2-((5-methyl- ;fji“o\)f@/\”: \ HN ™
-((2,2,2-trifluoroethoxy)methy =
N 6-((2,2,2-trifl h hyl N
380 o o

pyridin-3-yl)methyl)-2H-pyrazolo
[4,3-c]pyridine-4-carboxamide

Intermediate-52b
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{Table 7-40}
. N HNT"0H
- 1 NS N-(3-hydroxypropyl)-2-((5- F TYONCS 2
P 2=/ W . =7 W
POy =N methyl-6-((2,2,2-trifluoroethoxy) %O‘I“T\?
381 " methyl)pyridin-3-yl)methyl)-2H- © YiEy
é pyrazolo[4,3-c]pyridine-4-
Y carboxamide Intermediate-52b
S ST HN"™~"0H
O N, == A\ N = N
FX = N-(3-hydroxypropyl)-2-((1- FA =
382 F = methyl-5-yl)methyl)-2H-pyrazolo F -
§ [4,3-c]pyridine-4-carboxamide
Intermediate-50b
oH
E e N-(2-((5-methyl-6-((2,2,2- F S
EX,O\:EN)/\ L‘{‘» trifluoroethoxy)methyl)pyridin-3- E\,«O\IN)/\ {:} HQNBV
383 T yl)methyl)-2H-pyrazolo[4,3-c] cl
Q‘a d pyridin-4-yl) Int diate-52
cyclopropanecarboxamide ntermediate->sa
1P N-(2-((5-(2,2-difluoroethoxy)-4- e i{/
i - | -
“ro #N _ methylpyridin-2-yl)methyl)-2H- FY‘OI;”/\ “Q HeN
384 N pyrazolo[4,3-c]pyridin-4-yl) F o
O Ll
—<= isobutyramide Intermediate-49a
N : -
YN N-(2-((5-(2,2-difluoroethoxy)-4- . e &7
265 F\(\o NN methylpyridin-2-yl)methyl)-2H- ‘foj@/\ N FN
N pyrazolo[4,3-c]pyridin-4-yl) d
J: cyclopropanecarboxamide Intermediate-49a
N, f N
| N7 N-(2-((5-(2,2-difluoroethoxy)-4- DR ji!(
286 F\f;"o NS methylpyridin-2-yl)methyl)-2H- F\(\O\’Q‘/\ “Q} HN" Yo
:Nto pyrazolo[4,3-c]pyridin-4-yl)-2- a
e hydroxy-2-methylpropanamide Intermediate-49a
b0 N N-(2-(3-(trifluoromethoxy) fo N i
N7 N7
267 \f @A =<( N benzyl)-2H-pyrazolo[4,3-c] F\i’ @»ﬂ “EN'U\‘/
H pyridin-4-yl) cl
oZ ] cyclopropanecarboxamide Intermediate-53a
r\’{:, N _ e WM
F"‘@” M N-(2-(3-(trifluoromethoxy) Y IS RS o
388 " =N benzyl)-2H-pyrazolo[4,3-c] =N
< pyridin-4-yl)isobutyramide “
o Intermediate-53a
F F
o0 N 2-hydroxy-2-methyl- O\@\NJ\{ i{
389 Ri' ‘@f\ =( % N-(2-(3-(trifluoromethoxy) r\’t =, _; HN" " on
e benzyl)-2H-pyrazolo[4,3-c] ol
o pyridin-4-yl)propanamide Intermediate-53a
Nay Oy, N-(2-(2-((3-fluoro- Ny Oy N,
rp AL \=C\> 5-(trifluoromethyl)pyridin-2-yl) rPLA L~§3 ngﬁ\v
390 F e oxy)ethyl)-2H-pyrazolo[4,3-c] F o N
ob < pyridin-4-yl)

cyclopropanecarboxamide

Intermediate-54a
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{Table 7-41}

N-(2-(2-((3-fluoro-
5-(trifluoromethyl) pyridin-2-yl)

. [N\ O\/\N’N\
2 s ST
=N

Cl

HQNB\r

391 F HNH oxy)ethyl)-2H-pyrazolo[4,3-c] F
o pyridin-4-yl)isobutyramide Intermediate-54a
F\';,o . F\T, N HeN™
RPN N-methyl-2-(3-(trifluoromethoxy) f@ﬁ S
392 e benzyl)-2H-pyrazolo[4,3-c] ot N
NH pyridine-4-carboxamide Ph
Intermediate-53b
F F
F\!°\©’*N"‘{ N-isopropyl- %O\©’\N'N\ HQNrL.
203 < 2-(3~(trifluoromethoxy)benzyl)- ‘5:;‘}
O 2H-pyrazol(;[4,3-0].zyridine-4- i
—Q carboxamide Intermediate-53b
F 3 ) Han O
F‘i’“\@”w \ N-(2-hydroxyethyl)- F\l’o\@/\f{"\ ?
F = % ) D
394 =N 2-(3-(trifluoromethoxy)benzyl)- =N
S 2H-pyrazolo[4,3-c]pyridine-4- e
b id
Hé carboxamide Intermediate-53b
rf N e N HoN"™"0H
\é'o\©/\“: A N-(3-hydroxypropyl)- fO\[:rNJ }
305 o=l 2-(3-(trifluoromethoxy)benzyl)- o=t "
NH 2H-pyrazolo[4,3-c]pyridine-4- OPh
b id
§ carboxamide Intermediate-53b
OH
T N-ethyl-2-(2-((3-fluoro- O HoN T
396 i F =N 5-(trifluoromethyl) pyridin-2-yl) I F =N
O oxy)ethyl)-2H-pyrazolo[4,3-c] oph
q pyridine-4-carboxamide Intermediate-54b
f IN; O\/\N;N\ N 2-(2-((3-fluoro-5-(trifluoromethyl) - \T/E\jo\/\wi‘{ \ HzNJ\
307 F =\ pyridin-2-yl)oxy)ethyl)-N- T F ?
O m isopropyl-2H-pyrazolo[4,3-c] =en
= pyridine-4-carboxamide Intermediate-54b
Nap Oy, Nop Oyl HaN"™"0H
P e =N 2-(2-((3-fluoro-5-(trifluoromethyl) F\FVE;F =/
208 F e pyridin-2-yl)oxy)ethyl)-N-(3- F =
NH hydroxypropyl)-2H-pyrazolo[4,3- OPh
>0H c]pyridine-4-carboxamide Intermediate-54b
. NP N-(2-((5-(2,2,3,3,3- F SN
F I = . A | =
290 | P O«Cf\rl/\ _; pentafluoropropoxy)pyridin-2-yl) X o’i;r —r\a FeN

methyl)-2H-pyrazolo[4,3-c]
pyridin-4-yl)isobutyramide

ol
Intermediate-55a
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{Table 7-42}

N-(2-((5-(2,2,3,3,3-
pentafluoropropoxy)pyridin-2-yl)

N,

F s N
F Q/G\l/\ @
FF =N

Ci

HZNJ\?

400 FF e methyl)-2H-pyrazolo[4,3-c]
0'% < pyridin-4-yl)
. Intermediate-55a
cyclopropanecarboxamide
N N OH
F\;{ IO, | N-@-hydroxyethy)2-(4-(1,1,22- | < 38T HoN™>
401 E © =N tetrafluoroethoxy)benzyl)-2H- \,‘:)AO o =N
NH pyrazolo[4,3-c]pyridine-4- OEt
Hé carboxamide Intermediate-56b
RF N RF N HN"~""0H
F?(O@/\ = Y N-(3-hydroxypropyl)- F\})(C)@/\ ={ % ’
F N 2-(4-(1,1,2,2-tetrafluoroeth N
402 o (4-(1,1,2,2-tetrafluoroethoxy) o
H benzyl)-2H-pyrazolo[4,3-c] OFt
pyridine-4-carboxamide Intermediate-56b
OH
-N
AL R Sa N-ethyl-2-((542,2,3,3,3- E;S(\O@(\ L RN
403 s =N pentafluoropropoxy)pyridin-2-yl) F =N
0= methyl)-2H-pyrazolo[4,3-c] i .
L pyridine-4-carboxamide Intermediate-55b
ST N | N-isopropyl-2-((5-(2.2,3,3,3- SR B gea HEN
404 F e =N pentafluoropropoxy)pyridin-2-yl) F dE =N
O methyl)-2H-pyrazolo[4,3-c] O
pyridine-4-carboxamide Intermediate-55b
N ~
rl T o N-(3-hydroxypropyl)- Rl DS HaN 7 TOH
F>lp§‘ NN 2-((5-(2,2,3,3,3- Fﬁf@gf tg,}
405 © NH pentafluoropropoxy)pyridin-2-yl) Q DEL
} methyl)-2H-pyrazolo[4,3-c]
M pyridine-4-carboxamide Intermediate-55b
N . N
] 3,\N N N 2-((5-(2,2.-d.|fluoroethoxy)-4- . \/CN(\N: X HQNJ\
Yo = methylpyridin-2-yl)methyl)-N- Yo =
406 , F o
NH isopropyl-2H-pyrazolo[4,3-c] o
pyridine-4-carboxamide Intermediate-49b
VR -((5-(2.2-di 4- N HeN”
. 0 2+((5+(2,2-difluoroethoxy)-4 - j@f 9 2
107 Yo - methylpyridin-2-yl)methyl)-N- Yo =
Rk methyl-2H-pyrazolo[4,3-c] S,
! pyridine-4-carboxamide Intermediate-49b
B N;“\ N 2-((5-(2,2-difluoroethoxy)-4- F\r/\mﬂwi\[ \ o™
- idin-2- -N- o _
408 YO o methylpyridin-2-yl)methyl)-N I . O:

ethyl-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-49b
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{Table 7-43}
£ Y R N N-ethyl-2-((5-(2,2,3,3- ,’;(\ O,CKNS \ N
409 F £ =N tetrafluoropropoxy)pyridin-2- F £ =n
O yl)methyl)-2H-pyrazolo[4,3-c] et
< pyridine-4-carboxamide Intermediate-57b
. NN N-(2-hydroxyethyl)- F O(@/‘N'N\ Hon~-OH
l - (R ¢
FJ?(; Sl 2-((5-(2,2,3,3- F)?(F\ A O
410 o " tetrafluoropropoxy)pyridin-2- o -
S yl)methyl)-2H-pyrazolo[4,3-c]
HO pyridine-4-carboxamide Intermediate-57b
)r;(\ Y Nt N N-(3-hydroxypropyl)- )::Y\ O’@\N_ij{ \ HN"~"0H
F IO = 2-((5-(2,2,3,3- P % =p
411 © \H tetrafluoropropoxy)pyridin-2- o £t
? yl)methyl)-2H-pyrazolo[4,3-c]
- pyridine-4-carboxamide Intermediate-57b
g O DS N-(2-((5-chloro-6-(2,2,3,3- F CWN-N\ 2
412 F o *:1 tetrafluoropropoxy)pyridin-3- F N \QC;B HN
FF HN)f‘( yl)methyl)-2H-pyrazolo[4,3-c] FF c
o] pyridin-4-yl)isobutyramide Intermediate-58a
Fo Ol N-(2-((5-chloro-6-(2,2,3,3- N N )
£ Dm\ ={ N tetrafluoropropoxy)pyridin-3- . O:(Nj/\ ‘i\\ HaM
413 N yl)methyl)-2H-pyrazolo[4,3-c] FF ¢l N
Pl pyridin-4-yl) _
cyclopropanecarboxamide Intermediate-58a
N N N-(2-((5-chloro-6-(2,2,3,3- Fo Oy e
F% IN’ =( N tetrafluoropropoxy)pyridin-3- F ol/r:”‘/\ E{:\\ HzNﬁj(QH
414 FF w yl)methyl)-2H-pyrazolo[4,3-c] FF el
& pyridin-4-yl)-2-hydroxy-2- .
methylpropanamide Intermediate-58a
£ e N-(2-((5-(2,2,3,3- E O/@/‘w’i g
{ - ! =
415 e 2N -r: tetrafluoropropoxy)pyridin-2- F)?(F\ =N LC:} HQNJ\(
i}o yl)methyl)-2H-pyrazolo[4,3-c] ¢
pyridin-4-yl)isobutyramide Intermediate-57a
. N H
| L o N-(2-acetamidoethyl)-2-((5- JFY\\/(\)/\N; N HA~ Ny
e O N o methyl-6-(2,2,3,3- Lo = 0
416 NH tetrafluoropropoxy)pyridin-3- © Et
§ yl)methyl)-2H-pyrazolo[4,3-c]
H”}:O pyridine-4-carboxamide Intermediate-27b
F Ry el (S)-N-(2-hydroxypropyl)-2-((5- F e HaNOH
[ .y 1) '« 2
P WP ) methyl-6-(2,2,3,3- »v‘pgg;j/\ ) Al
417 F s tetrafluoropropoxy)pyridin-3- 0 -

yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-27b
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{Table 7-44}
3 Y (S)-N-(2,3-dihydroxypropyl)- 3 ;(j”N;N\ N S
oo X 2-((5-methyl-6-(2,2,3,3- e 3;?
418 NH tetrafluoropropoxy)pyridin-3-yl) o OBt
aOH methyl)-2H-pyrazolo[4,3-c] .
- pyridine-4-carboxamide Intermediate-27b
LF
FK@”N;N\ N N-(2-(3-(trifluoromethyl)benzyl)- Jﬁg/‘ HaN%
419 =N 2H-pyrazolo[4,3-c]pyridin-4-yl) ‘\O
HN; q cyclopropanecarboxamide
o Intermediate-59a
F 3 o]
E F
Fkg‘m*i N-(2-(3-(trifluoromethyl)benzyl)- F/ﬁmf\ N HQN}’\(
420 _Q 2H-pyrazolo[4,3-c]pyridin-4-yl) L{;\}
Hf")7_< isobutyramide a
0 Intermediate-59a
FF FF HQN’
F N . £ NN,
K[j‘ 5 N-methyl-2-(3-(trifluoromethyl) &[:]” 9
421 =N benzyl)-2H-pyrazolo[4,3-c] o =
HN— pyridine-4-carboxamide Ph
Intermediate-59b
Fr e HaNT™
F NN, . F R,
iy N-ethyl-2-(3-(trifluoromethyl) Ay an
422 =N benzyl)-2H-pyrazolo[4,3-c] =N
HN— pyridine-4-carboxamide ©
Intermediate-59b
F F
F’Kb/\N‘N\ N-isopropyl- pkb/‘w"‘t HQNJ\
=( N\ 2-(3-(trifluoromethyl)benzyl)-2H- =3
423 N .
pyrazolo[4,3-c]pyridine-4- o
H carboxamide
Intermediate-59b
e e HaN"™""0H
F)§©/\N.N\ N-(3-hydroxypropyl)- F'ﬁ/w-“{
=(_ 3 2-(3-(trifluoromethyl)benzyl)-2H- =(_\
424 N . N
o pyrazolo[4,3-c]pyridine-4- O -
AN carboxamide
OH Intermediate-59b
F SN (R)-N-(2-hydroxypropyl)-2-((5- H NSO
| = NTY
FJF»f SO methyl-6-(2,2,3,3- F)Y\O\/(Nj/\ ‘3;3 :
425 e \H tetrafluoropropoxy)pyridin-3-yl)
&_ methyl)-2H-pyrazolo[4,3-c]
e pyridine-4-carboxamide Intermediate-27b
F WN;N N (R)-N-(2,3-dihydroxypropyl)- WN-‘N\ N HQN’\S/H\OH
F 07N =N 2-((5-methyl-6-(2,2,3,3- PO ?
426 H tetrafluoropropoxy)pyridin-3-yl) © OEL
?_OH methyl)-2H-pyrazolo[4,3-c]
o pyridine-4-carboxamide Intermediate-27b
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{Table 7-45)
o N 2-(3-chloro-4-(2,2- D‘Ij/ W HoN”
Ij ={ N ’ =/ N
427 "o " difluoroethoxy)benzyl)-N- o 5;}
A methyl-2H-pyrazolo[4,3-c] om
pyridine-4-carboxamide Intermediate-51b
RF [:F L N-methyl-2-(4- - ()/\N‘N HaN
yl-2-(4-(1,1,2,2 RF S
={ N F ¢ N
428 Fﬁa =N tetrafluoroethoxy)benzyl)-2H- \)(O \5::\}
o NH pyrazolo[4,3-c]pyridine-4- © OEL
carboxamide Intermediate-56b
Oy 2-((5-chloro-6-(2,2,2- AN HeN”
2 =N . . No? Y
429 m N - trifluoroethoxy)pyridin-3-yl) g0 =
= methyl)-N-methyl-2H-pyrazolo -
[4,3-c]pyridine-4-carboxamide Intermediate-5b
Glﬁ\h{i‘{ N 2-(3-chloro-4-(2,2- ] C’Ij\mf\ A HaNT
430 F\;“O =N difluoroethoxy)benzyl)-N-ethyl- Yo ?
O 2H-pyrazolo[4,3-c]pyridine-4- =
carboxamide Intermediate-51b
Y @”Nﬁ‘\ \ N-ethyl-2-(4-(1,1,2,2- _RE @/wf\ \ N
% =N tetrafluoroethoxy)benzyl)-2H- ?(O =\
431 F o . o
NH pyrazolo[4,3-c]pyridine-4- el
{ carboxamide Intermediate-56b
o N 2-((5-chloro-6-(2,2,2- C’r\j/‘w'”\ Ha
R 1Ly I I’ =/
432 WAOII;(\ = trifluoroethoxy)pyridin-3-yl) PO =
= methyl)-N-ethyl-2H-pyrazolo el
[4,3-c]pyridine-4-carboxamide Intermediate-5b
] N-methyl-2-(1-(4-methyl- N HNT
S U o 5-(2,2.2-trfluoroethoxy)pyridin- | & I Pl
433 FL© =N 2-yl)ethyl)-2H-pyrazolo[4,3-c] L ot
HN pyridine-4-carboxamide (single
enantiomer) Intermediate-60b
Ao N-ethyl-2-(1-(4-methyl-5-(2,2,2- A N
E D trifluoroethoxy)pyridin-2-yl) Ao [ P
434 Fro e ethyl)-2H-pyrazolo[4,3-c] il ot
HN— pyridine-4-carboxamide (single
enantiomer) Intermediate-60b
. H
S, N-(2-acetamidoethyl)-2-(1-(4- ﬁ/LN,N\ TV e
B~ lon =/ methyl-5-(2,2,2-trifluoroethoxy) Ao IS ol
435 | FF =N pyridin-2-yl)ethyl)-2H-pyrazolo Tr N
HNN [4,3-c]pyridine-4-carboxamide Ot
d (single enantiomer) Intermediate-60b
" N-(2-hydroxyethyl)-2-(1-(4- N N~
. RS methyl-5-(2,2,2-trifluoroethoxy) | & o DA
436 Sl o =N pyridin-2-yl)ethyl)-2H-pyrazolo e o =N
. idine-4- i OE
HN_\—QH [4,3-c]pyridine-4-carboxamide t

(single enantiomer)

Intermediate-60b
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{Table 7-46}
N N-(3-hydroxypropyl)-2-(1-(4- N0
» = AW
e ,\N N N melhyl-5-(2,2,2- F>(’\o Lo
437 F =N trifiuoroethoxy)pyridin-2-yl) L =N
© 2N ethyl)-2H-pyrazolo[4,3-c] et
aH pyridine-4-carboxamide(single .
enantiomer) Intermediate-60b
N-((5)-2-hydroxypropyl)- N
e Y NS 1 2-(1-(4-methyl-5-(2,2,2- . H/LN‘N A MY
a8 | FLC = trifluoroethoxy)pyridin-2-yl) PY 0 =
o, ethyl)-2H-pyrazolo[4,3-c] e
n)'OH pyridine-4-carboxamide(single .
enantiomer) Intermediate-60b
S AN N N-methyl-2-((5-methyl- - m\m;\ \ HoN”
439 r N =N 6-(3,3,3-trifluoropropyl)pyridin- £ N ==
- 3-yl)methyl)-2H-pyrazolo[4,3- R ™
c]pyridine-4-carboxamide Intermediaire-61b
o » NS A N-ethyl-2-((5-methyl-6-(3,3,3- me\\ A HaNT™
440 T N = trifluoropropyl)pyridin-3-yl) k N =N
OHN_\ methyl)-2H-pyrazolo[4,3-c] e
pyridine-4-carboxamide Intermediate-61b
cF T 9 N-isopropyl-2-((5-methyl- " b "{N 2 HZN/L
441 i N =h 6-(3,3,3-trifluoropropyl)pyridin- £ N =
OHN_< 3-yl)methyl)-2H-pyrazolo[4,3- =en
c]pyridine-4-carboxamide Intermediate-61b
. A N, N-(2-hydroxyet.hyl)-2-((5- . S NN, Ho™~OH
F o= __; methyl-6-(3,3,3-trifluoropropyl) R N 'r:
442 pyridin-3-yl)methyl)-2H- F o’
HN""\.OH pyrazolo[4,3-c]pyridine-4- OPn
carboxamide Intermediate-61b
_ oS e, N-(3-hydroxypropyl)-2-((5- . DAL HNT~"0H
o= methyl-6-(3,3,3-trifluoropropyl) FY\:(N]/\ = Y
443 F o pyridin-3-yl)methyl)-2H- F ot
Hm'\..\) pyrazolo[4,3-c]pyridine-4- OFh
H carboxamide Intermediate-61b
F DRR N-methyl-2-((4-methyl- o S NN HaN
Agien = 5-(3,3,3-trifluoropropoxy) Phogiel =N
444 o pyridin-2-yl)methyl)-2H- ol
s pyrazolo[4,3-c]pyridine-4- B
carboxamide Intermediate-62b
Fj\/\ ' \N NS 2 N-ethyl-2-((4-methyl-5-(3,3,3- F;K/\N\N;N‘ N o™
445 F 0 =N trifluoropropoxy)pyridin-2-yl) F \j:r}
o= methyl)-2H-pyrazolo[4,3-c] e
{ pyridine-4-carboxamide Intermediate-62b
e F N N-(2-hydroxyethyl)-2-((4- F ﬁ(\@{ g ~-OH
PN k methyl-5-(3,3,3- Pl SN
446 o trifluoropropoxy)pyridin-2-yl) o

methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Et

Intermediate-62b
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{Table 7-47}

SN,

E = N7
A ;C&/\~ 2
=N

o}
,{'“

N-isopropyl-2-((4-methyl-
5-(3,3,3-trifluoropropoxy)pyridin-

eF 7S nNy
F)k/\ =N = _S
o

HQNJ\

447 2-yl)methyl)-2H-pyrazolo[4,3-c] Et
pyridine-4-carboxamide Intermediate-62b
cl . ol . -
F I\j\wﬁ A 2-((5-chloro-6-(2,2.3,3- F OIj/‘le N HaN
448 F oT N =N tetrafluoropropoxy)pyridin-3-yl) PO =
© N methyl)-N-methyl-2H-pyrazolo R S,
[4,3-c]pyridine-4-carboxamide Intermediate-58b
£ ONeRL 2-((5-chloro-6-(2,2,3,3- 1 C;:L,/ﬁ”N'“\ HeNT
P =/ W T - W =/ N
449 F e N = tetrafluoropropoxy)pyridin-3-yl) e =
OR methyl)-N-ethyl-2H-pyrazolo[4,3- S
$ c]pyridine-4-carboxamide Intermediate-58b
=Y 2-((5-chloro-6-(2,2,3,3- 3 C;j@(m-_“{ \ HQNJ\
F N =N tetrafluoropropoxy)pyridin-3-yl) F N -
450 FF . FF o
NH methyl)-N-isopropyl-2H-pyrazolo Bt
[4,3-c]pyridine-4-carboxamide Intermediate-58b
g G NN 2-((5-chloro-6-(2,2,3,3- NS CH
l » . 3 2
F"pfo)\/mr _Q tetrafluoropropoxy)pyridin-3-yl) F,S(\O:(Nj/\ ?
451 o methyl)-N-(2-hydroxyethyl)-2H- e
NH L OEt
3 pyrazolo[4,3-c]pyridine-4-
HC carboxamide Intermediate-58b
g G DRS \ 2-((5-chloro-6-(2,2,3,3- Ij/\ HaN™>"0H
FERCOTN =N tetrafluoropropoxy)pyridin-3-yl) FJW(\O N \5:,}
452 © M methyl)-N-(3-hydroxypropyl)-2H-
} pyrazolo[4,3-c]pyridine-4-
o carboxamide Intermediate-58b
g O 5 e (S)-2-((5-chloro-6-(2,2,3,3- g O 5 N HQN/\rOH
F'bi\o:(;\;r\ = “'r: tetrafluoropropoxy)pyridin-3-yl) F oj\/N:IA ?{‘;\
453 o methyl)-N-(2-hydroxypropyl)-2H- FE o
NH - OEt
3 pyrazolo[4,3-c]pyridine-4-
e carboxamide Intermediate-58b
cl » NN (R)-2-((5-chloro-6-(2,2,3,3- l/j/\ HN~ O
F OINJ/\ ‘j;? tetrafluoropropoxy)pyridin-3-yl) _N .
454 & " methyl)-N-(2-hydroxypropyl)-2H-
3__ pyrazolo[4,3-c]pyridine-4-
HO carboxamide Intermediate-58b
cl .
OO Ao (S)-2-((5-chloro-6-(2,2,3,3- S A
F)P(\O N =N tetrafluoropropoxy)pyridin-3-yl) P
455 o A methyl)-N-(2,3-dihydroxypropyl)-
«OH 2H-pyrazolo[4,3-c]pyridine-4-
o carboxamide Intermediate-58b
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{Table 7-48}
F C‘I\j’wf\ \ (R)-2-((5-chloro-6-(2,2,3,3- F C'WN"“{ HaY o
F 0" = tetrafluoropropoxy)pyridin-3- F o N _
FE N y)py N
456 0= yhmethyl)-N-(2,3- R
o dihydroxypropyl)-2H-pyrazolo
- [4,3-c]pyridine-4-carboxamide Intermediate-58b
N N (S)-2-((5-chloro-6-(2,3,3,3- POy e N,
F)Y\O:(Nj/\ =( N tetrafluoropropoxy)pyridin-3- F/S(\Ojl/wj/\ =\ HENJ\’OH
457 ol yhmethyl)-N-(1- FF o=d N
.....sr“H hydroxypropan-2-yl)-2H- Et
nd pyrazolo[4,3-c]p}/nd|ne-4- Intermediate-58b
carboxamide
cl N cl N H
jY\OIj/‘Ng A N-(2-acetamidoethyl)-2-((5- L XTI O | e~y
Fae o = chloro-6-(2,2,3,3- Fae O Dl ©
458 © NH tetrafluoropropoxy)pyridin-3- Et
§ yl)methyl)-2H-pyrazolo[4,3-c]
HN)__.O pyridine-4-carboxamide Intermediate-58b
N-(2-(1-(4-methyl-5-(2,2,2- .
- OO trifluoroethoxy)pyridin-2-yl) \,@%N‘; N HZNB\(
459 FI =N ethyl)-2H-pyrazolo[4,3-c] Py o =
HN o X . cl
),_< pyridin-4-yl)isobutyramide .
o (Sing|e enantiomer) Intermediate-60a
. BOR N-(2-((5-methyl-6-(2,2,3,3- F Sy
460 FJ'?g\ N _; tetrafluoropropoxy)pyridin-3- F‘JY\O N _; Pl
H“}{ yl)methyl)-2H-pyrazolo[4,3-c] FF cl
0 pyridin-4-yl)isobutyramide Intermediate-27a
. S N-(2-((5-methyl-6-(2,2,3,3- . BRE
F)?(\O 'N’ =( Y tetrafluoropropoxy)pyridin-3- ;:)5(\ N —r: Hm%
461 F HN N yl)methyl)-2H-pyrazolo[4,3-c] FF C
< ridin-4-yl
© pyridin-4-yl) Intermediate-27a
cyclopropanecarboxamide
. Sl 2-hydroxy-2-methyl-N-(2-((5- . s
. M ={ 3 methyl-6-(2,2,3,3- FJY\;(,\,T ‘=Q szﬁjqr,”
462 F o tetrafluoropropoxy)pyridin-3- FF ol
OH 1 yl)methyl)-2H-pyrazolo[4,3-c] Intermediate.274
pyridin-4-yl)propanamide
£ OE N-methyl-2-((5-methyl- r S| HaNT
F”Y‘ 'N‘ = N 6-(2,2,3,3-tetrafluoropropoxy) F)ﬁ(\o\’fm:‘/\ = N\
463 EF o=l pyridin-3-yl)methyl)-2H- FF o=l
M pyrazolo[4,3-c]pyridine-4- B
carboxamide Intermediate-27b
. S N-ethyl-2-((5-methyl- . el N
FJY\O\”(ND/\ =(_\ 6-(2,2,3,3-tetrafluoropropoxy) FJY\N =(_¥
464 F o=t pyridin-3-yl)methyl)-2H- FF ot
Ft

pyrazolo[4,3-c]pyndine-4-
carboxamide

Intermediate-27b
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{Table 7-49}

N-(2-((4-methyl-5-(3,3,3-

be

N,
F e F ﬁ/‘l\x:
465 P = trifluoropropoxy)pyridin-2-yl) F 2N LC;‘} HeN
i‘%@ methyl)-2H-pyrazolo[4,3-c] cl
pyridin-4-yl)isobutyramide Intermediate-62a
e N N-(2-((4-methyl-5-(3,3,3- e S
Pl gl Y trifluoropropoxy)pyridin-2-yl) (S\/\M §Q HQN%
466 " 2 methyl)-2H-pyrazolo[4,3-c] o N
J pyridin-4-yl) _
cyclopropanecarboxamide Intermediate-62a
, S N-(2-((5-methyl-6-(3,3,3- . S NN
F. 'N’ =( trifluoropropyl)pyridin-3-yl) FT\:(N:’/\ '*g;\\? HZNB\—/
467 e methyl)-2H-pyrazolo[4,3-c] o
0’) < pyridin-4-yl) Int diate-61
cyclopropanecarboxamide niermediate-bia
. BDEE N-(2-((5-methyl-6-(3,3,3- c S NP
F SN trifluoropropyl)pyridin-3-yl) F N HeN
468 E = p py py y £ e}
HNH methyl)-2H-pyrazolo[4,3-c] cl
o pyridin-4-yl)isobutyramide Intermediate-61a
Cla N 2-((5-chloro-6-(2,2- N
L = difluoropropox idin-3-yl
N _ y)pyridin-3-yl) O L
469 Fﬁ/\o N methyl)-N-methyl-2H- X\
Hi— pyrazolo[4,3-c]pyridine-4-
carboxamide Intermediate-63b
N L 2-((5-chloro-6-(2,2- Sy~ HNT™
h ]l/mj/\ =(_\ difluoropropoxy)pyridin-3-yl) ‘}m;@/\ =( \ )
470 F N methyl)-N-ethyl-2H-pyrazolo N
AN= [4,3-c]pyridine-4- oPh
carboxamide Intermediate-636
SN 2-((5-chloro-6-(2,2- Oy
IN)/\ =({ N difluoropropoxy)pyridin-3-yl) 'X\OI/NJ/\ = N HQNJ\
471 F ol N methyl)-N-isopropyl-2H- N
HN_( pyrazolo[4,3-c]pyridine-4- OFh
carboxamide Intermediate-63b
NN 2-((5-chloro-6-(2,2- NN HaN"~""0H
ff SV difluoropropox idin-3-yl D/\ =/
O N _ y)pyridin-3-yl) F}(\o N _
a72 | o methyl)-N-(3-hydroxypropyl)- N
HN'\__\ 2H-pyrazolo[4,3-c]pyridine-4- OFh
OH carboxamide Intermediate-63b
cl A NN 2-((5-chloro-6-(2,2- Hh O
PERCVAR difluoropropoxy)pyridin-3-yl)
N - 0 N -
473 QF/\ N methyl)-N-(2-hydroxyethyl)- >f£/\ N
Mo 2H-pyrazolo[4,3-c]pyridine-4-
carboxamide Intermediate-63b
e e N-isopropyl-2-((5-methyl- ~et
F 'N’ ={ ¥ 6-(2,2,3,3-tetrafluoropropoxy) j\/j/\ = —r: HzN’l\
474 FF N pyridin-3-yl)methyl)-2H- 0 -

pyrazolo[4,3-c]pyridine-4-
carboxamide

Intermediate-27b
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{Table 7-50}

F SN (S)-N-(1-hydroxypropan-2-yl)- F O\J\{YN"\‘\ Ny NJ\/OH
F'SC S 2-((5-methyl-6-(2,2,3,3- FACN O ? 2
475 F o \H tetrafluoropropoxy)pyridin-3-yl) FF o -
" S methyl)-2H-pyrazolo[4,3-c]
Hd pyridine-4-carboxamide Intermediate-27b
LIS N-(2-((5-chloro-6-(3,3,3- L Cﬁ«ww\
476 Pho~ghyg = _; trifluoropropoxy)pyridin-3-yl) F N Ei:f? FeN
HN )f‘< methyl)-2H-pyrazolo[4,3-c] ci
& pyridin-4-yl)isobutyramide Intermediate-64a
. cgrﬁ,\w,\,\ N-(2-((5-chloro-6-(3,3,3- RN
‘;>'\,»\O !N’ =¢ ¥ trifluoropropoxy)pyridin-3-yl) EMOINJ/\ \aiz\} HN
477 el methyl)-2H-pyrazolo[4,3-c] e
< pyridin-4-yl) _
cyclopropanecarboxamide Intermediate-64a
FooONee N N-(2-((5-chloro-6-(3,3,3- FoOnryeneN o)
i lm’ =( \ trifluoropropoxy)pyridin-3-yl) E OI,;]/\EQ HzNJH(OH
478 el methyl)-2H-pyrazolo[4,3-c] e
OH pyridin-4-yl)-2-hydroxy-2- nt diato.64
methylpropanamide ntermediate-o4a
\ N-(2-((1-methyl- \ f%
N N N N
TN 5-(trifluoromethyl)-1H-benzo[d] 7{;% HN
479 ; Nal imidazol-2-yl)methyl)-2H- =N
L F cl
F H pyrazolo[4,3-c]pyridin-4-yl) FE
cyclopropanecarboxamide Intermediate-65a
\ N-(2-((1-methyl- \
N KN N N
T 5-(trifluoromethyl)-1H-benzo[d] T"NALO HaN
480 ] N imidazol-2-y)methyl)-2H- . el
FF O)f—< pyrazolo[4,3-c]pyridin-4-yl) FF
isobutyramide Intermediate-65a
R O N 2-((5-chloro-6-(3,3,3- £ O A HN
F o N _ ; Hin_3. F 0N _
481 trifluoropropoxy)pyridin-3-yl) N
o= methyl)-N-methyl-2H-pyrazolo e
[4,3-c]pyridine-4-carboxamide Intermediate-64b
P F ¢ DAE N 2-((5-chloro-6-(3,3,3- F;K/\C;I\BANS\ \ HNT™
482 F N - trifluoropropoxy)pyridin-3-yl) F N =N
0= methyl)-N-ethyl-2H-pyrazolo Ve
{ [4,3-c]pyridine-4-carboxamide Intermediate-64b
o N 2-((5-chloro-6-(3,3,3- cl N
F = N7 F = NS
A OIJ\ S trifiuoropropoxy)pyridin-3-yl) h OIND/\ ={ % HZNJ\
483 ot methyl)-N-isopropyl-2H- o=l
NH pyrazolo[4,3-c]pyridine-4- ORt
carboxamide Intermediate-64b
N N . 2-((5-chloro-6-(3,3,3- CF O Ha SO
2 | -
A~gh? = _; trifluoropropoxy)pyridin-3-yl) F Oj\/ND/\ “r\q
484 o methyl)-N-(2-hydroxyethyl)-2H- o= _

pyrazolo[4,3-c]pyridine-4-
carboxamide

Intermediate-64b
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{Table 7-51}

485

2-((5-chloro-6-(3,3,3-
trifluoropropoxy)pyridin-3-yl)
methyl)-N-(3-hydroxypropyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

- NP N )

R T o

F 0N =
o

Et

Intermediate-64b

HoN"™"0H

486

N-(2-(3-chloro-4-(2,2-
difluoroethoxy)benzyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)

isobutyramide

o
YO EQ
Ci

Intermediate-51a

HZN%/

487

N-(2-(3-chloro-4-(2,2-
difluoroethoxy)benzyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
cyclopropanecarboxamide

C!D/\N,N\ \

F. =

o “{;}
F o

Intermediate-51a

HEN%

488

N-methyl-2-((1-methyl-
5-(trifluoromethyl)-1H-benzo[d]
imidazol-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

\
Ne
pﬂm =/ %
=N
F o’
F OEt

Intermediate-65b

HoN

489

N-ethyl-2-((1-methyl-
5-(trifluoromethyl)-1H-benzo[d]
imidazol-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

\

NT‘/\N,I\‘{
N ks W
=N
F?: o?
F OFt

Intermediate-65b

HoNT™

490

N-isopropyl-2-((1-methyl-
5-(trifluoromelhyl)-1H-benzo[d]
imidazol-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

\
Nemp N

=}

F 0

F OFt

Intermediate-65b

491

N-(2-hydroxyethyl)-2-((1-methyl-
5-(trifluoromethyl)-1H-benzo[d]
imidazol-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

1
N1
=N
F o
F OEt

Intermediate-65b

H?NNOH

492

N-(3-hydroxypropyl)-2-((1-
methyl-5-(trifluoromethyl)-1H-
benzo[d]imidazol-2-yl)methyl)-
2H-pyrazolo[4,3-c]pyridine-4-

carboxamide

]
Ny
Mo /M
=i
F O
F OFt

Intermediate-65b

HNT~""0H

493

N-(2-(4-(2,2-difluoroethoxy)-3-
methylbenzyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)isobutyramide

O

F oy

o S0
Ct

Intermediate-26a

HQNJ(LI/

161




10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

{Table 7-52}

N-(2-(4-(2,2-difluoroethoxy)-3-
methylbenzyl)-2H-pyrazolo[4,3-

U\N'N\ D

F —

1adinG
Cl

=N
494 - ™ g clpyridin-4-yl)
o cyclopropanecarboxamide Intermediate-26a
f@f\“" \ N-(2-(4-(2,2-difluoroelhoxy)-3- O\,(:(\“’N‘
495 Fr\o = _; methylbenzyl)-2H-pyrazolo[4,3- | ™y~ ‘*Q HN" om
L clpyridin-4-yl)-2-hydroxy-2- F o
o methylpropanamide Intermediate-26a
gijf‘m"‘{ 2-hydroxy-2-methyl-N-(2-(3- UN:{
496 ;>,/\ = _,;\‘} methyl-4-(2,2,2-trifluoroethoxy) o W;\: HN" oy
F L benzyl)-2H-pyrazolo[4,3-c]
8] pyridin-4-yl)propanamide Intermediate-25a
e F Ni\]\ 2-hydroxy-2-methyl-N-(2-(3- F (Ij/‘mii
1497 Fﬂ\o\’(j/\ ,.Q methyl-4-(trifluoromethoxy) RN L{;ﬁ HN™ o
HN o benzyl)-2H-pyrazolo[4,3-c] Gl
o pyridin-4-yl)propanamide Intermediate-44a
Ol 2-hydroxy-2-methyl- Oy, o
F>(© =(_Y N-(2-(2-(4-(trifluoromethyl) F>£/© ‘i\\ HZN'u\ﬁm
498 F N F N
HN o phenoxy)ethyl)-2H-pyrazolo ol
© [4,3-c]pyridin-4-yl)propanamide Intermediate-33a
N N-(2-((6-(4-chloro-1H-pyrazol- e B\l(
9 . DS
o ,N o 1-yl)-5-methylpyridin-3-yl) ,N ‘\Q HN N
499 =N HN methyl)-2H-pyrazolo[4,3-c] =N i
OH .
din-4-yl)-2-hydroxy-2-
© pyridin-4-y) y r(?xy Intermediate-38a
methylpropanamide
j@/‘N'N\ 2-(4-(2,2-difluoroethoxy)-3- j@/w” HeN”
=7 W ’ =/ N
500 Fﬁ:\o =N methylbenzyl)-N-methyl-2H- o j:,\}
O pyrazolo[4,3-c]pyridine-4- e
carboxamide Intermediate-26b
j@/‘r\r*‘i 2-(4-(2,2-difluoroethoxy)-3- Ij"N"ﬁ HNT
SAN ’ = N
sor "o methylbenzyl)-N-ethyl-2H- ~yo ?
= pyrazolo[4,3-c]pyridine-4- e
carboxamide Intermediate-26b
N-(2-((5-chloro-6-(2,2- Oy N o]
oIN\’l/\ Lt\ difluoropropoxy)pyridin-3-yl) F)f\OINj/\ ‘QQ HQN%
502 | © N methyl)-2H-pyrazolo[4,3-c] o
0)7 d pyridin-4-yl) .
. Intermediate-63a
cyclopropanecarboxamide
Oy N-(2-((5-chloro-6-(2,2- O~y
1 Yy | o
503 rorwj/\ \‘5:;? difluoropropoxy)pyridin-3-yl) F{‘ol/r\lj/\ \‘{_:_? HzNjY
H }/_< methyl)-2H-pyrazolo[4,3-c] G
o pyridin-4-yl)isobutyramide Intermediate-63a
AR 2-((5-methyl-6-(2,2,2- ~N
N HaN
FY\ j‘/jﬁ 3:,} trifluoroethoxy)pyridin-3-yl) h o\’(Nj/\ B/\
504 o= methyl)-N-(2- -

propionamidoethyl)-2H-
pyrazolo[4,3-c]pyridine-4-
carboxamide

Intermediate-1c
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{Table 7-53}

N-(2-isobutyramidoethyl)-2-((5-
methyl-6-(2,2,2-trifluoroethoxy)

T

H
HQN/\/N

505 N -
é pyridin-3-yl)methyl)-2H-pyrazolo
i{zo [4,3-c]pyridine-4-carboxamide Intermediate-1c
H
= N N
For™~o 'N’ =( N\ N-(2-(cyclopropanecarboxamido) O\ArNj/\ HzN’\“N‘é(A
i o N ethyl)-2-((5-methyl-6-(2,2,2- F
506 S H trifluoroethoxy)pyridin-3-yl)
N methyl)-2H-pyrazolo[4,3-c]
JO pyridine-4-carboxamide Intermediate-1c
N, H
DS N, O,
; c;l;:(\ ig\} ethyl (2-(2-((5-methyl-6-(2,2,2- T\n :5;} L tad
F o= trifluoroethoxy)pyridin-3-yl)
507 s methyl)-2H-pyrazolo[4,3-c]
HN pyridine-4-carboxamido)ethyl)
o>= © carbamate Intermediate-1c
/
& S
F OINj./\N A F O\/\(Nj\ =( W HZN’\.’“YQ
FE o =N N-(2-benzamidoethyl)-2-((5- FT\ o =N o
508 MH methyl-6-(2,2,2-trifluoroethoxy) OH
3 pyridin-3-yl)methyl)-2H-pyrazolo
HN .y .
;:o [4,3-c]pyridine-4-carboxamide Intermediate-1c
NN RN H | oH
Fi/‘o |N’ = N N-(2-(2-hydroxy-2- F. jl/Nj/\ =( \ HEN"VNFk
F o methylpropanamido)ethyl)-2-((5- Fr o N
509 SH methyl-6-(2,2,2-trifluoroethoxy) OH
N pyridin-3-yl)methyl)-2H-pyrazolo
8{‘0 [4,3-c]pyridine-4-carboxamide Intermediate-1c
H
S 2-((5-methyl-6-(2,2,2- T i)
i 01@(\ B trifluoroethoxy)pyridin-3-yl) F‘)('\o L ? HATT
510 F O methyl)-N-(2-(N-
C’” methylacetamido)ethyl)-2H-
—[}:o pyrazolo[4,3-c] p}/rldlne-4- Intermediate-1c
carboxamide
N N, H
D\/(N\/r\N A\ Djl/ND/\ — N HEN"'\/N\“/\/
F N-(2-butyramidoethyl)-2-((5- Fl =N ©
o
511 H methyl-6-(2,2,2-trifluoroethoxy) OH

pyridin-3-yl)methyl)-2H-pyrazolo
[4,3-c]pyridine-4-carboxamide

Intermediate-1c
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{Table 7-54}

N-(2-(cyclobutanecarboxamido)
ethyl)-2-((5-methyl-6-(2,2,2-

{
HpN"™
o)

512 SN trifluoroethoxy)pyridin-3-yl)
H methyl)-2H-pyrazolo[4,3-c]
C pyridine-4-carboxamide Intermediate-1c
N v ()
F o\’L/N\’(\ r: N-(2-(cyclohexanecarboxamido) T\o\’(mj/\ HzN’\’NO
o= ethyl)-2-((5-methyl-6-(2,2,2-
513 S trifluoroethoxy)pyridin-3-yl)
HN methyl)-2H-pyrazolo[4,3-c]
6 o pyridine-4-carboxamide Intermediate-1c
N H H
‘Ij/‘N S ojfwj/\ Ny
F o el N-(2-(3-ethylureido)ethyl)-2-((5- F o
514 NH methyl-6-(2,2,2-trifluoroethoxy)
§ pyridin-3-yl)methyl)-2H-pyrazolo
[4,3-c]pyridine-4-carboxamide :
R Intermediate-1c
)
-N o = N'N\ /\\/H
; Oj\/h.j/\j__\ N-(2-acetamidoethyl)-2-((5- &ADI.\;I/\ < e ¢
515 chloro-6-(2,2,2-trifluoroethoxy)
3“” pyridin-3-yl)methyl)-2H-pyrazolo &
Hr\}:o [4,3-c]pyridine-4-carboxamide Intermediate-5b
N -N H
WNJ R N-(2-acetamidoethyl)- (I\lj/\N-‘ A HaN~Nye
v o oM 2-((6-(cyclopropylmethoxy)-5- v =N o
516 NH methylpyridin-3-yl)methyl)-2H- OEt
S pyrazolo[4,3-c]pyridine-4-
H[\>:O carboxamide Intermediate-42b
£ N £ N H
Q2 3 .y N
?’\o\’@h < N-(2-acetamidoethyl)-2-(3- rr‘*;ijp ﬁ e ¢
¢! methyl-4-(trifluoromethoxy) 0
517 3”” benzyl)-2H-pyrazolo[4,3-c] %t
Hh}:o pyridine-4-carboxamide Intermediate-44b
o DORA N
Foo = % N-(2-acetamidoethyl)-2-(3- F Ej} e ¢
F N . F N
518 F ! methyl-4-(2,2,2-trifluoroethoxy) oX
SNH benzyl)-2H-pyrazolo[4,3-c] !
Hr}:() pyridine-4-carboxamide Intermediate-25b
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{Table 7-55}
N Nt Y
r\OI:'A = _r\d N-(2-acetamidoethyl)-2-(4-(2,2- F..T/\OD/\ = _P\J HNT g’
519 o<, difluoroethoxy)-3-methylbenzyl)- F o=,
S 2H-pyrazolo[4,3-c]pyridine-4-
"”"/\:O carboxamide Intermediate-26b
NN ) e Oy H
o= N-(2-acetamidoethyl)-2-((5- £ oﬁj} Ha Y
N . N
520 o=, chloro-6-(3,3,3-trifluoropropoxy) &
¢ pyridin-3-yl)methyl)-2H-pyrazolo Ot
Hr}:o [4,3-c]pyridine-4-carboxamide Intermediate-64b
SR ~ EN H
o =N N-(2-acetamidoethyl)-2-((1- F?(F = o
521 H methyl-5-yl)methyl)-2H-pyrazolo ot

[4,3-c]pyridine-4-carboxamide

Intermediate-50b
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{Table 8-2}

2-hydroxy-2-methyl-N-(2-((4-

E SN E R
Fﬁ(\o Lon SN methyl-5-(2,2,3,3- F&(\omk\b HZN%H
529 F HN N tetrafluoropropoxy)pyridin-2- FF i N
OH yl)methyl)-2H-pyrazolo[4,3-c] Intermediate.66a
pyridin-4-yl)propanamide
Ch ey, N-(2-((5-chloro- Oy~
oo 'N' =~ 3 6-(cyclopropylmethoxy) vﬁom‘eg:\} HgNﬂj/
530 N pyridin-3-yl)methyl)-2H- o N
OH pyrazolo[4,3-c]pyridin-4-yl)
isobutyramide
Intermediate-67a
NN N-(2-((5-chloro- N
V"\OIND/\ =( 3 6-(cyclopropylmethoxy) V/\OH@ HQN%
531 e pyridin-3-yl)methyl)-2H- o
Pl pyrazolo[4,3-c]pyridin-4-yl) | dinte67
cyclopropanecarboxamide ntermediate-67a
N-(2-((5-chloro- cl N
Cl NN Y
o |1\F =< 3 6-(cyclopropylmethoxy) V/\OHEQ szﬂ‘{m
530 el pyridin-3-yl)methyl)-2H- G
OH pyrazolo[4,3-c]pyridin-4-yl)-
2-hydroxy-2- Intermediate-67a
methylpropanamide
E m/\N_ | N-methy|-2-((4-methyl- HZN"'
2N =N 5-(2,2,3,3- ;O/\
F FF =N ( i o F/S(\ 'N
533 o tetrafluoropropoxy)pyridin-2
A ymethyl)-2H-pyrazolo[4,9-c] _
pyridine-4-carboxamide Intermediate-66b
E DRR N-ethyl-2-((4-methyl- HoN™
N =Y 5-(2,2,3,3- ;\/?/\
P % =Y ( e F)S(\ "N
534 o tetrafluoropropoxy)pyridin-2
{“‘” yl)methyl)-2H-pyrazolo[4,3-c] _
pyridine-4-carboxamide Intermediate-66b
E SR N-isopropyl-2-((4-methyl- J\
i GRS 5-(2,2,3,3- F)W(‘;/VY\ - HoN
535 FF o N tetrafluoropropoxy)pyridin-2- N
_{“‘” yl)methyl)-2H-pyrazolo[4,3-c] _
pyridine-4-carboxamide Intermediate-66b
F NN ~N
. v =Y N-(2-acetamidoethyl)-2-((4- .:meI’Y\ _N HN Ty
FE ol methyl-5-(2.2,3,3-
536 NH tetrafluoropropoxy)pyridin-2-
Hé yl)methyl)-2H-pyrazolo[4,3-c]
=0 pyridine-4-carboxamide Intermediate-66b
OH
y:F ) ‘?N NS 3 N-(2-hydroxyethyl)-2-((4- JXA(I/\(\ N
= methyl-5-(2.2,3,3- F _N
537 0 tetrafluoropropoxy)pyridin-2-

yl)methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-66b
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(continued)
N N N
Fjﬁ(‘o I:N NS \ N-(3-hydroxypropyl)-2-((4- . JFYO\/(:{I/\N: N HoN OH
7 = methyl-5-(2,2,3,3- o =N
538 © NH tetrafluoropropoxy)pyridin-2- v Et
yl)methyl)-2H-pyrazolo[4,3-c] .
u pyridine-4-carboxamide Intermediate-66b
{Table 8-3}
-~
N R & N-methyl-2-(1-(4-methyl-5-(2,2,2- \f{LwN\ et
539 Noeh s _h‘; trifluoroethoxy)pyridin-2-yl)ethyl)- oo N j::)
F o=, 2H-pyrazolo[4,3-c]pyridine-4- o
4 carboxamide (single enantiomer) )
Intermediate-68b
N
eSS N-ethyl-2-(1-(4-methyl-5-(2,2,2- Ij\/LN'N\ el
540 "‘T\o 2N = _; trifluoroethoxy)pyridin-2-yl)ethy)- Fc o N j?:
o " 2H-pyrazolo[4,3-c]pyridine-4- o -
{ carboxamide (single enantiomer) .
Intermediate-68b
N N-isopropyl-2-(1-(4-methyl- AN HNJ\
F\T/‘ ok S A 5-(2,2,2-trifluoroethoxy)pyridin-2- PN s z
541 £ © e yl)ethyl)-2H-pyrazolo[4,3-C] ¢ ot
NH pyridine-4-carboxamide (single OEt
enantiomer) Intermediate-68b
RTINS X, H
NSO N-(2-acetamidoethyl)-2-((2- FF\“?/\ j;} HN
542 A0 o methyl-6-(2,2,2-trifluoroethoxy) A o (.
SNH pyridin-4-yl)methyl)-2H-pyrazolo
HN):O [4,3-c]pyridine-4-carboxamide Intermediate-28b
O\/xN.N Oy n
b N "
F),/@ 5;‘:\ N-(2-acetamidoethyl)- ;5/@/ %:r:\ KT
543 FF o 2-(2-(4-(trifluoromethyl)phenoxy) F o
{‘H ethyl)-2H-pyrazolo[4,3-c]pyridine- Ot
H'}:G 4-carboxamide Intermediate-33b
N H
T N N-(2-acetamidoethyl)-2-((6-(4- /WN‘\ N | e~y
o~ ot N chloro-1H-pyrazol-1-yl)-5- C“Cg, o N 0
544 NH methylpyridin-3-yl)methyl)-2H- Et
S pyrazolo[4,3-c]pyridine-4-
Hh}.zo carboxamide Intermediate-38b
H
@T”’N‘ i %‘N*N vy
For™o \N| =/ N-(2-acetamidoethyl)-2-((1-(2,2,2- F‘,(\o \N| =7 % 0
545 FL o trifluoroethoxy)isoquinolin-4-yl) Fe a

methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Okt

Intermediate-47b
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(continued)
N N H
R N7 R F N7 N
F\é)[o@/\ = _; N-(2-acetamidoethyl)- FW ‘j:? HaN™> 7(3(
o 2-(4-(1,1,2,2-tetrafluoroethoxy) F o
546 {’H benzyl)-2H-pyrazolo[4,3-c] oFt
Hr\}:o pyridine-4-carboxamide Intermediate-56b
{Table 8-4}
N Sy i
Y‘o’(mj:ﬁ: ) N-(2-acetamidoethyl)-2-((2- &«o/@g <y | WY
547 o " methoxy-6-(2,2,2-trifluoroethoxy) -
¢ pyridin-3-yl)methyl)-2H-pyrazolo !
Hh}:o [4,3-c]pyridine-4-carboxamide Intermediate-32b
Sy SR N
G B N-(2-acetamidoethyl)-S-((6-(2,2- F)'(\OIND/\ =< i
548 F o' " difluoropropoxy)-5-methylpyridin-3- c
< y)methyl)-2H-pyrazolo[4,3-c] ‘
H'}:o pyridine-4-carboxamide Intermediate-35b
E.;\,o N\ N.N EJ\,O N\ N.N HZN/\/HT(
W9 | N-@-acetamidoethyl)-2-((6-(2,2,2- U9 X
549 o =N trifluoroethoxy)pyridin-2-yl)methyl)- o =N
H 2H-pyrazolo[4,3-c]pyridine-4- OFt
carboxamide
"‘):O Intermediate-41b
N-(2-(1-(4-methyl-5-(2,2,2- y
N | WE222 A .
F\T/\O DR trifluoroethoxy)pyridin-2-yl)ethyl) i c"‘oI;I‘)\% HN
550 I =N 2H-pyrazolo[4,3-c]pyridin-4-yl) 3 =N
HN cyclopropanecarboxamide (single “
Q enantiomer) Intermediate-68a
i A~ N N-(2-(1-(4-methyl-5-(2,2,2- WLN_N\ HQN&(
551 F\[/\O 2N = _h‘] trifluoroethoxy)pyridin-2-yl)ethyl)- Fao o~ ‘t{;\?
F HN 2H-pyrazolo[4,3-c]pyridin-4-yl) ¢l
o/)_< isobutyramide (single enantiomer) Intermediate-68a
C'H\Nf\ N 2-((5-chloro-6-(cyclopropylmethoxy) C'Ij/\Ni\]\ \ HeN”
550 v oW = pyridin-3-yl)methyl)-N-methyl-2H- v ON :g}
o e pyrazolo[4,3-c]pyridine-4- e
carboxamide Intermediate-67b
C’WN;“‘\ \ 2-((5-chloro-6-(cyclapropylmethoxy) Clﬁ\“‘f\ N HoN ™
553 v oN = pyridin-3-yl)methyl)-N-ethyl-2H- v ON =N

pyrazolo[4,3-c]pyridine-4-
carboxamide

QEt
Intermediate-67b
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(continued)
N Ol i
oo SR | N-(2-acetamidoethy))-2-((5-chloro- v/\OINT <) HNT
554 o " 6-(cyclopropylmethoxy)pyridin-3-yl) o -
S methyl)-2H-pyrazolo[4,3-c]pyridine-
”‘““/EO 4-carboxamide Intermediate-67b
© N A 2-((5-chloro-6-(cyclopropylmethoxy) Clﬁ\"‘f« N HZNK
555 7 OTN = pyridin-3-yl)methyl)-N-isopropyl-2H- | &7~ "N =
R pyrazolo[4,3-c]pyridine-4- e
“<‘ carboxamide Intermediate-67b
{Table 8-5}
Ch ey~ neNy 2-((5-chloro- N T e ~OH
/\Ojl\/Nj/\ ={ ¥ 6-(cyclopropylmethoxy) /\Ojf,;/r\ = Y )
556 ot N pyridin-3-yl)methyl)-N-(2- Py
SMH hydroxyethyl)-2H-pyrazolo OF
HO [4,3-c]pyr|d|r1e-4- Intermediate-67b
carboxamide
NN Y] 2-((5-chloro- clj\/\\f\N,N\ HNT~"N0H
o ‘N/ =( 6-(cyclopropylmethoxy) ~o 'N' = -—;}
557 e pyridin-3-yl)methyl)-N-(3- o
NH hydroxypropyl)-2H-pyrazolo OEt
} [4.3-clpyridine-4- Intermediate-67b
CH carboxamide
S ! N-(2-((6-((4-fluorobenzyl) WN:‘\
- @/\o SO oxy)-5-methylpyridin-3-yl) jon: N ‘*Q HoN
F HN )f‘< methyl)-2H-pyrazolo[4,3-c] F Gl
d pyridin-4-yl)isobutyramide Intermediate-70a
5 e N-(2-((6-((4-fluorobenzyl) B N
2 =N oxy)-5-methylpyridin-3-yl) 7 =( N HZNBV
N _ N _
559 F/©/\ e methyl)-2H-pyrazolo[4,3-c] FJ@/\ o
& pyridin-4-yl) .
cyclopropanecarboxamide Intermediate-70a
S N N-(2-((6-((4-fluorobenzyl) WNJ‘{
/@/\O o= ..,3 oxy)-5-methylpyridin-3-yl) @/\O N &Q HENK(OH
560 £ HN methyl)-2H-pyrazolo[4,3-c] £ ¢l
OH o
& pyridin-4-yl)-2-hydroxy-2- .
methylpropanamide Intermediate-70a
S N, 2-((6-((4-fluorobenzyl)oxy)- ~ N, HaN”
7 =N 5-methylpyridin-3-yl 7 =(N
O N _ ylpy! yl) 07N _
561 FD/\ e methyl)-N-methyl-2H- F/©/\ N
A pyrazolo[4,3-c]pyridine-4- OFt
carboxamide Intermediate-70b
NP N-ethyl-2-((6-((4- N ™
lN, = -r\\J fluorobenzyl)oxy)-5- /@f\o IN’ =\
562 £ o methylpyridin-3-yl)methyl)- F o N
NH OFt

2H-pyrazolo[4,3-c]pyridine-
4-carboxamide

Intermediate-70b
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(continued)

N-(2-acetamidoethyl)-
2-((6-((4-fluorobenzyl)oxy)-

Ny
o 'N’ =_)
Ioh -
F O
OEt

it
ey

563 NH 5-methylpyridin-3-yl)
§ methyl)-2H-pyrazolo[4,3-c]
HN),zo pyridine-4-carboxamide Intermediate-70b
N 2-((6-((4-fluorobenzyl)oxy)- N
RS ((5 r(r(1ethl idi el WNJ D HN’k
N . -methylpyridin-3-yl) @/\o N _ :
564 ,:@/\ ol methyl)-N-isopropyl-2H- . ot "
_{W pyrazolo[4,3-c]pyridine-4- OEt
carboxamide Intermediate-70b
{Table 8-6}
N OH
(N5 | 2-((6-((4-fluorobenzyljoxy)-5- OI:,,\/\“: N HNT
565 FQA o o™ | methylpyridin-3-ylmethy))-N-(2- F,©A o
NH hydroxyethyl)-2H-pyrazolo[4.3- OEt
HOS c]pyridine-4-carboxamide Intermediate-70b
Ny o™ HaN™"0H
@Ao |N, =, _:’ 2-((6-((4Tﬂyorobenzyl)oxy)-5- /@/\O\/END/\ = _;
566 F o methylpyridin-3-yl)methyl)-N-(3- F o
H hydroxypropyl)-2H-pyrazolo OFt
? [4,3-c]pyridine-4-carboxamide Intermediate-70b
OH
N-(2-((6-cyclobutoxy-5- oM
Sy ;l/j/\ 2
567 D\o N —r:\x methylpyridin-3-yl)methyl)-2H- BN N \‘Q HzNil/
HN)7—< pyrazolo[4,3-c]pyridin-4-yl) cl
¢} isobutyramide Intermediate-71a
N N-(2-((6-cyclobutoxy-5- SN Y o
SR o
568 O‘o\’(uj/\ _:3 methylpyridin-3-yl)methyl)-2H- BN N \*C:} HaNJJV
HN; 1 pyrazolo[4,3-c]pyridin-4-yl) al
o cyclopropanecarboxamide Intermediate-71a
N-(2-((6-cyclobutoxy-5- SV R ji](
DS Ql/]/\ -
569 CLo N _; methylpyridin-3-yl)methyl)-2H- BN N ﬂ N Yo
HN pyrazolo[4,3-c]pyridin-4-yl)-2- ol
OH
o hydroxy-2-methylpropanamide Intermediate-71a
F 2y N-(2-((4-methyl-5-(2,2,3,3- F NN
! iy L ! =
£ ;:/’\N(\ Y tetrafluoropropoxy)pyridin-2-yl) F’l}(‘o\’(”\"\‘/\ @ HN
570 FE N EF N
HN)/_< methyl)-2H-pyrazolo[4,3-c] ci
J pyridin-4-yl)isobutyramide Intermediate-66a
O Y A 2-((6-cyclobutoxy-5- oA 5 HoN”
571 N = methylpyridin-3-yl)methyl)-N- N =N
'NH methyl-2H-pyrazolo[4,3-c] Et
pyridine-4-carboxamide Intermediate-71b
o 5 2{(8-cyclobutoxy.5- o e
57 7N - methylpyridin-3-yl)methyl)-N- o N =N
H ethyl-2H-pyrazolo[4,3-c] £

pyridine-4-carboxamide

Intermediate-71b
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(continued)

&)
SN N
A4 = i N-(2-acetamidoethyl)-2-((6- RN
573 o i cyclobutoxy-5-methylpyridin-3-
S yl)methyl)-2H-pyrazolo[4,3-c]
HN): pyridine-4-carboxamide
0
'y » N‘_N\ 3 2-((6-cyclobutoxy-5- 'y » N'_N& 3 HQNJ\
574 N = methylpyridin-3-yl)methyl)-N- N =
NH isopropyl-2H-pyrazolo[4,3-c] bEL
pyridine-4-carboxamide Intermediate-71b
{Table 8-7}
N OH
O 0 2-((6-cyclobutoxy-5-methylpyridin- | T3 1 ‘e HoN ™
575 o N 0N 3-yl)methyl)-N-(2-hydroxyethyl)- o =N
NH 2H-pyrazolo[4,3-c]pyridine-4- OFt
HOS carboxamide Intermediate-71b
2yt S YR HNT"0H
QA = 2-((6-cyclobutoxy-5-methylpyridin- D\N =( 3 :
576 o N 3-yl)methyl)-N-(3-hydroxypropyl)- e, N
NH 2H-pyrazolo[4,3-c]pyridine-4- B
2}1 carboxamide Intermediate-71b
i woNy N-(2-((5-(cyclopropylmethoxy)-4- I:\,/‘N"\i
577 oo A methylpyridin-2-yl)methyl)-2H- g o EQ HoH
HN»_< pyrazolo[4,3-c]pyridin-4-yl) al
c isobutyramide Intermediate-72a
' NN N-(2-((5-(cyclopropylmethoxy)-4- j@/m—f‘{
578 oo ‘_r: methylpyridin-2-yl)methyl)-2H- g o §Q HN
HN pyrazolo[4,3-c]pyridin-4-yl) ct
o cyclopropanecarboxamide Intermediate-72a
1 N N-(2-((5-(cyclopropylmethoxy)-4- I:\/\N-'\i 1
579 | 77 2N ‘_f: methylpyridin-2-yl)methyl)-2H- 7 o ‘*Q ”z"‘j\r’oH
HN E y pyrazolo[4,3-c]pyridin-4-yl)-2- cl
o hydroxy-2-methylpropanamide Intermediate-72a
Y N N 2-((5-(cyclopropylmethoxy)-4- m/\i"f\ N HeN”
580 vl - methylpyridin-2-yl)methyl)-N- v o ?
o o methyl-2 H-pyrazolo[4,3-c] e
pyridine-4-carboxamide Intermediate-72b
Y N \ 2-((5-(cyclopropylmelhoxy)-4- H\Ni\i \ HaN"™
a1 v o = methylpyridin-2-yl)methyl)-N- Vo
o= ethyl-2 H-pyrazolo[4,3-c]pyridine- R

4-carboxamide

Intermediate-72b
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(continued)

N-(2-acetamidoethyl)-
2-((5-(cyclopropylmethoxy)-4-

SRR

P L ?
0

£t

HEN/\,N\C‘)(

N
582 ° NH methylpyridin-2-yl)methyl)-2H-
S pyrazolo[4,3-c]pyridine-4-
H'>=O carboxamide Intermediate-72b
. N
Y o \ 2-((5-(cyclopropylmethoxy)-4- m/\"__\ A HENJ\
583 v o = methylpyridin-2-yl)methy!)-N- v o =
O isopropyl-2H-pyrazolo[4,3-c] et
— pyridine-4-carboxamide Intermediate-72b
{Table 8-8}
N N OH
oo T o 2-((5-(cyclopropylmethoxy)-4- m/\’{_\ N HoN
584 o =N methylpyridin-2-yl)methyl)-N-(2- % o =N
NH hydroxyethyl)-2H-pyrazolo[4,3-c] OE
HOS pyridine-4-carboxamide Intermediate-72b
XN y HoN"~""0H
o v = N 2-((5-(cyclopropylmethoxy)-4- ACI:N(\ = N :
585 o methylpyridin-2-yl)methyl)-N-(3- o N
g“ hydroxypropyl)-2H-pyrazolo[4,3- OF
(. c]pyridine-4-carboxamide Intermediate-72b
F Ry NN _ (5 A _ F Ty HNT
) 'N"N ) N-methyl-2-((5 methyl.6 (2,2,3,3 F/BLAN N 2
586 FT = tetrafluoropropoxy)pyridazin-3-yl) F =
O methyl)-2H-pyrazolo[4,3-c] o=k
pyridine-4-carboxamide Intermediate-73b
F NP . (5 6 . F TR HNT
F ;E:r(\ - N-ethyl-2-((5-methyl 6 (2,?,3,3 )}/\m‘ N 2
587 Fl =N tetrafluoropropoxy)pyridazin-3-yl) Fe 1 N =Y
O methyl)-2H-pyrazolo[4,3-c] R,
q pyridine-4-carboxamide Intermediate-73b
¢ N, N-isopropyl-2-((5-methyl- E e
Py 'N:N = _; 6-(2,2,3,3-tetrafluoropropoxy) F)P(\OIN-\.N(\ =( N HZNJ\
588 F O pyridazin-3-yl)methyl)-2H- F o N
H pyrazolo[4,3-c]pyridine-4- Ot
carboxamide Intermediate-73b
F B N N-(2-hydroxyethyl)-2-((5-methyl- F WNﬁ{ A HpNT~-OH
Fey ™o NN _;‘, 6-(2,2,3,3-tetrafluoropropoxy) F’FS(‘ w ?
589 F O " pyridazin-3-yl)methyl)-2H- F o -
S pyrazolo[4,3-c]pyridine-4-
HO carboxamide Intermediate-73b
F Y N N N-(3-hydroxypropyl)-2-((5- %/\m\w_‘:‘ \ HaN™"CH
F)PF(\ N =N methyl-6-(2,2,3,3- Fex o =N
590 o N tetrafluoropropoxy)pyridazin-3-yl) o et

methyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

Intermediate-13b
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(continued)

591

N-(2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
isobutyramide

o N'N\
E/’\Cp{ =/ N
F o

Intermediate-74a

HN

592

N-(2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)
cyclopropanecarboxamide

F N
e
F al

Intermediate-74a

HZN%

{Table 8-9}

593

2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-N-
methyl-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

o
F>?F/\O =N \5;1\»
[o;
OEt

Intermediate-74b

HoN

594

2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-N-
ethyl-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide

0o
F 2N =/ N
>F__r’\0 =
O
OEt

Intermediate-74b

HoNT™

595

N-(2-acetamidoethyl)-2-((5-(2,2-
difluoropropoxy)-4-methylpyridin-
2-ylymethyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

oA
F =N ==
>y j:,}
O
OFt

Intermediate-74b

596

2-((5-(2,2-difluoropropoxy)-4

methylpyridin-2-yl)methyl)-N-

isopropyl-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

F. N
>F(‘\o =
o
DEt

Intermediate-74b

597

2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-N-(2-
hydroxyethyl)-2H-pyrazolo[4,3-c]
pyridine-4-carboxamide

F. =N =
{‘O %}
O
Et

Intermediate-74b

HQN,\*"OH

598

2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-N-(3-
hydroxypropyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide

F =N =y
T e
O
QEt

Intermediate-74b

HoN"™~""CH

599

N-(2-((5-(2,2-difluoropropoxy)-4-
methylpyridin-2-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-yl)-2-
hydroxy-2-methylpropanamide

R =N =/ N
et S0
Gl

Intermediate-74a

HZN%H
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(continued)
N N OH
o (T | Rr2(6-@2-difuoropropoxy)-5- | - I Wy | Y
500 T o methylpyridin-3-yl)methyl)-N-2- | ~f © N o
NH hydroxypropyl)-2H-pyrazolo[4,3- OFt
» c]pyridine-4-carboxamide Intermediate-35b
N N OH
T | (81262 2-difluoropropoxy)5- | Ty | MY
501 (A o methylpyridin-3-yl)methyl)-N-(2- 1 o
NH hydroxypropyl)-2H-pyrazolo[4,3- OEt
HOS..... c]pyridine-4-carboxamide Intermediate-35b
{Table 8-10}
N N
i ;(Nj/\m N | (S)-2-((6-(2,2-difluoropropoxy)-5- ,}r,\o\/[@ﬁ”: N o
602 E o =N methylpyridin-3-yl)methyl)-N-(1- ¢ o =N
ot hydroxypropan-2-yl)-2H-pyrazolo OEt
Hé [4,3-c]pyridine-4-carboxamide Intermediate-35b
LI | (926 2-difluoropropoxy)-5- | Y WD | TITH
oW =N methylpyridin-3-yl) o =N
603 o H methyl)-N-(2,3-dihydroxypropyl)- o OE
«GH 2H-pyrazolo[4,3-c]pyridine-4-
- carboxamide Intermediate-35b
. \Jﬁfw;“\ N (R)-2-((6-(2,2-difluoropropoxy)-5- | Y o HzN'\O-’:OH
r o = methylpyridin-3-yl) o i
604 © H methyl)-N-(2,3-dihydroxypropyl)- © DEL
oM 2H-pyrazolo[4,3-c]pyridine-4-
- carboxamide Intermediate-35b
S RV RV N O
R O\Aﬂj\ =/ N-(2-cyanoethyl)-2-((6-(2,2- rrh,\ojl/Nj/\ =< *
605 F o N difluoropropoxy-5-methylpyridin- F o N
NH 3-yl)methyl)-2H-pyrazolo[4,3-c] OFt
y pyridine-4-carboxamide Intermediate-35b
N N
F)(‘o\’©/\N\\ N N-(2-(4-(2,2-difluoropropoxy)-3- i)r"o\’©/\’\l§§:\\ HQNj\(
606 P N methylbenzyl)-2H-pyrazolo[4,3- ! Wl
c]pyridin-4-yl)isobutyramide
o/>_< Ipy " y Intermediate-75a
NN N-(2-(4-(2,2-difluoropropoxy)-3- NN
o7 Xﬁ 0 methylbenzyl)-2H-pyrazolo[4,3- f}gf\(lj\ \QQ\} HaN
HN c]pyridin-4-yl) G
c;‘Z ] cyclopropanecarboxamide Intermediate-75a
\/@/\N— { N-(2-(4-(2,2-difluoropropoxy)-3- O\,Ej/‘r\r“\
608 F)(‘o = —r: methylbenzyl)-2H-pyrazolo[4,3- FX\ ﬁ HaN H
F HN c

c]pyridin-4-yl)-2-hydroxy-2-
melhylpropanamide

Intermediate-75a
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(continued)
F j@/wf‘ N 2-(4-(2,2-difluoropropoxy)-3- ; O\/@(\fqi‘*\ A HaN
609 T e methylbenzyl)-N-methyl-2H- 2 =
WH pyrazolo[4,3-c]pyridine-4- % -
/ carboxamide Intermediate-75b
. \/@‘Nﬂ N 2-(4-(2,2-difluoropropoxy)-3- i IDAN;N\ \ N
=\ methylbenzyl)-N-ethyl-2H- o ?
610 F o thy o
WH pyrazolo[4,3-c]pyridine-4- OEL
\ carboxamide Intermediate-75b
. _N "
B N % N
F),/‘o\’@\ =Y N-(2-acetamidoethyl)-2-(4-(2,2- FX\;@/\? HaN"™ 7{
F o difluoropropoxy)-3- F o
611 NH OEt
S methylbenzyl)-2H-pyrazolo[4,3-
H“}:o c]pyridine-4-carboxamide Intermediate-75b
{Table 8-11}
Ij’ N 2-(4-(2,2-difluoropropoxy)-3- :@”w"i A
=( N ’ E ==/ W H,N
612 p T = methylbenzyl)-N-isopropyl-2H- o kj:,\) :
O pyrazolo[4,3-c]pyridine-4- O et
= carboxamide Intermediate-75b
N ) N N
F D/\ A 2-(4-(2,2-difluoropropoxy)-3- . \/g\ 9 ;
613 T o | methylbenzyl)-N-(2-hydroxyethyl)- o D
NH 2H-pyrazolo[4,3-c]pyridine-4- DEt
Hé carboxamide Intermediate-75b
nrPy N HoNT™""0H
szxojij/\ =( N\ 2-(4-(2,2-difluoropropoxy)-3- '}/\oij\ <( Y
614 i ol methylbenzyl)-N-(3- ' e
NH hydroxypropyl)-2H-pyrazolo[4,3-c] DR
§ pyridine-4-carboxamide Intermediate-75b
OH
N-(2-(1-(5-methyl-6-(2,2,2-
N ifluoroethoxy)pyridin-3-yl)ethyl)- ﬁ’LN‘ 3 szﬂy\
T O tri y)py yhethy S T o N
615 | YO - 2H-pyrazolo[4,3-clpyridin-d-yl) | X0 O N - 0
HNb_%‘ ﬁ’ oxazole-5-carboxamide (single “
© enantiomer) Intermediate-11a
| 2-hydroxy-2-methyl-N-(2-(1-(5- ]
o T O methyl-6-(2,2,2-trifluoroethoxy) S Tj/LN'; N HZN%H
616 \f\o N " =N pyridin-3-yl)ethyl)-2H-pyrazolo % o N . =
OH [4,3-c]pyridin-4-yl)propanamide .
(single enantiomer) Intermediate-11a
N N
;xY\OjiDA (O (S)-2-(4-(2,2-difluoroethoxy)-3- . ;@”N: N HeNoA gy
617 F o =N methylbenzyl)-N-(2-hydroxypropyl)- T\ o =N
§H 2H-pyrazolo[4,3-c]pyridine-4- CEt
wd " carboxamide Intermediate-26b
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(continued)
N N
F\(\O\'@(\N‘\ 3 (R)-2-(4-(2,2-difluoroethoxy)-3- £ ;@\Nﬁ 2 HaNAoh
618 r e methylbenzyl)-N-(2-hydroxypropyl)- T\ ot "
NH 2H-pyrazolo[4,3-c]pyridine-4- OEt
d carboxamide Intermediate-26b
]@H‘N'”{ 2-(1-(4-(2,2-difluoroethoxy)-3- D,LN,N g
F\]/\O =( methylphenyl)ethyl)-N-((R)-2- F =( ¥
619 F o hydroxypropyl)-2H-pyrazolo[4,3-c] F o N
NH pyridine-4-carboxamide (single OFt
ud enantiomer) Intermediate-76b
A i S HeN
i I;” N (R)-2-(4-(2,2-difluoroethoxy)-3,5- F\F’“pn M N
620 ‘2:/‘0 e dimethylbenzyl)-N-(2-hydroxypropyl)- £ o=t N
NH 2H-pyrazolo[4,3-c]pyridine-4- OFEt
d carboxamide Intermediate-77b
F F N
F‘JVN;“\ A (R)-2-(3-(2,2-difluoroethoxy)-4- F’LVD/\QAN;N\ N SO
621 = methylbenzyl)-N-(2-hydroxypropyl)- Li—;}
R 2H-pyrazolo[4,3-c]pyridine-4- et
carboxamide
H Intermediate-78b
D,LN.N\ 2-(1-(4-(2,2-difluoropropoxy)-3- N N
Fﬁ/\o =, _\ methylphenyl)ethyl)-N-((R)-2- F>(\ =, _\
622 o hydroxypropyl)-2H-pyrazolo[4,3-c] F o N
NH pyridine-4-carboxamide (single OFt
" enantiomer) Intermediate-79b
\‘:J\N.N\ 2-(1-(4-(2,2-difluoroethoxy)-3- D)\N“ HoNwA
F\(\O =( methylphenyl)ethyl)-N-((R)-2- FY\O =( Y\
623 o hydroxypropyl)-2H-pyrazolo[4,3-c] F o
NH pyridine-4-carboxamide (single OEt
i enantiomer) Intermediate-80b
N N H
PR AL (S)-2-(4-(2,2-difluoropropoxy)-3- D, | Ao
- o o= | methylbenzyl)-N-(2-hydroxypropyl)- o Dl
NH 2H-pyrazolo[4,3-c]pyridine-4- OEt
Hos"'" carboxamide Intermediate-75b
N N
T (R)-2-(4-(2,2-difluoropropoxy)-3- IO | on
= | methylbenzyl)-N-(2-hydroxypropyl)- | L © =N
625 F o ylbenzyl)-N-(2-hydroxypropyl) F o
H 2H-pyrazolo[4,3-c]pyridine-4- OFEt
Hd carboxamide Intermediate-75b
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(continued)
O:@LN,N 2-(1-(4-(2,2-difluoroethoxy)-3- IjLN,N HeN A oy
F =/ B methylphenyl)ethyl)-N-((S)-2- Foo =(
626 T\ o N hydroxypropyl)-2H-pyrazolo[4,3-c] \tg/\ o N
é‘”" pyridine-4-carboxamide (single OFt
ud ™ enantiomer) Intermediate-76b
R . N HoN H
i IPf 5 (8)-2-(4-(2,2-difluoroethoxy)-3,5- O\/(;f N N~ou
627 \}/\O o a dimethylbenzyl)-N-(2-hydroxypropyl)- Y o
NH 2H-pyrazolo[4,3-c]pyridine-4- OFt
Hosw carboxamide Intermediate-77b
i i HaN A
F)VO/\ED/\NLN N (S)-2-(3-(2,2-difluoroethoxy)-4- rr*vi@/wj{ \ #"oH
628 - methylbenzyl)-N-(2-hydroxypropyl)- =
O 2H-pyrazolo[4,3-c]pyridine-4- o YEl
g i carboxamide
HO
NN 2-(1-(4-(2,2-difluoropropoxy)-3- HEN\E\OH
F = N methylphenyl)ethyl)-N-((S)-2-
629 )(\ 0 N hydroxypropyl)-2H-pyrazolo[4,3-c]
NH pyridine-4-carboxamide (single
HOS"“‘ enantiomer)
Y 2-(1-(4-(2,2-difluoroethoxy)-3- HQN\}\OH
£, = N methylphenyl)ethyl)-N-((S)-2-
630 F o =N hydroxypropyl)-2H-pyrazolo[4,3-c]
H pyridine-4-carboxamide (single
Hé"‘“ enantiomer)
N HEN\/\OH
- s R (R)-2-(1-(4-(2,2-difluoroethoxy)-3-
631 ‘(‘0 =N methylphenyl)ethyl)-N-(2-
En hydroxyethyl)-2H-pyrazolo[4,3-c] et
pyridine-4-carboxamide )
H Intermediate-76b
N N HoM
i I?\N‘\ N 2-(4-(2,2-difluoroethoxy)-3,5- F\(\Q\/E;/\N: \ Nom
632 ﬁ;"o o =N dimethylbenzyl)-N-(2-hydroxyethyl)- E o ~N
NH 2H-pyrazolo[4,3-c]pyridine-4- OFEt
Hé carboxamide Intermediate-77b
{Table 8-14}
F E HeNemg g
FJ\’OJ@/\N;N\ 2 2-(3-(2, 2-d ifluoroethoxy)-4- F&j}/\@{ A
633 =N methylbenzyl)-N-(2-hydroxyethyl)- =
R 2H-pyrazolo[4,3-c]pyridine-4- N

carboxamide

Intermediate-78b
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(continued)
D)\N,N 2-(1-(4-(2,2-difluoropropoxy)-3- @,LN \ HeNo~on
F. ={ \ methylphenyl)elhyl)-N-(2- o™ = N
o - O -
634 )F/\ o N hydroxyethyl)-2H-pyrazolo[4,3-c] F o N
é’“ pyridine-4-carboxamide (single OEt
nd enantiomer) Intermediate-79b
IjLN‘N 2-(1-(4-(2,2-difluoroethoxy)-3- \/©/Lw' | HeNo~g
Ao =({ % methylphenyl)ethyl)-N-(2- Ao =( N
635 ' ot N hydroxyethyl)-2H-pyrazolo[4,3-c] F o
é“” pyridine-4-carboxamide (single Ot
nd enantiomer) Intermediate-80b
HoN OH
I:)/LN'N\ 2-(1-(4-(2,2-difluoroethoxy)-3- ULN-'\L g
Ao = methylphenyl)ethyl)-N-(3- FT\O <
636 F o i hydroxypropyl)-2H-pyrazolo[4,3-c] o -
} pyridine-4-carboxamide (single
o enantiomer) Intermediate-76b
N‘h{ QQ/\N, 1 HaNL o~ _-OH
|2 ={ N 2-(4- -di -3.5- F. = N
Y\(@/\ B (4 (2,2 difluoroethoxy)-3,5 \(\ i
637 F dimethylbenzyl)-N-(3- o
H hydroxypropyl)-2H-pyrazolo[4,3-c] OEt
pyridine-4-carboxamide Intermediate-77b
OH
E F HaN o~ _OH
o . ol .
F*"Ef’“\”\ A 2-(3-(2,2-difluoroethoxy)-4- F)\’D/*Nf\ \
638 o = methylbenzyl)-N-(3-hydroxypropyl)- =N
H 2H-pyrazolo[4,3-c]pyridine-4- R
5 carboxamide
Intermediate-78b
OH
HoN OH
D)\N-N‘ 2-(1-(4-(2,2-difluoropropoxy)-3- ULN 4 ENT
F>(~o < methylphenyl)ethyl)-N-(3- Ao =(_
639 o= hydroxypropyl)-2H-pyrazolo[4,3-c] F 0 -
§ pyridine-4-carboxamide (single
o enantiomer) Intermediate-79b
Hight OH
DJ\NN\ 2-(1-(4-(2,2-difluoroethoxy)-3- ﬁw.q i
o = methylphenyl)ethyl)-N-(3- Fyo i;\}
640 o \H hydroxypropyl)-2H-pyrazolo[4,3-c] F O -
§ pyridine-4-carboxamide (single
o enantiomer) Intermediate-80b
{Table 8-15}
N.I’\{ N'N\ NH3
l}/\;@/\ ={ 2-(4-(2,2-difluoropropoxy)-3- FA/\(ID/\ =(
641 F o N methylbenzyl)-2H-pyrazolo[4,3-c] F o N
NH; OEt

pyridine-4-carboxamide

Intermediate-75b
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(continued)
F N’N\ -(4-(di -3- F N'r\i HoN
e a 2-(4-(difluoromethoxy)-3 . A()j@/‘ 5
642 =N methylbenzyl)-N-methyl-2H- =N
o WH pyrazolo[4,3-c]pyridine-4- © Ei
/! .
carboxamide Intermediate-81b
F N F M, HN -
F*;Ej/\ =( \ 2-(4-(difluoromethoxy)-3- F,LO\,©/\ =( 3
643 o methylbenzyl)-N-ethyl-2H-pyrazolo o N
NH [4,3-c]pyridine-4-carboxamide O
Intermediate-81b
E N F M
;:AOI)/\ <) N-(2-acetamidoethyl)- FJ\O\@/\ <) H’f“\"ﬁi
644 o " 2-(4-(difluoromethoxy)-3- O .
S methylbenzyl)-2H-pyrazolo[4,3-c]
H%o pyridine-4-carboxamide Intermediate-81b
E N ) F N'N\ HgN\/\OH
I Ao 2-(4-(difluoromethoxy)-3- i ,LO\,@F Ao
645 of N methylbenzyl)-N-(2-hydroxyethyl)- =N
NH 2H-pyrazolo[4,3-c]pyridine-4- OFt
HOS carboxamide Intermediate-81b
F VR F wel, HoN o~ OH
FAOIB/\ =(_¥ 2-(4-(difluoromethoxy)-3- F,LOTL:‘/\ =\
646 o=t methylbenzyl)-N-(3-hydroxypropyl)- ol
;” 2H-pyrazolo[4,3-c]pyridine-4- OFt
- carboxamide Intermediate-81b
£ R . F Nty N
A(D@/\ =7 R (R)-2-(4-(difluoromethoxy)-3- . oy =7 A 2 OH
647 F o methylbenzyl)-N-(2-hydroxypropyl)- =N
NH 2H-pyrazolo[4,3-c]pyridine-4- OFt
HQ" carboxamide Intermediate-81b
. N H
X0 (S)-2-(4~(difluoromethoxy)-3- i@j@"r\!*‘ \ .
Fo =N thylbenzyl)-N-(2-hyd - | F =N
648 o methylbenzyl)-N-(2-hydroxypropyl) o
NH 2H-pyrazolo[4,3-c]pyridine-4- El
Hé " carboxamide Intermediate-81b
i N3 2-(4-(difluoromethoxy)-3- F N “zN\(
L0 ethoxy DO A
649 F =N methylbenzyl)-N-isopropyl-2H- F =]
0

pyrazolo[4,3-c]pyridine-4-
carboxamide

El
Intermediate-81b
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{Table 9-1}

Ex. [tR(min) | miz | Method || Bx. |tR(min) [ mvz | Method || Ex. | tR(min) | miz | Method
1 1.74 | 4081 | QC1 221 147 | 4052 | QcCt 441 1.74 | 406.1 | QC1
2 165 | 4241 | QC1 222 | 151 | 4421 ] Qo1 442 | 139 | 4081 | QC1
3 154 | 380.1 ] QC1 223 | 154 |[486.1 ] Qct 443 | 142 | 4221 | Qct
4 160 | 3902 | QC1 224 | 156 | 4441] QcCt 444 | 152 | 3942 | QC1
5 142 | 3621 ] QC1 225 | 145 | 4260 | QCt 445 | 162 | 4081 | QC1
6 151 | 3762 | QC1 226 | 147 [4001] act 445 | 140 | 4241 | QcC1
7 156 | 388.1 | QC1 227 | 172 | 4082 Qct 447 | 172 | 4221 | QcC1
8 150 | 4062 | QC1 228 | 167 |[4061 ] Qct 448 | 167 | 4318 | QCt
9 161 | 3923 | QC1 220 | 157 | 4231 ] Qct 449 | 176 | 4460 | QC1
10 171 | 4064 | QC1 230 | 154 | 4381 ] QcCt 450 | 1.86 | 460.1 | QC1
1 1.80 | 4204 | QC1 231 137 | 4251 | Qct 451 153 | 462.0 | QC1
12 167 | 4624 | QC1 232 | 140 |4241] Qot 452 | 156 | 478.0 | QC1
13 157 | 3921 | Qc1 233 | 143 [ 4401 ] Qct 453 | 159 | 4750 | QC1
14 162 | 3941 | Qc1 234 | 148 [ 4281 ] Qct 454 | 159 | 4760 | QC1
15 173 | 4280 | QC1 235 | 156 | 4361 ] QCt 455 | 147 | 4920 | QC1
16 165 | 4140 | QC1 236 | 159 |[4601 ] act 456 | 147 | 4919 | QC1
17 161 | 4700 | QC1 237 | 144 [4241] Qct 457 | 160 | 4759 | QC1
18 144 | 3820 Q1 238 | 166 [ 3801 ] QcCt 458 | 151 | 5031 | QC1
19 153 | 3961 | QC1 230 | 177 [ 3941 ] Qct 459 | 162 | 4221 | QC1

20 162 | 4100 | QC1 240 | 187 [4082] Qct 460 | 168 | 440.1 | QC1

21 1.55 | 400.0 | QC1 241 162 | 410.1 | QcC1 461 164 | 4381 QC1

22 160 | 4501 | QC1 242 | 155 [4241] Qo1 462 | 159 | 4580 | QC1

23 157 | 4330 QC1 243 | 157 [4082] Qct 483 [ 165 | 4121 | QC1

24 167 | 4091 | QC1 244 | 153 [4062 ] Qct 464 | 174 | 4261 | QC1

25 140 | 3381 | QC1 245 | 157 [ 4381 ] Qct 465 | 157 | 4221 | QC1

26 169 | 4081 | QC1 246 | 1.57 | 437.7 | QC1 466 | 1.53 | 420.1 | QC1

27 169 | 4101 | QC1 247 | 144 [4s542] Qct 467 | 153 | 4041 | QC1

28 144 | 3661 | QC1 248 | 144 |[4542] Qct 468 | 157 | 4081 | QCt

29 153 | 3801 | QC1 249 | 132 [4401 ] QcCt 469 | 214 3961 | Qc2

30 176 | 3531 | QC1 250 | 185 [ 4301 ] Qct 470 | 231 | 4102 | Qc2

31 158 | 366.1 | QC1 251 151 | 4321 | Q1 471 | 248 | 4242 | QC2

32 167 | 3801 | QC1 252 | 154 | 4462 | QC1 472 | 203 | 4401 | QC2

33 1.88 | 4081 | QC1 253 [ 165 |[4021] Qct 473 | 198 | 4282 | Qc2

34 167 | 4061 | QC1 254 | 175 [4162] Qct 474 | 249 | 4403 | QcC2

35 150 | 3920 | QC1 255 | 143 [ 4241 ] Qct 475 | 211 | 4562 | Qc2

36 154 | 3941 | QC1 256 | 1.43 [ 4240 Qct 476 | 231 | 4422 | Qc2

37 145 | 3951 | QC1 257 | 158 | 4381 | QCi 477 | 223 | 4402 | Qc2

38 141 | 3931 ] QC1 258 | 144 |[4242] Qct 478 | 216 | 4582 | Qc2

39 147 | 3941 | QC1 250 | 150 [419.1] Qct 479 [ 194 | 4152 | Qc2

40 143 | 3921 | Qc1 260 | 165 |4331] QcCt 480 | 201 | 4172 | Qc2

41 161 | 4081 | QC1 261 148 | 4651 | QCt 481 | 221 | 4140 Qc2

42 156 | 406.1 | QC1 262 | 145 |4371] Qct 482 | 238 | 4282 | QC2

43 179 | 4220 Qc1 263 | 1.71 | 4382 ] QcCt 483 | 253 | 4422 | QcC2

44 174 | 4201 ]| QC1 264 | 165 |[4521] Qct 484 | 204 | 4441 | QC2

45 161 | 3941 | QC1 265 | 161 | 4501 | QcCt 485 | 209 | 4581 | QC2
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{Table 9-2}
46 171 | 4081 | QC1 266 | 155 | 4680 QCt 485 | 213 | 4092 | Qc2
47 167 | 4641 | QC1 267 | 172 | 4241 ] QcCt 487 | 206 | 4072 | QC2
48 157 | 3981 | QC1 268 | 168 | 4221 | QcCt 488 | 193 | 389.2 | QC2
49 160 | 4100 | QC1 269 | 147 | 4541 ] Qct 489 | 208 | 4031 | Qc2
50 164 | 4120 | QcC1 270 | 150 |[488.1 | Qct 490 | 223 | 4172 | Qc2
51 183 | 4220 Qc1 271 161 | 4241 ] Qct 491 178 | 4192 | Qc2
52 164 | 4430 | QC1 272 | 171 | 4381 ] QCt 492 | 183 | 4332 | QC2
53 168 | 406.1 | QC1 273 | 153 | 4261 | Qct 493 | 214 |389.3 | QC2
54 155 | 407.0 | QC1 274 | 156 | 4400 | QCt 494 | 208 | 387.3 | QC2
55 165 | 408.1 | QC1 275 | 167 [ 3961 ] Qct 495 [ 201 |4053 | Qc2
56 159 | 4181 | QC1 276 | 177 | 4007 | Qct 495 | 216 | 4232 | Qc2
57 156 | 416.0 | QC1 277 | 181 | 4521 ] QCt 497 | 221 4092 | Qc2
58 157 | 4240 | Qc1 278 | 187 |[4241 ] aqct 498 | 208 |409.2 | Qc2
59 148 | 4321 | Qc1 279 | 163 | 3648 | QCt 499 | 193 | 4262 | Qc2
60 154 | 3911 ] Qc1 280 [ 173 | 3791 | Qct 500 | 2.04 |3612| QC2
61 171 | 4041 | QC1 281 183 | 3931 ] QC1 501 | 219 | 3752 | QC2
62 164 | 3931 | QC1 282 | 148 | 3951 ] QCt 502 | 214 | 4222 | QC2
63 159 | 3911 | QC1 283 | 151 [4091] Qct 503 | 223 |4242| QC2
64 192 | 3892 QCt 284 | 160 | 40901 | QcCt 504 | 154 | 4651 | QC1
65 175 | 4441 | QC1 285 | 156 [ 4070 Qct 505 | 160 |479.1 | QC1
66 171 | 4420 | QC1 286 | 165 |4041] Qct 506 | 158 | 4771 QC1
67 170 | 3791 | Qc1 287 | 160 |4021] QcCt 507 | 167 | 4811 | QCt
68 166 | 3801 | QC1 288 | 155 |[4201 ] Qct 508 | 169 | 5131 | QCt
69 177 | 3940 | QCt 280 | 1.66 | 4000 | QC1 500 | 1.50 | 4951 | QC1
70 169 | 436.0 | QC1 290 [ 177 | 4139 | Qct 510 | 154 | 4650 | QC1
71 178 | 406.0 | QC1 291 1.88 | 4280 | QC1 511 160 | 4791 | Qc1
72 192 | 4200 | QC1 202 | 151 | 4300] QcCt 512 | 163 ]491.1 | QCt
73 1.89 | 4200 | QC1 293 | 154 |[4437] Qct 513 | 174 |519.2 | QCt
74 176 | 4640 | QCt 294 | 1.74 | 4081 | QcCt 514 | 152 | 4801 | QCt
75 173 | 4240 | QC1 295 | 184 |[4201 | Qct 515 | 150 |4710| QC1
76 160 | 4240 | QC1 296 | 194 |[4341] Qct 516 | 148 | 4232 | QC1
77 167 | 4080 | QC1 207 | 160 |[4361] Qct 517 | 154 | 4361 | QCt
78 177 | 4200 | @QC1 208 | 163 | 4500 ] QCt 518 | 151 | 4501 | QC1
79 162 | 4260 | QC1 299 | 160 [3760] QcCt 519 | 1.42 | 4321 | QC1
80 163 | 4021 | QC1 300 [ 171 [ 3901 ] QcCt 520 | 151 | 4850 | QC1
81 159 | 406.2 | QC1 301 146 | 408.1 | QC1 521 160 | 4751 | Qc1
82 172 | 4202 | QC1 302 | 149 [4201] Qo1 522 | 193 |4382 | QC2
83 168 | 4182 | QC1 303 | 154 | 3811] QCt 523 | 166 15140 | QC1
84 172 | 4221 | Qc1 304 [ 165 | 3951 | QCt 524 | 152 15140 | QC1
85 169 | 4361 | QCt 305 | 144 [ 4250 Qct 525 | 153 15140 | QCt
86 157 | 4181 | QC1 306 | 1.81 | 4041 | QCt 526 | 163 15350 | QC1
87 153 | 4250 | Qc1 307 | 1.76 | 4091 | QcCt 527 | 14¢ l4e9.9 | QCi
88 154 | 4100 | QC1 308 | 157 [ 3821 ] Qct 528 | 151 4380 | QC1
89 154 | 4100 | QC1 309 | 169 | 396.1] QCt 529 | 146 4560 | QCt
90 171 | 4350 | QC1 310 | 159 | 4241 ] Qct 530 | 175 4000 | QC1
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{Table 9-3}
91 1.51 4911 QcC1 311 1.62 438.1 QCt 531 1.70 398.0 QC1
92 1.94 4221 QC1 312 1.74 3941 QC1 532 1.64 416.0 QC1
93 1.87 408.1 Qc1 313 1.84 408.1 QC1 533 1.51 412.0 Qc1
94 1.96 422.0 Qc1 314 1.59 424.0 QC1 534 1.60 426.0 Qc1
95 1.81 438.1 QC1 315 1.62 438.0 QC1 535 1.69 440.0 QC1
96 1.68 4051 QC1 316 1.74 394.0 QC1 536 1.38 483.0 QcC1
97 1.79 450.0 QC1 317 1.84 408.1 QC1 537 1.39 442.0 QC1
98 1.51 437 .1 QC1 318 1.61 348.2 QCt 538 1.42 456.0 Qc1
99 1.66 4571 QC1 319 1.55 424.0 QCt 539 1.58 394.0 Qc1
100 1.70 462.1 QC1 320 1.80 410.1 QC1 540 1.68 408.0 Qc1
101 175 4431 QC1 321 1.43 4121 QCt 541 1.79 4220 QC1
102 1.69 436.0 QC1 322 1.78 4221 QC1 542 1.49 451.0 QC1
103 1.57 418.1 QCH1 323 1.68 438.0 QC1 543 1.46 435.9 QcC1
104 1.76 438.1 Qc1 324 1.62 3741 QC1 544 1.40 4529 QCH1
105 1.84 478.1 QC1 325 1.63 394.1 QC1 545 1.58 487.0 QcC1
106 1.71 408.1 QC1 326 1.59 392.0 QCt 546 1.44 454.0 QC1
107 175 420.1 QC1 327 1.72 380.1 QC1 547 1.50 467.0 QC1
108 1.79 4221 QC1 328 1.67 378.1 QC1 548 1.44 447.0 QC1
109 1.68 438.1 QC1 329 1.61 396.1 QCt 549 1.38 437.0 QC1
110 1.69 408.1 QC1 330 1.74 3941 QC1 550 1.58 420.0 QC1
111 177 4221 QcC1 331 1.84 408.1 QC1 551 1.62 422.0 QC1
112 1.66 376.1 QC1 332 1.54 393.1 QC1 552 1.71 372.0 QC1
113 1.55 362.2 QC1 333 1.65 407 1 QC1 553 1.81 386.0 QC1
114 1.64 519.2 QC1 334 1.30 409.1 QCt 554 1.52 443.0 QC1
115 1.60 527.2 QC1 335 1.33 4229 QC1 555 1.92 400.0 QC1
1186 1.53 477.2 QC1 336 1.89 380.0 QC1 556 1.55 402.0 QCA1
17 1.53 477.2 QC1 337 1.55 366.1 QC1 557 1.58 416.0 QC1
118 1.48 451.1 QC1 338 1.66 380.1 QC1 558 1.81 434 1 QC1
119 1.69 424.0 QCH1 339 1.41 396.1 QCt 559 1.76 4321 QC1
120 1.56 408.1 QC1 340 1.44 410.1 QCt 560 1.71 450.1 QC1
121 1.42 3921 Qc1 341 1.67 3522 QC1 561 1.77 406.1 QcC1
122 1.42 392.1 QC1 342 1.78 366.1 QC1 562 1.86 4201 QC1
123 1.76 390.2 QC1 343 1.51 382.2 QC1 563 1.59 477 1 QC1
124 167 388.0 QCH1 344 1.54 395.9 QC1 564 1.96 434 1 QC1
125 1.78 402.1 QC1 345 1.83 379.1 QC1 565 1.62 436.1 QC1
126 1.98 417.0 Qc2 346 1.93 393.0 QC1 566 1.65 450.1 QC1
127 2.14 477.2 QC2 347 1.58 395.0 QC1 567 1.78 380.2 QcC1
128 2.09 4551 QcC2 348 1.61 4091 QC1 568 1.73 378.2 QC1
129 2.04 4551 Qc2 349 1.65 380.1 QC1 569 1.66 396.2 QC1
130 1.76 394.1 QcC1 350 1.79 468.1 QCt 570 1.58 440.0 QC1
131 1.65 380.1 QcC1 351 1.73 365.1 QCt 571 1.73 352.0 QC1
132 1.67 392.0 QC1 352 1.46 426.1 QCt 572 1.84 366.1 QcC1
133 178 406.0 QC1 353 1.76 3941 QC1 573 1.52 423.0 Qc1
134 1.53 457 .1 QC1 354 1.66 392.1 QC1 574 1.96 380.1 QC1
135 1.55 387.1 QcC1 355 1.77 406.1 QC1 575 1.56 382.0 QC1
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{Table 9-4}
136 175 390.1 QcC1 356 1.58 424 1 QCt 576 1.59 396.0 QC1
137 1.80 433.1 QC1 357 1.61 4381 QC1 577 1.59 380.1 QC1
138 1.63 438.1 Qc1 358 1.56 500.1 QC1 578 1.54 378.0 Qc1
139 1.44 451.1 Qc1 359 1.76 416.0 QC1 579 1.48 396.0 Qc1
140 1.37 409.1 QC1 360 1.86 430.0 QC1 580 1.53 352.0 QcC1
141 1.51 410.1 QC1 361 1.96 444 1 QC1 581 1.64 366.1 QcC1
142 1.61 4221 QC1 362 1.61 446.0 QC1 582 1.38 423.0 QC1
143 1.62 380.1 QC1 363 1.64 460.1 QCt 583 1.75 380.1 QcC1
144 1.72 394.2 QC1 364 1.69 393.1 QCt 584 1.40 382.0 Qc1
145 1.42 439.1 QC1 365 1.48 423.0 QC1 585 1.43 396.0 Qc1
146 143 4431 QC1 366 1.79 407 1 QCt 586 1.47 413.2 QcC1
147 143 4391 QC1 367 1.47 422.0 QC1 587 1.56 427.2 QC1
148 1.39 392.2 QCH1 368 1.27 3921 QC1 588 1.66 441.2 QcC1
149 1.51 423.8 Qc1 369 1.30 405.8 QC1 589 1.36 443.2 QCH1
150 1.48 410.1 QC1 370 1.77 404.0 QC1 590 1.38 457.2 QcC1
151 1.70 422.2 QC1 371 1.87 4181 QCt 591 1.52 404.3 QC1
152 1.65 420.2 QC1 372 1.96 4321 QC1 592 1.48 402.3 QC1
153 1.60 438.2 QC1 373 1.63 4341 QC1 593 1.47 376.3 QC1
154 1.66 394.2 QC1 374 1.43 411.0 QCt 594 1.57 390.3 QC1
155 1.76 408.1 QC1 375 1.46 4250 QC1 595 1.34 447.3 QC1
156 1.86 4222 QC1 376 1.48 4221 QC1 596 1.67 404 .4 QC1
157 1.51 409.2 QC1 377 1.57 486.1 QC1 597 1.36 406.3 QC1
158 1.47 407.2 QC1 378 1.53 408.1 QC1 598 1.38 420.3 QC1
159 1.46 381.0 QC1 379 1.64 422 1 QCt 599 1.84 418.2 QC2
160 1.56 395.1 QC1 380 1.31 424 1 QC1 600 1.561 420.2 QC1
161 1.64 477 .1 QC1 381 1.34 4381 QC1 601 1.51 420.2 QCA1
162 1.54 4711 QC1 382 1.66 448 1 QC1 602 1.83 420.2 QC1
163 1.53 471.1 QC1 383 1.43 4201 QC1 603 1.39 436.2 QC1
164 1.64 4751 QC1 384 1.43 390.1 QC1 604 1.39 436.2 QC1
165 1.67 408.8 QC1 385 1.39 388.1 QCt 605 1.59 415.2 QC1
166 1.57 4241 Qc1 386 1.34 406.1 QC1 606 1.70 403.3 QC1
167 1.57 424 .1 QC1 387 1.64 3771 QC1 607 1.65 401.2 QC1
168 1.44 440.1 QC1 388 1.68 3791 QC1 608 1.60 419.3 QC1
169 1.50 408.1 QCH1 389 1.58 395.0 QC1 609 1.65 375.2 QC1
170 1.45 4241 QC1 390 1.60 4101 QC1 610 178 389.3 QC1
171 1.50 380.0 QcC1 391 1.64 412.0 QC1 611 1.49 446.2 QC1
172 1.59 394 .1 QC1 392 1.63 351.1 QC1 612 1.84 403.2 QcC1
173 1.70 408.1 QCH1 393 1.84 379.1 QC1 613 1.51 405.2 QC1
174 1.38 410.1 QC1 394 1.48 381.1 QC1 614 1.54 419.2 QC1
175 1.58 4241 QC1 395 1.52 395.1 QCt 615 1.62 447 1 QC1
176 1.46 423.1 QcC1 396 1.69 398.1 QCt 616 1.67 438.2 QCH1
177 1.56 487 .1 QC1 397 1.80 4121 QCt 617 1.48 403.3 QCA1
178 1.34 411.1 QC1 398 1.48 428.1 QC1 618 1.48 403.3 Qc1
179 1.54 424.0 QC1 399 1.59 444 1 QC1 619 1.55 417 .4 QCA
180 1.43 406.1 QcC1 400 1.55 442 1 QCt 620 1.52 417.4 QC1
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{Table 9-5}
181 | 165 | 4191 ] QcCt 401 | 146 |[4131 | Q¢ 621 | 1.51 |4053 | QC1
182 | 153 | 4011 QC1 402 | 149 [4271 | act 622 | 164 |4314 | QC1
183 | 148 | 4508 | QC1 403 | 163 [ 4301 | aci 623 | 155 |4173 | QCt
184 | 158 |4242] Qct 404 | 173 [4441 ] ¢t 624 | 156 | 4174 | QC1
185 | 153 | 4221 ] Qct 405 | 145 [4s01 | Qc1 625 | 156 |4174 | QC1
186 | 153 | 3961 | QCt 406 | 159 [ 3902 Qc1 626 | 155 |4174 | QC1
187 | 163 | 4101 ]| QcCt 407 | 138 3821 Qc1 627 | 152 | 4174 | QcC1
188 | 174 | 4242 ] QCi 408 | 149 |[3761 | Qc1 628 | 151 |4053 | QC1
189 | 140 [a261 ] Qci 400 | 152 [4a120] ¢t 629 | 164 |4311 | QC1
190 | 152 | 4541 ] QcCt 410 | 131 [4281 ] ac1 630 | 156 | 4171 | QC1
191 | 154 | 4081 ] QC1 411 | 134 |[4420] Qc1 631 | 150 |4031 | QC1
192 | 169 | 3981 | QCt 412 | 170 [ 4800 | QcC1 632 | 147 |4031 | QC1
193 | 179 | 4121 | QC1 413 | 166 [ 4580 [ Qct 633 | 146 | 3891 | QC1
194 | 153 | 430.0 | QC1 414 | 161 | 4760 | QcC1 634 | 158 | 4171 | QC1
195 | 156 | 3821 ] QcCt 415 | 148 [4261 | ac1 635 | 150 |4031 | QC1
196 | 166 | 3961 | QCt 416 | 148 |[4831 | aQc1 636 | 153 | 4171 | QC1
197 | 142 | 4121 ] QC1 417 | 208 |456.1 | QC2 637 | 150 |417.1 | QC1
198 | 177 | 4100 ]| QcCt 418 | 191 [4721 | Qc2 638 | 149 |4031 | QC1
199 | 1.44 | 4401 | QcC1 419 | 159 [ 3811 Qc1 639 | 161 |431.1 | QC1
200 [ 144 | 3951] Qc1 420 | 164 [3832 aQc1 640 | 153 | 417.2 | QC1
201 [ 152 | 4221 ] Qct 421 | 159 [ 3351 ac1 641 | 203 [3502 | QC2
202 | 156 | 4461 ] QC1 422 | 169 | 3491 | Qc1 642 | 156 |3452 | QC1
203 | 154 | 3801 ] QC1 423 | 180 | 3631 Qc1 643 | 166 | 3592 | QC1
204 | 165 | 3941] QC1 424 | 147 |[3791 | Q¢ 644 | 140 | 4163 | QC1
205 [ 1.75 | 4081 ] QC1 425 | 156 | 4561 | Qct 645 | 142 |3753 | QC1
206 | 1.41 | 4101 ] Qct 426 | 1.44 | 4721 | Qc1 646 | 145 | 3893 | QC1
207 | 151 | 4371 QC1 427 | 156 [3811| QC1 647 | 1.48 | 3893 | QCt
208 | 150 |437.1] QC1 428 | 159 [ 3831 Qc1 648 | 148 | 3893 | QC1
209 [ 146 |437.1] QC1 429 | 167 [ 4000 | Qc1 649 | 176 |3733 | QC1
210 | 175 | 4521 ] QC1 430 | 166 [ 3951 | Qc1
211 | 141 | 3960 ] QC1 431 | 1.69 [ 3969 | Qc1
212 | 1.57 | 4381 ] QCt 432 | 1.76 | 4139 | Qct
213 | 144 | 4101 ] QC1 433 | 1.58 [ 3941 Qc1
214 | 154 | 4091 ] QC1 434 | 168 |[4081 | QC1
215 [ 185 | 4121 ] QcC1 435 | 1.43 [4651 | ac1
216 | 143 | 4280 ] QCt 436 | 145 | 4240 Qct
217 | 151 | 4652 QC1 437 | 148 [ 4381 Qc1
218 | 158 | 501.1 ] QCt 438 | 1.51 [ 4381 | Qc1
219 | 175 | 4261 ] Qc1 439 | 152 [3781 | Qo1
220 | 144 [3911] Qc1 440 | 163 [3922] Qc1
{Table 10-1}
Ex 1H-NMR data Salt
(300 MHz, CDCly) & 8.83 (1H, s), 8.39 (1H, br), 8.03 (1H, d, J = 2.2 Hz), 7.85 (1H, br), 7.45 (1H, s),
1 | 7.30 (1H, d, J = 6.6 Hz), 5.48 (2H, s), 4.75 (2H, q, J = 8.6 Hz), 2.65 (1H, septet, 6.6 Hz), 2.19 (3H, s), | free
1.30 (6H, d, J = 6.6 Hz)
, | (300 MHz, DMSO-dg) 5 9.68 (1H, 5), 9.00 (1H, 5), 8.16 (1H, 5), 7.86 (1H,d, J = 5.9 Hz), 7.69 (1H,5), | .

7.29 (1H, d, J = 5.9 Hz), 6.14 (1H, s), 5.66 (2H, s), 4.99 (2H, q, J = 8.8 Hz), 2.15 (3H, s), 1.43 (6H, s).

186




10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

(continued)

Ex

1H-NMR data

Salt

69

(300 MHz, CDCl,) § 8.84 (1H, s), 8.25 (1H, dd, J = 5.8 and 2.2 Hz), 8.06 (2H, s), 7.68 (1H,d, J = 5.8
Hz), 7.45 (1H, s), 5.55 (2H, s), 4.81-4.71 (2H, m), 3.58-3.48 (2H, m), 2.20 (3H, s), 1.33-1.27 (3H, m)

free

141

(300 MHz, DMSO-dg) § 9.17 (1H, s), 8.76 (1H, t, J = 5.9 Hz), 8.25 (1H, d, J = 5.9 Hz), 8.19 (1H, s),
7.76-7.73 (2H, m), 5.73 (2H, s), 4.99 (2H, q, J = 8.8 Hz), 4.83 (1H, t, J = 5.1 Hz), 3.60-3.52 (2H, m),
3.45-3.38 (2H, m), 2.15 (3H, s)

free

149

(300 MHz, CDCl,)  8.79 (1H, s), 8.45 (1H,br), 8.24 (1H, d, J = 6.6 Hz), 8.06 (1H, d, J = 2.2 Hz), 7.69
(1H, d, J = 6.6 Hz), 7.41 (1H, s), 5.54 (2H, ), 4.56 (2H, t, J = 6.2 Hz), 3.90-3.84 (2H, m), 3.70-3.64
(2H, m), 2.75 (1H, t, J = 5.1 Hz), 2.69-2.54 (2H, m), 2.15 (3H, s)

free

158

(300 MHz, CDCl3) & 10.03 (1H, br s), 8.87 (1H, s), 7.90-7.82 (1H, m), 7.29-7.24 (2H, m), 5.79 (2H,
s), 4.93 (2H, q, J = 8.1 Hz), 2.22 (3H, s), 1.81-1.70 (1H, m), 1.18-1.11 (2H, m), 0.97-0.90 (2H, m)

free

166

(300 MHz, CDCl,) & 8.80 (1H, s), 8.47-8.41 (1H, m), 8.23 (1H, d, J = 5.9 Hz), 8.06 (1H, d, J = 1.5 Hz),
7.68 (1H,d, J =5.9Hz), 7.46 (1H, s), 5.55 (2H, s), 4.76 (2H, q, J = 8.8 Hz), 4.12-4.04 (1H, m), 3.68-3.60
(1H, m), 3.45-3.35 (1H, m), 2.91 (1H, d, J = 4.4 Hz), 2.20 (3H, s), 1.28 (3H, d, J = 5.9 Hz)

free

172

(300 MHz, CDCly) & 8.95 (1H, s), 8.23 (1H, d, J = 6.6 Hz), 8.12 (1H, s), 8.07 (1H, br), 7.68 (1H, d, J
= 6.6 Hz), 7.08 (1H, s), 5.69 (2H, s), 4.43 (2H, q, J = 8.0 Hz), 3.54 (2H, quintet, J = 6.6 Hz), 2.23 (3H,
s), 1.30 (3H, t, J = 7.3 Hz)

free

174

(300 MHz, CDCly) & 8.93 (1H, s), 8.45 (1H, br), 8.24 (1H, d, J = 6.6 Hz), 8.12 (1H, s), 7.70 (1H, d, J
= 6.6 Hz), 7.09 (1H, s), 4.43 (2H, q, J = 8.0 Hz), 3.92-3.84 (2H, m), 3.72-3.65 (2H, m), 2.77 (1H, , J
= 5.1 Hz), 2.24 (3H, s)

free

179

(270 MHz, DMSO-dg) § 9.17 (1H, s), 8.90 (1H, t, J = 5.3 Hz), 8.25-8.20 (2H, m), 7.75-7.73 (2H, m),
5.73 (2H, s), 5.00 (2H, g, J = 9.2 Hz), 4.55 (1H, t, J = 5.3 Hz), 3.52-3.34 (4H, m), 2.15 (3H, s), 1.71
(2H, quintet, J = 6.6 Hz)

free

183

(300 MHz, CDCly) & 8.80 (1H, s), 8.40 (1H, br), 8.27 (1H, d, J = 5.8 Hz), 8.07 (1H, s), 7.70 (1H, d, J
=5.8Hz), 7.47 (1H, s), 6.20 (1H, br), 5.57 (2H, s), 4.76 (2H, q, J = 8.8 Hz), 3.68-3.61 (2H, m), 3.55-3.49
(2H, m), 2.20 (3H, s), 1.99 (3H, s)

free

199

(300 MHz, CDCl,) & 8.80 (1H, s), 8.47 (1H, br), 8.25 (1H, d, J = 6.6 Hz), 8.07 (1H, d, J = 2.2 Hz), 7.71
(1H, d, J = 6.6 Hz), 7.46 (1H, d, J = 2.2 Hz), 5.56 (2H, s), 4.76 (2H, q, J = 8.8 Hz), 3.96-3.86 (1H, m),
3.75-3.58 (4H, m), 3.09-3.01 (2H, m), 2.21 (3H, s)

free

220

(300 MHz, CDCl5) 5 8.76 (1H, s), 8.52-8.40 (1H, m), 8.24 (1H, d, J=6.2 Hz), 7.70 (1H, d, J = 6.2 Hz),
7.27-7.15 (2H, m), 6.78 (1H, d, J = 8.1 Hz), 6.10 (1H, tt, J = 55.0, 4.0 Hz), 5.55 (2H, s), 4.18 (2H, td,
J=13.0,4.0Hz), 3.91-3.80 (2H, m), 3.72-3.61 (2H, m), 2.22 (3H, s) (a signal due to OH is not observed)

free

222

(300 MHz, CDCl) & 8.81 (1H, s), 8.48-8.42 (1H, m), 8.25 (1H, d, J = 5.9 Hz), 8.07 (1H, d, J = 2.2 Hz),
7.69 (1H, d, J = 5.9 Hz), 7.45 (1H, s), 5.99 (1H, tt, J = 52.8 and 4.4 Hz), 5.56 (2H, s), 4.74 (2H, 1, J =
12.5 Hz), 3.91-3.85 (2H, m), 3.70-3.64 (2H, m), 2.74 (1H, 1, J = 5.9 Hz), 2.18 (3H, s)

free

223

(300 MHz, CDCl,) § 8.83 (1H, s), 8.36-8.28 (1H, m), 8.25 (1H, d, J = 5.9 Hz), 8.07 (1H, s), 7.70 (1H,
d, J =5.9 Hz), 7.46 (1H, s), 5.98 (1H, tt, J = 53.6 and 4.4 Hz), 5.56 (2H, s), 4.74 (2H, t, J = 12.5 Hz),
3.70-63 (4H, m), 3.30 (1H, br s), 2.19 (3H, s), 1.87-1.79 (2H, m)

free

288

(300 MHz, DMSO-dg) & 9.67 (1H, s), 8.98 (1H, s), 8.13 (1H, s), 7.85 (1H, d, J = 5.9 Hz), 7.63 (1H, s),
7.28 (1H, d, J = 5.9 Hz), 6.14 (1H, s), 5.63 (2H, s), 4.54 (2H, t, J = 13.2 Hz), 2.12 (3H, s), 1.71 (3H,
t,J = 19.1 Hz), 1.41 (6H, s)

free

301

(300 MHz, CDCl3) & 8.79 (1H, s), 8.45 (1H, br's), 8.24 (1H, d, J = 6.6 Hz), 8.07 (1H, s), 7.69 (1H, d,
J=6.6 Hz), 7.43 (1H, s), 5.55 (2H, s), 4.50 (2H, t, J = 11.7 Hz), 3.90-3.85 (2H, m), 3.70-3.64 (2H, m),
2.83 (1H,t, J = 5.5 Hz), 2.19 (3H, s), 1.74 (3H, t, J = 19.1 Hz)

free

343

(300 MHz, CDCl3) & 8.75 (1H, s), 8.51-8.39 (1H, m), 8.23-8.19 (1H, m), 8.05 (1H, d, J = 2.2 Hz), 7.67
(1H, d, J = 6.6 Hz), 7.38 (1H, s), 5.22 (2H, s), 4.16-4.14 (2H, m), 3.89-3.85 (2H, m), 3.69-3.63 (2H,
m), 3.02 (1H, br s), 2.17 (3H, s), 1.35-1.21 (1H, m), 0.61-0.56 (2H, m), 0.37-0.32 (2H, m)

free
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(continued)

Ex 1H-NMR data Salt

(300 MHz, DMSO-dg) & 9.67 (1H, s), 9.00 (1H, s), 8.15 (1H, s), 7.85 (1H, d, J = 5.9 Hz), 7.66 (1H, s),
462 | 7.28 (1H,d, J =5.9 Hz), 6.66 (1H, tt, J = 52.1, 5.1 Hz), 6.14 (1H, s), 5.64 (2H, s), 4.83 (2H,, J = 13.9 | free
Hz), 2.13 (3H, s), 1.41 (6H, s)

(300 MHz, DMSO-dg) § 9.07 (1H, s), 8.93 (1H, t, J = 5.9 Hz), 8.24 (1H, d, J = 5.9 Hz), 8.02-7.94 (1H,
518 | m), 7.73 (1H, d, J = 5.9 Hz), 7.28 (2H, s), 7.03 (1H, d, J = 8.8 Hz), 5.65 (2H, s), 4.73 (2H, q, J = 8.1 | free
Hz), 3.41-3.19 (4H, m), 2.13 (3H, s), 1.78 (3H, s)

Pharmacological assays
In vitro human voltage gated sodium channels activity

[0353] The inhibitory activities of compounds against voltage gated sodium channels are determined by methodology
well known in the art.

[0354] The ability of the pyrazolopyridine derivatives of the formula (1) to inhibit the Na, 4 5, Na, 4y 7 and Na, 4 5 channels
is measured by Fluorescence Resonance Energy Transfer (FRET) assay and electrophysiology assay described below.

FRET Assay

[0355] This screen is used to determine the effects of compounds on human Na,4 3, human Na, 4 7, and human Na4 5
channels, utilising electrical field stimulation (EFS) system in 96-well plate format on FDSS (Hamamatsu Photonics)
platform. The change of membrane potential is monitored with FRET dye pair, oxonol (DiSBAC2(3)) and coumarin (CC2-
DMPE).

Cell Maintenance:

[0356] Each HEK293 cells expressing human Na,,4 5 channels and HEK293 cells expressing human Na, ; 5 channels
are grown in T225 flasks, in a 5% CO, humidified incubator to about 80% confluence. Media composition consists of
Dulbecco’s Modified Eagle Medium (high glucose), 10% FCS, 100 units/mL penicillin, 100 microgram/mL streptomycin
and 500 microgram/mL Geneticine.

[0357] CHO cells expressing human Na,, 7 channels are grown in T225 flasks, in a 5% CO, humidified incubator to
about 80% confluence. Media composition consists of HAM/F 12 with Glutamax I, 10% FCS, 100 units/mL penicillin and
100 microgram/mL hygromycin.

Protocol:
[0358]

- Seed each cell lines (1 x 105 cells/well) into poly-D-lysine coated 96-well plates prior to experimentation.

- Incubate at 37°C in 5% CO, for 24 hours.

- Wash each well with assay buffer (140 mM NaCl, 4.5 mM KCI, 10 mM D-Glucose, 2 mM CaCl,, 1 mM MgCl,, 10
mM HEPES, pH 7.4 adjusted with NaOH) twice.

- Add 1st loading solution containing 10 microM CC2-DMPE and 0.06 % Pluronic F-127 in assay buffer.

- Incubate the plate at room temperature in dark for 1 hour.

- Remove 1stloading solution and added 2nd loading solution containing 15 microM DiSBAC2(3), 0.555 mM VABSC-
1 and 0.004 % Pluronic F-127 in assay buffer.

- Place the plate under the dark at room temperature for 25 minutes.

- Add compound solutions into the assay plate.

- Set the assay plate in FDSS and placed an EFS device on the plate.

- Measure EFS-induced fluorescent response by FDSS.

[0359] The data are analyzed and reported as normalized ratios of intensities measured at 440 nm. The process of
calculating these ratios is performed as follows:
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{Math. 1}
FIR = Fluorescence Integration Ratio = the integral of the ratio normalized by baseline
{before EFS)
(FIR of each well - median FIR in 100 % Inh. )

% inhibiton = {1- . . - . 31 x100
{median FIR in 0 % Inh. - median FIR in 100 % Inh.)

[0360] This analysis is performed using a computerized specific program designed for FDSS generated data. Fluo-
rescence ratio values are plotted using XLfit to determine an ICg value for each compound.

[0361] All tested compounds show less than about 3 microM of IC5, against Na,; 3 and/or Na,, 7 in the above assays.
Preferable compounds show less than about 1 microM of IC5y against Na,, ; and/or Na,4 3 in the above assays.
[0362] Compounds with ICgj against Na, 4 ; <1 microM and/or Na,; 3<1 microM are:

Examples 1,2, 3,4,6,7,9, 10, 11, 14, 15, 16, 18, 19, 20, 21, 22, 25, 27, 32, 33, 34, 38, 41, 42, 43, 44, 45, 46, 47,
51,52, 61, 65, 69, 71, 75, 80, 82, 85, 88, 89, 92, 93, 96, 98, 103, 104, 106, 107, 108, 109, 112, 113, 119, 120, 125
126, 128, 129, 134, 139, 141, 145, 147, 148, 149, 151, 153, 154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164,
165, 166, 167, 168, 169, 170, 171,172, 173, 174, 175, 176, 177, 178, 179, 180, 181, 182, 183, 184, 187, 190, 191,
194, 195, 196, 197, 199, 201, 202, 203, 204, 207, 209, 212, 214, 215, 216, 217, 218, 219, 220, 221, 222, 223, 224,
227,228, 229, 230, 231, 232, 238, 239, 240, 241, 242, 245, 246, 247, 248, 251, 252, 254, 255, 256, 257, 258, 259,
260, 261, 262, 264, 265, 267, 268, 269, 270, 271, 272, 273, 274, 275, 276, 277, 278, 280, 281, 282, 283, 284, 285,
286, 287, 288, 289, 290, 292, 293, 294, 295, 296, 297, 298, 299, 300, 301, 302, 304, 306, 307, 308, 309, 310, 311,
312,313, 314, 315, 316, 317, 320, 321, 322, 326, 327, 328, 329, 330, 331, 332, 333, 335, 336, 337, 338, 341, 342,
343, 344, 345, 347, 348, 349, 350, 351, 352, 355, 356, 357, 358, 359, 360, 362, 363, 364, 367, 369, 370, 371, 372,
373, 374, 375, 376, 377, 378, 380, 382, 383, 384, 385, 386, 387, 391, 392, 394, 395, 399, 400, 401, 402, 403, 406,
407, 408, 409, 412, 413, 414, 415, 416, 417, 418, 420, 422, 423, 424, 425, 426, 427, 428, 429, 430, 431, 432, 433
434, 435, 436, 437, 438, 439, 440, 441, 442, 443, 444, 445, 446, 447, 448, 449, 450, 451, 452, 453, 454, 455, 456,
457, 458, 459, 460, 461, 462, 463, 464, 465, 466, 467, 468, 469, 470, 471, 472, 473, 474, 4T5, 476, 477, 478, 479,
480, 481, 482, 483, 484, 485, 486, 487, 489, 492, 493, 494, 495, 496, 497, 500, 501, 502, 503, 504, 506, 507, 508,
512,513, 515, 516, 517, 518, 519, 521, 522, 523, 524, 525, 527, 528, 529, 530, 531, 532, 533, 534, 535, 537, 538,
540, 545, 548, 549, 551, 552, 553, 554, 555, 556, 557, 558, 559, 560, 561, 562, 563, 564, 565, 566, 567, 568, 569,
570, 571, 572, 573, 574, 575, 576, 577, 578, 579, 580, 581, 582, 583, 584, 585, 586, 587, 588, 589, 590, 591, 592,
593, 594, 596, 597, 598, 599, 600, 602, 603, 605, 606, 607, 608, 609, 610, 611, 612, 613, 614, 616, 617, 618, 619,
620, 622, 624, 625, 626, 627, 629, 631, 632, 633, 634, 636, 637, 639, 640, 641, 642, 643, 645, 646, and 649.

[0363] Regarding all tested compounds, the ratio of activities against Na, 4 5 vs. Na,,; 3 or Na,4 7 is more than three
times. For example, the activities of Example 2 against Na, 4 5 and Na, 4 ; are more than 30 microM and 0.38 microM,
respectively.

Electrophysiology assay for Navs

[0364] Whole cell patch clamp recording is used to assess the efficacy or selectivity of Na channel blocker on human
Na,,; 3 (hSCN3A) expressing HEK293 cells or human Na, 4 ; (hSCN9A) expressing CHO cells. Human Na, 4 5 expressing
HEK293 cells are grown in growth media which contain: DMEM, 10% heat-inactivated FBS (Hyclone Laboratories Inc),
100 microgram/mL penicillin/100U/mL streptomycin, 150 microgram/mL Zeocin, and 3 microgram/mL Geneticin. Human
Na, 7 expressing CHO cells are grown in growth media which contain: HAM/F-12, 9% heat-inactivated FBS (Hyclone
Laboratories Inc), and 100 microgram/mL penicillin/100U/mL streptomycin, and 100 microgram/mL hygromycin. Na
channel expressing cells are dissociated by 0.05% Trypsine-EDTA, and then seeded on cover glass for 24-48hr.
[0365] Glass pipettes are pulled to a tip diameter of 1-2 micrometer on a pipette puller. The pipettes are filled with the
intracellular solution and a chloridized silver wire is inserted along its length, which is then connected to the headstage
of the voltage-clamp amplifier (Axon Instruments or HEKA electronik). The extracellular recording solution consists of
(mM): 140 NaCl, 5 KCI, 2 CaCl,, 1 MgCl,, 10 HEPES, and 10 Glucose, pH 7.4 adjusted with NaOH. The internal solution
consists of (mM): 120 CsF, 15 NaCl, 10 EGTA, and 10 HEPES, pH 7.2 adjusted with CsOH; Upon insertion of the pipette
tip into the bath, the pipette resistance is noted (acceptable range is between 1-3 megaohm). The junction potential
between the pipette and bath solutions is zeroed on the amplifier. After establishing the whole-cell configuration, ap-
proximately 10 minutes are allowed for the pipette solution to equilibrate within the cell before beginning recording.
Currents are lowpass filtered between 2-5 kHz and digitally sampled at 10 kHz.
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[0366] The normalized steady-state inactivation curve is constructed using 2 sec (for vehicle) or 60 sec (for drugs)
conditioning pulse to different potentials followed immediately by the test pulse to -10 mV. Peak currents are plotted as
fraction of the maximum current at the conditioning potentials ranging from -120 mV to -40 mV for Na, 4 3 and from -130
mV to -60 mV for Na, 1 4. V1/2 or k values are estimated from Boltzmann fits. The affinity of drugs to resting state of Na
channels (K gg1ing OF K;) is assessed by 30 msec test pulse from a negative holding potential of -120 or -130 mV, where
virtually all channels are in the resting state. K, value is calculated by a conventional 1:1 binding model:

{Math. 2}
Kresling (Kr) = {[drug]Imax,drug/(lmax; ContFOI'Imax; drUg)}

where Kigsiing (5K)) is a dissociation constant for the resting state and [drug] is compound concentration. Iy, control
and |,,,,drug are peak currents in the absence and presence of compound, respectively.

[0367] The affinity of drug to inactivated state of Na channels (K;,, or K;) is estimated from the shift of the availability
curve by compound. Interaction of the compound with the channel on inactivated state is evaluated by the following
equation:

{Math. 3}
Kinact (Ki) = {[drug]/((1+[drug]/Kr)*exp(-AV/k)-1)}

where K, (=K;) is a dissociation constant for the inactivated state. ]V is the compound-induced voltage shift of half

maximal voltage of Boltzmann curve and k is the slop factor on presense of compound.
[0368] All tested compounds of the invention show potent activities in this model. For example, the activities (Ki) of
example 2 against Na, 4 3 and Nav, ; are 0.57 microM and 0.34 microM, respectively.

In vivo assay
Chronic constriction injury (CCl)-induced static allodynia in rats

[0369] Male Sprague-Dawley rats at 7 weeks old are purchased from Charles River Japan Inc., and housed in groups
of two per cage under a 12-h light/dark cycle (lights on at 07:00) with access to food and water ad libitum. CCl-induced
static allodynia is assessed by von Frey hair (VFH) test. Surgery is performed according to the method of Bennett GJ
and Xie YK (Pain 1988, 33: 87-107). The animals are anesthetized with intraperitoneal injection of pentobarbital sodium.
The left common sciatic nerve is exposed at the level of the middle of the thigh, freed of adhering tissue, and four ligatures
are loosely tided around it by using 4-0 silk thread. The incision is sutured, and the rats are allowed to recover in their
cages with soft bedding. Sham operation is performed in the same manner except of sciatic nerve ligation. The animals
are individually placed in a Plexiglas test chamber on an elevated grid to acclimate before the day of testing. On post-
operative day (POD) 14-28, evaluation is performed using a series of calibrated VFH (Semmes-Winstein monofilaments)
with 0.4, 0.6, 1, 2, 4, 6, 8 and 15 g force. VFH starting with the 2 g force is applied in an ascending or descending fashion
according to a modified Dixon up-down method described by Chaplan SR et al. (J Neurosci Methods 1994, 53: 55-63).
Each VFH is presented to the plantar surface of the operated hind paw with steady upward pressure until bent for
approximately 6 seconds. In the absence of a paw withdrawal, a stronger stimulus is presented. In the event of a paw
withdrawal, the next weaker stimulus is chosen. After the initial change from positive to negative or vice versa 4 more
stimulations are applied. The 6-score pattern of positive and negative responses is converted into a 50% paw withdrawal
threshold (PWT) using the following formula:

{Math. 4}
50% PWT (g) = (10%"***) /10,000

where Xf is the value (in log units) of the final VFH used, « is the tabular value for the pattern of positive/negative
responses and 3 is the mean difference between stimuli in log units (here, 0.224).
[0370] In the cases where continuous positive or negative responses are observed all the way out to the end of the
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stimulus spectrum, values of 0.25 and 15 g are assigned, respectively. The animals showing static allodynia (<4 g of
50% PWT) by CCI surgery are selected for evaluation and randomized to be nearly equal mean 50% PWT across all
groups. The compounds of the invention or their vehicles are administered systemically. The rats are habituated to the
chamber for at least 20 minutes before the measurement. The 50% PWT is measured at the appropriated time after
compound administration. Statistical analysis is performed by unpaired t-test or one-way analysis of variance (ANOVA)
with Dunnett’s post-hoc test compared to the vehicle group.

[0371] All tested compounds of the invention show potent activities in this model.

Complete Freund’s Adjuvant (CFA)-induced thermal hyperalgesia in rats

[0372] Male Sprague-Dawley rats at 6 weeks old are purchased from Charles River Japan Inc., and housed in groups
of two per cage under a 12-h light/dark cycle (lights on at 07:00) with access to food and water ad libitum. CFA-induced
thermal hyperalgesia is assessed using the plantar test apparatus (Ugo Basile) as described by Hargreaves K et al.
(Pain 1988, 32: 77-88). The animals are placed in an apparatus consisting of individual testing box on an elevated glass
table and allowed to acclimate for at least 10 minutes. Following the habituation, a mobile radiant heat source is located
under the table and heat stimulation is applied to the plantar surface of the right hind paw. The latency to remove its
hind paw is defined as paw withdrawal latency (PWL) in sec. The cut-off point is set at 30 seconds to prevent tissue
damage. CFA is prepared at a concentration of 2-3 mg/mL of Mycobacterium tuberculosis H37 RA in liquid paraffin.
After disinfections with 70% ethanol, the rats are injected intraplantarly with 100 microL of CFA (200-300 microgram)
into the right hind paw. Two days after CFA injection, PWL is measured in the same manner as mentioned above. The
animals showing decrease of the PWL (hyperalgesia) by CFA injection are selected for evaluation and randomized to
be nearly equal mean PWL across all groups. The compounds of the invention or their vehicles are administered
systemically. The rats are habituated to the apparatus for at least 10 minutes before each measurement. The PWL is
measured at the appropriated time after compound administration. Statistical analysis is performed by unpaired t-test
or ANOVA with Dunnett’s post-hoc test compared to the vehicle group.

[0373] All tested compounds of the invention show potent activities in this model.

CFA-induced weight bearing deficit in rats

[0374] Male Sprague-Dawley rats at 7 weeks old are purchased from Charles River Japan Inc., and housed in groups
of two per cage under a 12-h light/dark cycle (lights on at 07:00) with access to food and water ad libitum. CFA-induced
weight bearing (WB) deficit is assessed using Incapacitance tester (Linton Instrumentation). The animals are habituated
to a plastic case that comes with Incapacitance tester before the day of CFA injection. On the day of CFA injection, the
weight distribution of each hind paw is measured 3 times per rat using the tester, and the difference of weight distribution,
weight on the right (injected) paw minus weight on left (non-injected) paw, is defined as WB deficit value in g. The duration
of the each measurement is adjusted to 3 seconds. CFA is prepared at a concentration of 2-3 mg/mL of Mycobacterium
tuberculosis H37 RA in liquid paraffin. After disinfections with 70% ethanol, the rats are injected intraplantarly with 100
microL of CFA (200-300 microgram) into the right hind paw. Two days after CFA injection, the weight distribution of each
hind paw is measured and the WB deficit value is calculated in the same manner as mentioned above. The animals
showing decrease of the WB deficit (>30%) by CFA injection are selected for evaluation and randomized to be nearly
equal across all groups. The compounds of the invention or their vehicles are administered systemically. The weight
distribution of each hind paw is measured at the appropriated time after compound administration, and the WB deficit
value is calculated as previously explained. Statistical analysis is performed by unpaired t-test orANOVAwith Dunnett’s
post-hoc test compared to the vehicle group.

[0375] All tested compounds of the invention show potent activities in this model.

Paw incision-induced static allodynia in rats

[0376] Male Sprague-Dawley rats at 7 weeks old are purchased from Charles River Japan Inc., and housed in groups
of two per cage under a 12-h light/dark cycle (lights on at 07:00) with access to food and water ad libitum. Paw incision-
induced static allodynia is assessed by VFH test. Surgery is performed according to the procedure described by Brennan
et al. (Pain 1996, 64: 493-501). The animals are initially anesthetized with 3-4% isoflurane/O, mixture in an anesthetic
chamber and maintained with 2-3% delivered through a nose cone. The plantar surface of the right hind paw is sterilized
with 7.5% povidone-iodine solution. A 1-cm longitudinal incision is made with a number 11 blade, through skin and fascia
of the plantar aspect of the paw, starting 0.5 cm from the proximal edge of the heel and extending toward the toes. The
plantaris muscle is elevated using forceps and retracted. The muscle origin and insertion remain intact. After hemostasis
with gentle pressure, the skin is apposed with 2 sutures of 5-0 nylon. The wound site is covered with Terramycin ointment,
and the rats are allowed to recover in their cages with soft bedding. The animals are individually placed in a Plexiglas
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test chamber on an elevated grid to acclimate for 1 hour before the day of surgery. On POD1, evaluation is performed
using a series of calibrated VFH (0.008, 0.02, 0.04, 0.07, 0.16, 0.4, 0.6, 1, 1.4, 2, 4, 6, 8, 10, 15 and 26 g). Starting with
the 0.16 g force in an ascending or descending fashion, each VFH is presented to the proximal end of the wound near
the lateral heel with steady upward pressure until bent for approximately 6 seconds. In the absence of a paw withdrawal
(negative response), a stronger stimulus is presented. In the event of a paw withdrawal (positive response), the next
weaker stimulus is chosen. The lowest amount of force required to elicit two positive responses is defined as PWT in g.
In the cases where continuous positive or negative responses are observed all the way out to the end of the stimulus
spectrum, values of 0.008 and 26 g are assigned, respectively. The animals showing <1.4 g of PWT by incisional surgery
are selected for evaluation and randomized to be nearly equal median PWT across all groups. The compounds of the
invention or their vehicles are administered systemically. The rats are habituated to the chamber for at least 20 minutes
before the measurement. The PWT is measured at the appropriated time after compound administration. Statistical
analysis is performed by Mann-Whitney U-test or Kruskcal-Wallis with Dunn’s post-hoc test compared to the vehicle group.
[0377] All tested compounds of the invention show potent activities in this model.

Paclitaxel-induced static allodynia in rats

[0378] Male Sprague-Dawley rats at 7 weeks old are purchased from Charles River Japan Inc., and housed in groups
of two per cage under a 12-h light/dark cycle (lights on at 07:00) with access to food and water ad libitum. Paclitaxel-
induced static allodynia is assessed by VFH test. Treatment of paclitaxel is performed according to the method of
Polomano RC et al. (Pain 2001, 94: 293-304). Paclitaxel (2 mg) is injected intraperitoneally on four alternate days (Days
1, 3, 5 and 7) in a volume of 1 mL/kg. Cumulative dose is 8 mg/kg. In sham group, the vehicle (a mixture of 16.7%
Cremophor EL and 16.7% ethanol in saline) is treated as the same schedule. The animals are individually placed in a
Plexiglas test chamber on an elevated grid to acclimate before the day of testing. On Days 15-29, evaluation is performed
using a series of calibrated VFH with 0.4, 0.6, 1, 2, 4, 6, 8 and 15 g force. VFH starting with the 2 g force is applied in
an ascending or descending fashion according to a modified Dixon up-down method described by Chaplan SR et al. (J
Neurosci Methods 1994, 53: 55-63). Each VFH is presented to the plantar surface of the operated hind paw with steady
upward pressure until bent for approximately 6 seconds. In the absence of a paw withdrawal, a stronger stimulus is
presented. In the event of a paw withdrawal, the next weaker stimulus is chosen. After the initial change from positive
to negative or vice versa 4 more stimulations are applied. The 6-score pattern of positive and negative responses is
converted into a 50% PWT using the following formula:

{Math. 5}
50% PWT (g) = (10%"***) /10,000

where Xf is the value (in log units) of the final VFH used, « is the tabular value for the pattern of positive/negative
responses and 3 is the mean difference between stimuli in log units (here, 0.224).

[0379] In the cases where continuous positive or negative responses are observed all the way out to the end of the
stimulus spectrum, values of 0.25 and 15 g are assigned, respectively. The animals showing static allodynia (<4 g of
50% PWT) by paclitaxel treatment are selected for evaluation and randomized to be nearly equal mean 50% PWT across
all groups. The compounds of the invention or their vehicles are administered systemically. The rats are habituated to
the chamber for at least 20 minutes before the measurement. The 50% PWT is measured at the appropriated time after
compound administration. Statistical analysis is performed by unpaired t-test orANOVAwith Dunnett’'s post-hoc test
compared to the vehicle group.

[0380] All tested compounds of the invention show potent activities in this model.

Formalin-induced nociceptive behaviors in rats

[0381] Male Sprague-Dawley rats at 6 weeks old are purchased from Charles River Japan Inc., and housed in groups
of two per cage under a 12-h light/dark cycle (lights on at 07:00) with access to food and water ad libitum. Formalin test
is performed during the light cycle. The animals are acclimated to the testing chamber for at least 30 minutes prior to
formalin injection. A mirror is placed behind and/or under the chamber to aid observation. The 50 microL of 5% formalin
solution is injected subcutaneously into the plantar surface of the right hind paw. Immediately after the injection, the rats
are individually placed in the chamber, and the pain-related behaviors are recorded. After the testing, the time spent
licking and/or biting of the injected paw are counted in 5-minutes bins for 45 minutes following the formalin treatment.
The sum of time spent licking/biting in seconds from time 0 to 5 minutes is considered as the early phase, whereas the
late phase is taken as the sum of time spent licking/biting typically from 15 to 45 minutes. The compounds of the invention
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or their vehicles are administered systemically at the appropriated time point before the formalin injection. Statistical
analysis is performed by unpaired t-test or ANOVA with Dunnett’s post-hoc test compared to the vehicle group.
[0382] All tested compounds of the invention show potent activities in this model.

Human dofetilide binding assay

[0383] Human HERG transfected HEK293S cells are prepared and grown in-house. The collected cells are suspended
in 50 mM Tris-HCI (pH 7.4 at 4 °C) and homogenized using a hand held Polytron PT 1200 disruptor set at full power for
20 sec on ice. The homogenates are centri-fuged at 48,000 x g at 4 °C for 20 min. The pellets are then resuspended,
homogenized, and centrifuged once more in the same manner. The final pellets are resuspended in an appropriate
volume of 50 mM Tris-HCI, 10 mM KCI, 1 mM MgCl, (pH 7.4 at 4°C), homogenized, ali-quoted and stored at -80 °C until
use. An aliquot of membrane fractions is used for protein concentration determination using BCA protein assay kit
(PIERCE) and ARVOsx plate reader (Wallac). Binding assays are conducted in a total volume of 30 microL in 384-well
plates. The activity is measured by PHERAstar (BMG LABTECH) using fluorescence polarization technology. Ten microL
of test compounds are incubated with 10 microL of fluorescence ligand (6 nM Cy3B tagged dofetilide derivative) and 10
microL of membrane homogenate (6 microgram protein) for 120 minutes at room temperature. Nonspecific binding is
determined by 10 microM E4031 at the final concentration.

[0384] All tested compounds of the invention show higher IC5, values in human dofetilide binding than IC5 values in
Nav, 5 or Nav, ; FRET Assay. The high ICg, values in human dofetilide binding activities lead to reducing the risk of
cardiovascular adverse events.

Metabolic stability assay:

[0385] Half-life in human liver microsomes (HLM)

Test compounds (1 microM) are incubated with 3.3 mM MgCl, and 0.78 mg/mL HLM (HL101) or 0.74 mg/mL HLM
(Gentest UltraPool 150) in 100 mM potassium phosphate buffer (pH 7.4) at 37 °C on the 96-deep well plate. The reaction
mixture is split into two groups, a non-P450 and a P450 group. NADPH is only added to the reaction mixture of the P450
group. (NADPH generation system is also used instead of NADPH.) An aliquot of samples of P450 group is collected
at 0, 10, 30, and 60 min time point, where 0 min time point indicated the time when NADPH is added into the reaction
mixture of P450 group. An aliquot of samples of non-P450 group is collected at -10 and 65 min time point. Collected
aliquots are extracted with acetonitrile solution containing an internal standard. The precipitated protein is spun down
in centrifuge (2000 rpm, 15 min). The compound concentration in supernatant is measured by LC/MS/MS system.
[0386] The half-life value is obtained by plotting the natural logarithm of the peak area ratio of compounds/ internal
standard versus time. The slope of the line of best fit through the points yield the rate of metabolism (k). This is converted
to a half-life value using following equations: Half-life = In 2/k

The compounds of this invention show preferable stability, which show the above-mentioned practical use.

Drug-drug interaction assay

[0387] This method essentially involves determining the percent inhibition of metabolites formation from probes (Ta-
crine (Sigma A3773-1G) 2 microM, Dextromethorphan (Sigma D-9684) 5 microM, Diclofenac (Sigma D-6899-10G) 5
microM, and Midazolam(ULTRAFINE UC-429) 2 microM) at 3 microM of the each compound.

[0388] More specifically, the assay is carried out as follows. The compounds (60 microM, 10 microL) are pre-incubated
in 170 microL of mixture including 0.1 mg protein/mL human liver microsomes, 100 mM potassium phosphate buffer
(pH 7.4), 1 mM MgCl, and probes as substrate for 5min. Reaction is started by adding a 20 microL of 10mM NADPH
(20 microL of NADPH generating system, which consist of 10 mM NADP*, 50 mM DL-Isocitric acid and 10 U/mL Isocitric
Dehydrogenase, is also used). The assay plate is incubated at 37 °C. Acetonitrile is added to the incubate solution at
appropriate time (e.g. 8 min).

[0389] The metabolites’ concentration in the supernatant is measured by LC/MS/MS system. The degree of drug-drug
interaction is interpreted based on generation % of metabolites in the presence or absence of test compound.

[0390] The compounds of this invention show preferable results, which show the above-mentioned practical use.

Plasma protein binding assay
[0391] Plasma protein binding of the test compound (1 microM) is measured by the method of equilibrium dialysis
using 96-well plate type equipment. HTD96a(registeredtrademark), regenerated cellulose membranes (molecular weight

cut-off 12,000-14,000, 22 mm x 120 mm) are soaked for over night in distilled water, then for 15 minutes in 30% ethanol,
and finally for 20 minutes in dialysis buffer (Dulbecco’s phosphate buffered saline, pH7.4). Frozen plasma of human,
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Sprague-Dawley rats, and Beagle dogs are used. The dialysis equipment is assembled and added 150 microL of com-
pound-fortified plasma to one side of each well and 150 microL of dialysis buffer to the other side of each well. After 4
hours incubation at 37 °C for 150 r.p.m, aliquots of plasma and buffer are sampled. The compound in plasma and buffer
are extracted with 300 microL of acetonitrile containing internal standard compounds for analysis. The concentration of
the compound is determined with LC/MS/MS analysis.

[0392] The fraction of the compound unbound is calculated by the following equation (A) or (B):

(A) fu=1-{([plasmaleq - [bufferleq ) / ( [plasmaleq)}

wherein [plasma]eq and [buffer]eq are the concentrations of the compound in plasma and buffer, respectively.
{Math. 6}

Cbh/Cis,bx 4

—_— %100
Cp/Cis, px %

(B)  fu(%) =

wherein Cp is the peak area of the compound in plasma sample;

Cis,p is the peak area of the internal standard in plasma sample;

Cb is the peak area of the compound in buffer sample;

Cis,b is the peak area of the internal standard in buffer sample;

4 and 4/3 is the reciprocal of the dilution rate in plasma and buffer, respectively.

The compounds of this invention show preferable plasma protein binding, which show the above-mentioned practical use.
Equilibrium aqueous solubility study

[0393] The DMSO solution (2 microL, 30 mM) of each compound is dispensed into each well of a 96-well glass bottom
plate. Potassium phosphate buffer solution (50 mM, 198 microL, pH 6.5) is added to each well, and the mixture is
incubated at 37 °C with rotate shaking for 24 hours. After centrifugation at 2000 g for 5 minutes, the supernatant is
filtered through the polycarbonate iso-pore membrane. The concentration of samples is determined by a general gradient
HPLC method (J. Pharm. Sci. 2006, 95, 2115-2122).

{Industrial Applicability}

[0394] The pyrazolopyridine derivatives of the presentinvention are useful in the treatment of a wide range of disorders,
particularly pain, such as acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain, nociceptive pain
including post-surgical pain, and mixed pain types involving the viscera, gastrointestinal tract, cranial structures, mus-
culoskeletal system, spine, urogenital system, cardiovascular system and CNS, including cancer pain, back pain, orofacial
pain and chemo-induced pain.

Claims

1. A compound of the following formula (1):

g N/ = ﬁ
o7 S
B. .R®
R’ C
()]

wherein:
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Ais aryl;
-B-C- is -NH-(C=0)- or -(C=0)-NH-;
R'is independently selected from the group consisting of;

(1) hydrogen, (2) -O,-C,_g alkyl where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R, (3) -O,-C5_; cycloalkyl where the cycloalky! is unsubstituted or substituted
with one or more substituents independently selected from R11, (4) -O,-aryl where the aryl is unsubstituted
or substituted with one or more substituents independently selected from R, (5) -S-C,_5 alkyl, where the
alkyl is unsubstituted or substituted with one or more substituents independently selected from R11, (6) -S-
aryl where the aryl is unsubstituted or substituted with one or more substituents independently selected
from R1%; (7) -NH-C, 5 alkyl, where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R'1, and (8) -NH-aryl, where the aryl is unsubstituted or substituted with one
or more substituents independently selected from R17;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,-;
R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -O,-C4_ alkyl, where the alkyl is unsubstituted or substituted
with one or more substituents independently selected from R7, (5) -O,-C5 4 cycloalkyl, where the cycloalkyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (6) -O,-Cy_4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7, (7) -Op-phenyl or-O -naphthyl, where the phenyl or naphthyl is unsubstituted or substituted
with one or more substituents independently selected from R7, (8) -O,-heterocyclyl, where the heterocyclyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (9)
-(C=0)-NR8RY, (10) -NR8R9, (11) -S(0),-NR8R?, (12) -NR8-S(0O),R9, (13) -S(O)-R®, where tis 0, 1 or 2,
(14) -NR8(C=0)R9, (15) -CN, and (16) -NO;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,-; pis 1, 2, 3, or
4; when p is two or more than two, R2 may be same or different;

R3 and R#* are independently hydrogen or C,_4 alkyl which is unsubstituted or substituted with one or more
substituents independently selected from halogen, hydroxyl, and -O-C,_g alkyl; or R3 form a 3 to 7 membered
ring with R4 which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 3 to 7
membered ring is optionally substituted with 1 to 6 substituents independently selected from the group consisting
of: (1) hydrogen, (2) hydroxyl, (3) halogen, (4) C4_g alkyl, which is unsubstituted or substituted with one or more
substituents independently selected from R'1, (5) C5_4 cycloalkyl, which is unsubstituted or substituted with one
or more substituents independently selected from R, (6) -O-C,_4 alkyl, where the alkyl is unsubstituted or
substituted with one or more substituents independently selected from R'!, and (7) -O-C5 4 cycloalkyl, where
the cycloalkyl is unsubstituted or substituted with one or more substituents independently selected from R1%;
RS is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) -O,-C4_g alkyl, where the alkyl is unsubstituted or substituted with one or
more substituents independently selected from R?, (4) -O,-C5 4 cycloalkyl, where the cycloalkyl is unsub-
stituted or substituted with one or more substituents independently selected from R7, and (5) -O,-Cy.4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,-;

RS may be anywhere on the pyrazolopyridine ring;

qis 1, 2 or 3; when q is two or more than two, RS may be same or different;

R6 is independently hydrogen, C,_¢ alkyl, C,_g alkoxy, C,_¢ alkenyl, C5_ cycloalkyl, -NR8R?, heterocyclyl, aryl,
aryl-C_galkyl, or heterocyclyl-C4_g alkyl, where the C g alkyl, the C,_g alkoxy, the C,_g alkenyl, the C5_; cycloalkyl,
the heterocyclyl, the aryl, the aryl-C,_g alkyl, or the heterocyclyl-C4_g alkyl, is unsubstituted or substituted with
one or more substituents independently selected from halogen, hydroxyl, C,_¢ alkyl, -O-C,_4 alkyl, -C5_; cy-
cloalkyl, -O-C;; cycloalkyl, hydroxyl-C;s alkoxy, -CN, -NR8R9, -(C=0)-R8, -(C=0)-NRER?,
-NRB8-(C=0)-R9,-NR8-(C=0)-NRR10, -NR8-(C=0)-OR9, -NR8-S(0)2-R9, -NR8-S(0),- NR9R10, and -S(0),-R8;
R is selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -(C=0),,-O-C4_ alkyl, where the alkyl is unsubstituted or sub-
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stituted with one or more substituents independently selected from R, (5) -O-(C,4_s)perfluoroalkyl, (6)
-(C=0),,-O-C5_g cycloalkyl, where the cycloalkylis unsubstituted or substituted with one or more substituents
independently selected from R, (7) -(C=0),,-O-C,_4 alkenyl, where the alkenyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R'1, (8) -(C=0),,-Ophenyl or
-(C=0),,-O-naphthyl, where the phenyl or naphthyl is unsubstituted or substituted with one or more sub-
stituents independently selected from R, (9) -(C=0),,-O-heterocyclyl, where the heterocyclyl is unsub-
stituted or substituted with one or more substituents independently selected from R, (10) -(C=0)-NR8R9,
(11) -NR8R9, (12) -S(0),-NR8R?, (13) -S(0O)-R8, where tis 0, 1 or 2, (14) -CO,H, (15)-CN, and (16) -NO;
wherein lis 0 or 1 and mis 0 or 1; when | is 0 or m is 0, a chemical bond is present in the place of -O;- or
-(C=0),,-, and when | is 0 and m is 0, a chemical bond is present in the place of -(C=0),,,-O-;

R8, R9, and R0 are independently hydrogen, C, 4 alkyl, C,_ alkenyl, C ; cycloalkyl, or aryl, which is unsub-
stituted or substituted with one or more substituents independently selected from halogen, hydroxyl, C,_¢ alkyl,
-0-C4 alkyl, C47 cycloalkyl, and -O-C5_; cycloalkyl; or R8 form a 4 to 7 membered ring with R® which may
contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 4 to 7 membered ring is optionally
substituted with 1 to 6 substituents independently selected from the group consisting of: (1) hydrogen, (2)
hydroxyl, (3) halogen, (4) C,_g alkyl, which is unsubstituted or substituted with one or more substituents inde-
pendently selected from R11, (5) C4_4 cycloalkyl, which is unsubstituted or substituted with one or more substit-
uents independently selected from R'1, (6) -O-C,_4 alkyl, where the alkyl is unsubstituted or substituted with
one or more substituents independently selected from R, and (7) -O-C4 ¢ cycloalkyl, where the cycloalkyl is
unsubstituted or substituted with one or more substituents independently selected from R11;

R11 is independently selected from the group consisting of:

(1) hydrogen, (2) hydroxyl, (3) halogen, (4) -C4_¢ alkyl, which is unsubstituted or substituted with one or
more halogen, (5) -C5_g cycloalkyl, (6) -O-C4_g alkyl, where the alkyl is unsubstituted or substituted with one
or more halogen, (7) -O(C=0)-C_¢ alkyl, (8) -NH-C,_¢ alkyl, (9) phenyl, (10) heterocyclyl, (11) -CN, and
(12) -Si(C1.g alkyl)s;

kis 1 or2;

ris 0 or 1, whenris 0, a chemical bond is present in the place of -[O],-;

wherein the aryl is a mono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4
heteroatoms selected from O, N and S;

or a pharmaceutically acceptable salt thereof.

The compound described in claim 1 wherein
kis 1;

ris 0;

or a pharmaceutically acceptable salt thereof.

The compound described in claim 1, wherein the compound of the formula (1) is represented by a compound of the
following formula (Il)

5
[R2], R® R* \[R]q
A \j
N
— /N
HN__ _R®
R? T
0
(1
wherein:
Ais aryl;

R'is independently selected from the group consisting of;
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(1) hydrogen, (2) -O,-C,_g alkyl where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R, (3) -O,-C5_; cycloalkyl where the cycloalkyl is unsubstituted or substituted
with one or more substituents independently selected from R11, (4) -O,-aryl where the aryl is unsubstituted
or substituted with one or more substituents independently selected from R11, (5) -S-C4_g alkyl, where the
alkyl is unsubstituted or substituted with one or more substituents independently selected from R11, (6) -S-
aryl where the aryl is unsubstituted or substituted with one or more substituents independently selected
from R1%; (7) -NH-C, 5 alkyl, where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R11, and (8) -NH-aryl, where the aryl is unsubstituted or substituted with one
or more substituents independently selected from R'1;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,,-;

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -O,-C4_ alkyl, where the alkyl is unsubstituted or substituted
with one or more substituents independently selected from R7, (5) -O,-C5 4 cycloalkyl, where the cycloalkyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (6) -O,-Cy_4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R?, (7) -O,-phenyl or-O -naphthyl, where the phenyl or naphthyl is unsubstituted or substituted
with one or more substituents independently selected from R7, (8) -O,-heterocyclyl, where the heterocyclyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (9)
-(C=0)-NR8R?, (10) -NR8R9, (11) -S(0),-NR8R?, (12) -NR8-S(0),R?, (13) -S(O)-R®, where tis 0, 1 or 2,
(14) -NR8(C=0)R9, (15) -CN, and (16) -NO,;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,-; pis 1, 2, 3,
or 4; when p is two or more than two, R2 may be same or different;

R3 and R* are independently hydrogen or C4_g alkyl which is unsubstituted or substituted with one or more
substituents independently selected from halogen, hydroxyl, and -O-C,_g alkyl; or R3 form a 3 to 7 membered
ring with R4 which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 3 to 7
membered ring is optionally substituted with 1 to 6 substituents independently selected from the group consisting
of: (1) hydrogen, (2) hydroxyl, (3) halogen, (4) C,_g alkyl, which is unsubstituted or substituted with one or more
substituents independently selected from R, (5) C5_4 cycloalkyl, which is unsubstituted or substituted with one
or more substituents independently selected from R, (6) -O-C4_ alkyl, where the alkyl is unsubstituted or
substituted with one or more substituents independently selected from R'1, and (7) -O-C5 4 cycloalkyl, where
the cycloalkyl is unsubstituted or substituted with one or more substituents independently selected from R11;
RS is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) -O,-C,_¢ alkyl, where the alkyl is unsubstituted or substituted with one or
more substituents independently selected from R?, (4) -O,-C5 4 cycloalkyl, where the cycloalkyl is unsub-
stituted or substituted with one or more substituents independently selected from R7, and (5) -O,-Cy.4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R7;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,-; R5 may be
anywhere on the pyrazolopyridine ring;

qis 1, 2 or 3; when q is two or more than two, R® may be same or different;

R6 is independently hydrogen, C,_ alkyl, C4_g alkoxy, C,_g alkenyl, C5_; cycloalkyl, -NR8R9, heterocyclyl, aryl,
aryl-C,_galkyl, or heterocyclyl-C,_g alkyl, where the C g alkyl, the C,_g alkoxy, the C,_g alkenyl, the C5 ; cycloalkyl,
the heterocyclyl, the aryl, the aryl-C, ¢ alkyl, or the heterocyclyl-C,_g alkyl, is unsubstituted or substituted with
one or more substituents independently selected from halogen, hydroxyl, C4_4 alkyl, -O-C4_4 alkyl, -C5_7 cy-
cloalkyl, -O-C;; cycloalkyl, hydroxyl-C;s alkoxy, -CN, -NR8RY, -(C=0)-R8, -(C=0)-NRER®,
-NRB8-(C=0)-R9,-NR8-(C=0)-NRR10, -NR8-S(0)2-R9, -NR8-S(0),- NR9R0, and -S(0),-R8;

R7 is selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -(C=0),,-O-C,_¢ alkyl, where the alkyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R, (5) -O-(C4_3)perfluoroalkyl, (6)
-(C=0),,-O-C5_g cycloalkyl, where the cycloalkylis unsubstituted or substituted with one or more substituents
independently selected from R, (7) -(C=0),,-O-C,_4 alkenyl, where the alkenyl is unsubstituted or sub-
stituted with one or more substituents independently selected from R'1, (8) -(C=0),,-Ophenyl or
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-(C=0),,-O-naphthyl, where the phenyl or naphthyl is unsubstituted or substituted with one or more sub-
stituents independently selected from R, (9) -(C=0),,-O-heterocyclyl, where the heterocyclyl is unsub-
stituted or substituted with one or more substituents independently selected from R11, (10) -(C=0)-NR8R9,
(11) -NRB8RS9, (12) -S(0),-NR8R9, (13) -S(0),-R8, where tis 0, 1 or 2, (14) -CO,H, (15)-CN, and (16) -NO,;
wherein lis 0 or 1 and mis 0 or 1; when |is 0 or m is 0, a chemical bond is present in the place of -O- or
-(C=0),-, and when | is 0 and m is 0, a chemical bond is present in the place of -(C=0),,-O-;

R8, RY, and R0 are independently hydrogen, C,_g alkyl, C,_ alkenyl, C4 ; cycloalkyl, or aryl, which is unsub-
stituted or substituted with one or more substituents independently selected from halogen, hydroxyl, C,_g alkyl,
-0-C,_g alkyl, C5_; cycloalkyl, and -O-C4_; cycloalkyl; or R8 form a 4 to 7 membered ring with R® which may
contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 4 to 7 membered ring is optionally
substituted with 1 to 6 substituents independently selected from the group consisting of: (1) hydrogen, (2)
hydroxyl, (3) halogen, (4) C,_g alkyl, which is unsubstituted or substituted with one or more substituents inde-
pendently selected from R11, (5) C5_4 cycloalkyl, which is unsubstituted or substituted with one or more substit-
uents independently selected from R, (6) -O-C,_g alkyl, where the alkyl is unsubstituted or substituted with
one or more substituents independently selected from R11, and (7) -O-C5_4 cycloalkyl, where the cycloalkyl is
unsubstituted or substituted with one or more substituents independently selected from R11;

R11 is independently selected from the group consisting of:

(1) hydrogen, (2) hydroxyl, (3) halogen, (4) -C_ alkyl, which is unsubstituted or substituted with one or
more halogen, (5) -C5_g cycloalkyl, (6) -O-C4_g alkyl, where the alkyl is unsubstituted or substituted with one
or more halogen, (7) -O(C=0)-C_¢ alkyl, (8) -NH-C,_g alkyl, (9) phenyl, (10) heterocyclyl, (11) -CN, and
(12) -Si(C4. alkyl)3;

wherein the aryl is a mono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4
heteroatoms selected from O, N and S;

or a pharmaceutically acceptable salt thereof.

4. The compound described in claim 3 wherein:

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) methyl, and (4) methoxy;
pis1;

R3 is hydrogen;

R4 is hydrogen or methyl;

RS is selected from the group consisting of methyl, ethyl, isopropyl, and cyclopropyl, heterocyclyl, or aryl which
is unsubstituted or substituted with one or more substituents independently selected from halogen, hydroxyl,
C.6 alkyl, -O-C_g alkyl, -CN;

wherein the arylis amono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4 heteroatoms
selected from O, N and S;

or a pharmaceutically acceptable salt thereof.

5. The compound described in claim 1, wherein the compound of the formula (1) is represented by a compound of the
following formula (IlI)

5
[RZ] RS R4 [R ]q
p IN\ %
N N
— N
.R®
0] N
R’ H

(ny

wherein:
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Ais aryl;

R'is independently selected from the group consisting of;

(1) hydrogen, (2) -O,-C4_ alkyl where the alkyl is unsubstituted or substituted with one or more substituents
independently selected from R11, (3) -O,-C5_; cycloalkyl where the cycloalkyl is unsubstituted or substituted
with one or more substituents independently selected from R, (4) -O,-aryl where the aryl is unsubstituted or
substituted with one or more substituents independently selected from R'1, (5) -S-C, 4 alkyl, where the alkyl is
unsubstituted or substituted with one or more substituents independently selected from R11, (6) -S-aryl where
the aryl is unsubstituted or substituted with one or more substituents independently selected from R'1; (7) -NH-
C46 alkyl, where the alkyl is unsubstituted or substituted with one or more substituents independently selected
from R'1, and (8) -NH-aryl, where the aryl is unsubstituted or substituted with one or more substituents inde-
pendently selected from R'1; wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the
place of -O,-;

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -O,-C4_ alkyl, where the alkyl is unsubstituted or substituted
with one or more substituents independently selected from R, (5) -O,-C5 4 cycloalkyl, where the cycloalkyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (6) -O,-C,_4
alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents independently
selected from R?, (7) -O,-phenyl or-O -naphthyl, where the phenyl or naphthyl is unsubstituted or substituted
with one or more substituents independently selected from R7, (8) -O,-heterocyclyl, where the heterocyclyl
is unsubstituted or substituted with one or more substituents independently selected from R7, (9)
-(C=0)-NR8R9, (10) -NR8R9, (11) -S(0),-NR8RY, (12) -NR8-S(0),R?9, (13) -S(0)-R9, where tis 0, 1 or 2,
(14) -NR8(C=0)R?9, (15) -CN, and (16) -NO;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O-; pis 1, 2, 3,
or 4; when p is two or more than two, R2 may be same or different;

R3 and R* are independently hydrogen or C_g alkyl which is unsubstituted or substituted with one or more
substituents independently selected from halogen, hydroxyl, and -O-C_g alkyl; or R3form a 3 to 7 membered
ring with R4 which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 3 to
7 membered ring is optionally substituted with 1 to 6 substituents independently selected from the group
consisting of: (1) hydrogen, (2) hydroxyl, (3) halogen, (4) C,_ alkyl, which is unsubstituted or substituted
with one or more substituents independently selected from R, (5) C54 cycloalkyl, which is unsubstituted
or substituted with one or more substituents independently selected from R'1, (6) -O-C, 4 alkyl, where the
alkyl is unsubstituted or substituted with one or more substituents independently selected from R'1, and
(7) -O-C4_6 cycloalkyl, where the cycloalkyl is unsubstituted or substituted with one or more substituents
independently selected from R1;

RS is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) -O,-C4_5 alkyl, where the alkyl is unsubstituted or substituted with one
or more substituents independently selected from R?, (4) -O,-C5 4 cycloalkyl, where the cycloalkyl is
unsubstituted or substituted with one or more substituents independently selected from R7, and (5)
-0,-C,_4 alkenyl, where the alkenyl is unsubstituted or substituted with one or more substituents inde-
pendently selected from R7;

wherein n is independently 0 or 1, when n is 0, a chemical bond is present in the place of -O,,-; RS may
be anywhere on the pyrazolopyridine ring;

qis 1, 2 or 3; when q is two or more than two, R® may be same or different;

R6 is independently hydrogen, C4_g alkyl, C4_4 alkoxy, C,_s alkenyl, C5_; cycloalkyl, heterocyclyl, aryl, aryl-
C,.galkyl, or heterocyclyl-C,_g alkyl, where the C, g alkyl, the C,_g alkoxy, the C,_g alkenyl, the C5_; cycloalkyl,
the heterocyclyl, the aryl, the aryl-C4_¢ alkyl, or the heterocyclyl-C4_g alkyl, is unsubstituted or substituted
with one or more substituents independently selected from halogen, hydroxyl, C4_g alkyl, -O-C,_g alkyl, -C5_7
cycloalkyl, -O-Cs; cycloalkyl, hydroxyl-C,4 alkoxy, -CN, -NR8RY -(C=0)-R8, -(C=0)-NRERS,
-NR8-(C=0)-R9, -NR8-(C=0)-NR9R10,-NR8-(C=0)-OR9, -NR8-S(0)2-R%, -NR8-S(0),- NR9R0, and
-S(0),-R8;

R7 is selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) hydroxyl, (4) -(C=0),,-O\-C,.¢ alkyl, where the alkyl is unsubstituted or

substituted with one or more substituents independently selected from R'", (5) -O-(C4_s)perfluoroalkyl,
(6) -(C=0),-O,-C5_¢ cycloalkyl, where the cycloalkyl is unsubstituted or substituted with one or more
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substituents independently selected from R, (7) -(C=0),,-O-C,_4 alkenyl, where the alkenyl is un-
substituted or substituted with one or more substituents independently selected from R'!, (8)
-(C=0),-O-phenyl or-(C=0),-O-naphthyl, where the phenyl or naphthyl is unsubstituted or substituted
with one or more substituents independently selected from R, (9) -(C=0),,-O-heterocyclyl, where
the heterocyclyl is unsubstituted or substituted with one or more substituents independently selected
from R1, (10) -(C=0)-NR8R?, (11) -NR8RSY, (12) -S(0),-NR8R9, (13) -S(0),-R8, where t is 0, 1 or 2,
(14) -CO,H, (15)-CN, and (16) -NO,;

whereinlis 0 or 1 and mis 0 or 1; when | is 0 or m is 0, a chemical bond is present in the place of -Oy-
or -(C=0),,,-, and when | is 0 and m is 0, a chemical bond is present in the place of -(C=0),,-O;

R8, RY, and R0 are independently hydrogen, C,_4 alkyl, C,_4 alkenyl, C4; cycloalkyl, or aryl, which is
unsubstituted or substituted with one or more substituents independently selected from halogen, hydroxyl,
C,.s alkyl, -O-C,_g alkyl, C5_; cycloalkyl, and -O-C,_; cycloalkyl; or R8 form a 4 to 7 membered ring with R®
which may contain nitrogen atom, oxygen atom, sulfur atom or double bond, wherein the 4 to 7 membered
ring is optionally substituted with 1 to 6 substituents independently selected from the group consisting of:
(1) hydrogen, (2) hydroxyl, (3) halogen, (4) C4_g alkyl, which is unsubstituted or substituted with one or more
substituents independently selected from R'1, (5) C4_4 cycloalkyl, which is unsubstituted or substituted with
one or more substituents independently selected from R11, (6) -O-C, 4 alkyl, where the alkyl is unsubstituted
or substituted with one or more substituents independently selected from R'1, and (7) -O-C5 4 cycloalkyl,
where the cycloalkyl is unsubstituted or substituted with one or more substituents independently selected
from R11;

R1"is independently selected from the group consisting of:

(1) hydrogen, (2) hydroxyl, (3) halogen, (4) -C_g alkyl, which is unsubstituted or substituted with one
or more halogen, (5) -C5_g cycloalkyl, (6) -O-C_g alkyl, where the alkyl is unsubstituted or substituted
with one or more halogen, (7) -O(C=0)-C_g alkyl, (8) -NH-C,_g alkyl, (9) phenyl, (10) heterocyclyl, (11)
-CN, and (12) -Si(C4_g alkyl)s;

wherein the aryl is a mono- or bi-carbocyclic or mono- or bi-heterocyclic ring which may contain 0 to 4
heteroatoms selected from O, N and S;

or a pharmaceutically acceptable salt thereof.

6. The compound described in claim 5 wherein:

7.

R2 is independently selected from the group consisting of:

(1) hydrogen, (2) halogen, (3) methyl, and (4) methoxy;
pis1;

R3 is hydrogen;
R4 is hydrogen or methyl;

RS is selected from the group consisting of methyl, ethyl, isopropyl, propyl, or butyl which is unsubstituted or
substituted with one or more substituents independently selected from hydroxyl, C_g alkyl, C5_; cycloalkyl, -O-

C4. alkyl, -CN, and -NR8-(C=0)-R? in which each of R8 and R? has the same meaning as in the claim 5;
or a pharmaceutically acceptable salt thereof.

The compound as claimed in claim 1 which is selected from:

N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;

2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-

yl)propanamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;

N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarbox-

amide;

N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methyl-

propanamide;
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N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy
pyran-4-carboxamide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;
N-(2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)oxazole-5-carbox-
amide;
1,1-dimethyl-3-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)urea;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-amine;

ethyl (2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)carbamate;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-fluoropyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxa-
mide;

N-(2-((6-(2,2-difluoroethoxy)-5-fluoropyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxam-
ide;

N-(2-((5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-(2,2,2-trifluoroethoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;
N-(2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)nicotinamide;
N-(2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxa-
mide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-pyran-
4-carboxamide;
3-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1,1-dimethylurea;

pyridin-3-yl
pyridin-3-yl
pyridin-3-yl
pyridin-3-yl

ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;

ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-

—_ — — —
= = = —
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N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamide;
N-(2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-(2-(4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(S)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(tetrahydrofuran-3-yl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-cyclopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridine-4-carboxa-
mide;
N-cyclobutyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(cyclopropylmethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-((tetrahydro-2H-pyran-4-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-methoxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
(R)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-(3-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propiona-
mide;
N-(3-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
N-(2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(1-(6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarbox-
amide;
N-(2-(2-(6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxa-
mide;
(S)-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-
furan-2-carboxamide;
(S)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-
2-carboxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)nicotinamide;
(R)-2-hydroxy-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamide;
(S)-2-hydroxy-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pyrrolidine-1-car-
boxamide;
1-acetyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)piperidine-
4-carboxamide;
N-isopropyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isobutyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-ethoxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(cyanomethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-((tetrahydrofuran-2-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
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N-(2-(dimethylamino)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(pyridin-3-ylmethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-((5-methyl-1,2,4-oxadiazol-3-yl)methyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyra-
zolo[4,3-c]pyridine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(pyridin-3-yl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
(R)-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-
furan-2-carboxamide;
(R)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-
2-carboxamide;
N-(3-methoxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-((1-hydroxycyclohexyl)methyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-
c]pyridine-4-carboxamide;
N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propiona-
mide;
N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobu-
tyramide;
2-hydroxy-2-methyl-N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide;
N-(7-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propiona-
mide;
N-(7-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobu-
tyramide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
1-isobutyryl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)piperi-
dine-4-carboxamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1-(methylsulfo-
nyl)piperidine-4-carboxamide;
(S)-1-acetyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pyrro-
lidine-2-carboxamide;
(R)-1-acetyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl) pyrro-
lidine-2-carboxamide;
N-methyl-N-(2-((2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)ami-
no)-2-oxoethyl)acetamide;
(S)-2-methoxy-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamide;
(S)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-methoxypro-
panamide;
(R)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxypro-
panamide;
(S)-N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxypro-
panamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-cyclopropyl-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(cyclopropylmethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-(dimethylamino)ethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-morpholinoethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
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N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-2-
yl)acetamide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamide;
N-isopropyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-cyclopropyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(cyclopropylmethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamide;
N-(cyanomethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-cyanopropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-hydroxy-2-methylpropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-(3-(dimethylamino)propyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-aminoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(oxetan-3-yl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-methyl-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamide;
2-(pyridin-4-yl)-N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;

N-methyl-2-((5-methyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropane-
carboxamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(2-methylthia-
zol-4-yl)acetamide;

204



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamide;
2-(3,5-dimethylisoxazol-4-yl)-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)acetamide;
N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
2-hydroxy-2-methyl-N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-methyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-amino-2-oxoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(methylsulfonamido)ethyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(2-hydroxyethyl)-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-(2-hydroxyethoxy)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-ethyl-2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
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2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-hydroxyethyl)-2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-(2-hydroxyethyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-methyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
(S)-N-(1-amino-1-oxopropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(methylamino)-2-oxoethyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(3-amino-3-oxopropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxy-2,2-dimethylpropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(4-hydroxybutyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-(3-acetamidopropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-isopropyl-2-((6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(3-hydroxypropyl)-2-(4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-ylymethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
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N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-fluoro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-methyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;

N-isopropyl-2-((1-(5-(trifluoromethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-hydroxyethyl)-2-((1-(5-(trifluoromethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-methyl-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-ethyl-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
(S)-N-(2-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-cyanoethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide;
N-(2-amino-2-oxoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-methoxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobu-
tyramide;
N-(2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclo-
propanecarboxamide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide;
N-(2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-methyl-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-ethyl-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-isopropyl-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

N-methyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
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2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-isopropyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-((5-methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-methoxyethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-hydroxy-2-methyl-N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-(2-((5-methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxam-
ide;

N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
N,6-dimethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-ethyl-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
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boxamide;
N-ethyl-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-isopropyl-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

N-methyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-ethyl-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((2-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-phenyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-methyl-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-isopropyl-2-((2-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)ymethyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-methyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(3-hydroxypropyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;

N-ethyl-2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(4-((2,2,2-trifluoroethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-methyl-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4, 3-c]pyridine-4-carboxamide;
N-ethyl-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
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ide;
N-(2-hydroxyethyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-ethyl-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-isopropyl-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarbox-
amide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methyl-
propanamide;

N-(2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide;
N-(2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-(2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-methyl-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

2-(2-((3-fluoro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-hydroxyethyl)-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(3-hydroxypropyl)-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
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N-(3-hydroxypropyl)-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;
N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;
N-(2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-methyl-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4, 3-c]pyridine-4-carboxamid;
N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-((S)-2-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-methyl-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-isopropyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
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2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(R)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
(R)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;
N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide;
N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-(2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-(2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;
N-(2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
N-(2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;
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2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

N-(2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-methyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-ethyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-isopropyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropanamide;
2-hydroxy-2-methyl-N-(2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propana-
mide;
2-hydroxy-2-methyl-N-(2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide;
2-hydroxy-2-methyl-N-(2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide;
N-(2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-propionamidoethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-isobutyramidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-(cyclopropanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;

ethyl (2-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxami-
do)ethyl)carbamate;
N-(2-benzamidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-(2-hydroxy-2-methylpropanamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(N-methylacetamido)ethyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-butyramidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-(cyclobutanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-(cyclohexanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide;
N-(2-(3-ethylureido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide;
N-(2-acetamidoethyl)-2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-acetamidoethyl
N-(2-acetamidoethyl
N-(2-acetamidoethyl
N-(2-acetamidoethyl
carboxamide;
N-(2-acetamidoethyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-hydroxy-2-methyl-N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(picolinamido)ethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-(nicotinamido)ethyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-(isonicotinamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-(1-hydroxycyclohexanecarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(3-chloro-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
panecarboxamide;
2-hydroxy-2-methyl-N-(2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide;
N-(2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
N-methyl-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-ethyl-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-isopropyl-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-acetamidoethyl)-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-methyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-acetamidoethyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-ylymethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-acetamidoethyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-acetamidoethyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-acetamidoethyl)-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(2-acetamidoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;

-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
-2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-

= =0 =0 =

215



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

N-(2-acetamidoethyl)-2-((6-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropan-
amide;
N-(2-((4-methyl-5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide;
N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
(R)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
(S)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(R)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-cyanoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide;
N-(2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropana-
mide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)oxazole-5-
carboxamide11;
2-hydroxy-2-methyl-N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
(S)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(R)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
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(R)-2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
(R)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
(S)-2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(3-(2,2-difluoroethoxy)-4-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(4-(difluoromethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(S)-2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
and

2-(4-(difluoromethoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;

or a pharmaceutically acceptable salt thereof.

8. The compound as claimed in claim 7 which is selected from:

N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
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N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamide;
N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-
pyran-4-carboxamide;
N-(2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-methoxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-(dimethylamino)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-hydroxy-2-methyl-N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropane-
carboxamide;
N-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
N-methyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((6-(2,2-difluoroethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
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N-ethyl-2-((5-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-(2-hydroxyethoxy)ethyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
N-(2-hydroxyethyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(4-hydroxybutyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-hydroxyethyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-acetamidopropyl)-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-ylymethyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((2-methyl-6-(2,2,2-trifluoroethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-ethyl-2-((1-(5-(trifluoromethyl)pyridin-2-yl)-1H-pyrazol-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
(S)-N-(2-hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
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N-(2-cyanoethyl)-2-((4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-cyanoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(2-(2,2,2-trifluoroethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-hydroxyethyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(3-hydroxypropyl)-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((2-methoxy-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(2-(4-(trifluoromethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;

2-(2-((3-chloro-5-(trifluoromethyl) pyridin-2-yl)oxy)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-cyclopropyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-ethyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-isopropyl-2-((6-methyl-5-(2,2,2-trifluoroethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-ethyl-2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
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N-(2-(1-(5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
N,6-dimethyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-ethyl-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-ethyl-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(3-hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluoroethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-ethyl-2-((6-(4-fluorophenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
2-((5-methyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)ymethyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
N-methyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(3-hydroxypropyl)-2-((1-(2,2,2-trifluoroethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-methyl-6-((2,2,2-trifluoroethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mide;
2-((5-methyl-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarbox-
amide;

N-(2-hydroxyethyl)-2-(3-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-ethyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoroethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamide;
N-(2-((5-(2,2,3,3-tetrafluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
N-(2-acetamidoethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
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ine-4-carboxamide;
(S)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(S)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(3-hydroxypropyl)-2-(3-(trifluoromethyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-N-(2-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(R)-N-(2,3-dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(3-chloro-4-(2,2-difluoroethoxy)benzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(4-(1,1,2,2-tetrafluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2,2-trifluoroethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-methyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-hydroxyethyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-((S)-2-hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
N-methyl-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-ethyl-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-isopropyl-2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-ethyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-hydroxyethyl)-2-((4-methyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-isopropyl-2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide;
2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(R)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide;
(S)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((5-chloro-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyrid-
ine-4-carboxamide;
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N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide;
N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;
N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-ylymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;

N-(2-((5-methyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecar-
boxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-ethyl-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((1-methyl-5-(trifluoromethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
2-hydroxy-2-methyl-N-(2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propana-
mide;
2-hydroxy-2-methyl-N-(2-(3-methyl-4-(trifluoromethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-acetamidoethyl)-2-(3-methyl-4-(2,2,2-trifluoroethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-hydroxy-2-methyl-N-(2-((4-methyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide;
N-ethyl-2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-(1-(4-methyl-5-(2,2,2-trifluoroethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-chloro-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
2-((6-((4-fluorobenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
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boxamide;
N-(2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropan-
amide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
N-(2-acetamidoethyl)-2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;

2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
N-(2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-meth-
ylpropanamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-methyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
N-(3-hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluoropropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide;
N-(2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
2-((5-(2,2-difluoropropoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
N-(2-cyanoethyl)-2-((6-(2,2-difluoropropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
(R)-2-(4-(2,2-difluoroethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(R)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide;
(S)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
(R)-2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxam-
ide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
(S)-2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-car-
boxamide;
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2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(1-(4-(2,2-difluoroethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxa-
mide;
2-(4-(2,2-difluoroethoxy)-3,5-dimethylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(1-(4-(2,2-difluoropropoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carbox-
amide;

2-(4-(2,2-difluoropropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide; and
2-(4-(difluoromethoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide;

or a pharmaceutically acceptable salt thereof.

A pharmaceutical composition comprising a compound or a pharmaceutically acceptable salt thereof, as described
in any one of claims 1 to 8, and a pharmaceutically acceptable carrier.

The pharmaceutical composition as described in claim 9, further comprising another pharmacologically active agent.

A compound or a pharmaceutically acceptable salt thereof, as described in any one of claims 1 to 8 for use in the
treatment in an animal, including a human, of a condition or disorder selected from the group consisting of: pain,
acute pain, chronic pain, neuropathic pain, inflammatory pain, visceral pain, nociceptive pain, multiple sclerosis,
neurodegenerative disorder, irritable bowel syndrome, osteoarthritis, rheumatoid arthritis, neuropathological disor-
ders, functional bowel disorders, inflammatory bowel diseases, pain associated with dysmenorrhea, pelvic pain,
cystitis, pancreatitis, migraine, cluster and tension headaches, diabetic neuropathy, peripheral neuropathic pain,
sciatica, fibromyalgia, Crohn’s disease, epilepsy or epileptic conditions, bipolar depression, tachyarrhythmias, mood
disorder, bipolar disorder, psychiatric disorders such as anxiety and depression, myotonia, arrhythmia, movement
disorders, neuroendocrine disorders, ataxia, incontinence, visceral pain, trigeminal neuralgia, herpetic neuralgia,
general neuralgia, postherpetic neuralgia, radicular pain, sciatica, back pain, head or neck pain, severe or intractable
pain, breakthrough pain, postsurgical pain, stroke, cancer pain, seizure disorder, causalgia, and chemo-induced
pain; and combinations thereof.

A process for preparing a pharmaceutical composition comprising mixing a compound or a pharmaceutically ac-
ceptable salt thereof, as described in any one of claims 1 to 8, and a pharmaceutically acceptable carrier or excipient.

Patentanspriiche

1.

Verbindung der folgenden Formel (l):

[ R2 ] p RS R4 [ R5 ] g

N, 4

of7 F NN
B. _R°®

R’ C

(N
wobei:
A Aryl ist;

-B-C- -NH-(C=0)- oder -(C=0)-NH- ist;
R unabhangig ausgewahlt ist aus der Gruppe bestehend aus;

(1) Wasserstoff, (2) -O,-C4_5-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substitu-
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enten, unabhangig ausgewahlt aus R, substituiert ist, (3) -O,-C5 ;-Cycloalkyl, wobei das Cycloalkyl un-
substituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewéhlt aus R, substituiert ist,
(4) -Op-Aryl, wobei das Aryl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig aus-
gewahlt aus R, substituiert ist, (5) -S-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder meh-
reren Substituenten, unabhangig ausgewahlt aus R11, substituiert ist, (6) -S-Aryl, wobei das Aryl unsubs-
tituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewanhlt aus R, substituiert ist;(7) -
NH-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig
ausgewahlt aus R11, substituiert ist, und (8) -NH-Aryl, wobei das Aryl unsubstituiert oder mit einem oder
mehreren Substituenten, unabhéngig ausgewahlt aus R11, substituiert ist;

wobei n unabhéngig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von - O,- vorhanden
ist;

R2 unabhéangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Hydroxyl, (4) -O,-C,_s-Alkyl, wobei das Alkyl unsubstituiert oder mit einem
oder mehreren Substituenten, unabhangig ausgewahltaus R7, substituiertist, (5) -O,,-C5_g-Cycloalkyl, wobei
das Cycloalkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus
R7, substituiert ist, (6) -0,-C,_4-Alkenyl, wobei das Alkenyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahlt aus R7, substituiert ist, (7) -O,-Phenyl oder -O,-Naphthyl, wobei
das Phenyl oder Naphthyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausge-
wahlt aus R, substituiert ist, (8) -O,-Heterocyclyl, wobei das Heterocyclyl unsubstituiert oder mit einem
oder mehreren Substituenten, unabhéngig ausgewahlt aus R7, substituiert ist, (9) -(C=0)-NR8R9,
(10)-NRB8R9, (11)-S(0),-NR8R?, (12) -NR8-S(0),R9, (13)-S(0),-R?, wobeit 0, 1 oder 2ist, (14) -NR8(C=0)R?,
(15) -CN und (16) -NO,;

wobei n unabhéngig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von - O,- vorhanden
ist;

p 1, 2, 3 oder 4 ist; wenn p zwei oder mehr als zwei ist, R2 gleich oder verschieden sein kann;

R3 und R* unabhéngig Wasserstoff oder C4_4-Alkyl sind, das unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahit aus Halogen, Hydroxyl und -O-C4_s-Alkyl, substituiert ist; oder R3 einen
3- bis 7-gliedrigen Ring mit R* bildet, der ein Stickstoffatom, ein Sauerstoffatom, ein Schwefelatom oder eine
Doppelbindung enthalten kann, wobei der 3- bis 7-gliedrige Ring optional mit 1 bis 6 Substituenten substituiert
sein kann, unabhangig ausgewahlt aus der Gruppe bestehend aus: (1) Wasserstoff, (2) Hydroxyl, (3) Halogen,
(4) Cq6-Alkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus
R, substituiert ist, (5) C,.6-Cycloalkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unab-
hangig ausgewahlt aus R!", substituiert ist, (6) -O-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder
mehreren Substituenten, unabhéngig ausgewénhlt aus R'1, substituiert ist, und (7) -O-Cg 5-Cycloalkyl, wobei
das Cycloalkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R
substituiert ist;

RS unabhéangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) -O,,-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewéhltaus R7, substituiertist, (4) -O,,-C5_g-Cycloalkyl, wobei das Cycloalkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhlt aus R7, substituiert
ist, und (5) -O,,-C,_4-Alkenyl, wobei das Alkenyl unsubstituiert oder mit einem oder mehreren Substituenten,
unabhangig ausgewahlt aus R” substituiert ist;

wobei n unabhéngig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von - O,,- vorhanden
ist;

RS (iberall an dem Pyrazolopyridinring substituiert sein kann;

q 1, 2 oder 3 ist; wenn g zwei oder mehr als zwei ist, R® gleich oder verschieden sein kann;

R® unabhangig Wasserstoff, C4_g-Alkyl, C;_g-Alkoxy, C,_g-Alkenyl, C5 7-Cycloalkyl, -NR8R9, Heterocyclyl, Aryl,
Aryl-C, g-alkyl oder Heterocyclyl-C, s-alkyl ist, wobei das C,_4-Alkyl, das C,_g-Alkoxy, das C,_g-Alkenyl, das
C,_.7-Cycloalkyl, das Heterocyclyl, das Aryl, das Aryl-C, g-alkyl oder das Heterocyclyl-C,_g-alkyl unsubstituiert
oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Halogen, Hydroxyl, C4_g-Alkyl, -O-
C4.6-Alkyl, -C5_7-Cycloalkyl, -O-C4_7-Cycloalkyl, Hydroxyl-C4_g-Alkoxy, -CN, -NR8R9, -(C=0)-R8, -(C=0)-NR8R?,
-NRB8-(C=0)-R9, -NR8-(C=0)-NR9R10, -NR8-(C=0)-OR?, -NR8-5(0),-R?, -NR8-S(0),- NR®R'0 und -S(0),-R8
substituiert ist;
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R7 ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Hydroxyl, (4) -(C=0),,-O-C4_6-Alkyl, wobei das Alkyl unsubstituiert oder
mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R11, substituiert ist, (5) -O-(C4_.3)Per-
fluoralkyl, (6)-(C=0),,-O-C5_¢-Cycloalkyl, wobei das Cycloalkyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahlt aus R'1, substituiert ist, (7) -(C=0),,,-O-C,_4-Alkenyl, wobei das
Alkenyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahit aus R, sub-
stituiert ist, (8) -(C=0),,-O-Phenyl oder -(C=0),,-O-Naphthyl, wobei das Phenyl oder Naphthyl unsubsti-
tuiert oder mit einem oder mehreren Substituenten, unabhangig ausgewéhlt aus R'!, substituiert ist,
(9)-(C=0),,-O-Heterocyclyl, wobei das Heterocyclyl unsubstituiert oder mit einem oder mehreren Substi-
tuenten, unabhangig ausgewahlt aus R'!, substituiert ist, (10) -(C=0)-NR8R?, (11)-NR8R®, (12)
-S(0)5-NR8R9, (13) -S(0),-R8, wobei t 0, 1 oder 2 ist, (14) -CO,H, (15) -CN und (16) -NO;

wobei | 0 oder 1 ist und m 0 oder 1 ist; wenn | 0 ist oder m 0 ist, eine chemische Bindung anstelle von -O-
oder -(C=0),,- vorhanden ist, und wenn | 0 istund m 0 ist, eine chemische Bindung anstelle von -(C=0),,,-O-
vorhanden ist;

R8, R? und R0 unabhangig Wasserstoff, C4_g-Alkyl, C,_-Alkenyl, C4 ;-Cycloalkyl oder Aryl sind, das unsubs-
tituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Halogen, Hydroxyl, C,_g-Alkyl,
-0-C4_g-Alkyl, C4 7-Cycloalkyl und -O-C4 ,-Cycloalkyl, substituiert ist; oder R8 einen 4- bis 7-gliedrigen Ring mit
RO bildet, der ein Stickstoffatom, ein Sauerstoffatom, ein Schwefelatom oder eine Doppelbindung enthalten
kann, wobei der 4- bis 7-gliedrige Ring optional mit 1 bis 6 Substituenten substituiert sein kann, unabhéngig
ausgewahlt aus der Gruppe bestehend aus: (1) Wasserstoff, (2) Hydroxyl, (3) Halogen, (4) C,_¢-Alkyl, das
unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist,
(5) C54-Cycloalkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unabhéangig ausgewahit
aus R, substituiert ist, (6) -O-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substi-
tuenten, unabhéngig ausgewahlt aus R, substituiert ist, und (7) -O-C5_g-Cycloalkyl, wobei das Cycloalkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhit aus R substituiert ist;
R11 unabhangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Hydroxyl, (3) Halogen, (4) -C,_g-Alkyl, das unsubstituiert oder mit einem oder mehreren
Halogenen substituiert ist, (5) -C5_g-Cycloalkyl, (6) -O-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit
einem oder mehreren Halogenen substituiert ist, (7) -O(C=0)-C,_g-Alkyl, (8) -NH-C_¢-Alkyl, (9) Phenyl,
(10) Heterocyclyl, (11) -CN und (12) -Si(C4_g-Alkyl)3;

k 1 oder 2 ist;

r 0 oder 1 ist, wenn r 0 ist, eine chemische Verbindung anstelle von -[O],- vorhanden ist; wobei das Aryl
ein mono- oder bi-carbocyclischer oder mono- oder bi-heterocyclischer Ring ist, der 0 bis 4 Heteroatome,
ausgewahlt aus O, N und S, enthalten kann;

oder ein pharmazeutisch annehmbares Salz davon.

Verbindung nach Anspruch 1, wobei

k 1 ist;

r 0 ist;

oder ein pharmazeutisch annehmbares Salz davon.

Verbindung nach Anspruch 1, wobei die Verbindung der Formel (l) durch eine Verbindung der folgenden Formel
(I) dargestellt wird,

[R®]
[RZ]p R3 R4 N . q
=L _2N
HN._ _R®
R \ﬂ/

o)
(1)
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wobei:

A Aryl ist;

R unabhangig ausgewahlt ist aus der Gruppe bestehend aus;

(1) Wasserstoff, (2) -O,-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substituenten,
unabhangig ausgewahlt aus R, substituiert ist, (3) -O,,-C5_,-Cycloalkyl, wobei das Cycloalkyl unsubstituiert
oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist, (4) -O,-Aryl,
wobei das Aryl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R11,
substituiert ist, (5) -S-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substituenten,
unabhangig ausgewahlt aus R, substituiert ist, (6) -S-Aryl, wobei das Aryl unsubstituiert oder mit einem oder
mehreren Substituenten, unabhangig ausgewahlt aus R11, substituiert ist, (7)-NH-C,_s-Alkyl, wobei das Alkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist,
und (8) -NH-Aryl, wobei das Aryl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig
ausgewahlt aus R, substituiert ist;

wobei n unabhéngig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von-O,- vorhanden ist;
R2 unabhangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Hydroxyl, (4) -O,-C,_s-Alkyl, wobei das Alkyl unsubstituiert oder mit einem
oder mehreren Substituenten, unabhéngig ausgewahltaus R?, substituiertist, (5) -O ,-C5 g-Cycloalkyl, wobei
das Cycloalkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus
R7, substituiert ist, (6) -O,-C,_4-Alkenyl, wobei das Alkenyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhéngig ausgewahlt aus R7, substituiert ist, (7) -O,-Phenyl oder -O,-Naphthyl, wobei
das Phenyl oder Naphthyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausge-
wahlt aus R, substituiert ist, (8) -O,-Heterocyclyl, wobei das Heterocyclyl unsubstituiert oder mit einem
oder mehreren Substituenten, unabhangig ausgewahlt aus R7, substituiert ist, (9) -(C=0)-NR8R®, (10)
-NR8R9, (11) -S(0),-NR8R9, (12) -NR8-S(0),R9, (13) -S(0)-R?, wobei t 0, 1 oder 2 ist, (14) -NR8(C=0)R®,
(15) -CN und (16) -NO,;

wobei n unabhangig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von-O,- vorhanden
ist;

p 1, 2, 3 oder 4 ist; wenn p zwei oder mehr als zwei ist, R2 gleich oder verschieden sein kann;

R3 und R* unabhéngig Wasserstoff oder C4_4-Alkyl sind, das unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahit aus Halogen, Hydroxyl und -O-C4_s-Alkyl, substituiert ist; oder R3 einen
3- bis 7-gliedrigen Ring mit R4 bildet, der ein Stickstoffatom, ein Sauerstoffatom, ein Schwefelatom oder eine
Doppelbindung enthalten kann, wobei der 3- bis 7-gliedrige Ring optional mit 1 bis 6 Substituenten substituiert
sein kann, unabhangig ausgewahlt aus der Gruppe bestehend aus: (1) Wasserstoff, (2) Hydroxyl, (3) Halogen,
(4) Cq6-Alkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus
R, substituiert ist, (5) C5_6-Cycloalkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unab-
héngig ausgewahlt aus R'", substituiert ist, (6) -O-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder
mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist, und (7) -O-C5_g-Cycloalkyl, wobei
das Cycloalkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhzngig ausgewahlt aus R11
substituiert ist;

R® unabhangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) -O,,-C4_s-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahltaus R7, substituiertist, (4) -O,,-C4_-Cycloalkyl, wobei das Cycloalkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R7, substituiert
ist, und (5) -O,-C,_4-Alkenyl, wobei das Alkenyl unsubstituiert oder mit einem oder mehreren Substituenten,
unabhéngig ausgewahlt aus R” substituiert ist;

wobei n unabhangig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von-O,- vorhanden
ist;

RS {iberall an dem Pyrazolopyridinring substituiert sein kann;

q 1, 2 oder 3 ist; wenn q zwei oder mehr als zwei ist, R® gleich oder verschieden sein kann;

R6 unabhangig Wasserstoff, C4_g-Alkyl, C4_g-Alkoxy, C,_g-Alkenyl, C4 ;-Cycloalkyl, -NR8R?, Heterocyclyl, Aryl,
Aryl-C4_g-alkyl oder Heterocyclyl-C,_g-alkyl ist, wobei das C4_g-Alkyl, das C4_g-Alkoxy, das C,_cAlkenyl, das
C5_7-Cycloalkyl, das Heterocyclyl, das Aryl, das Aryl-C4_g-alkyl oder das Heterocyclyl-C_g-alkyl unsubstituiert
oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Halogen, Hydroxyl, C4_g-Alkyl, -O-
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C4.6-Alkyl, -C5_,-Cycloalkyl, -O-C4_,-Cycloalkyl, Hydroxyl-C4_s-Alkoxy, -CN, -NR8R9, -(C=0)-R8, -(C=0)-NR8R?,
-NRB8-(C=0)-R9, -NR8-(C=0)-NR-R'0, -NR8-S(0),-R?, -NR8-S(0),- NRR0 und -S(0),-R8, substituiert ist;
R7 ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Hydroxyl, (4) -(C=0),,-O-C4_6-Alkyl, wobei das Alkyl unsubstituiert oder
mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist, (5) -O;-(C4_3)Per-
fluoralkyl, (6)-(C=0),,-O-C5_¢-Cycloalkyl, wobei das Cycloalkyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahlt aus R, substituiert ist, (7) -(C=0),,-O-C,_4-Alkenyl, wobei das
Alkenyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhlt aus R11, sub-
stituiert ist, (8) -(C=0),,-O-Phenyl oder -(C=0),,-O-Naphthyl, wobei das Phenyl oder Naphthyl unsubsti-
tuiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R'1, substituiert ist,
(9)-(C=0),,-O-Heterocyclyl, wobei das Heterocyclyl unsubstituiert oder mit einem oder mehreren Substi-
tuenten, unabhangig ausgewahlt aus R'!, substituiert ist, (10) -(C=0)-NR8R?, (11)-NR8R®, (12)
-S(0)5-NR8R9, (13) -S(0),-R8, wobei t 0, 1 oder 2 ist, (14) -CO,H, (15) -CN und (16) -NOy;

wobei | 0 oder 1 ist und m 0 oder 1 ist; wenn | 0 ist oder m 0 ist, eine chemische Bindung anstelle von -Oy-
oder -(C=0),- vorhanden ist, und wenn | 0 istund m 0 ist, eine chemische Bindung anstelle von -(C=0),,,-O-
vorhanden ist;

R8, R? und R0 unabhangig Wasserstoff, C4_g-Alkyl, C,_-Alkenyl, C4 ;-Cycloalkyl oder Aryl sind, das unsubs-
tituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Halogen, Hydroxyl, C_g-Alkyl,
-0-C4_4-Alkyl, C4 7-Cycloalkyl und -O-C4 7-Cycloalkyl, substituiert ist; oder R8 einen 4- bis 7-gliedrigen Ring mit
R9 bildet, der ein Stickstoffatom, ein Sauerstoffatom, ein Schwefelatom oder eine Doppelbindung enthalten
kann, wobei der 4- bis 7-gliedrige Ring optional mit 1 bis 6 Substituenten substituiert sein kann, unabhéngig
ausgewahlt aus der Gruppe bestehend aus: (1) Wasserstoff, (2) Hydroxyl, (3) Halogen, (4) C,_s-Alkyl, das
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhlt aus R'!, substituiert ist,
(5) C34-Cycloalkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahit
aus R, substituiert ist, (6) -O-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substi-
tuenten, unabhangig ausgewahlt aus R, substituiert ist, und (7) -O-C5_-Cycloalkyl, wobei das Cycloalkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R substituiert ist;
R11 unabhangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Hydroxyl, (3) Halogen, (4) -C4_6-Alkyl, das unsubstituiert oder mit einem oder mehreren
Halogenen substituiert ist, (5) -C5_g-Cycloalkyl, (6) -O-C4_-Alkyl, wobei das Alkyl unsubstituiert oder mit
einem oder mehreren Halogenen substituiert ist, (7) -O(C=0)-C,_g-Alkyl, (8) -NH-C_g-Alkyl, (9) Phenyl,
(10) Heterocyclyl, (11) -CN und (12) -Si(C,_g-Alkyl)5; wobei das Aryl ein mono- oder bi-carbocyclischer oder
mono- oder bi-heterocyclischer Ring ist, der 0 bis 4 Heteroatome, ausgewahlt aus O, N und S, enthalten
kann;

oder ein pharmazeutisch annehmbares Salz davon.

4. Verbindung nach Anspruch 3, wobei
R2 unabhéangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Methyl und (4) Methoxy;

p 1ist;

R3 Wasserstoff ist;

R4 Wasserstoff oder Methyl ist;

R® ausgewahlt ist aus der Gruppe bestehend aus Methyl, Ethyl, Isopropyl und Cyclopropyl, Heterocyclyl oder Aryl,
das unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Halogen, Hydroxyl,
C46-Alkyl, -O-C4_g-Alkyl, -CN, substituiert ist; wobei das Aryl ein mono- oder bi-carbocyclischer oder mono- oder
bi-heterocyclischer Ring ist, der 0 bis 4 Heteroatome, ausgewahlt aus O, N und S, enthalten kann;

oder ein pharmazeutisch annehmbares Salz davon.

5. Verbindung nach Anspruch 1, wobei die Verbindung der Formel (I) durch eine Verbindung der folgenden Formel
(111 dargestellt wird,

230



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

wobei:

[R%]
2 3 4 g
[Re], R R N %
N )
== _2N
_R®
O N
R H
{1
A Aryl ist;

R unabhéangig ausgewahlt ist aus der Gruppe bestehend aus;

(1) Wasserstoff, (2) -O,-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substituenten,
unabhéngig ausgewahlt aus R, substituiert ist, (3) -O,-C5_7-Cycloalkyl, wobei das Cycloalkyl unsubstituiert
oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist, (4) -Op,-Aryl,
wobei das Aryl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R11,
substituiert ist,

(5) -S-C.6-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig
ausgewahlt aus R, substituiert ist, (6) -S-Aryl, wobei das Aryl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhéngig ausgewahit aus R, substituiert ist;(7)-NH-C_g-Alkyl, wobei das Alkyl unsubstituiert
oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist, und (8) -NH-
Aryl, wobei das Aryl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéangig ausgewahit aus
R, substituiert ist; wobei n unabhangig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle
von-O,- vorhanden ist;

R2 unabhangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Hydroxyl, (4) -O,-C,_s-Alkyl, wobei das Alkyl unsubstituiert oder mit einem
oder mehreren Substituenten, unabhangig ausgewahltaus R7, substituiertist, (5) -O,,-C5_g-Cycloalkyl, wobei
das Cycloalkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus
R7, substituiert ist, (6) -0,-C,_4-Alkenyl, wobei das Alkenyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahlt aus R?, substituiert ist, (7) -O,-Phenyl oder -O,-Naphthyl, wobei
das Phenyl oder Naphthyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausge-
wahlt aus R, substituiert ist, (8) -O,-Heterocyclyl, wobei das Heterocyclyl unsubstituiert oder mit einem
oder mehreren Substituenten, unabhéngig ausgewanhlt aus R7, substituiert ist, (9) -(C=0)-NR8R9, (10)
-NRB8R9, (11) -S(0),-NR8R9, (12) -NR8-S(0),R9, (13) -S(0)-R?, wobei t 0, 1 oder 2 ist, (14) -NR8(C=0)R9,
(15) -CN und (16) -NO,;

wobei n unabhéngig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von - O,,- vorhanden
ist;

p 1, 2, 3 oder 4 ist; wenn p zwei oder mehr als zwei ist, R2 gleich oder verschieden sein kann;

R3 und R* unabhéngig Wasserstoff oder C4_4-Alkyl sind, das unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahit aus Halogen, Hydroxyl und -O-C4_s-Alkyl, substituiert ist; oder R3 einen
3- bis 7-gliedrigen Ring mit R4 bildet, der ein Stickstoffatom, ein Sauerstoffatom, ein Schwefelatom oder eine
Doppelbindung enthalten kann, wobei der 3- bis 7-gliedrige Ring optional mit 1 bis 6 Substituenten substituiert
sein kann, unabhangig ausgewahlt aus der Gruppe bestehend aus: (1) Wasserstoff, (2) Hydroxyl, (3) Halogen,
(4) Cq6-Alkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus
R, substituiert ist, (5) C,.6-Cycloalkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unab-
hangig ausgewahlt aus R'", substituiert ist, (6) -O-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder
mehreren Substituenten, unabhangig ausgewahlt aus R'1, substituiert ist, und (7) -O-C5 5-Cycloalkyl, wobei
das Cycloalkyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R
substituiert ist;

RS unabhéangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) -O,,-C,_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren

Substituenten, unabhangig ausgewéhltaus R7, substituiertist, (4) -O,-C5_g-Cycloalkyl, wobeidas Cycloalkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhlt aus R7, substituiert
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ist, und (5) -O,-C,_4-Alkenyl, wobei das Alkenyl unsubstituiert oder mit einem oder mehreren Substituenten,
unabhéngig ausgewahlt aus R” substituiert ist;

wobei n unabhangig 0 oder 1 ist, und wenn n 0 ist, eine chemische Verbindung anstelle von-O,- vorhanden
ist;

RS {iberall an dem Pyrazolopyridinring substituiert sein kann;

q 1, 2 oder 3 ist; wenn q zwei oder mehr als zwei ist, R® gleich oder verschieden sein kann;

R6 unabhéngig Wasserstoff, C;_g-Alkyl, C;g-Alkoxy, C, s-Alkenyl, C5,-Cycloalkyl, Heterocyclyl, Aryl, Aryl-
C4_g-alkyl oder Heterocyclyl-C,_g-alkyl ist, wobei das C4_g-Alkyl, das C4_g-Alkoxy, das C,_g-Alkenyl, das C5_ ;-Cy-
cloalkyl, das Heterocyclyl, das Aryl, das Aryl-C,_g-Alkyl oder das Heterocyclyl-C,_g-Alkyl substituiert oder mit
einem oder mehreren Substituenten, unabhéngig ausgewahlt aus Halogen, Hydroxyl, C4_g-Alkyl, -O-C_g-Alkyl,
-C5.7-Cycloalkyl, -O-C;,-Cycloalkyl, Hydroxyl-C,4-Alkoxy, -CN, -NR8R9, -(C=0)-R8, -(C=0)-NRER?,
-NRB8-(C=0)-R9,-NR8-(C=0)-NRR10, -NR8-(C=0)-OR?, -NR8-5(0),-R9, -NR8-5(0),- NRR0 und -S(0),-R8,
substituiert ist;

R7 ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Hydroxyl, (4) -(C=0),,-O-C4_6-Alkyl, wobei das Alkyl unsubstituiert oder
mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus R, substituiert ist, (5) -O-(C4_3)Per-
fluoralkyl, (6)-(C=0),,,-O-C5_¢-Cycloalkyl, wobei das Cycloalkyl unsubstituiert oder mit einem oder mehreren
Substituenten, unabhangig ausgewahlt aus R, substituiert ist, (7) -(C=0),,-O-C,_4-Alkenyl, wobei das
Alkenyl unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhit aus R11, sub-
stituiert ist, (8) -(C=0),,-O-Phenyl oder -(C=0),,-O-Naphthyl, wobei das Phenyl oder Naphthyl unsubsti-
tuiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R'1, substituiert ist,
(9)-(C=0),,-O-Heterocyclyl, wobei das Heterocyclyl unsubstituiert oder mit einem oder mehreren Substi-
tuenten, unabhangig ausgewahlt aus R'!, substituiert ist, (10) -(C=0)-NR8RS, (11)-NR8R9, (12)
-S(0)o-NR8R9, (13) -S(0),-R8, wobei t 0, 1 oder 2 ist, (14) -CO,H, (15) -CN und (16) -NOy;

wobei | 0 oder 1 ist und m 0 oder 1 ist; wenn | 0 ist oder m 0 ist, eine chemische Bindung anstelle von -Oy-
oder -(C=0),- vorhanden ist, und wenn | 0 istund m 0 ist, eine chemische Bindung anstelle von -(C=0),,,-O-
vorhanden ist;

R8, R? und R0 unabhangig Wasserstoff, C4_g-Alkyl, C,_g-Alkenyl, C5 ;-Cycloalkyl oder Aryl sind, das unsubs-
tituiert oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Halogen, Hydroxyl, C_g-Alkyl,
-0-C4_g-Alkyl, C4 7-Cycloalkyl und -O-C4 7-Cycloalkyl, substituiert ist; oder R8 einen 4- bis 7-gliedrigen Ring mit
R9 bildet, der ein Stickstoffatom, ein Sauerstoffatom, ein Schwefelatom oder eine Doppelbindung enthalten
kann, wobei der 4- bis 7-gliedrige Ring optional mit 1 bis 6 Substituenten substituiert sein kann, unabhéngig
ausgewahlt aus der Gruppe bestehend aus: (1) Wasserstoff, (2) Hydroxyl, (3) Halogen, (4) C,_s-Alkyl, das
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewéhlt aus R'!, substituiert ist,
(5) C34-Cycloalkyl, das unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahit
aus R, substituiert ist, (6) -O-C4_g-Alkyl, wobei das Alkyl unsubstituiert oder mit einem oder mehreren Substi-
tuenten, unabhangig ausgewahlt aus R, substituiert ist, und (7) -O-C5_g-Cycloalkyl, wobei das Cycloalkyl
unsubstituiert oder mit einem oder mehreren Substituenten, unabhéngig ausgewahlt aus R11 substituiert ist;
R11 unabhangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Hydroxyl, (3) Halogen, (4) -C4_6-Alkyl, das unsubstituiert oder mit einem oder mehreren
Halogenen substituiert ist, (5) -C5_g-Cycloalkyl, (6) -O-C4_-Alkyl, wobei das Alkyl unsubstituiert oder mit
einem oder mehreren Halogenen substituiert ist, (7) -O(C=0)-C,_g-Alkyl, (8) -NH-C_g-Alkyl, (9) Phenyl,
(10) Heterocyclyl, (11) -CN und (12) -Si(C,_g-Alkyl)5; wobei das Aryl ein mono- oder bi-carbocyclischer oder
mono- oder bi-heterocyclischer Ring ist, der 0 bis 4 Heteroatome, ausgewahlt aus O, N und S, enthalten
kann;

oder ein pharmazeutisch annehmbares Salz davon.

6. Verbindung nach Anspruch 5, wobei
R2 unabhéangig ausgewahlt ist aus der Gruppe bestehend aus:

(1) Wasserstoff, (2) Halogen, (3) Methyl und (4) Methoxy;

p 1ist;
R3 Wasserstoff ist;
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R4 Wasserstoff oder Methyl ist;

R® ausgewahlt ist aus der Gruppe bestehend aus Methyl, Ethyl, Isopropyl, Propyl oder Butyl, das unsubstituiert
oder mit einem oder mehreren Substituenten, unabhangig ausgewahlt aus Hydroxyl, C,_g-Alkyl, C5_7-Cycloalkyl,
-0-C_g-Alkyl, -CN und -NR8-(C=0)-R9, substituiert ist, wobei jedes von R8 und R die gleiche Bedeutung hat wie
in Anspruch 5;

oder ein pharmazeutisch annehmbares Salz davon.

Verbindung nach Anspruch 1, die ausgewabhlt ist aus:
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N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methyI-
propanamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy
ran-4-carboxamid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)propionamid;
N-(2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-pyran-
4-carboxamid;
N-(2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamid;
N-(2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)acetamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-py-
ran-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)oxazol-5-carboxa-
mid;
1,1-Dimethyl-3-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)harn-
stoff;

2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-amin;

Ethyl (2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)carbamat;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
N-(2-((6-(2,2-Difluorethoxy)-5-fluorpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

N-(2-((6-(2,2-Difluorethoxy)-5-fluorpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((5-(2,2,2-Trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-(2,2,2-Trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-(3,3,3-Trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;

pyridin-3-yl
pyridin-3-yl
pyridin-3-yl
pyridin-3-yl

ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamid;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-py-

—_ — — —
= = — —
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N-(2-((6-(3,3,3-Trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;

N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-py-
ran-4-carboxamid;
N-(2-((5-Fluor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) propionamid;
N-(2-((5-Fluor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

N-(2-((5-Fluor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) pivalamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)nicotinamid;
N-(2-((6-(2,2,3,3-Tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-pyran-
4-carboxamid;
3-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1,1-dimethylharnstoff;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamid;
N-(2-(4-(2,2,2-Trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(4-(2,2,2-Trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-(2,2,3,3,3-Pentafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2,3,3,3-Pentafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;

N-(2-(4-(Trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(S)-2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(tetrahydrofuran-3-yl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;

N-Cyclopropyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyridin-4-carboxa-
mid;
N-Cyclobutyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid,;
N-(Cyclopropylmethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-((tetrahydro-2H-pyran-4-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridin-4-carboxamid;
N-(2-Methoxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
(R)-N-(1-Hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(3-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propiona-
mid;
N-(3-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
pancarboxamid;
N-(2-((6-(2,2,3,3-Tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(1-(6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;
N-(2-(2-(6-(2,2,2-Trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-(4-Fluorphenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(4-Fluorphenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;
(S)-N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-
2-carboxamid;
(S)-N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-2-
carboxamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)nicotinamid;
(R)-2-Hydroxy-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
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panamid;
(S)-2-Hydroxy-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamid;

N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) pyrrolidin-1-carbox-
amid;
1-Acetyl-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)piperidin-4-
carboxamid;
N-Isopropyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isobutyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Ethoxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(Cyanomethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
(S)-2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-((tetrahydrofuran-2-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(2-(Dimethylamino)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,  3-c]pyri-
din-4-carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(pyridin-3-ylmethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-((5-Methyl-1,2,4-oxadiazol-3-yl)methyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridin-4-carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(pyridin-3-yl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
(R)-N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-
2-carboxamid;
(R)-N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydrofuran-2-
carboxamid;
N-(3-Methoxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-((1-Hydroxycyclohexyl)methyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(6-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propiona-
mid;
N-(6-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
pancarboxamid;
N-(6-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mid;
2-Hydroxy-2-methyl-N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamid;
N-(7-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propiona-
mid;
N-(7-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mid;

2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
1-Isobutyryl-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) piperi-
din-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1-(methylsulfo-
nyl)piperidin-4-carboxamid;
(S)-1-Acetyl-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) pyrroli-
din-2-carboxamid;
(R)-1-Acetyl-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl) pyrroli-
din-2-carboxamid;
N-Methyl-N-(2-((2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)ami-
no)-2-oxoethyl)acetamid;
(S)-2-Methoxy-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pro-
panamid,;
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(S)-N-(2-((6-(2,2-difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-methoxypropa-
namid;
(R)-N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxypropa-
namid;
(S)-N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxypropa-
namid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Cyclopropyl-2-((6-(2,2-difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(Cyclopropylmethyl)-2-((6-(2,2-difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-(dimethylamino)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-morpholinoethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-2-yl)acet-
amid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-yl)acet-
amid;

N-Isopropyl-2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Cyclopropyl-2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(Cyclopropylmethyl)-2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-yl)acet-
amid;
N-(Cyanomethyl)-2-((6-(2,2-difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Cyanopropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Hydroxy-2-methylpropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyri-
din-4-carboxamid;
N-(3-(Dimethylamino)propyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyri-
din-4-carboxamid;
N-(2-Aminoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(oxetan-3-yl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Methyl-2-((4-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((4-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-yl)aceta-
mid;
2-(Pyridin-4-yl)-N-(2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-yl)aceta-
mid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Hydroxyethyl)-2-((4-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;

N-Methyl-2-((5-methyl-6-(3,3, 3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
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N-Ethyl-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancar-
boxamid;
N-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(2-methylthiazol-
4-yl)acetamid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acetamid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acetamid;
2-(3,5-Dimethylisoxazol-4-yl)-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)acetamid;
N-Isopropyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
(R)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(S)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(S)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-((4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
2-Hydroxy-2-methyl-N-(2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;
N-Methyl-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
(S)-N-(1-Hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-Amino-2-oxoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-(methylsulfonamido)ethyl)-2H-pyrazolo[4,3-c]py-
ridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(2-Cyanoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Cyanoethyl)-2-((6-(2,2-difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(2-Acetamidoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
2-((5-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(2-Hydroxyethyl)-2-((5-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
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boxamid;
N-(2-(2-Hydroxyethoxy)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-((4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-Ethyl-2-((5-fluor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Fluor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-Hydroxyethyl)-2-(4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Fluorphenoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(2-Hydroxyethyl)-2-((6-(2,2,3,3,3-pentafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;

N-Methyl-2-((6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(S)-N-(1-Amino-1-oxopropan-2-yl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-(methylamino)-2-oxoethyl)-2H-pyrazolo[4,3-c] py-
ridin-4-carboxamid;
N-(3-Amino-3-oxopropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxy-2,2-dimethylpropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(4-Hydroxybutyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(3-Acetamidopropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-Isopropyl-2-((6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

N-(3-Hydroxypropyl)-2-(4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((2-Methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((2-Methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
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amid;
N-(3-Hydroxypropyl)-2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((5-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Fluor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((6-(4-Fluorphenoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(3-Hydroxypropyl)-2-((6-(2,2,3,3,3-pentafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Methyl-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((6-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
(S)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(R)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(S)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(R)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(S)-N-(2,3-Dihydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-Isopropyl-2-((1-(5-(trifluormethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c] pyridin-4-carboxa-
mid;
N-(2-Hydroxyethyl)-2-((1-(5-(trifluormethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

N-(3-Hydroxypropyl)-2-((1-(5-(trifluormethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

N-Methyl-2-((1-(5-(trifluormethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Ethyl-2-((1-(5-(trifluormethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(S)-N-(2-Hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(R)-N-(2-Hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

(S)-N-(1-Hydroxypropan-2-yl)-2-((5-methyl-6-(3,3, 3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridin-4-carboxamid;
(S)-N-(1-Hydroxypropan-2-yl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-Cyanoethyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Cyanoethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
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N-(2-Acetamidoethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Amino-2-oxoethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Methoxyethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-Methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mid;
N-(2-((5-Methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
pancarboxamid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamid;
N-(2-((2-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((2-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridin-4-carboxamid;
N-Methyl-2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Ethyl-2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Hydroxyethyl)-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((2-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-Isopropyl-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

N-Methyl-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((6-Methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-Methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;

N-(2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
N-(2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;

2-(2-((3-Chlor-5-(trifluormethyl) pyridin-2-yl)oxy)ethyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(2-((3-Chlor-5-(trifluormethyl) pyridin-2-yl)oxy)ethyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(2-((3-Chlor-5-(trifluormethyl) pyridin-2-yl)oxy)ethyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(2-((3-Chlor-5-(trifluormethyl) pyridin-2-yl)oxy)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

2-(2-((3-Chlor-5-(trifluormethyl) pyridin-2-yl)oxy)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
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2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Methyl-2-((6-methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-((6-methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((6-methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Methyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Methyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Methyl-2-((5-methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Methoxyethyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-Hydroxy-2-methyl-N-(2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;
N-(2-((5-Methyl-2-phenyl-2H-1,2,3-triazol-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
N-(2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
N,6-Dimethyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Ethyl-6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-Ethyl-2-((5-methyl-6-((2,2,2-trifluorethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Isopropyl-2-((5-methyl-6-((2,2,2-trifluorethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-((2,2,2-trifluorethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
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N-(3-Hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluorethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

N-Methyl-2-((6-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((6-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-((6-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

N-Ethyl-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((2-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Phenyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)cyclopropancarbox-
amid;

N-Methyl-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-Isopropyl-2-((2-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Fluorphenoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-(4-fluorphenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(3-Hydroxypropyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-Methyl-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(3-Hydroxypropyl)-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-carboxa-
mid;

N-Ethyl-2-(4-((2,2,2-trifluorethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(4-((2,2,2-trifluorethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(4-((2,2,2-trifluorethoxy)methyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-Methyl-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Methyl-6-((2,2,2-trifluorethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mid;

2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl) propyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
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N-Ethyl-2-((5-methyl-6-((2,2,2-trifluorethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

N-Isopropyl-2-((5-methyl-6-((2,2,2-trifluorethoxy)methyl) pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-car-
boxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-((2,2,2-trifluorethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluorethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyri-
din-4-carboxamid;
N-(3-Hydroxypropyl)-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-Methyl-6-((2,2,2-trifluorethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
pancarboxamid;
N-(2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;
N-(2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methyI-
propanamid;

N-(2-(3-(Trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-(3-(Trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-Hydroxy-2-methyl-N-(2-(3-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamid;
N-(2-(2-((3-Fluor-5-(trifluormethyl)pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

N-(2-(2-((3-Fluor-5-(trifluormethyl)pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-Methyl-2-(3-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(3-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(3-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(3-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(2-((3-fluor-5-(trifluormethyl)pyridin-2-yl)oxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(2-((3-Fluor-5-(trifluormethyl)pyridin-2-yl)oxy)ethyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(2-((3-Fluor-5-(trifluormethyl)pyridin-2-yl)oxy)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(2-((5-(2,2,3,3,3-Pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-(2,2,3,3,3-Pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;

N-(2-Hydroxyethyl)-2-(4-(1,1,2,2-tetrafluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(4-(1,1,2,2-tetrafluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-(2,2,3,3,3-pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-(2,2,3,3,3-pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid,;
N-(3-Hydroxypropyl)-2-((5-(2,2,3,3,3-pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(3-Hydroxypropyl)-2-((5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropan-
carboxamid;
N-(2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamid;
N-(2-((5-(2,2,3,3-Tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-Acetamidoethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(S)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyri-
din-4-carboxamid;
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(S)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-
c]pyridin-4-carboxamid;
N-(2-(3-(Trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-(3-(Trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-Methyl-2-(3-(trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(3-(trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(3-(trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(3-(trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(R)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Methyl-2-(4-(1,1,2,2-tetrafluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(4-(1,1,2,2-tetrafluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Methyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Hydroxyethyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-((S)-2-Hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

N-Methyl-2-((5-methyl-6-(3,3, 3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluorpropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;

N-Methyl-2-((4-methyl-5-(3,3, 3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Isopropyl-2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(S)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(R)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(S)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
(R)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
(S)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-

244



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((5-chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(2-(1-(4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropan-
carboxamid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamid;
N-Methyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

N-(2-((4-Methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((4-Methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

N-(2-((5-Methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-Isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
(S)-N-(1-Hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
N-(2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
N-(2-((1-Methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopro-
pancarboxamid;
N-(2-((1-Methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy
2-((5-Chlor-6-(3,3,3-trifluorpropoxy
2-((5-Chlor-6-(3,3,3-trifluorpropoxy
2-((5-Chlor-6-(3,3,3-trifluorpropoxy
xamid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;

N-(2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-Methyl-2-((1-methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-Ethyl-2-((1-methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Isopropyl-2-((1-methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Hydroxyethyl)-2-((1-methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;

N-(3-Hydroxypropyl)-2-((1-methyl-5-(trifluormethyl)- 1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;

pyridin-3-yl
pyridin-3-yl
pyridin-3-yl
pyridin-3-yl

methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-

—_ = — —
= = — —
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N-(2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropanamid;
2-Hydroxy-2-methyl-N-(2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamid;
2-Hydroxy-2-methyl-N-(2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamid;
2-Hydroxy-2-methyl-N-(2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamid;
N-(2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

N-(2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-propionamidoethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Isobutyramidoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-(Cyclopropancarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridin-4-carboxamid;

Ethyl (2-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxami-
do)ethyl)carbamate;
N-(2-Benzamidoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-(2-Hydroxy-2-methylpropanamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-py-
razolo[4,3-c]pyridin-4-carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-(N-methylacetamido)ethyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(2-Butyramidoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-(Cyclobutancarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(2-(Cyclohexancarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazo-
lo[4,3-c]pyridin-4-carboxamid;
N-(2-(3-Ethylureido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(2-Acetamidoethyl)-2-((5-chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Acetamidoethyl)-2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Acetamidoethyl
N-(2-Acetamidoethyl
N-(2-Acetamidoethyl
N-(2-Acetamidoethyl
boxamid;
N-(2-Acetamidoethyl)-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-Hydroxy-2-methyl-N-(2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-(picolinamido)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-(nicotinamido)ethyl)-2H-pyrazolo[4, 3-c]pyridin-4-
carboxamid;
N-(2-(Isonicotinamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-(1-Hydroxycyclohexancarboxamido)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-
pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-(3-chlor-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((4-Methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropan-

-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
-2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
-2-(4-(2,2-difluorethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
-2-((5-chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
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carboxamid;
2-Hydroxy-2-methyl-N-(2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamid;
N-(2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
N-(2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
N-Methyl-2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Ethyl-2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Isopropyl-2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Acetamidoethyl)-2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(2-Hydroxyethyl)-2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxypropyl)-2-((4-methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-Methyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Acetamidoethyl)-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((6-(4-chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(2-Acetamidoethyl)-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

N-(2-Acetamidoethyl)-2-(4-(1,1,2,2-tetrafluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Acetamidoethyl)-2-((6-(2,2-difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Acetamidoethyl)-2-((6-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-(1-(4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;

N-(2-(1-(4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((5-chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
N-(2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((6-((4-fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
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2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;

N-(2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropa-
namid;
N-(2-((4-Methyl-5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)ymethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
N-(2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((5-(cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-Methyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-Ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((5-(2,2-difluorpropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
(R)-2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(S)-2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
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(S)-2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(S)-2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(R)-2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(2-Cyanoethyl)-2-((6-(2,2-difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

N-(2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxamid;
N-(2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropanamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-(4-(2,2-difluorpropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)oxazole-5-
carboxamid11;
2-Hydroxy-2-methyl-N-(2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;

(S)-2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c] pyridin-4-carboxamid;
(R)-2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
(R)-2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
(R)-2-(3-(2,2-Difluorethoxy)-4-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
(S)-2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
(S)-2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
(S)-2-(3-(2,2-Difluorethoxy)-4-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(3-(2,2-Difluorethoxy)-4-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(3-(2,2-Difluorethoxy)-4-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
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2-(4-(Difluormethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(Difluormethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-(4-(difluormethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(Difluormethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(Difluormethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-2-(4-(Difluormethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(S)-2-(4-(Difluormethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid; and
2-(4-(Difluormethoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid; oder ein pharma-
zeutisch annehmbares Salz davon.

8. Verbindung nach Anspruch 7, die ausgewahlt ist aus:

N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-
yl)propanamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2,2-Trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)acetamid;
N-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acetamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tetrahydro-2H-py-
ran-4-carboxamid;
N-(2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamid;
N-Ethyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Methoxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-propyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-(Dimethylamino)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
2-Hydroxy-2-methyl-N-(6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;

N-Isopropyl-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyridin-4-carboxamid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancar-
boxamid;
N-Methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-
carboxamid;
(S)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(S)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-((4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbox-
amid;
N-Methyl-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
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N-Ethyl-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(2,2-Difluorethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(2-Cyanoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Cyanoethyl)-2-((6-(2,2-difluorethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(2-Acetamidoethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-Ethyl-2-((5-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-(2-Hydroxyethoxy)ethyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-((4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
(R)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-Hydroxyethyl)-2-((6-(2,2,3,3,3-pentafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(4-Hydroxybutyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Hydroxyethyl)-2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Acetamidopropyl)-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(2-((2-Methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(3-Hydroxypropyl)-2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(3-Hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Methyl-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((2-methyl-6-(2,2,2-trifluorethoxy)pyridin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
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(S)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(R)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(S)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(R)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;

N-(3-Hydroxypropyl)-2-((1-(5-(trifluormethyl) pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-Ethyl-2-((1-(5-(trifluormethyl)pyridin-2-yl)-1H-pyrazol-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(S)-N-(2-Hydroxypropyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

(S)-N-(1-Hydroxypropan-2-yl)-2-((5-methyl-6-(3,3, 3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]py-
ridin-4-carboxamid;
N-(2-Cyanoethyl)-2-((4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-(2-Cyanoethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(2-Acetamidoethyl)-2-((5-methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(2-(2,2,2-trifluorethoxy)ethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-Hydroxyethyl)-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((2-Methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((2-methoxy-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(2-(4-(trifluormethyl)phenoxy)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((6-Methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;

2-(2-((3-Chlor-5-(trifluormethyl) pyridin-2-yl)oxy)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
2-((5-cyclopropyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Ethyl-2-((6-methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(2,2-Difluorpropoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((6-methyl-5-(2,2,2-trifluorethoxy)pyrazin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Methyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
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N-Ethyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Ethyl-2-(1-(5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-(1-(5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
N,6-Dimethyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Ethyl-6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-Ethyl-2-((5-methyl-6-((2,2,2-trifluorethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-((2,2,2-trifluorethyl)amino)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((6-(Cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Hydroxyethyl)-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-(4-Chlor-1H-pyrazol-1-yl)-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-Ethyl-2-((6-(4-fluorphenoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(3-Hydroxypropyl)-6-methyl-2-((5-methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
2-((5-Methyl-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-Methyl-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(3-Hydroxypropyl)-2-((1-(2,2,2-trifluorethoxy)isoquinolin-4-yl)methyl)-2H-pyrazolo[4, 3-c]pyridin-4-carboxa-
mid;

2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Methyl-6-((2,2,2-trifluorethoxy)methyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyra-
mid;

2-((5-Methyl-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-(3-(methylsulfonyl) propyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(3-Hydroxypropyl)-2-((1-methyl-5-(trifluormethoxy)-1H-indol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

N-(2-Hydroxyethyl)-2-(3-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-(2,2,3,3,3-Pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
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N-Ethyl-2-((5-(2,2,3,3,3-pentafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-(2,2,3,3-tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
methylpropanamid;
N-(2-((5-(2,2,3,3-Tetrafluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
N-(2-Acetamidoethyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
(S)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c] pyri-
din-4-carboxamid;
(S)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4, 3-
c]pyridin-4-carboxamid;
N-(3-Hydroxypropyl)-2-(3-(trifluormethyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-N-(2-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(R)-N-(2,3-Dihydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(3-Chlor-4-(2,2-difluorethoxy)benzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(4-(1,1,2,2-tetrafluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,2-trifluorethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Methyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid);
N-(2-Hydroxyethyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(3-Hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-((S)-2-Hydroxypropyl)-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;

N-Methyl-2-((5-methyl-6-(3,3, 3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((5-methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Isopropyl-2-((5-methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((5-methyl-6-(3,3,3-trifluorpropyl) pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;

N-Methyl-2-((4-methyl-5-(3,3, 3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-Ethyl-2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Hydroxyethyl)-2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Isopropyl-2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
(S)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
(R)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyri-
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din-4-carboxamid;
(S)-2-((5-Chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((5-chlor-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-
4-carboxamid;
N-(2-(1-(4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-Hydroxy-2-methyl-N-(2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamid;
N-Methyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-Ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(2-((4-Methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarbo-
xamid;
N-(2-((5-Methyl-6-(3,3,3-trifluorpropyl)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropancarboxa-
mid;

2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Chlor-6-(2,2-difluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-Isopropyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
(S)-N-(1-Hydroxypropan-2-yl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridin-3-yl)methyl)-2H-pyrazolo[4,3-
c]pyridin-4-carboxamid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Chlor-6-(3,3,3-trifluorpropoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-Ethyl-2-((1-methyl-5-(trifluormethyl)-1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

N-(3-Hydroxypropyl)-2-((1-methyl-5-(trifluormethyl)- 1H-benzo[d]imidazol-2-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
2-Hydroxy-2-methyl-N-(2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamid;
2-Hydroxy-2-methyl-N-(2-(3-methyl-4-(trifluormethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((6-(cyclopropylmethoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-(2-Acetamidoethyl)-2-(3-methyl-4-(2,2,2-trifluorethoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-(4-(2,2-difluorethoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-Hydroxy-2-methyl-N-(2-((4-methyl-5-(3,3,3-trifluorpropoxy)pyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamid;
N-Ethyl-2-(1-(4-methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((6-(2,2-difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-(1-(4-Methyl-5-(2,2,2-trifluorethoxy)pyridin-2-yl)ethyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-Chlor-6-(cyclopropylmethoxy)pyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
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2-((6-((4-Fluorbenzyl)oxy)-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
N-(2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-methylpropa-
namid;

2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-Acetamidoethyl)-2-((6-cyclobutoxy-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((6-Cyclobutoxy-5-methylpyridin-3-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
N-(2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-me-
thylpropanamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-((5-(Cyclopropylmethoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-
carboxamid;
N-Methyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;
N-Ethyl-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
N-(3-Hydroxypropyl)-2-((5-methyl-6-(2,2,3,3-tetrafluorpropoxy)pyridazin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyri-
din-4-carboxamid;
N-(2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
2-((5-(2,2-Difluorpropoxy)-4-methylpyridin-2-yl)methyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
N-(2-Cyanoethyl)-2-((6-(2,2-difluorpropoxy)-5-methylpyridin-3-yl)methyl)-2H-pyrazolo[4,3-c]pyridin-4-carbox-
amid;

2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-methyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-ethyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-2-(4-(2,2-Difluorethoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
(R)-2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
(S)-2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
(R)-2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carbo-
xamid;
(S)-2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-car-
boxamid;
2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-(2-hydroxyethyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
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2-(1-(4-(2,2-Difluorethoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;
2-(4-(2,2-Difluorethoxy)-3,5-dimethylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(1-(4-(2,2-Difluorpropoxy)-3-methylphenyl)ethyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxa-
mid;

2-(4-(2,2-Difluorpropoxy)-3-methylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;
2-(4-(Difluormethoxy)-3-methylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridin-4-carboxamid; and
2-(4-(Difluormethoxy)-3-methylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridin-4-carboxamid;

oder ein pharmazeutisch annehmbares Salz davon.

Pharmazeutische Zusammensetzung, umfassend eine Verbindung oder ein pharmazeutisch annehmbares Salz
davon nach einem der Anspriiche 1 bis 8 und einen pharmazeutisch annehmbaren Tragerstoff.

Pharmazeutische Zusammensetzung nach Anspruch 9, ferner umfassend einen weiteren pharmakologischen Wirk-
stoff.

Verbindung oder pharmazeutisch annehmbares Salz davon nach einem der Anspriche 1 bis 8 zur Verwendung
bei der Behandlung von einem Tier, einschlieRlich eines Menschen, in Bezug auf eine Krankheit oder Stérung,
ausgewahlt aus der Gruppe bestehend aus: Schmerz, akutem Schmerz, chronischem Schmerz, neuropathischem
Schmerz, Entziindungsschmerz, viszeralem Schmerz, nocizeptivem Schmerz, multipler Sklerose, neurodegenera-
tiver Stérung, Reizdarmsyndrom, Osteoarthritis, rheumatoider Arthritis, neuropathologischen Stérungen, funktio-
nellen Darmstérungen, entziindlichen Darmerkrankungen, Schmerz in Verbindung mit Dysmenorrhde, Becken-
schmerz, Zystitis, Pankreatitis, Migrane, Cluster- und Spannungskopfschmerzen, diabetischer Neuropathie, peri-
pherem neuropathischem Schmerz, Ischias, Fibromyalgie, Morbus Crohn, Epilepsie oder epileptischen Zustanden,
bipolarer Depression, Tachyarrhythmien, Stimmungsschwankungen, bipolarer Stérung, psychiatrischen Stérungen
wie etwa Angst und Depression, Myotonie, Arrhythmie, Bewegungsstérungen, neuroendokrinen Stérungen, Ataxie,
Inkontinenz, viszeralem Schmerz, Trigeminusneuralgie, herpetischer Neuralgie, allgemeiner Neuralgie, postherpe-
tischer Neuralgie, radikularem Schmerz, Ischias, Riickenschmerz, Kopf- oder Nackenschmerz, schwerem oder
hartnackigem Schmerz, Durchbruchschmerz, postoperativem Schmerz, Schlaganfall, Krebsschmerz, Krampfanfal-
le, Kausalgie und chemo-induziertem Schmerz; und Kombinationen davon.

Verfahren zum Herstellen einer pharmazeutischen Zusammensetzung, umfassend Mischen einer Verbindung oder
eines pharmazeutisch annehmbaren Salzes davon nach einem der Anspriiche 1 bis 8 und eines pharmazeutisch
annehmbaren Tragerstoffs oder Hilfsstoffs.

Revendications

Composeé représenté par la formule (1) suivante :

g N/ = ﬁ
o7 S
B. .R®
R’ C
()]

dans laquelle :
A représente un groupe aryle ;
-B-C- représente un groupe -NH-(C=0)- ou -(C=0)-NH- ;

R1 est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un groupe -O,-(C; & Cg)alkyle ou le groupe alkyle est non substitué ou
substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R, (3) un groupe
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-0,-(C5 a C)cycloalkyle ou le groupe cycloalkyle est non substitué ou substitué par un ou plusieurs subs-
tituants indépendamment choisis parmi les groupes R1%, (4) un groupe -O,-aryle ou le groupe aryle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, (5) un groupe -S-(C4 & Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R11, (6) un groupe -S-aryle ou le groupe aryle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R (7) un groupe -NH-(C; a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou
plusieurs substituants indépendamment choisis parmi les groupes R11, et (8) un groupe -NH-aryle, ou le
groupe aryle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 1, une liaison chimique est présente a la
place de -O,-;

R2 est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe hydroxy, (4) un groupe - O,-(C4 a
Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants indépendam-
ment choisis parmi les groupes R, (5) un groupe -O,-(C5 & Cg)cycloalkyle, ol le groupe cycloalkyle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (6) un groupe -O,-(C, & Cy)alcényle, ol le groupe alcényle est non substitué ou substitué par un ou
plusieurs substituants indépendamment choisis parmi les groupes R7, (7) un groupe -O,-phényle ou-
O,-naphtyle, ou le groupe phényle ou naphtyle est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi les groupes R7, (8) un groupe -O,-hétérocyclyle, ou le groupe hétérocyclyle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (9) un groupe -(C=0)-NR8R?, (10) un groupe -NR8R?, (11) un groupe -S(0),-NR8RY, (12) un groupe
-NRB8-S(0),R9, (13) un groupe -S(0)-R?, ot t vaut 0, 1 ou 2, (14) un groupe -NR8(C=0)R?, (15) un groupe
-CN, et (16) un groupe -NO, ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la place
de -O-;

pvaut1,2,3o0u4 ;lorsque p est supérieur ou égal & deux, les groupes R2 peuvent étre identiques ou différents ;
R3 et R4 représentent indépendamment un atome d’hydrogéne ou un groupe alkyle en C4 & Cg qui est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un atome d’halogéne,
un groupe hydroxy et un groupe -O-(C4 & Cg)alkyle ; ou R3 forme un noyau de 3 & 7 chainons avec R4 qui peut
contenir un atome d’azote, un atome d’oxygene, un atome de soufre ou une double liaison, ledit noyau de 3 a
7 chainons étant éventuellement substitué par 1 a 6 substituants indépendamment choisis dans le groupe
constitué par : (1) un atome d’hydrogene, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe alkyle
en C4 a Cg, qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R, (5) un groupe cycloalkyle en C5 & Cg, qui est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R11, (6) un groupe -O-(C, & Cg)alkyle, ou le groupe
alkyle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, et (7) un groupe -O-(C5 & Cg)cycloalkyle, ol le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R11 ;

RS est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe -O,-(C4 a Cg)alkyle, ou le groupe alkyle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (4) un groupe -O,-(C5 & Cg)cycloalkyle, ol le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R, et (5) un groupe -O,-(C, a C4)al-
cényle, ou le groupe alcényle est non substitué ou substitué par un ou plusieurs substituants indépendam-
ment choisis parmi les groupes R ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la
place de -O- ;

RS peut se trouver n’'importe ol sur le cycle pyrazolopyridine ;

qvaut1,2ou3 ;lorsque g est supérieur ou égal a deux, les groupes R® peuvent étre identiques ou différents ;

R6 représente indépendamment un atome d’hydrogéne, un groupe alkyle en C4 & Cg, alcoxy en C4 a Cg, alcényle
en C, a Cg, cycloalkyle en C5 a C4, -NR8RY, hétérocyclyle, aryle, aryl-(C, & Cg)alkyle, ou hétérocyclyl-(C4 a
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Cg)alkyle, ou le groupe alkyle en C; a Cg, le groupe alcoxy en C, & Cg, le groupe alcényle en C, & Cg, le groupe
cycloalkyle en C5 a C-, le groupe hétérocyclyle, le groupe aryle, le groupe aryl-(C, a Cg)alkyle, ou le groupe
hétérocyclyl-(C4 a Cg)alkyle, est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi un atome d’halogéne, un groupe hydroxy, alkyle en C4 a Cg, -O-(C4 & Cg)alkyle, -(C5 a C;)cy-
cloalkyle, -O-(C; a Cy)cycloalkyle, hydroxy-(C; & Cglalcoxy, -CN, -NR8RY, -(C=0)-R8,
-(C=0)-NRB8R9,-NR8-(C=0)-R9,-NR8-(C=0)-NR9R0, -NR8-(C=0)-OR9, -NR8-3(0),-R9,-NR8-5(0),-NRR 10, et
-S(0),-R8;

R7 est choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe hydroxy, (4) un groupe-(C=0),,-O-(C4
a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants indépen-
damment choisis parmi les groupes R, (5) un groupe -O(C4-3)perfluoroalkyle, (6) un groupe
-(C=0),,-O1-(Cz a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R, (7) un groupe -(C=0),,-O-(C, & C,)alcényle,
ou le groupe alcényle est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi les groupes R, (8) un groupe -(C=0),,-O-phényle ou -(C=0),,-O-naphtyle, ol le groupe
phényle ou naphtyle est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi les groupes R, (9) un groupe -(C=0),,-O-hétérocyclyle, ot le groupe hétérocyclyle est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R11,
(10) un groupe -(C=0)-NR8R9, (11) un groupe -NR8R?, (12) un groupe -S(0),-NR8RY, (13) un groupe
-S(0)¢R8, ot t vaut 0, 1 ou 2, (14) un groupe -CO,H, (15) un groupe -CN, et (16) un groupe -NO, ;

dans lesquels | vaut 0 ou 1 et m vaut 0 ou 1 ; lorsque | vaut 0 ou m vaut 0, une liaison chimique est présente
a la place de -Of- ou -(C=0),,-, et lorsque | vaut 0 et m vaut 0, une liaison chimique est présente a la place
de -(C=0),-Or- ;

R8, RY et R'0 représentent indépendamment un atome d’hydrogéne, un groupe alkyle en C; a Cg, alcényle en
C, a Cg, cycloalkyle en C5 a C4, ou aryle, qui est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi un atome d’halogéne, un groupe hydroxy, alkyle en C4 & Cg, -O-(C, a Cg)alkyle,
cycloalkyle en C5 & C,, et -O-(C5 & C;)cycloalkyle ; ou R8 forme un noyau de 4 & 7 chainons avec R® qui peut
contenir un atome d’azote, un atome d’oxygene, un atome de soufre ou une double liaison, ledit noyau de 4 a
7 chainons étant éventuellement substitué par 1 a 6 substituants indépendamment choisis dans le groupe
constitué par : (1) un atome d’hydrogene, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe alkyle
en C4 a Cg, qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R!1, (5) un groupe cycloalkyle en C5 & Cg, qui est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R'1, (6) un groupe -O-(C4 & Cg)alkyle, ol le groupe
alkyle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, et (7) un groupe -O-(C5 a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R'1;

R11 est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe - (C; a Cg)alkyle,
qui estnon substitué ou substitué par un ou plusieurs atomes d’halogéne, (5) un groupe -(C5 a Cg)cycloalkyle,
(6) un groupe -O-(C4 a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs
atomes d’halogéne, (7) un groupe -O(C=0)-(C4 a Cg)alkyle, (8) un groupe -NH-(C; a Cg)alkyle, (9) un
groupe phényle, (10) un groupe hétérocyclyle, (11) un groupe -CN, et (12) un groupe -Si((C4 a Cg)alkyle)s ;
kvaut1ou?2;

rvaut 0 ou 1; lorsque r vaut 0, une liaison chimique est présente a la place de -[O],- ;

ledit groupe aryle étant un noyau mono- ou bi-carbocyclique ou mono- ou bi-hétérocyclique qui peut contenir
0 a 4 hétéroatomes choisis parmi les hétéroatomes O, N et S ;

ou sel pharmaceutiquement acceptable de celui-ci.

Composé selon la revendication 1,

k valant 1 ;

rvalant O ;

ou sel pharmaceutiquement acceptable de celui-ci.

Composeé selon la revendication 1, ledit composé de la formule (I) étant représenté par un composé de la formule
(I1) suivante
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[Rz]p RS R4 N

(n

dans laquelle :

A représente un groupe aryle ;
R' est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un groupe -O,-(C4 & Cg)alkyle ou le groupe alkyle est non substitué ou
substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R1, (3) un groupe
-0O,-(C5 a C)cycloalkyle ou le groupe cycloalkyle est non substitué ou substitué par un ou plusieurs subs-
tituants indépendamment choisis parmi les groupes R1%, (4) un groupe -O-aryle ou le groupe aryle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, (5) un groupe -S-(C, & Cg)alkyle ou le groupe alkyle est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R11, (6) un groupe -S-aryle ou le groupe aryle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, (7) un groupe -NH-(C, a Cg)alkyle, ol le groupe alkyle est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmiles groupes R1, et (8) un groupe -NH-aryle, ot le groupe aryle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R11,

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la place
de -O-;
R2 est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe hydroxy, (4) un groupe - O,-(C4 a
Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants indépendam-
ment choisis parmi les groupes R, (5) un groupe -O,-(C5 & Cg)cycloalkyle, ol le groupe cycloalkyle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (6) un groupe -O,-(C, & C4)alcényle, ol le groupe alcényle est non substitué ou substitué par un ou
plusieurs substituants indépendamment choisis parmi les groupes R7, (7) un groupe -O,-phényle ou -
O,-naphtyle, ou le groupe phényle ou naphtyle est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi les groupes R, (8) un groupe -O,-hétérocyclyle, ol le groupe hétérocyclyle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (9) un groupe -(C=0)-NR8R9, (10) un groupe -NR8R9, (11) un groupe -S(0),-NR8R9, (12) un groupe-
NR8-S(0),R?9, (13) un groupe -S(0),-R9, oui t vaut 0, 1 ou 2, (14) un groupe -NR8(C=0)R?, (15) un groupe
-CN, et (16) un groupe -NO, ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la place
de -O-;

pvaut1,2,3ou4 ;lorsque p est supérieur ou égal a deux, les groupes R2 peuvent étre identiques ou différents ;
R3 et R4 représentent indépendamment un atome d’hydrogéne ou un groupe alkyle en C4 & C4 qui est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un atome d’halogéne,
un groupe hydroxy et un groupe -O-(C4 a Cg)alkyle ; ou R3 forme un noyau de 3 a 7 chainons avec R* qui peut
contenir un atome d’azote, un atome d’oxygene, un atome de soufre ou une double liaison, ledit noyau de 3 a
7 chainons étant éventuellement substitué par 1 a 6 substituants indépendamment choisis dans le groupe
constitué par : (1) un atome d’hydrogene, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe alkyle
en C, & Cg, qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R, (5) un groupe cycloalkyle en C5 & Cg, qui est non substitué ou substitué par un ou plusieurs
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substituants indépendamment choisis parmi les groupes R'1, (6) un groupe -O-(C4 & Cg)alkyle, ol le groupe
alkyle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, et (7) un groupe -O-(C5 a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R'1 ;

RS est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe -O,-(C, & Cg)alkyle, ou le groupe alkyle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (4) un groupe -O,-(C5 a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R7, et (5) un groupe -O,-(C, & C)al-
cényle, ou le groupe alcényle est non substitué ou substitué par un ou plusieurs substituants indépendam-
ment choisis parmi les groupes R7 ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la
place de -O,-;

RS peut se trouver n’'importe ou sur le cycle pyrazolopyridine ;

gvaut1,20u3 ;lorsque qest supérieur ou égal a deux, les groupes R® peuvent étre identiques ou différents ;

R6 représente indépendamment un atome d’hydrogéne, un groupe alkyle en C, & Cg, un groupe alcoxy en C,
a Cg, un groupe alcényle en C, a Cg, un groupe cycloalkyle en C4 a C, un groupe -NR8R?, un groupe hétéro-
cyclyle, un groupe aryle, un groupe aryl-(C4 a Cg)alkyle, ou un groupe hétérocyclyl-(C4 a Cg)alkyle, ou le groupe
alkyle en C; a Cg, le groupe alcoxy en C4 a Cg, le groupe alcényle en C, a Cg, le groupe cycloalkyle en C3 &
C-, le groupe hétérocyclyle, le groupe aryle, le groupe aryl-(C & Cg)alkyle, ou le groupe hétérocyclyl-(C, a
Cg)alkyle, est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un
atome d’halogéne, un groupe hydroxy, alkyle en C; & Cg¢, -O-(C4 & Cg)alkyle, -(C5 a C;)cycloalkyle, -O-(C5 &
C;)cycloalkyle, hydroxy-(C a Cg)alcoxy, -CN, -NR8RSY, -(C=0)-R8,
-(C=0)-NR8R9,-NR8-(C=0)-R?,-NR8-(C=0)-NR9R0, -NR8-5(0),-R?, -NR8-5(0),-NRR10, et -S(0),-R8 ;

R7 est choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe hydroxy, (4) un groupe - (C=0),,-O-(C,4
a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants indépen-
damment choisis parmi les groupes R, (5) un groupe -O(C4_s)perfluoroalkyle, (6) un groupe
-(C=0),,-O1-(C5a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R, (7) un groupe -(C=0),,-O-(C, & C,)alcényle,
ou le groupe alcényle est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi les groupes R, (8) un groupe -(C=0),,-O-phényle ou -(C=0),,-O-naphtyle, ou le groupe
phényle ou naphtyle est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi les groupes R, (9) un groupe -(C=0),,-O-hétérocyclyle, ou le groupe hétérocyclyle est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R11,
(10) un groupe -(C=0)-NR8R9, (11) un groupe -NR8R?, (12) un groupe -S(0),-NR8RY, (13) un groupe
-S(0)-R8, ot t vaut 0, 1 ou 2, (14) un groupe -CO,H, (15) un groupe -CN, et (16) un groupe -NO, ;

dans lesquels | vaut 0 ou 1 et m vaut 0 ou 1 ; lorsque | vaut 0 ou m vaut 0, une liaison chimique est présente
a la place de -Op- ou -(C=0),,-, et lorsque | vaut 0 et m vaut 0, une liaison chimique est présente a la place
de -(C=0)y-04- ;

R8, RY et R'0 représentent indépendamment un atome d’hydrogéne, un groupe alkyle en C; a Cg, alcényle en
C, a Cg, cycloalkyle en C5 a C4, ou aryle, qui est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi un atome d’halogéne, un groupe hydroxy, alkyle en C, a Cg, -O-(C, a Cg)alkyle,
cycloalkyle en C4 & C,, et -O-(C5 & C;)cycloalkyle ; ou R8 forme un noyau de 4 & 7 chainons avec R® qui peut
contenir un atome d’azote, un atome d’oxygene, un atome de soufre ou une double liaison, ledit noyau de 4 a
7 chainons étant éventuellement substitué par 1 a 6 substituants indépendamment choisis dans le groupe
constitué par : (1) un atome d’hydrogene, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe alkyle
en C4 & Cg, qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R, (5) un groupe cycloalkyle en C5 & Cg, qui est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R'1, (6) un groupe -O-(C4 & Cg)alkyle, ol le groupe
alkyle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, et (7) un groupe -O-(C5 a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R'1;

R11 est indépendamment choisi dans le groupe constitué par :
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(1) un atome d’hydrogéne, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe - (C; a Cg)alkyle,
qui est non substitué ou substitué par un ou plusieurs atomes d’halogéne, (5) un groupe -(C3 a Cg)cycloalkyle,
(6) un groupe -O-(C4 a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs
atomes d’halogéne, (7) un groupe -O(C=0)-(C4 a Cg)alkyle, (8) un groupe -NH-(C; a Cg)alkyle, (9) un
groupe phényle, (10) un groupe hétérocyclyle, (11) un groupe -CN, et (12) un groupe -Si((C & Cg)alkyle), ;
ledit groupe aryle étant un noyau mono- ou bi-carbocyclique ou mono- ou bi-hétérocyclique qui peut contenir
0 a 4 hétéroatomes choisis parmi les hétéroatomes O, N et S ;

ou sel pharmaceutiquement acceptable de celui-ci.

4. Composé selon la revendication 3 :
R2 étant indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogene, (3) un groupe méthyle, et (4) un groupe méthoxy ;
pvalant 1;

R3 représentant un atome d’hydrogéne ;

R4 représentant un atome d’hydrogéne ou un groupe méthyle ;

R étant choisi dans le groupe constitué par un groupe méthyle, éthyle, isopropyle, et cyclopropyle, hétérocyclyle,
ou aryle qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un
atome d’halogéne, un groupe hydroxy, alkyle en C; a Cg, -O-(C4 a Cg)alkyle, -CN ;

ledit groupe aryle étant un noyau mono- ou bi-carbocyclique ou mono- ou bi-hétérocyclique qui peut contenir
0 a 4 hétéroatomes choisis parmi les hétéroatomes O, N et S ;

ou sel pharmaceutiquement acceptable de celui-ci.

5. Composé selon la revendication 1, ledit composé de la formule (l) étant représenté par un composé de la formule

(1) suivante
5
[ RZ ] R3 R4 [ R ] g
p /N\ %

N N

=N
.R®

O N

R H

(i

dans laquelle :

A représente un groupe aryle ;
R1 est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un groupe -O,-(C; & Cg)alkyle ou le groupe alkyle est non substitué ou
substitué par un ou plusieurs substituants indépendamment choisi parmi les groupes R11, (3) un groupe
-0,-(C3 a C;)cycloalkyle ou le groupe cycloalkyle est non substitué ou substitué par un ou plusieurs cons-
tituants choisis parmi les groupes R'1, (4) un groupe -O,-aryle ou le groupe aryle est non substitué ou
substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R'1, (5) un groupe
-S-(C4 a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi les groupes R11, (6) un groupe -S-aryle ot le groupe aryle est non substitué
ou substitué par un ou plusieurs substituants indépendamment choisis parmiles groupes R'1 ; (7) un groupe
-NH-(C, a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi les groupes R11, et (8) un groupe -NH-aryle, ou le groupe aryle est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R'1 ;
dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 1, une liaison chimique est présente a la
place de -O-;

R2 est indépendamment choisi dans le groupe constitué par :
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(1) un atome d’hydrogéne, (2) un atome d’halogéene, (3) un groupe hydroxy, (4) un groupe - O,-(C4 &
Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants indépendam-
ment choisis parmi les groupes R, (5) un groupe -O,-(C5 & Cg)cycloalkyle, ou le groupe cycloalkyle est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (6) un groupe -O,-(C, & C4)alcényle, ol le groupe alcényle est non substitué ou substitué par un ou
plusieurs substituants indépendamment choisis parmi les groupes R?, (7) un groupe -O,-phényle ou -
O,,-naphtyle, ou le groupe phényle ou naphtyle est non substitué ou substitué parun ou plusieurs substituants
indépendamment choisis parmi les groupes R7, (8) un groupe -O,-hétérocyclyle, ou le groupe hétérocyclyle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (9) un groupe -(C=0)-NR8R?, (10) un groupe -NR8R9, (11) un groupe -S(0),-NR8RSY, (12) un groupe
-NRB8-S(0),R9, (13) un groupe -S(0)-R?, ot t vaut 0, 1 ou 2, (14) un groupe -NR8(C=0)R?, (15) un groupe
-CN, et (16) un groupe -NO, ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la
place de -O,-;

p vaut 1, 2, 3 ou 4 ; lorsque p est supérieur ou égal a deux, les groupes R2 peuvent étre identiques ou
différents ;

R3 et R4 représentent indépendamment un atome d’hydrogéne ou un groupe alkyle en C4 & C4 qui est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un atome d’halogéne,
un groupe hydroxy et un groupe -O-(C4 a Cg)alkyle ; ou R3 forme un noyau de 3 a 7 chainons avec R* qui peut
contenir un atome d’azote, un atome d’oxygene, un atome de soufre ou une double liaison, ledit noyau de 3 a
7 chainons étant éventuellement substitué par 1 a 6 substituants indépendamment choisis dans le groupe
constitué par : (1) un atome d’hydrogene, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe alkyle
en C, & Cg, qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R, (5) un groupe cycloalkyle en C5 & Cg, qui est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R'", (6) un groupe -O-(C4 & Cg)alkyle, ou le groupe
alkyle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, et (7) un groupe -O-(C5 & Cg)cycloalkyle, o le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R'1 ;

RS est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe -O,-(C4 a Cg)alkyle, ou le groupe alkyle
est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R7, (4) un groupe -O,-(C5 & Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R, et (5) un groupe -O,-(C, & C4)al-
cényle, ou le groupe alcényle est non substitué ou substitué par un ou plusieurs substituants indépendam-
ment choisis parmi les groupes R ;

dans lesquels n vaut indépendamment 0 ou 1 ; lorsque n vaut 0, une liaison chimique est présente a la
place de -O,-;

RS peut se trouver n’'importe ol sur le cycle pyrazolopyridine ;

gvaut1,2ou3 ;lorsque qest supérieur ou égal a deux, les groupes R® peuvent étre identiques ou différents ;

R6 représente indépendamment un atome d’hydrogéne, un groupe alkyle en C4 a Cg, un groupe alcoxy en C
a Cg, un groupe alcényle en C, a Cg, un groupe cycloalkyle en C5 a C,, un groupe hétérocyclyle, un groupe
aryle, un groupe aryl-(C4 a Cg)alkyle, ou un groupe hétérocyclyl-(C, a Cg)alkyle, ou le groupe alkyle en C; &
Cs, le groupe alcoxy en C4 & Cg, le groupe alcényle en C, a Cg, le groupe cycloalkyle en C5 a C,, le groupe
hétérocyclyle, le groupe aryle, le groupe aryl-(C, & Cg)alkyle, ou le groupe hétérocyclyl-(C, a Cg)alkyle, est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un atome d’halogéne,
un groupe hydroxy, alkyle en C; a Cg, -O-(C4 a Cg)alkyle, -(C5 a Cy)cycloalkyle, -O-(C5 a C)cycloalkyle,
hydroxy-(C4 & Cg)alcoxy, -CN, -NR8R9, -(C=0)-R8, - (C=0)-NR8R?, -NR8-(C=0)-R?, -NR8-(C=0)-NR°R10,
-NRB8-(C=0)-0OR9, -NR8-S(0),-R9, -NR8-S(0),-NRR10, et -S(0),-R8 ;

R7 est choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogéne, (3) un groupe hydroxy, (4) un groupe - (C=0),,-O-(C,
a Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs substituants indépen-
damment choisis parmi les groupes R'!, (5) un groupe -O(C4_s)perfluoroalkyle, (6) un groupe
-(C=0),,-O1-(C5a Cg)cycloalkyle, ou le groupe cycloalkyle est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R'1, (7) un groupe -(C=0),,,-O-(C, & C4)alcényle,
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ou le groupe alcényle est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi les groupes R, (8) un groupe -(C=0),,-O-phényle ou -(C=0),,-O-naphtyle, ou le groupe
phényle ou naphtyle est non substitué ou substitué par un ou plusieurs substituants indépendamment
choisis parmi les groupes R11, (9) un groupe -(C=0),,,-O-hétérocyclyle, ou le groupe hétérocyclyle est non
substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes R11,
(10) un groupe -(C=0)-NR8R9, (11) un groupe -NR8R?, (12) un groupe -S(0),-NR8RSY, (13) un groupe
-S(0)¢R8, ot t vaut 0, 1 ou 2, (14) un groupe -CO,H, (15) un groupe -CN, et (16) un groupe -NO, ;

dans lesquels | vaut 0 ou 1 et m vaut O ou 1 ; lorsque | vaut 0 ou m vaut 0, une liaison chimique est présente
a la place de -Oj- ou -(C=0),,,-, et lorsque | vaut 0 et m vaut 0, une liaison chimique est présente a la place
de -(C=0)y-Or ;

R8, R9 et R10 représentent indépendamment un atome d’hydrogéne, un groupe alkyle en C; & Cg, alcényle en
C, a Cg, cycloalkyle en C5 a C4, ou aryle, qui est non substitué ou substitué par un ou plusieurs substituants
indépendamment choisis parmi un atome d’halogéne, un groupe hydroxy, alkyle en C4 & Cg, -O-(C, a Cg)alkyle,
cycloalkyle en C5 a Cy, et -O-(C5 a C;)cycloalkyle ; ou R8 forme un noyau de 4 a 7 chainons avec R® qui peut
contenir un atome d’azote, un atome d’oxygene, un atome de soufre ou une double liaison, ledit noyau de 4 a
7 chainons étant éventuellement substitué par 1 a 6 substituants indépendamment choisis dans le groupe
constitué par : (1) un atome d’hydrogene, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe alkyle
en C, & Cg, qui est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi
les groupes R, (5) un groupe cycloalkyle en C5 & Cg, qui est non substitué ou substitué par un ou plusieurs
substituants indépendamment choisis parmi les groupes R'", (6) un groupe -O-(C4 & Cg)alkyle, ou le groupe
alkyle est non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi les groupes
R, et (7) un groupe -O-(C5 & Cg)cycloalkyle, ol le groupe cycloalkyle est non substitué ou substitué par un
ou plusieurs substituants indépendamment choisis parmi les groupes R1%;

R11 est indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un groupe hydroxy, (3) un atome d’halogéne, (4) un groupe - (C, a Cg)alkyle,
qui estnon substitué ou substitué par un ou plusieurs atomes d’halogéne, (5) un groupe -(C3 a Cg)cycloalkyle,
(6) un groupe -O-(C, & Cg)alkyle, ou le groupe alkyle est non substitué ou substitué par un ou plusieurs
atomes d’halogéne, (7) un groupe -O(C=0)-(C, & Cg)alkyle, (8) un groupe -NH-(C,; & Cg)alkyle, (9) un
groupe phényle, (10) un groupe hétérocyclyle, (11) un groupe -CN, et (12) un groupe -Si((C4 a Cg)alkyle)s ;
ledit groupe aryle étant un noyau mono- ou bi-carbocyclique ou mono- ou bi-hétérocyclique qui peut contenir
0 a 4 hétéroatomes choisis parmi les hétéroatomes O, N et S ;

ou sel pharmaceutiquement acceptable de celui-ci.

Composé selon la revendication 5 :

R2 étant indépendamment choisi dans le groupe constitué par :

(1) un atome d’hydrogéne, (2) un atome d’halogene, (3) un groupe méthyle, et (4) un groupe méthoxy ;
pvalant 1;

R3 représentant un atome d’hydrogéne ;

R4 représentant un atome d’hydrogéne ou un groupe méthyle ;

RS étant choisi dans le groupe constitué par un groupe méthyle, éthyle, isopropyle, propyle, ou butyle qui est
non substitué ou substitué par un ou plusieurs substituants indépendamment choisis parmi un groupe hydroxy,
un groupe alkyle en C4 a Cg, un groupe cycloalkyle en C5 & C, un groupe -O-(C4 & Cg)alkyle, un groupe -CN,
et un groupe -NR8&-(C=0)-R® dans lequel chacun des groupes R® et R? a la méme signification que dans la
revendication 5 ;

ou sel pharmaceutiquement acceptable de celui-ci.

Composé selon la revendication 1 qui est choisi parmi :

N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
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N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy
ran-4-carboxamide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
N-(2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydro-2H-py-
ran-4-carboxamide ;

N-(2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl)acétamide ;
N-(2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
N-(2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydro-2H-py-
ran-4-carboxamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)oxazole-5-
carboxamide ;
1,1-diméthyl-3-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)urée ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)meéthyl)-2H-pyrazolo[4,3-c]pyridin-4-amine ;
(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)carbamate d’éthyle ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-fluoropyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-fluoropyridin-3-yl)meéthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-(2,2,2-trifluoroéthoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-(2,2,2-trifluoroéthoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydro-2H-py-
ran-4-carboxamide ;
N-(2-((5-fluoro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
N-(2-((5-fluoro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;

pyridin-3-yl
pyridin-3-yl
pyridin-3-yl
pyridin-3-yl

éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propionamide ;
éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydro-2H-py-

—_ — — —
= = = —
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N-(2-((5-fluoro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)nicotinamide ;
N-(2-((6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydro-2H-pyran-
4-carboxamide ;
3-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1,1-diméthylurée ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamide ;
N-(2-(4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-(4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-(1-(5-meéthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
(S)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(tétrahydrofuran-3-yl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-cyclopropyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4, 3-c]pyridine-4-
carboxamide ;
N-cyclobutyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(cyclopropylméthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)meéthyl)-N-((tétrahydro-2H-pyran-4-yl)méthyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide ;
N-(2-méthoxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-N-(1-hydroxypropan-2-yl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
N-(3-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propionamide ;
N-(3-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(1-(6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-(2-(6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
(S)-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydrofu-
ran-2-carboxamide ;
(S)-N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydrofuran-
2-carboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)nicotinamide ;
(R)-2-hydroxy-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
(S)-2-hydroxy-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)meéthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pyrrolidine-1-
carboxamide ;
1-acétyl-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pipéridine-
4-carboxamide ;
N-isopropyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
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N-isobutyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-éthoxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(cyanométhyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-((tétrahydrofuran-2-yl)méthyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide ;
N-(2-(diméthylamino)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(pyridin-3-ylméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-((5-méthyl-1,2,4-oxadiazol-3-yl)méthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyra-
zolo[4,3-c]pyridine-4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(pyridin-3-yl)-2H-pyrazolo[4, 3-c]pyridine-4-
carboxamide ;
(R)-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydrofu-
ran-2-carboxamide ;
(R)-N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydrofuran-
2-carboxamide ;
N-(3-méthoxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-((1-hydroxycyclohexyl)méthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4, 3-
c]pyridine-4-carboxamide ;
N-(6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propionamide ;
N-(6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
2-hydroxy-2-méthyl-N-(6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide ;
N-(7-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propionamide ;
N-(7-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
1-isobutyryl-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pipéri-
dine-4-carboxamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-1-(méthylsulfo-
nyl)pipéridine-4-carboxamide ;
(S)-1-acétyl-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pyrro-
lidine-2-carboxamide ;
(R)-1-acétyl-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4, 3-c]pyridin-4-yl) pyrro-
lidine-2-carboxamide ;
N-méthyl-N-(2-((2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)ami-
no)-2-oxoéthyl)acétamide ;
(S)-2-méthoxy-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
(S)-N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-
méthoxypropanamide ;
(R)-N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-
hydroxypropanamide ;
(S)-N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-
hydroxypropanamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
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N-cyclopropyl-2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(cyclopropylméthyl)-2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-(diméthylamino)éthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-morpholinoéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-2-
yl)acétamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acétamide ;
N-isopropyl-2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-cyclopropyl-2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(cyclopropylméthyl)-2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acétamide ;
N-(cyanomeéthyl)-2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-cyanopropan-2-yl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(2-hydroxy-2-méthylpropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
N-(3-(diméthylamino)propyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-aminoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)meéthyl)-N-(oxétan-3-yl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((4-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((4-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acétamide ;
2-(pyridin-4-yl)-N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acétamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-hydroxyéthyl)-2-((5-méthyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((4-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;

N-méthyl-2-((5-méthyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
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N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(2-méthylthia-
zol-4-yl)acétamide ;
N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-3-
yl)acétamide ;
N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-(pyridin-4-
yl)acétamide ;
2-(3,5-diméthylisoxazol-4-yl)-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)acétamide ;
N-isopropyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-hydroxy-2-méthyl-N-(2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
N-méthyl-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-amino-2-oxoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-(méthylsulfonamido)éthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide ;
N-isopropyl-2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-(2-hydroxyéthoxy)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-éthyl-2-((5-fluoro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-fluoro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-(4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-N-(1-amino-1-oxopropan-2-yl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-(méthylamino)-2-oxoéthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(3-amino-3-oxopropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(3-hydroxy-2,2-diméthylpropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(4-hydroxybutyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-acétamidopropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-(méthylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-isopropyl-2-((6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
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N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-(4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(3-hydroxypropyl)-2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-fluoro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(3-hydroxypropyl)-2-((6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
(S)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
(R)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-isopropyl-2-((1-(5-(trifluorométhyl)pyridin-2-yl)-1H-pyrazol-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-hydroxyéthyl)-2-((1-(5-(trifluorométhyl) pyridin-2-yl)-1H-pyrazol-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(3-hydroxypropyl)-2-((1-(5-(trifluorométhyl)pyridin-2-yl)-1H-pyrazol-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-méthyl-2-((1-(5-(trifluorométhyl)pyridin-2-yl)-1H-pyrazol-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((1-(5-(trifluorométhyl)pyridin-2-yl)-1H-pyrazol-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
(S)-N-(1-hydroxypropan-2-yl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-cyanoéthyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-amino-2-oxoéthyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(2-méthoxyéthyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
N-(2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide ;
N-(2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
N-méthyl-2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-méthyl-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-

272



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;

2-(2-((3-chloro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(2-((3-chloro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-éthyl-2H-pyrazolo[4, 3-c]pyridine-4-carboxamide ;
2-(2-((3-chloro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

2-(2-((3-chloro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

2-(2-((3-chloro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-méthyl-2-((5-méthyl-2-phényl-2H-1,2,3-triazol-4-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-méthoxyéthyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-hydroxy-2-méthyl-N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;

N-(2-((5-méthyl-2-phényl-2H-1,2,3-triazol-4-yl)méthyl)-2H-pyrazolo[4,3-c] pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N,6-diméthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-((2,2,2-trifluoroéthyl)amino)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-((2,2,2-trifluoroéthyl)amino)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-((2,2,2-trifluoroéthyl)amino)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-((2,2,2-trifluoroéthyl)amino)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-éthyl-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((2-(2,2,2-trifluoroéthoxy)pyridin-4-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((5-phényl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-méthyl-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-isopropyl-2-((2-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;

274



10

15

20

25

30

35

40

45

50

55

EP 2 914 597 B1

2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-N-(3-(méthylsulfonyl)propyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
N-méthyl-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(4-((2,2,2-trifluoroéthoxy)méthyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(4-((2,2,2-trifluoroéthoxy)méthyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-(4-((2,2,2-trifluoroéthoxy)méthyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-(méthylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-éthyl-2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-hydroxyéthyl)-2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-(2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-hydroxy-2-méthyl-N-(2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide ;
N-(2-(2-((3-fluoro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;

N-(2-(2-((3-fluoro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-méthyl-2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-(2-((3-fluoro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(2-((3-fluoro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
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2-(2-((3-fluoro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-hydroxyéthyl)-2-(4-(1,1,2,2-tétrafluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(4-(1,1,2,2-tétrafluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
N-(2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-(2-((5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-acétamidoéthyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-méthyl-2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(R)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-méthyl-2-(4-(1,1,2,2-tétrafluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-(4-(1,1,2,2-tétrafluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-méthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide ;
N-((S)-2-hydroxypropyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-méthyl-2-((5-méthyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-hydroxyéthyl)-2-((5-méthyl-6-(3,3, 3-trifluoropropyl)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-méthyl-2-((4-méthyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((4-méthyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(S)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(R)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(S)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
(R)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
(S)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
N-(2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c] pyri-
din-4-yl)propanamide ;
N-méthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;

N-(2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;

N-(2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
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2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-(2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-méthyl-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-hydroxy-2-méthyl-N-(2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
2-hydroxy-2-méthyl-N-(2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide ;
2-hydroxy-2-méthyl-N-(2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide ;
N-(2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-propionamidoéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
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N-(2-isobutyramidoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(2-(cyclopropanecarboxamido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide ;
(2-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxami-
do)éthyl)carbamate d’éthyle ;
N-(2-benzamidoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-(2-hydroxy-2-méthylpropanamido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-py-
razolo[4,3-c]pyridine-4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-(N-méthylacétamido)éthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-butyramidoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-(cyclobutanecarboxamido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide ;
N-(2-(cyclohexanecarboxamido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazo-
lo[4,3-c]pyridine-4-carboxamide ;
N-(2-(3-éthyluréido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl
N-(2-acétamidoéthyl
N-(2-acétamidoéthyl
N-(2-acétamidoéthyl
carboxamide ;
N-(2-acétamidoéthyl)-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-hydroxy-2-méthyl-N-(2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-(picolinamido)éthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-(nicotinamido)éthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(2-(isonicotinamido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-(1-hydroxycyclohexanecarboxamido)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-
pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-(3-chloro-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-hydroxy-2-méthyl-N-(2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide ;
N-(2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-méthyl-2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-

-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
-2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
-2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
-2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
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ne-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(3-hydroxypropyl)-2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-méthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-ylyméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-(4-(1,1,2,2-tétrafluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((6-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-(2-((4-méthyl-5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
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2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
(R)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
(S)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
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(R)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2,3-dihydroxypropyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(2-cyanoéthyl)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)cyclopropanecarboxamide ;
N-(2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)oxazole-5-car-
boxamide 11 ;
2-hydroxy-2-méthyl-N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
(S)-2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-2-(3-(2,2-difluoroéthoxy)-4-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-2-(3-(2,2-difluoroéthoxy)-4-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(3-(2,2-difluoroéthoxy)-4-méthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
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2-(3-(2,2-difluoroéthoxy)-4-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-(4-(difluorométhoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
(R)-2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
(S)-2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
et

2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;

ou sel pharmaceutiquement acceptable de celui-ci.

Composé selon la revendication 7 qui est choisi parmi :

N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)acétamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)tétrahydro-2H-py-
ran-4-carboxamide ;
N-(2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)pivalamide ;
N-éthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-méthoxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-propyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-(diméthylamino)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
2-hydroxy-2-méthyl-N-(6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridin-4-yl)propanamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-hydroxyéthyl)-2-((5-méthyl-6-(3,3, 3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
N-isopropyl-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-méthyl-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((6-(2,2-difluoroéthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-éthyl-2-((5-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-(2-hydroxyéthoxy)éthyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2-difluoroéthoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((6-(2,2,3,3,3-pentafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(4-hydroxybutyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-acétamidopropyl)-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-(méthylsulfonamido)propyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4, 3-c]pyridi-
ne-4-carboxamide ;
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2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(3-hydroxypropyl)-2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-ylyméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((2-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
(R)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((1-(5-(trifluorométhyl)pyridin-2-yl)-1H-pyrazol-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-éthyl-2-((1-(5-(trifluorométhyl)pyridin-2-yl)-1H-pyrazol-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-cyanoéthyl)-2-((4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-((5-méthyl-6-(2-(2,2,2-trifluoroéthoxy)éthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((2-méthoxy-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-isopropyl-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(2-(4-(trifluorométhyl)phénoxy)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;

2-(2-((3-chloro-5-(trifluorométhyl) pyridin-2-yl)oxy)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
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2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-cyclopropyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((6-méthyl-5-(2,2,2-trifluoroéthoxy)pyrazin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-(2-(1-(5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N,6-diméthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-((2,2,2-trifluoroéthyl)amino)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-((2,2,2-trifluoroéthyl)amino)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)yméthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-(4-chloro-1H-pyrazol-1-yl)-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-
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4-carboxamide ;
N-éthyl-2-((6-(4-fluorophénoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-6-méthyl-2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
2-((5-méthyl-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)yméthyl)-N-(3-(méthylsulfonyl)propyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
N-méthyl-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((1-(2,2,2-trifluoroéthoxy)isoquinolin-4-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((5-méthyl-6-((2,2,2-trifluoroéthoxy)méthyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)isobutyramide ;
2-((5-méthyl-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-(3-(méthylsulfonyl)propyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(3-hydroxypropyl)-2-((1-méthyl-5-(trifluorométhoxy)-1H-indol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
N-(2-hydroxyéthyl)-2-(3-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-éthyl-2-((5-(2,2,3,3,3-pentafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoroéthoxy)-4-méthylpyridin-2-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
N-(2-((5-(2,2,3,3-tétrafluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
N-(2-acétamidoéthyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(S)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(S)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(3-hydroxypropyl)-2-(3-(trifluorométhyl)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
(R)-N-(2-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(R)-N-(2,3-dihydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(3-chloro-4-(2,2-difluoroéthoxy)benzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-(4-(1,1,2,2-tétrafluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2,2-trifluoroéthoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-méthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-hydroxyéthyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
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N-(3-hydroxypropyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-((S)-2-hydroxypropyl)-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
N-méthyl-2-((5-méthyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-éthyl-2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-isopropyl-2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-hydroxyéthyl)-2-((5-méthyl-6-(3,3, 3-trifluoropropyl)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(3,3,3-trifluoropropyl)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-méthyl-2-((4-méthyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-ylyméthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-hydroxyéthyl)-2-((4-méthyl-5-(3,3, 3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-
4-carboxamide ;
2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
(S)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(R)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]py-
ridine-4-carboxamide ;
(S)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-N-(1-hydroxypropan-2-yl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((5-chloro-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridi-
ne-4-carboxamide ;
N-(2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-hydroxy-2-méthyl-N-(2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
din-4-yl)propanamide ;
N-méthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

N-(2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;

N-(2-((5-méthyl-6-(3,3,3-trifluoropropyl) pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)cyclopropanecarboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(2,2-difluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-isopropyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-N-(1-hydroxypropan-2-yl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridin-3-yl)méthyl)-2H-pyrazolo[4,3-
c]pyridine-4-carboxamide ;
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2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(3,3,3-trifluoropropoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-éthyl-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[d]imidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((1-méthyl-5-(trifluorométhyl)-1H-benzo[dlimidazol-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
2-hydroxy-2-méthyl-N-(2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
2-hydroxy-2-méthyl-N-(2-(3-méthyl-4-(trifluorométhoxy)benzyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)propanamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-(cyclopropylméthoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-acétamidoéthyl)-2-(3-méthyl-4-(2,2,2-trifluoroéthoxy)benzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-hydroxy-2-méthyl-N-(2-((4-méthyl-5-(3,3,3-trifluoropropoxy)pyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-
yl)propanamide ;
N-éthyl-2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-(1-(4-méthyl-5-(2,2,2-trifluoroéthoxy)pyridin-2-yl)éthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-chloro-6-(cyclopropylméthoxy)pyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-((4-fluorobenzyl)oxy)-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
N-(2-acétamidoéthyl)-2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((6-cyclobutoxy-5-méthylpyridin-3-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)-2-hydroxy-2-
méthylpropanamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(cyclopropylméthoxy)-4-méthylpyridin-2-yl)yméthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-méthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
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carboxamide ;
N-éthyl-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(3-hydroxypropyl)-2-((5-méthyl-6-(2,2,3,3-tétrafluoropropoxy)pyridazin-3-yl)yméthyl)-2H-pyrazolo[4,3-c]pyri-
dine-4-carboxamide ;
N-(2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-2H-pyrazolo[4,3-c]pyridin-4-yl)isobutyramide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-((5-(2,2-difluoropropoxy)-4-méthylpyridin-2-yl)méthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
N-(2-cyanoéthyl)-2-((6-(2,2-difluoropropoxy)-5-méthylpyridin-3-yl)méthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-méthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-éthyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
(R)-2-(4-(2,2-difluoroéthoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-((R)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(R)-2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
(S)-2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-((S)-2-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-(2-hydroxyéthyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoroéthoxy)-3-méthylphényl)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(4-(2,2-difluoroéthoxy)-3,5-diméthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;
2-(1-(4-(2,2-difluoropropoxy)-3-méthylphényl)éthyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-
carboxamide ;

2-(4-(2,2-difluoropropoxy)-3-méthylbenzyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;
2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-(3-hydroxypropyl)-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ; et
2-(4-(difluorométhoxy)-3-méthylbenzyl)-N-isopropyl-2H-pyrazolo[4,3-c]pyridine-4-carboxamide ;

ou sel pharmaceutiquement acceptable de celui-ci.

9. Composition pharmaceutique comprenant un composé ou un sel pharmaceutiquement acceptable de celui-ci selon
'une quelconque des revendications 1 a 8 et un véhicule pharmaceutiquement acceptable.
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Composition pharmaceutique selon la revendication 9, comprenant en outre un autre agent pharmacologiquement
actif.

Composé ou sel pharmaceutiquement acceptable de celui-ci selon 'une quelconque des revendications 1 a 8 pour
utilisation dans le traitement d’'un animal, notamment 'homme, d’un état ou d’'un trouble choisi dans le groupe
constitué par : une douleur, une douleur aigué, une douleur chronique, une douleur neuropathique, une douleur
inflammatoire, une douleur viscérale, une douleur nociceptive, la sclérose en plaques, un trouble neurodégénératif,
le syndrome du célon irritable, I'ostéoarthrite, la polyarthrite rhumatoide, des troubles neuropathologiques, des
troubles intestinaux fonctionnels, des troubles intestinaux inflammatoires, une douleur associée ala dysménorrhée,
une douleur pelvienne, la cystite, la pancréatite, la migraine, les céphalées en salve et de tension, une neuropathie
diabétique, une douleur neuropathique périphérique, une sciatique, une fiboromyalgie, la maladie de Crohn, I'épilepsie
ou des états épileptiques, une dépression bipolaire, les tachyarythmies, un trouble de ’humeur, un trouble bipolaire,
des troubles psychiatriques tels que I'anxiété et la dépression, la myotonie, I'arythmie, des troubles moteurs, des
troubles neuroendocriniens, I'ataxie, I'incontinence, une douleur viscérale, une névralgie du trijumeau, une névralgie
herpétique, une névralgie générale, une névralgie post-herpétique, une douleur radiculaire, une sciatique, une
douleur dorsale, une douleur cranienne ou cervicale, une douleur grave ou irréductible, une douleur paroxystique,
une douleur postopératoire, un accident vasculaire cérébral, une douleur provoquée par un cancer, un trouble
convulsif, une causalgie et une douleur chimio-induite ; et des combinaisons de ceux-ci.

Procédé de préparation d’'une composition pharmaceutique comprenant le mélange d’'un composé ou d’un sel

pharmaceutiquement acceptable de celui-ci selon I'une quelconque des revendications 1 a 8 et d’'un véhicule ou
excipient pharmaceutiquement acceptable.
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