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Abstract

Compounds represented by formula (I) and pharmacologically acceptable salts thereof:

H
N 0
N[ N4 R
N 2
0 12~
N—NH L0 =
5 1
L1 R1 R
Si”
R3/ R*

for use as CDK?7 inhibitors, and which compounds may be useful in the treatment or prevention

5  of cancers or inflammatory disecases.
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DESCRIPTION

Title of Invention

SUBSTITUTED DIHYDROPYRROLOPYRAZOLE COMPOUND
Technical Field

[0001] The present invention relates to a  substituted
dihydropyrrolopyrazole compound or a pharmacologically acceptable
salt thereof which has excellent CDK7 inhibitory activity and is useful
as a medicament (e.g., a medicament for the treatment or prevention of
cancers or inflammatory diseases), or a prodrug thereof.

Background Art

[0002] CDKs (cyclin-dependent kinases) are cell growth control factors
that are involved in entry to DNA synthesis (S phase) of the cell cycle
and a mitotic phase (M phase), etc., and many types of CDKSs are
known. Also, the activation of CDK is controlled in multiple stages
through the phosphorylation or dephosphorylation of the threonine
residue of active loop (T loop) in its three-dimensional structure.

When the particular threonine residue of CDK is phosphorylated, it
forms a complex with a particular cyclin and is activated. This
complex, which is important for cell cycle control, includes CDKI1,
CDK2/cyclin A, CDK1/cyclins B1 to B3 and CDK2, CDK4, CDK35,
CDK6/cyclin D1 to D3, and CDK2/cyclin E, which are respectively
involved in the particular periods of the cell cycle. CDK7 forms a

CDK -activating kinase (CAK) together with cyclin H and MATT1 in
metazoans and participates in the phosphorylation of CDKs (e.g., CDK1,
CDK?2, CDK4, and CDK6) necessary for the progression of the cell
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cycle (see Non Patent Literature 1).

[0003] Cell overgrowth by the abnormal activation of CDKs is a
common feature in many cancers, and it is known that this is associated
with a loss of checkpoint functions involved in the cell cycle control of
cancer cells (see Non Patent Literature 2). Also, CDKs are known to
have functions other than cell cycle control, and CDK7 is known to
promote the binding of RNA polymerase 11 (RNAPII) to DNA and
elongation thereof to positively control the transcription through the
phosphorylation of serine in the COOH-terminal domain of the RNAPII
(see Non Patent Literature 3).

[0004] CDK7 inhibitors exhibit effects in cell growth tests of various
cancer cells and cancer-bearing mouse models, and the inhibition is
expected to be useful as anticancer agents (see Non Patent Literatures 4
and 5).

[0005] Furthermore, it has been reported that in collagen-induced
rheumatism mouse models, amelioration of clinical scores or tissue
damage, decrease in the levels of inflammation-induced cytokines such
as IL-6, IL-1B, and IL-17, and anti-CII-IgG2a., and decrease in the
proportion of Th17 cells are attained by inhibiting CDK7 (see Non
Patent Literature 6).

[0006] The CDK?7 inhibitors, which play an important role in the
progression of the cell cycle, are further expected to also have effects on
the suppression of infection by viruses such as HIV, EBV, and HCV, and
cardiomegaly (see Non Patent Literatures 7 and 8). Examples of
diseases for which the CDK7 inhibitors seem to be useful, in addition to

those described above, include autoimmune diseases typified by
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psoriasis and multiple sclerosis, neurodegenerative diseases typified by
Alzheimer's disease, etc., allergic diseases typified by atopic dermatitis,
etc., chronic respiratory diseases typified by chronic obstructive
pulmonary disease (COPD), etc., and fibrosis typified by idiopathic
pulmonary fibrosis, etc. (see Non Patent Literatures 9 to 11 and Non
Patent Literatures 16 to 18).

[0007] Although the development of many CDK inhibitors is currently
underway, there are not many compounds having an excellent CDK7
inhibitory effect (see Non Patent Literature 15).
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Summary of Invention

Technical Problem

[0010] The present inventors have conducted studies on novel
substituted dihydropyrrolopyrazole compounds with the aim of
developing excellent CDK7 inhibitors and completed the present
invention by finding that a novel substituted dihydropyrrolopyrazole
compound having a particular structure or a pharmacologically
acceptable salt thereof has excellent CDK?7 inhibitory activity and is
useful as a medicament (e.g., a medicament for the treatment or
prevention of cancers or inflammatory diseases), and further finding
even a compound that can serve as a prodrug of the compound.

[0011] Patent Literatures 1 to 9 and Non Patent Literatures 12 to 14
describe a compound having a
6,6-dimethyl-4,6-dihydropyrrolo[3.,4-c]pyrazole skeleton, but do not
disclose the compound according to the present invention or the
pharmacologically acceptable salt thereof.

[0012] As  compounds inhibiting CDK?7, pyrazolopyrimidine

derivatives are disclosed in Patent Literature 10, pyrazolotriazine
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derivatives are disclosed in Patent Literatures 11 and 12, phenyl
derivatives are disclosed in Patent Literature 13 and Non Patent
Literature 4, and heterocyclic compounds are disclosed in Patent
Literatures 14 to 20; however, a compound having a
4,6-dihydropyrrolo[3,4-c]pyrazole skeleton is not disclosed.

Solution to Problem

[0013] The present invention provides a novel substituted
dihydropyrrolopyrazole compound or a pharmacologically acceptable
salt thereof which has excellent CDK7 inhibitory activity, or a prodrug
thereof;

a pharmaceutical composition, preferably a pharmaceutical composition
for the treatment or prevention of cancers, inflammatory diseases (e.g.,
autoimmune diseases), infection by viruses (HIV, EBV, HCV, etc.),
neurodegenerative diseases (e.g., Alzheimer's disease), allergic diseases
(e.g., atopic dermatitis), chronic respiratory diseases (e.g., chronic
obstructive pulmonary disease (COPD)), fibrosis (e.g., idiopathic
pulmonary fibrosis), circulatory diseases such as cardiomegaly, or
impotence, comprising the substituted dihydropyrrolopyrazole
compound or the pharmacologically acceptable salt thereof, or the
prodrug thereof as an active ingredient;

use of the substituted dihydropyrrolopyrazole compound or the
pharmacologically acceptable salt thereof, or the prodrug thereof for the
production of a pharmaceutical composition for the treatment or
prevention (preferably, treatment) of diseases (preferably, the diseases
described above);

a method for treating or preventing (preferably, treating) diseases
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(preferably, the diseases described above) by administering a
pharmaceutically effective amount of the substituted
dihydropyrrolopyrazole compound or the pharmacologically acceptable
salt thereof, or the prodrug thereof to a warm-blooded animal
(preferably, a human); and a method for producing the substituted
dihydropyrrolopyrazole compound or the pharmacologically acceptable
salt thereof, or the prodrug thereof, or an intermediate thereof.

Examples of the cancers include urinary bladder cancer, breast
cancer, large intestine cancer (e.g., colorectal cancer, for example, colon
adenocarcinoma and colon adenoma), gastrointestinal stromal tumor,
kidney cancer, epidermal cancer, liver cancer, lung cancer (e.g.,
adenocarcinoma, small-cell lung cancer, and non-small cell lung
cancer), esophageal cancer, gallbladder cancer, ovary cancer, pancreatic
cancer (e.g., exocrine pancreatic tumor), gastric cancer, cervical cancer,
endometrial cancer, thyroid gland cancer, cancer of the nose, head and
neck cancer, prostate cancer, skin cancer (e.g., squamous cell cancer),
hematopoietic organ tumors of the lymphatic system (e.g., leukemia,
acute lymphatic leukemia, chronic lymphatic leukemia, B cell
lymphoma (e.g., diffuse large B cell lymphoma), T cell lymphoma,
multiple myeloma, Hodgkin's lymphoma, non-Hodgkin's lymphoma,
hairy cell lymphoma, and Burkitt's lymphoma), hematopoietic organ
tumors of the myeloid system (e.g., acute or chronic myeloid leukemia,
myelodysplastic syndrome, and promyelocytic leukemia), follicular
carcinoma of thyroid, mesenchymal tumors (e.g., fibrosarcoma, Ewing's
sarcoma, and rhabdomyosarcoma), tumors of the central or peripheral

nervous system (e.g., astrocytoma, neuroblastoma, glioma, brain tumor,
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and schwannoma), melanoma, seminoma, teratoma, osteosarcoma,
xeroderma pigmentosum, keratoacanthoma, follicular carcinoma of
thyroid, and Kaposi's sarcoma.

Examples of the autoimmune diseases include muitiple
sclerosis, Guillain-Barre syndrome, myasthenia gravis, chronic atrophic
gastritis, autoimmune hepatitis, primary biliary cirrhosis, ulcerative
colitis, Crohn's disease, primary sclerosing cholangitis, autoimmune
pancreatitis, aortitis syndrome, Goodpasture's syndrome, rapidly
progressive glomerulonephritis, megaloblastic anemia, autoimmune
hemolytic anemia, autoimmune neutropenia, idiopathic
thrombocytopenic purpura, Graves' disease, Hashimoto disease, primary
hypothyroidism, idiopathic Addison's disease, type 1 diabetes mellitus,
circumscribed scleroderma, epidermolysis bullosa acquisita, vitiligo
vulgaris, autoimmune optic neuropathy, autoimmune inner ear disorder,
idiopathic  azoospermia, rheumatoid arthritis, systemic lupus
erythematosus, drug-induced lupus erythematosus, Sjogren's syndrome,
polymyositis, psoriasis, dermatomyositis, scleroderma, vasculitis
syndrome, mixed connective-tissue disease, and inflammatory bowel
disease. In this context, the inflammatory bowel disease (IBD) is a
generic name for diseases that cause chronic inflammation or ulcer in
the large intestinal or small intestinal mucosa, and examples thereof
include Crohn disease and ulcerative colitis.

[0014] In one aspect, the present invention provides the following [1] to
[24]:
[1] A compound represented by formula (I) or a pharmacologically

acceptable salt thereof:
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[Chemical Formula 1]

N o
" 4
N | N—(Lz R

N—NH L*-0
RS (D)

wherein

L' is an optionally substituted linear or branched C,. alkylene
group, an optionally substituted linear or branched C,, alkenylene
group, an optionally substituted linear or branched C,¢ alkynylene
group, an optionally substituted Cs;¢ cycloalkylene group, or an
optionally substituted C;6 cycloalkenylene group,

L? is a single bond, an oxygen atom, an optionally substituted
nitrogen atom, an optionally substituted linear or branched C,.¢ alkylene
group, an optionally substituted linear or branched C, alkenylene
group, an optionally substituted linear or branched C,, alkynylene
group, an optionally substituted Cs, cycloalkylene group, or an
optionally substituted C;_¢ cycloalkenylene group,

1% is a single bond, an optionally substituted linear or branched
C, alkylene group, an optionally substituted linear or branched C,.
alkenylene group, an optionally substituted linear or branched C,,
alkynylene group, an optionally substituted C;.¢ cycloalkylene group, or
an optionally substituted Cs¢ cycloalkenylene group,

R', R?, and R? are each independently an optionally substituted
linear or branched C,.4 alkyl group, an optionally substituted linear or

branched C,, alkenyl group, an optionally substituted linear or
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branched C».4+ alkynyl group, an optionally substituted Ce.10 aryl group, or an optionally
substituted heterocyclic group,

R*is a hydrogen atom, an optionally substituted linear or branched Ci-s alkyl group, an
optionally substituted linear or branched C»¢ alkenyl group, an optionally substituted linear or
branched C,6 alkynyl group, an optionally substituted Css cycloalkyl group, an optionally
substituted Cs.¢ cycloalkenyl group, an optionally substituted Cs.10 aryl group, or an optionally
substituted heterocyclic group, and

R’ is a hydrogen atom, an optionally substituted linear or branched Ci.16 alkyl group, an
optionally substituted linear or branched C».16 alkenyl group, an optionally substituted linear or
branched C.16 alkynyl group, an optionally substituted Cs¢ cycloalkyl group, an optionally
substituted Cs.¢ cycloalkenyl group, an optionally substituted Cs.10 aryl group, or an optionally
substituted heterocyclic group.

In some embodiments, there is more particularly provided a compound represented by
formula (I) or a pharmacologically acceptable salt thereof:

N 0
N | N4L2_<R4

O\\,,NH L3-0
RS (D)

wherein

L! is a linear or branched C1.s alkylene group or a Cs cycloalkylene group;

L? is a single bond, an oxygen atom, a nitrogen atom which is optionally substituted with a
Ci-6 alkyl group, or a linear or branched C1 alkylene group;

L?is:

Q)] a single bond,

(i)  alinear or branched Ci.6 alkylene group which is optionally substituted with
one or more substituents selected from the group consisting of a halogen
atom, an oxo group, and a Cs.10 aryl group,

(iii))  alinear or branched C».6 alkynylene group,

(iv)  a Css cycloalkylene group,

(v)  agroup represented by formula (M-2):

TR

4

10

Date Rec¢ue/Date Received 2022-04-12
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(vi)

a group represented by formula (N1):

ey

>

R!, R2 and R? are each independently a linear or branched Ci4 alkyl group;

R*is

R’is:

@
(ii)

(iif)
@iv)

V)

)
(ii)

a hydrogen atom,

a linear or branched Ci.¢ alkyl group which is optionally substituted with
one or more substituents selected from the group consisting of a Ce-10 aryl
group, a Cr.1» aralkyloxy group, a hydroxy group, a linear or branched Ci.¢
alkoxy group, a di-(Cis alkyl)amino group, and a non-aromatic
heterocyclic group selected from the group consisting of a pyrrolidinyl
group, a piperidinyl group, a piperazinyl group, a morpholinyl group, and a
thiomorpholinyl group and which is optionally further substituted with one
or more halogen atoms,

a Cs.s cycloalkyl group

a Cea0 aryl group which is optionally substituted with one or more
substituents selected from the group consisting of a halogen atom, a linear
or branched Ci.s alkyl group, and a methylenedioxy group, or

an aromatic heterocyclic group selected from the group consisting of a
pyridyl group, a thienyl group, a pyrimidine group, a pyridazine group, a
pyrazine group, a triazine group, a pyrrole group, an imidazole group, a
pyrazole group, an indole group, an indazole group, a furan group, a
benzofuran group, a benzothiophene group, a thiazole group, an
isothiazole group, an oxazole group, an isoxazole group, and an oxadiazole

group, and

a hydrogen atom,

a linear or branched Ci.16 alkyl group which is optionally substituted with
one or more substituents selected from the group consisting of a linear or
branched Ci.s alkoxy group, a halogen atom, an oxo group, a Ce.10 aryl

group, a carboxy group, a Ce-10 alkanoyloxy group where -O-R® forms an

10a
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ester bond, or a substituent containing an oxygen atom where O-R> forms
an acetal group,
(iii) a Cs.s cycloalkyl group,
(iv) a Ce.10 aryl group which is optionally substituted with a halogen atom, or
W) an aromatic heterocyclic group selected from the group consisting of a
pyridyl group, a thienyl group, a pyrimidine group, a pyridazine group, a
pyrazine group, a triazine group, a pyrrole group, an imidazole group, a
pyrazole group, an indole group, an indazole group, a furan group, a
benzofuran group, a benzothiophene group, a thiazole group, an
isothiazole group, an oxazole group, an isoxazole group, and an oxadiazole
group.
[2] The compound or a pharmacologically acceptable salt thereof according to [1], wherein
L! is an optionally substituted linear or branched C.¢ alkylene group or an optionally substituted
Cs.6 cycloalkylene group.
[3] A compound represented by formula (IT) or a pharmacologically
acceptable salt thereof:
[Chemical Formula 2]

10b
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wherein

L? is a single bond, an oxygen atom, an optionally substituted
nitrogen atom, an optionally substituted linear or branched C, alkylene
group, an optionally substituted linear or branched C,s alkenylene
group, an optionally substituted linear or branched C,, alkynylene
group, an optionally substituted Cs cycloalkylene group, or an
optionally substituted C;_¢ cycloalkenylene group,

L? is a single bond, an optionally substituted linear or branched
C1.s alkylene group, an optionally substituted linear or branched C,s
alkenylene group, an optionally substituted linear or branched C,s
alkynylene group, an optionally substituted Cs;.¢ cycloalkylene group, or
an optionally substituted Cs.¢ cycloalkenylene group,

R!, R? and R® are each independently an optionally substituted
linear or branched C,4 alkyl group, an optionally substituted linear or
branched C,, alkenyl group, an optionally substituted linear or
branched C,.4 alkynyl group, an optionally substituted Ce.1o aryl group,
or an optionally substituted heterocyclic group,

R* is a hydrogen atom, an optionally substituted linear or
branched C, alkyl group, an optionally substituted linear or branched
C,¢ alkenyl group, an optionally substituted linear or branched C,¢
alkynyl group, an optionally substituted Cs.s cycloalkyl group, an
optionally substituted C;.¢ cycloalkenyl group, an optionally substituted
Ce.10 aryl group, or an optionally substituted heterocyclic group, and

R’ is a hydrogen atom, an optionally substituted linear or
branched C,.i¢ alkyl group, an optionally substituted linear or branched

C,.16 alkenyl group, an optionally substituted linear or branched C,.;¢

11
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alkynyl group, an optionally substituted Css cycloalkyl group, an
optionally substituted C;.¢ cycloalkenyl group, an optionally substituted
Cs.10 aryl group, or an optionally substituted heterocyclic group.

[4] The compound or a pharmacologically acceptable salt thereof
according to [3], wherein R', R% and R® are each independently an
optionally substituted linear or branched C;_4 alkyl group.

[5] A compound represented by formula (III) or a
pharmacologically acceptable salt thereof:

[Chemical Formula 3]

H
N o)
N [ N4 R
2
o 12~
NH L3-0
RS (1rri1)
_R!
Si—

AN
Rs/ R2

wherein

L? is a single bond, an oxygen atom, an optionally substituted
nitrogen atom, an optionally substituted linear or branched C,. alkylene
group, an optionally substituted linear or branched C,, alkenylene
group, an optionally substituted linear or branched C, alkynylene
group, an optionally substituted C;s cycloalkylene group, or an
optionally substituted C;¢ cycloalkenylene group,

L’ is a single bond, an optionally substituted linear or branched
Ci6 alkylene group, an optionally substituted linear or branched C,.
alkenylene group, an optionally substituted linear or branched C,g
alkynylene group, an optionally substituted C;¢ cycloalkylene group, or

an optionally substituted C;_¢ cycloalkenylene group,

12
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R!, R% and R? are each independently an optionally substituted
linear or branched C,4 alkyl group, an optionally substituted linear or
branched C,. alkenyl group, an optionally substituted linear or
branched C,., alkynyl group, an optionally substituted Ce.1o aryl group,
or an optionally substituted heterocyclic group,

R* is a hydrogen atom, an optionally substituted linear or
branched Ci¢ alkyl group, an optionally substituted linear or branched
C,.¢ alkenyl group, an optionally substituted linear or branched C,.¢
alkynyl group, an optionally substituted Cs¢ cycloalkyl group, an
optionally substituted C;.¢ cycloalkenyl group, an optionally substituted
Ce.10 aryl group, or an optionally substituted heterocyclic group, and

R’ is a hydrogen atom, an optionally substituted linear or
branched C;.;¢ alkyl group, an optionally substituted linear or branched
C..16 alkenyl group, an optionally substituted linear or branched C; ;6
alkynyl group, an optionally substituted Cs., cycloalkyl group, an
optionally substituted Cs ¢ cycloalkenyl group, an optionally substituted
Ce.10 aryl group, or an optionally substituted heterocyclic group.

[6] The compound or a pharmacologically acceptable salt thereof
according to [5], wherein R', R?, and R’ are each independently an
optionally substituted linear or branched C,_4 alkyl group.

[7] A compound represented by formula (IV) or a
pharmacologically acceptable salt thereof:

[Chemical Formula 4]

13
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RS {1IV)

H
N o
N [[ N4 R
N 12
Q 3
z.,NH L3-0
1
7
3 R?

wherein

L? is a single bond, an oxygen atom, an optionally substituted
nitrogen atom, an optionally substituted linear or branched C.¢ alkylene
group, an optionally substituted linear or branched C, alkenylene
group, an optionally substituted linear or branched C,¢ alkynylene
group, an optionally substituted Cs; cycloalkylene group, or an
optionally substituted Cs.¢ cycloalkenylene group,

L? is a single bond, an optionally substituted linear or branched
Cy.6 alkylene group, an optionally substituted linear or branched C,,
alkenylene group, an optionally substituted linear or branched C,g
alkynylene group, an optionally substituted Cs.¢ cycloalkylene group, or
an optionally substituted C;.¢ cycloalkenylene group,

R!, R? and R? are each independently an optionally substituted
linear or branched C,, alkyl group, an optionally substituted linear or
branched C,4 alkenyl group, an optionally substituted linear or
branched C,4 alkynyl group, an optionally substituted Cq.;o aryl group,
or an optionally substituted heterocyclic group,

R* is a hydrogen atom, an optionally substituted linear or
branched C,¢ alkyl group, an optionally substituted linear or branched
C,.s alkenyl group, an optionally substituted linear or branched C,,

alkynyl group, an optionally substituted C;, cycloalkyl group, an

14
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optionally substituted Cs.¢ cycloalkenyl group, an optionally substituted
Ce-10 aryl group, or an optionally substituted heterocyclic group, and

R’ is a hydrogen atom, an optionally substituted linear or
branched C,.;¢ alkyl group, an optionally substituted linear or branched
C,.16 alkenyl group, an optionally substituted linear or branched C;.j6
alkynyl group, an optionally substituted Cs., cycloalkyl group, an
optionally substituted Cs.¢ cycloalkenyl group, an optionally substituted
Ce.10 aryl group, or an optionally substituted heterocyclic group.
(8] The compound or a pharmacologically acceptable salt thereof
according to [7], wherein R’, R%, and R® are each independently an
optionally substituted linear or branched C,.4 alkyl group.
[9] A compound represented by formula (V) or (VI) or a
pharmacologically acceptable salt thereof:

[Chemical Formula 5]

H
N O N 0
N I N _<R4 N | N—(Z R
L? L
o
OyNH L3O Y—NH L3-0
Ll R1 RS LI R1 RG' - 7
/ N 2 / N 2
r? R (v) s R (V1)
wherein

L!is an optionally substituted linear or branched C;.s alkylene
group, an optionally substituted linear or branched C,. alkenylene
group, an optionally substituted linear or branched C,. alkynylene
group, an optionally substituted C;¢ cycloalkylene group, or an
optionally substituted C;_¢ cycloalkenylene group,

L’ is a single bond, an oxygen atom, an optionally substituted

15
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nitrogen atom, an optionally substituted linear or branched C,_ alkylene
group, an optionally substituted linear or branched C, alkenylene
group, an optionally substituted linear or branched C,. alkynylene
group, an optionally substituted Cs¢ cycloalkylene group, or an
optionally substituted C;.¢ cycloalkenylene group,

L’ is a single bond, an optionally substituted linear or branched
C.¢ alkylene group, an optionally substituted linear or branched C,,
alkenylene group, an optionally substituted linear or branched C.
alkynylene group, an optionally substituted C;. cycloalkylene group, or
an optionally substituted Cs.s cycloalkenylene group,

R!, R% and R® are each independently an optionally substituted
linear or branched C;., alkyl group, an optionally substituted linear or
branched C,. alkenyl group, an optionally substituted linear or
branched C,.4 alkynyl group, an optionally substituted Cq.o aryl group,
or an optionally substituted heterocyclic group,

R* is a hydrogen atom, an optionally substituted linear or
branched C;. alkyl group, an optionally substituted linear or branched
C,.¢ alkenyl group, an optionally substituted linear or branched C,s
alkynyl group, an optionally substituted C;, cycloalkyl group, an
optionally substituted Cs ¢ cycloalkenyl group, an optionally substituted
Cq.10 aryl group, or an optionally substituted heterocyclic group, and

R® is a hydrogen atom, an optionally substituted linear or
branched C,.;¢ alkyl group, an optionally substituted linear or branched
C,.16 alkenyl group, an optionally substituted linear or branched Cs.i6
alkynyl group, an optionally substituted Cs cycloalkyl group, an
optionally substituted Cs¢ cycloalkenyl group, an optionally substituted
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linear or branched C,. alkoxy group, an optionally substituted Ce.1¢ aryl
group, or an optionally substituted heterocyclic group,

R’ is an optionally substituted linear or branched C, s alkyl
group, an optionally substituted linear or branched C,.j¢ alkenyl group,
an optionally substituted linear or branched C,.;¢ alkynyl group, an
optionally substituted Cs cycloalkyl group, an optionally substituted
C;. cycloalkenyl group, an optionally substituted Ce.y aryl group, or an
optionally substituted heterocyclic group, and

R® and R® are each independently a hydrogen atom or a Ci4
alkyl group.

[10] The compound or a pharmacologically acceptable salt thereof
according to [9], wherein L' is an optionally substituted linear or
branched C;, alkylene group or an optionally substituted Cis
cycloalkylene group, and R!, R? and R’ are each independently an
optionally substituted linear or branched C,.4 alkyl group.

[11] A compound selected from a compound group consisting of
(S)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cycl
obutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbox
amide,

(S)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cycl
opropanecarboxamido]-4,6-dihydropyrrolo|[3,4-c]pyrazole-5(1H)-carbo
xamide,
(S)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[2-methyl-2-(trimethy
Isilyl)propaneamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxa
mide,

(S)-3-[1-(ethyldimethylsilyl)cyclobutanecarboxamido]-N-(2-hydroxy-1-
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phenylethyl)-6,6-dimethyl-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-car
boxamide,
(S)-3-[2-(ethyldimethylsilyl)-2-methylpropaneamido]-N-(2-hydroxy-1-
phenylethy1)-6,6-dimethyl-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-car
boxamide,
(S)-N-(2-hydroxy-1-phenylethyl)-N,6,6-trimethyl-3-[1-(trimethylsilyl)c
yclobutanecarboxamido]-4,6-dihy dropyrrolo|3,4-c]pyrazole-5(1H)-carb
oxamide,
(S)-2-[(2-methoxypropan-2-yl)oxy]-1-phenylethyl6,6-dimethyl-3-[1-(tri
methylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazol
e-5(1H)-carboxylate,

(S)-2-hydroxy-1-phenylethyl

6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydro
pyrrolo[3,4-c]pyrazole-5(1H)-carboxylate,

2-Methoxy-1-phenylethyl
6,6-dimethyl-3-[1-(trimethylsilyl)cyclopropanecarboxamido}-4,6-dihydr
opyrrolo[3,4-c|pyrazole-5(1H)-carboxylate,
N-[5-(4-hydroxy-3-phenylbutanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyr
rolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-hydroxy-3-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropy
rrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-(3-hydroxy-1-phenylpropyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cy
clobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carbo
xamide,
(R)-N-(3-hydroxy-1-phenylpropyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cy
clopropanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carb
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oxamide,

(R)-N-(4-hydroxy-1-phenylbutyl)-6,6-dimethyl-3-[1 -(trimethylsilyDcycl
obutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbox
amide,

(R)-N-(5-hydroxy-1 -phenylpentyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cy
clobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbo
xamide,

(S)-N-(2-hydroxy-2-methyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-(trimeth
ylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3 ,4-c]pyrazole-5(1
H)-carboxamide,
(S)-N-(2-hydroxy-2-methyl-1-phenylpropyl)-6,6-dimethyl-3-[1-(trimeth
ylsilyl)cyclopropanecarboxamido]-4,6-dihydropyrrolo[3 A4-c]pyrazole-5(
1H)-carboxamide,
N-(3-hydroxy-2,2-dimethyl-1-phenylpropy1)-6,6-dimethyl-3-[ 1-(trimeth
ylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3 ,A-clpyrazole-5(1
H)-carboxamide,
(R)-N-(3-hydroxy-3-methyl-1-phenylbuty])-6,6-dimethyl-3-[1-(trimethy
Isilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1
H)-carboxamide,

(S)-N-(2-methoxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cycl
obutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbox
amide,
(S)-N-[2-(difluoromethoxy)-1-phenylethyl]-6,6-dimethyl-3-[1-(trimethy
Isilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1
H)-carboxamide,

(S)-N-(2-ethoxy-1-phenylethyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclo
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butanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxa
mide,
(R)-N-(3-methoxy-1-phenylpropyl)-6.6-dimethyl-3-[1-(trimethylsilyl)cy
clobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carbo
xamide,

Sodium

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1,4.
5.6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido } -2-phenylacetate,
(R)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cycl
obutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbox
amide,

N-[1-(2-fluorophenyl)-2-hydroxyethyl}-6,6-dimethyl-3-[ 1-(trimethylsily
1)cyclobutanecarboxamido}-4,6-dihydropyrrolo[3,4-c[pyrazole-5(1H)-c
arboxamide,
(S)-N-[1-(3-fluorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[1-(trimethy
Isilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c|pyrazole-5(1
H)-carboxamide,
(S)-N-[1-(4-fluorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[1-(trimethy
IsilyDcyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1
H)-carboxamide,

N-[2-hydroxy-1-(pyridin-2-yl)ethyl]-6,6-dimethyl-3-[ 1-(trimethylsilyl)c
yclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carb
oxamide,
N-[2-hydroxy-1-(pyridin-3-yl)ethyl]-6,6-dimethyl-3-[1-(trimethylsilyl)c
yclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carb

oxamide,
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N-[1-(benzo[d][1.3]dioxol-4-y1)-2-hydroxyethyl]-6,6-dimethyl-3-[1-(tri
methylsilyl)cyclobutanecarboxamido-4,6-dihydropyrrolo[3,4-c]pyrazol
e-5(1H)-carboxamide,
(S)-N-(1-cyclohexyl-2-hydroxyethyl)-6,6-dimethyl-3-[1-(trimethylsilyl)
cyclobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-car
boxamide,
(S)-N-(1-hydroxy-3-methylbutan-2-y1)-6,6-dimethyl-3-[1-(trimethylsily
Dcyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-c
arboxamide,

(S)-N-(1-hydroxypropan-2-y1)-6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclob
utanecarboxamido]-4,6-dihydropyrrolo|3,4-c]pyrazole-5(1H)-carboxam
ide,
N-(2-hydroxyethyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarbo
xamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carboxamide,
N-(2-hydroxy-2-phenylethyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclobu
tanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carboxami
de,
N-(2-hydroxypropyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarb
oxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carboxamide,
N-[(2S)-1-hydroxy-3-methyl-1-phenylbutan-2-yl]-6,6-dimethyl-3-[ 1-(tri
methylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazol
e-5(1H)-carboxamide,
N-(4-hydroxy-1-phenyl-2-butyn-1-y1)-6,6-dimethyl-3-[1-(trimethylsilyl)
cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-car
boxamide,

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1.4,
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5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido} -2-phenylethy]
acetate,

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1.4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido} -2-phenylethyl
propionate,
(S)-2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido}-1.4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido} -2-phenylethyl
butanoate,

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1.,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido } -2-phenylethy]
pentanoate,
(S)-2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl
octanoate,
(S)-2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido}-1,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido } -2-phenylethy]
dodecanoate,

(S)-2-{6,6-dimethy1-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido}-1,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido}-2-phenylethyl
palmitate,
(S)-2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido}-2-phenylethyl
isobutanoate,

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1.4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethy]

pivalate,
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(S)-2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido}]-1.4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido } -2-phenylethyl
3-methyl butanoate,

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido}-1,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido} -2-phenylethyl
benzoate,

(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1.4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido}-2-phenylethyl
ethyl carbonate,

Sodium
(S)-4-(2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1,
4,5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido } -2-phenylethoxy
)-4-oxobutanoate,
(S)-(2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1.4,
5,6-tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido}-2-phenylethoxy)
methyl pivalate,

(S)-2-acetoxy-1-phenylethyl
6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydro
pyrrolo|3.4-clpyrazole-5(1H)-carboxylate,

(S)-benzyl

2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1.4,5,6-t
etrahydropyrrolo[3,4-c]pyrazole-5-carboxamido} -2-phenylacetate,
(S)-methyl
2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-t
etrahydropyrrolo|[3,4-c]pyrazole-5-carboxamido}-2-phenylacetate,
N-(2,2-difluoro-3-hydroxy-1-phenylpropyl)-6,6-dimethyl-3-[1-(trimeth
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ylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1
H)-carboxamide,
N-(2-isopropoxy-1-phenylethyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclo
butanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H)-carboxa
mide,
6,6-Dimethyl-N-(2-phenoxy-1-phenylethyl)-3-[1-(trimethylsilyl)cyclob
utanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxam
ide,

(S)-N-[1-(2-chlorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[ 1-(trimethy
Isilyl)eyclobutanecarboxamido]-4.,6-dihydropyrrolo[3,4-c]pyrazole-5(1
H)-carboxamide,
(S)-N-[2-hydroxy-1-(o-tolyl)ethyl]-6,6-dimethyl-3-[1-(trimethylsilyl)cy
clobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbo
xamide,
(S)-N-(1-hydroxy-3-phenylpropan-2-yl)-6,6-dimethyl-3-[1-(trimethylsil
yl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

N-(2-hydroxy-3-methylbutyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobu
tanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxami
de,
(R)-N-(1-hydroxy-3-phenylpropan-2-yl)-6,6-dimethyl-3-[1-(trimethylsil
yl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,
(R)-N-(2-hydroxy-2-phenylethy1)-6,6-dimethyl-3-[1-(trimethylsilyl)cycl
obutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbox

amide,
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(S)-N-(2-hydroxy-2-phenylethyl)-6,6-dimethyl-3-[1 -(trimethylsilylcycl
obutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carbox
amide,

2-Hydroxy-2-phenylethyl

6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydro
pyrrolo[3.4-c]pyrazole-5(1 H)-carboXylate,
(R)-N-[6,6-dimethyl-5-(2-phenoxypropanoyl)-1,4,5 ,6-tetrahydropyrrolo
[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[6,6-dimethyl-5-(2-phenoxypropanoyl)-1,4,5,6-tetrahydropyrrolo
[3.4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[6,6-dimethyl-5-(2-phenoxyacetyl)-1,4,5,6-tetrahydropyrrolo[3.4-c]p
yrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[6,6-dimethyl-5-(2-phenoxypropanoyl)-1,4,5,6-tetrahydropyrrolo
[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclopropanecarboxamide,
N-{5-[3-(benzyloxy)-2-phenoxypropanoyl]-6,6-dimethyl-1,4,5,6-tetrahy
dropyrrolo[3,4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarboxami
de,
N-[5-(3-hydroxy-2-phenoxypropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydro
pyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(4-chlorophenoxy)propanoyl]-6,6-dimethyl-1.4,5,6-tetrahydrop
yrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(2-chlorophenoxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydrop
yrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(cyclohexyloxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyr
rolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(3-chlorophenoxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydrop
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yrrolo[3,4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(2-methoxypropanoyl)-6,6-dimethyl-1.4,5 ,6-tetrahydropyrrolo[3.4
-c]pyrazol-3-yl]-1-(trim ethylsilyl)cyclobutanecarboxamide,
N-[5-(3-methoxy-2-phenoxypropanoyl)-6,6-dimethyl-1.4,5 ,6-tetrahydro
pyrrolo[3,4-c]pyrazol-3-yl]-1 ~(trimethylsilyl)cyclobutanecarboxamide,
N-{6,6-dimethyl-5-[2-(pyridin-3-yloxy)propanoyl]-1,4,5,6-tetrahydropy
rrolo[3,4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[3-(dimethylamino)-2-phenoxypropanoyl]-6,6-dimethyl-1 ,4,5,6-t¢
trahydropyrrolo[3,4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarbo
xamide,

N-[6,6-dimethyl-5-(2-phenoxy-2-phenylacetyl)-1,4.5 ,6-tetrahydropyrrol
o[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[3-(3,3-difluoropyrrolidin-1 -yl)-2-phenoxypropanoyl]}-6,6-dimeth
yl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-y1}-1 -(trimethylsilyl)cyclo
butanecarboxamide,
N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1.4,5 ,6-tetrahydropy
rrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1 ,4,5,6-tetrahyd
ropyrrolo[3.4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarboxamide
(R)-N-{5-[3-(benzyloxy)-2-phenylpropanoyl]-6,6-dimethyl-1,4,5,6-tetra
hydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxa
mide,

(R)-N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1.4.5 ,6-tetrahyd
ropyrrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide

9
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(R)-N-[5-(2-methoxy-2-phenylacetyl)-6.6-dimethyl-1.4,5 ,6-tetrahydrop
yrrolo[3,4-c]pyrazol-3-yl}-1 ~(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5 ,6-tetrahydrop
yrrolo[3.4-c]pyrazol-3-yl]-1 -(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-methoxy-2-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydrop
yrrolo[3,4-c]pyrazol-3-yl]-1 -(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(4-methoxy-2-phenylbutanoyl)-6,6-dimethyl-1 ,4,5,6-tetrahydropyr
rolo[3,4-c]pyrazol-3-yl]-1-(trim ethylsilyl)cyclobutanecarboxamide,
(S)-N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1 ,4,5,6-tetrahyd
ropyrrolo[3,4-c]pyrazol-3-yl]-1 -(trimethylsilyl)cyclopropanecarboxami
de,

(R)-N-[5-(2-methoxy-2-phenylacety])-6,6-dimethyl-1,4,5 ,6-tetrahydrop
yrrolo[3,4-c]pyrazol-3-yl]-1 -(trimethylsilyl)cyclopropanecarboxamide,
(R)-N-{5-[2-(difluoromethoxy)-2-phenylacetyl]-6,6-dimethyl-1,4,5,6-te
trahydropyrrolo[3,4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarbo
xamide,

(R)-N-[5-(2-ethoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5 ,6-tetrahydropyrr
olo[3.4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-1-(ethyldimethylsilyl)-N-[5 -(2-methoxy-2-phenylacetyl)-6,6-dimeth
yl-1,4,5.6-tetrahydropyrrolo[3,4-c]pyrazol-3-yl] cyclobutanecarboxamid
€,
(R)-N-[5-(2-cyclopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahy
dropyrrolo[3,4-c]pyrazol-3-yl]-1 -(trimethylsilyl)cyclobutanecarboxamid
c,
(R)-N-[5-(2-isopropoxy-2-phenylacetyl)-6,6-dimethyl-1.4,5,6-tetrahydr
opyrrolo[3,4-c]pyrazol-3-yl}-1 -(trimethylsilyl)cyclobutanecarboxamide,
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(R)-N-{6,6-dimethyl-5-[2-phenyl-2-(trifluoromethoxy)acetyl]-1,4,5,6-te
trahydropyrrolo[3,4-c]pyrazol-3-y1}-1-(trimethylsilyl)cyclobutanecarbo
xamide,
(R)-N-[6,6-dimethyl-5-(2-phenyl-2-propoxyacetyl)-1.4,5,6-tetrahydropy
rrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(4-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1.4,5,6-tetrah
ydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxam
ide,
N-{5-[2-(3-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1.4,5,6-tetrah
ydropyrrolo[3.4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxam
ide,
(R)-N-{5-[2-(2-fluorophenyl)-2-methoxyacetyl}-6,6-dimethyl-1,4,5,6-te
trahydropyrrolo| 3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarbo
xamide,
N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,5,6-tetrahy
dropyrrolo|3,4-c]pyrazol-3-y1}-1-(trimethylsilyl)cyclobutanecarboxami
de,
(-)-N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,5,6-tetra
hydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxa
mide,
(+)-N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,5,6-tetr
ahydropyrrolo(3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarbox
amide,
N-{[1-(hydroxymethyl)cyclobutyl](phenyl)methyl}-6,6-dimethyl-3-[1-(
trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyraz

ole-5(1H)-carboxamide,
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(R)-N-[2-(1-hydroxycyclopropyl)-1-phenylethyl]-6,6-dimethyl-3-[1-(tri
methylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3 JA-clpyrazol
e-5(1H)-carboxamide,
(R)-N-(3-ethyl-3-hydroxy-1-phenylpentyl)-6,6-dimethyl-3-[1 -(trimethyl
silyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyrazole-5(1H
)-carboxamide,
(R)-N-[1-(4-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[1
~(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihy dropyrrolo[3,4-c]pyr
azole-5(1H)-carboxamide,
(R)-N-[1-(3-fluorophenyl)-3-hydroxy-3-methylbuty1]-6,6-dimethyl-3-[1
-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyr
azole-5(1H)-carboxamide,
(R)-N-[1-(2-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[1
-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihy dropyrrolo[3,4-c]pyr
azole-5(1H)-carboxamide,
(R)-N-(5-hydroxy-2,5-dimethylhexan-3-y1)-6,6-dimethyl-3-[1-(trimethy
Jsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1
H)-carboxamide,
N-[1-(4-fluorophenyl)-3-hydroxy?2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1
-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3.4-c]pyr
azole-5(1H)-carboxamide,
N-[1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-3-[
1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]py
razole-5(1H)-carboxamide,
(-)-N-[1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-
3-[1-(trimethylsilyl)cyclobutanecarboxamido] -4,6-dihydropyrrolo[3,4-c
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|pyrazole-5(1H)-carboxamide,

(+)-N-[1 -(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl
-3-[1-(trimethylsilyl)cyclobutanecarboxamido] -4,6-dihydropyrrolo[3,4-
c]pyrazole-5(1H)-carboxamide,
N-[1-(2-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl] -6,6-dimethyl-3-[
1-(trimethylsilyl)cyclobutanecarboxamido] -4,6-dihydropyrrolo[3.,4-c]py
razole-5(1H)-carboxamide,

N-(1-hydroxy-2,2 4-trimethylpentan-3-y1)-6,6-dimethyl-3-[1 -(trimethyls
ilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)
-carboxamide,
(R)-N-(3-hydroxy-3-methyl-1-phenylbutyl)-6,6-dimethyl-3-[1 -(trimethy
lsilyl)cycIopropanecarboxarnido]—4,6—dihydropyrrolo[3,4—c]pyrazole—5(1
H)-carboxamide,
N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1 -(trimeth
ylsilyl)cyclopropanecarboxamido] -4,6-dihydropyrrolo[3,4-c]pyrazole-5(
1H)-carboxamide,
(-)-N-(3-hydroxy-2.2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[1 ~(trim
ethylsilyl)cyclobutanecarboxamido]-4,6—dihydropyrrolo[3,4-c]pyrazole-
5(1H)-carboxamide,
(+)-N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[1 -(tri
methylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3 ,4-c]pyrazol
e-5(1H)-carboxamide,
(R)-N-[5-(2-butoxy-2-phenylacetyl)-6,6-dimethyl-1,4.5,6-tetrahydropyr
rolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide, and
N-(3-methoxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[1-(trimet
hylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(
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1H)-carboxamide
or a pharmacologically acceptable salt thereof.
(12}

(R)-N-[1-(4-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimet
hyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3
JA-clpyrazole-5(1H)-carboxamide or a pharmacologically acceptable
salt thereof.

[13]

(-)-N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-
[1-(trimethylsilyl)cyclopropane-1-carboxamido]-4,6-dihydropyrrolo[3.4
-c]pyrazole-5(1H)-carboxamide or a pharmacologically acceptable salt
thereof.

[14]

(R)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetra
hydropyrrolo| 3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxa
mide or a pharmacologically acceptable salt thereof.

[15]

(R)-N-[6,6-dimethyl-5-(2-phenyl-2-propoxyacetyl)-1,4,5,6-tetra
hydropyrrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxa
mide or a pharmacologically acceptable salt thereof.

[16]

(R)-N-{5-[2-(2-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyI-1,
4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobuta
necarboxamide or a pharmacologically acceptable salt thereof.

(17]
(R)-N-[5-(2-ethoxy-2-phenylacetyl)-6,6-dimethyl-1.4,5,6-tetrah
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ydropyrrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxami
de or a pharmacologically acceptable salt thereof.
(18]

(R)-N-[5-(2-cyclopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6
-tetrahydropyrrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecar
boxamide or a pharmacologically acceptable salt thereof.

[19]

(R)-N-[5-(2-isopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4.5.6-te
trahydropyrrolo[3,4-c]pyrazol-3-y1]-1-(trimethylsilyl)cyclobutanecarbo
xamide or a pharmacologically acceptable salt thereof.

[20]

(+)-N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,
5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-yl1}-1-(trimethylsilyl)cyclobutane
carboxamide or a pharmacologically acceptable salt thereof.

[21]

(-)-N-[1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6.6-di
methyl—3 -[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrol
o[3,4-c]pyrazole-5(1H)-carboxamide or a pharmacologically acceptable
salt thereof.

[22]

N-{5-[2-(3-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1.4,5,
6-tetrahydropyrrolo[3.4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutaneca
rboxamide or a pharmacologically acceptable salt thereof.

[23]

N-[1-(4-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dime

thyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[
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3.4-c]pyrazole-5(1H)-carboxamide or a pharmacologically acceptable
salt thereof.
[24]

(R)-N-[1-(3-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimet
hyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3
J4-c]pyrazole-5(1H)-carboxamide or a pharmacologically acceptable
salt thereof.

[25]

(R)-N-{6,6-dimethyl-5-|2-phenyl-2-(trifluoromethoxy)acetyl]-1,
4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobuta
necarboxamide or a pharmacologically acceptable salt thereof.

[26]

(R)-N-[2-(1-hydroxycyclopropyl)-1-phenylethyl]-6,6-dimethyl-
3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c
Jpyrazole-5(1H)-carboxamide or a pharmacologically acceptable salt
thereof.

[27]

(R)-N-(3-hydroxy-3-methyl-1-phenylbutyl)-6,6-dimethyl-3-[ 1-(t
rimethylsilyl)cyclobutanecarboxamido}-4,6-dihydropyrrolo[3,4-c]pyraz
ole-5(1H)-carboxamide or a pharmacologically acceptable salt thereof.
[28]

(R)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetra
hydropyrrolo] 3.,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclopropanecarboxa
mide or a pharmacologically acceptable salt thereof.

[29]
(R)-N-{5-[2-(difluoromethoxy)-2-phenylacetyl]-6,6-dimethyl-1,
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4,5,6-tetrahydropyrrolo[3,4-clpyrazol-3-yl}-1-(trimethylsilyl)cyclobuta
necarboxamide or a pharmacologically acceptable salt thereof.
[30]

(R)-1-(ethyldimethylsilyl)-N-[5-(2-methoxy-2-phenylacetyl)-6.6
-dimethyl-1.4,5,6-tetrahydropyrrolo|3,4-clpyrazol-3-yljcyclobutanecarb
oxamide or a pharmacologically acceptable salt thereof.

[31]

N-{[1-(hydroxymethyl)cyclobutyl}(phenyl)methyl}-6,6-dimethy
1-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo|3,4-
clpyrazole-5(1H)-carboxamide or a pharmacologically acceptable salt
thereof.

[32] A pharmaceutical composition comprising the compound or a
pharmacologically acceptable salt thereof according to any of [1] to
[31].

[33] The pharmaceutical composition according to [32], wherein the
pharmaceutical composition is a CDK?7 inhibitor or a prophylactic
agent.

[34] The pharmaceutical composition according to [32] or [33],
wherein the pharmaceutical composition is for treating or preventing a
cancer or an inflammatory disease.

[35] The pharmaceutical composition according to [34], wherein the
inflammatory disease is an autoimmune disease.

[36] The pharmaceutical composition according to [35], wherein the
autoimmune disease is rheumatoid arthritis or psoriasis.

[37] A method for treating or preventing a cancer or an inflammatory

disease, comprising administering the compound or the
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pharmacologically acceptable salt thereof according to any of [1] to [31]
to a subject in need thereof.

[38] The method according to [37], wherein the inflammatory disease
is an autoimmune disease.

[39] The method according to [38], wherein the autoimmune disease
is rheumatoid arthritis or psoriasis.

[40] Use of the compound or the pharmacologically acceptable salt
thereof according to any of [1] to [31] for the production of a
pharmaceutical composition which is a CDK?7 inhibitor or a
prophylactic agent.

[41] Use of the compound or the pharmacologically acceptable salt
thereof according to any of [1] to [31] for inhibiting CDK7.

[42] Use of the compound or the pharmacologically acceptable salt
thereof according to any of [1] to [31] for treating or preventing a cancer
or an inflammatory disease.

[43]  Use according to [42], wherein the inflammatory disease is an
autoimmune disease.

[44] Use according to [43], wherein the autoimmune disease is
rheumatoid arthritis or psoriasis.

[45] The compound or the pharmacologically acceptable salt thereof
according to any of [1] to [31] for use as an active ingredient for a
pharmaceutical composition.

[46] The compound or the pharmacologically acceptable salt thereof
according to [45], wherein the pharmaceutical composition is a
pharmaceutical composition for the treatment of a cancer or an

inflammatory disease.
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[47] The compound or the pharmacologically acceptable salt thereof
according to [46], wherein the inflammatory disease is an autoimmune
disease.

[48] The compound or the pharmacologically acceptable salt thereof
according to [47], wherein the autoimmune disease is rheumatoid
arthritis or psoriasis.

[0015] Specific examples of the compound represented by formula (T)
of the present invention can include compounds as shown in Tables 1 to
164 described below. In Tables 1 to 164 described below, Me
represents a methyl group, Et represents an ethyl group, nPr represents a
n-propyl group, iPr represents an isopropyl group, cPr represents a
cyclopropyl group, nBu represents a n-butyl group, iBu represents an
isobutyl group, tBu represents a tert-butyl group, cHex represents a
cyclohexyl group, Ph represents a phenyl group, 2-F-Ph represents a
2-fluorophenyl group, 3-F-Ph represents a 3-fluorophenyl group, 4-F-Ph
represents a 4-fluorophenyl group, 2-CIl-Ph represents a 2-chlorophenyl
group, 3-CI-Ph represents a 3-chlorophenyl group, 4-Cl-Ph represents a
4-chlorophenyl group, 2-Me-Ph represents a 2-methylphenyl group,
3-Me-Ph represents a 3-methylphenyl group, 4-Me-Ph represents a
4-methylphenyl group, 2-Py represents a 2-pyridyl group, 3-Py
represents a 3-pyridyl group, 4-Py represents a 4-pyridyl group, Bn

o

represents a benzyl group, represents a single bond, "(R)-" and

"(S)-" each represent the configuration of a carbon atom with "*" in the
following formulas (1), (II), (IIT), (IV), (Va), (Vb), (Vc), (VIa), (VIb),
and (VIc), "racemic" represents being a racemate, "(+)" represents being

a dextrorotatory optically active form, and "(-)" represents being a
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levorotatory optically active form. As for each chemical structure
described as L', L2, or L? in the tables, the atom positioned on the left
side of the chemical structure binds to a silicon atom, a carbonyl group,
or a carbon atom with "*" in the corresponding formula. In the case
of, for example, a compound of compound No. 1-21, CH-C(Me),
corresponding to L! means that the methylene carbon atom (CH,) binds
to a silicon atom and the quaternary carbon atom (C) binds to a carbonyl
group, and C=CCH, corresponding to L? means that the quaternary
carbon atom (C) binds to a carbon atom with "*" and the methylene
carbon atom (CH,) binds to an oxygen atom adjacent to R’.

[0016] [Table 1]

H

N 0O

’ 4

N | N——( 2 *R
o L2~
3.0
R'] §/NH L. . ( I )
2 N\ '—L1 R
R —§|
R3

Compoun | o1 g2 | g3 | 2R |12 R Configura
d No. tion
1-1 Me | Me | Me | CH, O | Ph CH, H racemic
I-2 Me | Me | Me | CH; O |Ph | CH; H (8)-
1-3 Me | Me | Me | CH; O | Ph CH, Me | racemic
I-4 Me | Me | Me | CH; O | Ph CH, Me | (S)-
I-5 Me | Me | Me | CH; O | Ph | (CH>): H racemic
I-6 Me |{|Me |Me | CH, O |Ph | (CH.): H | (R)-
1-7 Me | Me | Me | CH, O | Ph | (CHy): Me | racemic
I-8 Me | Me | Me | CH> O | Ph | (CHy) Me | (R)-
1-9 Me |Me | Me | CH; O | Ph C=CCH, H racemic
I-10 Me | Me | Me | CH; O Ph [C=CCH, |H (S)-
I-11 Me | Me | Me | CH; O |Ph | C=CCH, |Me | racemic
1-12 Me | Me | Me | CH, O |Ph |C=CCH, |Me |(S)
I-13 Me | Me | Me | CH,C(Me), O |Ph | CH; H racemic
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I-14 Me | Me | Me | CH.C(Me), O |Ph | CH: H (S)-
I-15 Me | Me | Me | CH.C(Me),; O [ Ph | CH; Me | racemic
I-16 Me | Me | Me | CH.C(Me), O |Ph |CH; Me | (S)-
I-17 Me | Me | Me | CHC(Me). O | Ph | (CHy): H racemic
I-18 Me | Me | Me | CH.C(Me): O | Ph | (CHy) H (R)-
1-19 Me | Me | Me | CH.C(Me), O | Ph | (CH>)» Me | racemic
1-20 Me | Me | Me | CH.C(Me), O | Ph | (CH): Me | (R)-
I-21 Me | Me | Me | CH.C(Me), O |Ph {C=CCH, |H racemic
I-22 Me | Me | Me | CH.C(Me), O {Ph |C=CCH, |H (S)-
1-23 Me | Me | Me | CH.C(Me), O | Ph | C=CCHa: Me | racemic
124 Me | Me | Me | CH,C(Me)> O |Ph | C=CCH, |Me |(S)-
I-25 Me |Me |[Me |CH,CH=CH {O |Ph |CH; H racemic
1-26 Me |Me |Me |CH.CH=CH |O |Ph |CH; H (S)-
127 Me |Me |[Me |CH.CH=CH |O | Ph | CH; Me | racemic
i-28 Me |Me |Me |CH,CH=CH |O |Ph |CH: Me | (S)-
1-29 Me |Me |Me |CH,CH=CH |O |Ph |(CH:): H racemic
1-30 Me |Me |Me | CH,CH=CH |O |Ph | (CH:): H R)-
1-31 Me | Me | Me |CH.CH=CH |O |Ph (CH>)- Me | racemic
1-32 Me [Me |Me |CH,CH=CH |O |Ph [ (CHy): Me | (R)-
I-33 Me [Me |Me |CH,CH=CH |O |Ph |C=CCH, |H racemic
1-34 Me {Me |Me |CH,CH=CH |[O |Ph |C=CCH, |H (S)-
I-35 Me |Me [ Me |CH,CH=CH |O |Ph |C=CCH, |Me | racemic
I-36 Me |Me {Me |CH,CH=CH {O |Ph |C=CCH. |Me | (85)-
I-37 Me [ Me | Me | CH.C=C O |Ph | CH; H racemic
1-38 Me | Me | Me | CH,C=C O | Ph | CH H S)-
1-39 Me | Me | Me | CH.C=C O | Ph | CH: Me | racemic
1-40 Me | Me | Me | CH,C=C O |Ph | CH; Me | (S)-
1-41 Me | Me | Me | CH,C=C O | Ph | (CHy) H racemic
1-42 Me |Me | Me | CH,C=C O | Ph | (CHy) H R)-
1-43 Me | Me { Me | CH,C=C O | Ph | (CHy), Me | racemic
I-44 Me | Me | Me | CHC=C O |Ph | (CH): Me | (R)-
1-45 Me | Me | Me | CH,C=C O | Ph | C=CCH; H racemic
1-46 Me | Me | Me | CH,C=C O |Ph |C=CCH, |H Sy
1-47 Me { Me | Me | CH.C=C O | Ph | C=CCH, |Me |racemic
1-48 Me |Me | Me | CH,C=C O | Ph | C=CCH: |Me |(5)-
149 Me |Me | Me :)yzlei-;{ clopro | & | ph | CH, H | racemic
I-50 Me | Me |Me | 1,2-Cyclopro | O { Ph | CH, H (S)-
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| L[ [pylene L[ || |
[0017] [Table 2]
H
N o)
7 4
N N—/{Z R
o L=
1 \—NH L3-0
R \
\ RS (1)
R2-gi-L"
R3
Compoun R' IR IR L 12 R L3 RS (;onﬁgura
d No. tion
I-51 Me | Me | Me 1,2-Cyclopr | Ph | CH; Me | racemic
opylene
1-52 Me |Me | Me | 12CYClopr | Ipy | cp, Me | (S)-
opylene
1-53 Me |Me |Me [12OC1OPT |6 I pp | (CH.). |H | racemic
opylene
1-54 Me |Me |Me | PZOYEIOPT | 5 by | (CHL), H |(@®)-
opylene
1-55 Me |Me |Me | 2OYCOPT I Tpy | (CH.) Me | racemic
opylene
1-56 Me | Me |Me | P2C¥CoPT [ pp | (CH), Me | (R)-
opylene
157 Me |Me |Me | 12CYelopr | o py | cocom, |H | racemic
opylene
1-58 Me |Me |Me | 2OYPT I Ipp | c=ccH, |H | (S)-
opylene
1-59 Me |Me |Me | D2OYSIPT | 6 by | coccH, | Me | racemic
opylene
1-60 Me | Me | Me | 12CYClOPT | lpp | caccH, | Me | (S)-
opylene
1-61 Me |Me |Me |25PIOI2 16 Ipp | cp, H | racemic
3]hexylene
1-62 Me | Me | Me | 2:°SPIOL2. 1y gy 1 oy, H |-
3lhexylene
1-63 Me |Me | Me | 2> SPIO2. | pp | op, Me | racemic
3Thexylene
1-64 Me |Me |Me | 22 SPIO2- | gy | oy, Me | (S)-
3]hexylene
1-65 Me |Me Me |>>SPIO2- | oy | cH), |H | racemic
3]hexylene
5.5-Spiro[ 2.
1-66 Me |Me |Me |25 P00 10 Pho | (CHy, H |®):-
1-67 Me |Me |Me | 22SPIOR- | Top | (cH), | Me | racemic
3hexylene
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5,5-Spirof[2. )

1-68 Me | Me | Me 3]hexylene O Ph (CH>), Me | (R)

1-69 Me | Me |Me | 22SPIOR2- | | py C=CCH, |H |racemic
3]hexylene

170 Me |Me |Me | 22SPl2 1 6 py | ceccH, |H | (9)-
3lbexylene

1-71 Me |Me |Me |52SPIl2 | | pp | ceccl, | Me | racemic
3Thexylene

1-72 Me [Me |Me | 20SPI2 1 I py | czCCH: | Me | (S)-
3]hexylene

1-73 Me |Me | Me | #4-Cyclope | | pyy CH; H | racemic
ntenylene

1-74 Me |Me | Me | ¥4Cyclope | o | cp, H | (S)-
ntenylene

175 Me | Me | Me | 4Cyelope | o py | on, Me | racemic
ntenylene

176 Me |Me |Me | H4Cyelope ) o py | cp, Me | (S)-
ntenylene

177 Me |Me |Me | 24CYelope | o py I (cHY).  |H | racemic
ntenylene

178 Me |Me |Me |¥4OYelope | iy VcHy.  |H | ®)-
ntenylene

1-79 Me |Me |Me |24CYelope | Ipp | (cH), | Me | racemic
ntenylene
4,4-Cyclope )

1-80 Me | Me | Me ntenylene O Ph | (CHy), Me | (R)

1-81 Me | Me | Me | #FCveIoPe | o i py | c=coH, |H | racemic
ntenylene

1-82 Me |Me |Me |PHCYCloPe | pp I cccon, |H | (9)-
ntenylene

1-83 Me |Me |Me | #4C¥clope o | py | cocen, | Me | racemic
ntenylene

1-84 Me |Me | Me | &+Cvelope ) I py | ceccH, | Me | (9)-
ntenylene

1-85 Me | Me | Me | CH, NH | Ph | CH; H racemic

1-86 Me | Me | Me | CH, NH | Ph CH- H (S)-

1-87 Me | Me | Me | CH, NH | Ph CH- Me | racemic

1-88 Me | Me | Me | CH: NH | Ph CH; Me | (S)-

1-89 Me | Me | Me | CH» NH | Ph | (CH:) H racemic

1-90 Me |Me | Me | CH, NH | Ph (CH») H R)-

1-91 Me | Me | Me | CH- NH | Ph (CHy), Me | racemic

1-92 Me |Me |Me | CH. NH | Ph | (CH.), Me | (R)-

93 Me | Me | Me | CH, NH [Ph | C=CCH, |H racemic

1-94 Me [ Me |Me | CH- NH |Ph |C=CCH, |H (S)-

1-95 Me | Me | Me | CH» NH | Ph C=CCH- Me | racemic

1-96 Me | Me |Me |CH, NH |Ph |C=CCH, |Me |(S)-
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1-97 Me | Me |Me | CH.C(Me). |NH | Ph | CH; H racemic
198 Me | Me | Me | CH.C(Me), |NH | Ph | CH: H (S)-
1-99 Me |Me |Me |CH.C(Me). |NH | Ph | CH: Me | racemic
1-100 Me |Me [Me | CH.C(Me), |NH | Ph | CH» Me | (S)-

[0018] [Table 3]

(1)
L2 R* | L? RS C?nﬁgur
ation
1-101 Me | Me | Me | CH.C(Me), NH Ph | (CH3) H racemic
1-102 Me | Me | Me | CH,C(Me). NH Ph | (CH.): H (R)-
I-103 Me | Me | Me | CH.C(Me). NH Ph | (CH2): Me | racemic
1-104 Me | Me | Me | CH,C(Me)- NH Ph | (CH.) Me | (R)-
1-105 Me | Me | Me | CH.C(Me), NH Ph | C=CCH, H racemic
I-106 Me | Me | Me | CH,C(Me), NH Ph | C=CCH:. | H (S)-
1-107 Me | Me | Me | CH.C(Me), NH Ph | C=CCH, | Me | racemic
I-108 Me | Me | Me | CH.C(Me)- NH Ph | C=CCH. | Me | (85)-
1-109 Me | Me | Me | CH.CH=CH |NH Ph | CH, H racemic
1-110 Me [ Me | Me | CH,CH=CH |NH Ph | CH; H (S)-
-111 Me | Me | Me | CHCH=CH | NH Ph | CH- Me | racemic
1-112 Me | Me | Me | CH.CH=CH |[NH Ph | CH: Me | (S)-
I-113 Me | Me | Me | CH,CH=CH | NH Ph (CH3): H racemic
1-114 Me | Me | Me | CH,CH=CH |[NH Ph | (CH.): H R)-
I-115 Me [ Me | Me | CH,CH=CH | NH Ph (CH:): Me | racemic
I-116 Me | Me | Me | CH.CH=CH | NH Ph | (CH»), Me | (R)-
I-117 Me | Me | Me | CH,CH=CH | NH Ph | C=CCH, H racemic
1-118 Me | Me | Me | CH,CH=CH | NH Ph | C=CCH, |H (S)-
1-119 Me | Me | Me | CHCH=CH |NH Ph | C=CCH; | Me | racemic
1-120 Me | Me | Me | CH,CH=CH | NH Ph | C=CCH, | Me | (85)-
1-121 Me | Me | Me | CH,C=C NH Ph | CH, H racemic
1-122 Me | Me | Me | CH.,.C=C NH Ph | CH, H (S)-
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1-123 Me | Me | Me | CH.C=C NH Ph CH- Me | racemic

1-124 Me |Me |Me | CH.C=C NH |Ph |CH, Me | (S)-

1-125 Me | Me | Me | CH.C=C NH Ph | (CHs): H racemic

1-126 Me |Me | Me | CH.C=C NH |Ph |[(CH.. |H |[®)-

1-127 Me [ Me | Me | CH.C=C NH |Ph | (CH-): Me | racemic

I-128 Me |Me |Me | CH.C=C NH |Ph |(CH.:. |Me |(R)-

1-129 Me | Me | Me | CH-C=C NH Ph C=CCH, | H racemic

1-130 Me |Me | Me | CH.C=C NH |Ph |C=CCH.|H |(S)

I-131 Me |Me | Me | CH.C=C NH Ph | C=CCH- | Me | racemic

-132 Me |Me |Me | CH,C=C NH |Ph |C=CCH, |Me | (S)

1133 Me |Me |Me | 12CYeloPro |y I pp | CH. H | racemic
pylene

1-134 Me |Me |Me | 12°CYeloPro | Ipp | cH, H oS-
pylene

1135 Me |Me | Me | 2CYeloPro |y Ipp | cH, Me | racemic
pylene

1-136 Me |Me | Me | 12CYeloPro |y lpp | cH, Me | (S)-
pylene

1-137 Me |Me |Me | 12OYeloPO |y Iph | (CH). |H | racemic
pylene

1138 Me |Me |Me |12CYElOPO | vy lpn (CH), |H | R)-
pylene

1-139 Me |Me | Me | P2EYEloPO 1 h\r I ph | (CHL). | Me | racemic
pylene

1-140 Me |Me | Me | 12CYeloPro |y Iph | (CHy), | Me | (R)-
pylene

1141 Me |Me | Me | 12Cyelopro |y 1 ph | c=ccH, |H | racemic
pylene

1-142 Me |Me |Me | 12OYEloPro 1oy Iph | c=ccH, |H | (S)-
pylene

1-143 Me |Me |Me | 12CYelopro |y pp | c=ccH, | Me | racemic
pylene

I-144 Me | Me |Me | 27CYoP | \yg | ph | c=CCH, | Me | (S)-
pylene

I-145 Me | Me | Me 5,5-Spirof2.3 NH Ph | CH» H racemic
Jhexylene

1-146 Me |Me |Me |22SPol23 Iy Ipp | cH, H | (S)-
Jhexylene

1-147 Me | Me | Me |>>-SPIrol2.3 gy 1pp | cH, Me | racemic
Thexylene

1-148 Me |Me |Me |>2SPIrol23 1y I py | cH, Me | (S)-
Jhexylene

1-149 Me |Me |Me |2 SPIO23 oy Tpy | (CH, |H | racemic
Jhexylene
5,5-8piro[2.3

1-150 Me | Me | Me |yl 0 NH |Ph |(CH.. |H |®)-
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H
N o)
4 4
N N‘/< 2 ’?
0 L2~
1 \)—-NH L3-0
R\ 1 RS (1)
RZ_?;i'L
R3
Sompoun R OIR? IR L L2 R |12 RS Configu
No. ration
1151 Me | Me |Me | 35SPIOR31 vy | ph | (CH.: | Me | racemic
hexylene
1152 Me |Me | Me }51’5'39“0[2'3] NH |Ph |(CH, |Me |(®)-
exylene
I-153 Me | Me | Me |33SPel23] vy | py | c=ccH, |H | racemic
hexylene
1154 Me | Me |Me |32 SPl231 gy py | c=ccH, |H | (8-
hexylene
1-155 Me | Me | Me 151’5'5”“"0{2"] NH |Ph |C=CCH,|Me | racemic
exylene
-156 Me | Me | Me }51’5‘5"“0[2'3] NH |Ph |C=CCH,|Me |(S)
exylene
1157 Me | Me | Me | ¥4Cyclopen |y py | cH, H | racemic
tenylene
1158 Me | Me | Me |®4Cyelopen gy e | cH, H | (S)-
tenylene
1159 Me | Me | Me | A4Cyelopen |\ py | CH, Me | racemic
tenylene
1-160 Me | Me | Me | ##-Cyelopen |y Ipy | cH, Me | (S)-
tenylene
1-161 Me | Me |Me | B4CYCloPn |\ | py | (CHy, |H | racemic
tenylene
1-162 Me | Me |Me | ACyelopen |y 1 py | (CHa) (R)-
tenylene
1-163 Me | Me | Me | #4Cyelopen |\ I pp | (CH,). | Me | racemic
tenylene
1-164 Me | Me | Me | B4Cydopen | \yy Ipy | (CHY, | Me | (R)-
tenylene
1-165 Me | Me | Me | 24Cyelopen |y I ph | c=CCH, |H | racemic
tenylene
4.4-Cyclopen »
1-166 Me | Me |Me | =020 NH |Ph |C=CCH:;|H |(8)-
1-167 Me | Me | Me |24 CYelopen |\ ph | C=CCH, | Me | racemic
tenylene
1-168 Me | Me | Me | 4,4-Cyclopen | NH Ph | C=CCH, | Me | (S)-
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tenylene
1-169 Me | Me | Me | CH: CH; Ph | CH, H racemic
1-170 Me | Me |Me | CH: CH- Ph | CH: H (S)-
1-171 Me | Me | Me | CH; CH- Ph - H racemic
-172 Me | Me | Me | CH; CH- Ph |- H (8)-
1-173 Me | Me | Me | CH» CH- Ph CH; Me | racemic
1-174 Me | Me |Me | CH» CH,4 Ph | CH: Me | (S)-
I-175 Me | Me | Me | CH; CH- Ph [C(Me); |H racemic
I-176 Me | Me | Me | CH; CH, Ph |[C(Me); | H (8)-
1-177 Me |Me |Me | CH; CH, Ph | C(Me), | Me |racemic
I-178 Me |Me |Me | CH; CH, Ph | CMe), | Me |(S)
1-179 Me | Me | Me | CH, CH, Ph | (CH;), H racemic
1-180 Me | Me |Me | CH; CH, Ph | (CHy) H (8)-
I-181 Me | Me | Me | CH: CH, Ph | (CH2)a Me | racemic
1-182 Me | Me | Me | CH: CH- Ph | (CH>): Me | (S)-
1-183 Me | Me | Me | CH» CH- Ph [ C=CCH, H racemic
1-184 Me | Me | Me | CH, CH, Ph | C=CCH;  H (S)-
I-185 Me Me | Me | CH> CH; Ph | C=CCH, | Me | racemic
}-186 Me |Me |Me | CH» CH; Ph | C=CCH, | Me | (S)-
1-187 Me | Me | Me | CH.C(Me): CH, Ph | CH, H racemic
1-188 Me | Me | Me | CHC(Me), CH, Ph | CH; H (8)-
I-189 Me | Me | Me | CH.C(Me), CH; Ph |- H racemic
1-190 Me | Me | Me | CH,C(Me), CH, Ph |- H (S)-
1-191 Me | Me | Me | CH.C(Me)» CH, Ph | CH: Me | racemic
1-192 Me | Me | Me | CH,C(Me), CH; Ph | CH, Me | (S)-
1-193 Me | Me | Me | CH,C(Me), CH; Ph |C(Me); | H racemic
1-194 Me | Me | Me | CH.C(Me), CH, Ph | C(Me), |H (S)
1-195 Me | Me | Me | CH,C(Me), CH, Ph | C(Me); | Me | racemic
[-196 Me | Me | Me | CH,C(Me). CH, Ph | C(Me), | Me | (S)-
I-197 Me | Me | Me | CH,C(Me). CH, Ph | (CH,), H racemic
}-198 Me | Me | Me | CH.C(Me)- CH; Ph | (CH.) H (8)-
1-199 Me | Me | Me | CH.C(Me), CH, Ph (CH,), Me | racemic
1-200 Me | Me | Me | CH.C(Me)- CH; Ph | (CH>), Me | (S)-

[0020] [Table 5]
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N o
NS
0 L=
RL "%
RZ-'Si’L
R3
Sooven T [ e [u v e o Jwe [Cme
1-201 Me | Me | Me | CH.C(Me)- CH, |Ph |C=CCH,|H racemic
1-202 Me | Me | Me | CH.C(Me): CH. |Ph |C=CCH; | H (S)-
1-203 Me | Me | Me | CH.C(Me): CH, |Ph | C=CCH, | Me | racemic
1-204 Me | Me | Me | CH.C(Me): CH. |Ph | C=CCH, |Me [(S)
1-205 Me |Me |Me |CH.CH=CH |CH, |Ph |CH; H racemic
1-206 Me | Me |Me |CH.CH=CH |CH. (Ph |CH: H (S)-
1-207 Me |Me |Me |CH-CH=CH (CH, |Ph |- H racemic
I-208 Me Me |Me | CH,CH=CH |CH, (Ph |- H (S)-
1-209 Me |Me |Me |CH.CH=CH |CH, |Ph |CH; Me | racemic
210 Me |Me |Me |CH,CH=CH |CH, |(Ph |CH: Me | (S)-
1211 Me |Me |Me |CH.CH=CH |CH, |Ph |C(Me), |H racemic
I-212 Me |Me |Me |CH.CH=CH |CH, {Ph |C(Me), |H (S)-
1-213 Me | Me |Me | CH-.CH=CH | CH; Ph | C(Me), Me | racemic
1-214 Me |Me |Me |CH.CH=CH |CH. |[Ph |C(Me). |Me |(S5)
I-215 Me | Me |Me | CH.CH=CH |CH, |[Ph |(CHy): H racemic
I-216 Me | Me | Me | CH,CH=CH | CH, |Ph [(CH>): H (S)-
1-217 Me | Me | Me | CH.CH=CH | CH: Ph (CH,)» Me | racemic
1-218 Me |Me |Me | CH.CH=CH | CH; |Ph |(CHa Me | (S)-
1-219 Me |Me |Me | CH,CH=CH |CH, |Ph |C=CCH,|H racemic
1-220 Me | Me |Me | CH,CH=CH |CH, |Ph |C=CCH, |H [(5)-
I-221 Me | Me | Me | CH,CH=CH |CH, |Ph | C=CCH,|Me |racemic
1-222 Me |Me |[Me | CH.CH=CH |[CH. |Ph |C=CCH,|Me |(S)-
1-223 Me | Me | Me | CH.C=C CH, |[Ph |CH; H racemic
1-224 Me | Me | Me | CH.C=C CH, |Ph |CH, H (S)-
1-225 Me | Me | Me | CH,C=C CH, | Ph |- H racemic
1-226 Me | Me | Me | CHC=C CH, |Ph |- H (S)-
1227 Me | Me { Me | CH,C=C CH. |Ph |CH, Me | racemic
1-228 Me |Me | Me | CHC=C CH, |Ph |CH: Me | (S)-
1-229 Me | Me i Me | CH,C=C CH, |Ph |CMe), {H racemic
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1-230 Me |Me |Me | CH.C=C CH, |Ph |CMe)». |H |(S)-
1-231 Me | Me | Me | CH.C=C CH, |[Ph |C(Me). |Me | racemic
1-232 Me |Me | Me | CH.C=C CH, |Ph |C(Me). |Me |(S)
1-233 Me | Me |Me | CH.C=C CH, |Ph |(CH:. |H |racemic
1-234 Me |Me | Me | CH.C=C CH, |Ph |(CH). |H |S)
1-235 Me | Me | Me | CH.C=C CH. {Ph [(CHa)n Me | racemic
1-236 Me |Me | Me | CH.C=C CH, |Ph [(CH»: |Me |(S)-
1-237 Me | Me | Me | CH.C=C CH, |Ph |C=CCH;|H racemic
1-238 Me | Me |Me | CH.C=C CH, |Ph |c=CCH,|H |[(S)-
1-239 Me | Me | Me | CH,C=C CH, |Ph |C=CCH, |Me |racemic
1-240 Me | Me | Me | CH.C=C CH, |Ph |C=CCH,|Me |(S)-
1-241 Me | Me | Me 1,2-Cyclopro CH, |Ph |CH H racemic

pylene

1242 Me | Me | Me ;j;ﬁ’e/"]"p“’ CH, |Ph |CHs H |6
1-243 Me | Me | Me :)yzlegz clopro | oy Iph |- H | racemic
1-244 Me |Me | Me ;ﬁ;ﬁg’c“’m CH, |Ph |- H |-
1-245 Me | Me | Me ;ﬁ;ﬁgdo"m CH, |Ph |CH: Me | racemic
1-246 Me |Me | Me :)f];gzd"pm CH, |Ph |CH. Me | (S)-
1-247 Me |Me | Me Il)yzle(;z clopro | oy | Ph | C(Me), |H | racemic
1-248 Me |Me | Me ;yzleiz clopro | oy |ph | CMe) |H | (S)
1-249 Me | Me | Me ;’yzl'eizd"p“’ CH, |Ph |C(Me) |Me |racemic
1-250 Me |Me | Me ;ﬁ;}ﬁg“l""m CH, |Ph |CMe): |Me |(S)
[0021] [Table 6]

N 0
N[ N4 R
2./
0 2

1 y NH 3.0

AN A RS (1)
R2— ’Si ~-L

R3
I(‘I‘Ion’lpou;nd R' |R? IR L L2 R | L3 RS anﬁgur
0. ation
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1-251 Me | Me | Me | 12"CYeloPro |y 1py [ (CH). |H | racemic
pylene

1-252 Me |Me |Me | 12°CYeloPo | oy I pp i (CH.. |H | (S
pylene

1-253 Me |Me | Me | 2CYElOPO | oy I ph | (CH.. | Me | racemic
pylene

1-254 Me |Me | Me | B2CYCloPIo | vy I pp L (CH.). | Me | (S)
pylene

1-255 Me | Me | Me | L2CYCIOPrO | oy i ph | c=CCH, |H | racemic
pylene

1-256 Me |Me | Me | 2CYeloPro | oy Ipp | c=ccH, [H | (9)-
pylene

1-257 Me |Me | Me | 12°CYeloPro | oy | py | c=CCH. | Me | racemic
pylene

1-258 Me |Me |Me | 2 CYElOPO | oy I pp | c=CCH. | Me | (S)-
pylene

1-259 Me |Me | Me |>2SPIOR23 oy I pp | cH, H | racemic
Jhexylene

1-260 Me |Me |Me | >2SPIOR3 ey lpy | ch, H |(S)
Jhexylene

1-261 Me |Me | Me |>°SPirol23 oy ipp | H | racemic
Thexylene

1262 Me | Me |Me | >2SPIOl23 heg pp | H | (S)
Jhexylene

1-263 Me |Me |Me |52 SPIrl23 |y ipy | cH, Me | racemic
Jhexylene

1-264 Me |Me |Me |2 SPiol23 | oy Ipp | cH, Me | (S)-
Jhexylene

1-265 Me |Me | Me |>27SPIOR23 | oy I pp | cMe), |H | racemic
Jhexylene
5,5-Spiro[2.3

1-266 Me |Me |Me |00 CH, {Ph |C(Me), |H |(S)

1-267 Me |Me | Me |32SPIOI23 1oy pp | covie), | Me | racemic
Jhexylene

1268 Me | Me |Me |2 SPIOR23 |y pn | cMe), |Me | (S)-
Jhexylene

1-269 Me | Me | Me | >2-SPIO[23 oy by | (CHa), |H | racemic
Jhexylene

] 5,5-Spiro[2.3

1-270 Me |Me |Me | 00 CH, |Ph |(CH»). |H |(S)»

1-271 Me |Me | Me | 22-SPIOL23 ey pp | (CHy), | Me | racemic
JThexylene
5,5-Spiro[2.3 _

1-272 Me | Me | Me Thexylene CH, Ph (CH>), Me | (S)-

1-273 Me | Me |Me |2 SPirol23 1oy by | c=cCH, |H | racemic
Jhexylene
5,5-Spiro[2.3 .

1-274 Me | Me | Me |2 A0 CH. |Ph |C=CCH.|H |(S)

1-275 Me |Me | Me | 5,5-Spiro[2.3 | CH, |Ph | C=CCH. | Me | racemic
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Jhexylene
-Spi 23

1276 Me |Me |Me |32SPIO23 | oy py | c=cCH, | Me | (S)-
Thexylene

1277 Me | Me |Me | ¥#-Cyclopen |y oy | ch, H | racemic
tenylene

1-278 Me |Me | Me | B4Cyclopen | oy pp | cH, H | ()
tenylene

1-279 Me |Me |Me | A4-Cyclopen | oy py | H | racemic
tenylene

1-280 Me |Me |Me | &4Cyclopen | oy hpp | H |)
tenylene

1-281 Me | Me |Me | HCyelopen | oy pp | cH, Me | racemic
tenylene

1282 Me |Me Me |+ACyelopen | oy \pp | cH, Me | (S)-
tenylene

1-283 Me | Me | Me | 44Cyelopen | oy lpy | cMe), |H | racemic
tenylene

1-284 Me |Me | Me |4Cyelopen | oy pp loMe). |H | (S)-
tenylene

1-285 Me | Me | Me 4,4-Cyclopen CH, |Ph |C(Me). |Me |racemic
tenylene

1286 Me | Me | Me | F4Cyelopen | oy dpy | cMe). | Me | (S)-
tenylene

1287 Me |Me |Me |44CYeloPen | oy pp |\ (CH), | H | racemic
tenylene

1-288 Me |Me |Me |H4Cyelopen | oy App l(cH), |H | (S)
tenylene

1-289 Me |Me Me |*4Cyelopen | oy 1oy | (CH.), | Me | racemic
tenylene

1290 Me |Me |Me | BACyclopen | oy i py | (CHy), | Me | (S)-
tenylene

1-291 Me |Me | Me | H4Cyelopen | oy pp | c=cCH, |H | racemic
tenylene

1-292 Me |Me | Me |H4Cyelopen | oy pp | c=ccH, [H | (S)-
tenylene

1-293 Me | Me | Me | b*Cyelopen | oy by | c=CCH, | Me | racemic
tenylene
4,4-Cyclopen _

1-294 Me |Me |Me | =000 CH. |Ph |C=CCH, |Me |(S)

[0022] [Table 7]
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H
N o)
N, N+ R
N 2 /e
o L2
3
R \)-NH L3-0
N1 R® (1)
R2-si-L
R3
Compound R IR R L 2 |rR* |12 RS anﬁgur
No. ation
5.5-Spirol[2. i
1-295 Me | Me | Me 3]hexylene NH |Ph |[CH.C(Me), |H racemic
1-296 Me | Me | Me gﬁ;‘;’}]‘gﬁ NH |Ph |CHCMe). |H | R)-
- 1 2
1-297 Me | Me | Me gﬁ;‘;ﬂ; NH | Ph | CH:C(Me). | Me | racemic
1-298 Me |Me | Me gﬁ;‘;‘{gﬁ NH | Ph | CH.C(Me), | Me | (R)-
1-299 Me | Me | Me gﬁi‘;‘g’n{z NH | Ph | C(Me)-CH: |H | racemic
1-300 Me |Me | Me ;i;‘;‘fg? NH |Ph | C(Me}CH: |H | ()
1301 Me |Me | Me §]i§§‘$if§ NH |Ph |CMencH: |H |
1-302 Me | Me | Me gﬁ;i};]ﬂg NH | Ph | C(Me).CH, | Me | racemic
1-303 Me | Me | Me gﬁ;@‘gﬁ NH |Ph | C(Me)CH, |Me | (%)
1-304 Me | Me |Me gﬁ;‘;‘l‘;‘;}% NH |Ph | C(Me).CH, | Me | ()
1305 Me | Me | Me g;j:y:fggpe NH |Ph | CH.C(Me), |H | racemic
1-306 Me |Me | Me iﬁ;;lye‘;}gpe NH |Ph | CH.C(Me), |H | (R)-
1-307 Me | Me | Me ﬁ,’[:;lg?ggpe NH | Ph | CH.C(Me), | Me | racemic
1308 Me | Me | Me | B4CYCloPe | \1 | ph | CH.C(Me), | Me | (R)-
ntenylene
1-309 Me | Me | Me i;‘;'fy:ﬁgpe NH |Ph | C(Me:CH> |H | racemic
1-310 Me | Me | Me | 24CYEIoPe Gy | ph | CMexCH: [H | (1)
ntenylene
1-311 Me |Me | Me i;;g]yecr}:pe NH |Ph |CMe)CH, |H |
1-312 Me |Me | Me | H4CYeloPe | g | ph | C(Me).CH, | Me | racemic
ntenylene
1-313 Me | Me |Me | B4CYelope oy T pn | cMe).CH, | Me | (+)
ntenylene
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1-314 Me | Me | Me | 4CyClope |yl ph | oMe).CH, | Me | ()
ntenylene

1-315 Me |Me |Me | 12-Cyelopr | pp | H | racemic
opylene

1316 Me | Me | Me | 2Cyelopr | gy | H |(S)-
opylene

1317 Me | Me |Me | bZ-Cyelopr |  ipy | Me | racemic
opylene

1-318 Me |Me | Me | L2Cvelopr| iy L Me | (S)-
opylene
-Sp1 2

1-319 Me | Me |Me | >o7SProl2. | lpp | H | racemic
3]hexylene
5,5-Spiro[2.

1-320 Me |Me |Me |35 0800 |- | Ph |- H | (S)

1-321 Me | Me |Me |2>-SProl2. | fpy | Me | racemic
3]hexylene

- 5,5-Spiro[2.

1-322 Me |Me |Me |33 00 0 |- | Ph |- Me | (S)-

1-323 Me |Me |Me | ACyelope| —pp | H | racemic
ntenylene

1-324 Me | Me |Me | &4 Cyclope ) Ty | H |(S)-
ntenylene

1325 Me |Me |Me | H4-Cyclope| —fpy | Me | racemic
ntenylene

1-326 Me | Me | Me | B4-Cyelope | iy | Me | (S)-
ntenylene

1327 Me | Me | Me | 2-Cyelopr | py | ch, H | racemic
opylene

1-328 Me |Me | Me | b2-Cvelopr | gy cH, H |-
opylene

1-329 Me |Me | Me | b2C¥ClopT |y | cH, Me | racemic
opylene

1330 Me | Me |Me | L2Cyelopr | gy | on, Me | (S)-
opylene

1331 Me |Me |Me | 12°Cyelopr | pp | cHy), H | racemic
opylene

1-332 Me | Me | Me | 1ZCYCloPr | pp |, H |-
opylene

1-333 Me | Me | Me | bZCYelopr | dpy | (cHY), Me | racemic
opylene

1334 Me |Me |Me | LZCyelopr | ipy | (cHY; Me | (S)-
opylene

1-335 Me |Me |Me |22SPIOl2 4 gyl op, H | racemic
3]hexylene

1-336 Me |Me |Me |23-Spiol2. | gy g H | (S)-
3lhexylene

1337 Me |Me | Me |2>-Spirol2 | = py | oy, Me | racemic
3]hexylene

1-338 Me | Me | Me | 5,5-Spiro[2. [- |Ph |CH; Me | (S)-
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3hexylene
1-339 Me | Me |Me | 327 SPIOR2- |y | (cHY), H | racemic
3}hexylene
n 5,5-Spiro[2. )
1-340 Me |Me | Me 3]hexylene Ph | (CH)): H (8)
1-341 Me |Me |Me |>2SPirol2| oy | chy, Me | racemic
3]hexylene
5,5-Spiro[2.
1-342 Me |Me [Me | 3 Clene |- Ph | (CH.): Me | (S)-
1-343 Me | Me | Me 44-Cyclope | _ Ph | CH; H racemic
ntenylene
1344 Me |Me | Me | ¥4Cyelope) —py | cp, H | ()
ntenylene
1-345 Me |Me |[Me |HACyclope) oy | cp, Me | racemic
ntenylene
[0023] [Table 8]
} o
N [ N4 R
N 2_/
0 L2~
R )-NH L3-0
AN 1 RS (1)
R2_ISi»—L
R3
1(\Zlompound R! R R? L L2 R L RS anﬁgur
0. ation
1-346 Me | Me | Me | b4Cyelopente | o leH, | Me |(S)
nylene
1347 Me | Me |Me | ‘bA-Cyclopente | oyl (chy), |H | racemic
nylene
1-348 Me |Me |Me | B4-Cyelopente | = hpp el (H | (9)-
nylene
1-349 Me | Me | Me 4,4-Cyclopente | _ Ph (CH,), | Me | racemic
nylene
1-350 Me | Me | Me | B4Cyelopente |l pp | cHY), | Me | (9)-
nylene

[0024] [Table 9]
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N 0
N N4 R
o |_2_<.
>?,NH LB_O‘RS (11)
L
r3 R?
Sg‘;}gf’“ R' |R® |R® |L? R L} R’ g(‘)’;‘ﬁg“’a
1I-1 Me Me Me O Ph CH; H racemic
-2 Me Me Me O Ph CH: H (S)-
11-3 Me Et Me O Ph CH, H racemic
-4 Me Et Me (6] Ph CH, H (8)-
11-5 Me Me Me o) Ph CH; Me racemic
11-6 Me Me Me (0] Ph CH; Me (S)-
-7 Me Et Me O Ph CH, Me racemic
1I-8 Me Et Me 0] Ph CH, Me (S)
-9 Me Me Me 0 Ph CH» CHF, | racemic
1-10 Me Me Me 0] Ph CH. CHF: | (S)-
II-11 Me Et Me O Ph CH, CHF, | racemic
n-12 Me Et Me 0] Ph CH. CHF, | (S)-
11-13 Me Me Me O Ph CH, Et racemic
11-14 Me Me Me 0] Ph CH; Et (S)-
I-15 Me Et Me O Ph CH, Et racemic
1I-16 Me Et Me O Ph CH; Et (8)-
1-17 Me Me Me O Ph CH» iPr racemic
1I-18 Me Me Me O Ph CH- iPr (S)-
I1-19 Me Et Me O Ph CH, iPr racemic
11-20 Me Et Me O Ph CH, iPr (S)-
1-21 Me Me Me o] Ph CH, cPr racemic
11-22 Me Me Me O Ph CH, cPr (S)-
11-23 Me Et Me O Ph CH, cPr racemic
11-24 Me Et Me O Ph CH, cPr (S)-
1I-25 Me Me Me O Ph CH, Ph racemic
11-26 Me Me Me O Ph CH, Ph (S)-
11-27 Me Et Me O Ph CH; Ph racemic
11-28 Me Et Me 6) Ph CH, Ph (8)-
11-29 Me Me Me O Ph C(Me), H racemic
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I1-30 Me Me Me O Ph C(Me) H (S)
I-31 Me Et Me O Ph C(Me). H racemic
11-32 Me Et Me O Ph C(Me), H (S)-
-33 Me Me Me 0) Ph C(Me). Me racemic
11-34 Me Me Me O Ph C(Me). Me (S)-
11-35 Me Et Me 0] Ph C(Me): Me racemic
11-36 Me Et Me O Ph C(Me)- Me (S)-
i-37 Me Me Me 0 Ph C(Me), CHF, | racemic
I1-38 Me Me Me O Ph C(Me): CHF- | (S)-
11-39 Me Et Me O Ph C(Me), CHEF> | racemic
11-40 Me Et Me O Ph C(Me), CHF, | (8)-
11-41 Me Me Me O Ph C(Me), Et racemic
11-42 Me Me Me O Ph C(Me), Et (8)-
11-43 Me Et Me O Ph C(Me): Et racemic
11-44 Me Et Me O Ph C(Me), Et (S)-
11-45 Me Me Me O Ph C(Me), iPr racemic
11-46 Me Me Me O Ph C(Me). iPr (8)-
I-47 Me Et Me (0] Ph C(Me) iPr racemic
11-48 Me Et Me O Ph C(Me): iPr (S)-
11-49 Me Me Me O Ph C(Me); cPr racemic
I-50 Me Me Me O Ph C(Me), cPr (S)-
[0025] [Table 10]
N o
N[ N4 R
o L2—<*
>TNH LaaO\R5 (11)
o
r3 R?

I(E]:))I'Tlpound R R R3 L2 R L3 RS t(i:(());llﬁgura
11-51 Me Et Me O Ph C(Me), cPr racemic
11-52 Me | Et Me O Ph C(Me), cPr (S)-
1I-53 Me Me Me O Ph C(Me), Ph racemic
I1-54 Me | Me Me 0] Ph C(Me), Ph (8)-
II-55 Me Et Me O Ph C(Me), Ph racemic
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11-56 Me | Et Me O Ph C(Me) Ph (S)-
11-57 Me Me Me O Ph (CH>)» H racemic
11-58 Me | Me Me O Ph (CH»), H R)-
I1-59 Me Et Me O Ph (CH>): H racemic
11-60 Me | Et Me O Ph (CH:); H (R)-
1I-61 Me Me Me (o] Ph (CHa)» Me racemic
11-62 Me | Me Me O Ph (CH>), Me (R)-
11-63 Me Et Me (@) Ph (CH>): Me racemic
11-64 Me | Et Me (0] Ph (CHy)» Me (R)-
11-65 Me Me Me O Ph (CHo): CHF, | racemic
11-66 Me | Me Me 0] Ph (CH»): CHF, | (R)-
11-67 Me |Et Me O Ph (CH»), CHF, | racemic
I1-68 Me | Et Me O Ph (CH>), CHF, | (R)-
11-69 Me Me Me O Ph (CH>»): Et racemic
11-70 Me | Me Me O Ph (CH:), Et R)-
-71 Me Et Me O Ph (CH2), Et racemic
11-72 Me | Et Me O Ph (CH>), Et (R)-
1-73 Me Me Me O Ph (CH>): iPr racemic
1-74 Me | Me Me O Ph (CH»)» iPr (R)-
II-75 Me Et Me O Ph (CHa): iPr racemic
I1-76 Me |Et Me O Ph (CHy); iPr (R)-
I1-77 Me | Me Me O Ph (CHy); cPr racemic
II-78 Me | Me Me O Ph (CH»), cPr (R)-
I1-79 Me Et Me 0] Ph (CHs)» cPr racemic
I1-80 Me |Et Me O Ph (CH2), cPr (R)-
11-81 Me Me Me O Ph (CHz)» Ph racemic
11-82 Me | Me Me O Ph (CH2)- Ph (R)-
11-83 Me Et Me O Ph (CH2)» Ph racemic
11-84 Me | Et Me @] Ph (CHb), Ph (R)-
1I-85 Me Me Me O Ph CH-C(Me), | H racemic
11-86 Me | Me Me O Ph CH.C(Me), | H (R)-
11-87 Me Et Me O Ph CH.C(Me), | H racemic
11-88 Me | Et Me o) Ph CH,.C(Me); | H (R)-
11-89 Me Me Me O Ph CH.C(Me), | Me racemic
11-90 Me | Me Me 0 Ph CH.C(Me), | Me (R)-
11-91 Me Et Me 0] Ph CH-C(Me), | Me racemic
11-92 Me |Et Me 0] Ph CH-C(Me), | Me (R)-
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11-93 Me Me Me O Ph CH-C(Me), | CHF | racemic
11-94 Me | Me Me O Ph CH,C(Me). | CHF2 | (R)-
11-95 Me Et Me O Ph CH-C(Me). | CHF; | racemic
11-96 Me | Et Me 0] Ph CH.C(Me), | CHF, | (R)-
11-97 Me Me Me O Ph CH-C(Me)- | Et racemic
11-98 Me | Me Me O Ph CH.C(Me), | Et (R)-
11-99 Me Et Me O Ph CH.C(Me). | Et racemic
11-100 Me | Et Me @) Ph CH-C(Me). | Et (R)-
[0026] [Table 11]
N o
N[ N4 R
o L2—<*
NH L*-Q
Q,. R R® (11)
P
3 R?
Ii(;frlpomld R! R? R3 1.2 R 1.3 RS gg;lﬁg“ra
II-101 Me Me Me (0] Ph CH,C(Me), | iPr racemic
-102 Me Me Me O Ph CH,C(Me), | iPr (R)-
11-103 Me Et Me O Ph CH.C(Me), | iPr racemic
11-104 Me Et Me O Ph CH-C(Me), | iPr (R)-
II-105 Me Me Me O Ph CH.C(Me)» | cPr racemic
II-106 Me Me Me O Ph CH-C(Me)-» | cPr (R)-
I1-107 Me Et Me (8] Ph CH,C(Me), | cPr racemic
I1-108 Me Et Me O Ph CH,C(Me), | cPr (R)-
11-109 Me Me Me O Ph CHC(Me), | Ph racemic
11-110 Me Me Me 0 Ph CH.C(Me),; | Ph (R)-
I1-111 Me Et Me (0] Ph CH.C(Me), | Ph racemic
II-112 Me Et Me O Ph CH>C(Me). | Ph R)-
11-113 Me Me Me NH Ph CH; H racemic
1I-114 Me Me Me NH Ph CH, H (S)
1-115 Me Et Me NH Ph CH: H racemic
In-116 Me Et Me NH Ph CH. H (S)-
-117 Me Me Me N(Me) | Ph CH, H racemic
I1-118 Me Me Me N(Me) | Ph CH, H 5)
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1I-119 Me Et Me N(Me) | Ph CH., H racemic
11-120 Me Et Me N(Me) | Ph CH, H (S)-
11-121 Me Me Me NH Ph CH, Me racemic
11-122 Me Me Me NH Ph CH: Me (S)-
11-123 Me Et Me NH Ph CH- Me racemic
m-124 Me Et Me NH Ph CH, Me (S)-
1-125 Me Me Me N(Me) | Ph CH- Me racemic
II-126 Me Me Me N(Me) | Ph CH, Me (S)-
1I-127 Me Et Me N(Me) | Ph CH; Me racemic
11-128 Me Et Me N(Me)  Ph CH; Me (S)-
11-129 Me Me Me NH Ph CH,; CHF- | racemic
11-130 Me Me Me NH Ph CH, CHF- | (S)-
I1-131 Me Et Me NH Ph CH» CHF- | racemic
I1-132 Me Et Me NH Ph CH- CHF- | (S)-
11-133 Me Me Me N(Me) | Ph CH, CHF, | racemic
11-134 Me Me Me N(Me) | Ph CH, CHF, | (S)-
II-135 Me Et Me N(Me) | Ph CH, CHF- | racemic
I-136 Me Et Me N(Me) | Ph CH, CHF, | (S)-
m-137 Me Me Me NH Ph CH; Et racemic
1-138 Me Me Me NH Ph CH, Et (S)-
11-139 Me Et Me NH Ph CH, Et racemic
1-140 Me Et Me NH Ph CH; Et (S
11-141 Me Me Me N(Me) | Ph CH, Et racemic
11-142 Me Me Me N(Me) | Ph CH, Et (S)-
11-143 Me Et Me N(Me) | Ph CH, Et racemic
11-144 Me Et Me N(Me) | Ph CH, Et (S)-
11-145 Me Me Me NH Ph CH, iPr racemic
11-146 Me Me Me NH Ph CH; iPr (S)-
11-147 Me Et Me NH Ph CH, iPr racemic
11-148 Me Et Me NH Ph CH- iPr (S)-
11-149 Me Me Me N(Me) | Ph CH. iPr racemic
1-150 Me Me Me N(Me) | Ph CH; iPr (8)-

[0027] [Table 12]
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N o
N[ N4 R
o L2 _<,
NH L3-0
>Z\/. R R (11)
<,
r3 R
Iizr,npound R! R® R? L2 R* L3 RS gg:ﬁgur a
1I-151 Me Et Me N(Me) | Ph CH, iPr racemic
1-152 Me Et Me N(Me) | Ph CH, iPr (S)-
11-153 Me Me Me NH Ph CH, cPr racemic
I-154 Me Me Me NH Ph CH, cPr (S)-
II-155 Me Et Me NH Ph CH; cPr racemic
1I-156 Me Et Me NH Ph CH, cPr (8)-
H-157 Me Me Me N(Me) | Ph CH, cPr racemic
i-158 Me Me | Me N(Me) | Ph CH, cPr (S)-
11-159 Me Et Me N(Me) | Ph CH, cPr racemic
I1-160 Me Et Me NMe) | Ph CH: cPr (S)-
11-161 Me Me | Me NH Ph CH. Ph racemic
1-162 Me Me | Me NH Ph CH;, Ph (S)-
1I-163 Me Et Me NH Ph CH, Ph racemic
I1-164 Me Et Me NH Ph CH; Ph Sy
I1-165 Me Me Me N(Me) | Ph CH, Ph racemic
II-166 Me Me Me N(Me) | Ph CH; Ph (S)-
I1-167 Me Et Me N(Me) | Ph CH, Ph racemic
11-168 Me Et Me N(Me) | Ph CH, Ph S
II-169 Me Me Me NH Ph C(Me), H racemic
11-170 Me Me Me NH Ph C(Me), H (8)-
m-171 Me Et Me NH Ph C(Me), H racemic
1I-172 Me Et Me NH Ph C(Me) H (S)-
11-173 Me Me Me N(Me) | Ph C(Me) H racemic
11-174 Me Me Me N(Me) | Ph C(Me), H (S)-
1I-175 Me Et Me N(Me) | Ph C(Me) H racemic
II-176 Me Et Me N(Me) | Ph C(Me), H (S)-
n-177 Me Me Me NH Ph C(Me), Me racemic
11-178 Me Me Me NH Ph C(Me) Me (5)-
1I-179 Me Et Me NH Ph C(Me). Me racemic
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11-180 Me Et Me NH Ph C(Me), Me (S)-
II-181 Me Me Me N(Me) | Ph C(Me)- Me racemic
II-182 Me Me | Me N(Me) | Ph C(Me), Me (S)-
11-183 Me Et Me N(Me) | Ph C(Me)- Me racemic
11-184 Me Et Me N(Me) | Ph C(Me), Me (S)-
11-185 Me Me Me NH Ph C(Me). CHF> | racemic
11-186 Me Me | Me NH Ph C(Me)- CHF, | (S)-
1I-187 Me Et Me NH Ph C(Me), CHF, | racemic
11-188 Me Et Me NH Ph C(Me). CHF; | (S)-
11-189 Me Me Me N(Me) | Ph C(Me), CHF> | racemic
Ii-190 Me Me | Me N(Me) | Ph C(Me), CHF- | (S)-
11-191 Me Et Me N(Me) | Ph C(Me), CHF, | racemic
11-192 Me Et Me N(Me) | Ph C(Me), CHF, | (S)-
11-193 Me Me Me NH Ph C(Me), Et racemic
11-194 Me Me | Me NH Ph C(Me) Et (8)-
11-195 Me Et Me NH Ph C(Me), Et racemic
I-196 Me Et Me NH Ph C(Me)2 Et )
I-197 Me Me Me N(Me) | Ph C(Me), Et racemic
I1-198 Me Me | Me N(Me) | Ph C(Me), Et (S)-
1-199 Me Et Me N(Me) | Ph C(Me), Et racemic
11-200 Me Et Me N(Me) | Ph C(Me), Et (S)-
[0028] [Table 13]
0)
7? RS (11)
-
g3 R
I(\Zlc(;rilnpound R! R e 1.2 R4 L3 RS t(i?ggﬁgura
[1-201 Me Me | Me NH Ph C(Me), iPr racemic
H-202 Me Me | Me NH Ph C(Me), iPr (S)-
11-203 Me Et Me NH Ph C(Me), iPr racemic
I1-204 Me Et Me NH Ph C(Me); iPr (S)-
11-205 Me Me Me N(Me) | Ph C(Me), iPr racemic

58



CA 02966164 2017-04~27

FP15-0549-00

11-206 Me Me | Me N(Me) | Ph C(Me), iPr (S)-
11-207 Me Et Me N(Me) | Ph C(Me), iPr racemic
11-208 Me Et Me N(Me) | Ph C(Me): iPr (S)
11-209 Me Me Me NH Ph C(Me), cPr racemic
11-210 Me Me | Me NH Ph C(Me). cPr S)
-211 Me Et Me NH Ph C(Me), cPr racemic
m-212 Me Et Me NH Ph C(Me), cPr (8)-
11-213 Me Me | Me N(Me) | Ph C(Me), cPr racemic
n-214 Me Me | Me N(Me) | Ph C(Me), cPr (S)~-
I-215 Me Et Me N(Me) | Ph C(Me), cPr racemic
-216 Me Et Me N(Me) | Ph C(Me), cPr (S)-
n-217 Me Me Me NH Ph C(Me), Ph racemic
-218 Me Me | Me NH Ph C(Me), Ph Sy
-219 Me Et Me NH Ph C(Me), Ph racemic
11-220 Me Et Me NH Ph C(Me), Ph (S)-
I1-221 Me Me Me N(Me) | Ph C(Me) Ph racemic
m-222 Me Me | Me N(Me) | Ph C(Me), Ph (S)
H-223 Me Et Me N(Me) | Ph C(Me), Ph racemic
n-224 Me Et Me N(Me) | Ph C(Me), Ph (S)
11-225 Me Me Me NH Ph (CH>)» H racemic
11-226 Me Me | Me NH Ph (CH>): H R)-
11-227 Me Et Me NH Ph (CHaz) H racemic
11-228 Me Et Me NH Ph (CHz)» H R)-
11-229 Me Me Me N(Me) | Ph (CHa): H racemic
I1-230 Me Me | Me N(Me) | Ph (CH:), H (R)-
1m-231 Me Et Me N(Me) | Ph (CHs), H racemic
1-232 Me Et Me N(Me) | Ph (CH>), H (R)-
11-233 Me Me | Me NH Ph (CH>), Me racemic
11-234 Me Me Me NH Ph (CHa), Me R)-
I1-235 Me Et Me NH Ph (CHz) Me racemic
11-236 Me Et Me NH Ph (CHz)» Me (R)-
I-237 Me Me Me N(Me) | Ph (CH>), Me racemic
11-238 Me Me | Me N(Me) | Ph (CHa)2 Me R)-
11-239 Me Et Me N(Me) | Ph (CH,) Me racemic
11-240 Me Et Me N(Me) | Ph (CH,), Me (R)-
11-241 Me Me Me NH Ph (CH,), CHF, | racemic
I1-242 Me Me | Me NH Ph (CH>), CHF, | (R)-
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11-243 Me Et Me NH Ph (CH>»), CHF, | racemic
II-244 Me Et Me NH Ph (CH,), CHF, | (R)-
11-245 Me Me Me N(Me) | Ph (CH:)2 CHF, | racemic
11-246 Me Me | Me N(Me) { Ph (CHz): CHF, | (R)-
11-247 Me Et Me N(Me) | Ph (CHaz) CHF- | racemic
11-248 Me Et Me N(Me) | Ph (CHy)a CHF, | (R)-
11-249 Me Me Me NH Ph (CH-)- Et racemic
11-250 Me Me | Me NH Ph (CH»), Et (R)-
[0029] [Table 14]

(11
IC\chzfnpound R! R? e L2 R* L3 RS gg:ﬁgura
11-251 Me Et Me NH Ph (CHz). Et raceric
11-252 Me Et Me NH Ph (CHy), Et R)-
11-253 Me Me Me N(Me) | Ph (CH,), Et racemic
11-254 Me Me | Me N(Me) | Ph (CH>): Et R)-
11-255 Me Et Me N(Me) | Ph (CH,)» Et racemic
11-256 Me Et Me N(Me) | Ph (CH>), Et (R)-
11-257 Me Me Me NH Ph (CHy), iPr racemic
I1-258 Me Me | Me NH Ph (CHy), iPr (R)-
11-259 Me Et Me NH Ph (CHz): iPr racemic
11-260 Me Et Me NH Ph (CH>), iPr (R)-
11-261 Me Me Me N(Me) | Ph (CH>), iPr racemic
11-262 Me Me Me N(Me) | Ph (CH>): iPr (R)-
II-263 Me Et Me N(Me) | Ph (CH>)» iPr racemic
11-264 Me Et Me N(Me) | Ph (CH>), iPr R)-
11-265 Me Me Me NH Ph (CH>)- cPr racemic
11-266 Me Me | Me NH Ph (CH>): cPr (R)-
11-267 Me Et Me NH Ph (CH,), cPr racemic
11-268 Me Et Me NH Ph (CH,), cPr (R)-
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11-269 Me Me | Me N(Me) | Ph (CH:): cPr racemic
11-270 Me Me | Me N(Me) | Ph (CH2)» cPr (R)-
11-271 Me Et Me N(Me) | Ph (CH»)- cPr racemic
11-272 Me Et Me N(Me) | Ph (CH»), cPr R)-
11-273 Me Me Me NH Ph (CH:), Ph racemic
11-274 Me Me | Me NH Ph (CHz): Ph (R)-
11-275 Me Et Me NH Ph (CH>):» Ph racemic
I1-276 Me Et Me NH Ph (CHy)- Ph (R)-
11-277 Me Me | Me N(Me) | Ph (CH.)- Ph racemic
11-278 Me Me | Me N(Me) { Ph (CH>), Ph (R)-
11-279 Me Et Me N(Me) | Ph (CH»)- Ph racemic
11-280 Me Et Me N(Me) | Ph (CH>)» Ph R)-
11-281 Me Me Me NH Ph (CH»)s H racemic
11-282 Me Me | Me NH Ph (CH.); H (R)-
11-283 Me Et Me NH Ph (CH,); H racemic
11-284 Me Et Me NH Ph (CH:)s H (R)-
I1-285 Me Me | Me N(Me) | Ph (CH»)s H racemic
11-286 Me Me | Me N(Me) | Ph (CHy); H R)-
11-287 Me Et Me N(Me) | Ph (CHy)s H racemic
11-288 Me Et Me N(Me) | Ph (CH,); H (R)-
11-289 Me Me Me NH Ph (CHx)4 H racemic
1-290 Me Me | Me NH Ph (CHz)q H (R)-
11-291 Me Et Me NH Ph (CHa)s H racemic
11-292 Me Et Me NH Ph (CH>)4 H (R)-
11-293 Me Me |Me N(Me) | Ph (CH>)4 H racemic
11-294 Me Me | Me N(Me) | Ph (CH2)4 H R)-
11-295 Me Et Me N(Me) | Ph (CHy)4 H racemic
11-296 Me Et Me N(Me) | Ph (CH>), H R)-
[1-297 Me Me Me NH Ph CH.C(Me), | H racemic
11-298 Me Me |Me |NH Ph CH,C(Me), | H (R)-
11-299 Me Et Me NH Ph CH-C(Me); | H racemic
11-300 Me Et Me NH Ph CH.C(Me), | H (R)-

[0030] [Table 15]
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(11)

I%cz)x.JrIPOUULd R! R R3 12 R L3 RS tCis[rllﬁgura
11-301 Me Me Me N(Me) | Ph CH.C(Me). | H racemic
1I-302 Me Me | Me N(Me) | Ph CH.C(Me): | H R)-
11-303 Me Et Me N(Me) | Ph CH-C(Me). | H racemic
11-304 Me Et Me N(Me) | Ph CH.C(Me). | H (R)-
H-305 Me Me Me NH Ph CH.C(Me), | Me racemic
I1-306 Me Me | Me NH Ph CH-C(Me), | Me (R)-
11-307 Me Et Me NH Ph CH.C(Me), | Me racemic
11-308 Me Et Me NH Ph CH.C(Me), | Me R)-
11-309 Me Me Me N(Me) | Ph CH.C(Me), | Me racemic
I-310 Me Me | Me N(Me) | Ph CH.C(Me). | Me (R)-
1I-311 Me Et Me N(Me) | Ph CH,C(Me). | Me racemic
II-312 Me Et Me N(Me) | Ph CH-C(Me), | Me (R)-
-313 Me Me | Me NH Ph CH.C(Me), | CHF; | racemic
11-314 Me Me | Me NH Ph CH.C(Me), | CHF: | (R)-
11-315 Me Et Me NH Ph CH.C(Me), | CHF;, | racemic
11-316 Me Et Me NH Ph CH,C(Me), | CHF: | (R)-
11-317 Me Me Me N(Me) | Ph CH,C(Me), | CHF, | racemic
11-318 Me Me | Me N(Me) | Ph CH.C(Me): | CHF, | (R)-
1J-319 Me Et Me N(Me) | Ph CH-C(Me), | CHF, | racemic
11-320 Me | Et Me | N(Me) | Ph CH.C(Me), | CHF; | (R)-
11-321 Me Me Me NH Ph CH,C(Me). | Et racemic
11-322 Me Me Me NH Ph CH.C(Me): | Et (R)-
11-323 Me Et Me NH Ph CH.C(Me), | Et racemic
11-324 Me Et Me NH Ph CH.C(Me), | Et (R)-
11-325 Me Me Me N(Me) | Ph CH,C(Me), | Et racemic
11-326 Me Me | Me N(Me) | Ph CH,C(Me), | Et R)-
1-327 Me Et Me N(Me) | Ph CH.C(Me), | Et racemic
11-328 Me Et Me N(Me) | Ph CH.C(Me), | Et R)-
J1-329 Me Me Me NH Ph CH.C(Me), | iPr racemic
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11-330 Me Me | Me NH Ph CH,C(Me), | iPr R)-
11-331 Me Et Me NH Ph CH-C(Me), | iPr racemic
11-332 Me Et Me NH Ph CH.C(Me), | iPr (R)-
1I1-333 Me Me Me N(Me) | Ph CH-C(Me). | iPr racemic
11-334 Me Me Me N(Me) | Ph CH-C(Me), | iPr (R)-
1-335 Me Et Me N(Me) | Ph CH-.C(Me); | iPr racemic
11-336 Me Et Me N(Me) | Ph CH.C(Me), | iPr R)-
11-337 Me Me Me NH Ph CH-C(Me), | cPr racemic
11-338 Me Me | Me NH Ph CH-C(Me). | cPr (R)-
11-339 Me Et Me NH Ph CH,C(Me), | cPr racemic
11-340 Me Et Me NH Ph CH-C(Me), | cPr (R)-
11-341 Me Me Me N(Me) | Ph CH,C(Me), | cPr racemic
11-342 Me Me | Me N(Me) | Ph CH-C(Me); | cPr (R)-
11-343 Me Et Me N(Me) | Ph CH-C(Me). | cPr racemic
11-344 Me Et Me N(Me) | Ph CH-C(Me), | cPr (R)-
11-345 Me Me | Me NH Ph CH.C(Me), | Ph racemic
11-346 Me Me | Me NH Ph CH-C(Me). | Ph (R)-
11-347 Me Et Me NH Ph CH,C(Me), | Ph racemic
11-348 Me Et Me NH Ph CH.C(Me), | Ph (R)-
I1-349 Me Me Me N(Me) | Ph CH,C(Me), | Ph racemic
I1-350 Me Me | Me N(Me) | Ph CH>C(Me). | Ph (R)-
[0031] [Table 16]
N o
Ne [ N~ LR
o) L~
QINH LS_O‘R5 (11)
Y
rd R?
gg’_“po““d R' |R® |R® |L® R* | L R’ tcigr’]‘ﬁg“’a
11-351 Me Et Me N(Me) | Ph CH,C(Me), |Ph racemic
11-352 Me Et Me N(Me) | Ph CH,C(Me), | Ph (R)-
I1-353 Me Me Me NH Ph C(Me).CH: | H racemic
1-354 Me Me Me NH Ph C(Me),CH, |H (5)-
M-355 Me Et Me NH Ph C(Me):.CH, |H racemic
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1I-356 Me Et Me NH Ph C(Me),CH. ' H (S)-
1I-357 Me Me Me N(Me) | Ph C(Me).CH, H racemic
11-358 Me Me Me N(Me)  Ph C(Me),CH, | H (S)-
11-359 Me Et Me N(Me) | Ph C(Me).CH, |H racemic
11-360 Me Et Me N(Me) | Ph C(Me).CH. | H (S)-
Mn-361 Me Me Me NH Ph CF.CH; H racemic
11-362 Me Me Me NH Ph CF-CH; H (S)-
11-363 Me Et Me NH Ph CF-CH, H racemic
11-364 Me Et Me NH Ph CF,CH, H (S)-
I1-365 Me Me Me N(Me) | Ph CF.CH, H racemic
I1-366 Me Me Me N(Me) | Ph CF,CH, H (S)-
11-367 Me Et Me N(Me) | Ph CF.CH, H racemic
11-368 Me Et Me N(Me) | Ph CF-CH, H (S)-
11-369 Me Me Me NH Ph CH=CHCH; | H racemic
11-370 Me Me Me NH Ph CH=CHCH. | H (S)-
11-371 Me Et Me NH Ph CH=CHCH, | H racemic
11-372 Me |Et Me |NH Ph | CH=CHCH, | H (S)-
11-373 Me Me Me N(Me) | Ph CH=CHCH, | H racemic
I1-374 Me Me Me N(Me) | Ph CH=CHCH; | H (S)-
11-375 Me Et Me N(Me) | Ph CH=CHCH, |H racemic
11-376 Me Et Me N(Me) | Ph CH=CHCH, | H (8)-
11-377 Me Me Me NH Ph C=CCH- H racemic
11-378 Me Me Me NH Ph C=CCH, H (5)-
-379 Me Et Me NH Ph C=CCH, H racemic
11-380 Me Et Me NH Ph C=CCH, H (S)-
I1-381 Me Me Me N(Me) | Ph C=CCH, H racemic
11-382 Me |Me |Me |N(Me) |Ph |C=CCH, H (S
11-383 Me Et Me N(Me) | Ph C=CCH, H racemic
I1-384 Me Et Me N(Me) | Ph C=CCH, H (8)-
11-385 Me |Me |Me |[NH [Ph lgy'l‘;{g"’p" H | racemic
11-386 Me |Me |Me |NH |Ph (});)'y'](;y]z“’pr H | ©-
11-387 Me |Et |Me |NH Ph cl)ijly'l(ézgl"pr H | racemic
11-388 Me |Et |Me |NH |Ph é;)‘);gz]"pr H |-
11-389 Me |Me |Me |NMe) |Ph éi)]y'ggk’pr H | racemic
11-390 Me Me Me N(Me) | Ph 1,1-Cyclopr | H (S)-

64



CA 02966164 2017-04~27

FP15-0549-00

opylene

11-391 Me |Et |Me |NMe |Ph | DIOYEOPT |y | cemic
opylene

11-392 Me |EBt |Me |NMe) |ph | LICyeopr |y i)
opylene

11393 Me |Me |Me |Nu |pn | DZOYCOPr lh ) cemic
opynylene

11-394 Me |Me |Me |NH |ph | FOYCoRr 1y (g
opynylene

11-395 Me |Et Me |NH Ph 1,2-Cyclopr | iy racemic
opynylene

11-396 Me |Et |Me |NH |ph | L2OyCopr iy gy
opynylene

11-397 Me |Me |Me |NMe) |Ph | 2OYEOPT iy | cemic
opynylene

11-398 Me |Me |Me |NMMe) |ph | DZOYCOPT (g
opynylene

o

11-399 Me |Et |Me |NMe) |Ph | LZOYOPT 1yl cemic
opynylene

11-400 Me |Et |Me |NMe |ph | LZOYCoPr gy (g
opynylene

[0032] [Table 17]

RS
. (11
/S*;’
R3 R2

Compound Rl R® e L2 R* L3 RS (;onﬁgura

No. tion

I1-401 Me Me Me NH Ph C(=0) H racemic

11-402 Me |Me |Me |NH Ph C(=0) H (S)-

11-403 Me Et Me NH Ph C=0) H racemic

11-404 Me |Et Me |NH Ph C(=0) H (S)-

-405 Me Me Me N(Me) | Ph C(=0) H racemic

11-406 Me |[Me |Me |N(Me) |Ph C(=0) H (S)-

11-407 Me Et Me N(Me) | Ph C(=0) H racemic

1-408 Me Et Me N(Me) | Ph C(=0) H (8)-

11-409 Me Me Me NH Ph C(=0) Bn racemic

1-410 Me Me Me NH Ph C(=0) Bn (8)-
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11-411 Me Et Me NH Ph C(=0) Bn racemic
11-412 Me Et Me NH Ph C(=0) Bn (S)-
1-413 Me Me Me N(Me) | Ph C(=0) Bn racemic
n-414 Me Me Me N(Me) | Ph C(=0) Bn (S)-
I1-415 Me Et Me N(Me) | Ph C(=0) Bn racemic
11416 Me Et Me N(Me) | Ph C(=0) Bn Sy
11-417 Me Me Me NH Ph C(=0) Me racemic
11-418 Me Me Me NH Ph C(=0) Me (S)-
11-419 Me Et Me NH Ph C(=0) Me racemic
11-420 Me Et Me NH Ph C(=0) Me (S)-
11-421 Me Me Me N(Me) | Ph C(=0) Me racemic
m-422 Me Me Me N(Me) | Ph C(=0) Me (S)-
11-423 Me Et Me N(Me) | Ph C(=0) Me racemic
11-424 Me Et Me N(Me) | Ph C(=0) Me (S)-
I1-425 Me Me Me NH H CH, H

11-426 Me Et Me NH H CH, H

11-427 Me Me Me N(Me) | H CH, H

11-428 Me Et Me N(Me) | H CH, H

11-429 Me Me Me NH H CH(Me) H

I1-430 Me Et Me NH H CH(Me) H

11-431 Me Me Me N(Me) | H CH(Me) H

11-432 Me Et Me N(Me) | H CH(Me) H

11-433 Me Me Me NH H CH(iPr) H

11-434 Me Et Me NH H CH(iPr) H

11-435 Me Me Me N(Me) | H CH(iPr) H

11-436 Me Et Me NMe) | H CH(Pr) H

I1-437 Me Me Me NH H CH(Ph) H

11-438 Me Et Me NH H CH(Ph) H

11-439 Me Me Me N(Me) | H CH(Ph) H

11-440 Me Et Me N(Me) | H CH(Ph) H

11-441 Me Me Me NH Me CH, H racemic
11-442 Me Me Me NH Me CH: H (S)-
11-443 Me Et Me NH Me CH, H racemic
I1-444 Me Et Me NH Me CH, H (S)-
11-445 Me Me Me N(Me) | Me CH, H racemic
11-446 Me Me Me N(Me) | Me CH, H (S)-
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11-447 Me Et Me N(Me) | Me CH. H racemic
11-448 Me Et Me N(Me) | Me CH- H (S)-
11-449 Me Me Me NH iPr CH; H racemic
11-450 Me Me Me NH iPr CH: H (8)-
[0033] [Table 18]
H
N'T l N—/(OZ R*
0 L=<
>?/NH LB‘O‘Rs (11)
P
r3 R
I(:}?)I.npound R! R2 R L2 RY L3 RS t(il(c)):ﬁgura
I-451 Me Et Me NH iPr CH, H racemic
11-452 Me Et Me NH iPr CH, | H (S)-
11-453 Me Me Me N(Me) | iPr CH, 'H racemic
11-454 Me |Me |Me |NMe) |iPr CH. |H (S)-
I-455 Me Et Me N(Me) | iPr CH, H racemic
11-456 Me Et Me N(Me) | iPr CH. |H (5)-
11-457 Me Me Me NH cHex CH, H racemic
11-458 Me Me Me NH cHex CH, |H (S)-
11-459 Me Et Me NH cHex CH, H racemic
11-460 Me Et Me NH cHex CH, H (S)-
11-461 Me Me Me N(Me) | cHex CH. |H racemic
11-462 Me Me Me N(Me) | cHex CH, | H (S)-
11-463 Me Et Me N(Me) | cHex CH; H racemic
[1-464 Me Et Me N(Me) | cHex CH, | H (S)-
11-465 Me |Me |Me |NH (l)f(fjf‘y?i"d‘ CH. |H racemic
11-466 Me |Me |Me |NH éf(;ffyzl"d‘ CH. |[H |-
11-467 Me |Et |Me |NH (1);(3‘;1]5_3:_’;21"‘11 CH, |H racemic
11-468 Me |Et |Me |NH éfc;fj_nyﬁ"dl CH. |H | (S)-
11-469 Me ' Me |Me |N(Me) (1) f(;fjgzl"dl CH, |H racemic
11-470 Me Me Me N(Me) | 1,3-Benzodi | CH, |H (S)-
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oxol-4-y1
1-471 Me |Et Me | N(Me) lf;fjf;"dl CH. |H racemic
1-472 Me |Et |Me |N(Me) (l)f(ffyzl"d‘ CH, |H (S)-
11-473 Me Me Me NH 2-F-Ph CH-, H racemic
11-474 Me Me Me NH 2-F-Ph CH, | H (S)-
11-475 Me Et Me NH 2-F-Ph CH, H racemic
11-476 Me Et Me NH 2-F-Ph CH. | H S
-477 Me Me Me N(Me) | 2-F-Ph CH, | H racemic
II-478 Me Me Me N(Me) | 2-F-Ph CH, | H (8)-
11-479 Me Et Me N(Me) | 2-F-Ph CH. | H racemic
11-480 Me Et Me N(Me) | 2-F-Ph CH. | H (S)y-
11-481 Me Me Me NH 3-F-Ph CH- H racemic
11-482 Me Me Me NH 3-F-Ph CH. | H (S)-
11-483 Me Et Me NH 3-F-Ph CH; |H racemic
11-484 Me Et Me NH 3-F-Ph CH, |H (S)-
11-485 Me Me Me N(Me) | 3-F-Ph CH, |H racemic
11-486 Me Me Me N(Me) | 3-F-Ph CH, |H (5)-
11-487 Me Et Me N(Me) | 3-F-Ph CH, |H racemic
11-488 Me Et Me N(Me) | 3-F-Ph CH: |H (S)-
11-489 Me Me Me NH 4-F-Ph CH, |H racemic
11-490 Me Me Me NH 4-F-Ph CH, |H (S)-
11-491 Me Et Me NH 4-F-Ph CH, |H racemic
11-492 Me Et Me NH 4-F-Ph CH, | H (S)-
11-493 Me Me Me N(Me) | 4-F-Ph CH, 'H racemic
H-494 Me Me Me N(Me) | 4-F-Ph CH. ' H S)
11-495 Me Et Me N(Me) | 4-F-Ph CH, | H racemic
11-496 Me Et Me N(Me) | 4-F-Ph CH. | H (S)
11-497 Me Me Me NH 2-Py CH, | H racemic
11-498 Me Me Me NH 2-Py CH, | H (S)-
11-499 Me Et Me NH 2-Py CH. H racemic
11-500 Me Et Me NH 2-Py CH, | H (S)-

[0034] [Table 19]
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H

N o}

4 4

N
H L3-0

N
0

N
>?, . R®  (11)

PN
R3 R?

gglf’p"““d R' |R® |R* |L? R* (L R® gé’:ﬁg“ra
1I1-501 Me Me Me N(Me) | 2-Py | CH: H racemic
11-502 Me Me Me N(Me) | 2-Py | CH; H (5)-
11-503 Me Et Me N(Me) | 2-Py | CH: H racemic
11-504 Me Et Me N(Me) | 2-Py [ CH, H (S)-
11-505 Me Me Me NH 3-Py | CH, H racemic
I1-506 Me Me Me NH 3-Py | CH: H (S)-
I1-507 Me Et Me NH 3-Py | CH; H racemic
I1-508 Me Et Me NH 3-Py | CH; H (S)-
11-509 Me Me Me N(Me) | 3-Py | CH» H racemic
I-510 Me Me Me N(Me) | 3-Py | CH: H (8)-
o-511 Me Et Me N(Me) | 3-Py | CH; H racemic
11-512 Me Et Me N(Me) | 3-Py | CH; H (S)-
11-513 Me Me Me NH 4-Py | CH: H racemic
11-514 Me Me Me NH 4-Py | CH; H (S)-
-515 Me Et Me NH 4-Py | CH: H racemic
H-516 Me Et Me NH 4-Py | CH, H (8)-
1-517 Me Me Me N(Me) | 4-Py | CH» H racemic
I1-518 Me Me Me N(Me) | 4-Py | CH: H (S)-
H-519 Me Et Me N(Me) | 4-Py | CH; H racemic
11-520 Me | Et Me | N(Me) | 4-Py | CH, H S)-
1-521 Me Me Me CH, Ph CH; H racemic
1-522 Me Me Me CH- Ph CH; H (S)-
11-523 Me Et Me CH, Ph CH., H racemic
11-524 Me Et Me CH;, Ph CH, H (S)-
11-525 Me Me Me CH, Ph - H racemic
11-526 Me Me Me CH, Ph - H (S)-
11-527 Me Et Me CH, Ph - H racemic
11-528 Me Et Me CH, Ph - H (S)-
H-529 Me Me Me CH, Ph CH; Me racemic

69



CA 02966164 2017-04~27

FP15-0549-00

11-530 Me Me Me CH- Ph CH, Me (S)-
-531 Me Et Me CH, Ph CH, Me racemic
-532 Me Et Me CH. Ph CH., Me (5)-
11-533 Me Me Me CH.- Ph C(Me). H racemic
11-534 Me Me Me CHa Ph C(Me). H (S)-
11-535 Me Et Me CH, Ph C(Me) H racemic
I-536 Me Et Me CH- Ph C(Me), H (S)
1-537 Me Me Me CH, Ph C(Me), Me racemic
-538 Me Me Me CH- Ph C(Me) Me (S)-
11-539 Me Et Me CH; Ph C(Me), Me racemic
11-540 Me Et Me CH, Ph C(Me), Me (5)-
I1-541 Me Me Me CH, Ph (CH>), H racemic
11-542 Me Me Me CH, Ph (CHz)- H (S)-
11-543 Me Et Me CH, Ph (CHx)» H racemic
11-544 Me Et Me CH, Ph (CH-), H (S)-
I1-545 Me Me Me CH, Ph (CH>)-» Me racemic
11-546 Me Me Me CH; Ph (CH»)- Me (S)-
11-547 Me Et Me CH. Ph (CH>): Me racemic
I1-548 Me Et Me CH; Ph (CHy)» Me S
11-549 Me Me Me CH; Ph CH-C(Me), | H racemic
11-550 Me Me Me CHa Ph CH.C(Me). | H (S)-
[0035] [Table 20]
o
] Nl N L2_<*R
>\T " L?)_O‘R5 (rn
W
R3 R?
I(\f}zfnpound Rl Rz R3 L: R4 L3 RS :i:(())rrllﬁgllra
11-551 Me | Et Me | CH, Ph | CH.C(Me); | H racemic
11-552 Me | Et Me | CH, Ph | CH,C(Me). | H )
11-553 Me | Me |Me | CH, Ph CH,C(Me), | Me racemic
11-554 Me | Me | Me | CH; Ph | CH,C(Me), | Me (S)-
II-555 Me | Et Me | CH. Ph | CH.C(Me), | Me racemic
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I1-556 Me | Et Me | CH- Ph CH.C(Me). | Me (S)-

11-557 Me | Me | Me |- Ph | CH; H racemic

11-558 Me |Me {Me |- Ph | CH, H (S)-

11-559 Me | Me | Me |- Ph | CH- Me racemic

1I-560 Me |Me [ Me |- Ph CH: Me (S)-

11-561 Me | Me | Me | CH=CH Ph | CH; H racemic

11-562 Me | Me | Me | CH=CH Ph CH- H (S)-

11-563 Me | Me | Me | CH=CH Ph | CH, Me racemic

II-564 Me | Me | Me | CH=CH Ph CH; Me (5)-

I1-565 Me | Me | Me | C=C Ph | CH» H racemic

11-566 Me | Me | Me | C=C Ph CH,» H (S)-

11-567 Me | Me | Me | C=C Ph | CH, Me racemic

11-568 Me | Me | Me | C=C Ph | CH; Me (8)-

11-569 Me | Me | Me | b2CYeloPro oy oy H racemic
pylene

1-570 Me | Me |Me | L2-Cyelopro | ol oy, H (S)-
pylene

11-571 Me |Me | Me | L2Cyelopro |y | opy, Me | racemic
pylene

11-572 Me |Me |Me | D2Cyelopro | o | gy Me | (S)-
pylene

1I-573 Me |Me | Me | 2-Cyelopro | o | oy, H racemic
pynylene

11-574 Me [Me |Me | L2Cvelopro | py | opy, H (S)-
pynylene

-575 Me | Me |Me | L2CYelopro | oy | oy, Me | racemic
pynylene

11-576 Me |Me | Me | 12-Cyelopro |pp | oy, Me | (S)-
pynylene

[0036] [Table 21]
(11)

Compound R! R R? L2 R L3 RS (;onﬁgura

No. tion

11-577 Me Me Me 0] Ph C(Me).CH, | H racemic
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11-578 Me Me Me O Ph C(Me),CH, H (+)
11-579 Me Me | Me O Ph C(Me).CH> | H )
1I-580 Me Et Me O Ph C(Me),CH,; | H racemic
11-581 Me Et Me O Ph C(Me).CH-. | H +)
I1-582 Me Et Me O Ph C(Me).CH, H ¢-)
11-583 Me Me Me O Ph C(Me),CH, | Me racemic
11-584 Me Me Me O Ph C(Me),CH, | Me (+)
11-585 Me Me Me O Ph C(Me)-.CH; | Me ¢-)
11-586 Me Et Me O Ph C(Me)-CH, | Me racemic
11-587 Me Et Me 0 Ph C(Me).CH; | Me +)
I1-588 Me Et Me O Ph C(Me),CH. | Me )
11-589 Me Me Me O Ph C(Me).CH> | CHF: | racemic
11-590 Me Me | Me O Ph C(Me),CH, | CHF; | (+)
11-591 Me Me | Me O Ph C(Me),CH, | CHF: | ()
11-592 Me Me Me O Ph C(Me).CH, | Et racemic
H-593 Me Me | Me 0 Ph C(Me),CH; | Et )
11-594 Me Me | Me o) Ph C(Me),CH, | Et -)
11-595 Me Me | Me NH Ph C(Me).CH, | H +)
11-596 Me Me | Me NH Ph C(Me),CH, | H )
11-597 Me Et Me NH Ph C(Me).,CH; | H (Ca)
11-598 Me Et Me NH Ph C(Me),CH, | H )
H-599 Me Me Me NH Ph C(Me),CH, | Me racemic
11-600 Me Me | Me NH Ph C(Me),CH, | Me CD)
I1-601 Me Me | Me NH Ph C(Me).CH; | Me )
11-602 Me Et Me NH Ph C(Me),.CH, | Me racemic
11-603 Me Et Me NH Ph C(Me),CH; | Me )
11-604 Me Et Me NH Ph C(Me),CH, | Me -)
11-605 Me Me Me NH Ph C(Me),CH, | CHF, | racemic
I1-606 Me Me | Me NH Ph C(Me),CH; | CHF» | (/)
11-607 Me Me | Me NH Ph C(Me),CH; | CHF, | (~)
11-608 Me Et Me NH Ph C(Me),CH, | CHF, | racemic
11-609 Me Et Me NH Ph C(Me).CH, | CHF | (+)
11-610 Me Et Me NH Ph C(Me).CH-» | CHF, | ()
11-611 Me Me Me NH Ph C(Me),CH, | Et racemic
n-612 Me Me | Me NH Ph C(Me).CH; | Et &3]
-613 Me Me | Me NH Ph C(Me).CH, | Et -)
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I-614 Me Et Me NH Ph C(Me),CH, | Et racemic
11-615 Me Et Me NH Ph C(Me),CH. | Et +)
I1-616 Me Et Me NH Ph C(Me),CH, | Et ()
I1-617 Me Me Me NH Ph C(Me),CH, | iPr racemic
I1-618 Me Me | Me NH Ph C(Me),CH; | iPr )
11-619 Me Me | Me NH Ph C(Me).CH,» | iPr )
11-620 Me Et Me NH Ph C(Me).CH, | iPr racemic
11-621 Me Et Me NH Ph C(Me),CH; | iPr (+)
11-622 Me Et Me NH Ph C(Me)CH- | iPr ¢)
1I-623 Me Me Me NH Ph C(Me),CH, | cPr racemic
11-624 Me Me | Me NH Ph C(Me).CH- | cPr +)
11-625 Me Me Me NH Ph C(Me).CH, | cPr -)
{1-626 Me Et Me NH Ph C(Me),CH, | cPr racemic
[0037] [Table 22]
(1 1)
Compound Rl Rg R3 L_’z R4 L3 R5 (_Donﬁgura
No. tion
11-627 Me Et Me NH Ph C(Me).CH: cPr | (1)
11-628 Me Et Me NH Ph C(Me),CHa> cPr | ()
11-629 Me [Me |[Me |nNm |pn | LICyeloprop |y i
vlene-CH,
~ 1,1-Cycloprop
11-630 Me |Me |Me |NH |Ph | ot )
e 1,1-Cycloprop
i1-631 Me Me Me NH Ph ylene-CH, H -)
1-632 Me |Et |Me |NH |pn | LImCOveloprop |y cemic
ylene-CH»
fnn 1,1-Cycloprop
11-633 Me Et Me NH Ph ylene-CH, H (+)
fa 1,1-Cycloprop
11-634 Me Et Me NH Ph ylene-CH, H )
11-635 Me |Me |Me |NH |pPh | D1OYElOProR |y | acemic
ylene-CH,
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~ 1,1-Cycloprop
11-636 Me Me Me NH Ph ylene-CH, Me | (+)
- 1,1-Cycloprop

1-637 Me |Me |Me |NH |Ph | 12 Me | ()

11-638 Me |Et |Me |NH |ph | LICYCloprop |y cemic
ylene-CHa-
1,1-Cycloprop

11-639 Me |Et |Me |NH |Ph | 100 Me | (+)
1,1-Cycloprop X

11-640 Me |Et |Me |NH |Pb | o Me | ()

11-641 Me Me | Me NH |Ph 1,1-Cyclobutyl H racemic
ene-CH-

1-642 Me |Me |Me |NH | ph | LI-Cyclobutylyy
ene-CH,

1-643 Me |Me |Me |NH |Ph 1.1-Cyclobutyl | (-}
ene-CH>

11-644 Me |Et |Me |NH |[pn | LICyclobutyliy o cemic
ene-CH-

11-645 Me |Et |Me |Nm |pn | LI-Cyclobutyliy
ene-CH,

11-646 Me |Et |Me |NH |pn | LICyclobutyli ot
ene-CH,

11-647 Me |Me |Me |Nu |pn | LICyelobutyli oy acemic
ene-CH,

11-648 Me |Me |Me |NH |pn | L1-Cyclobutyli e i,
ene-CH>

11-649 Me |Me |Me |NH |pn | LICyelobutyliy. iy
ene-CH-»

11-650 Me |Bt |[Me |Nm [pn | LICyelobutyliys o cemic
ene-CH»

1-651 Me |Et |Me |Nm |pn | LICyclobutliye e,
ene-CH-

11-652 Me |Et |Me |wm |pn | LICyelobuyli |
ene-CH-

11-653 Me Me Me NH Ph C(Et).CH, H racemic

11-654 Me |Me |Me |NH |Ph |C(Et).CH: H |

11-655 Me |Me |Me |NH |Ph | C(E):.CH: H |O

11-656 Me Et Me NH Ph C(Et).CH- H racemic

11-657 Me |Et |Me |NH |Ph |C(ED.CH, H |

11-658 Me |Et |[Me |NH |Ph | C(ED.CH, H |

11-659 Me Me Me NH Ph C(E1).CH-» Me | racemic

11-660 Me |Me |Me |NH |Ph |C(Et),CH: Me |(+)

1-661 Me |Me |[Me [NH |Ph |C(ED.CH, Me | (-)

11-662 Me |Et |Me |NH |Ph |C(Et).CHa Me | racemic

11-663 Me |Et |Me |NH |Ph |C(ED.CH, Me | (+)

11-664 Me |Et |Me |NH |Ph |C(E),CH. Me | ()
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0-665 Me Me | Me NH Ph CH-1,1-Cyclo H racemic
propylene
11-666 Me |Me |Me |NH |ph |CHxLlCycoly gy
propylene
11-667 Me Et Me NH |Ph CH,-1,1-Cyclo racemic
propylene
11-668 Me |Et |Me |NH |pn |CHrLl-Cycojy gy
propylene
11-669 Me |Me |Me |Nu |pn |CHxLlCyelol o | o cemic
propylene
11-670 Me |Me |Me |Ng |ph |CHxDLI-Cyelol | gy
propylene
H-671 Me |Et |Me |Nm [pn | CHeLICyelo) o cemic
propylene
11-672 Me |Et |Me |NH |ph | SHL1Cycloy |y
propylene
11-673 Me |Me |Me |NH |pn |CHeLloydlo byt cemic
butylene
CH,-1,1-cyclo
11-674 Me Me Me NH Ph butylene H (R)-
11-675 Me |Et |Me |nNm |pnh | CHeDLl-oyclo o omic
butylene
CHs-1,1-cyclo
11-676 Me |Et [Me |NH |Ph |p % H |®)-
[0038] [Table 23]
N o
N[ N4 Rt
N\ 2/
o 12
3
NH (3-0
5
» R® (11
5
R R
Compound R] R: R3 Lz R4 L3 Rs (;onﬁgura
No. tion
I1-677 Me | Me | Me | NH Ph CHa-1,1-cyclo Me | racemic
butylene
CH,-1,1-cyclo
11-678 Me |Me |Me |NH |Ph bt Jone Me | (R)-
11-679 Me |Et |Me |NH |Ph CHx-l,1-cyclo | ypo | o cemic
butylene
. . CH»-1,1-cyclo ,
11-680 Me |Et |Me |NH |Ph butslonc Me | (R)-
I1-681 Me |Me [ Me [ NH Ph CHLC(Et), H racemic
11-682 Me |Me |Me |NH | Ph CH-C(Et), H |®R)-
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11-683 Me | Et Me | NH Ph CH-C(Et), H racemic
11-684 Me | Et |[Me |NH Ph CH-C(Et), H (R)-
11-685 Me | Me | Me | NH Ph CH,C(Et)» Me | racemic
11-686 Me | Me | Me | NH Ph CH.C(Et), Me | (R)-
11-687 Me | Et Me | NH Ph CH>C(Et), Me | racemic
11-688 Me |Et |Me |NH Ph CH,C(Et), Me | (R)-
11-689 Me | Me | Me | NH iPr CH- Me | racemic
11-690 Me | Me | Me | NH iPr CH Me | (5)-
11-691 Me | Et | Me |NH iPr CH, Me | racemic
11-692 Me | Et |Me |NH iPr CH; Me | (S)-
11-693 Me | Me | Me | NH iPr (CH:)» H racemic
11-694 Me | Me |Me | NH iPr (CH-): H (R)-
11-695 Me | Et | Me | NH iPr (CH:), H racemic
I1-696 Me [ Et | Me | NH iPr (CH:), H (R)-
11-697 Me | Me | Me | NH iPr (CH>)- Me | racemic
11-698 Me | Me | Me | NH iPr (CH>)- Me | (R)-
11-699 Me | Et Me | NH iPr (CH;); Me | racemic
I1-700 Me |Et |Me | NH iPr (CH:): Me | (R)-
1-701 Me |Me | Me | NH CF; CH- H racemic
11-702 Me |Me | Me |NH CF; CH, H (S)-
11-703 Me | Et Me | NH CF; CH, H racemic
11-704 Me |Et | Me |NH CF; CH; H (8)-
11-705 Me |Me | Me | NH CH,0OH CH, H

11-706 Me |Et | Me | NH CH-.OH CH, H

11-707 Me | Me [ Me | NH CH,OMe | CH: H racemic
11-708 Me |Me | Me | NH CH,OMe | CH: H (R)-
11-709 Me | Et Me | NH CH,OMe | CH: H racemic
1I-710 Me | Et Me | NH CH;OMe | CH,» H (R)-
n-711 Me | Me | Me | NH CH,Ph CH; H racemic
II-712 Me |Me | Me | NH CH,Ph CH, H (R)-
I1-713 Me |Me | Me | NH CH,Ph CH, H (S)-
11-714 Me | Et Me | NH CH-,Ph CH, H racemic
-715 Me |Et | Me | NH CH-Ph CH; H (S)-
m-716 Me | Me | Me | NH 2-F-Ph CH, Me | racemic
1-717 Me | Me | Me |NH 2-F-Ph CH, Me | (S)-
11-718 Me | Et Me | NH 2-F-Ph CH: Me | racemic
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11-719 Me | Et Me | NH 2-F-Ph CH- Me | (S)-
11-720 Me | Me | Me | NH 2-F-Ph (CH>)» H racemic
I1-721 Me | Me | Me |NH 2-F-Ph (CH>)- H (R)-
I-722 Me | Et Me | NH 2-F-Ph (CH2), H racemic
11-723 Me | Et Me | NH 2-F-Ph (CH>)- H (R)-
11-724 Me | Me | Me | NH 2-F-Ph (CH>»)-» Me | racemic
I-725 Me | Me | Me | NH 2-F-Ph (CH.), Me | (R)-
I1-726 Me |Et |Me |NH 2-F-Ph (CH>): Me | racemic
[0039] [Table 24]
(I1)
I(\Z](():npound R! R2 R? 12 R* 12 RS :13 é);lﬁgura
11-727 Me | Et |Me | NH 2-F-Ph (CH>), Me | (R)-
11-728 Me | Me | Me | NH 2-F-Ph CH,C(Me), H racemic
11-729 Me |{Me | Me |NH 2-F-Ph CH:C(Me). H R)-
11-730 Me | Et |Me |NH 2-F-Ph CH,C(Me)» H racemic
1-731 Me |Et |Me |NH 2-F-Ph CH,C(Me), H (R)-
1-732 Me | Me | Me | NH 2-F-Ph CHC(Me) Me | racemic
11-733 Me | Me | Me | NH 2-F-Ph CH,C(Me), Me | (R)-
11-734 Me | Et Me | NH 2-F-Ph CH.C(Me). Me | racemic
II-735 Me | Et Me | NH 2-F-Ph CH,C(Me), Me | (R)-
1-736 Me | Me | Me | NH 2-F-Ph C(Me)-.CH, H racemic
11-737 Me | Me | Me | NH 2-F-Ph C(Me),CH> H )
11-738 Me |Me |Me |NH |2-F-Ph C(Me),CH, H |()
H-739 Me | Et Me [ NH 2-F-Ph C(Me),CH, H racemic
11-740 Me |Et |Me | NH 2-F-Ph C(Me),CH» H )
11-741 Me | Et | Me | NH 2-F-Ph C(Me),CH; H )
11-742 Me | Me | Me { NH 2-F-Ph C(Me),CH, Me | racemic
11-743 Me | Me | Me |NH 2-F-Ph C(Me),CH, Me | (+)
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11-744 Me | Me | Me | NH 2-F-Ph C(Me),CH» Me | (-)
1I-745 Me | Et Me | NH 2-F-Ph C(Me).CH, Me | racemic
11-746 Me | Et Me | NH 2-F-Ph C(Me).CHz Me | (+)
11-747 Me | Et Me | NH 2-F-Ph C(Me).CH: Me | ()
I1-748 Me | Me | Me | NH 3-F-Ph (CH.), H racemic
11-749 Me | Me | Me | NH 3-F-Ph (CH>): H (R)-
1I-750 Me | Et Me | NH 53-F-Ph (CH,)» H racemic
n-751 Me | Et Me | NH 3-F-Ph (CH:), H (R)-
11-752 Me | Me | Me | NH 3-F-Ph (CH:)2 Me | racemic
11-753 Me | Me | Me | NH 3-F-Ph (CH>)» Me | (R)-
I1-754 Me | Et Me | NH 3-F-Ph (CHy): Me | racemic
11-755 Me | Et Me | NH 3-F-Ph (CH>) Me | (R)-
I-756 Me | Me [ Me | NH 3-F-Ph CH-C(Me), H racemic
-757 Me | Me |Me | NH 3-F-Ph CH,C(Me), H (R)-
I1-758 Me | Et Me | NH 3-F-Ph CH,C(Me), H racemic
11-759 Me |Et | Me |NH 3-F-Ph CH-C(Me)- H (R)-
11-760 Me |Me | Me |NH 3-F-Ph CHC(Me)- Me | racemic
I1-761 Me | Me |Me | NH 3-F-Ph CH.C(Me). Me | (R)-
11-762 Me | Et Me | NH 3-F-Ph CH-C(Me), Me | racemic
11-763 Me | Et Me | NH 3-F-Ph CH.C(Me): Me | (R)-
1-764 Me |Me | Me [NH 3-F-Ph C(Me),CH- H racemic
11-765 Me | Me { Me [NH 3-F-Ph C(Me).CH, H -+
11-766 Me |Me [Me [NH 3-F-Ph C(Me),CHa H ¢-)
11-767 Me | Et Me | NH 3-F-Ph C(Me),CH, H racemic
11-768 Me | Et Me | NH 3-F-Ph C(Me),CH, H &)
11769 Me | Et Me | NH 3-F-Ph C(Me).CH, H )
11-770 Me | Me | Me | NH 3-F-Ph C(Me),CH; Me | racemic
11-771 Me | Me | Me [ NH 3-F-Ph C(Me).CH, Me | (+)
11-772 Me |Me | Me | NH 3-F-Ph C(Me),CH; Me | ()
11-773 Me | Et Me | NH 3-F-Ph C(Me),CH- Me | racemic
11-774 Me |Et | Me [NH 3-F-Ph C(Me),CH, Me | ()
11-775 Me | Et |Me | NH 3-F-Ph C(Me).CH: Me | ()
1-776 Me | Me | Me | NH 4-F-Ph (CHa) H racemic

[0040] [Table 25]
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(I 1)
2| R L3 gs | Configura
tion
n-777 Me [ Me |Me | NH 4-F-Ph (CHa.), H (R)-
11-778 Me | Et Me | NH 4-F-Ph (CH>): H racemic
11-779 Me | Et Me | NH 4-F-Ph {CH>): H (R)-
-780 Me |Me |Me |NH |4-F-Ph (CH,), Me | racemic
11-781 Me | Me | Me | NH 4-F-Ph (CH,): Me | (R)-
11-782 Me | Ft | Me | NH 4-F-Ph (CH:): Me | racemic
11-783 Me |Et |Me | NH 4-F-Ph (CH»)» Me | (R)-
11-784 Me | Me | Me [NH 4-F-Ph CH.C(Me): H racemic
11-785 Me |Me |Me |NH 4-F-Ph CH-C(Me). H (R)-
11-786 Me | Et Me t NH 4-F-Ph CH,C(Me), H racemic
I-787 Me |Et |Me |NH 4-F-Ph CH.C(Me), H (R)-
11-788 Me | Me | Me | NH 4-F-Ph CH,C(Me), Me | racemic
11-789 Me | Me | Me | NH 4-F-Ph CH.C(Me), Me | (R)-
I1-790 Me |Et [Me |NH 4-F-Ph CH,C(Me), Me | racemic
11-791 Me | Et Me [ NH 4-F-Ph CH,C(Me), Me | (R)-
11-792 Me | Me | Me | NH 4-F-Ph C(Me),CH: H racemic
T1-793 Me | Me | Me |NH 4-F-Ph C(Me),CH, H )
11-794 Me | Me | Me |NH 4-F-Ph C(Me),CH, H )
11-795 Me | Et Me | NH 4-F-Ph C(Me),CH, H racemic
11-796 Me | Et Me [ NH 4-F-Ph C(Me).CH, H +)
11-797 Me | Et |Me {|NH |4-F-Ph C(Me).CH, H ()
11-798 Me | Me | Me | NH 4-F-Ph C(Me),CH, Me | racemic
11-799 Me | Me [Me | NH 4-F-Ph C(Me),CH, Me | (+)
11-800 Me | Me |Me | NH 4-F-Ph C(Me),CH» Me | (-)
11-801 Me | Et Me | NH 4-F-Ph C(Me),CH, Me | racemic
11-802 Me |Et |Me | NH 4-F-Ph C(Me).CH, Me | ()
11-803 Me {Et |Me |[NH 4-F-Ph C(Me).CH, Me | ()
11-804 Me [Me | Me | NH 2-Cl-Ph CH, H racemic
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11-805 Me |Me |Me | 'NH 2-Cl-Ph CH: H (S)-
11-806 Me | Et Me | NH 2-C1-Ph CH, H racemic
11-807 Me |Et |Me |NH 2-Cl-Ph CH> H (8)-
11-808 Me | Me | Me | NH 2-Cl-Ph CH- Me | racemic
11-809 Me |Me |Me (| NH 2-Cl-Ph CH; Me | (S)-
11-810 Me | Et Me | NH 2-Cl-Ph CH- Me | racemic
-811 Me |Et |Me | NH 2-Cl-Ph CH; Me | (S)-
11-812 Me |Me |Me | NH 2-Cl-Ph (CHz)» H racemic
11-813 Me [ Me |Me | NH 2-Cl-Ph (CHa), H R)-
11-814 Me | Et | Me | NH 2-Cl-Ph (CH>)- H racemic
11-815 Me |Et |Me | NH 2-Cl-Ph (CH2): H (R)-
11-816 Me | Me |Me | NH 2-CI-Ph (CH:), Me | racemic
-817 Me | Me |Me | NH 2-C]-Ph (CHa)- Me | (R)-
I1-818 Me | Et |Me |NH 2-Cl-Ph (CHa3), Me | racemic
11-819 Me |Et |Me | NH 2-Cl-Ph (CH:), Me | R)
11-820 Me | Me [ Me | NH 2-Cl-Ph CH-C(Me), H racemic
11-821 Me ' Me | Me | NH 2-Cl-Ph CHC(Me), H R)-
11-822 Me |Et |Me | NH 2-Cl-Ph CH.C(Me), H racemic
11-823 Me |Et | Me |NH 2-Cl-Ph CH.C(Me), H (R)-
11-824 Me | Me | Me | NH 2-Cl-Ph CH,C(Me). Me | racemic
11-825 Me |Me |Me | NH 2-C}-Ph CH,C(Me), Me | (R)-
11-826 Me |Et | Me |NH 2-Cl-Ph CH,C(Me), Me | racemic
[0041] [Table 26]
H
N',:l [ N—/{O R
o L2—<*
>?/ " I-B_O‘Rf’ (11)
)
rR3 R?
I(i(())I'HPOUDd R IR R |12 R* L3 RS :i:(())::ﬁgura
11-827 Me |Et |Me |NH 2-Cl-Ph CH.C(Me)- Me | (R)-
11-828 Me | Me | Me | NH 2-CI-Ph C(Me),CH: H racemic
11-829 Me |Me | Me | NH 2-Cl-Ph C(Me)-CH, H -0
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11-830 Me | Me | Me | NH 2-Cl-Ph C(Me).CH; H )
11-831 Me |Et |Me |NH 2-Ci-Ph C(Me).CH» H racemic
11-832 Me |Et | Me | NH 2-Cl-Ph C(Me).CH: H -
11-833 Me |Et | Me |NH 2-C1-Ph C(Me).CH: H )
11-834 Me | Me | Me | NH 2-Cl-Ph C(Me),CH, Me | racemic
11-835 Me [Me |Me | NH 2-CI-Ph C(Me).CH, Me | (+)
11-836 Me | Me |Me | NH 2-Cl-Ph C(Me)CHo Me i (-)
11-837 Me | Et Me | NH 2-Cl1-Ph C(Me).CH Me | racemic
11-838 Me | Et | Me |NH 2-Cl-Ph C(Me).CH- Me | (+)
11-839 Me [Et |Me | NH 2-Cl-Ph C(Me),CH- Me | (=)
11-840 Me | Me | Me | NH 3-Cl1-Ph CH, H racemic
11-841 Me |Me [Me | NH 3-Cl-Ph CH, H (S)-
11-842 Me |Et { Me |NH 3-Cl-Ph CH» H racemic
11-843 Me [Et |Me | NH 3-Cl-Ph CH, H S)-
11-844 Me | Me | Me | NH 3-Cl-Ph CH; Me | racemic
11-845 Me | Me [Me | NH 3-Cl-Ph CH, Me | (S)-
11-846 Me |Et |Me | NH 3-Cl-Ph CH: Me | racemic
1-847 Me [Et |Me | NH 3-Cl-Ph CH; Me | (S)-
11-848 Me | Me | Me | NH 3-Cl-Ph (CH-)> H racemic
11-849 Me | Me | Me | NH 3-Cl-Ph (CHa): H (R)-
-850 Me | Et Me | NH 3-Cl-Ph (CH:)- H racemic
1-851 Me |Et |Me | NH 3-Cl-Ph (CH.)» H (R)-
11-852 Me | Me [ Me | NH 3-CI-Ph (CH,): Me | racemic
11-853 Me | Me |Me |NH 3-Cl-Ph (CH»): Me | (R)-
JI-854 Me | Et Me | NH 3-Ci-Ph (CH»)- Me | racemic
11-855 Me |Et | Me | NH 3-Cl-Ph (CH:). Me | (R)-
11-856 Me | Me | Me | NH 3-Cl-Ph CH,C(Me), H racemic
11-857 Me |Me | Me | NH 3-Cl-Ph CH.C(Me): H (R)-
11-858 Me | Et Me | NH 3-Cl-Ph CH.C(Me), H racemic
11-859 Me | Et Me | NH 3-Cl-Ph CH,C(Me), H (R)-
11-860 Me | Me [ Me | NH 3-CJ-Ph CH-C(Me). Me | racemic
11-861 Me | Me |Me |NH 3-C1-Ph CH,C(Me), Me | R)-
11-862 Me | Et Me | NH 3-Cl-Ph CH.C(Me), Me | racemic
11-863 Me |Et | Me | NH 3-Cl-Ph CH.C(Me), Me | (R)-
11-864 Me | Me | Me | NH 3-Cl-Ph C(Me),CH; H racemic
11-865 Me | Me |Me | NH 3-Cl-Ph C(Me).CH- H +)
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11-866 Me | Me | Me | NH 3-Cl-Ph C(Me).CH» H -)
11-867 Me | Et | Me | NH 3-Cl-Ph C(Me),CH- H racemic
11-868 Me |Et |[Me |NH 3-Cl-Ph C(Me).CH: H (+)
11-869 Me |Et | Me | NH 3-Cl-Ph C(Me).CH: H ¢-)
11-870 Me | Me | Me | NH 3-Cl-Ph C(Me),CH: Me | racemic
11-871 Me | Me | Me | NH 3-Cl-Ph C(Me),CH, Me | (+)
1-872 Me | Me [ Me | NH 3-Cl-Ph C(Me).CH, Me | ()
11-873 Me | Et Me | NH 3-Cl-Ph C(Me).CH-» Me | racemic
11-874 Me | Et Me | NH 3-Cl-Ph C(Me).CH- Me | (+)
11-875 Me |[Et {Me | NH 3-Cl-Ph C(Me).CH- Me | (-)
i1-876 Me {Me |Me | NH 4-C]-Ph CH. H racemic
[0042] [Table 27]

(11
I(:Jltc):npound R IR | R |L2 R L RS t(ilgsﬁgura
1n-877 Me | Me | Me | NH 4-Cl-Ph CH, H (S)-
11-878 Me | Et Me | NH 4-Cl-Ph CH, H racemic
11-879 Me | Et Me | NH 4-Cl-Ph CH, H (S)-
11-880 Me | Me | Me | NH 4-Cl]-Ph CH, Me | racemic
11-881 Me |Me [Me |NH 4-Cl-Ph CHa Me | (S)-
11-882 Me | Et Me | NH 4-Cl1-Ph CH- Me | racemic
11-883 Me | Et Me | NH 4-Cl-Ph CH, Me | (S)-
11-884 Me | Me | Me | NH 4-C1-Ph (CH,): H racemic
11-885 Me | Me | Me | NH 4-Cl-Ph (CH,). H R)-
11-886 Me | Et |[Me | NH 4-Cl-Ph (CH:2) H racemic
[1-887 Me |Et |Me |NH 4-Cl-Ph (CH»), H R)-
11-888 Me | Me [Me | NH 4-Cl-Ph (CHa2), Me | racemic
11-889 Me | Me | Me | NH 4-Cl1-Ph (CHs),» Me | (R)-
11-890 Me | Et Me | NH 4-Cl-Ph (CHy) Me | racemic
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11-891 Me |Et |Me |NH |4-CI-Ph | (CH.): Me | (R)-
11-892 Me | Me | Me | NH 4-Cl1-Ph CH-C(Me), H racemic
I1-893 Me | Me [ Me | NH 4-Cl-Ph CH>C(Me)- H (R)-
11-894 Me | Et Me | NH 4-Cl-Ph CH>C(Me). H racemic
I1-895 Me | Et Me | NH 4-Cl-Ph CH,C(Me), H R)-
11-896 Me [ Me | Me | NH 4-C1-Ph CH-C(Me). Me | racemic
11-897 Me |Me | Me |NH 4-Cl-Ph CH.C(Me), Me | (R)-
I1-898 Me |Et |Me NH 4-Cl-Ph CH>C(Me), Me | racemic
11-899 Me |Et | Me | NH 4-Cl-Ph CH,C(Me), Me | (R)-
11-900 Me | Me | Me | NH 4-Cl1-Ph C(Me).CH: H racemic
11-901 Me | Me |Me | NH 4-Cl-Ph C(Me);CH» H )
11-902 Me [Me | Me | NH 4-Cl-Ph C(Me),CH, H )
11-903 Me |Et |Me |NH 4-Cl-Ph C(Me).CH: H racemic
11-904 Me | Et Me | NH 4-Cl-Ph C(Me)»CHa» H )
11-905 Me | Et Me | NH 4-Cl-Ph C(Me),CH, H )
11-906 Me | Me |Me | NH 4-Cl-Ph C(Me),CH> Me | racemic
11-907 Me |Me |Me | NH 4-Cl-Ph C(Me).CH, Me | (+)
1-908 Me |Me | Me | NH 4-Cl-Ph C(Me),CH. Me | (-)
11-909 Me | Et Me | NH 4-Cl-Ph C(Me)CH, Me | racemic
11-910 Me |Et | Me | NH 4-Cl-Ph C(Me)CH:z Me | (+)
11-911 Me | Et Me | NH 4-Cl-Ph C(Me)CH, Me | ()
11-912 Me | Me | Me | NH 2-Me-Ph CH, H racemic
11-913 Me | Me | Me |NH 2-Me-Ph | CH» H (S)-
I1-914 Me | Et Me | NH 2-Me-Ph CH, H racemic
1-915 Me | Et Me | NH 2-Me-Ph | CH; H (S)-
11-916 Me | Me | Me | NH 2-Me-Ph CH-, Me | racemic
11-917 Me |Me | Me | NH 2-Me-Ph | CHa Me | (S)-
11-918 Me | Et Me | NH 2-Me-Ph CH, Me | racemic
1-919 Me |Et | Me |NH 2-Me-Ph | CH, Me | (S)-
11-920 Me | Me | Me | NH 2-Me-Ph (CH>), H racemic
M-921 Me | Me | Me | NH 2-Me-Ph | (CHz)2 H | R)
11-922 Me | Et Me | NH 2-Me-Ph (CH:y): H racemic
11-923 Me | Et | Me | NH 2-Me-Ph | (CH>) H (R)-
11-924 Me | Me | Me { NH 2-Me-Ph | (CH2)» Me | racemic
I11-925 Me | Me | Me |NH 2-Me-Ph | (CH;) Me | (R)-
11-926 Me | Et Me | NH 2-Me-Ph (CH>), Me | racemic
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(1 1)
I(\Dlzrvnpound R |R® |R® |12 R L3 RS t(ilgrrllflgura
11-927 Me Et |Me |NH 2-Me-Ph | (CH2); Me | (R)-
11-928 Me | Me | Me | NH 2-Me-Ph | CH.C(Me)- H racemic
11-929 Me | Me |Me | NH 2-Me-Ph | CHC(Me), H (R)-
11930 Me | Et Me | NH 2-Me-Ph CH.C(Me), H racemic
11-931 Me | Et | Me |NH 2-Me-Ph | CH.C(Me), H R)
11-932 Me | Me | Me | NH 2-Me-Ph CH-C(Me), Me | racemic
H-933 Me | Me | Me | NH 2-Me-Ph | CHC(Me), Me | (R)-
11-934 Me | Et Me | NH 2-Me-Ph CHC(Me)» Me | racemic
I1-935 Me | Et | Me | NH 2-Me-Ph | CH,C(Me); Me | (R)-
11-936 Me | Me | Me | NH 2-Me-Ph C(Me),CH> H racemic
11-937 Me | Me |Me |NH 2-Me-Ph | C(Me).CH; H (+)
11-938 Me | Me | Me |NH 2-Me-Ph | C(Me)-CH: H ¢)
11-939 Me | Et Me [ NH 2-Me-Ph | C(Me).CH; H racemic
11-940 Me | Et Me | NH 2-Me-Ph | C(Me),CH, H -0
11-941 Me | Et | Me | NH 2-Me-Ph | C(Me).CH. H )
11-942 Me | Me | Me | NH 2-Me-Ph C(Me)-CH. Me | racemic
11-943 Me |Me {Me | NH |2-Me-Ph | C(Me).CH; Me | (+)
11-944 Me | Me | Me | NH 2-Me-Ph | C(Me),CH, Me | ()
11-945 Me | Et Me [ NH 2-Me-Ph | C(Me),CH- Me | racemic
11-946 Me | Et Me | NH 2-Me-Ph | C(Me).CH; Me | ()
11-947 Me |Et |Me | NH 2-Me-Ph | C(Me).CH, Me | (-)
11-948 Me | Me | Me | NH 3-Me-Ph | CH» H racemic
11-949 Me | Me | Me | NH 3-Me-Ph | CH; H (S)-
11-950 Me | Et Me | NH 3-Me-Ph CH- H racemic
11-951 Me | Et | Me | NH 3-Me-Ph | CH; H (S)-
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11-952 Me | Me | Me | NH 3-Me-Ph CH- Me | racemic
11-953 Me |Me |Me |NH 3-Me-Ph | CH: Me | (S)-
-954 Me | Et Me | NH 3-Me-Ph | CH, Me | racemic
I1-955 Me [Et |Me | NH 3-Me-Ph | CH; Me | (S)-
11-956 Me | Me |Me | NH 3-Me-Ph | (CHa)- H racemic
11-957 Me |Me | Me | NH 3-Me-Ph | (CH2): H (R)-
I1-958 Me | Et Me | NH 3-Me-Ph (CH>)» H racemic
11-959 Me | Et |Me {NH 3-Me-Ph | (CH>). H (R)-
11-960 Me | Me | Me | NH 3-Me-Ph (CHa): Me | racemic
I1-961 Me | Me | Me | NH 3-Me-Ph | (CH2)» Me | (R)-
H-962 Me |Et | Me {NH 3-Me-Ph | (CH.). Me | racemic
11-963 Me |Et |Me |NH 3-Me-Ph | (CH.): Me | (R)-
11-964 Me | Me |Me | NH 3-Me-Ph | CHC(Me)- H racemic
11-965 Me | Me | Me | NH 3-Me-Ph | CH.C(Me), H (R)-
11-966 Me | Et Me | NH 3-Me-Ph CH-C(Me), H racemic
11-967 Me |Et | Me | NH 3-Me-Ph | CHC(Me). H R)
11-968 Me | Me | Me | NH 3-Me-Ph CH:C(Me), Me | racemic
11-969 Me |Me | Me | NH 3-Me-Ph | CH,C(Me); Me | (R)-
11-970 Me | Et Me | NH 3-Me-Ph CH>C(Me), Me | racemic
11-971 Me | Et | Me |NH 3-Me-Ph | CH,C(Me), Me | (R)-
11-972 Me | Me [Me |NH 3-Me-Ph C(Me).CH, H racemic
11-973 Me Me |Me |NH 3-Me-Ph | C(Me).CH, H +)
11-974 Me | Me | Me | NH 3-Me-Ph | C(Me)-CH, H ¢)
m-975 Me |Et |Me |NH 3-Me-Ph | C(Me).CH, H racemic
1-976 Me |Et | Me |NH 3-Me-Ph | C(Me).CH, H -0
[0044] [Table 29]
N o
N[ X R
o L24<*
NH L2-0
>?(. R R (11)
2
r? R
T(\IJ(())r.npound R IR IR |12 R* L2 RS gcc)):ﬁgura
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1-977 Me |Et |Me |NH 3-Me-Ph | C(Me).CH: H -)
11-978 Me | Me | Me | NH 3-Me-Ph | C(Me).CH, Me | racemic
-979 Me | Me |Me | NH 3-Me-Ph | C(Me).CH; Me | (+)
11-980 Me | Me [Me | NH 3-Me-Ph | C(Me),CH> Me | (-)
11-981 Me | Et Me | NH 3-Me-Ph C(Me).CH- Me | racemic
11-982 Me | Et Me | NH 3-Me-Ph | C(Me),CH: Me | (+)
11-983 Me | Et Me | NH 3-Me-Ph | C(Me).CH, Me | (»)
11-984 Me | Me {Me |[NH 4-Me-Ph | CH:2 H racemic
11-985 Me | Me |Me |[NH 4-Me-Ph | CH» H 8
11-986 Me | Et Me | NH 4-Me-Ph CH: H racemic
11-987 Me |Et |[Me | NH 4-Me-Ph | CH: H (S)-
11-988 Me | Me | Me | NH 4-Me-Ph CH, Me | racemic
11-989 Me | Me | Me | NH 4-Me-Ph | CH: Me | (S)-
1-990 Me | Et Me | NH 4-Me-Ph CH- Me | racemic
11-991 Me | Et Me | NH 4-Me-Ph | CH: Me | (8)-
11-992 Me | Me [Me [ NH 4-Me-Ph | (CH2)- H racemic
11-993 Me |Me [Me | NH 4-Me-Ph | (CH,): H (R)-
11-994 Me | Et Me | NH 4-Me-Ph (CH:) H racemic
11-995 Me |Et |Me | NH 4-Me-Ph | (CHz): H (R)-
11-996 Me | Me | Me | NH 4-Me-Ph (CH;). Me | racemic
11-997 Me | Me | Me |NH 4-Me-Ph | (CH2). Me | (R)-
11-998 Me | Et |Me |[NH 4-Me-Ph | (CH:), Me | racemic
11-999 Me | Et |[Me |NH 4-Me-Ph | (CHy)» Me | (R)-
I1-1000 Me | Me |[Me | NH 4-Me-Ph | CH:C(Me), H racemic
11-1001 Me | Me [ Me | NH 4-Me-Ph | CH.C(Me), H (R)-
11-1002 Me |Et |[Me | NH 4-Me-Ph | CH,C(Me), H racemic
11-1003 Me | Et Me | NH 4-Me-Ph | CHxC(Me), H (R)-
I1-1004 Me | Me | Me | NH 4-Me-Ph CH,C(Me), Me | racemic
11-1005 Me | Me | Me [NH 4-Me-Ph | CH:C(Me), Me | (R)-
11-1006 Me | Et Me | NH 4-Me-Ph CH,C(Me), Me | racemic
I1-1007 Me |Et | Me |NH 4-Me-Ph | CH,C(Me), Me | (R)-
11-1008 Me | Me | Me | NH 4-Me-Ph C(Me).CH>» H racemic
11-1009 Me | Me [Me | NH 4-Me-Ph | C(Me)-CH, H -0
1I-1010 Me | Me [ Me | NH 4-Me-Ph | C(Me),CH, H (-)
11-1011 Me | Et Me | NH 4-Me-Ph C(Me)-CH» H racemic
11-1012 Me |Et |[Me |NH 4-Me-Ph | C(Me).CH: H )
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I1-1013 Me |Et |[Me | NH 4-Me-Ph | C(Me)-CH, H )
11-1014 Me | Me | Me | NH 4-Me-Ph C(Me).CH- Me | racemic
II-1015 Me | Me | Me | NH 4-Me-Ph | C(Me)>CH; Me | (+)
I-1016 Me |Me [Me | NH 4-Me-Ph | C(Me)-.CH> Me | ()
11-1017 Me | Et Me | NH 4-Me-Ph C(Me),CH:> Me | racemic
1-1018 Me |Et |Me | NH 4-Me-Ph | C(Me)CH, Me | (+)
II-1019 Me |Et |Me | NH 4-Me-Ph | C(Me).CH, Me | (-)
11-1020 Me | Me [Me |- Ph - H racemic
11-1021 Me | Me [Me |- Ph - H (R)-
11-1022 Me | Et Me | - Ph - H racemic
1-1023 Me | Et Me | - Ph - H ®R)-
11-1024 Me | Me | Me |- Ph - Me | racemic
m-1025 Me | Me |Me |- Ph - Me | (R)-
11-1026 Me | Et Me | - Ph - Me | racemic
[0045] [Table 30]
(1 1)
I(\Ilcgr‘npound R! R? e 1.2 R* L2 RS S (()):ﬁ gura
11-1027 Me |Et |Me |- Ph - Me (R)-
11-1028 Me | Me | Me |- Ph - CHF, racemic
11-1029 Me |Me |Me |- Ph - CHF, | (R)-
I1-1030 Me | Et Me |- Ph - CHF, | racemic
11-1031 Me | Et Me |- Ph - CHF, (R)-
1-1032 Me |Me |Me |- Ph - CF; racemic
11-1033 Me | Me | Me |- Ph - CF; (R)-
11-1034 Me | Et Me |- Ph - CF; racemic
H-1035 Me |Et | Me |- Ph - CF; R)-
11-1036 Me {Me | Me |- Ph - Et racemic
11-1037 Me |Me | Me |- Ph - Et (R)-
1I-1038 Me |Et |Me |- Ph - Et racemic
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I1-1039 Me |Et |Me |- Ph - Et R)-
11-1040 Me | Me |Me |- Ph - SFZCH racemic
11-1041 Me |Me |Me |- |Ph ; CFCH | Ry
11-1042 Me |Et |Me |- Ph - FF2CH racemic
11-1043 Me |Et |Me |- Ph - fFﬁCH (R)-
11-1044 Me |Me [ Me |- Ph - nPr racemic
1I-1045 Me | Me |Me |- Ph - nPr (R)-
11-1046 Me | Et Me |- Ph - nPr racemic
11-1047 Me |Et |[Me |- Ph - nPr (R)-
11-1048 Me | Me [Me |- Ph - nBu racemic
11-1049 Me |Me |Me |- Ph - nBu (R)-
1I-1050 Me | Et Me |- Ph - nBu racemic
11-1051 Me | Et Me |- Ph - nBu (R)-
H-1052 Me |Me [Me |- Ph - iPr racemic
I1-1053 Me |Me | Me |- Ph - iPr (R)-
I-1054 Me | Et Me |- Ph - iPr racemic
11-1055 Me | Et Me |- Ph - iPr (R)-
11-1056 Me | Me [Me |- Ph - cPr racemic
1I-1057 Me |Me | Me |- Ph - cPr (R)-
11-1058 Me | Et Me |- Ph - cPr racemic
[1-1059 Me | Et Me |- Ph - cPr (R)-
II-1060 Me {Me | Me |- Ph - Ph racemic
11-1061 Me {Me | Me |- Ph - Ph ®R)-
11-1062 Me | Et Me |- Ph - Ph racemic
H-1063 Me | Et Me |- Ph - Ph (R)-
1I-1064 Me | Me [ Me |- Ph CH, CHF, racemic
11-1063 Me (Me |Me |- Ph CH, CHF, | (S)-
1I-1066 Me | Me [ Me |- Ph CH; Et racemic
11-1067 Me |Me |Me |- Ph CH, Et (S)-
11-1068 Me |Me | Me |- Ph CH;, Ph racemic
11-1069 Me |Me [Me |- Ph CH, Ph (R)-
H-1070 Me | Me [Me |- Ph (CH.)» H racemic
1I-1071 Me |Me |[Me |- Ph (CH.)» H (8)-
11-1072 Me [ Me [ Me |- Ph (CHz): Me racemic
11-1073 Me |Me |Me |- Ph (CH.)» Me (S)-
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11-1074 Me Me [{Me |- Ph (CH>)- CHF-, | racemic
I1-1075 Me |Me | Me |- Ph (CH:2)2 CHF: | (S)-
I1-1076 Me | Me |Me |- Ph (CH2) Et racemic
[0046] [Table 31]
N o
N [ N
o L=<
NH L0
>?/. R? R (o
5,
R3 R?
I(igﬁpound R IR IR 112 R* L3 RS t(;g:ﬁgura
m-1077 Me | Me [ Me |- Ph (CH,), Et (S)
1I-1078 Me | Me |Me |- H - H
1-1079 Me | Me |Me |- H - Me
11-1080 Me |Me |Me |- H - CHF,
I1-1081 Me |Me |[Me |- H - CF;
11-1082 Me |Me |Me |- H - Et
11-1083 Me | Me | Me |- H - nPr
H-1084 Me | Me [Me |- H - iPr
1I-1085 Me | Me [Me |- H - cPr
11-1086 Me | Me |Me |- H - Ph
1-1087 Me | Me |Me |- Me - H racemic
11-1088 Me |Me | Me |- Me - H R)-
11-1089 Me |Me | Me |- Me - Me racemic
11-1090 Me | Me | Me |- Me - Me R)-
1-1091 Me | Me |Me |- Me - CHF, racemic
11-1092 Me | Me | Me |- Me - CHF, (R)-
11-1093 Me | Me | Me |- Me - CF; racemic
I1-1094 Me |Me |[Me |- Me - CF; (R)-
11-1095 Me | Me [ Me |- Me - Et racemic
11-1096 Me {Me |Me |- Me - Et (R)-
-1097 Me | Me | Me |- Me - nPr racemic
1I-1098 Me |Me |Me |- Me - nPr R)-
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II-1099 Me |Me | Me |- Me iPr racemic
11-1100 Me | Me [Me |- Me iPr (R)-
H-1101 Me | Me | Me |- Me cPr racemic
I-1102 Me |Me |[Me |- Me cPr (R)-
11-1103 Me | Me [Me |- Me cHex racemic
11-1104 Me | Me | Me |- Me cHex (R)-
1-1105 Me | Me [Me |- Me Ph racemic
H-1106 Me | Me | Me |- Me Ph (R)-
n-1107 Me {Me [Me |- Me 2-F-Ph racemic
I1-1108 Me | Me |Me |- Me 2-F-Ph (R)-
n-1109 Me |Me | Me |- Me 3-F-Ph racemic
H-1110 Me |Me |Me |- Me 3-F-Ph ®R)-
o-1111 Me | Me [Me |- Me 4-F-Ph racemic
I-1112 Me |Me | Me |- Me 4-F-Ph (R)-
I-1113 Me | Me | Me |- Me 2-Cl-Ph racemic
11-1114 Me |Me [ Me |- Me 2-Cl-Ph (R)-
II-1115 Me | Me | Me |- Me 3-C1-Ph racemic
II-1116 Me | Me |Me |- Me 3-Cl-Ph (R)-
I-1117 Me |Me | Me |- Me 4-Cl1-Ph racemic
11-1118 Me |Me |Me |- Me 4-Ci-Ph (R)-
1I-1119 Me | Me [Me |- Me 2-Py racemic
11-1120 Me |Me |Me |- Me 2-Py (R)-
m-1121 Me | Me | Me |- Me 3-Py racemic
m-1122 Me |Me |Me |- Me 3-Py (R)-
II-1123 Me | Me | Me |- Me 4-Py racemic
I1-1124 Me |Me |Me |- Me 4-Py (R)-
I-1125 Me | Me [ Me |- iPr H racemic
II-1126 Me | Me |Me |- iPr H R)-

[0047] [Table 32]
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N =
0O
NH L3-0
_R! R (D
2
rR3 R?

I(\:I(c):npound R! R2 R? L2 R L3 R’ gg:ﬁgura
I-1127 Me |Me [Me |- iPr - Me racemic
I-1128 Me | Me | Me |- iPr - Me (R)-
11-1129 Me |Me |(Me |- iPr - CHF- racemic
II-1130 Me |Me |Me |- iPr - CHF, (R)-
H-1131 Me | Me | Me |- iPr - CF; racemiic
H-1132 Me [ Me {Me |- iPr - CF; (R)-
11-1133 Me | Me | Me |- iPr - Et racemic
II-1134 Me Me | Me |- iPr - Et R)-
1I-1135 Me Me |Me |- iPr - nPr racemic
11-1136 Me Me |Me |- iPr - nPr (R)-
m-1137 Me | Me | Me |- iPr - iPr racemic
iI-1138 Me | Me |Me |- iPr - iPr (R)-
II-1139 Me | Me [Me |- iPr - cPr racemic
11-1140 Me |Me |Me |- iPr - cPr (R)-
11-1141 Me |Me [ Me |- iPr - Ph racemic
II-1142 Me |Me | Me |- iPr - Ph R)-
11-1143 Me [ Me [Me |- CF; - H racemic
11-1144 Me | Me |Me |- CF; - H (R)-
1I-1145 Me | Me | Me - CF; - Me racemic
1I-1146 Me | Me [Me |- CF, - Me R)-
11-1147 Me | Me |Me |- CF; - CHF, racemic
11-1148 Me ([ Me |Me |- CF, - CHF, (R)-
11-1149 Me | Me | Me |- CF; - CF; racemic
1-1150 Me |Me | Me |- CF; - CF; (R)-
II-1151 Me Me | Me |- CF; - Et racemic
11-1152 Me | Me |Me |- CF; - Et R)-
II-1153 Me | Me [Me |- CF; - nPr racemic
1I-1154 Me | Me [Me |- CF; - nPr (R)-
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II-1155 Me | Me |Me |- CF; iPr racemic
I-1156 Me |Me [Me |- CF; iPr R)-
M-1157 Me [ Me {Me |- CF; cPr racemic
I1-1158 Me |Me [Me |- CF; cPr R)-
11-1159 Me | Me | Me |- CF; Ph racemic
11-1160 Me |Me |Me |- CF; Ph (R)-
1-1161 Me | Me [Me |- CH-OH H racemic
m-1162 Me |Me [Me |- CH-OH H R)-
11-1163 Me | Me | Me |- CH-OH Me racemic
11-1164 Me [Me |Me |- CH-OH Me (R)-
JI-1165 Me Me |Me |- CH-OH CHF, racemic
1I-1166 Me | Me |Me |- CH,OH CHF- (R)-
1-1167 Me |Me |Me |- CH-OH CF; racemic
11-1168 Me | Me [Me |- CHOH CF; (R)-
1I-1169 Me | Me |Me |- CH-OH Et racemic
-1170 Me | Me | Me |- CH-OH Et (R)-
I-1171 Me | Me [Me |- CH-OH nPr racemic
I-1172 Me {Me |Me |- CH-,OH nPr (R)-
I-1173 Me | Me [Me |- CH-OH iPr racemic
I-1174 Me | Me {Me |- CH-OH iPr R)-
1I-1175 Me (Me | Me |- CH,OH cPr racemic
n-1176 Me | Me [Me |- CH,OH cPr (R)-
[0048] [Table 33]
o
o AN Lz{f{
>?'NH LB.O‘RS (11)
K
R3 R?
I(\:](();Hpound R R2 R? L2 R* L? RS ggzﬁgura
-1177 Me Me |Me |- CH,OH - Ph racemic
1-1178 Me |Me |Me |- CH-OH - Ph R)-
1-1179 Me | Me | Me |- CH,OMe - H racemic
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11-1180 Me |Me [Me |- CH,OMe H (R)-
11-1181 Me | Me [ Me |- CH-.OMe Me racemic
11-1182 Me |Me [Me |- CH,OMe Me (R)-
11-1183 Me [Me | Me |- CH.OMe CHF-» racemic
11-1184 Me {Me | Me |- CH-OMe CHF. | (R)-
I1-1185 Me [Me [Me |- CH-,OMe CF3 racemic
-1186 Me (Me [Me |- CH,OMe CF; R)-
11-1187 Me | Me | Me |- CH,OMe Et racemic
I1-1188 Me |Me |Me |- CH-OMe Et (R)-
11-1189 Me | Me | Me |- CH-OMe nPr racemic
I1-1190 Me |Me |[Me |- CH,OMe nPr R)-
-1191 Me | Me { Me |- CH.OMe iPr racemic
1-1192 Me | Me [Me |- CH-OMe iPr (R)-
-1193 Me |Me [Me |- CH-OMe cPr racemic
11-1194 Me | Me [ Me |- CH,OMe cPr (R)-
1I-1195 Me | Me |Me |- CH,OMe Ph racemic
II-1196 Me |Me [Me |- CH,OMe Ph (R)-
n-1197 Me | Me [Me |- CH,OBn H racemic
I1-1198 Me | Me [Me |- CH,OBn H R)~
I-1199 Me {Me [ Me |- CH,OBn Me racemic
I1-1200 Me |Me |[Me |- CH,OBn Me (R)-
11-1201 Me | Me [Me |- CH-OBn Ph racemic
1-1202 Me |Me [Me |- CH>OBn Ph R)
11-1203 Me |Me | Me |- CH-NMe, H racemic
11-1204 Me | Me | Me |- CH,NMe, H (R)-
1I-1205 Me | Me [ Me |- CH-NMe, Me racemic
-1206 Me | Me [Me |- CH,NMe; Me (R)-
-1207 Me | Me [Me |- CH,NMe- CHF, racemic
-1208 Me | Me [Me |- CH-NMe; CHF, | (R)
I1-1209 Me | Me {Me |- CH,NMe, CF3 racemic
I-1210 Me | Me |Me |- CH.NMe- CF; (R)-
1I-1211 Me | Me | Me |- CH;NMe, Et racemic
-1212 Me |Me [Me |- CH:NMe: Et R)
-1213 Me | Me [ Me |- CH-,NMe- nPr racemic
-1214 Me | Me |Me |- CH-,NMe, nPr (R)-
II-1215 Me |Me |Me |- CH-NMe; iPr racemic
II-1216 Me | Me [Me |- CH-NMe» iPr (R)-
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1I-1217 Me [Me | Me |- CH-NMe- cPr racemic
1I-1218 Me | Me |Me |- CH-NMe, cPr (R)-
11-1219 Me |Me |[Me |- CH-NMe,» Ph racemic
11-1220 Me | Me [Me |- CH.NMe, Ph (R)-
11-1221 Me |Me |Me |- I()I;I;;(Sg—lc)ﬁﬂuoro H racemic
11-1222 Me |Me |Me |- ngm(lf é?; ]gﬁﬂ‘“’“’ H ®R)
111223 Me |Me |Me |- gﬁ;ﬁé;;“ﬂ“"m Me | racemic
11-1224 Me |Me |Me |- g;fm(lf (’fy "Siﬂ“"“’ Me (R)-
11-1225 Me |Me |Me |- gyl'im]f éi]‘)ﬁﬂ“"m Ph racemic
11-1226 Me |Me |Me |- CHo~(3.3-difluoro Ph (R)-
pyrrolidyh
[0049] [Table 34]
(11)

Szf“po‘md R' [R* |[R® |L” |R L’ R® gg:ﬁg“ra
-1227 Me {Me |Me |- 2-F-Ph - H racemic
11-1228 Me | Me | Me |- 2-F-Ph - H (R)-
11-1229 Me |Me |Me |- 2-F-Ph - Me racemic
11-1230 Me | Me |Me |- 2-F-Ph - Me (R)-
11-1231 Me |Me |Me |- 2-F-Ph - CHF, racemic
11-1232 Me |Me |Me |- 2-F-Ph - CHF. | ®R)-
I1-1233 Me |Me |Me |- 2-F-Ph - CF; racemic
11-1234 Me | Me | Me |- 2-F-Ph - CF; (R)-
11-1235 Me (Me [Me |- 2-F-Ph - Et racemic
11-1236 Me |Me |Me |- 2-F-Ph - Et R)-
1-1237 Me [Me [Me |- 2-F-Ph - nPr racemic
11-1238 Me |Me |Me |- 2-F-Ph - nPr (R)-
11-1239 Me {Me | Me |- 2-F-Ph - iPr racemic .
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11-1240 Me |Me [ Me |- 2-F-Ph iPr (R)-
11-1241 Me | Me | Me |- 2-F-Ph cPr racemic
I-1242 Me |Me |Me |- 2-F-Ph c¢Pr (R)-
I1-1243 Me |Me |[Me |- 3-F-Ph H racemic
11-1244 Me |Me |Me |- 3-F-Ph H (R)-
11-1245 Me | Me | Me |- 3-F-Ph Me racemic
11-1246 Me |Me |[Me |- 3-F-Ph Me R)-
11-1247 Me | Me | Me |- 3-F-Ph CHF, racemic
11-1248 Me |Me [ Me |- 3-F-Ph CHF, (R)-
11-1249 Me | Me [Me |- 3-F-Ph CF; racemic
II-1250 Me |Me |[Me |- 3-F-Ph CF; (R)-
1I-1251 Me {Me | Me |- 3-F-Ph Et racemic
1-1252 Me | Me | Me |- 3-F-Ph Et R)-
11-1253 Me | Me [Me |- 3-F-Ph nPr racemic
I1-1254 Me {Me | Me |- 3-F-Ph nPr (R)-
M-1255 Me | Me [Me |- 3-F-Ph iPr racemic
I1-1256 Me |Me [Me |- 3-F-Ph iPr (R)-
1-1257 Me | Me | Me |- 3-F-Ph cPr racemic
11-1258 Me | Me | Me |- 3-F-Ph cPr (R)-
1I-1259 Me [Me [Me |- 4-F-Ph H racemic
11-1260 Me | Me | Me |- 4-F-Ph H R)-
II-1261 Me [Me [Me |- 4-F-Ph Me racemic
I1-1262 Me |Me | Me |- 4-F-Ph Me (R)-
11-1263 Me | Me | Me |- 4-F-Ph CHF- racemic
1-1264 Me | Me |Me |- 4-F-Ph CHF, (R)-
H-1265 Me |Me |Me |- 4-F-Ph CF; racemic
11-1266 Me | Me |Me |- 4-F-Ph CF; (R)-
1I-1267 Me |Me |Me |- 4-F-Ph Et racemic
11-1268 Me [Me | Me | - 4-F-Ph Et (R)-
111269 Me | Me | Me |- 4-F-Ph nPr racemic
11-1270 Me |Me |Me |- 4-F-Ph nPr R)-
11-1271 Me [Me | Me |- 4-F-Ph iPr racemic
m-1272 Me [Me [Me |- 4-F-Ph iPr (R)-
11-1273 Me |Me |Me |- 4-F-Ph cPr racemic
11-1274 Me |Me | Me |- 4-F-Ph cPr (R)-
11-1275 Me |Me [Me |- 2-thienyl H racemic
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(11276 |Me [Me |Me |- |2+hienyl |- lH e |
[0050] [Table 35]
H
N'T [ N—%OZ R*
0 L=
NH L3-0
/S':
r3 R?

r%(c):npound R R | Rr3 L2 R4 L3 RS t(i:((:;‘ﬁgura
11-1277 Me | Me | Me |- 2-thienyl - Me racemic
-1278 Me | Me [Me |- 2-thienyl - Me (5)-
11-1279 Me |Me |Me |- 2-thienyl - CHF, racemic
11-1280 Me {Me | Me |- 2-thienyl - CHF; (S)-
11-1281 Me [Me | Me |- 2-thienyl - CF; racemic
11-1282 Me |Me | Me |- 2-thienyl - CF; (S)-
11-1283 Me | Me |Me |- 2-thieny] - Et racemic
11-1284 Me |Me |Me |- 2-thienyl - Et (S)-
11-1285 Me | Me | Me |- 2-thienyl - nPr racemic
11-1286 Me |Me {Me |- 2-thienyl - nPr (S)-
1-1287 Me |Me [ Me |- 2-thienyl - iPr racemic
11-1288 Me [ Me | Me |- 2-thienyl - iPr (S)-
11-1289 Me | Me [Me |- 2-thienyl - cPr racemic
11-1290 Me [(Me [Me |- 2-thienyl - cPr (S)-
11-1291 Me [Me [ Me |- 3-thienyl - H racemic
11-1292 Me [Me | Me |- 3-thienyl - H (R)-
11-1293 Me |Me [Me |- 3-thienyl - Me racemic
1-1294 Me (Me [Me |- 3-thienyl - Me (R)-
11-1295 Me [Me | Me |- 3-thienyl] - CHF, racemic
11-1296 Me |Me [Me |- 3-thienyl - CHF, (R)-
11-1297 Me | Me | Me |- 3-thienyl - CF; racemic
-1298 Me |Me |Me |- 3-thieny] - CF; R)-
I-1299 Me | Me [ Me |- 3-thienyl - Et racemic
H-1300 Me |[Me | Me |- 3-thienyl - Et (R)-
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-1301 Me | Me [Me |- 3-thienyl - nPr racemic
II-1302 Me |Me [Me |- 3-thienyl - nPr (R)-
11-1303 Me | Me [Me |- 3-thienyl - iPr racemic
11-1304 Me |Me [Me |- 3-thienyl - iPr (R)-
1I-1305 Me | Me [Me |- 3-thienyl - cPr racemic
1-1306 Me |Me {Me |- 3-thienyl - cPr (R)-
[0051] [Table 36]
H
N}r\q | N—/{02 Ré
0 L2
DTNH 30
RE (1T11)
R
X
R3 R?
I(\Zlc(;fnpound R |r* IR |12 R L3 RS t(ilggﬁgura
11-1 Me Me [|Me |O Ph CH, H racemic
Hni-2 Me |Me |[Me |O Ph CH, H (S)-
IH-3 Me | Et Me | O Ph CH, H racemic
11-4 Me |Et [Me |O Ph CH, H (S)-
I1-5 Me |Me | Me | O Ph CH, Me racemic
1-6 Me |[Me [Me |O Ph CH, Me (S)-
111-7 Me | Et Me |O Ph CH, Me racemic
-8 Me |Et |Me | O Ph CH, Me (S)-
111-9 Me {Me [Me | O Ph CH, CHF, racemic
11-10 Me [ Me |Me | O Ph CH, CHF, (S)-
1I-11 Me | Et Me | O Ph CH, CHF, racemic
1m1-12 Me |Et |Me |O Ph CH, CHF, (S)-
111-13 Me [ Me | Me | O Ph CH, Et racemic
1I-14 Me | Me [Me | O Ph CH; Et (5)-
Im-15 Me | Et Me | O Ph CH, Et racemic
Imn-16 Me |Et [Me |O Ph CH, Et (8)-
HI-17 Me |Me {Me |O Ph CH; iPr racemic
m-18 Me [Me |Me | O Ph CH, iPr (S)-
I1-19 Me | Et Me | O Ph CH, iPr racemic
11-20 Me |Et |Me |O Ph CH, iPr (8)-
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Hi-21 Me |[Me [ Me |O Ph CH, cPr racemic
I1-22 Me |Me [Me |O Ph CH, cPr (S)-
I1-23 Me | Et Me | O Ph CH; cPr racemic
I11-24 Me (Et |Me |O Ph CH; cPr (8)-
111-25 Me |[Me [Me | O Ph CH: Ph racemic
111-26 Me (Me |Me | O Ph CH, Ph (S)-
n1-27 Me | Et Me | O Ph CH- Ph racemic
I11-28 Me Et |Me |O Ph CH, Ph (S)-
11-29 Me |[Me [Me |O Ph C(Me), H racemic
1I1-30 Me |[Me [Me |O Ph C(Me): H (5)-
1I1-31 Me | Et Me | O Ph C(Me), H racemic
11-32 Me |[Et |Me |O Ph C(Me), H (8)-
H1-33 Me {Me [Me | O Ph C(Me), Me racemic
111-34 Me |Me |[Me | O Ph C(Me), Me (S)-
HI-35 Me | Et Me |O Ph C(Me), Me racemic
I11-36 Me |Et [|Me |O Ph C(Me), Me (S)-
1-37 Me | Me | Me (O Ph C(Me)» CHF, racemic
II1-38 Me |[Me |Me |O Ph C(Me), CHF, (8)-
1-39 Me | Et Me (O Ph C(Me). CHF, racemic
111-40 Me |Et |Me |O Ph C(Me), CHF» )
m-41 Me |Me |Me | O Ph C(Me), Et racemic
111-42 Me |Me | Me | O Ph C(Me), Et (S)-
H1-43 Me | Et Me | O Ph C(Me), Et racemic
H1-44 Me |[Et |Me |O Ph C(Me), Et (S)-
I1-45 Me |[Me [Me | O Ph C(Me), iPr racemic
111-46 Me |Me |Me | O Ph C(Me), iPr S)
H1-47 Me | Et Me | O Ph C(Me), iPr racemic
111-48 Me |Et |Me |O Ph C(Me), |iPr (S)-
111-49 Me |Me |[Me | O Ph C(Me), cPr racemic
HI-50 Me |Me |Me | O Ph C(Me). cPr (8)-

[0052] [Table 37]
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H
N’rj | N—/(Oz R4
0 L=
NH L%-0
D?' . RS (II1)
e
3 R
]C\f}c;r.npound R IR |r* |12 RS L3 RS gggﬁgura
11-51 Me | Et Me |O Ph C(Me)- cPr racemic
m-52 Me Et [{Me |O Ph C(Me). cPr (8)-
1-53 Me | Me |[Me | O Ph C(Me), Ph racemic
11-54 Me {Me |Me |O Ph C(Me), Ph (S)-
I-55 Me | Et Me | O Ph C(Me), Ph racemic
mI-56 Me {Et [Me |O Ph C(Me) Ph (S)-
HI-57 Me {Me [Me | O Ph (CHz2), H racemic
1-58 Me |[Me |[Me |O Ph (CHy), H (R)-
1-59 Me | Et Me | O Ph (CH-), H racemic
1H1-60 Me [Et |Me |O Ph (CH>)- H R)-
111-61 Me {Me |[Me | O Ph (CH>): Me racemic
11-62 Me {Me |Me | O Ph (CHy)- Me R)-
HI1-63 Me | Et Me | O Ph (CHa)- Me racemic
I11-64 Me {Et |Me |O Ph (CH>)» Me (R)-
HI-65 Me {Me |Me |{O Ph (CH2): CHF, racemic
1-66 Me | Me {Me |O Ph (CH:)- CHF, (R)-
11-67 Me | Et Me (O Ph (CH:), CHF, racemic
I11-68 Me |Et |Me |O Ph (CHa)» CHF, (R)-
111-69 Me [Me [Me | O Ph (CH>)- Et racemic
i1-70 Me | Me [Me | O Ph (CH>)- Et R)-
i-71 Me | Et Me | O Ph (CH>)-» Et racemic
-72 Me |Et |Me [O Ph (CHy), Et R)-
111-73 Me | Me |Me [ O Ph (CH»)» iPr racemic
111-74 Me [ Me |Me |O Ph (CH»), iPr R)-
111-75 Me | Et Me | O Ph (CHy): iPr racemic
11-76 Me |[Et |Me |O Ph (CH:), iPr (R)-
1-77 Me |Me |[Me | O Ph (CH2)» cPr racemic
I11-78 Me |Me [ Me | O Ph (CH,)» cPr (R)-
111-79 Me | Et Me | O Ph (CHa): cPr racemic
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I11-80 Me |Et [Me |O Ph (CH>)- cPr (R)-
m-81 Me |Me |[Me | O Ph (CHa2)- Ph racemic
I-82 Me | Me [Me | O Ph (CH2)- Ph R)-
11-83 Me {Et |Me | O Ph (CH>) Ph racemic
111-84 Me |Et {Me |O Ph (CH2): Ph (R)-
HI-85 Me |Me |Me |O Ph CH.C(Me). | H racemic
I11-86 Me |Me |Me |O Ph CH-C(Me), {H (R)-
I1-87 Me | Et Me (O Ph CH.C(Me). | H racemic
I11-88 Me | Et Me jO Ph CH.C(Me). | H (R)-
111-89 Me | Me [Me |O Ph CH,C(Me). | Me racemic
1-90 Me |Me |[Me [ O Ph CH.C(Me), | Me R)-
11-91 Me | Et Me {O Ph CH-C(Me). | Me racemic
1-92 Me | Et Me | O Ph CH.C(Me). | Me (R)-
H1-93 Me | Me |Me |O Ph CH.C(Me). | CHF, racemic
I11-94 Me |[Me |Me | O Ph CH.C(Me). | CHF, (R)-
111-95 Me | Et Me | O Ph CH-.C(Me)- CHF- racemic
I1-96 Me |Et |[Me |O Ph CH.C(Me). | CHF, R)-
1m1-97 Me |Me [Me |O Ph CH,C(Me). | Et racemic
111-98 Me Me |Me |O Ph CH.C(Me), | Et (R)-
I1-99 Me | Et Me |O Ph CH.C(Me), | Et racemic
HI-100 Me | Et Me | O Ph CH>C(Me), | Et (R)-
[0053] [Table 38]
(11 1)

Ii?;’lpound R} R® RrR® 1.2 R? L’ RS tCi;rllﬁgur a
11-101 Me |Me [Me | O Ph CH.C(Me). iPr racemic
H1-102 Me |Me [Me [O Ph CH.C(Me), iPr (R)-
111-103 Me | Et Me | O Ph CH,C(Me), iPr racemic
MI-104 Me Et |Me |O Ph CH,C(Me), iPr (R)-
I11-105 Me |[Me [Me | O Ph CH,C(Me)- cPr racemic
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I1-106 Me Me |Me |O Ph CH.C(Me) cPr (R)-
oi-107 Me | Et Me |O Ph CH,C(Me)- cPr racemic
1M1-108 Me | Et Me | O Ph CH.C(Me)- cPr (R)-
I11-109 Me | Me | Me | O Ph CH.C(Me). Ph racemic
I-110 Me [Me [Me | O Ph CH.C(Me), Ph (R)-
m-111 Me | Et Me | O Ph CH.C(Me) Ph racemic
m-112 Me | Et Me | O Ph CH,C(Me), Ph (R)-
Imi-113 Me Me | Me |NH Ph CH» H racemic
I-114 Me | Me | Me |NH Ph CH, H (S)-
IM-115 Me | Et Me | NH Ph CH, H racemic
HI-116 Me | Et Me |NH Ph CH, H (S)-
m-117 Me | Me [ Me | N(Me) Ph CH; H racemic
IM-118 Me | Me | Me | N(Me) Ph CH, H (S)-
mi-119 Me | Et Me | N(Me) Ph CH- H racemic
m-120 Me | Et | Me | N(Me) Ph CH» H (S)-
m-121 Me | Me | Me | NH Ph CH, Me racemic
m-122 Me | Me |Me |NH Ph CH; Me (S)-
11-123 Me | Et Me |[NH Ph CH, Me racemic
i-124 Me | Et Me | NH Ph CH- Me (S)-
m1-125 Me | Me | Me | N(Me) Ph CH, Me racemic
HI-126 Me | Me | Me | NMe) Ph CH, Me (S)-
mI1-127 Me | Et Me | N(Me) Ph CH- Me racemic
I1-128 Me | Et Me | N(Me) Ph CH, Me (S)-
11-129 Me |Me | Me |NH Ph CH, CHF, | racemic
MI-130 Me | Me | Me | NH Ph CH, CHF, | (S)-
II-131 Me | Et Me | NH Ph CH, CHF, | racemic
HI-132 Me |Et |Me |[NH Ph CH, CHF, | (S)
I-133 Me | Me | Me | NMe) Ph CH, CHF, | racemic
Mi-134 Me | Me | Me | N(Me) Ph CH; CHF. | (S)-
II-135 Me | Et Me | N(Me) Ph CH, CHF, | racemic
I1-136 Me | Et Me | N(Me) Ph CH, CHF, (5)-
II1-137 Me | Me | Me | NH Ph CH- Et racemic
HI-138 Me | Me | Me |NH Ph CH, Et (5)-
1-139 Me | Et Me | NH Ph CH, Et racemic
111-140 Me | Et Me | NH Ph CH, Et (S)-
1I-141 Me | Me | Me | N(Me) Ph CH, Et racemic
HI-142 Me | Me | Me | N(Me) Ph CH; Et (S)
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1M1-143 Me | Et Me | N(Me) Ph CH, Et racemic
I1-144 Me | Et Me | N(Me) Ph CH; Et (S)-
I1-145 Me | Me |Me |NH Ph CH, iPr racemic
H1-146 Me |Me |Me |NH Ph CH, iPr (8)-
1-147 Me | Et Me | NH Ph CH, iPr racemic
I11-148 Me | Et Me | NH Ph CH, iPr (S)-
I1-149 Me | Me | Me | N(Me) Ph CH-, iPr racemic
1-150 Me | Me | Me | N(Me) Ph CH, iPr (S)-
[0054] [Table 39]
(111)

I(\3}(()i11pound R IR |® 12 R L RS t(ilg):ﬁ gura
IMI-151 Me | Et Me | N(Me) Ph CH, iPr racemic
II-152 Me | Et Me | N(Me) |Ph CH, iPr (S)
I11-153 Me | Me [Me | NH Ph CH, cPr racemic
11-154 Me | Me | Me | NH Ph CH; cPr (S)-
111-155 Me | Et Me | NH Ph CH, cPr racemic
11-156 Me | Et Me | NH Ph CH, cPr (S)-
mI-157 Me | Me | Me | N(Me) Ph CH- cPr racemic
11I-158 Me |Me { Me |N(Me) |Ph CH, cPr (S
111-159 Me | Et Me | N(Me) Ph CH- cPr racemic
111-160 Me | Et Me | N(Me) | Ph CH- cPr (S)
111-161 Me | Me | Me | NH Ph CH, Ph racemic
I-162 Me | Me | Me | NH Ph CH, Ph (8)-
HI-163 Me | Et Me | NH Ph CH- Ph racemic
II-164 Me |Et | Me | NH Ph CH, Ph Sy
HoI-165 Me | Me | Me | N(Me) Ph CH, Ph racemic
HI-166 Me | Me | Me |N(Me) |Ph CH: Ph (S)-
11-167 Me | Et Me | N(Me) Ph CH, Ph racemic
11-168 Me | Et Me |NMe) |Ph CH, Ph (S)-
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II1-169 Me | Me | Me | NH Ph C(Me), H racemic
I1-170 Me | Me [Me |NH Ph C(Me) H (S)-
1-171 Me | Et Me | NH Ph C(Me), H racemic
m-172 Me (Et |Me | NH Ph C(Me)- H (S)
11-173 Me | Me | Me | N(Me) Ph C(Me)- H racemic
111-174 Me | Me | Me | N(Me) | Ph C(Me)» H (S)-
I11-175 Me | Et Me | N(Me) Ph C(Me), H racemic
11-176 Me | Et |Me | N(Me) |Ph C(Me), H (S)
11-177 Me | Me |Me | NH Ph C(Me). Me racemic
I1-178 Me | Me [Me | NH Ph C(Me), Me (S)
11-179 Me | Et Me | NH Ph C(Me), Me racemic
NI-180 Me | Et | Me | NH Ph C(Me). Me (S)
1I1-181 Me | Me | Me [ N(Me) Ph C(Me), Me racemic
11-182 Me | Me [ Me | N(Me) Ph C(Me): Me (S)-
I11-183 Me | Et Me | N(Me) Ph C(Me), Me racemic
111-184 Me | Et Me | N(Me) Ph C(Me), Me (S)-
I11-185 Me | Me |Me | NH Ph C(Me), CHF, racemic
I11-186 Me | Me | Me | NH Ph C(Me). CHF, (S5)-
11-187 Me |Et | Me |NH Ph C(Me), CHF, racemic
111-188 Me |Et |Me |NH Ph C(Me). CHF, S
111-189 Me | Me | Me | N(Me) Ph C(Me), CHF, racemic
111-190 Me |Me | Me | N(Me) |Ph C(Me). CHF, (S)-
11-191 Me | Et | Me | N(Me) |[Ph C(Me), CHF, racemic
111-192 Me |Et |Me |N(Me) |[Ph C(Me), CHF, (S)
I-193 Me {Me | Me |NH Ph C(Me), Et racemic
11-194 Me | Me | Me | NH Ph C(Me) Et (S)-
I11-195 Me | Et Me | NH Ph C(Me), Et racemic
11-196 Me |Et | Me | NH Ph C(Me), Et (5)
n-197 Me | Me | Me | N(Me) Ph C(Me), Et racemic
I11-198 Me | Me [ Me | N(Me) Ph C(Me): Et (8)-
111-199 Me | Et Me | N(Me) Ph C(Me) Et racemic
111-200 Me | Et |Me | N(Me) |Ph C(Me). Et (S)-

[0055] [Table 40]
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(111)

IC\J]?)r'npound R R |R® |12 R4 12 RS ggrlllﬁgura
HI-201 Me |Me | Me |NH Ph C(Me), iPr racemic
I11-202 Me | Me |Me | NH Ph C(Me), iPr (8)-
1-203 Me | Et Me | NH Ph C(Me), iPr racemic
11-204 Me | Et |Me |NH Ph C(Me), iPr (8)-
11-205 Me | Me | Me | N(Me) Ph C(Me), iPr racemic
111-206 Me | Me |Me | N(Me) |Ph C(Me) iPr (S)-
111-207 Me | Et Me | N(Me) Ph C(Me): iPr racemic
111-208 Me |Et |Me |N(Me) |Ph C(Me), iPr (S)-
M1-209 Me | Me | Me | NH Ph C(Me), cPr racemic
111-210 Me | Me | Me | NH Ph C(Me), cPr (S)-
11211 Me |Et |Me | NH Ph C(Me), cPr racemic
I-212 Me |Et |Me | NH Ph C(Me), cPr (S)-
11-213 Me | Me | Me | N(Me) Ph C(Me), cPr racemic
n1-214 Me | Me | Me [ N(Me) Ph C(Me) cPr (S)-
1-215 Me | Et Me | N(Me) Ph C(Me), cPr racemic
1I-216 Me | Et |Me |NMe) |Ph C(Me). cPr Sy
I11-217 Me | Me | Me | NH Ph C(Me), Ph racemic
111-218 Me | Me |Me | NH Ph C(Me), Ph (S)-
m1-219 Me |Et |Me |NH Ph C(Me). Ph racemic
11-220 Me [Et |Me |NH Ph C(Me)- Ph (S)-
T1-221 Me | Me | Me [ N(Me) Ph C(Me), Ph racemic
ni-222 Me | Me | Me | N(Me) Ph C(Me). Ph Sy
HI1-223 Me | Et Me | N(Me) Ph C(Me), Ph racemic
111-224 Me |Et |Me | N(Me) |Ph C(Me), Ph S)
111-225 Me | Me | Me | NH Ph (CHz)» H racemic
Im1-226 Me | Me | Me |NH Ph (CH.), H (R)-
H1-227 Me | Et Me | NH Ph (CHa1) H racemic
HI1-228 Me |Et |Me | NH Ph (CH,), H R)-
1I1-229 Me | Me | Me | N(Me) Ph (CH,)» H racemic
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111-230 Me | Me |Me | N(Me) |Ph (CH.)» H (R)-
I-231 Me | Et Me | N(Me) Ph (CH)- H racemic
I11-232 Me | Et |Me |NMe) |Ph (CHy), H (R)-
111-233 Me | Me | Me | NH Ph (CH.)» Me racemic
1-234 Me | Me | Me |NH Ph (CHa.)» Me R)-
111-235 Me | Et Me | NH Ph (CHz): Me racemic
11-236 Me | Et |Me |NH Ph (CHa), Me R)-
H1-237 Me |Me |Me |[N(Me) |Ph (CH:), Me racemic
I11-238 Me | Me |Me |N(Me) |Ph (CHa), Me (R)-
1-239 Me | Et Me | N(Me) Ph (CH,)» Me racemic
111-240 Me |Et |Me |N(Me) | Ph (CH,)- Me (R)-
I1-241 Me | Me | Me | NH Ph (CH:)- CHF, racemic
111-242 Me Me |Me | NH Ph (CHa) CHF, (R)-
1-243 Me | Et Me | NH Ph (CHz): CHF» racemic
I11-244 Me | Et |Me |NH Ph (CHs)2 CHF, (R)-
I1-245 Me |Me |Me |N(Me) |Ph (CH2)» CHF- racemic
11-246 Me | Me | Me | N(Me) |Ph (CH>), CHF, (R)-
T1-247 Me | Et Me | N(Me) Ph (CH:), CHF; racemic
IM1-248 Me |Et |Me | N(Me) |Ph (CH>), CHF, (R)-
11-249 Me | Me | Me | NH Ph (CH;): Et racemic
H1-250 Me | Me | Me | NH Ph (CHz), Et (R)-
[0056] [Table 41]
(111)

S((;Tnpound R! R R3 1.2 R4 L3 RS t(il(c))rrllt'lgura
HI-251 Me | Et Me |NH Ph (CH,)» Et racemic
1-252 Me | Et Me |NH Ph (CH,), Et R)-
I11-253 Me | Me | Me | N(Me) Ph (CH>): Et racemic
1-254 Me | Me | Me |N(Me) |Ph (CHa)» Et ®R)-
H1-255 Me | Et Me | N(Me) Ph (CHay), Et racemic
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I11-256 Me |Et |Me |NMe) |Ph (CH.), Et (R)-
111-257 Me | Me | Me |NH Ph (CH.), iPr racemic
111-258 Me | Me | Me |NH Ph (CH>). iPr R)
111-259 Me | Et Me | NH Ph (CHa)- iPr racemic
11-260 Me | Et Me | NH Ph (CHL)- iPr R)
1-261 Me | Me [ Me | N(Me) Ph (CHy)- iPr racemic
I1-262 Me | Me | Me | N(Me) Ph (CH2), iPr (R)-
111-263 Me |Et |Me |N(Me) |Ph (CH>), iPr racemic
1-264 Me | Et Me |N(Me) |Ph (CH»), iPr (R)-
11-265 Me |Me | Me | NH Ph (CH>)» c¢Pr racemic
H1-266 Me | Me | Me |NH Ph (CHax), cPr R)-
11-267 Me | Et Me | NH Ph (CHz). cPr racemic
111-268 Me | Et Me | NH Ph (CH>), cPr R)-
111-269 Me | Me [ Me | N(Me) Ph (CHs)» cPr racemic
1270 Me | Me [Me |N(Me) |Ph (CH>), cPr (R)-
I1-271 Me | Et Me | N(Me) Ph (CH>), cPr racemic
m-272 Me |Et | Me [ N(Me) |Ph (CH»)- cPr (R)-
H1-273 Me | Me | Me | NH Ph (CHa2)» Ph racemic
H1-274 Me | Me |Me | NH Ph (CH>), Ph R)-
m1-275 Me | Et Me [ NH Ph (CHa1)» Ph racemic
I1-276 Me | Et Me | NH Ph (CH>): Ph (R)-
1-277 Me | Me | Me | N(Me) Ph (CH»)» Ph racemic
1-278 Me |Me [ Me | N(Me) |Ph (CH2)- Ph (R)-
11-279 Me | Et Me | N(Me) Ph (CH,), Ph racemic
111-280 Me | Et Me | N(Me) |Ph (CH>), Ph (R)-
I11-281 Me | Me | Me |[NH Ph (CHa2)s H racemic
111-282 Me | Me |Me | NH Ph (CH,); H (R)-
I11-283 Me | Et Me | NH Ph (CHz)s H racemic
111-284 Me | Et Me | NH Ph (CH>); H R)-
II11-285 Me | Me | Me | N(Meg) Ph (CHb>)s H racemic
111-286 Me |Me | Me | NMe) |Ph (CHL)s H R)-
11-287 Me | Et Me | N(Me) Ph (CH1)s H racemic
I11-288 Me | Et Me | N(Me) | Ph (CH>); H R)-
I1-289 Me | Me [Me |NH Ph (CH:2)4 H racemic
111-290 Me | Me | Me |NH Ph (CH,), H (R)-
1-291 Me | Et Me | NH Ph (CHy), H racemic
111-292 Me | Et Me | NH Ph (CH2), H (R)-
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I11-293 Me | Me | Me [ N(Me) Ph (CH.)4 H racemic
11-294 Me | Me | Me | N(Me) Ph (CH2)4 H R)-
I11-295 Me | Et Me | N(Me) Ph (CH2)4 H racemic
111-296 Me | Et Me | N(Me) | Ph (CH2)4 H (R)-
111-297 Me | Me | Me |NH Ph CH.C(Me). H racemic
111-298 Me | Me | Me | NH Ph CH,C(Me)» H R)-
11-299 Me | Et Me | NH Ph CH-C(Me)- H racemic
MI-300 Me | Et Me | NH Ph CH.C(Me), H (R)-
(111)

]igfnpound R IR |R® (12 R* L3 RS t(i3(<)>rr11ﬁgura
I1-301 Me | Me | Me | N(Me) Ph CH.C(Me)- H racemic
1-302 Me | Me | Me | N(Me) Ph CH,C(Me), H (R)-
H1-303 Me | Et Me | N(Me) Ph CH,C(Me); H racemic
11-304 Me | Et Me | N(Me) Ph CH.C(Me): H (R)-
I1-305 Me | Me |Me {NH Ph CH.C(Me), Me racemic
1-306 Me |Me | Me |[NH Ph CH,C(Me), Me (R)-
1-307 Me | Et Me | NH Ph CH,C(Me)- Me racemic
I1-308 Me | Et Me | NH Ph CH,C(Me). Me (R)-
11-309 Me | Me | Me | N(Me) Ph CH,C(Me), Me racemic
11-310 Me | Me | Me | N(Me) Ph CH.C(Me). Me (R)-
11-311 Me | Et Me | N(Me) Ph CH.C(Me)» Me racemic
I1-312 Me |Et |Me |NMe) |Ph CH.C(Me)» Me (R)-
m1-313 Me |Me | Me | NH Ph CH,C(Me), CHF, racemic
HI-314 Me | Me | Me |NH Ph CH,C(Me), CHF, | (R)-
11-315 Me | Et Me | NH Ph CH.C(Me), CHF. | racemic
HI-316 Me | Et Me | NH Ph CH.C(Me), CHF, | (R)-
m1-317 Me | Me |Me | N(Me) |Ph CH,C(Me)- CHF, | racemic
M-318 Me | Me | Me | N(Me) Ph CH,C(Me), CHF, | (R)-
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111-319 Me | Et Me | N(Me) Ph CH-C(Me)» CHF, racemic
111-320 Me | Et Me | N(Me) Ph CH.C(Me). CHF, | (R)-
111-321 Me | Me | Me |NH Ph CH.C(Me), Et racemic
111-322 Me | Me | Me |NH Ph CH-C(Me) Et (R)-
I1-323 Me | Et Me | NH Ph CHC(Me)- Et racemic
1m1-324 Me | Et Me | NH Ph CH-C(Me)» Et (R)-
11-325 Me | Me | Me | N(Me) Ph CH-C(Me); Et racemic
111-326 Me | Me | Me | N(Me) Ph CH-C(Me). Et (R)-
111-327 Me | Et Me | N(Me) Ph CH.C(Me), Et racemic
I1-328 Me | Et Me | N(Me) Ph CH-C(Me). Et (R)-
111-329 Me | Me | Me | NH Ph CH.C(Me) iPr racemic
11-330 Me | Me |Me |NH Ph CH,.C(Me). iPr (R)-
1-331 Me | Et Me | NH Ph CH,C(Me)- iPr racemic
1M1-332 Me | Et {Me |NH Ph CH.C(Me). iPr (R)-
111-333 Me | Me | Me | N(Me) Ph CH.C(Me)- iPr racemic
11-334 Me | Me | Me | N(Me) Ph CH.C(Me). iPr (R)-
111-335 Me | Et Me | N(Me) Ph CH.C(Me), iPr racemic
111-336 Me |Et |Me |N(Me) |Ph CH.C(Me), | iPr (R)-
HI1-337 Me | Me | Me |NH Ph CH,C(Me) cPr racemic
111-338 Me | Me |Me |NH Ph CH.C(Me). cPr (R)-
111-339 Me | Et Me | NH Ph CH.C(Me). cPr racemic
111-340 Me | Et Me | NH Ph CH-C(Me). cPr (R)-
111-341 Me | Me | Me | N(Me) Ph CH,C(Me)- cPr racemic
Im-342 Me [ Me |Me |NMe) |Ph CH-C(Me), cPr (R)-
1I1-343 Me | Et Me | N(Me) Ph CH,C(Me), cPr racemic
111-344 Me | Et Me | N(Me) Ph CH,C(Me), cPr (R)-
111-345 Me |Me | Me |NH Ph CH.C(Me), Ph racemic
111-346 Me | Me | Me |[NH Ph CH,C(Me). Ph (R)-
H1-347 Me | Et Me | NH Ph CH,C(Me), Ph racemic
111-348 Me |Et |Me |NH Ph CH-C(Me). | Ph (R)-
111-349 Me | Me | Me | N(Me) Ph CH,C(Me), Ph racemic
I11-350 Me | Me |Me |N(Me) |Ph CH,C(Me), Ph (R)-

[0058] [Table 43]
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(I11)

ISlcgr‘npound R |rR? |R® |12 R* L3 RS tC]_l(C;Irllflgur"d
Im-351 Me | Et Me | N(Me) Ph CH.C(Me), Ph racemic
I11-352 Me | Et |Me |N(Me) |Ph CH.C(Me). Ph (R)-
111-353 Me | Me | Me |NH Ph C(Me)-CH- H racemic
I11-354 Me | Me | Me | NH Ph C(Me),CH- H (S)-
I11-355 Me | Et Me | NH Ph C(Me)-CH- H racemic
111-356 Me |Et |Me |NH Ph C(Me).CH. H (S)-
1H1-357 Me | Me | Me | N(Me) Ph C(Me),CH, H racemic
111-358 Me | Me |Me |[N(Me) |Ph C(Me),CH, H (S)-
111-359 Me | Et Me | N(Me) Ph C(Me),CH-, H racemic
I1-360 Me [Et |Me |N(Me) |Ph C(Me),CH, H (S)-
HI-361 Me |Me | Me |NH Ph CF,CH, H racemic
111-362 Me |Me | Me |NH Ph CF,CH, H (S)-
M1-363 Me | Et Me | NH Ph CF-CH- H racemic
11-364 Me | Et | Me | NH Ph CF,CH; H (5)-
III-365 Me |Me | Me | N(Me) |Ph CF.CH, H racemic
I11-366 Me | Me |Me | N(Me) |Ph CF,CH, H S
11-367 Me | Et Me | N(Me) Ph CF-CH- H racemic
IT1-368 Me |Et |Me |N(Me) |Ph CF,CH.2 H (S)-
I1-369 Me | Me | Me | NH Ph CH=CHCH, |H racemic
111-370 Me | Me | Me | NH Ph CH=CHCH, | H (S)-
11-371 Me |Et | Me |NH Ph CH=CHCH, |H racemic
11-372 Me |Et | Me |NH Ph CH=CHCH. |H Sy
-373 Me | Me | Me | N(Me) Ph CH=CHCH, |H racemic
11-374 Me |Me |Me |N(Me) |Ph CH=CHCH, | H (S)
1-375 Me | Et Me | N(Me) Ph CH=CHCH. | H racemic
I11-376 Me | Et | Me |N(Me) |Ph CH=CHCH: H (S)-
111-377 Me | Me (Me |NH Ph C=CCH- H racemic
HI-378 Me | Me | Me | NH Ph C=CCH, H (5)-
H1-379 Me |Et | Me |NH Ph C=CCH- H racemic
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T11-380 Me |Bt |Me |NH ph | c=cCH. H (S)-

I-381 Me | Me | Me | N(Me) Ph C=CCH;, H racemic

TM1-382 Me |Me |Me |N(Me) |Ph | C=CCH: H (S)-

I11-383 Me | Et Me | N(Me) Ph C=CCH, H racemic

11-384 Me |Et |Me |NMe) |Ph | C=CCH. H (S)-

111-385 Me |Me |Me |NH Ph Ilj’yll;izd"pm H racemic

111-386 Me |Me |Me |NH ph | L1-Cyclopro | 4 (S)-
pylene

I11-387 Me |Et |Me |NH Ph ;;}I'ngd"pm H racemic

111388 Me | Et |Me |NH pp | L1-Cyclopro |4, (S)-
pylene

111-389 Me |Me |Me |N(Me) | Ph Pl);}l'eizd"p“’ H racemic

111390 Me |Me | Me |NMe) |ph | Ll-Cyelopro |y (S)-
pylene

111-391 Me |Bt |Me |NMe) |Ph Il)’yll'eizd"p“’ H racemic

n1-392 Me |Et |Me |N(Me) |Ph ,1-Cyclopro | 1, (S)-
pylene

11-393 Me |Me | Me |NH Ph Il)’yzr;flzflg’pm H racemic

111-394 Me |Me |Me |NH ph | L2Cyclopro | o (S)-
pynylene

111-395 Me |Et |Me |NH Ph Il);/zr;)(fjlzziopm H racemic

111-396 Me |Et |Me |NH ph | >Cyelopro |y (S)-
pynylene

D

111397 Me | Me |Me |NMe) |ph | L2-Cyclopro |y racemic
pynylene

111-398 Me |Me |Me |N@Me) |pn | L2-Cyclopro |y (S)-
pynylene

111-399 Me |Et |Me |N(Me) |Ph ;yznflz r‘ig’pm H racemic

T11-400 Me |Et |Me |NMe) |pn | L2Cyclopro |y (S)-
pynylene

[0059] [Table 44]
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H
N{J | N—/{O R4
o 12 *<*
NH L3-0
DT . RS (I11)
5
g R
T(\Zlgr.npound R! R R L2 R L3 RS gcc));]ﬁ gura
1M1-401 Me | Me |Me | NH Ph C(=0) racemic
11-402 Me | Me |Me |NH Ph C(=0) H (8)-
11-403 Me | Et Me | NH Ph C(=0) H racemic
111-404 Me | Et Me | NH Ph C(=0) H (S)-
111-405 Me | Me | Me | N(Me) Ph C(=0) H racemic
1-406 Me | Me |Me | N(Me) |Ph C(=0) H (S)-
111-407 Me | Et Me | N(Me) |Ph C(=0) H racemic
111-408 Me | Et Me | N(Me) (Ph C(=0) H (S)-
H1-409 Me | Me | Me | NH Ph C(=0) Bn racemic
m1-410 Me | Me | Me | NH Ph C(=0) Bn (S)
1-411 Me |Et | Me |NH Ph C(=0) Bn racemic
mi-412 Me | Et Me |NH Ph C(=0) Bn (S)-
111-413 Me | Me | Me | N(Me) |Ph C(=0) Bn racemic
I11-414 Me |Me |Me |N(Me) |Ph C(=0) Bn (S)-
H1-415 Me | Et Me | N(Me) Ph C(=0) Bn racemic
11-416 Me |Et |Me |N(Me) |Ph C(=0) Bn (S
11-417 Me Me | Me |NH Ph C(=0) Me racemic
111-418 Me | Me | Me | NH Ph C(=0) Me (S)
111-419 Me | Et Me | NH Ph C(=0) Me racemic
11-420 Me |Et |Me | NH Ph C(=0) Me (8)-
111-421 Me |Me |Me |N(Me) |Ph C(=0) Me racemic
111-422 Me | Me | Me | N(Me) | Ph C(=0) Me (S)
111-423 Me | Et Me | N(Me) Ph C(=0) Me racemic
I11-424 Me | Et Me | NMe) |Ph C(=0) Me (S)-
111-425 Me {Me | Me |NH H CH, H
111-426 Me | Et Me | NH H CH, H
111-427 Me Me |Me |N(Me) | H CH, H
111-428 Me | Et Me |N(Me) | H CH, H
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[11-429 Me | Me | Me |NH H CH(Me) H
111-430 Me |Et |Me |NH H CH(Me) H
I11-431 Me | Me | Me | N(Me) CH(Me) H
111-432 Me |Et |Me |NMe) |H CH(Me) H
I11-433 Me | Me | Me | NH H CH(iPr) H
I11-434 Me |Et | Me |NH H CH(Pr) H
111-435 Me Me |Me |N(Me) |H - CH(iPr) H
111-436 Me |Et |Me [NMe) |H CH(Pr) H
111-437 Me | Me | Me | NH H CH(Ph) H
111-438 Me | Et |Me |NH H CH(Ph) H
111-439 Me Me |Me |[NMe) |H CH(Ph) H
111-440 Me Et [Me |NMe) |H CH(Ph) H
111-441 Me | Me | Me |NH Me CH- H racemic
111-442 Me | Me | Me |NH Me CH. H (S)-
111-443 Me | Et Me | NH Me CH, H racemic
111-444 Me |Et |Me |NH Me CH: H S
111-445 Me | Me | Me | N(Me) Me CH- H racemic
11-446 Me | Me [ Me |NMe) | Me CH. H (S)-
m-447 Me | Et Me | NMe) | Me CH, H racemic
111-448 Me | Et | Me |NMe) | Me CH; H (8)
11-449 Me | Me | Me | NH iPr CH, H racemic
111-450 Me | Me | Me | NH iPr CH, H (S)-
[0060] [Table 45]

(1171)
_I(\?](())r'npound R R [rR* |12 R* L RS t(i?(())rrllﬁgura
11-451 Me | Et Me | NH iPr CH; H racemic
H1-452 Me | Et | Me [NH iPr CH, H (S)-
11-453 Me | Me | Me | N(Me) iPr CH, H racemic
111-454 Me | Me | Me | N(Me) |iPr CH, H (S)
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I1-455 Me | Et Me | N(Me) iPr CH, H racemic
TI1-456 Me |Et |Me |N(Me) |[iPr CH. |H |(S»-
11-457 Me | Me | Me |NH cHex CH; H racemic
I11-458 Me | Me | Me | NH cHex CH- H (5)-
I11-459 Me | Et Me | NH cHex CH: H racemic
111-460 Me | Et Me | NH cHex CH: H (S)-
I11-461 Me | Me | Me | N(Me) cHex CH, H racemic
111-462 Me | Me | Me | N(Me) cHex CH- H (S)-
111-463 Me | Et Me | N(Me) cHex CH, H racemic
1-464 Me |Et |Me |[NMe) |cHex CH. |H |(S)-
11-465 Me |Me |Me |NH (I)iii“;“m doX 1 ey, |H | racemic
111-466 Me |Me |Me |NH iﬁiﬁnz"d“’x CH. |H | ()
111467 Me |Et |Me |NH iﬂiﬁnz"diox CH. |H |racemic
111-468 Me |Et |Me |NH (l)fgﬁ“md"’x CH, |H | ()
M-469 | Me |Me |Me [Nove) | DN fop H | racemic
11-470 Me | Me | Me |N(Me) éiii"i“z"dm CH. |H |[(S)-
N1-471 Me |Et |Me |N(Me) éﬂi“i“z"d“’x CH, |H | racemic
111-472 Me |Et |Me |NMe) cl)ii;iel“md“’x CH, |H |(s)»
111-473 Me | Me | Me | NH 2-F-Ph CH- H racemic
11-474 Me | Me | Me |NH 2-F-Ph CH; H (8)-
HI1-475 Me | Et Me | NH 2-F-Ph CH, H racemic
H1-476 Me | Et Me [ NH 2-F-Ph CH» H (S)-
1-477 Me | Me | Me | N(Me) 2-F-Ph CH, H racemic
m1-478 Me | Me | Me | N(Me) 2-F-Ph CH- H (S)-
11-479 Me | Et Me [ N(Me) 2-F-Ph CH- H racemic
11-480 Me | Et Me | N(Me) 2-F-Ph CH, H (S)-
111-481 Me | Me | Me | NH 3-F-Ph CH- H racemic
111-482 Me Me | Me |NH 3-F-Ph CH, H (8)-
I11-483 Me | Et Me | NH 3-F-Ph CH, H racemic
11-484 Me | Et Me | NH 3-F-Ph CH; H S)-
H1-485 Me | Me | Me | N(Me) 3-F-Ph CH, H racemic
111-486 Me |Me | Me |N(Me) |3-F-Ph CH. |H |()
111-487 Me | Et Me | N(Me) 3-F-Ph CH, H racemic
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111-488 Me |Et | Me |NMe) | 3-F-Ph CH, H (S)-
111-489 Me | Me |Me |NH 4-F-Ph CH, H racemic
111-490 Me | Me | Me |NH 4-F-Ph CH: H (S)-
111-491 Me |Et |Me |NH 4-F-Ph CH; H racemic
1-492 Me | Et |Me |NH 4-F-Ph CH; H (S)-
H1-493 Me | Me | Me | N(Me) 4-F-Ph CH; H racemic
I11-494 Me | Me | Me | N(Me) |4-F-Ph CH, H (8)-
111-495 Me |Et | Me | N(Me) | 4-F-Ph CH, H racemic
I11-496 Me | Et |Me | N(Me) |4-F-Ph CH, H (S)
111-497 Me | Me | Me | NH 2-Py CH- H racemic
H1-498 Me | Me | Me |NH 2-Py CH, H (8)-
H1-499 Me | Et Me | NH 2-Py CH, H racemic
H1-500 Me | Et | Me |NH 2-Py CH- H (8)-
[0061] [Table 46]
N 0
Ny LN 12 {?4
O\-NH 3-0
D?/ ] RS (IT1D)
e
g3 R
P(EI((D)T'H})OUUCI R' |R? |R® L2 R4 L3 RS t(i:g:ﬁgura
HI1-501 Me | Me | Me [ N(Me) 2-Py CH, H racemic
11-502 Me | Me | Me | N(Me) |2-Py CH, H (S)-
II1-503 Me |Et | Me | N(Me) |2-Py CH;, H racemic
HI-504 Me | Et Me [ N(Me) 2-Py CH; H (S)-
H1-505 Me | Me | Me | NH 3-Py CH, H racemic
111-506 Me |Me |Me |NH 3-Py CH- H S
11-507 Me | Et Me | NH 3-Py CH, H racemic
11-508 Me |Et | Me |NH 3-Py CH., H (S)-
I1-509 Me | Me | Me | N(Me) 3-Py CH, H racemic
I11-510 Me | Me | Me | N(Me) 3-Py CH, H (S)-
m-511 Me | Et | Me | N(Me) 3-Py CH: H racemic
1-512 Me | Et | Me | N(Me) 3-Py CH, H (S)-
II-513 Me | Me | Me |NH 4-Py CH; H racemic
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Ti1-514 Me |{Me |Me | NH 4-Py CH» H (S)-
I11-515 Me | Et Me | NH 4-Py CH- H racemic
111-516 Me |Et | Me | NH 4-Py CH. H (S)
nI-517 Me {Me |{Me | N(Me) | 4-Py CH- H racemic
I-518 Me |Me |Me |N(Me) |4-Py CH: H (S)-
1-519 Me | Et Me | N(Me) | 4-Py CH, H racemic
11-520 Me | Et Me | N(Me) | 4-Py CH, H (S)-
111-521 Me [Me | Me | CH: Ph CH; H racemic
111-522 Me |Me |Me |CH: Ph CH, H (S)-
MI-523 Me | Ex Me | CH: Ph CH. H racemic
111-524 Me |Et | Me |CH: Ph CH, H (S)-
II1-525 Me | Me | Me | CH. Ph - H racemic
11-526 Me | Me |Me | CH; Ph - H (S)-
1-527 Me |[Et Me | CH; Ph - H racemic
IT-528 Me | Et Me | CH: Ph - H (8)-
111-529 Me | Me {Me | CH- Ph CH- Me racemic
I11-530 Me |Me |Me | CH: Ph CH, Me (8)
111-531 Me | Et Me | CH; Ph CH. Me racemic
HI-532 Me [Et |Me | CH; Ph CH; Me (8)-
IT11-533 Me {Me [Me | CH, Ph CH, CHF» racemic
I11-534 Me |Me |Me |CH, Ph CH, CHF, | (S)-
II1-535 Me | Et Me | CH; Ph CH, CHF, racemic
I-536 Me | Et Me | CH, Ph CH, CHF, | (S)
I1-537 Me |Me |Me | CH- Ph CH, Et racemic
111-538 Me |Me | Me |CHa Ph CH, Et (S
H1-539 Me | Et Me | CH» Ph CH, Et racemic
111-540 Me 'Et |Me | CH: Ph CH; Et (5)-
H1-541 Me [Me | Me | CH; Ph CH; cPr racemic
H1-542 Me [ Me | Me i CH; Ph CH; cPr (S
11-543 Me |Me | Me |CH, Ph CH. Ph racemic
11-544 Me | Me | Me |[CH, Ph CH- Ph (S)-
I11-545 Me | Me | Me | CH; Ph C(Me), H racemic
I11-546 Me {Me |Me |CH; Ph C(Me): H (S)-
I1-547 Me | Et Me | CH: Ph C(Me), H racemic
111-548 Me | Et Me | CH; Ph C(Me), H (5)
111-549 Me | Me |Me |CH; Ph C(Me), Me racemic
H1-550 Me |Me | Me | CH: Ph C(Me), Me (S)
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N o
N, | N—(Lz%lje
ONNH -0
DT ) RS (I11)
5
R3 R?
I%‘(")fnp"“nd R' |R? |R® |12 R | L} R’ gggﬁg“’a
1I-551 Me [Et |Me |CH; Ph | C(Me) Me racemic
1I-552 Me |Et |Me |CH: Ph | C(Me), Me (S
11-553 Me | Me | Me | CH: Ph C(Me), CHF-» racemic
1-554 Me |Me |Me |CH, Ph | C(Me): CHF, | (S)-
HI1-555 Me {Me |Me | CH; Ph | C(Me), Et racemic
T11-556 Me |Me | Me |CH. Ph | C(Me): Et (S)-
11-557 Me | Me |Me | CH- Ph | C(Me). cPr racemic
11-558 Me |Me | Me |CH; Ph C(Me), cPr (5)-
N1-559 Me | Me | Me | CH. Ph | C(Me) Ph racemic
111-560 Me | Me | Me | CH, Ph | C(Me). Ph (S)-
I-561 Me | Me | Me | CH; Ph | (CH.): H racemic
111-562 Me |Me | Me | CHa Ph | (CH,). H (S)-
HI-563 Me | Et Me | CH; Ph (CH.): H racemic
1H1-564 Me | Et Me | CH; Ph | (CH>): H (S)-
HI-565 Me | Me | Me |CH: Ph | (CH2) Me racemic
I11-566 Me | Me | Me | CH: Ph (CHa): Me )
H1-567 Me | Me | Me | CHy Ph (CHz) CHF, racemic
111-568 Me | Me | Me | CH: Ph (CHo)2 CHF> (S)-
111-569 Me |Me |Me | CH: Ph | (CH>)» Et racemic
111-570 Me | Me |Me | CH, Ph | (CH>): Et (S)-
11-571 Me | Me | Me | CH-» Ph (CH>)» cPr racemic
111-572 Me | Me [ Me | CH, Ph | (CH.): cPr (S)-
111-573 Me |Me |Me | CH, Ph | (CH.): Ph racemic
11-574 Me |Me |Me |CH; Ph | (CH:): Ph (S)-
111-575 Me | Me | Me | CH; Ph | CH.,C(Me), H racemic
HI-576 Me | Me |Me | CH- Ph | CH.C(Me), H (S)-
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HI-577 Me | Et Me | CH- Ph CH.C(Me), H racemic
M1-578 Me |Et |Me |CH, Ph | CH.C(Me), H S)-
111-579 Me |Me {Me |CH; Ph CHC(Me). Me racemic
I1-580 Me |Me |Me |CH: Ph | CH.C(Me), Me (S)-
HI-581 Me |Et |Me |CH: Ph | CH.C(Me)- Me racemic
1-582 Me |Et | Me |CH: Ph | CH.C(Me)- Me (S)-
111-583 Me | Me | Me | CH» Ph CH-C(Me), CHF, racemic
-584 Me | Me |Me | CH; Ph | CH.C(Me): CHF, | (8)-
II1-585 Me | Me |Me | CH; Ph | CH,C(Me)» Et racemic
111-586 Me Me |Me |CH: Ph | CH,C(Me): Et (S)-
II1-587 Me |Me |Me | CH, Ph | CH.C(Me), cPr racemic
1-588 Me |Me |Me | CH, Ph | CH,C(Me) cPr (S)-
111-589 Me | Me [Me | CH-: Ph CH.C(Me)- Ph racemic
HI-590 Me |Me |[Me |CH, Ph | CH.C(Me)> Ph (5)-
T1-591 Me |Me |Me |- Ph | CH: H racemic
111-592 Me | Me |Me |- Ph | CH: H (8)-
111-593 Me | Me | Me |- Ph | CH» Me racemic
I1-564 Me |Me |Me |- Ph | CH: Me (S)-
I1-595 Me | Me | Me | CH=CH Ph | CH, H racemic
1-596 Me |Me |Me [CH=CH |Ph |CH: H (8)-
1-597 Me | Me | Me | CH=CH Ph CH, Me racemic
111-598 Me |Me {Me |CH=CH |Ph |CH: Me (S)
111-599 Me | Me | Me | C=C Ph | CH, H racemic
H1-600 Me |Me |Me | C=C Ph | CH, H (S)-
[0063] [Table 48]

(111)
g‘;ﬁ“p"“nd R' |R® |R® |L? R |L* |R® gg:ﬁg"ra
111-601 Me | Me |Me | C=C Ph CH, | Me racemic
111-602 Me | Me | Me | C=C Ph CH. | Me (S)-
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111-603 Me |Me | Me ﬂlf'cyd"pmpy‘e Ph |CH, |H racemic
111-604 Me |Me | Me ;f‘cy“]‘)pmpyle Ph |CH. |H (S)-
111-605 Me | Me | Me Illf'cyd"pro"yle Ph | CH. |Me | racemic
111-606 Me | Me | Me ;;Z'Cyd"pmpy]e Ph | CH. |Me |(S)-
1-607 Me | Me | Me lle’i;CyC]"pmpy“y Ph |CH. |H racemic
T1-608 Me |Me | Me lle’ify"k’pmpy“y Ph |CH. |H (S)-
111-609 Me |Me | Me lléifyd"f’mpy“y Ph | CH. |Me | racemic
11610 Me |Me | Me lléij“yc“’p“’py“y Ph |CH, |Me |(S)-
[0064] [Table 49]
H
N 0
NO LN ’<R4
L2 *
O\ NH L3-0
. RS (I11)

Si\’\’R

Rél R?
Compound R! R e L2 R L3 RS (;onﬁgura
No. tion
1i-611 Me |Me |Me {O Ph C(Me)-.CH, H racemic
111-612 Me |Me |[Me |O |Ph | C(Me).CH: H -+
11-613 Me |Me |Me |O |Ph | C(Me)CH, H ©)
11-614 Me | Et Me | O Ph C(Me),CH:> H racemic
111-615 Me |Et |Me |O |Ph | C(Me).CH: H )
11-616 Me |Et |Me |O |Ph | C(Me).CH: H ©)
m-617 Me |Me | Me | O Ph C(Me),CH, Me racemic
1-618 Me |Me |[Me |O |Ph | C(Me).CH; Me )
N1-619 Me |Me |Me |O [Ph | C(Me).CH, Me )
111-620 Me |Et |Me |{O |Ph | C(Me)CH: Me racemic
11-621 Me |[Et {Me |O |Ph | C(Me).CH, Me )
111-622 Me |Et |Me |O |Ph | C(Me),CH: Me ©)
11-623 Me | Me |Me | O Ph C{(Me),CH-» CHF, | racemic
11-624 Me |Me |Me |O |Ph | C(Me).CH, CHF, |(+)
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111-625 Me |Me | Me | O Ph C(Me),CH: CHF, | ()
111-626 Me |[Me [ Me | O Ph C(Me),CH., Et racemic
111-627 Me |Me |[Me | O Ph C(Me)-CH- Et -
111-628 Me |Me | Me | O Ph C(Me),CH. Et )
I11-629 Me |Me Me |NH |Ph C(Me).CH: H -0
111-630 Me [Me |Me |NH |Ph C(Me).CH- H -)
111-631 Me |Et |Me |NH | Ph C(Me).CH> H )
I-632 Me {Et |Me |NH |Ph C(Me),CH- H )
111-633 Me {Me Me |NH |Ph C(Me),CH, Me racemic
I11-634 Me | Me {Me ([NH |Ph C(Me).CH- Me +)
I11-635 Me |Me |Me | NH |Ph C(Me)-CH-> Me )
1M1-636 Me |Et |Me |NH |Ph C(Me):CH, Me racemic
111-637 Me |Et |Me |NH |Ph C(Me).CH, Me )
111-638 Me |Et |Me [NH |Ph C(Me).CH: Me )
11-639 Me | Me | Me | NH Ph C(Me),CH-> CHF- racemic
HI1-640 Me {Me |{Me |NH |Ph C(Me).CH- CHF, | ()
111-641 Me {Me |Me i NH | Ph C(Me)-CH: CHF:; | ()
I1-642 Me | Et Me [NH |Ph C(Me).CH> CHF; racemic
111-643 Me |Et |Me |NH |Ph C(Me),CH, CHF- | ()
111-644 Me |Et |Me |NH |[Ph C(Me),CH- CHF. | ()
111-645 Me | Me | Me | NH Ph C(Me)-CH, Et racemic
H1-646 Me [Me [Me |NH |Ph C(Me).CHa» Et )
111-647 Me |Me {Me |NH |Ph C(Me).CH, Et -)
I11-648 Me |Et |Me |NH |Ph C(Me),CH, Et racemic
I11-649 Me |Et [Me [NH |Ph C(Me),CH, Et )
11-650 Me |Et |Me |NH |Ph C(Me).CHa, Et )
[0065] [Table 50]
(r11)
Compound |R' |R® [R* [1* |R¢ 15 TR® | Configura
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No. tion
111-651 Me {Me [Me | NH Ph C(Me).CH» iPr racemic
11-652 Me |[Me |Me | NH Ph C(Me)-CH- iPr (+)
111-653 Me | Me |Me |NH Ph C(Me),CH: iPr -)
111-654 Me | Et Me | NH Ph C(Me).CH, iPr racemic
I1-655 Me |Et |'Me |NH Ph C(Me)-CH: iPr &)
111-656 Me |Et |Me |NH Ph C(Me).CH. iPr )
H1-657 Me [ Me |Me | NH Ph C(Me).CH; cPr racemic
[11-658 Me [Me |Me | NH Ph C(Me)CH; cPr (+)
H1-659 Me | Me [Me |NH Ph C(Me).CH» cPr )
111-660 Me | Et Me | NH Ph C(Me).CH- cPr racemic
111-661 Me | Et Me | NH Ph C(Me).CH-» cPr (+)
111-662 Me |Et |Me |NH Ph C(Me)-CH, cPr '8)
111-663 Me |Me |Me |NH |ph | LisCyeloprop iy racemic
ylene-CH»
1,1-Cycloprop ’
111-664 Me |Me |Me |NH \Ph | 1 "o H -
1,1-Cycloprop
1-665 Me {Me {Me | NH Ph ylene-CH, H )
11-666 Me |Et |Me |Nm |pn | LICyeloprop iy racemic
vylene-CH,
1,1-Cycloprop
111-667 Me | Et Me | NH Ph ylene-CH, H )
1,1-Cycloprop
111-668 Me |Et |Me | NH Ph ylene-CH, H )
111-669 Me |Me |Me |Nu | pn | LI-Cyeloprop |y racemic
ylene-CH-
: 1,1-Cycloprop
H1-670 Me |Me | Me |NH Ph ylene-CH, Me (+)

_ ’ 1,1-Cycloprop .
111-671 Me | Me |Me |NH Ph ylene-CH, Me )
nI1-672 Me |Et |Me |NH Ph 1.1-Cycloprop | . racemic

ylene-CH»
) 1,1-Cycloprop )
11-673 Me |Et |Me |NH Ph yiene.CHa Me )
) 1,1-Cycloprop
HI1-674 Me | Et Me | NH Ph ylene-CH, Me -)
M1-675 Me |Me |Me |NH | ph | LI-Cyclobuyl |y racemic
ene-CH,

111-676 Me |Me |Me |NH |pn | L1-Cyclobutyl i, )
ene-CH,

111-677 Me |Me |Me |NH  |ph | LI-Cyclobuyl |y )
ene-CH-»

I11-678 Me |Et |Me |NH Ph 1,1-Cyclobutyl [ H racemic
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ene-CH-

MI-679 Me |Et |Me |NH | pn | LI1-Cyclobutyl |y )
ene-CH»

T11-680 Me |Et [Me |NH |ph | D1-Cyclobuiyl |y ¢
ene-CH-»

1I1-681 Me |Me |Me |NH |ph | L1Cyelobutyl \o o cemic
ene-CH-

111-682 Me |Me |Me |NH |ph | lCyclobutyl by,
ene-CH-

111-683 Me |Me |Me [N | pn | LICyelobutyl fy
ene-CH-

11-684 Me |Et | Me |NH Ph 1,1-Cyclobuty] Me racemic
ene-CH-»

111-685 Me |Et |Me |NH | pn | LICyclobutyl +)
ene-CH-»

: X 1,1-Cyclobutyl

T11-686 Me |Et |Me |NH Pho | o Me )

1-687 Me | Me | Me | NH Ph C(Et)-.CH, H racemic

111-688 Me |Me |Me |NH Ph | C(Et)-CH- H )

11-689 Me |{Me |Me |NH Ph | C(Et)-CHa» H )

111-690 Me |Et |Me |NH Ph | C(Et).CH- H racemic

11-691 Me |Et |Me |NH Ph | C(Et).CH, H )

111-692 Me |Et |Me |NH Ph | C(Et).CH. H )

111-693 Me [Me | Me | NH Ph C(Et),CHa2 Me racemic

111-694 Me |Me |Me |NH Ph | C(Et):-CH, Me -+

1-695 Me |Me |Me |NH Ph | C(Et)-CH. Me )

N1-696 Me |[Et |Me |NH Ph C(Et).CH:> Me racemic

11-697 Me |Et |Me |NH Ph | C(Et)-CH- Me +)

111-698 Me |Et |Me |NH Ph | C(Et)-CH: Me )

1-699 Me |Me |Me |NH Ph CH-1,1-Cyclo | 1y racemic
propylene

1700 Me |Me |Me | NH Ph CHy-1,1-Cyclo | 1y (R)-
propylene

[0066] [Table 51]
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(111)
Compound R! R R? L2 R L3 RS (;onﬁgura
No. tion
IM1-701 Me |EBt |Me |NH |Ph CHrL1-Cyclo | 1y | o cemic
propylene
111-702 Me |Et |Me |NH |Ph CHx-11-Cyclo | (| gy
propylene
111-703 Me |Me |Me |NH |Ph CHa-1,1-Cyclo |\ | L cemic
propylene
[11-704 Me |Me |Me |NH |Ph CH:-1,1-Cyclo | e | (R,
propylene
1-705 Me |Et |Me |NH |Ph CHx-1,1-Cyclo | \po o cemic
propylene
11706 Me |Et |Me |NH |Ph CHx-1,1-Cyclo | o | ().
propylene
11-707 Me |Me |Me |NH |Ph CHp-LI-cyclo |1y | o cemic
butylene
CHs-1,1-cyclo
11-708 Me |Me |Me |NH |Ph but/lene H |(®R)-
TI1-709 Me |Et |Me |NH |Ph CHx-l,l-cyclo |y | L cemic
butylene
. , CHz-1,1-cyclo
1-710 Me |Et |Me |NH |Ph batylene H |®-
M-711 Me |Me |Me |NH |Ph CHa-1,1-cyclo |\ ro | racemic
butylene
CH»-1,1-cyclo
11-712 Me |Me [Me |NH |Ph batslone Me | (R)-
1-713 Me |Et |Me |NH |Ph CHa-1,1-cyclo | \ro | racemic
butylene
CH;-1,1-cyclo
1-714 Me |Et |Me |NH |Ph batylone Me | (R)-
n-715 Me |Me |Me |NH |Ph CH.C(Et), H | racemic
11-716 Me |Me |Me |NH |Ph CH,C(E), H |(R)-
m1-717 Me | Et Me | NH Ph CH,C(Et), H racemic
11-718 Me |Et |Me |NH |Ph CH.C(Et) H |(R)-
ni-719 Me | Me [ Me |NH Ph CH-C(Et) Me | racemic
T11-720 Me |Me |Me |NH |Ph CH.C(Et) Me | (R)-
nI1-721 Me | Et Me | NH Ph CH,C(Et), Me | racemic
1-722 Me |Et |Me |NH |Ph CH,C(EY), Me | (R)-
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111-723 Me | Me [ Me | NH iPr CH, Me | racemic
I11-724 Me | Me | Me |[NH iPr CH- Me | (S)-
111-725 Me | Et Me |NH iPr CH, Me | racemic
11-726 Me | Et Me | NH iPr CHa Me | (S)-
m1-727 Me | Me | Me | NH iPr (CH,)» H racemic
111-728 Me | Me | Me |NH iPr (CH»)» H (R)-
111-729 Me | Et Me | NH iPr (CHy)» H racemic
II1-730 Me | Et Me | NH iPr (CH>): H R)-
m1-731 Me | Me | Me | NH iPr (CH-): Me | racemic
I1-732 Me | Me [Me |NH iPr (CH:>) Me | (R)-
II1-733 Me | Et Me | NH iPr (CH-); Me | racemic
I11-734 Me | Et Me | NH iPr (CH.)» Me | (R)-
111-735 Me | Me | Me | NH CF; CH- H racemic
HI-736 Me | Me |Me |NH CF; CH, H (S)
HI1-737 Me | Et Me | NH CF; CH- H racemic
MI-738 Me | Et Me | NH CF; CH; H (S)-
111-739 Me | Me | Me [ NH CH,OH CH, H

1-740 Me | Et Me | NH CH,OH CH- H

I11-741 Me |Me | Me |NH CH.OMe | CH: H racemic
11-742 Me | Me [ Me |NH CH,OMe | CH, H (R)-
HI1-743 Me | Et Me | NH CH-OMe | CH. H racemic
M1-744 Me | Et Me | NH CH.OMe | CH, H (R)-
111-745 Me |{ Me | Me | NH CH-Ph CH- H racemic
IT-746 Me | Me | Me |[NH CH,Ph CH, H (R)-
HI-747 Me | Me | Me | NH CH,Ph CH, H (S)-
I11-748 Me | Et Me | NH CH:Ph CH: H racemic
111-749 Me | Et Me | NH CH,Ph CH; H (8)-
HI1-750 Me | Me | Me |NH 2-F-Ph CH, Me | racemic

[0067] [Table 52]
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(1r11n
I%i);nlpound R IR IR |12 R* L3 R’ t(;g:ﬁgura
I11-751 Me | Me {Me |NH | 2-F-Ph CH, Me | (S)-
I11-752 Me | Et Me | NH 2-F-Ph CH- Me | racemic
1-753 Me | Et Me |NH |2-F-Ph CH: Me | (S)-
111-754 Me | Me | Me | NH 2-F-Ph (CHa)» H racemic
I11-755 Me |Me |Me |NH |2-F-Ph (CHa), H | ®R)-
II1-756 Me | Et Me | NH 2-F-Ph (CH:):» H racemic
1-757 Me |Et |Me | NH |[2-F-Ph (CH>)- H (R)-
TI1-758 Me |Me | Me |NH | 2-F-Ph (CH.), Me | racemic
11-759 Me |Me |Me |NH |2-F-Ph (CHa), Me | (R)-
H1-760 Me | Et Me | NH 2-F-Ph (CHs), Me | racemic
H1-761 Me |Et |Me |NH |2-F-Ph (CH,), Me | (R)-
I1-762 Me |Me |Me | NH |2-F-Ph CH-C(Me)» H racemic
T11-763 Me |Me |Me |NH |2-F-Ph CHC(Me) H ®R)-
111-764 Me |Et |Me | NH |2-F-Ph CH,C(Me) H racemic
1I-765 Me |Et |Me |NH |2-F-Ph CH.C(Me), H (R)-
111-766 Me | Me | Me | NH 2-F-Ph CH-C(Me)- Me | racemic
111-767 Me |Me |Me |NH |[2-F-Ph CH,C(Me). Me | (R)-
111-768 Me | Et Me | NH 2-F-Ph CH,C(Me), Me | racemic
1-769 Me |[Et |Me |NH |2-F-Ph CH.C(Me), Me | (R)-
=770 Me | Me | Me | NH 2-F-Ph C(Me).CH- H racemic
11-771 Me |Me |Me |NH |2-F-Ph C(Me),CH. H |
1-772 Me {Me |Me |NH |2-F-Ph C(Me),CH, H -)
Mi-773 Me | Et Me | NH 2-F-Ph C(Me),CH, H racemic
1-774 Me | Et Me | NH |2-F-Ph C(Me),CH, H +)
1-775 Me [Et |Me {NH |2-F-Ph C(Me),CHa H )
H1-776 Me | Me [ Me |NH |2-F-Ph C(Me),CH, Me | racemic
m-777 Me ' Me {Me |NH |[2-F-Ph C(Me),CH- Me | (#)
1-778 Me |Me |Me |NH |2-F-Ph C(Me).CH, Me | ()
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m1-779 Me | Et Me | NH 2-F-Ph C(Me).CH, Me | racemic
HI-780 Me | Et Me |[NH |2-F-Ph C(Me).CH> Me | (+)
I11-781 Me | Et Me |NH |2-F-Ph C(Me),CH; Me | (-)
111-782 Me | Me | Me | NH 3-F-Ph (CH»)» H racemic
I11-783 Me | Me |Me |NH | 3-F-Ph (CH>), H (R)-
111-784 Me | Et Me | NH 3-F-Ph (CHa)» H racemic
111-785 Me |Et |Me | NH 3-F-Ph (CHz). H (R)-
11-786 Me | Me | Me | NH 3-F-Ph (CH»)2 Me | racemic
11-787 Me |Me |Me |NH | 3-F-Ph (CH-)- Me | (R)-
111-788 Me | Et Me | NH 3-F~Ph {CH>)- Me | racemic
I11-789 Me | Et Me |NH | 3-F-Ph (CH>), Me | (R)-
111-790 Me |Me | Me | NH 3-F-Ph CH-C(Me), H racemic
11-791 Me {Me |Me |NH | 3-F-Ph CH.C(Me)» H (R)-
11-792 Me | Et Me | NH 3-F-Ph CH,C(Me), H racemic
I11-793 Me | Et Me |NH | 3-F-Ph CH.C(Me). H (R)-
M1-794 Me |{Me | Me | NH 3-F-Ph CH.C(Me), Me | racemic
11795 Me |Me [Me | NH | 3-F-Ph CH,C(Me), Me | (R)-
11-796 Me | Et Me | NH 3-F-Ph CH,C(Me), Me | racemic
1I1-797 Me | Et Me |NH |3-F-Ph CH,C(Me)- Me | (R)-
11-798 Me |Me | Me |NH |3-F-Ph C(Me),CH, H racemic
111-799 Me |Me [Me |NH | 3-F-Ph C(Me),CH, H 6p)
HI-800 Me [ Me |Me |NH |3-F-Ph C(Me)-.CH, H -)
[0068] [Table 53]
N 0
N [ N K
0 L
NH L°-0
D?/ 1 RS (II1)
>
rs R?
I(\er.();):lpound R! R> | R® 1.2 R? L3 RS g(?:ﬁgura
111-801 Me | Et Me | NH 3-F-Ph C(Me),CH- H racemic
111-802 Me | Et Me |NH | 3-F-Ph C(Me),CH, H ™)
11-803 Me | Et Me |NH | 3-F-Ph C(Me),CH, H -)
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HI-804 Me |Me |Me |[NH |3-F-Ph C(Me).CH, Me | racemic
II1-805 Me | Me |Me |NH 3-F-Ph C(Me).CH, Me | (+)
I11-806 Me |Me | Me |NH | 3-F-Ph C(Me).CH: Me | (-)
111-807 Me |Et |Me |NH |[3-F-Ph C(Me).CH- Me | racemic
I11-808 Me |Et |Me [NH | 3-F-Ph C(Me),CH, Me | (+)
IT1-809 Me | Et Me |NH | 3-F-Ph C(Me),CH- Me | (-)
11-810 Me [Me | Me | NH 4-F-Ph (CH»)» H racemiic
1-811 Me |Me |Me {NH | 4-F-Ph (CHa)» H R)-
ni-812 Me ! Et Me |[NH 4-F-Ph (CH:)» H racemic
11-813 Me | Et Me |NH |4-F-Ph (CH>)- H (R)-
111-814 Me |Me |Me |NH |4-F-Ph (CHz): Me | racemic
III-815 Me |Me |Me |NH | 4-F-Ph (CH:), Me | (R)-
11-816 Me | Et Me |(NH | 4-F-Ph (CH:)» Me | racemic
11-817 Me |Et |Me |NH | 4-F-Ph (CH>). Me | (R)-
I-818 Me |Me [ Me |NH |4-F-Ph CH;C(Me), H racemic
11-819 Me {Me |Me [NH | 4-F-Ph CH.C(Me), H (R)-
111-820 Me | Et Me [ NH 4-F-Ph CH.C(Me)» H racemic
111-821 Me | Et Me |[NH | 4-F-Ph CH-C(Me), H (R)-
11-822 Me |Me | Me |NH |4-F-Ph CH.C(Me): Me | racemic
111-823 Me |Me |Me [NH | 4-F-Ph CH,C(Me), Me | (R)-
111-824 Me | Et Me |[NH | 4-F-Ph CH.C(Me), Me | racemic
111-825 Me | Et Me |[NH | 4-F-Ph CH-.C(Me) Me | (R)-
11-826 Me |Me |Me [NH |4-F-Ph C(Me).CH, H racemic
1H1-827 Me |Me [Me |[NH |4-F-Ph C(Me).CH- H )
111-828 Me | Me |Me |[NH |4-F-Ph C(Me),CH, H ¢-)
111-829 Me | Et Me |NH | 4-F-Ph C(Me),CH- H racemic
1I-830 Me | Et Me |NH |4-F-Ph C(Me).CH; H )
111-831 Me |Et | Me [ NH |[4-F-Ph C(Me)CHa H )
111-832 Me | Me | Me |NH 4-F-Ph C(Me)-CH>» Me | racemic
111-833 Me | Me |Me |NH 4-F-Ph C(Me),CH, Me | (+)
111-834 Me |Me |Me |[NH | 4-F-Ph C(Me),CH: Me | (-)
111-835 Me | Et Me | NH 4-F-Ph C(Me).CH> Me | racemic
111-836 Me | Et Me |NH | 4-F-Ph C(Me).CH; Me | (+)
111-837 Me | Et Me |NH |4-F-Ph C(Me),CH: Me | (-)
111-838 Me | Me |Me |[NH |2-Cl-Ph CH- H racemic
111-839 Me |Me |Me |[NH |2-Cl-Ph CH, H (8)-
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111-840 Me | Et Me |NH | 2-Cl-Ph CH, H racemic
111-841 Me | Et Me |NH | 2-Cl-Ph CH- H (S)-
1I1-842 Me |Me |Me |NH | 2-Cl-Ph CH, Me | racemic
111-843 Me | Me [Me [NH | 2-Cl-Ph CH, Me | (S)-
111-844 Me | Et Me |[NH 2-ClI-Ph CH» Me | racemic
I11-845 Me | Et Me | NH | 2-CJ-Ph CHa, Me | (S)-
111-846 Me | Me | Me | NH 2-Cl-Ph (CH>), H racemic
111-847 Me |Me {Me |[NH | 2-Cl-Ph (CH,)» H (R)-
111-848 Me |Et [Me |NH |2-C]-Ph (CHa)» H racemic
111-849 Me |Et [Me |NH | 2-CI-Ph (CHa»)» H (R)-
I11-850 Me |Me |Me (NH | 2-Cl-Ph (CH»)- Me | racemic
[0069] [Table 54]

(111)
I(\lex'npound R! rR? | ®? L2 R L3 RS g((;):ﬁgura
HI-851 Me |Me | Me |NH | 2-Cl-Ph (CH>). Me R)-
I11-852 Me | Et Me | NH 2-Cl-Ph (CH-)» Me racemic
I1-853 Me | Et Me |NH | 2-Cl-Ph (CH2)» Me (R)-
I11-854 Me | Me [ Me | NH 2-Cl1-Ph CH,C(Me), H racemic
111-855 Me |Me [Me |NH [ 2-Cl-Ph CH-C(Meg), H (R)-
I11-856 Me | Et Me | NH 2-Cl-Ph CH.C(Me) H racemic
111-857 Me | Et Me | NH |2-Cl-Ph CH.C(Me), H (R)-
H11-858 Me |Me | Me |NH | 2-Cl-Ph CH-C(Me), Me racemic
1I-859 Me {Me |Me |NH | 2-Cl-Ph CH.C(Me), Me (R)-
11-860 Me | Et Me | NH | 2-Cl-Ph CH.C(Me), Me racemic
I11-861 Me | Et Me | NH | 2-Cl-Ph CH,C(Me), Me R)-
111-862 Me |Me | Me |NH |2-CI-Ph C(Me).CH; H racemic
HI-863 Me {Me [Me |NH | 2-Cl-Ph C(Me)-CH, H -
111-864 Me |Me |Me |NH |2-Ci-Ph C(Me)-CH; H -)
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111-865 Me | Et Me | NH 2-Cl-Ph C(Me),CH, H racemic
11-866 Me |Et |Me |NH |2-Cl-Ph C(Me).CH- H -0
111-867 Me |Et |Me |NH |2-Cl-Ph C(Me).CH» H -)
111-868 Me | Me | Me |NH 2-Cl1-Ph C(Me).CH- Me racemic
IT1-869 Me |Me |Me |NH | 2-Cl-Ph C(Me).CH, Me +)
111-870 Me |Me |Me |NH | 2-Cl-Ph C(Me).CH, Me -)
111-871 Me | Et Me [ NH 2-Cl-Ph C(Me)-.CH- Me racemic
11-872 Me |Et |Me |NH |2-Cl-Ph C(Me),CH» Me +)
I11-873 Me | Et Me | NH |2-Cl-Ph C(Me)-CH- Me )
111-874 Me | Me | Me | NH 3-Cl-Ph CH- H racemic
111-875 Me | Me | Me | NH | 3-Cl-Ph CH; H (S)-
I11-876 Me | Et Me |NH | 3-Cl-Ph CH, H racemic
111-877 Me |Et |Me |NH | 3-Cl-Ph CH, H (S)-
111-878 Me | Me | Me | NH 3-Cl-Ph CH, Me racemic
111-879 Me | Me |Me |NH | 3-Cl-Ph CH, Me (S)-
111-880 Me | Et Me | NH 3-Cl-Ph CH- Me racemic
111-881 Me | Et Me |NH | 3-Cl-Ph CH; Me (S)-
I11-882 Me | Me | Me |NH 3-CI-Ph (CHy), H racemic
IH-883 Me | Me |Me |NH | 3-Cl-Ph (CH>)- H (R)-
111-884 Me |Et |Me |NH 3-Cl-Ph (CHz)» H racemic
111-885 Me | Et Me | NH | 3-Cl-Ph (CH»), H (R)-
111-886 Me | Me | Me | NH 3-Cl-Ph (CHb»)» Me racemic
111-887 Me | Me |Me |NH | 3-Cl-Ph (CH>), Me (R)-
111-888 Me | Et Me | NH 3-Cl-Ph (CH>)» Me racemic
111-889 Me | Et Me |NH | 3-Cl-Ph (CH-), Me (R)-
111-890 Me |Me |Me |NH 3-CI-Ph CH-C(Me), H racemic
H1-891 Me | Me [Me |NH 3-CI-Ph CH.C(Me), H R)-
1I1-892 Me | Et Me | NH 3-Cl-Ph CH,C(Me), H racemic
111-893 Me |Et [|Me |NH | 3-Cl-Ph CH.C(Me), H (R)-
111-894 Me | Me | Me | NH 3-Cl-Ph CH-C(Me), Me racemic
I11-895 Me |Me |Me | NH | 3-Cl-Ph CH.C(Me), Me (R)-
111-896 Me | Et Me | NH 3-Cl-Ph CH,C(Me), Me racemic
H1-897 Me |Et |Me |NH | 3-Cl-Ph CH,C(Me). Me (R)-
111-898 Me | Me | Me | NH 3-Cl-Ph C(Me).CH- H racemic
[11-899 Me [Me [Me |NH | 3-Cl-Ph C(Me)CH, H &)
M1-900 Me |[Me [Me | NH | 3-Cl-Ph C(Me).CH, H )
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H
N'T | N—/{C: R
0 e

NH L*-0
D?/ R® (I111)

R

<
3 R

ggfnf"’““d R' |R® |R® |1 |R L’ R® g(‘)’;‘ﬁg“’"a
111-901 Me | Et Me | NH 3-CI-Ph C(Me)-CH> H racemic
I1-902 Me |Et |Me |NH |3-Cl-Ph C(Me).CHa H &)
1I1-903 Me | Et |Me |NH | 3-Cl-Ph C(Me).CH» H )
111-904 Me | Me | Me |NH 3-Cl1-Ph C(Me).CH, Me racemic
111-905 Me Me |Me |NH | 3-Cl-Ph C(Me),CH- Me ")
111-906 Me | Me | Me |NH | 3-Cl-Ph C(Me),CH; Me -)
1-907 Me | Et Me | NH 3-Cl-Ph C(Me)CH- Me racemic
11-908 Me |Et |Me |NH |3-Cl-Ph C(Me),CH> Me )
111-909 Me (Et |Me |NH | 3-Cl-Ph C(Me).CH, Me )
11-910 Me |Me | Me |NH 4-Cl-Ph CH; H racemic
I1-911 Me [ Me |Me |NH | 4-Cl-Ph CH, H (8)-
HI-912 Me | Et Me | NH | 4-Cl-Ph CH, H racemic
11-913 Me |Et |Me |NH |[4-Cl-Ph CH, H (8)-
111-914 Me | Me | Me | NH 4-Cl1-Ph CH, Me racemic
I-915 Me |Me |Me |NH |4-Cl-Ph CH, Me (S)-
11-916 Me | Et Me | NH 4-Cl-Ph CH.» Me racemic
11-917 Me | Et Me | NH 4-Cl-Ph CH; Me (S)-
111-918 Me |Me |Me | NH |[4-Cl-Ph (CH,), H racemic
I1-919 Me | Me |Me |NH |4-Cl-Ph (CH>), H (R)-
111-920 Me | Et Me | NH 4-Cl-Ph (CH): H racemic
111-921 Me |Et |Me |NH |4-CI-Ph (CHz), H (R)-
11-922 Me | Me |Me |NH [4-Cl-Ph (CH»)> Me racemic
1I1-923 Me Me |Me |NH | 4-Cl-Ph (CH>), Me (R)-
111-924 Me |Et |Me | NH |[4-Cl-Ph (CHz): Me racemic
111-925 Me |Et |Me |NH |4-Cl-Ph (CHy)» Me (R)-
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J1-926 Me | Me | Me | NH 4-Cl-Ph CH,C(Me), H racemic
111-927 Me |Me |[Me |NH | 4-Cl-Ph CH.C(Me) H (R)-
111-928 Me | Et Me | NH 4-C1-Ph CH-C(Me), H racemic
111-929 Me |Et |Me |NH |4-Cl-Ph CH-C(Me). H (R)-
111-930 Me | Me | Me | NH |4-Cl-Ph CH-C(Me), Me racemic
H1-931 Me | Me |Me |NH | 4-Cl-Ph CH,C(Me), Me (R)-
11-932 Me | Et Me | NH 4-Cl-Ph CH-C(Me), Me racemic
M1-933 Me |Et |Me |NH | 4-Cl-Ph CH-C(Me), Me (R)-
11-934 Me | Me [Me [NH |4-CI-Ph C(Me).CH- H racemic
111-935 Me |Me |[Me |NH |4-Cl-Ph C(Me),CH; H )
111-936 Me |Me |Me |NH |4-Cl-Ph C(Me),CH; H )
I11-937 Me | Et Me | NH 4-Cl-Ph C(Me).CH- H racemic
111-938 Me |Et {Me |NH |4-Ci-Ph C(Me)-CH H -
111-939 Me |Et |Me | NH |4-Cl-Ph C(Me).CH; H (-)
111-940 Me | Me [ Me | NH 4-Cl-Ph C(Me),CH- Me raceimic
11-941 Me |Me |Me |NH | 4-Cl-Ph C(Me),CH, Me )
111-942 Me |Me |[Me |NH |4-Cl-Ph C(Me),CH, Me )
11-943 Me | Et Me | NH 4-Cl-Ph C(Me),CH, Me racemic
111-944 Me Et | Me {NH |4-Cl-Ph C(Me),CH, Me )
111-945 Me [Et |Me |NH |4-Cl-Ph C(Me),CH, Me -)
111-946 Me | Me | Me | NH 2-Me-Ph CH, H racemic
11-947 Me (Me |Me | NH |2-Me-Ph | CH, H (8)-
111-948 Me | Et Me | NH 2-Me-Ph CH; H racemic
111-949 Me |Et {Me |NH |[2-Me-Ph | CH; H (S)-
[1-950 Me | Me | Me | NH 2-Me-Ph CH, Me racemic
[0071] [Table 56]
N o
NG I[N , R
0 L~
NH L3-0
D?/- - RS (I11)
<
R R?
I(izr.ln:)()llnd R IR IR L2 R? L3 R® gg:ﬁgura
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111-951 Me | Me | Me |NH 2-Me-Ph | CH» Me (S)-
111-952 Me | Et Me | NH 2-Me-Ph CH> Me racemic
JI1-953 Me [ Et | Me |NH 2-Me-Ph | CH; Me (S)-
111-954 Me [ Me | Me | NH 2-Me-Ph | (CH.): H racemic
I11-955 Me |Me |Me | NH 2-Me-Ph | (CHa)2 H (R)-
11-956 Me |Et |Me |NH 2-Me-Ph | (CH:): H racemic
111-957 Me |Et |Me |NH 2-Me-Ph | (CH.) H (R)-
111-958 Me | Me | Me |NH 2-Me-Ph | (CHa)- Me racemic
I11-959 Me [Me | Me | NH 2-Me-Ph | (CH2): Me (R)-
I11-960 Me | Et Me | NH 2-Me-Ph (CH>)» Me racemic
111-961 Me |Et |Me | NH 2-Me-Ph | (CH2): Me (R)-
111-962 Me | Me |Me | NH 2-Me-Ph | CH.C(Me)- H racemic
111-963 Me | Me | Me | NH 2-Me-Ph | CH,C(Me)» H (R)-
HI-964 Me [ Et | Me |NH 2-Me-Ph | CH.C(Me), H racemic
H1-965 Me | Et |Me | NH 2-Me-Ph | CH.C(Me): H (R)-
111-966 Me | Me | Me | NH 2-Me-Ph CH.C(Me), Me racemic
111-967 Me (Me | Me | NH 2-Me-Ph | CH,C(Me) Me (R)-
111-968 Me | Et Me | NH 2-Me-Ph CH-C(Me), Me racemic
111-969 Me |Et |Me |NH 2-Me-Ph | CH.C(Me), Me R)-
I1-970 Me | Me [Me | NH 2-Me-Ph | C(Me).CH; H racemic
111-971 Me |Me |Me | NH 2-Me-Ph | C(Me).CH, H )
H1-972 Me |Me | Me |NH 2-Me-Ph | C(Me).CH- H )
111-973 Me |Et |Me | NH 2-Me-Ph | C(Me).CH;, H racemic
111-974 Me |Et |Me | NH 2-Me-Ph | C(Me).CH, H )
I1-975 Me | Et | Me |NH 2-Me-Ph | C(Me).CH- H -)
111-976 Me | Me | Me | NH 2-Me-Ph C(Me)-CH; Me racemic
11-977 Me | Me | Me | NH 2-Me-Ph | C(Me),CH, Me )
111-978 Me |Me { Me | NH 2-Me-Ph | C(Me).CH; Me -)
111-979 Me | Et Me | NH 2-Me-Ph C(Me),CH,» Me racemiic
111-980 Me | Et | Me | NH 2-Me-Ph | C(Me),CH, Me &)
M1-981 Me |Et | Me |NH 2-Me-Ph | C(Me),CH; Me -)
111-982 Me | Me [Me NH 3-Me-Ph | CH, H racemic
111-983 Me | Me |Me | NH 3-Me-Ph | CH; H (S)-
111-984 Me | Et Me | NH 3-Me-Ph CH. H racemic
II1-985 Me | Et Me | NH 3-Me-Ph | CH; H (S)-
HI-986 Me | Me | Me | NH 3-Me-Ph CH- Me racemic
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111-987 Me | Me | Me | NH 3-Me-Ph | CH; Me (8>
I11-988 Me | Et {Me NH 3-Me-Ph | CH: Me racemic
I11-989 Me |Et |Me | NH 3-Me-Ph | CH: Me (S)-
111-990 Me | Me | Me | NH 3-Me-Ph (CH>)- H racemic
11-991 Me |Me | Me | NH 3-Me-Ph | (CHo) H (R)-
111-992 Me | Et Me | NH 3-Me-Ph (CH>»)» H racemic
111-993 Me |Et |Me |NH 3-Me-Ph | (CH>), H (R)-
11-994 Me | Me |Me | NH 3-Me-Ph (CH>): Me racemic
111-995 Me |Me | Me | NH 3-Me-Ph | (CH:2)2 Me (R)-
111-996 Me |Et |Me | NH 3-Me-Ph | (CHa): Me racemic
111-997 Me | Et Me | NH 3-Me-Ph | (CH2)» Me (R)-
[11-998 Me | Me | Me | NH 3-Me-Ph CH,C(Me), H racemic
I11-999 Me |[Me | Me |NH 3-Me-Ph | CH.C(Me)- H (R)-
HI-1000 Me [Et |Me | NH 3-Me-Ph | CH.C(Me), H racemic
[0072] [Table 57
(I11)
gzr.npound R IR IR |12 R L RS tCi(c))rr:ﬁ gura
H1-1001 Me | Et Me |NH | 3-Me-Ph | CH-.C(Me): H (R)-
111-1002 Me {Me | Me | NH 3-Me-Ph CH:.C(Me), Me racemic
I11-1003 Me |Me |Me |NH |3-Me-Ph |CH,C(Me), |Me | (R)-
11-1004 Me | Et Me | NH 3-Me-Ph CH.C(Me), Me racemic
111-1005 Me |Et |Me |NH |3-Me-Ph | CH:C(Me): Me (R)-
H1-1006 Me | Me | Me |NH 3-Me-Ph C(Me),CH- H racemic
111-1007 Me {Me |Me |NH |3-Me-Ph |C(Me),CH, |H )
I1-1008 Me |Me |Me [NH |[3-Me-Ph | C(Me).CH, H (-)
111-1009 Me | Et Me | NH 3-Me-Ph C(Me)-CH-» H racemic
1I1-1010 Me {Et |Me |NH |3-Me-Ph | C(Me).CH; H &3
H1-1011 Me |Et |Me |NH |[3-Me-Ph | C(Me)CH: H -)
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IH-1012 Me |Me | Me | NH 3-Me-Ph C(Me)-CH, Me racemic
1-1013 Me |Me |Me |NH |3-Me-Ph | C(Me¢).CH: Me -0
I11-1014 Me | Me |Me |NH | 3-Me-Ph | C(Me)-CH> Me -)
I1-1015 Me |Et | Me |NH 3-Me-Ph | C(Me).CH» Me racemic
I11-1016 Me |Ft |Me |NH | 3-Me-Ph | C(Me).CH: Me )
II1-1017 Me | Et Me |NH |3-Me-Ph | C(Me).CH; Me )
111-1018 Me {Me | Me | NH 4-Me-Ph CH- H racemic
I11-1019 Me [Me |Me |NH |4-Me-Ph | CH» H (S)-
I11-1020 Me {Et |Me |NH |4-Me-Ph | CH: H racemic
11-1021 Me | Et Me | NH | 4-Me-Ph | CH; H (S)-
I11-1022 Me {Me |Me | NH |4-Me-Ph | CH: Me racemic
II-1023 Me |Me |Me | NH |4-Me-Ph | CH; Me (S)
111-1024 Me | Et Me | NH 4-Me-Ph CHa» Me racemic
111-1025 Me | Et Me |NH |4-Me-Ph | CH» Me (S)-
11-1026 Me [Me {Me |NH | 4-Me-Ph | (CH:): H racemic
I1-1027 Me |Me |Me |NH |4-Me-Ph | (CH2): H (R)-
I1-1028 Me | Et Me |NH |4-Me-Ph | (CH:): H racemic
111-1029 Me |Et |Me |NH |4-Me-Ph | (CH:2): H (R)-
HI-1030 Me {Me |Me |NH 4-Me-Ph | (CHa2): Me racemic
I1-1031 Me [Me |Me |NH |[4-Me-Ph | (CH;): Me (R)-
11-1032 Me |Et |Me |NH |4-Me-Ph | (CH;) Me racemic
II-1033 Me |Et |Me |NH |4-Me-Ph | (CHx): Me (R)-
[1-1034 Me |Me |Me | NH |4-Me-Ph | CH.C(Me); H racemic
[1-1035 Me {Me | Me |NH | 4-Me-Ph | CH.C(Me), H (R)-
11-1036 Me |Et |Me |NH |[4-Me-Ph | CH:C(Me) H racemic
I-1037 Me | Et Me |NH | 4-Me-Ph | CH,C(Me), H (R)-
I11-1038 Me |Me | Me |NH 4-Me-Ph CH-C(Me), Me racemic
H1-1039 Me | Me | Me | NH 4-Me-Ph CH.C(Me), Me (R)-
111-1040 Me | Et Me | NH 4-Me-Ph CH-C(Me)- Me racemic
nI-1041 Me | Et Me |NH | 4-Me-Ph | CH.C(Me)> Me (R)-
I11-1042 Me |Me {Me |NH |4-Me-Ph | C(Me),CH; H racemic
H1-1043 Me |Me |Me |NH |4-Me-Ph | C(Me).CH, H &3]
I1-1044 Me |Me {Me |NH |4-Me-Ph | C(Me).CH; H (-)
H1-1045 Me | Et Me | NH 4-Me-Ph C(Me)CH:> H racemic
I11-1046 Me | Et Me |NH | 4-Me-Ph | C(Me)CH> H )
111-1047 Me | Et Me |NH | 4-Me-Ph | C(Me).CH» H -)
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M-1048 Me | Me | Me | NH 4-Me-Ph C(Me)-CH, Me racemic
111-1049 Me | Me | Me |NH |4-Me-Ph | C(Me).CH: Me )
M1-1050 Me | Me |Me |NH |4-Me-Ph | C(Me)CH- Me -)
[0073] [Table 58]
) N, | N—(LZ R
NH L3-0
VT. ” RS (111)
x
R R
I(\:]?)I.HPOUDd R R R |12 RY L3 RS gg:ﬁgura
1051 Me |Et |Me |NH |4-Me-Ph | C(Me)-CH: Me racemic
111-1052 Me |Et |Me |[NH [4-Me-Ph | C(Me).CH: Me )
111-1053 Me |Et | Me [ NH |4-Me-Ph | C(Me)CH, Me )
I11-1054 Me | Me | Me |- Ph - H racemic
I1-1055 Me | Me [Me |- Ph - H R)-
I11-1056 Me | Et Me |- Ph - H racemic
-1057 Me | Et Me |- Ph - H (R)-
HI-1058 Me |Me | Me |- Ph - Me racemic
111-1059 Me | Me |Me |- Ph - Me (R)-
111-1060 Me | Et Me |- Ph - Me racemic
111-1061 Me | Et Me |- Ph - Me R)-
111-1062 Me | Me [Me |- Ph - CHF, | racemic
I1-1063 Me |Me | Me |- Ph - CHF, | (R)-
I11-1064 Me | Et Me |- Ph - CHF; | racemic
111-1065 Me {Et |Me |- Ph - CHF; | (R)-
111-1066 Me |Me [Me |- Ph - CF; racemic
111-1067 Me |Me |Me |- Ph - CF; (R)-
111-1068 Me | Et Me |- Ph - CF; racemic
I1-1069 Me | Et Me |- Ph - CF; (R)-
111-1070 Me |Me [Me |- Ph - Et racemic
n1-1071 Me |Me |Me |- Ph - Et (R)-
m1-1072 Me | Et Me |- Ph - Et racemic
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11-1073 Me [Et | Me |- Ph - Et (R)-
M-1074 |Me {Me |Me |- |Ph ; CFC racemic
M-1075 |[Me |Me |Me |-  |Ph - gf:c ®R)-
HI-1076 Me |Et |Me |- Ph - gfﬁc racemic
M-1077 | Me |Et |Me |- Ph . EF €| (R)-
I1-1078 Me |Me [ Me | - Ph - nPr racemic
11-1079 Me | Me | Me |- Ph - nPr (R)-
1-1080 Me |[Et Me |- Ph - nPr racemic
I11-1081 Me [Et |Me |- Ph - nPr (R)-
HI-1082 Me |Me |Me |- Ph - nBu | racemic
111-1083 Me |Me | Me |- Ph - nBu | (R)
111-1084 Me [ Et |[Me |- Ph - nBu | racemic
111-1085 Me [Et |Me |- Ph - nBu | (R)-
111-1086 Me |Me | Me |- Ph - iPr racemic
11-1087 Me |Me | Me |- Ph - iPr R)-
H1-1088 Me | Et Me |- Ph - iPr racemic
111-1089 Me {Et |Me |- Ph - iPr R)-
111-1090 Me |Me [Me |- Ph - cPr racemic
I11-1091 Me |Me | Me |- Ph - cPr R)-
I11-1092 Me | Et Me |- Ph - cPr racemic
11-1093 Me |Et | Me |- Ph - cPr (R)-
111-1094 Me |Me | Me |- Ph - Ph racemic
I11-1095 Me |Me | Me |- Ph - Ph R)-
11-1096 Me | Et Me |- Ph - Ph racemic
H1-1097 Me |Et {Me |- Ph - Ph (R)-
111-1098 Me |Me [Me |- Ph CH- CHF, | racemic
111-1099 Me |Me |Me |- Ph CH, CHF; | (S)-
I11-1100 Me | Me | Me |- Ph CH, Et racemic

[0074] [Table 59]
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(111)
]i(:;npound R | R |R® 12 R L3 RS t?(c))lrllﬁgura
mI-1101 Me |Me |Me |- Ph CH, Et (S)-
o1-1102 Me {Me [Me |- Ph CH- Ph racemic
I1-1103 Me |Me | Me |- Ph CH, Ph (R)-
1I-1104 Me | Me [Me |- Ph (CH2): H racemic
II-1105 Me {Me |Me |- Ph (CH>). H (8)-
11-1106 Me | Me | Me |- Ph (CH>), Me racemic
Im-1107 Me [ Me | Me |- Ph (CHz) Me (S)-
HI-1108 Me | Me |Me |- Ph (CHy), CHF- racemic
1-1109 Me |Me | Me |- Ph (CHy), CHF, (S)
ni-1110 Me | Me | Me |- Ph (CH»)» Et racemic
m-1111 Me |Me |Me |- Ph (CH,) Et (S)-
Hmi-1112 Me |Me | Me |- H - H
nI-1113 Me |Me |Me |- H - Me
-1114 Me |Me | Me |- H - CHF,
mi-1115 Me |Me |Me |- H - CF;
Hi-1116 Me {Me |Me |- H - Et
m-1117 Me |Me | Me |- H - nPr
II-1118 Me |Me |Me |- H - iPr
I11-1119 Me | Me | Me - H - cPr
Mi-1120 Me | Me | Me |- H - Ph
I1-1121 Me | Me [Me |- Me - H racemic
HI-1122 Me |Me | Me |- Me - H (R)-
nI-1123 Me | Me | Me |- Me - Me racemic
1-1124 Me | Me |Me |- Me - Me (R)-
II-1125 Me | Me | Me |- Me - CHF, racemic
mI-1126 Me (Me | Me |- Me - CHF; (R)-
HI-1127 Me | Me | Me |- Me - CF; racemic
111-1128 Me | Me | Me |- Me - CF; R)-
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HI-1129 Me | Me | Me |- Me - Et racemic
I-1130 Me | Me |Me |- Me - Et (R)-
1I-1131 Me |Me |Me |- Me - nPr racemic
1-1132 Me [ Me {Me |- Me - nPr (R)-
I-1133 Me |Me [Me |- Me - iPr racemic
1-1134 Me [Me |Me |- Me - iPr R)-
1-1135 Me | Me |Me |- Me - cPr racemic
I-1136 Me |Me [Me |- Me - cPr (R)-
1-1137 Me |Me [Me |- Me - cHex racemic
111-1138 Me | Me | Me |- Me - cHex (R)-
HI-1139 Me {Me | Me |- Me - Ph racemic
11-1140 Me |Me | Me |- Me - Ph (R)-
11-1141 Me |Me [Me |- Me - 2-F-Ph racemic
Im-1142 Me |Me [Me |- Me - 2-F-Ph R)-
111-1143 Me |Me [Me |- Me - 3-F-Ph racemic
Hi-1144 Me | Me | Me |- Me - 3-F-Ph (R)-
H1-1145 Me |Me [Me |- Me - 4-F-Ph racemic
MI-1146 Me | Me [Me |- Me - 4-F-Ph (R)-
1-1147 Me |Me [ Me |- Me - 2-C1-Ph racemic
111-1148 Me | Me | Me |- Me - 2-Cl1-Ph (R)-
111-1149 Me {Me [Me |- Me - 3-Cl-Ph racemic
m1-1150 Me |Me | Me |- Me - 3-Cl-Ph R)-

[0075] [Table 60]

H
N 0
4

N | N—/{2 R
0 L

NH L3-0

; RS (I11)

SiR
R:f R?
gompound R IR R L2 R4 L3 RS C.Zcmﬁgura
0. tion
HI-1151 Me |Me | Me |- Me - 4-Cl-Ph racemic
I-1152 Me |Me |Me |- Me - 4-Cl-Ph (R)-
Mm-1153 Me |Me | Me |- Me - 2-Py racemic
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I1-1154 Me |Me | Me |- Me 2-Py (R)-
HI-1155 Me |[Me | Me |- Me 3-Py racemic
I-1156 Me |Me {Me |- Me 3-Py R)-
II-1157 Me | Me Me |- Me 4-Py racemic
I-1158 Me {Me |Me |- Me 4-Py (R)-
M1-1159 Me [Me |Me |- iPr H racemic
I-1160 Me | Me | Me |- iPr H R)-
I-1161 Me [Me [Me |- iPr Me racemic
H1-1162 Me [Me | Me |- iPr Me R)-
MI-1163 Me |Me | Me |- iPr CHF, racemic
ImI-1164 Me |Me |Me |- iPr CHF, ®R)-
I-1165 Me | Me | Me |- iPr CF; racemic
i-1166 Me |[Me | Me |- iPr CF; (R)-
Hi-1167 Me | Me | Me |- iPr Et racemic
nI-1168 Me |Me | Me |- iPr Et (R)-
I11-1169 Me | Me |Me |- iPr nPr racemic
mI-1170 Me |Me |Me |- iPr nPr R)-
i-1171 Me |Me | Me |- iPr iPr racemic
m-1172 Me | Me |Me |- iPr iPr (R)-
mi-1173 Me | Me [Me |- iPr cPr racemic
mi-1174 Me |Me {Me |- iPr cPr (R)-
mI-1175 Me |Me |Me |- iPr Ph racemic
Hi-1176 Me |Me |Me |- iPr Ph (R)-
m-1177 Me | Me |Me |- CF; H racemic
I-1178 Me | Me |Me |- CF; H (R)-
1-1179 Me | Me | Me |- CF; Me racemic
111-1180 Me |Me |Me |- CF; Me (R)-
II-1181 Me | Me | Me |- CF3 CHF, racemic
I1-1182 Me {Me |Me |- CF, CHF, (R)-
111-1183 Me | Me | Me |- CF; CF; racemic
I1-1184 Me |Me |Me |- CF; CF; (R)-
111-1185 Me | Me [ Me |- CF; Et racemic
HI-1186 Me |Me {Me |- CF; Et R)-
111-1187 Me | Me |Me |- CF; nPr racemic
111-1188 Me | Me |Me |- CF; nPr (R)-
MI-1189 Me | Me | Me |- CF; iPr racemic
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II-1190 Me | Me |Me |- CF; iPr (R)-
I11-1191 Me | Me | Me |- CF, cPr racemic
1-1192 Me | Me | Me |- CF; cPr (R)-
II-1193 Me | Me | Me |- CF; Ph racemic
111-1194 Me |Me |[Me |- CF; Ph (R)-
I11-1195 Me | Me | Me |- CH-OH H racemic
m-1196 Me | Me | Me |- CH,OH H (R)-
1I1-1197 Me | Me | Me |- CH-OH Me racemic
I-1198 Me |Me |Me |- CH,OH Me R)-
1I1-1199 Me |Me | Me |- CH-OH CHEF, racemic
1I1-1200 Me | Me |Me |- CH,OH CHF» R)-
[0076] [Table 61]
(111)
L2 R L3 RS (_Ionﬁ gura
t1on
H1-1201 Me | Me | Me |- CH-OH - CF; racemic
I-1202 Me |Me |Me |- CH-OH - CF; R)-
H1-1203 Me (| Me | Me |- CH,OH - Et racemic
M1-1204 Me |Me | Me |- CH,OH - Et R)-
I11-1205 Me |Me | Me |- CH,OH - nPr racemic
111-1206 Me | Me | Me |- CH,OH - nPr (R)-
111-1207 Me | Me [Me |- CH-OH - iPr racemic
M1-1208 Me | Me |Me |- CH,OH - iPr (R)-
111-1209 Me | Me | Me |- CH-OH - cPr racemic
1-1210 Me | Me | Me |- CH,OH - cPr R)-
Im-1211 Me | Me | Me |- CH-OH - Ph racemic
n-1212 Me |Me |Me |- CH,OH - Ph (R)-
n1-1213 Me | Me | Me |- CH,OMe - H racemic
Hi-1214 Me | Me |Me |- CH,OMe - H (R)-
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II-1215 Me [ Me | Me |- CH-OMe Me racemic
111-1216 Me {Me | Me |- CH.OMe Me (R)-
m-1217 Me | Me | Me |- CH-OMe CHF- racemic
I11-1218 Me |Me | Me |- CH.OMe CHF- R)-
MI-1219 Me | Me | Me |- CH-OMe CF; racemic
111-1220 Me |Me | Me |- CH-.OMe CF; (R)-
IM-1221 Me |[Me | Me |- CH,OMe Et racemic
111-1222 Me |Me |Me |- CH-OMe Et (R)-
11-1223 Me | Me | Me |- CH-OMe nPr racemic
111-1224 Me |Me | Me |- CH-OMe nPr R)-
II1-1225 Me |{Me |Me |- CH,OMe iPr racemic
111-1226 Me | Me | Me |- CH-OMe iPr (R)-
TH-1227 Me | Me [Me |- CH-OMe cPr racemic
Im-1228 Me |Me | Me |- CH-OMe cPr (R)-
I1-1229 Me | Me | Me |- CH,OMe Ph racemic
I-1230 Me |Me | Me |- CH-OMe Ph (R)-
IT1-1231 Me [ Me [Me |- CH-OBn H racemic
m1-1232 Me | Me | Me |- CH-,OBn H (R)-
11-1233 Me | Me [Me |- CH-OBn Me racemic
111-1234 Me |Me |Me |- CH,OBn Me R)-
I1-1235 Me | Me | Me |- CH,OBn Ph racemic
I-1236 Me | Me | Me |- CH.OBn Ph (R)-
111-1237 Me | Me [ Me |- CH-NMe, H racemic
11-1238 Me {Me [Me |- CH,NMe; H (R)-
11-1239 Me {Me | Me |- CH,NMe, Me racemic
I1-1240 Me | Me | Me |- CH-NMe, Me (R)-
I11-1241 Me | Me | Me |- CH>NMe; CHF, racemic
nI-1242 Me |Me | Me |- CH,NMe, CHF, R)-
I1-1243 Me |Me |Me |- CH;NMe, CF; racemic
11-1244 Me {Me |Me |- CH-NMe, CF; (R)-
I11-1245 Me | Me | Me |- CH-NMe, Et racemic
111-1246 Me |Me |Me |- CH-NMe, Et (R)-
M1-1247 Me | Me | Me |- CH-NMe; nPr racemic
111-1248 Me {Me |Me |- CH-NMe, nPr (R)-
I11-1249 Me | Me | Me |- CH,NMe, iPr racemic
H1-1250 Me [ Me [Me |- CH.NMe; iPr (R)-
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N 0
’ 4
N N | N-qLZ EQ
0 3
NH L3O
] RS (I11)
e
R3 R2

Compound R! R R} L2 R* L3 RS (;onﬁgura

No. tion

1-1251 Me | Me | Me |- CH-NMe- - cPr racemic

111-1252 Me |Me | Me |- CH-NMe, - cPr (R)-

I11-1253 Me | Me | Me |- CH,NMe, - Ph racemic

11-1254 Me | Me | Me |- CH-NMe, - Ph R)-

111-1255 Me |Me |Me |- CH:-(3,3-difluoro | _ racemic
pyrrolidyl)

I11-1256 Me |Me |Me |- CHx-(3.3-difluoro | | 1 (R)-
pyrrolidyl)

T1-1257 Me |Me |Me |- CH-(3.3-difluoro | | /0 racemic
pyrrolidyl)

111-1258 Me |Me |Me |- CHx-(3,3-difluoro | | /0 (R)-
pyrrolidyl)

111-1259 Me |Me |Me |- CH.-(3,3-difluoro | _ Ph racemic
pyrrolidyl)

T11-1260 Me |Me |Me |- CHr(3.3-difluoro | | (R)-
pyrrolidyl)

11-1261 Me | Me |Me |- 2-F-Ph - H racemic

I1-1262 Me | Me |{Me |- 2-F-Ph - H (R)-

111-1263 Me Me | Me |- 2-F-Ph - Me racemic

1-1264 Me |Me [Me |- 2-F-Ph - Me (R)-

111-1265 Me Me | Me |- 2-F-Ph - CHF» racemic

1I1-1266 Me | Me [ Me |- 2-F-Ph - CHF, (R)-

111-1267 Me | Me | Me |- 2-F-Ph - CF; racemic

111-1268 Me |Me |Me |- 2-F-Ph - CF; ®R)-

111-1269 Me | Me | Me |- 2-F-Ph - Et racemic

Hi-1270 Me | Me | Me - 2-F-Ph - Et (R)-

HI-1271 Me | Me |Me |- 2-F-Ph - nPr racemic

m1-1272 Me | Me [Me |- 2-F-Ph - nPr R)-

111-1273 Me [ Me | Me |- 2-F-Ph - iPr racemic
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11-1274 Me | Me [Me |- 2-F-Ph - iPr (R)-
m-1275 Me |Me | Me |- 2-F-Ph - cPr racemic
1-1276 Me | Me |Me |- 2-F-Ph - cPr (R)-
11-1277 Me | Me | Me |- 3-F-Ph - H racemic
HI-1278 Me |Me |Me |- 3-F-Ph - H (R)-
m1-1279 Me {Me | Me |- 3-F-Ph - Me racemic
I1-1280 Me | Me | Me |- 3-F-Ph - Me (R)-
I-1281 Me |Me | Me |- 3-F-Ph - CHF, | racemic
I1-1282 Me |Me | Me |- 3-F-Ph - CHF. | R)-
I11-1283 Me |Me | Me |- 3-F-Ph - CF; racemic
11-1284 Me |Me | Me |- 3-F-Ph - CF; (R)-
II-1285 Me | Me |Me |- 3-F-Ph - Et racemic
II1-1286 Me {Me |Me |- 3-F-Ph - Et R)-
11-1287 Me | Me | Me |- 3-F-Ph - nPr racemic
111-1288 Me |Me | Me |- 3-F-Ph - nPr R)-
111-1289 Me | Me | Me |- 3-F-Ph - iPr racemic
HI-1290 Me |Me | Me |- 3-F-Ph - iPr R)-
Im-1291 Me |Me |Me |- 3-F-Ph - cPr racemic
MI1-1292 Me |Me |Me |- 3-F-Ph - cPr (R)-
11-1293 Me | Me [ Me |- 4-F-Ph - H racemic
HI1-1294 Me |Me {Me |- 4-F-Ph - H (R)-
111-1295 Me |Me |[Me |- 4-F-Ph - Me racemic
I1-1296 Me |Me |Me |- 4-F-Ph - Me (R)-
111-1297 Me | Me [Me |- 4-F-Ph - CHF- racemic
11-1298 Me | Me |Me |- 4-F-Ph - CHF, | (R)-
111-1299 Me | Me | Me |- 4-F-Ph - CF; racemic
Hi1-1300 Me |Me |Me |- 4-F-Ph - CF; (R)-

[0078] [Table 63]

(I11)
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]igfnpo‘“‘d R' R |R |L? R* L R® ng‘l‘ﬁg‘“a
111-1301 Me | Me |Me |- 4-F-Ph - Et racemic
111-1302 Me {Me |Me |- 4-F-Ph - Et R)-
111-1303 Me | Me |Me |- 4-F-Ph - nPr racemic
111-1304 Me |Me | Me |- 4-F-Ph - nPr R)
HI-1305 Me |Me |{Me |- 4-F-Ph - iPr racemic
11-1306 Me |Me | Me |- 4-F-Ph - iPr (R)-
111-1307 Me |Me [Me |- 4-F-Ph - cPr racemic
II1-1308 Me | Me | Me |- 4-F-Ph - cPr (R)-
11-1309 Me |Me | Me |- 2-thienyl - H racemic
111-1310 Me |Me |Me |- 2-thienyl - H (S)
I11-1311 Me | Me [Me |- 2-thienyl - Me racemic
11-1312 Me |Me | Me |- 2-thienyl - Me (S)-
111-1313 Me Me |Me |- 2-thienyl - CHF, | racemic
11-1314 Me | Me |Me |- 2-thienyl - CHF, | (S)
I1-1315 Me | Me |Me |- 2-thienyl - CF; racemic
111-1316 Me | Me [Me |- 2-thienyl - CF; S)-
11-1317 Me | Me |Me |- 2-thieny] - Et racemic
1-1318 Me |Me |Me |- 2-thieny] - Et (S)-
1-1319 Me | Me [Me |- 2-thienyl - nPr racemic
11-1320 Me | Me |[Me |- 2-thienyl - nPr (S)-
HI-1321 Me | Me |[Me |- 2-thienyl - iPr racemic
11-1322 Me |Me | Me |- 2-thieny] - iPr (8)-
111-1323 Me |Me | Me |- 2-thienyl - cPr racemic
11-1324 Me | Me | Me |- 2-thienyl - cPr (S)-
H1-1325 Me | Me | Me |- 3-thienyl - H racemic
I11-1326 Me | Me | Me |- 3-thienyl - H (R)-
m1-1327 Me |Me [Me |- 3-thieny!l - Me racemic
111-1328 Me |Me | Me |- 3-thieny! - Me (R)-
11I-1329 Me | Me |Me |- 3-thienyl - CHF, | racemic
111-1330 Me | Me | Me |- 3-thienyl - CHF, (R)-
Hi-1331 Me | Me |Me |- 3-thienyl - CF; racemic
11-1332 Me |[Me |Me |- 3-thienyl - CF; (R)~
M1-1333 Me | Me | Me |- 3-thienyl - Et racemic
11-1334 Me | Me |Me |- 3-thienyl - Et (R)-
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111-1335 Me | Me |Me |- 3-thienyl - nPr racemic
IIi-1336 Me |Me |Me |- 3-thienyl - nPr (R)-
H1-1337 Me | Me | Me |- 3-thienyl - iPr racemic
I-1338 Me | Me |Me |- 3-thienyl - iPr (R)-
I1-1339 Me | Me | Me |- 3-thienyl - cPr racemic
111-1340 Me | Me | Me |- 3-thienyl - cPr (R)-
[0079] [Table 64]
(1v)

ggl.npound R R2 R} L2 R* L3 R’ :i:((;)rlllﬁgura
V-1 Me | Me | Me O Ph CH:» H racemic
Iv-2 Me | Me | Me O Ph CH; H (S)-
V-3 Me | Et Me O Ph CH, H racemic
Iv-4 Me | Et Me O Ph CH- H (S)-
V-5 Me | Me | Me O Ph CH- Me racemic
Iv-6 Me | Me | Me O Ph CH; Me (S)-
1v-7 Me | Et Me O Ph CH, Me racemic
V-8 Me | Et Me 0] Ph CH, Me (S)-
V-9 Me | Me | Me O Ph CH, CHF, | racemic
IV-10 Me |Me [Me |O Ph CH, CHF. | (S)-
IV-11 Me | Et Me (8] Ph CH, CHF, racemtic
Iv-12 Me | Et Me 0] Ph CH., CHF, | (8)-
Iv-13 Me | Me | Me 0O Ph CH: Et racemic
1vV-14 Me | Me | Me O Ph CH, Et (S)-
IvV-15 Me | Et Me O Ph CH, Et racemic
IV-16 Me | Et Me ) Ph CH, Et (S)
v-17 Me | Me | Me O Ph CH.- iPr racemic
IV-18 Me | Me | Me O Ph CH, iPr (S)-
IV-19 Me | Et Me O Ph CH: iPr racemic
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IV-20 Me | Et Me O Ph CH, iPr (S)
Iv-21 Me |Me |Me |O Ph CH» cPr racemic
1v-22 Me | Me | Me 0] Ph CH; cPr (S)-
IV-23 Me | Et Me O Ph CH, cPr racemic
IvV-24 Me | Et Me O Ph CH, cPr (S)-
IV-25 Me | Me | Me O Ph CH, Ph racemic
IV-26 Me | Me | Me O Ph CH, Ph (S)
Iv-27 Me | Et Me O Ph CH; Ph racemic
IV-28 Me | Et Me O Ph CH; Ph (S)
1V-29 Me | Me | Me O Ph C(Me). H racemic
V-30 Me | Me | Me O Ph C(Me): H (S)-
1V-31 Me | Et Me O Ph C(Me)- H racemic
v-32 Me | Et Me O Ph C(Me), H (S)-
IV-33 Me | Me | Me O Ph C(Me), Me racemic
IV-34 Me | Me | Me O Ph C(Me)- Me (8)-
IV-35 Me | Et Me O Ph C(Me), Me racemic
1V-36 Me | Et Me O Ph C(Me), Me (S)-
1v-37 Me | Me | Me O Ph C(Me), CHF, | racemic
TV-38 Me | Me | Me O Ph C(Me): CHF. | (S)-
1V-39 Me | Et Me O Ph C(Me), CHF, | racemic
1V-40 Me | Et Me O Ph C(Me) CHF, | (S)-
IV-41 Me | Me | Me O Ph C(Me), Et racemic
1vV-42 Me | Me | Me 0] Ph C(Me), Et (S)-
1V-43 Me | Et Me O Ph C(Me), Et racemic
1V-44 Me | Et Me O Ph C(Me), Et (S)-
1v-45 Me | Me | Me O Ph C(Me), iPr racemic
1v-46 Me | Me | Me O Ph ,C(Me), iPr (S)-
1v-47 Me | Et Me O Ph C(Me), iPr racemic
1vV-48 Me | Et Me O Ph C(Me) iPr (8)-
1V-49 Me | Me | Me O Ph C(Me). cPr racemic
1V-50 Me | Me | Me O Ph C(Me), cPr (S)-

[0080] [Table 65]
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H
N':l [ N—(Oz R*
o) L=
NH L3-0
O?/ , RE (IV)
5
e R?
Iicglfnpownd R |r? | R L2 R L3 RS ggrrllﬁgura
IV-51 Me | Et Me O Ph C(Me) cPr racemic
IV-52 Me |Et [ Me O Ph C(Me): cPr (S)-
IV-53 Me | Me | Me O Ph C(Me)- Ph racemic
IV-54 Me | Me | Me o) Ph C(Me), Ph (S)-
IV-55 Me | Et Me O Ph C(Me) Ph racemic
TV-56 Me | Et [ Me @) Ph C(Me), Ph (S)-
IV-57 Me | Me | Me O Ph (CH-): H racemic
1V-58 Me | Me | Me O Ph (CH>), H R)-
V-59 Me | Et Me 0} Ph (CH>): H racemic
IV-60 Me |Et |[Me @) Ph (CH»), H (R)-
IV-61 Me | Me | Me 0] Ph (CH2)> Me racemic
IV-62 Me | Me | Me O Ph (CH:), Me (R)-
IV-63 Me | Et Me O Ph (CHz), Me racemic
IV-64 Me | Et Me O Ph (CH>). Me (R)-
IV-65 Me | Me | Me O Ph (CHz)2 CHF, | racemic
IV-66 Me | Me | Me O Ph (CH-), CHF, | (R)-
IV-67 Me | Et [ Me 0] Ph (CHy)- CHF, | racemic
TV-68 Me |Et | Me e Ph (CHy), CHF:> | (R)-
IV-69 Me | Me | Me O Ph (CHax)» Et racemic
IV-70 Me | Me | Me O Ph (CHy): Et (R)-
Iv-71 Me | Et Me (0 Ph (CH>). Et racemic
Iv-72 Me | Et Me O Ph (CH2)- Et (R)-
V-73 Me | Me | Me O Ph (CH>) iPr racemic
1V-74 Me | Me | Me 0] Ph (CHz), iPr (R)-
IV-75 Me | Et Me O Ph (CH>), iPr racemic
IV-76 Me | Et | Me 0] Ph (CH>)» iPr R)-
IvV-77 Me | Me | Me O Ph (CH>), cPr racemic
1v-78 Me | Me | Me @) Ph (CH>)» cPr (R)-
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IV-79 Me | Et Me O Ph (CH-)- cPr racemic
IV-80 Me |Et [ Me 0] Ph (CH>)- cPr (R)-
IvV-81 Me | Me | Me O Ph (CH>):» Ph racemic
V-82 Me | Me | Me O Ph (CH>)2 Ph (R)-
TV-83 Me | Et Me O Ph (CH>), Ph racemic
V-84 Me | Et [ Me O Ph (CH>), Ph (R)-
V-85 Me | Me | Me O Ph CH.C(Me), H racemic
iv-86 Me | Me | Me O Ph CH.C(Me). H (R)-
Iv-87 Me | Et Me O Ph CH-C(Me), H racemic
IV-88 Me |Et | Me 0] Ph CH-C(Me), H R)-
V-89 Me [ Me | Me O Ph CH.C(Me)- Me racemic
1V-90 Me | Me | Me O Ph CH.C(Me) Me (R)-
1V-91 Me | Et Me O Ph CH-C(Me): Me racemic
v-92 Me |Et |[Me O Ph CH.C(Me), Me (R)-
1V-93 Me | Me | Me O Ph CH.C(Me), CHF, | racemic
1V-94 Me | Me [ Me O Ph CH-C(Me), CHF, | (R)-
1V-95 Me | Et Me O Ph CH.C(Me) CHF> racemic
IV-96 Me |Et | Me O Ph CH,C(Me): CHF-. | (R)-
1vV-97 Me | Me | Me O Ph CH.C(Me) Et racemic
IvV-98 Me | Me | Me o Ph CH.C(Me), Et (R)-
1V-99 Me | Et Me O Ph CH,C(Me)- Et racemic
IV-100 Me | Et | Me @) Ph CH,C(Me), Et (R)-
[0081] [Table 66]
N o
N [ N4 R
o L2—-<*
NH L3-0
O?, \ RS (1IV)
5
R R?
Sglfnpound R |R* IR |12 R? L3 RS g(());lﬁgura
V-101 Me {Me | Me | O Ph CH-.C(Me), iPr racemic
1V-102 Me |Me |[Me |O Ph CH-C(Me), iPr R)-
1V-103 Me [Et |Me |O Ph CH.C(Me), iPr racemic
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IV-104 Me |Et |Me |O Ph CH.C(Me), |iPr (R)-
IV-105 Me [ Me [Me [O Ph CH-C(Me), cPr racemic
IV-106 Me |Me |[Me [O Ph CH.C(Me)» cPr (R)-
IV-107 Me | Et Me | O Ph CH-C(Me)» cPr racemic
IV-108 Me [Et |Me {O Ph CH.C(Me), cPr (R)-
IV-109 Me Me [Me |O Ph CH-C(Me), Ph racemic
IV-110 Me |[Me |Me | O Ph CH,C(Me), Ph (R)-
IvV-111 Me | Et Me | O Ph CHC(Me), Ph racemic
Iv-112 Me [|Et |Me |O Ph CH.C(Me).» Ph (R)-
IV-113 Me | Me |Me | NH Ph CH. H racemic
IvV-114 Me | Me | Me | NH Ph CH, H (8)-
IV-115 Me |Me |Me | NH Ph CH- H R)-
1v-116 Me | Et Me | NH Ph CH- H racemic
v-117 Me |Et |Me | NH Ph CH; H (8)
1V-118 Me | Me | Me | N(Me) Ph CH, H racemic
IV-119 Me | Me | Me | N(Me) Ph CH, H (S)-
1V-120 Me | Et Me | N(Me) Ph CH, H racemic
IvV-121 Me | Et Me | N(Me) Ph CH, H S)
Iv-122 Me |Me | Me | NH Ph CH; Me racemic
IV-123 Me [Me | Me | NH Ph CH, Me (S)-
IV-124 Me | Et Me | NH Ph CH- Me racemic
IV-125 Me | Et Me | NH Ph CH, Me (S)-
IV-126 Me | Me | Me | N(Me) Ph CH, Me racemic
v-127 Me |Me |Me |N(Me) |Ph CH. Me (S)-
Iv-128 Me | Et Me | N(Me) Ph CH, Me racemic
TV-129 Me | Et Me | N(Me) Ph CH- Me (S)-
IV-130 Me | Me | Me | NH Ph CH- CHF, racenic
1V-131 Me | Me | Me | NH Ph CH, CHF, (S)-
IvV-132 Me [Et |[Me | NH Ph CH, CHF, | racemic
IV-133 Me | Et Me | NH Ph CH, CHF, | (8)-
1V-134 Me | Me | Me | N(Me) Ph CH- CHF, racemic
IvV-135 Me | Me | Me | N(Me) Ph CH, CHF, | (S)-
1V-136 Me [Et | Me | N(Me) Ph CH. CHF, | racemic
Iv-137 Me |Et | Me | N(Me) Ph CH, CHF, | (S)
1V-138 Me [ Me |Me | NH Ph CH, Et racemic
IV-139 Me |Me | Me | NH Ph CH- Et (S)-
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IvV-140 Me | Et Me | NH Ph CH- Et racemic
IV-141 Me |Et |Me |NH Ph CH, Et (S)-
1V-142 Me | Me | Me | N(Me) Ph CH, Et racemic
IV-143 Me | Me | Me | N(Me) Ph CH, Et Sy
IV-144 Me | Et Me | N(Me) Ph CH- Et racemic
IV-145 Me | Et Me | N(Me) Ph CH, Et (S)-
IV-146 Me | Me | Me | NH Ph CH- iPr racemic
Iv-147 Me |Me |Me | NH Ph CH: iPr )
1V-148 Me | Et | Me [NH Ph CH, iPr racemic
1V-149 Me |Et | Me |NH Ph CH, iPr (S)-
IV-150 Me | Me | Me | N(Me) Ph CH-, iPr racemic
[0082] [Table 67]
N
ON-NH 3-0
O?/ , RS (IV)
)
G R
ompound | gt g2 IR |12 R' L R oo
Iv-151 Me | Me | Me | N(Me) Ph CH,; iPr (8)-
IV-152 Me | Et Me | N(Me) Ph CH, iPr racemic
IV-153 Me | Et | Me | N(Me) Ph CH, iPr (8)-
IV-154 Me | Me [ Me | NH Ph CH, cPr racemic
IV-155 Me | Me | Me | NH Ph CH, cPr (S)-
IV-156 Me | Et Me | NH Ph CH, cPr racemic
1V-157 Me | Et Me | NH Ph CH,» cPr (S)-
IV-158 Me | Me | Me | N(Me) Ph CH, cPr racemic
IV-159 Me | Me | Me | N(Me) Ph CH- cPr (S)-
1V-160 Me | Et Me | N(Me) Ph CHo» cPr racemic
IV-161 Me | Et | Me | N(Me) Ph CH, cPr (S)-
vV-162 Me |Me |Me | NH Ph CH, Ph racemic
1V-163 Me | Me | Me | NH Ph CH, Ph (S)-
IV-164 Me | Et Me | NH Ph CH> Ph racemic
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IV-165 Me | Et |Me |NH Ph CH- Ph (S)-
IV-166 Me | Me | Me | N(Me) Ph CH- Ph racemic
IV-167 Me | Me | Me | N(Me) Ph CH, Ph (S)-
1V-168 Me | Et Me | N(Me) Ph CH- Ph racemic
IV-169 Me |Et | Me | N(Me) Ph CH, Ph S)
1V-170 Me | Me | Me [NH Ph C(Me), H racemic
IV-171 Me | Me | Me |NH Ph C(Me), |H (S)-
1v-172 Me | Et Me | NH Ph C(Me)- H racemic
1V-173 Me | Et Me | NH Ph CMe), |H (S)-
Iv-174 Me | Me | Me | N(Me) Ph C(Me)n H racemic
Iv-175 Me | Me | Me | N(Me) Ph C(Me), H (8)-
IV-176 Me | Et Me | N(Me) Ph C(Me), H racemic
1v-177 Me | Et | Me | N(Me) Ph C(Me), |H (S)-
IV-178 Me | Me | Me | NH Ph C(Me)- Me racemic
IV-179 Me | Me | Me | NH Ph C(Me) | Me (S)-
1V-180 Me | Et Me | NH Ph C(Me), | Me racemic
1V-181 Me |Et |Me [NH Ph C(Me), | Me S)>
IV-182 Me | Me | Me | N(Me) Ph C(Me), Me racemic
IV-183 Me | Me | Me | N(Me) Ph C(Me). | Me (S)-
1V-184 Me | Et Me [ N(Me) Ph C(Me), | Me racemic
1V-185 Me | Et Me | N(Me) Ph C(Me). Me (85)-
1V-186 Me | Me | Me |NH Ph C(Me), CHF, racemic
Iv-187 Me | Me | Me |NH Ph C(Me), | CHF., | (S)-
TV-188 Me | Et |Me | NH Ph C(Me). | CHF, | racemic
1V-189 Me |Et | Me |NH Ph C(Me), | CHF, | (S)
IV-190 Me | Me | Me | N(Me) Ph C(Me), | CHF, | racemic
1V-191 Me | Me [ Me | N(Me) Ph C(Me), | CHF, | (S)-
1V-192 Me | Et Me | N(Me) Ph C(Me), CHF; | racemic
IV-193 Me | Et | Me | N(Me) Ph C(Me), | CHF, | (8)
IvV-194 Me | Me | Me | NH Ph CMe), |Et racemic
1V-195 Me | Me | Me { NH Ph C(Me), | Et (S)-
IV-196 Me | Et Me | NH Ph C(Me), Et racemiic
1V-197 Me | Et |Me | NH Ph C(Me), |Et (8)-
IvV-198 Me | Me | Me | N(Me) Ph C(Me), | Et racemic
V-199 Me | Me | Me | N(Me) Ph C(Me), | Et (8)-
IV-200 Me | Et Me | N(Me) Ph C(Me), Et racemic
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(I1V)

I(\:Izr‘npound R! R2 R’ L2 R* L3 R® Sggﬁgura
1V-201 Me | Et Me | N(Me) Ph C(Me); Et S)-
1V-202 Me | Me { Me [ NH Ph C(Me)- iPr racemic
IV-203 Me | Me | Me |NH Ph C(Me). iPr (S)
IV-204 Me | Et Me | NH Ph C(Me), iPr racemic
1V-205 Me | Et Me | NH Ph C(Me)» iPr (S)-
V-206 Me | Me | Me | N(Me) Ph C(Me), iPr racemic
V-207 Me | Me | Me | N(Me) Ph C(Me); iPr (S)-
IV-208 Me | Et Me | N(Me) Ph C(Me), iPr racemic
1V-209 Me | Et Me | N(Me) Ph C(Me) iPr (8)-
1v-210 Me |Me | Me | NH Ph C(Me); cPr racemic
IV-211 Me | Me | Me | NH Ph C(Me); cPr (5)-
v-212 Me | Et Me | NH Ph C(Me), cPr racemic
v-213 Me |Et |Me |NH Ph C(Me), cPr (S)-
1v-214 Me | Me | Me | N(Me) Ph C(Me), cPr racemic
1V-215 Me | Me | Me | N(Me) Ph C(Me), cPr (S)-
1v-216 Me | Et Me [ N(Me) Ph C(Me), cPr racemic
1vV-217 Me |Et |Me | N(Me) Ph C(Me), |cPr (S)
Iv-218 Me | Me | Me | NH Ph C(Me), Ph racemic
IV-219 Me |Me [Me [ NH Ph C(Me), Ph S)-
1vV-220 Me | Et Me | NH Ph C(Me), Ph racemic
1vV-221 Me | Et Me | NH Ph C(Me), Ph (S)-
1v-222 Me | Me | Me | N(Me) Ph C(Me), Ph racemic
1V-223 Me | Me | Me | N(Me) Ph C(Me), Ph (S)-
1V-224 Me | Et Me | N(Me) Ph C(Me), Ph racemic
IV-225 Me | Et Me | N(Me) Ph C(Me), Ph 8)
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IV-226 Me |Me |Me | NH Ph (CH-), H racemic
1v-227 Me |Me | Me | NH Ph (CH>): H R)-
IV-228 Me | Et Me | NH Ph (CH2)2 H racemic
Iv-229 Me |Et | Me | NH Ph (CH»), H (R)-
IV-230 Me | Me | Me | N(Me) Ph (CH»)» H racemic
Iv-231 Me |Me | Me | N(Me) Ph (CHa)- H (R)-
V-232 Me | Et | Me | N(Me) Ph (CH»)- H racemic
IV-233 Me | Et | Me | N(Me) Ph (CH>), H R)-
Iv-234 Me |Me { Me | NH Ph (CHy), Me racemic
IV-235 Me |Me | Me | NH Ph (CH»)2 Me (R)-
IV-236 Me |Et |Me | NH Ph (CHz): Me racemic
Iv-237 Me |Et |Me | NH Ph (CHa), Me (R)-
IvV-238 Me | Me | Me | N(Me) Ph (CH:)» Me racemic
IV-239 Me | Me | Me | N(Me) Ph (CHa): Me R)-
IV-240 Me | Et | Me | N(Me) Ph (CH>), Me racemic
1v-241 Me |Et | Me | N(Me) Ph (CH>): Me (R)-
V-242 Me {Me | Me |NH Ph (CHa)» CHF, racemic
1V-243 Me | Me |Me | NH Ph (CH>): CHF, R)-
1V-244 Me |Et | Me |NH Ph (CH»): CHF; racemic
1v-245 Me {Et |Me |NH Ph (CHa2)» CHF, (R)-
IV-246 Me | Me | Me | N(Me) Ph (CH>): CHF, racemic
Iv-247 Me | Me | Me | N(Me) Ph (CH»), CHF, (R)-
1v-248 Me | Et | Me [ N(Me) Ph (CHa)2 CHF racemic
1V-249 Me | Et | Me | N(Me) Ph (CHy)» CHF, R)-
IV-250 Me | Me | Me | NH Ph (CH-)2 Et racemic
[0084] [Table 69]
N’ —/<
) ‘RS (1v)
/S -
r? R?
I(\JI(();npoun d R! R: |R® |L2 R 13 RS g (;):llﬁ gura
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IV-251 Me |Me | Me | NH Ph (CH2)» Et (R)-
Tv-252 Me | Et Me | NH Ph (CHa)- Et racemic
TV-253 Me | Et Me | NH Ph (CH-): Et (R)-
IV-254 Me |Me | Me |N(Me) |Ph (CH,). Et racemic
IV-255 Me | Me | Me | N(Me) Ph (CH.), Et R)-
IV-256 Me | Et | Me | N(Mg¢) Ph (CH>)2 Et racemic
IvV-257 Me |Et | Me | N(Me) Ph (CH>)» Et R)-
IV-258 Me {Me | Me |NH Ph (CH-)- iPr racemic
IV-259 Me | Me | Me | NH Ph (CH:), iPr (R)-
IV-260 Me | Et Me | NH Ph (CHax)2 iPr racemic
IV-261 Me {Et | Me |NH Ph (CH:): iPr (R)-
1V-262 Me [ Me | Me | N(Me) Ph (CHy)- iPr racemic
IV-263 Me | Me | Me | N(Meg) Ph (CHz)- iPr (R)-
IvV-264 Me | Et Me | N(Me) Ph (CH»): iPr racemic
IV-265 Me | Et Me | N(Me) Ph (CH>), iPr (R)-
1V-266 Me |Me |Me | NH Ph (CH:): cPr racemic
IV-267 Me | Me | Me |NH Ph (CH-): cPr R)-
IV-268 Me | Et Me | NH Ph (CH»)- cPr racemic
IV-269 Me | Et Me | NH Ph (CHa)- cPr (R)-
IV-270 Me | Me | Me | N(Me) Ph (CH>)» cPr racemic
Iv-271 Me | Me | Me | N(Me) Ph (CH,)» cPr (R)-
1V-272 Me | Et Me | N(Me) Ph (CHa)» cPr racemic
IV-273 Me | Et | Me | N(Me) Ph (CHz)- cPr (R)-
V-274 Me | Me |Me | NH Ph (CH>). Ph racemic
IV-275 Me |Me | Me | NH Ph (CH,), Ph (R)-
IV-276 Me |Et |Me |NH Ph (CH>): Ph racemic
Iv-277 Me | Et | Me |NH Ph (CHz): Ph (R)-
V-278 Me | Me | Me | N(Me) Ph (CH-)» Ph racemic
IV-279 Me | Me | Me | N(Me) Ph (CH>), Ph (R)-
1V-280 Me | Et Me | N(Me) Ph (CH-). Ph racemic
Iv-281 Me | Et | Me | N(Me) Ph (CH2). Ph R)-
1V-282 Me { Me | Me | NH Ph (CHa)s H racemic
IV-283 Me |Me |Me |NH Ph (CH»)s H (R)-
V-284 Me | Et Me | NH Ph (CH2)s H racemic
IV-285 Me (Et |Me |NH Ph (CH2)s H (R)-
IV-286 Me | Me | Me | N(Me) Ph (CHa); H racemic
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IV-287 Me | Me { Me | N(Me) Ph (CH,): H (R)-
IV-288 Me | Et | Me | NMe) Ph (CHa2); H racemic
IV-289 Me | Et | Me | N(Me) Ph (CH>); H R)-
IV-290 Me [Me | Me | NH Ph (CH>), H racemic
TV-291 Me |Me | Me | NH Ph (CH>), H (R)-
IV-292 Me jEt | Me |NH Ph (CHx)4 H racemic
IV-293 Me [Et | Me | NH Ph (CH2)s H (R)-
TV-294 Me | Me | Me | N(Me) Ph (CH-)4 H racemic
1v-295 Me | Me | Me | N(Meg) Ph (CH,), H (R)-
IV-296 Me | Et | Me | N(Me) Ph (CHa)4 H racemic
1V-297 Me |Et | Me | N(Me) Ph (CH2)s H (R)-
IV-298 Me | Me | Me | NH Ph CH-C(Me), H racemic
IV-299 Me | Me | Me | NH Ph CH>-C(Me)- H (R)-
IV-300 Me | Et Me | NH Ph CH,C(Me), H racemic
[0085] [Table 70]
) N | NJ(LL{E{
NH 1?0
O?( , RS (1V)
5
R} R?
I(\ZI(InpOImd R Rz |R® |12 R* L3 RS tCi(()):ﬁgum
IV-301 Me [Et | Me | NH Ph CH,C(Me). H (R)-
IV-302 Me | Me | Me | N(Me) Ph CH.C(Me), H racemic
1V-303 Me [ Me | Me | N(Me) Ph CH,C(Me), H (R)-
IV-304 Me | Et Me | N(Me) Ph CH,C(Me), H racemic
IV-305 Me | Et Me | N(Me) Ph CH.C(Me): H (R)-
1V-306 Me | Me | Me |NH Ph CH-C(Me), Me racemic
1V-307 Me |Me | Me | NH Ph CH-C(Me), Me R)-
IV-308 Me | Et Me | NH Ph CH,C(Me), Me racemic
IV-309 Me |Et | Me | NH Ph CH.C(Me), Me (R)-
1V-310 Me | Me | Me | N(Me) Ph CH,C(Me), Me racemic
IV-311 Me | Me | Me | N(Me) Ph CH,C(Me). Me (R)-
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v-312 Me | Et Me | N(Me) Ph CH-.C(Me) Me racemic
IV-313 Me | Et | Me | N(Me) Ph CH.C(Me)» Me R)-
IV-314 Me | Me | Me |NH Ph CH.C(Me). CHF, | racemic
1V-315 Me | Me | Me | NH Ph CH,C(Me). CHF> | (R)-
IV-316 Me |Et |Me |NH Ph CH.C(Me); CHF-, | racemic
1V-317 Me | Et | Me [NH Ph CH,.C(Me), CHF, | (R)-
Iv-318 Me | Me | Me | N(Me) Ph CH-C(Me), CHF- | racemic
IV-319 Me | Me | Me | N(Me) Ph CH,C(Me) CHF. | (R)-
1Vv-320 Me | Et Me | N(Me) Ph CH-C(Me). CHF. | racemic
Iv-321 Me | Et | Me | N(Me) Ph CH.C(Me)~ CHF. | (R)-
1V-322 Me | Me |Me [ NH Ph CH.C(Me), Et racemic
IV-323 Me |Me [Me [NH Ph CH-C(Me). Et (R)-
IV-324 Me | Et Me | NH Ph CH-C(Me). Et racemic
IV-325 Me |Et |Me |NH Ph CH.C(Me). Et (R)-
IV-326 Me | Me | Me | N(Me) Ph CH-C(Me)- Et racemic
1v-327 Me | Me | Me | N(Me) Ph CH-C(Me), Et (R)-
V-328 Me | Et | Me | N(Me) Ph CH,C(Me), Et racemic
1V-329 Me | Et | Me | N(Me) Ph CH-C(Me)» Et (R)-
IV-330 Me | Me |Me | NH Ph CH-C(Me)» iPr racemic
1V-331 Me |Me |Me | NH Ph CH.C(Me), iPr (R)-
TV-332 Me |Et | Me | NH Ph CH-C(Me)- iPr racemic
IV-333 Me |Et |Me |NH Ph CH.C(Me), iPr R)-
1v-334 Me | Me | Me | N(Me) Ph CH,C(Me), iPr racemic
IV-335 Me | Me | Me | N(Me) Ph CH,C(Me), iPr (R)~
IV-336 Me | Et Me | N(Me) Ph CH-.C(Me)- iPr racemic
IV-337 Me | Et | Me | N(Me) Ph CH.C(Me), iPr (R)—
IV-338 Me |Me | Me | NH Ph CH,C(Me), cPr racemic
IV-339 Me | Me [ Me | NH Ph CH,C(Me). cPr (R)-
TV-340 Me | Et Me | NH Ph CH.C(Me), cPr racemic
IV-341 Me | Et |Me | NH Ph CH-.C(Me), | cPr R)-
IV-342 Me | Me | Me | N(Me) Ph CH,C(Me), cPr racemic
1V-343 Me |Me |Me |N(Me) |Ph CH,C(Me), | cPr (R)-
IV-344 Me | Et Me | N(Me) Ph CH.C(Me), cPr racemic
1V-345 Me | Et | Me | N(Me) Ph CH.C(Me), cPr (R)-
IV-346 Me | Me [ Me | NH Ph CH,C(Me). Ph racemic
IV-347 Me (| Me |Me | NH Ph CH-C(Me)» Ph (R)-
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1V-348 Me | Et Me | NH Ph CH-.C(Me), Ph racemic
1V-349 Me |[Et | Me |NH Ph CH,C(Me). Ph (R)-
IV-350 Me | Me | Me | N(Me) Ph CH-.C(Me), Ph racemic
[0086] [Table 71]
(1Vv)
](\ZIZTnpound R! R R L2 R* L3 RS g;rllfigura
IV-351 Me | Me | Me | N(Me) Ph CH-C(Me), Ph (R)-
IV-352 Me | Et Me | N(Me) Ph CH.C(Me), Ph racemic
IV-353 Me | Et Me | N(Me) Ph CH.C(Me); Ph R)-
1V-354 Me |Me [Me | NH Ph C(Me).CH, H racemic
IV-355 Me |Me [Me |NH Ph C(Me),CH. H (S)-
IV-356 Me | Et Me | NH Ph C(Me),CH- H racemic
IV-357 Me | Et Me | NH Ph C(Me).CH, H (S)-
TV-358 Me | Me | Me | N(Me) Ph C(Me),CH. H racemic
IV-359 Me | Me | Me | N(Me) Ph C(Me).CH; H (S)-
1V-360 Me | Et Me | N(Me) Ph C(Me),CH, H racemic
IV-361 Me | Et Me | N(Me) Ph C(Me),CHa H (S)-
IV-362 Me | Me | Me | NH Ph CF.CH; H racemic
1V-363 Me | Me | Me | NH Ph CF.CH, H (S)-
IV-364 Me | Et Me | NH Ph CF-CH- H racemic
IV-365 Me | Et Me | NH Ph CF,CH- H (8)-
IV-366 Me | Me | Me | N(Me) Ph CF-CH- H racemic
IV-367 Me | Me | Me | N(Me) Ph CF,CH, H (S)-
1V-368 Me | Et Me | N(Me) Ph CF.CH; H racemic
1V-369 Me | Et Me | N(Me) Ph CF,CH, H (S)-
IV-370 Me |Me | Me | NH Ph CH=CHCH, | H racemic
IV-371 Me | Me | Me | NH Ph CH=CHCH, |H (S)-
IV-372 Me | Et Me | NH Ph CH=CHCH, | H racemic
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IV-373 Me |Et |Me | NH Ph | CH=CHCH. H (S)-

IV-374 Me | Me | Me | N(Me) Ph CH=CHCH; |H racemic

V-375 Me |Me |Me | N(Me) |Ph | CH=CHCH. 'H (S)-

V-376 Me |Et |Me |N(Me) |Ph |CH=CHCH, |H racemic

IV-377 Me |Et |Me |N(Me) |Ph |CH=CHCH. |H (S)-

1V-378 Me | Me | Me | NH Ph C=CCH. H racemic

V-379 Me |Me |Me |NH Ph | C=CCH: H (S)-

IV-380 Me | Et Me | NH Ph C=CCH., H racemic

IV-381 Me |Et |Me |NH Ph | C=CCH. H (S)-

1V-382 Me | Me | Me | N(Me) Ph C=CCH; H racemic

IV-383 Me | Me | Me |N(Me) |Ph |C=CCHs H (S)-

IV-384 Me | Et Me | N(Me) Ph C=CCH, H racemic

1V-385 Me |Et |Me |N(Me) |Ph | C=CCH, H (S)-

IV-386 Me |Me |Me | NH pph | Ll-Cyclopro 1y racemic
pylene

1V-387 Me |Me | Me | NH pp | 1-1-Cyclopro | oy (S)-
pylene

IV-388 Me |Et |Me | NH pp | L1-Cyelopro | g racemic
pylene

IV-389 Me |Et |Me | NH pp | L1-Cyelopro |y (S)-
pylene

V-390 Me |Me | Me | NMe) |pn | L1-Cyelopro |y racemic
pylene

1V-391 Me |Me |Me {N(Me) |Ph 1.1-Cyclopro | (S)-
pylene

1V-392 Me |Et | Me |NMe) |ph | Ll-Gyelopro iy racemic
pylene

1V-393 Me | Et |Me |N(Me) |Ph 11-Cyclopro | 4, (S)-
pylene

V-394 Me |Me |Me | NH pn | L2Cyclopro | 4y racemic
pynylene

1V-395 Me | Me | Me | NH ph | L2Cyelopro | (S)-
pynylene

IV-396 Me | Et |Me |NH Ph 1,2-Cyclopro | racemic
pynylene

1V-397 Me |Et |Me | NH pp | 2Cyclopro |y (S)-
pynylene

IV-398 Me |Me | Me | N(Me) |Ph 1,2-Cyclopro | ) racemic
pynylene

1V-399 Me | Me |Me |NMe) |ph | LZCyelopro |y (S)-
pynylene

IV-400 Me |Et |Me |N(Me) |Ph 1,2-Cyclopro racemic
pynylene

157



[0087] [Table 72]

CA 02966164 2017-04~27

FP15-0549-00

(1v)

I(\Z;fnpc)und R R R |12 R* 13 RS t(ll ;)::ﬁgura
IV-401 Me |Et |Me |N(Me) |Ph ;yznjg rclle"p“’ H (S)-
IV-402 Me | Me | Me | NH Ph C(=0) H racemic
IV-403 Me | Me |Me | NH Ph C(=0) H S)-
Iv-404 Me |Et |Me |NH Ph C(=0) H racemic
IV-405 Me |Et |Me |NH Ph C(=0) H (5)-
IvV-406 Me | Me | Me | N(Me) Ph CE=D) H racemic
1V-407 Me | Me | Me | N(Me) Ph C(=0) H (S)-
1V-408 Me | Et Me | N(Me) Ph C(=0) H racemic
IV-409 Me | Et |Me | N(Me) Ph C(=0) H (S)-
1v-410 Me | Me |Me |NH Ph C(=0) Bn racemic
IV-411 Me | Me | Me | NH Ph C(=0) Bn (S)-
Iv-412 Me | Et Me | NH Ph C(=0) Bn racemic
Iv-413 Me | Et |Me |NH Ph C(=0) Bn (S)-
Iv-414 Me | Me | Me | N(Me) Ph C(=0) Bn racemic
IV-415 Me | Me | Me | N(Me) Ph CE=0) Bn (5)-
Iv-416 Me | Et Me | N(Me) Ph C(=0) Bn racemic
1V-417 Me |Et |[Me |N(Me) |Ph C(=0) Bn (S)-
Iv-418 Me | Me |Me | NH Ph CF=0) Me racemic
IV-419 Me | Me | Me | NH Ph C(=0) Me (5)-
1v-420 Me | Et Me | NH Ph C(=0) Me racemic
Iv-421 Me |Et |[Me | NH Ph C=0) Me (S)-
IV-422 Me | Me [ Me | N(Me) Ph C(=0) Me racemic
1V-423 Me [Me | Me | N(Me) Ph C(=0) Me (S)-
IvV-424 Me [ Et [ Me | N(Me) Ph C(=0) Me racemic
IV-425 Me | Et |Me | N(Me) Ph C(=0) Me (S)
1v-426 Me (Me | Me | NH Ph CH(Me) H racemic
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Iv-427 Me |Me |Me | NH Ph CH(Me) H (S)-
1V-428 Me | Et Me | NH Ph CH(Me) H racemic
1v-429 Me |Et |Me |NH Ph CH(Me) H (S)-
1V-430 Me | Me | Me | NH Ph CH(@GPr) H racemic
1v-431 Me | Me [Me | NH Ph CH(iPr) H (S)-
1v-432 Me | Et Me | NH Ph CH(iPr) H racemic
IV-433 Me | Et |Me |NH Ph CH(iPr) H (S)-
1v-434 Me |Me |Me [ NH Ph CH(Ph) H racemic
1V-435 Me |Me [Me [ NH Ph CH(Ph) H (8)-
1V-436 Me | Et Me | NH Ph CH(Ph) H racemic
IV-437 Me |Et |Me [NH Ph CH(Ph) H (8)-
Iv-438 Me | Me | Me [ NH H CH- H
TV-439 Me |Et |Me | NH H CH- H
IV-440 Me | Me | Me | N(Me) H CH- H
IV-441 Me | Et |Me [ N(Me) H CH- H
1v-442 Me | Me |Me |NH H CH(Me) H
1v-443 Me |Et |Me |[NH H CH(Me) H
IV-444 Me | Me | Me | N(Me) H CH(Me) H
1v-445 Me | Et Me | N(Me) H CH(Me) H
1V-446 Me | Me |Me | NH H CH(Pr) H
1V-447 Me | Et | Me | NH H CH(iPr) H
Iv-448 Me | Me | Me | N(Me) H CHQ@Pr) H
1V-449 Me | Et | Me | N(Me) H CH(iPr) H
1V-450 Me | Me | Me | NH H CH(Ph) H
[0088] [Table 73]
N o
o " N_%'—Z*ﬁ
NH L*-0
O?V ; RS (IV)
5
r3 R?
I(\Jli(())l"npound R R R |12 R L3 RS tCi?(c))rrllﬁ gura
IV-451] Me |Et |Me | NH H CH(Ph) H
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IV-452 Me | Me | Me | N(Me) H CH(Ph) H

IV-453 Me | Et | Me [ N(Me) H CH(Ph) H

Iv-454 Me |Me | Me | NH Me CH- H racemic
Iv-455 Me | Me | Me | NH Me CH, H S)
IV-456 Me | Et Me | NH Me CH- H racemic
IV-457 Me | Et Me | NH Me CH. H S)-
1V-458 Me |Me | Me | NH Me CH(Me) H racemic
1V-459 Me | Me | Me | NH Me CH(Me) H (S)-
IV-460 Me | Et Me | NH Me CH(Me) H racemic
V-461 Me | Et Me | NH Me CH(Me) H (S)-
1v-462 Me | Me | Me | NH Me CH(@iPr) H racemic
IV-463 Me |Me | Me | NH Me CH(iPr) H (8)-
1V-464 Me | Et Me | NH Me CH(Pr) H racemic
1V-465 Me [|Et |Me |NH Me CH(iPr) H (8)-
1V-466 Me | Me | Me | NH Me CH(Ph) H racemic
IV-467 Me |Me |Me | NH Me CH(Ph) H (S)-
IV-468 Me | Et Me | NH Me CH(Ph) H racemic
1V-469 Me [Et |[Me |NH Me CH(Ph) H S)-
1V-470 Me | Me | Me | N(Me) Me CH, H racemic
V-471 Me | Me | Me | N(Me) Me CH> H S
Iv-472 Me | Et Me | N(Me) Me CH H racemic
V-473 Me | Et | Me | N(Me) Me CH, H (S)-
IV-474 Me | Me | Me | NH iPr CH, H racemic
vV-475 Me [Me | Me | NH iPr CH, H (S)-
IV-476 Me | Et Me | NH iPr CH, H racemic
1vV-477 Me |Et |Me |NH iPr CH, H (8)-
1V-478 Me | Me | Me | NH iPr CH(Me) H racemic
1v-479 Me |Me |Me | NH iPr CH(Me) H (S)-
1V-480 Me | Et |Me | NH iPr CH(Me) H racemic
1V-481 Me [Et |[Me | NH iPr CH(Me) H (S)
TV-482 Me | Me | Me | NH iPr CH(iPr) H racemic
IV-483 Me |Me | Me | NH iPr CH(iPr) H (S)-
IV-484 Me | Et Me | NH iPr CH(iPr) H racemic
1V-485 Me [Et [Me |NH iPr CH(iPr) H (8)-
Iv-486 Me |Me | Me | NH iPr CH(Ph) H racemic
1v-487 Me | Me [Me | NH iPr CH(Ph) H (S)-
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TV-488 Me | Et Me | NH iPr CH(Ph) H racentic
IV-489 Me |Et |Me |NH iPr | CH(Ph) H (S
1V-490 Me | Me | Me | N(Me) iPr CH, H racemic
IV-491 Me |Me |Me |N(Me) |iPr |CH, H (S
TV-492 Me | Et Me | N(Me) iPr CH-» H racemic
V-493 Me |Et |Me |NMe) |iPr |CH, H (S)-
1V-494 Me | Me | Me | NH cHex | CH» H racemic
1V-495 Me {Me | Me | NH cHex | CH; H (S)-
1V-496 Me | Et Me | NH ¢Hex | CH» H racemic
1V-497 Me |Et |Me |NH cHex | CH, H (S)-
IV-498 Me | Me | Me | N(Me) cHex | CH- H racemic
IV-499 Me |Me |Me |NMe) |cHex | CH. H (S)-
IV-500 Me | Et Me | N(Me) cHex | CH» H racemic
[0089] [Table 74]
(I1Vv)
Compound R' |R? |R® 1.2 R* L3 RS Cpnﬁgura
No. tion
1V-501 Me |Et |Me |N(Me) |cHex CH. |H (S)-
IV-502 Me |Me |Me |NH ii’g‘;nmdmx CH: |H | racemic
IV-503 Me |Me |Me |NH 1.3-Benzodiox |~y |y | (s)-
ol-4-yl
1V-504 Me |Et |Me |NH (])iziinz"d“’" CH. |H |racemic
1V-505 Me | Et |Me |NH 1.3-Benzodiox | oy | (S)-
ol-4-yl

1V-506 Me | Me | Me |N(Me) cl)ifginz"d’ox CH. |H | racemic
IV-507 Me | Me | Me | N(Me) éﬁi‘jmd‘ox cH, |H | ()
IV-508 Me |Et |Me |NMe) éifj_?’;inz"d“’x CH. |H | racemic
1V-509 Me |Et |Me |NMe) (l)f’;iﬁ“‘z"d“’x CH, |H | (S):
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IV-510 Me | Me | Me |NH 2-F-Ph CH. 'H racemic
IV-511 Me | Me |Me |NH 2-F-Ph CH,. H (S)-
IV-512 Me | Et Me |[NH 2-F-Ph CH, |H racemic
IV-513 Me |Et | Me |NH 2-F-Ph CH, |H (8)-
IvV-514 Me | Me | Me | N(Me) 2-F-Ph CH, |H racemic
IvV-515 Me | Me | Me | N(Me) |[2-F-Ph CH. H (S)
IV-516 Me |Et |Me |N(Me) |[2-F-Ph CH, H racemic
Iv-517 Me |Et |[Me |N(Me) |2-F-Ph CH. |H Sy
IV-518 Me | Me | Me | NH 3-F-Ph CH- |H racemic
IV-519 Me | Me | Me |NH 3-F-Ph CH, ' H (S)-
IV-520 Me | Et Me | NH 3-F-Ph CH, H racemic
v-521 Me | Et Me | NH 3-F-Ph CH, |H (S)-
Iv-522 Me | Me | Me | N(Me) 3-F-Ph CH, | H racemic
IV-523 Me | Me | Me | N(Me) 3-F-Ph CH, |H (5)-
1V-524 Me | Et Me | N(Me) 3-F-Ph CH. | H racemic
Iv-525 Me | Et | Me | N(Me) 3-F-Ph CH, |H (S)-
IV-526 Me |Me | Me | NH 4-F-Ph CH, 'H racemic
Iv-527 Me | Me {Me |NH 4-F-Ph CH, | H (8)-
IV-528 Me | Et Me | NH 4-F-Ph CH, H racemic
IV-529 Me |Et | Me |NH 4-F-Ph CH. H (S)-
IV-530 Me | Me | Me | N(Me) 4-F-Ph CH, | H racemic
IV-531 Me | Me | Me | N(Me) |[4-F-Ph CH, | H (5)-
IV-532 Me | Et Me | N(Me) 4-F-Ph CH, | H racemic
IV-533 Me | Et Me | N(Me) | 4-F-Ph CH, |H (S)-
IV-534 Me | Me | Me [NH 2-Py CH, | H racemic
1V-535 Me | Me | Me | NH 2-Py CH, |H (S)-
IV-536 Me | Et Me | NH 2-Py CH, | H racemic
IV-537 Me |Et | Me |NH 2-Py CH, |H (S)-
IV-538 Me | Me | Me | N(Me) 2-Py CH. 'H racemic
1V-539 Me | Me | Me | N(Me) |2-Py CH, | H (S)-
1V-540 Me | Et Me | N(Me) 2-Py CH, | H racemic
1V-541 Me | Et |Me |NMe) |2-Py CH, |H (S)-
IV-542 Me {Me [ Me |NH 3-Py CH, ' H racemic
IV-543 Me |Me [ Me |NH 3-Py CH, | H (8)-
1V-544 Me | Et Me | NH 3-Py CH, ' H racemic
IV-545 Me |Et |Me | NH 3-Py CH; |H (S)-
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1V-546 Me | Me | Me | N(Me) 3-Py CH, |H racemic
1vV-547 Me | Me | Me | N(Me) 3-Py CH: |H (S)-
TV-548 Me | Et Me | N(Me) 3-Py CH, H racemic
1V-549 Me |Et | Me | N(Me) 3-Py CH, | H (S
TV-550 Me |Me | Me |NH 4-Py CH, |H racemic
[0090] [Table 75]

(1v)
I(\ZI«LC))rblrlpound R! R2 | RS |12 R L3 RS t(;g:l)ﬁgura
IV-551 Me | Me | Me | NH 4-Py CH, H (S)-
TV-552 Me | Et Me | NH 4-Py CH, H racemic
IV-553 Me | Et Me | NH 4-Py CHa H S)
1V-554 Me | Me | Me | N(Me) 4-Py CH, H racemic
TV-555 Me | Me | Me | N(Me) 4-Py CH, H (S)-
IV-556 Me | Et Me | N(Me) 4-Py CHa: H racemic
1V-557 Me | Et Me | N(Me) 4-Py CH, H (8)-
IV-558 Me | Me | Me | CH, Ph CH, H racemic
IV-559 Me | Me [Me | CH; Ph CH, H (8)-
IV-560 Me | Et Me | CH-» Ph CH» H racemic
1V-561 Me |Et |Me | CH, Ph CH, H (S)-
IV-562 Me | Me | Me | CH, Ph - H racemic
IV-563 Me | Me | Me | CH, Ph - H (5)-
1V-564 Me | Et Me | CH, Ph - H racemic
1V-565 Me | Et Me | CH; Ph - H (S)-
IV-566 Me | Me | Me { CH; Ph CH, Me racemic
IV-567 Me | Me |Me | CH, Ph CH, Me (8)-
1V-568 Me | Et Me | CH, Ph CHa Me racemic
IV-569 Me | Et Me | CH; Ph CH, Me (S)-
IV-570 Me | Me {Me | CH, Ph CH. CHF, | racemic
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IV-571 Me | Me | Me | CH: Ph CH- CHF, | (S)-
IV-572 Me | Me | Me | CH: Ph CH- Et racemic
IV-573 Me | Me |Me | CH: Ph CH: Et (S)-
IV-574 Me | Et Me | CH- Ph CH, Et racemic
IV-575 Me | Et Me | CH: Ph CH, Et (S)-
1V-576 Me | Me | Me | CH: Ph CH- cPr racemic
IV-577 Me | Me | Me | CH, Ph CH, cPr (S)-
IV-578 Me | Et Me | CH- Ph CH, cPr racemic
V-579 Me | Et Me | CH, Ph CH- cPr (S)-
IV-580 Me | Me |Me | CH. Ph CH, Ph racemic
IV-581 Me | Me | Me | CH- Ph CH, Ph (S)-
TV-582 Me | Et Me | CH- Ph CH- Ph racemic
IV-583 Me | Et Me | CH» Ph CH, Ph (S)-
IV-584 Me | Me | Me | CH: Ph C(Me), H racemic
IV-585 Me | Me | Me | CH- Ph CMe). |H (S)-
IV-586 Me | Et Me | CH: Ph CMe). | H racemic
IV-587 Me | Et Me | CH; Ph C(Me), | H (S)-
TV-588 Me | Me | Me | CHz Ph C(Me), | Me racemic
IV-589 Me Me |Me | CH: Ph C(Me). | Me (8)-
1V-590 Me | Et Me | CH; Ph C(Me). | Me racemic
IV-391 Me | Et Me | CH» Ph C(Me), | Me (S)-
IV-592 Me | Me | Me | CH; Ph C(Me), CHF- racemic
1V-593 Me | Me | Me | CH, Ph C(Me). | CHF, | (S)-
1V-594 Me | Me |Me |CH: Ph C(Me). | Et racemic
IV-595 Me | Me |Me | CH; Ph C(Me), | Et (S)-
IV-596 Me | Me [ Me | CH; Ph C(Me), cPr racemic
IV-597 Me | Me | Me | CH: Ph C(Me), | cPr (S)-
IV-598 Me | Me | Me | CH, Ph C(Me), | Ph racemic
IV-599 Me | Me |Me [CH: Ph C(Me), | Ph (S)-
1vV-600 Me | Me | Me | CH-» Ph (CHz)2 H racemic

[0091] [Table 76]
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(1v)

]%(())TTIPOUDd R! R2 R’ 12 R* E R’ S(())I]: figura
IV-601 Me | Me |Me CH: Ph | (CH>), H (8)-
1V-602 Me | Et Me | CH- Ph | (CH3): H racemic
V-603 Me | Et Me | CH- Ph | (CH:). H (S)-
1V-604 Me | Me | Me | CH: Ph (CH.)- Me racemic
IV-605 Me | Me | Me | CH» Ph | (CH:2): Me S)
IV-606 Me | Et Me | CH- Ph | (CH:) Me racemic
IV-607 Me |Et [Me | CH: Ph | (CHx): Me (S)-
IV-608 Me | Me | Me | CH: Ph | (CH.). CHF, | racemic
IV-609 Me | Me [Me | CH; Ph | (CHy) CHF, | (8)-
IV-610 Me | Me [Me | CH: Ph | (CH.), Et racemic
IV-611 Me | Me | Me | CH» Ph | (CHy): Et (5
v-612 Me | Me |[Me | CH; Ph | (CH)): cPr racemic
1V-613 Me |Me [Me | CH- Ph | (CH.). cPr (S)-
1vV-614 Me | Me | Me | CH: Ph | (CH)- Ph racemic
IV-615 Me | Me [Me | CH; Ph | (CH2): Ph (S)-
IV-616 Me | Me | Me | CH, Ph CH.C(Me), H racemic
IV-617 Me | Me [ Me  CH; Ph | CH.C(Me), H (S)-
V-618 Me | Et Me | CH: Ph | CH-C(Me)- H racemic
TV-619 Me |Et |Me | CH, Ph | CH-C(Me). | H (S)-
IV-620 Me | Me { Me | CH; Ph | CH.C(Me): Me racemic
1V-621 Me |Me |Me |CH; Ph | CH.C(Me): |Me | (S)-
1V-622 Me | Et Me | CH» Ph | CH.C(Me)- Me racemic
1V-623 Me |Et | Me | CH; Ph | CH,C(Me), Me (S)
TV-624 Me | Me | Me | CH, Ph CH-C(Me), CHF- | racemic
IV-625 Me | Me [Me | CH» Ph | CH,C(Me). CHF; | (S)-
IV-626 Me | Me | Me | CH; Ph | CH.C(Me), Et racemic
V-627 Me | Me | Me | CH; Ph | CH.C(Me): Et (S)-
1V-628 Me | Me | Me | CH- Ph | CH-C(Me), cPr racemic
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IV-629 Me | Me | Me | CH- Ph CH-C(Me)~ cPr (5)-

IV-630 Me | Me | Me | CH; Ph | CH.C(Me)- Ph racemic

IV-631 Me | Me | Me | CH; Ph CH-C(Me), Ph (S)-

IV-632 Me [ Me | Me - Ph | CH; H racemic

IV-633 Me | Me [Me | - Ph | CH» H (S)-

1V-634 Me [ Me [Me | - Ph | CH» Me racemic

IV-635 Me | Me [ Me | - Ph CH; Me (S)-

IV-636 Me | Me | Me  CH=CH Ph | CH- H racemic

IV-637 Me | Me | Me | CH=CH Ph CH, H (S)-

IV-638 Me | Me | Me | CH=CH Ph CH, Me racemic

IV-639 Me | Me | Me | CH=CH Ph CH: Me (S)-

IV-640 Me | Me | Me | C=C Ph | CH- H racemic

IV-641 Me | Me [ Me | C=C Ph CH, H (S)-

V-642 Me | Me [ Me | C=C Ph | CH: Me racemic

IV-643 Me | Me | Me | C=C Ph CH- Me (S)-
2.

IV-644 Me |Me |Me | 2-Cvelopr | oy oy, H | racemic
opylene

IV-645 Me |Me |Me | 12OYelopr | oy | oy, H |-
opylene

IV-646 Me | Me | Me | L2CY€loPT oy oy, Me | racemic
opylene

IV-647 Me |Me | Me | 12CY€loPr | py | oy, Me | (S)-
opylene

IV-648 Me | Me | Me | 12"CYelopr | op heopy, H racemic
opynylene

1V-649 Me |Me |Me | 2CYCloPT | py oy, H |-
opynylene

IV-650 Me | Me | Me 1,2-Cyclopr Ph CH- Me racemic
opynylene

IV-651 Me | Me |Me | 12C¥EIoPT | py | op, Me | (S)»-
opynylene

[0092] [Table 77]

N o)
4
N | N—(z R
o L2
NH L3-0
RS (IV)
R‘l
5
R3 R2
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TC\l](();npound R IR R 12 R L3 RS t(i:(())r?ﬁgura
IV-652 Me |Me [Me | O Ph C(Me).CH, H racemic
IV-653 Me [ Me |Me |O Ph C(Me).CH- H G
IV-654 Me | Me |Me O Ph C(Me).CH. H )
IV-655 Me | Et Me [O Ph C(Me)-CH- H racemic
IV-656 Me | Et Me (O Ph C(Me).CH. H )
IV-657 Me | Et Me [O Ph C(Me).CH» H O]
TV-658 Me |Me [Me | O Ph C(Me).CH- Me racemic
IV-659 Me |Me [Me | O Ph C(Me),CH, Me (+)
IV-660 Me |Me [Me | O Ph C(Me).CH, Me )
IV-661 Me | Et Me | O Ph C(Me).CH, Me racemic
TV-662 Me | Et Me | O Ph C(Me).CH: Me +)
IV-663 Me | Et Me | O Ph C(Me).CH, Me (-)
IV-664 Me |Me [Me |O Ph C(Me),CH- CHF, racemic
IV-665 Me | Me | Me |O Ph C(Me),CH, CHF, | (%)
IV-666 Me | Me {Me |O Ph C(Me),CH, CHF, | ()
IV-667 Me {Me {Me | O Ph C(Me),CH-» Et racemic
IV-668 Me | Me |Me |O Ph C(Me).CH, Et )
IV-669 Me |Me [Me |O Ph C(Me),CH, Et )
IV-670 Me |Me [Me (O H CH(Ph) H

1V-671 Me | Et Me (O H CH(Ph) H

1V-672 Me |Me |Me [NH |Ph C(Me)CH- H )
IV-673 Me |Me [Me [NH |Ph C(Me),CH, H )
IV-674 Me | Et Me (NH |Ph C(Me)-.CH» H +)
1V-675 Me | Et Me |NH |Ph C(Me),CHa» H ¢-)
V-676 Me | Me [Me [ NH Ph C(Me).CH- Me racemic
IV-677 Me [ Me |Me | NH | Ph C(Me),CH>» Me (+)
1V-678 Me | Me | Me | NH Ph C(Me).CH; Me -)
1V-679 Me | Et Me [ NH | Ph C(Me)-CH» Me racemic
IV-680 Me |Et |Me |[NH |Ph C(Me),CH, Me )
IV-681 Me |Et [Me |NH |Ph C(Me),CH» Me )
IV-682 Me |Me [Me |NH | Ph C(Me).CH; CHF- racemic
IV-683 Me {Me |Me {NH | Ph C(Me),CH- CHF. | (")
IV-684 Me |Me |Me {NH |Ph C(Me)CH, CHF, | ()
IV-685 Me | Ex Me {NH | Ph C(Me)-CH- CHF, | racemic
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IV-686 Me |[Et |Me |NH |Ph C(Me)-CH- CHF, | ()
IV-687 Me |Et |Me [NH |Ph C(Me).CH» CHF, | (-)
IV-688 Me | Me |Me [NH |Ph C(Me).CH, Et racemic
IV-689 Me {Me [Me |[NH |Ph C(Me).CH- Et +)
IV-690 Me |Me {Me |NH |Ph C(Me)-CH, Et )
IV-691 Me | Et Me |NH |Ph C(Me).CH- Et racemic
IV-692 Me |Et |Me |[NH |Ph C(Me).CH, Et )
IV-693 Me |Et |Me |NH |Ph C(Me)-CH» Et “)
IV-694 Me | Me | Me | NH Ph C(Me)-CH, iPr racemic
IV-695 Me [ Me |Me |NH |Ph C(Me)-CH, iPr "
1V-696 Me {Me |Me [NH |Ph C(Me)-CH» iPr )
IV-697 Me | Et Me | NH Ph C(Me).CH- iPr racemic
TV-698 Me |Et {Me |NH |Ph C(Me).CH, iPr "
IV-699 Me |Et {Me [NH |Ph C(Me)-CH.» iPr )
V-700 Me |Me [Me [NH |Ph C(Me)-CH, cPr racemic
1V-701 Me |Me [Me |NH | Ph C(Me)-CH, cPr (+)
[0093] [Table 78]
(1v)
Compound R' IR |R® 12 R4 L3 RS (;onﬁgura
No. tion
1vV-702 Me | Me | Me | NH Ph C(Me),CH, cPr -)
IV-703 Me | Et Me | NH Ph C(Me),CH, cPr racemic
IV-704 Me |Et |Me |NH |Ph C(Me)-CH, cPr -t
IV-705 Me |Et [Me [NH |Ph C(Me).CH: cPr )
1V-706 Me |Me [Me |NH |ph | LLUCYCIOPrORYIEn |y pocemic
IV-707 Me |Me |Me |NH |Ph el; éﬁyd"pmpyle“ H )
IV-708 Me |Me |Me |NH |Ph ;&Sy clopropylen | 4 )
V-709 Me [|Et |Me {NH |Ph 1,1-Cyclopropylen | H racemic

168



CA 02966164 2017-04~27

FP15-0549-00

e-CHg
. 1,1-Cyclopropylen
1V-710 Me |Et |Me [NH |Ph | H |
IV-711 Me |Et |Me |NH |Ph ;:lc'gyd"pmpy'e" H )
IV-712 Me |Me |Me |NH |ph | LUSYSIOPOPYIN e racemic
IV-713 Me |Me |Me |NH |Ph ilcgv clopropylen | nre | (4
V-714 Me |Me |Me |NH |Ph ;égy clopropylen | e |
IV-715 Me |Et |Me |NH |Ph ;ié‘gyd"pmpy]en Me | racemic
IV-716 Me |Et |[Me |NH |Ph ;égy clopropylen | y1o | (+)
V-717 Me |Et |Me |NH |Ph ijlc'gyd"pmpy]e“ Me | ()
IV-718 Me |Me [Me |NH |Ph féllfyd"b“‘yle”e H | racemic
IV-719 Me |Me [Me |NH [ph | lOvelobusiene g f
IV-720 Me |Me |Me |NH |Ph .Iélﬁc-‘/ clobutylene | |
V-721 Me [Et |Me |NH |ph | LIPSy pcemic
1V-722 Me [Et |Me |NH |Ph féﬁcydowylene H |
IV-723 Me |Et |Me |NH |Ph _’élk‘{cyd‘”b“tyle“e H O
IV-724 Me |Me |Me |NH |ph | LIVl fe  pcemic
IV-725 Me |Me |Me |NH |Ph IC]HCY clobutylene | \ro | 4y
IV-726 Me |Me |Me |NH | pn | LlCyelobuwlene e i,
1V-727 Me |Et |Me |NH [pn | lhovelobutien v mcemic

o 2
1V-728 Me |Et |Me |NH |Ph lél};cyd"b“tylene Me | (+)

- 2
IV-729 Me |Et |Me |NH |Ph ]g}'lcyd"b“tylene Me | ()

- 2
IV-730 Me | Me | Me | NH Ph C(Et).CH. H racemic
IV-731 Me |Me {Me |NH |[Ph | C(ED.CH, H | )
1V-732 Me |Me |Me [NH |Ph | C(E).CH. H |©
1V-733 Me | Et Me | NH Ph C(Et),CH, H racemic
1V-734 Me |Et |Me |NH |Ph | C(E).CH; H | (®
IV-735 Me |Et |Me |NH |[Ph | C(EV.CH. H ()
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TV-736 Me {Me | Me | NH Ph C(EtH).CH, Me racemic
IV-737 Me |Me |Me |NH |Ph | C(ED-CH, Me | (+)
IV-738 Me {Me |Me |NH |[Ph | C(Et):.CH, Me | ()
IV-739 Me | Et Me | NH Ph C(Et)-.CH: Me racemic
IV-740 Me |Et |Me |NH |[Ph | C(Et):CH. Me | (+)
TV-741 Me |Et |Me |NH |Ph | C(Et).CH, Me |()
1V-742 Me |Me |Me |NH |pn | CHel.1-Cyclopro | racemic
pylene
IV-743 Me |Me |Me |Nu |pn | CHzlD-Cyclopro |y gy
pylene
1V-744 Me |Et |Me |NH |ph | CHzL1-Cyclopro |, racemic
pylene
IV-745 Me |Et |Me |NH |ph | CHel1-Cyclopro |4 (R)-
pylene
IV-746 Me |Me |Me |NH |pn | CHzbLI-Cyelopro o cemic
pylene
1V-747 Me |Me |Me |NH |pn | CHeDLl-Cyclopro | gy
pylene
1V-748 Me |Et |Me |NH |[pn | CHL1-Cyclopro |y | cemic
pylene
IV-749 Me |Et |Me |Nu |pn | CHLI-Cyclopro gy
pylene
IV-750 Me |Me |Me |NH |pn | CHall-cyclobut | racemic
ylene
vV-751 Me [Me |Me |NH |ph | CHelsl-cyclobut | b R)-
ylene
[0094] [Table 79]
N o
’ 4
N [ N , R
o L2
NH L3O
. R® (IV)
s&(R
Rs/ R2
Compound R! R? | R® L2 R* L RS Qonﬁgura
No. tion
IV-752 Me |Et |Me |NH |Ph S:;']J'Cyd"b“ty H | racemic
V753 Me |Ft |Me |NH |Ph ](é‘:;'l’l'cycl"b“ty H | ®)-
IV-754 Me |Me |Me |NH |Ph Esé"’]'cyd"b“ty Me | racemic
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IV-755 Me |Me |Me |NH |Ph ﬁggl’l'cyd"b“ty Me |(R)-
IV-756 Me |Et |Me |NH | Ph IC;II;I;—I,I-cyclobuty Me | racemic
IV-757 Me |Et |Me |NH |Ph g:;‘l’l'cydobmy Me | ®)-
TV-758 Me | Me | Me | NH Ph CH.C(Et)» H racemic
IV-759 Me | Me | Me |[NH Ph CH-C(Et)2 H (R)-
V-760 Me | Et Me [NH | Ph CH-C(Et)» H racemic
IV-761 Me | Et Me | NH Ph CH,C(Et), H R)-
IV-762 Me | Me | Me | NH Ph CH,C(Et), Me racemic
IV-763 Me | Me | Me | NH Ph CH,C(Ft), Me (R)-
IV-764 Me | Et Me | NH Ph CH-C(Et)2 Me racemic
1V-765 Me | Et Me | NH Ph CH.C(Et); Me (R)-
TV-766 Me | Me | Me |[NH Ph (R)-CH(Me) H (8)-
IV-767 Me |Me |Me |NH |Ph | (S)-CH(Me) H | (-
IV-768 Me |Et |Me |NH |Ph | (R-CH(Me) H |-
IV-769 Me | Et Me | NH Ph (S)-CH(Me) H (S)-
IV-770 Me |Me |Me |NH |Ph | (R)-CH(Pr) H | (S)-
IV-771 Me |Me |Me |NH |Ph | (S)-CH(Pr) H | (S
V-772 Me | Et |Me |NH |Ph | (R)-CH(Pr) H | (S)-
1V-7173 Me | Et Me [ NH Ph (S)-CH(@Pr) H (8)-
IV-774 Me | Me | Me | NH Ph (R)-CH(Ph) H (S)-
IV-775 Me | Me | Me |NH Ph (S)-CH(Ph) H (S)-
IV-776 Me |Et |Me |NH |Ph | (R-CH(Ph) H | (S)»
IvV-777 Me | Et Me | NH Ph (S)-CH(Ph) H (S)-
IV-778 Me |Me |Me |NH |H | (R-CHMe) H

IV-779 Me | Me | Me | NH H (S)-CH(Me) H

IV-780 Me | Et Me | NH H (R)-CH(Me) H

IV-781 Me | Et Me | NH H (S)-CH(Me) H

TV-782 Me |Me |Me |NH |H | (R-CH(iPr) H

TV-783 Me | Me | Me | NH H (S)-CH(Pr) H

IV-784 Me | Et Me [ NH H (R)-CH(iPr) H

IV-785 Me | Et Me | NH H (S)-CH(@iPr) H

IV-786 Me |Me |Me |NH |H | (R)-CH(Ph) H

IvV-787 Me | Me |Me | NH H (S)-CH(Ph) H

TV-788 Me |Et |Me |NH |H | (R-CH(Ph) H
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IV-789 Me |Et |Me [NH H (S)-CH(Ph) H

IV-790 Me |Me |Me |NH | Me (R)-CH(Me) H (8)-
IV-791 Me | Me |Me |NH | Me (S)-CH(Me) H (S)-
IV-792 Me |Et |Me |NH | Me (R)-CH(Me) H (S)-
IV-793 Me |Et |Me |[NH |Me (S)-CH(Me) H (8)
1V-794 Me Me {Me |NH | Me (R)-CH(iPr) H (S)
IV-795 Me | Me |Me [NH | Me (S)-CH(iPr) H (S)-
IV-796 Me [Et |Me |[NH | Me (R)-CH(iPr) H (S)-
IvV-797 Me |Et |Me |NH | Me (S)-CH(iPr) H 8)
TV-798 Me |Me |Me |[NH [ Me (R)-CH(Ph) H (S)-
IV-799 Me |[Me |Me [NH | Me (S)-CH(Ph) H (S)-
IV-800 Me {Et |Me |NH | Me (R)-CH(Ph) H S
V-801 Me |Et [Me |NH | Me (S)-CH(Ph) (S)-
[0095] [Table 80]

(1v)

IC\JI(z:npound R' IR IR |12 R L? RS gg:ﬁgura
IV-802 Me | Me | Me | NH iPr CH. Me racemic
1V-803 Me | Me [ Me |NH iPr CH, Me (5)-
V-804 Me | Et Me |[NH iPr CH. Me racemic
IV-805 Me | Et Me | NH iPr CH, Me (S)-
IV-806 Me | Me | Me |NH iPr (CH>)- H racemic
Iv-807 Me | Me | Me | NH iPr (CHz), H (R)-
V-808 Me | Et Me | NH iPr (CHz): H racemic
IV-809 Me |Et |Me [NH iPr (CH>)- H (R)-
IV-810 Me | Me |Me |NH iPr (CH,)- Me racemic
1V-811 Me | Me | Me |NH iPr (CH.), Me (R)-
1V-812 Me |Et |Me |NH iPr (CH»), Me racemic
IV-813 Me |Et | Me |NH iPr (CH»)» Me R)-
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IV-814 Me | Me | Me |NH iPr CH-C(Me). H racemic
IV-815 Me | Me |Me | NH iPr CH-C(Me): H (R)-
IV-816 Me | Et Me | NH iPr CH-C(Me) H racemic
IV-817 Me | Et Me | NH iPr CH.C(Me). H (R)-
Iv-818 Me | Me | Me |NH iPr CH.C(Me). Me racemic
1V-819 Me | Me |Me |NH iPr CH,C(Me), Me (R)-
IV-820 Me | Et Me | NH iPr CH-C(Me), Me racemic
1v-821 Me |Et |Me |NH iPr CH.C(Me): Me (R)-
Iv-822 Me |Me | Me |NH iPr C(Me).CH- H racemic
IV-823 Me |Me | Me | NH iPr C(Me),CH; H -+)
Iv-824 Me | Me | Me | NH iPr C(Me).CHz H -)
IV-825 Me | Et Me | NH iPr C(Me).CH- H racemic
IV-826 Me | Et Me |NH iPr C(Me).CH» H +)
1v-827 Me | Et Me |NH iPr C(Me).CH- H -)
1V-828 Me | Me | Me | NH iPr C(Me).CH- Me racemic
IV-829 Me |Me | Me | NH iPr C(Me)-.CH» Me &)
IV-830 Me | Me |Me |NH iPr C(Me).CH; Me -)
Iv-831 Me | Et Me | NH iPr C(Me).CH-» Me racemic
TV-832 Me |Et | Me |NH iPr C(Me).CH> Me "
IV-833 Me | Et Me |NH iPr C(Me).CHa Me )
IV-834 Me |Me | Me | NH iPr (R)-CH(Me) (S)
IV-835 Me | Me | Me |NH iPr (S)-CH(Me) | H (S)-
IV-836 Me | Et Me |NH iPr (R)-CH(Me) | H (8)-
IV-837 Me | Et Me |[NH iPr (S)-CH(Me) | H (S)
1V-838 Me | Me | Me | NH iPr (R)-CH(iPr) H (S)-
1V-839 Me | Me | Me | NH iPr (S)-CH(iPr) H (S)-
1V-840 Me | Et Me |NH iPr (R)-CH(iPr) H (S)-
IV-841 Me | Et Me | NH iPr (S)-CH(iPr) H (5)-
Iv-842 Me | Me | Me | NH iPr (R)-CH(Ph) H (S)-
1V-843 Me | Me | Me |NH iPr (S)-CH(Ph) H (S)-
1V-844 Me | Et Me | NH iPr (R)-CH(Ph) H (S)-
IV-845 Me | Et Me |[NH iPr (S)-CH(Ph) H (S)-
1V-846 Me | Me [ Me |NH CF; CH, H racemic
1V-847 Me | Me | Me | NH CF, CH; H (S)-
1V-848 Me | Et Me |[NH CF; CH- H racemic
1V-849 Me | Et Me |NH CF; CH, H (S)-

173



CA 02966164 2017-04~27

FP15-0549-00

V-850 Me | Me | Me | N(Me) CF; CH. H racemic
1V-851 Me | Me | Me | N(Me) CF; CHa, H (S)-
[0096] [Table 81]
(1V)
Yi(():npound R! R | R K R* L3 RS ggsﬁgura
1v-852 Me | Et Me | N(Me) | CF; CH> H racemic
IV-853 Me |Et |Me |NMe) | CF; CH: H (S)
1V-854 Me | Me | Me |NH CH-OH CH; H
1V-855 Me | Et Me | NH CH,OH CH- H
IV-856 Me | Me | Me | NH CH,OMe | CH» H racemic
IV-857 Me | Me | Me |NH CH,OMe | CHa H (R)-
IV-858 Me | Et Me | NH CH-OMe | CH- H racemic
IV-859 Me | Et |Me |NH CH,OMe | CH-» H (R)-
IV-860 Me | Me [ Me |NH CH:Ph CH, H racemic
Iv-861 Me | Me | Me | NH CH-Ph CH, H (R)-
TV-862 Me | Me |Me |NH CH-,Ph CH, H (S)-
1V-863 Me | Et Me | NH CH,Ph CH, H racemic
IV-864 Me | Et Me | NH CHPh CH, H (85)-
IV-865 Me | Me | Me |N(Me) | CH,Ph CH, H racemic
IV-866 Me |Me |Me |N(Me) | CHPh CH, H |(S)»
1V-867 Me | Et Me | N(Me) | CH-Ph CH, H racemic
1V-868 Me | Et Me | N(Me) | CH:Ph CH: H (5)-
1V-869 Me | Me | Me |NH 2-F-Ph CH- Me | racemic
1V-870 Me | Me | Me |NH 2-F-Ph CH, Me | (S)-
IV-871 Me | Et Me | NH 2-F-Ph CH; Me | racemic
1v-872 Me [Et |Me |NH 2-F-Ph CH; Me | (S)-
1V-873 Me | Me |Me |NH 2-F-Ph (CH,), H racemic
IV-874 Me | Me | Me | NH 2-F-Ph (CH>)- H (+)-
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1V-875 Me | Me | Me |NH 2-F-Ph (CH>)- H (-)
IV-876 Me |Et |[Me |NH 2-F-Ph (CH»)- H racemic
1vV-877 Me |Et |Me |NH 2-F-Ph (CH>): H (R)-
IV-878 Me | Me |Me |NH 2-F-Ph (CH.)» Me | racemic
1V-879 Me | Me | Me | NH 2-F-Ph (CH;), Me | (R)-
1V-880 Me | Et Me | NH 2-F-Ph (CHz)» Me | racemic
TV-881 Me [Et |Me |NH 2-F-Ph (CH>), Me | (R)-
1vV-882 Me | Me | Me | NH 2-F-Ph CH.C(Me). H racemic
1V-883 Me | Me | Me |NH 2-F-Ph CH;C(Me), H (R)-
1V-884 Me | Et Me | NH 2-F-Ph CH.C(Me), H racemic
IV-885 Me |Et |Me |NH 2-F-Ph CH-C(Me), H (R)-
1V-886 Me |Me | Me |NH 2-F-Ph CH-C(Me)» Me | racemic
IV-887 Me |Me | Me |NH 2-F-Ph CH-C(Me). Me | (R)-
TV-888 Me |Et |Me |NH 2-F-Ph CH-C(Me), Me | racemic
1V-889 Me | Et Me |[NH 2-F-Ph CHC(Me)- Me | (R)-
IV-890 Me |Me | Me | NH 2-F-Ph C(Me).CH: H racemic
IV-891 Me |Me |Me | NH 2-F-Ph C(Me).CH, H )
Iv-892 Me |Me [Me |NH 2-F-Ph C(Me).CH. H )
1V-893 Me | Et | Me | NH 2-F-Ph C(Me).CH- H racemic
1V-894 Me | Et Me | NH 2-F-Ph C(Me),CH, H )
Iv-895 Me |Et | Me |[NH 2-F-Ph C(Me).CH, H -)
1V-896 Me | Me | Me |NH 2-F-Ph C(Me)-CH, Me | racemic
1V-897 Me | Me {Me | NH 2-F-Ph C(Me).CH, Me | (#)
IV-898 Me | Me | Me | NH 2-F-Ph C(Me),CH, Me | (-)
TV-899 Me | Et Me | NH 2-F-Ph C(Me),CH; Me | racemic
TV-900 Me | Et Me | NH 2-F-Ph C(Me).CH, Me | (+)
1IV-901 Me | Et Me | NH 2-F-Ph C(Me),CH, Me | (-)
[0097] [Table 82]
N o
ﬁ~< 9y
o) L2~
NH -0
RS (IV)
5—R'
/ \R2

R3
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g(:'npound R R? R? L2 R* L3 RS g(());lﬁgura
V-902 Me [Me [ Me | NH 3-F-Ph (CH,)- H racemic
IV-903 Me |Me |Me | NH 3-F-Ph (CHz)- H (R)-
IV-904 Me | Et Me | NH 3-F-Ph (CH>). H racemic
IV-905 Me | Et Me | NH 3-F-Ph (CH>): H (R)-
1V-906 Me |Me |Me | NH 3-F-Ph (CHz): Me racemic
IV-907 Me | Me | Me |NH 3-F-Ph (CH>): Me (R)-
IV-908 Me {Et |Me | NH 3-F-Ph (CH>)- Me racemic
1V-909 Me |Et |Me | NH 3-F-Ph (CH>)- Me (R)-
IvV-910 Me | Me | Me | NH 3-F-Ph CH.C(Me), H racemic
IV-911 Me |Me { Me | NH 3-F-Ph CH,C(Me), H (R)-
1V-912 Me | Et Me | NH 3-F-Ph CH-C(Me), H racemic
IV-913 Me | Et Me | NH 3-F-Ph CH-C(Me). H (R)-
IV-914 Me |Me | Me |NH 3-F-Ph CH.C(Me). Me racemic
IV-915 Me |Me |Me | NH 3-F-Ph CH.C(Me). Me (R)-
IV-916 Me | Et Me | NH 3-F-Ph CH.C(Me). Me racemic
1V-917 Me | Et Me | NH 3-F-Ph CH.C(Me). Me R)-
IV-918 Me | Me |Me | NH 3-F-Ph C(Me)-CH., H racemic
IV-919 Me |Me |Me |NH 3-F-Ph C(Me).CH- H )
V-920 Me |Me |Me |NH 3-F-Ph C(Me),CH, H ¢
IV-921 Me | Et Me | NH 3-F-Ph C(Me),CH: H racemic
1v-922 Me | Et Me |NH 3-F-Ph C(Me),CH, H +)
V-923 Me | Et Me | NH 3-F-Ph C(Me),CH- H )
1V-924 Me | Me | Me | NH 3-F-Ph C(Me).CH, Me racemic
Iv-925 Me | Me | Me |NH 3-F-Ph C(Me).CH, Me +)
1V-926 Me | Me | Me |NH 3-F-Ph C(Me)CH, Me (-)
1v-927 Me | Et Me | NH 3-F-Ph C(Me).CH-» Me racemic
IV-928 Me | Et Me | NH 3-F-Ph C(Me).CH» Me )
1V-929 Me |Et | Me | NH 3-F-Ph C(Me),CHa» Me -)
1V-930 Me [ Me | Me | NH 4-F-Ph (CH,)2 H racemic
1V-931 Me {Me | Me |NH 4-F-Ph (CHa2)» H (R)-
1v-932 Me | Et Me | NH 4-F-Ph (CHz), H racemic
1V-933 Me | Et Me | NH 4-F-Ph (CHz)» H (R)-
IV-934 Me | Me | Me | NH 4-F-Ph (CHz) Me racemic
IV-935 Me |Me | Me | NH 4-F-Ph (CHy)» Me (R)-
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IV-936 Me | Et Me | NH 4-F-Ph (CHz)- Me racemic
IV-937 Me |Et {Me |NH 4-F-Ph (CH-), Me (R)-
IV-938 Me |Me | Me |NH 4-F-Ph CH.C(Me)- H racemic
IV-939 Me | Me |Me | NH 4-F-Ph CH.C(Me). H R)-
IV-940 Me | Et Me | NH 4-F-Ph CH-C(Me), H racemic
1V-941 Me | Et | Me |NH 4-F-Ph CH.C(Me), H (R)-
IV-942 Me | Me | Me | NH 4-F-Ph CH-C(Me), Me racemic
IV-943 Me | Me |Me |NH 4-F-Ph CH>C(Me)- Me (R)-
V-944 Me | Et Me | NH 4-F-Ph CH.C(Me). Me racemic
1V-945 Me | Et Me |[NH 4-F-Ph CH-C(Me), Me R)-
1V-946 Me | Me | Me | NH 4-F-Ph C(Me).CH, H racemic
1V-947 Me |Me |Me |NH 4-F-Ph C(Me).CH, H -
IV-948 Me | Me | Me | NH 4-F-Ph C(Me).CH, H -)
V-949 Me | Et Me | NH 4-F-Ph C(Me),CH- H racemic
IV-950 Me | Et Me | NH 4-F-Ph C(Me).CH, H )
IV-951 Me | Et Me | NH 4-F-Ph C(Me),CH, H )
[0098] [Table 83]
(1v)
L2 R* L3 RS Cpnﬁ gura
tion

NH 4-F-Ph C(Me),CH, Me | racemic

NH 4-F-Ph C(Me).CH, Me | (+)

NH 4-F-Ph C(Me)-CH; Me | (=)

NH 4-F-Ph C(Me).CH- Me | racemic

NH 4-F-Ph C(Me),CH, Me |(#)

NH | 4-F-Ph C(Me)-CH, | Me | (-)

NH 2-Cl-Ph CH H racemic
IV-959 Me | Me [Me | NH 2-CI-Ph CH, H (S)-
1V-960 Me | Et Me [ NH 2-CI-Ph CH: H racemic
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TV-961 Me | Et Me | NH 2-Cl-Ph CH; H (S)-
1V-962 Me | Me | Me | NH 2-Cl-Ph CH.» Me | racemic
1V-963 Me {Me |[Me |NH 2-Cl-Ph CH, Me | (S)-
IV-964 Me | Et Me | NH 2-Cl-Ph CH; Me | racemic
1V-965 Me | Et Me | NH 2-Cl-Ph CH; Me | (8)-
1V-966 Me | Me | Me | NH 2-Cl-Ph (CH>)- H racemic
IV-967 Me |{Me | Me | NH 2-Cl-Ph (CH>)» H R)-
IV-968 Me | Et Me | NH 2-Cl-Ph (CHy), H racemic
1V-969 Me |Et |Me |NH 2-Cl-Ph (CHz)2 H (R)-
IV-970 Me | Me |Me | NH 2-Cl-Ph (CH>): Me | racemic
1IV-971 Me | Me |Me |NH 2-Cl-Ph (CHy): Me | (R)-
IV-972 Me | Et Me | NH 2-Cl-Ph (CH-): Me | racemic
V-973 Me | Et Me | NH 2-Cl-Ph (CH>): Me | (R)-
IV-974 Me | Me | Me | NH 2-Cl-Ph CH.C(Me), H racemic
IV-975 Me | Me | Me | NH 2-Cl-Ph CH,.C(Me), H (R)-
IV-976 Me | Et Me | NH 2-Cl-Ph CH,.C(Me), H racemic
1V-977 Me | Et Me | NH 2-Cl-Ph CH,C(Me). H (R)-
1V-978 Me | Me |Me | NH 2-Cl-Ph CH-C(Me); Me | racemic
IV-979 Me |Me |Me | NH 2-C}-Ph CH,C(Me). Me | (R)-
IV-980 Me | Et Me | NH 2-C}-Ph CH.C(Me), Me | racemic
IV-981 Me | Et Me | NH 2-CI-Ph CH.C(Me)- Me | (R)-
1V-982 Me | Me | Me | NH 2-Cl1-Ph C(Me),CH, H racemic
1V-983 Me |Me |Me | NH 2-CI-Ph C(Me).CH, H )
1V-984 Me | Me | Me | NH 2-CI-Ph C(Me),CH, H -)
IV-985 Me | Et Me | NH 2-C1-Ph C(Me),CH, H racemic
1V-986 Me | Et Me | NH 2-Cl-Ph C(Me),CH; H +)
IvV-987 Me | Et Me | NH 2-Cl-Ph C(Me).CH, H ¢-)
TV-988 Me | Me [ Me | NH 2-C1-Ph C(Me).CH., Me | racemic
1V-989 Me | Me | Me | NH 2-Cl-Ph C(Me)CH, Me | (+)
1V-990 Me | Me | Me |NH 2-Cl-Ph C(Me),CH; Me | (-)
IV-991 Me | Et Me | NH 2-Cl1-Ph C(Me).CH-» Me | racemic
IV-992 Me | Et Me | NH 2-CI-Ph C(Me),CH» Me | ()
1V-993 Me | Et Me | NH 2-Cl-Ph C(Me).CH. Me | (-)
1V-994 Me | Me |[Me |[NH 3-Cl-Ph CH; H racemic
1V-995 Me | Me | Me [NH 3-Cl-Ph CH, H (8)-
IV-996 Me | Et Me | NH 3-Cl-Ph CH- H racemic
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IV-997 Me |Et | Me | NH 3-CJ-Ph CH, H (S)-
1V-998 Me | Me | Me | NH 3-CI-Ph CH.» Me | racemic
IV-999 Me | Me |Me | NH 3-Cl-Ph CH» Me | (8)
IV-1000 Me | Et Me | NH 3-Cl-Ph CH, Me | racemic
IV-1001 Me |Et |Me | NH 3-Cl-Ph CH, Me | (S)-
[0099] [Table 84]
N o
N, [ ~NA , R
o L=
NH L3-o
O?/ , RS (IV)
5
R R
Iigljnpound ROrR IR L2 R* L3 RS gg:ﬁgura
IV-1002 Me | Me [ Me | NH 3-Cl-Ph (CH>)» H racemic
IV-1003 Me | Me |Me | NH 3-CI-Ph (CH2)» H (R)-
IV-1004 Me |Et |Me | NH 3-CI-Ph (CHaz)» H racemic
IV-1005 Me |Et |Me | NH 3-CI-Ph (CHay)2 H R)-
TV-1006 Me | Me | Me | NH 3-Cl-Ph (CHa), Me | racemic
IV-1007 Me | Me |Me | NH 3-C)l-Ph (CHz)» Me | (R)-
IV-1008 Me | Et Me | NH 3-Cl-Ph (CHa) Me | racemic
IV-1009 Me |Et | Me | NH 3-Cl-Ph (CHa), Me | (R)-
IV-1010 Me |Me [Me | NH 3-Cl-Ph CH,C(Me). H racemic
IV-1011 Me | Me | Me | NH 3-Cl-Ph CH,C(Me), H R)-
IvV-1012 Me [ Et | Me | NH 3-Cl-Ph CH.C(Me). H racemic
IV-1013 Me | Et | Me | NH 3-Cl-Ph CH;C(Me), H (R)-
v-1014 Me | Me | Me | NH 3-Cl-Ph CH.C(Me), Me | racemic
IV-1015 Me | Me | Me | NH 3-Cl-Ph CH-C(Me). Me | (R)-
1V-1016 Me | Et | Me | NH 3-CI-Ph CH.C(Me), Me | racemic
IV-1017 Me |Et |[Me |NH 3-Cl-Ph CH.C(Me): Me | (R)-
IV-1018 Me | Me | Me | NH 3-Cl-Ph C(Me).CH, H racemic
IV-1019 Me | Me | Me | NH 3-Cl-Ph C(Me),CH, H -
1V-1020 Me | Me | Me | NH 3-Cl-Ph C(Me),CH, H -)
IV-1021 Me | Et Me | NH 3-Cl-Ph C(Me)-CH, H racemic

179



CA 02966164 2017-04~27

FP15-0549-00

Iv-1022 Me | Et Me | NH 3-Cl-Ph C(Me),CH, H G2
IV-1023 Me | Et Me | NH 3-CI-Ph C(Me).CH, H -)
IV-1024 Me | Me | Me NH 3-CI-Ph C(Me).CH, Me | racemic
IV-1025 Me | Me | Me | NH 3-Cl-Ph C(Me).CH- Me | (+)
IV-1026 Me |Me | Me | NH 3-CI-Ph C(Me)-CH» Me | ()
IV-1027 Me | Et Me | NH 3-Cl-Ph C(Me).CH- Me | racemic
IV-1028 Me | Et Me | NH 3-Cl-Ph C(Me).CH» Me | (+)
IV-1029 Me | Et Me | NH 3-C1-Ph C(Me).CH- Me | (-)
IV-1030 Me |Me | Me | NH 4-CJ-Ph CH: H racemic
IV-1031 Me | Me | Me | NH 4-Cl-Ph CH- H ®)-
V-1032 Me | Et Me | NH 4-Cl-Ph CH, H racemic
IV-1033 Me | Et Me | NH 4-C1}-Ph CH;, H (S)-
1V-1034 Me |Me | Me | NH 4-Cl-Ph CH Me | racemic
V-1035 Me | Me | Me | NH 4-Cl-Ph CH-» Me | (S)-
IV-1036 Me | Et Me | NH 4-Cl-Ph CH-» Me | racemic
1V-1037 Me | Et Me | NH 4-C}-Ph CH. Me | (8)-
IV-1038 Me |Me | Me | NH 4-Cl-Ph (CH,)» H racemic
IV-1039 Me |Me | Me | NH 4-Cl-Ph (CH:). H (R)-
IV-1040 Me | Et Me | NH 4-Cl-Ph (CHo) H racemic
IV-1041 Me | Et Me | NH 4-Cl-Ph (CHao): H R)-
1V-1042 Me | Me | Me | NH 4-Cl-Ph (CHa2)- Me | racemic
IV-1043 Me |{Me [ Me | NH 4-Cl-Ph (CH,): Me | (R)-
IV-1044 Me | Et Me | NH 4-C]-Ph (CH,)a Me | racemic
V-1045 Me | Et Me | NH 4-C1-Ph (CH>)- Me | (R)-
IV-1046 Me | Me | Me | NH 4-C1-Ph CH.C(Me), H racemic
IV-1047 Me |Me | Me [NH 4-Cl-Ph CH.C(Me). H R)-
IV-1048 Me | Et Me | NH 4-Cl-Ph CH-C(Me): H racemic
1V-1049 Me | Et Me | NH 4-C1-Ph CH.C(Me), H (R)-
TV-1050 Me | Me | Me | NH 4-Cl-Ph CH.C(Me), Me | racemic
IV-1051 Me | Me [ Me | NH 4-C1-Ph CH,C(Me), Me | (R)-

[0100] [Table 85]
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RS (IV)
g‘;’f‘po“ﬂd R' |R* |R® |L* |R L} R® S;’:ﬁg”"a
IV-1052 Me |Et | Me | NH 4-Cl-Ph CH-C(Me). Me racemic
IV-1053 Me | Et | Me | NH 4-Cl-Ph CH-C(Me), Me R)-
IV-1054 Me |Me | Me | NH 4-Cl-Ph C(Me).CH.- H racemic

IvV-1055 Me | Me | Me |NH 4-Cl-Ph C(Me).CH, H +)

IV-1056 Me |Me | Me | NH 4-Cl-Ph C(Me)-CH- H ¢

IV-1057 Me | Et Me | NH 4-Cl-Ph C(Me).CH; H racemic

V-1058 Me |Et |Me |NH |4-CI-Ph |C(Me).CH. |H “+)

IV-1059 Me | Et Me | NH 4-Cl-Ph C(Me).CH; H )

IV-1060 Me | Me [ Me | NH 4-Cl-Ph C(Me).CH; Me racemic

IV-1061 Me | Me | Me | NH 4-Cl-Ph C(Me).CH, Me -0
1V-1062 Me |Me | Me | NH 4-CIl-Ph C(Me)CH., Me (-)
IV-1063 Me | Et Me | NH 4-Cl-Ph C(Me).CH- Me racemic

IV-1064 Me | Et | Me | NH 4-Cl-Ph C(Me).CH- Me )

V-1065 Me |Et |Me |NH |4-CI-Ph |C(MekCH: |Me |()

IV-1066 Me | Me | Me | NH 2-Me-Pb | CH. H racemic
IV-1067 Me | Me | Me | NH 2-Me-Ph | CH» H (S)-
IV-1068 Me |Et | Me | NH 2-Me-Ph | CH- H racemic
IV-1069 Me |Et |Me |NH 2-Me-Ph | CH, H (S)-
IV-1070 Me | Me | Me [NH 2-Me-Ph CH: Me racemic
IV-1071 Me | Me | Me | NH 2-Me-Ph | CH, Me (S)-
IV-1072 Me | Et Me | NH 2-Me-Ph CH; Me racemic
IV-1073 Me {Et |Me |NH 2-Me-Ph | CH; Me (S)-
IV-1074 Me |Me | Me | NH 2-Me-Ph (CH.)» H racemic
IV-1075 Me |Me | Me | NH 2-Me-Ph | (CHa))» H (R)-
IV-1076 Me |Et {Me |NH |2-Me-Ph | (CHy): H racemic
IV-1077 Me |Et | Me | NH 2-Me-Ph | (CHa.)- H (R)-
IV-1078 Me | Me | Me | NH 2-Me-Ph | (CHa))» Me racemic
IV-1079 Me | Me | Me | NH 2-Me-Ph (CH,)» Me R)-
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IV-1080 Me | Et Me |NH 2-Me-Ph (CH:>)- Me racemic
IvV-1081 Me |Et |Me |NH 2-Me-Ph | (CH-); Me R)-
IV-1082 Me | Me | Me |NH 2-Me-Ph | CH.C(Me) H racemic
IV-1083 Me | Me | Me | NH 2-Me-Ph | CH.C(Me), H R)-
IV-1084 Me {Et |Me |NH 2-Me-Ph | CH.C(Me): H racemic
IV-1085 Me |Et |Me |NH 2-Me-Ph | CH.C(Me). H R)-
IV-1086 Me | Me | Me | NH 2-Me-Ph CH-C(Me), Me racemic
1V-1087 Me |Me | Me | NH 2-Me-Ph | CH.C(Me), Me (R)-
IV-1088 Me | Et Me | NH 2-Me-Ph CH-C(Me). Me racemic
IV-1089 Me |Et |Me | NH 2-Me-Ph | CH.C(Me), Me (R)-
IV-1090 Me | Me | Me | NH 2-Me-Ph | C(Me)-CH, H racemic
IV-1091 Me {Me | Me | NH 2-Me-Ph | C(Me)-CH, H -
IV-1092 Me | Me | Me | NH 2-Me-Ph | C(Me).CH; H )
IV-1093 Me |Et |[Me | NH 2-Me-Ph | C(Me).CH, H racemic
1V-1094 Me |Et |Me | NH 2-Me-Ph | C(Me)>CH. H -0
IV-1095 Me |Et |Me | NH 2-Me-Ph | C(Me).CH- H ¢)
IV-1096 Me [ Me | Me | NH 2-Me-Ph C(Me),CH, Me racemic
IV-1097 Me |Me | Me | NH 2-Me-Ph | C(Me)>.CH; Me -+
IV-1098 Me | Me | Me | NH 2-Me-Ph | C(Me).CH- Me )
IV-1099 Me | Et Me | NH 2-Me-Ph | C(Me),CH, Me racemic
IV-1100 Me | Et Me | NH 2-Me-Ph | C(Me),CH; Me +)
1V-1101 Me | Et | Me | NH 2-Me-Ph | C(Me).CH, Me )
[0101] [Table 86]
(1V)
ﬁg‘f‘p"““d R' |R® |R* L2 |R* L R’ ggg‘ﬁgura
1v-1102 Me | Me | Me | NH 3-Me-Ph CH, H racemic
V-1103 Me | Me | Me | NH 3-Me-Ph | CH; H (S)-
IV-1104 Me | Et Me | NH 3-Me-Ph CH, H racemic
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IV-1105 Me |Et |Me | NH 3-Me-Ph | CH. H (8)
IV-1106 Me | Me | Me | NH 3-Me-Ph CH- Me racemic
IV-1107 Me | Me | Me | NH 3-Me-Ph | CH: Me (S)
IV-1108 Me |Et |Me |NH 3-Me-Ph | CH; Me racemic
IV-1109 Me |Et |Me |NH 3-Me-Ph | CH, Me (8)-
IV-1110 Me | Me | Me | NH 3-Me-Ph | (CH»)» H racemic
IV-1111 Me | Me |Me | NH 3-Me-Ph | (CH>): H (R)-
Iv-1112 Me | Et Me | NH 3-Me-Ph (CH>), H racemic
IV-1113 Me |Et |Me |NH 3-Me-Ph | (CH2). H R)
V-1114 Me |Me | Me | NH 3-Me-Ph | (CH:): Me racemic
IV-1115 Me [Me [ Me | NH 3-Me-Ph | (CH). Me (R)-
Iv-1116 Me |Et |Me |NH |3-Me-Ph |(CH:): Me | racemic
IV-1117 Me | Et | Me | NH 3-Me-Ph | (CH2): Me (R)-
IV-1118 Me | Me | Me | NH 3-Me-Ph CH.C(Me)» H racemic
IvV-1119 Me | Me [Me | NH 3-Me-Ph | CH.C(Me)- H (R)-
IV-1120 Me | Et Me | NH 3-Me-Ph CH.C(Me). H racemic
Iv-1121 Me |Et |Me |NH 3-Me-Ph | CH.C(Me), H (R)-
Iv-1122 Me | Me [ Me | NH 3-Me-Ph CH.C(Me), Me racemic
V-1123 Me |Me | Me | NH 3-Me-Ph | CH.C(Me), Me (R)-
IV-1124 Me |Et |Me | NH 3-Me-Ph | CH,C(Me), Me racemic
IV-1125 Me |Et |Me |NH 3-Me-Ph | CH.C(Me). Me (R)-
1V-1126 Me | Me | Me | NH 3-Me-Ph C(Me).CH- H racemic
IV-1127 Me | Me | Me | NH 3-Me-Ph | C(Me)-CH, H ¢
IV-1128 Me | Me |Me | NH 3-Me-Ph | C(Me).CH- H )
Iv-1129 Me |Et |Me | NH 3-Me-Ph | C(Me).CH, H racemic
IV-1130 Me | Et | Me | NH 3-Me-Ph | C(Me).CH> H )
1V-1131 Me | Et Me | NH 3-Me-Ph | C(Me)-CH, H )
IV-1132 Me | Me | Me | NH 3-Me-Ph C(Me).CH, Me racemic
1V-1133 Me | Me |Me { NH 3-Me-Ph | C(Me).CH, Me )
IV-1134 Me | Me |[Me [NH 3-Me-Ph | C(Me).CH, Me )
TV-1135 Me | Et Me | NH 3-Me-Ph | C(Me).CH- Me racemic
1V-1136 Me | Et Me | NH 3-Me-Ph | C(Me).CH- Me )
1V-1137 Me |Et |Me |NH 3-Me-Ph | C(Me).CH> Me -)
IV-1138 Me | Me | Me | NH 4-Me-Ph | CH, H racemic
IV-1139 Me | Me |Me | NH 4-Me-Ph | CH- H (S)-
V-1140 Me | Et Me | NH 4-Me-Ph CH>» H racemic
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Iv-1141 Me |Et |Me |NH 4-Me-Ph | CH: H (8)
Iv-1142 Me | Me {Me | NH 4-Me-Ph CH: Me racemic
IV-1143 Me |Me | Me | NH 4-Me-Ph | CH» Me Sy
Iv-1144 Me | Et Me | NH 4.Me-Ph | CH- Me racemic
1V-1145 Me [Et |Me |NH 4-Me-Ph | CH, Me (8)-
IV-1146 Me {Me | Me | NH 4-Me-Ph (CHa2): H racemic
Iv-1147 Me |Me {Me | NH 4-Me-Ph | (CHo), H (R)-
IV-1148 Me |Me | Me | NH 4-Me-Ph | (CH2): Me racemic
TV-1149 Me | Me |Me | NH 4-Me-Ph | (CHz), Me R)-
IV-1150 Me | Me |Me | NH 4-Me-Ph | CH,C(Me), H racemic
IV-1151 Me | Me |Me | NH 4-Me-Ph | CH.C(Me) H (R)-

[0102] [Table 87]

(1Vv)
}(\Zlcgr.npound R R R |12 R L3 RS ggrrllﬁgura
IV-1152 Me | Et Me | NH 4-Me-Ph | CH.C(Me). | H racemic
Tv-1153 Me |Et |Me | NH 4-Me-Ph | CH.C(Me), | H (R)-
IV-1154 Me | Me {Me | NH 4-Me-Ph { CH.C(Me), | Me racemic
IV-1155 Me | Me | Me | NH 4-Me-Ph | CH.C(Me), | Me R)-
IV-1156 Me | Et Me | NH 4-Me-Ph | CH.C(Me): | Me racemic
IV-1157 Me | Et Me | NH 4-Me-Ph | CH,C(Me): | Me (R)-
IV-1158 Me |Me | Me | NH 4-Me-Ph | C(Me),CH; | H racemic
IvV-1159 Me | Me |Me |NH 4-Me-Ph | C(Me),CH, | H )
Iv-1160 Me | Me |Me | NH 4-Me-Ph | C(Me),CH, | H )
Iv-1161 Me |Et |Me | NH 4-Me-Ph | C(Me),CH; | H racemic
IV-1162 Me | Et |Me |NH |4-Me-Ph | C(Me),CH, | H - N
IV-1163 Me |Et |Me | NH 4-Me-Ph | C(Me).CH, | H )
V-1164 Me | Me | Me | NH 4-Me-Ph | C(Me),CH, | Me racemic
IV-1165 Me | Me |Me | NH 4-Me-Ph | C(Me).CH, | Me +)
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IV-1166 Me | Me [Me | NH 4-Me-Ph | C(Me).CH, | Me -)
IV-1167 Me | Et Me | NH 4-Me-Ph | C(Me),CH, | Me racemic
IV-1168 Me | Et Me | NH 4-Me-Ph | C(Me).CH, | Me (CD)
IV-1169 Me | Et Me | NH 4-Me-Ph | C(Me)-.CH- | Me )
IV-1170 Me | Me |Me |- Ph - H racemic
IV-1171 Me | Me | Me |- Ph - H (R)-
IV-1172 Me | Et Me |- Ph - H racemic
IV-1173 Me | Et Me |- Ph - H R)-
V-1174 Me | Me [Me |- Ph - Me racemic
IV-1175 Me | Me [ Me | - Ph - Me (R)-
IV-1176 Me |Me |Me |- Ph - Me (5)-
v-1177 Me | Et Me | - Ph - Me racemic
IV-1178 Me | Et Me |- Ph - Me (R)-
IV-1179 Me | Me [Me |- Ph - CHF- racemic
IV-1180 Me | Me |Me |- Ph - CHF: R)-
IV-1181 Me | Et Me | - Ph - CHF- racemic
IV-1182 Me | Et Me | - Ph - CHF, (R)-
TV-1183 Me | Me | Me |- Ph - CF; racemic
TV-1184 Me |Me | Me |- Ph - CF; (R)-
IV-1185 Me | Et Me | - Ph - CF; racemic
IV-1186 Me |Et |Me |- Ph - CF; (R)-
Iv-1187 Me | Me | Me |- Ph - Et racemic
IV-1188 Me | Me |Me |- Ph - Et (R)-
IV-1189 Me | Et Me |- Ph - Et racemic
IV-1190 Me | Et Me |- Ph - Et (R)-
IV-1191 Me | Me [Me |- Ph - CF-CH; | racemic
TV-1192 Me | Me | Me |- Ph - CF,CH; | (R)-
IV-1193 Me | Et Me |- Ph - CF.CH; | racemic
IV-1194 Me | Et Me |- Ph - CF,CH; | (R)-
1V-1195 Me | Me [Me |- Ph - nPr racemic
IV-1196 Me | Me [ Me |- Ph - nPr (R)-
Iv-1197 Me | Et Me | - Ph - nPr racemic
IV-1198 Me | Et Me | - Ph - nPr (R)-
IV-1199 Me | Me |Me |- Ph - nBu racemic
1V-1200 Me | Me | Me |- Ph - nBu (R)-
V-1201 Me | Et Me | - Ph - nBu racemic

185



[0103] [Table 88]

CA 02966164 2017-04~27

FP15-0549-00

(1V)

I(\j](())r,npound R! R2 R’ L2 R* L3 RS tCioorrxlﬁgura
V-1202 Me | Et Me |- Ph - nBu R)-
IV-1203 Me | Me | Me |- Ph - iPr racemic
IV-1204 Me |Me | Me |- Ph - iPr (R)-
IV-1205 Me | Et Me | - Ph - iPr racemic
1V-1206 Me | Et Me | - Ph - iPr (R)-
TV-1207 Me | Me | Me |- Ph - cPr racemic
IV-1208 Me {Me | Me |- Ph - cPr R)-
IV-1209 Me | Et Me |- Ph - cPr racemic
Iv-1210 Me | Et Me |- Ph - cPr (R)-
IV-1211 Me | Me | Me |- Ph - Ph racemic
1v-1212 Me | Me | Me |- Ph - Ph R)-
IV-1213 Me | Me | Me |- Ph - 2,2-diF-cPr racemic
IV-1214 Me | Me | Me |- Ph - 2,2-diF-cPr (R)-
Iv-1215 Me | Me | Me |- Ph CH, H (R)-
IvV-1216 Me {Me | Me |- Ph CH, CHF, racemic
IvV-1217 Me | Me | Me |- Ph CH; CHF- (S)-
IV-1218 Me | Me | Me |- Ph CH, Et racemic
V-1219 Me | Me | Me |- Ph CH, Et (8)-
IvV-1220 Me | Me | Me |- Ph CH- Bn racemic
1v-1221 Me | Me |Me |- Ph CH. Bn (R)-
1V-1222 Me | Me | Me |- Ph (CHz), H racemic
1V-1223 Me {Me | Me |- Ph (CH,)- H (8)-
1V-1224 Me |Me | Me |- Ph (CH»), Me racemic
IV-1225 Me | Me | Me |- Ph (CH>), Me (S)-
1V-1226 Me |Me | Me |- Ph (CH-)» CHF, racemic
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IvV-1227 Me | Me | Me |- Ph (CH,): CHF, (8)-
IV-1228 Me |Me | Me |- Ph (CH2)2 Et racemic
1V-1229 Me | Me | Me |- Ph (CHz): Et (8)-
IV-1230 Me | Me | Me |- H - H

IV-1231 Me | Me | Me |- H - Me

IV-1232 Me | Me | Me |- H - CHF»

TV-1233 Me | Me |Me |- H - CF;

IV-1234 Me | Me | Me |- H - Et

IV-1235 Me | Me | Me |- H - nPr

IV-1236 Me |Me |Me |- H - iPr

IV-1237 Me | Me | Me |- H - cPr

1V-1238 Me | Me | Me |- H - Ph

1V-1239 Me | Me | Me |- Me - H racemic
IV-1240 Me | Me | Me |- Me - H R)-
1vV-1241 Me | Me | Me |- Me - Me racemic
1V-1242 Me [ Me | Me |- Me - Me (R)-
1V-1243 Me | Me | Me |- Me - CHF, racemic
1vV-1244 Me | Me [ Me |- Me - CHF, R)-
1V-1245 Me | Me | Me |- Me - CF; racemic
1V-1246 Me | Me [ Me |- Me - CF; (R)-
1vV-1247 Me |Me | Me |- Me - Et racemic
IV-1248 Me | Me | Me |- Me - Et (R)-
1V-1249 Me | Me | Me |- Me - nPr racemic
1V-1250 Me | Me | Me |- Me - nPr (R)-
IV-1251 Me | Me | Me |- Me - iPr racemic
[0104] [Table 89]

R o
] N | NJ(,;{?
NH Lo
O?, . RS (IV)
5
R3 R?
Compound i [pe [ge |12 |Re [ |® Configura
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Iv-1252 Me | Me |Me |- Me - iPr R)-
1V-1253 Me |Me | Me |- Me - cPr racemic
IV-1254 Me | Me [Me |- Me - cPr (R)-
IV-1255 Me | Me |Me |- Me - cHex racemic
IV-1256 Me |Me | Me |- Me - cHex (R)-
1V-1257 Me | Me | Me |- Me - Ph racemic
1V-1258 Me | Me | Me |- Me - Ph (R)-
Iv-1259 Me | Me [Me |- Me - Ph (S)-
IV-1260 Me |Me | Me |- Me - 2-F-Ph racemic
IV-1261 Me | Me [Me |- Me - 2-F-Ph (R)-
IvV-1262 Me | Me | Me |- Me - 3-F-Ph racemic
IvV-1263 Me | Me | Me |- Me - 3-F-Ph (R)-
IV-1264 Me | Me |Me |- Me - 4-F-Ph racemic
1V-1265 Me | Me | Me |- Me - 4-F-Ph (R)-
V-1266 Me |Me |Me |- Me - 2-Cl-Ph racemic
1V-1267 Me |Me | Me |- Me - 2-Cl-Ph (R)-
IV-1268 Me |Me | Me |- Me - 3-Cl-Ph racemic
1V-1269 Me |Me | Me |- Me - 3-Cl-Ph (R)-
1V-1270 Me | Me | Me |- Me - 4-C1-Ph racemic
IV-1271 Me |Me | Me |- Me - 4-Cl-Ph (R)-
Iv-1272 Me | Me | Me |- Me - 2-Py racemic
IV-1273 Me | Me | Me |- Me - 2-Py (R)-
IvV-1274 Me | Me [Me |- Me - 3-Py racemic
1V-1275 Me | Me [Me |- Me - 3-Py (R)-
1v-1276 Me | Me | Me |- Me - 4-Py racemic
1V-1277 Me | Me |Me |- Me - 4-Py (R)-
1V-1278 Me | Me [Me |- iPr - H racemic
IV-1279 Me |Me |Me |- iPr - H (R)-
IV-1280 Me | Me | Me |- iPr - Me racemic
1v-1281 Me |Me | Me |- iPr - Me (R)-
1V-1282 Me | Me | Me |- iPr - CHF. racemic
IV-1283 Me |Me | Me |- iPr - CHF; (R)-
1V-1284 Me | Me | Me |- iPr - CF; racemic
IV-1285 Me | Me | Me |- iPr - CF; R)-
1V-1286 Me | Me | Me |- iPr - Et racemic
Iv-1287 Me | Me [ Me |- iPr - Et (R)-
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TV-1288 Me | Me |Me |- iPr - nPr racemic
IV-1289 Me |Me | Me |- iPr - nPr (R)-
V-1290 Me |Me [ Me | - iPr - iPr racemic
IV-1291 Me | Me | Me |- iPr - iPr (R)-
IvV-1292 Me | Me | Me |- iPr - cPr racemic
IV-1293 Me |Me |Me |- iPr - cPr (R)-
TV-1294 Me | Me |[Me |- iPr - Ph racemic
IV-1295 Me | Me | Me |- iPr - Ph (R)-
IV-1296 Me |Me |Me |- CF; - H racemic
IV-1297 Me |Me | Me |- CF; - H (R)-
IV-1298 Me |Me |Me |- CF; - Me racemic
IV-1299 Me | Me | Me | - CF; - Me (R)-
IV-1300 Me | Me | Me |- CFE; - CHF» racemiic
1V-1301 Me | Me |[Me |- CF; - CHF: (R)-
[0105] [Table 90]
(1Vv)

I(ii))r-npound R' IR IR |12 | R L RS gg:ﬁgura
IV-1302 Me | Me | Me |-~ CF; - CF; racemic
IV-1303 Me (| Me | Me |- CF; - CF; (R)-
1vV-1304 Me | Me |[Me |- CF;3 - Et racemic
IV-1305 Me | Me |Me |- CF; - Et R)-
IV-1306 Me |Me | Me |- CF; - nPr racemic
IV-1307 Me [ Me | Me |- CF; - nPr (R)-
IV-1308 Me {Me |Me |- CF; - iPr racemic
1V-1309 Me |Me | Me |- CF; - iPr R)-
IV-1310 Me | Me | Me |- CF; - cPr racemic
IV-1311 Me | Me | Me |- CF; - cPr (R)-
IV-1312 Me Me |Me |- CF; - Ph racemic
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IV-1313 Me (Me | Me |- CF; Ph (R)-
IV-1314 Me | Me [ Me |- CH,OH H racemic
IV-1315 Me | Me | Me |- CH,OH H (R)-
IV-1316 Me | Me | Me |- CH-OH Me racemic
V-1317 Me | Me | Me |- CH-OH Me R)-
IV-1318 Me | Me | Me |- CH.OH CHF, racemic
IV-1319 Me | Me | Me |- CH.OH CHF, (R)-
IV-1320 Me | Me | Me |- CH-OH CF; racemic
V-1321 Me [ Me [Me |- CH,OH CF; (R)-
1V-1322 Me | Me | Me |- CH-OH Et racemic
1V-1323 Me | Me | Me |- CH-OH Et (R)-
1V-1324 Me | Me | Me |- CH,OH nPr racemic
IV-1325 Me | Me |Me |- CH,OH nPr (R)-
IV-1326 Me | Me | Me |- CH-OH iPr racemic
IV-1327 Me | Me |Me |- CH,OH iPr R)-
IV-1328 Me | Me [ Me |- CH,OH cPr racemic
IV-1329 Me {Me [Me |- CH,OH cPr (R)-
1V-1330 Me | Me [Me |- CH,OH Ph racemic
IV-1331 Me [ Me |[Me |- CH-,OH Ph (R)-
IV-1332 Me | Me [ Me |- CH,OMe H racemic
TV-1333 Me |Me | Me |- CH.OMe H Ry
TV-1334 Me | Me [ Me |- CH,OMe Me racemic
IV-1335 Me |Me |Me |- | CH.,OMe Me ®- |
IV-1336 Me | Me | Me |- CH->OMe CHF, racemic
IV-1337 Me | Me | Me |- CH,OMe CHF, R)-
IV-1338 Me | Me | Me |- CH,OMe CF; racemic
IV-1339 Me | Me | Me |- CH-OMe CF; (R)-
IV-1340 Me | Me | Me |- CH-OMe Et racemic
1V-1341 Me | Me | Me |- CH-OMe Et R)-
IV-1342 Me | Me | Me |- CH,OMe nPr racemic
IV-1343 Me | Me | Me |- CH,OMe nPr (R)-
1V-1344 Me | Me |Me |- CH,OMe iPr racemic
1V-1345 Me | Me | Me |- CH,OMe iPr R)-
IV-1346 Me | Me | Me |- CH,OMe cPr racemic
IV-1347 Me |Me | Me |- CH-OMe cPr (R)-
TV-1348 Me | Me | Me |~ CH.OMe Ph racemic
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IV-1349 Me |Me |Me |- CH,OMe Ph (R)-
IV-1350 Me |Me | Me |- CH>OBn H racemic
IV-1351 Me | Me | Me |- CH>OBn H R)-
[0106] [Table 91]
(1Vv)

]ic;rbnpound R |r |®R |1 |R* 13 RS tCig:ﬁgura
IV-1352 Me | Me | Me |- CH-OBn - Me racemic
IV-1353 Me |Me | Me |- CH-0OBn - Me (R)-
IV-1354 Me | Me | Me |- CH;OBn - Ph racemic
IV-1355 Me | Me | Me |- CH,0OBn - Ph (R)-
IV-1356 Me | Me [ Me |- CH>NMe, - H racemic
1V-1357 Me | Me | Me |- CH>NMe; - H (R)-
IV-1358 Me | Me [ Me |- CH-NMe, - Me racemic
IV-1359 Me { Me | Me |- CH.NMe, - Me (R)-
IV-1360 Me | Me | Me |- CH-NMe, - CHF. | racemic
1V-1361 Me | Me | Me |- CH;NMe- - CHF, | Ry
1V-1362 Me {Me |Me |- CH,;NMe- - CF; racemic
IV-1363 Me | Me |Me |- CH,;NMe- - CF; (R)-
IV-1364 Me | Me | Me |- CH-NMe, - Et racemic
1V-1365 Me |Me |Me |- CH.NMe, - Et (R)-
IV-1366 Me | Me | Me |- CH,NMe., - nPr racemic
IV-1367 Me | Me | Me |- CH.NMe, - nPr (R)-
IV-1368 Me | Me | Me |- CH.NMe, - iPr racemic
IV-1369 Me | Me | Me |- CH;NMe- - iPr (R)-
IV-1370 Me |Me |Me |- CH;NMe, - cPr racemic
IV-1371 Me | Me | Me |- CH,.NMe, - cPr (R)-
IV-1372 Me | Me | Me |- CH,NMe, - Ph racemic
1V-1373 Me | Me |Me |- CH-NMe, - Ph (R)-
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IV-1374 Me | Me | Me CH:-(3,3-difluoro H racemic
py;TOhdyl)
IV-1375 | Me | Me | Me CHo-(3,3-difluoro H (R)-
pyrrolidyl)
IV-1376 Me |Me | Me CH:-(3,3-difluoro Me racemic
pyrrolidyl)
IV-1377 | Me |Me |Me CH:-(3,3-difluoro Me | R)
pyrrolidyl)
IV-1378 | Me |Me |Me CHa-(3,3-difluoro Ph racemic
pyrrohdyl)
IV-1379 | Me | Me | Me CH:~(3,3-difluoro Ph R)-
pyrrolidyD)
IV-1380 Me | Me | Me 2-F-Ph H racemic
IV-1381 Me | Me | Me 2-F-Ph H (R)-
IV-1382 Me | Me | Me 2-F-Ph Me racemic
1V-1383 Me | Me | Me 2-F-Ph Me (R)-
IV-1384 Me | Me | Me 2-F-Ph Me (S)-
IV-1385 Me | Me | Me 2-F-Ph CHF, racemic
IV-1386 Me | Me | Me 2-F-Ph CHF> (R)-
IV-1387 Me | Me | Me 2-F-Ph CHF- (S)-
IV-1388 Me | Me | Me 2-F-Ph CF; racemic
IV-1389 Me | Me | Me 2-F-Ph CF; (R)-
IV-1390 Me | Me | Me 2-F-Ph CF; (S)-
IV-1391 Me | Me | Me 2-F-Ph Et racemic
IV-1392 Me | Me | Me 2-F-Ph Et (R)-
1V-1393 Me | Me | Me 2-F-Ph Et (S)-
IV-1394 Me | Me | Me 2-F-Ph nPr racemic
IV-1395 Me | Me | Me 2-F-Ph nPr (R)-
IV-1396 Me | Me | Me 2-F-Ph iPr racemic
1V-1397 Me | Me |Me 2-F-Ph iPr (R)-
1V-1398 Me | Me | Me 2-F-Ph iPr (S)-
IV-1399 Me | Me | Me 2-F-Ph cPr racemic
IV-1400 Me | Me | Me 2-F-Ph cPr (R)-
1V-1401 Me | Me | Me 2-F-Ph cPr (S)-

[0107] [Table 92]
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N 0
N N4</L2~<l:(4
© NH L3-0
Q?/ ; RS (IV)
5
rd R?
ngnp"““d R' R |[R® |L* |R L R® g(‘)’;‘ﬁg“" a
IV-1402 Me | Me | Me |- 3-F-Ph - H racemic
1V-1403 Me | Me | Me |- 3-F-Ph - H R)-
1V-1404 Me | Me | Me |- 3-F-Ph - Me racemic
IV-1405 Me | Me [Me |- 3-F-Ph - Me (R)-
IV-1406 Me |Me |Me |- 3-F-Ph - Me (8)-
IV-1407 Me | Me |Me |- 3-F-Ph - CHF, racemic
1V-1408 Me Me |Me |- 3-F-Ph - CHF, (R)-
1V-1409 Me Me |Me |- 3-F-Ph - CHF, (S)-
1V-1410 Me {Me |Me |- 3-F-Ph - CF; racemic
IV-1411 Me | Me | Me |- 3-F-Ph - CF; (R)-
IV-1412 Me |Me | Me |- 3-F-Ph - CF; (8)»
IV-1413 Me | Me | Me |- 3-F-Ph - Et racemic
vV-1414 Me | Me |Me |- 3-F-Ph - Et (R)-
IV-1415 Me | Me [Me |- 3-F-Ph - Et (8)-
Iv-1416 Me | Me [Me |- 3-F-Ph - nPr racemic
IV-1417 Me | Me | Me |- 3-F-Ph - nPr R)-
1V-1418 Me |Me | Me |- 3-F-Ph - nPr (S)-
vV-1419 Me | Me |Me |- 3-F-Ph - iPr racemic
1V-1420 Me | Me | Me |- 3-F-Ph - iPr (R)-
1V-1421 Me | Me | Me |- 3-F-Ph - iPr (S)-
1V-1422 Me | Me | Me |- 3-F-Ph - cPr racemic
IV-1423 Me | Me | Me |- 3-F-Ph - cPr (R)-
1V-1424 Me | Me |Me |- 3-F-Ph - cPr (S)-
1V-1425 Me | Me | Me |- 4-F-Ph - H racemic
1V-1426 Me |Me |Me |- 4-F-Ph - H (R)-
Iv-1427 Me | Me | Me |- 4-F-Ph - Me racemic
IV-1428 Me | Me | Me |- 4-F-Ph - Me (R)-
IV-1429 Me | Me | Me |- 4-F-Ph - Me (5)-
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1V-1430 Me | Me | Me |- 4-F-Ph - CHF, racemic
IV-1431 Me |Me | Me | - 4-F-Ph - CHEF, R)-
1V-1432 Me |Me | Me |- 4-F-Ph - CHF» (S)-
IV-1433 Me [ Me | Me |- 4-F-Ph - CF; racemic
IV-1434 Me | Me | Me |- 4-F-Ph - CF; (R)-
IV-1435 Me {Me | Me |- 4-F-Ph - CF; (S)-
1V-1436 Me | Me | Me |- 4-F-Ph - Et racemic
1v-1437 Me |Me | Me |- 4-F-Ph - Et (R)-
IV-1438 Me | Me | Me |- 4-F-Ph - Et (S)-
IV-1439 Me | Me | Me |- 4-F-Ph - nPr racemic
IV-1440 Me {Me | Me |- 4-F-Ph - nPr R)-
IV-1441 Me |Me |Me |- 4-F-Ph - nPr (8)-
IV-1442 Me | Me | Me |- 4-F-Ph - iPr racemic
IV-1443 Me |Me |Me |- 4-F-Ph - iPr R)-
1V-1444 Me | Me Me |- 4-F-Ph - iPr (S)-
1V-1445 Me {Me [ Me |- 4-F-Ph - cPr racemic
IV-1446 Me |Me |Me |- 4-F-Ph - cPr (R)-
IV-1447 Me | Me | Me |- 4-F-Ph - cPr (8)-
IV-1448 Me | Me |Me |- 2-Cl-Ph - H racemic
1V-1449 Me {Me |Me |- 2-Cl-Ph - H (R)-
1V-1450 Me | Me |Me |- 2-Cl-Ph - Me racemic
IV-1451 Me {Me | Me |- 2-ClI-Ph - Me (R)-

[0108] [Table 93]

N 0
’ 4
Ny | N%z '3
0 L~
NH L3-0
; RS (IV)
7
R3 R?
Compound R R | R® L2 R L3 RS Qonﬁgura
No. tion
IV-1452 Me | Me [ Me |- 2-Cl-Ph - CHF- racemic
1V-1453 Me | Me | Me |- 2-C1-Ph - CHEF, (R)-
IV-1454 Me | Me [ Me |- 2-CI-Ph - CF3 racemic
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1V-1455 Me | Me |Me |- 2-C1-Ph CF, (R)-
1V-1456 Me | Me | Me |- 2-Cl-Ph Et racemic
IV-1457 Me | Me | Me |- 2-Ci-Ph Et (R)-
IV-1458 Me | Me | Me |- 2-Cl-Ph nPr racemic
IV-1459 Me |Me {Me |- 2-C1-Ph nPr (R)-
V-1460 Me | Me |Me |- 2-Cl-Ph iPr racemic
IV-1461 Me |Me | Me |- 2-Cl-Ph iPr (R)-
IV-1462 Me [ Me [Me |- 2-Cl-Ph cPr racemic
1V-1463 Me | Me | Me |- 2-Cl-Ph cPr (R)-
1V-1464 Me | Me | Me |- 3-Cl-Ph H racemic
[V-1465 Me |Me | Me |- 3-C}-Ph H (R)-
1V-1466 Me | Me |Me |- 3-Cl-Ph Me racemic
IV-1467 Me | Me |Me |- 3-Cl-Ph Me (R)-
IV-1468 Me | Me | Me |- 3-CJ-Ph CHF, racemic
IV-1469 Me | Me | Me |- 3-Cl-Ph CHF, (R)-
1V-1470 Me |[Me | Me |- 3-CI-Ph CF; racemic
IV-1471 Me |Me |Me |- 3-Cl-Ph CF; (R)-
IV-1472 Me {Me |Me |- 3-C}-Ph Et racemic
1V-1473 Me |Me [ Me |- 3-Cl-Ph Et (R)-
1V-1474 Me | Me | Me |- 3-C1-Ph nPr racemic
IV-1475 Me | Me |[Me |- 3-Cl-Ph nPr (R)-
1V-1476 Me | Me | Me |- 3-Cl1-Ph iPr racemic
IV-1477 Me | Me | Me |- 3-Cl-Ph iPr (R)-
1V-1478 Me |Me | Me |- 3-CI-Ph cPr racemic
1V-1479 Me Me |Me |- 3-CI-Ph cPr (R)-
1V-1480 Me |Me |Me |- 4-CJ-Ph H racemic
IV-1481 Me | Me |Me |- 4-C1-Ph H R)-
1V-1482 Me |Me |Me |- 4-C1-Ph Me racemic
1V-1483 Me ' Me |Me |- 4-Cl-Ph Me (R)-
1V-1484 Me | Me | Me |- 4-Cl1-Ph CHF, racemic
1V-1485 Me | Me |Me |- 4-C1-Ph CHF, (R)-
IV-1486 Me | Me |Me |- 4-C1-Ph CF; racemic
1V-1487 Me | Me |Me |- 4-C]-Ph CF; (R)-
1V-1488 Me | Me | Me |- 4-Cl1-Ph Et racemic
1V-1489 Me | Me | Me |- 4-Cl-Ph Et (R)-
IV-1490 Me | Me | Me |- 4-CI1-Ph nPr racemic
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IV-1491 Me | Me |Me |- 4-Cl-Ph nPr (R)-
IV-1492 Me [Me |Me |- 4-C}-Ph iPr racemic
IV-1493 Me |Me | Me |- 4-Cl-Ph iPr R)-
IV-1494 Me | Me |Me |- 4-Cl-Ph cPr racemic
IV-1495 Me | Me |Me |- 4-Cl-Ph cPr R)-
IV-1496 Me | Me | Me |- 2-Me-Ph H racemic
IV-1497 Me |Me |Me |- 2-Me-Ph H (R)-
TV-1498 Me | Me |Me |- 2-Me-Ph Me racemic
IV-1499 Me |Me | Me |- 2-Me-Ph Me ®R)-
IV-1500 Me |[Me [Me |- 2-Me-Ph CHF, racemic
IV-1501 Me |Me |Me |- 2-Me-Ph CHF, (R)-
[0109] [Table 94]
(1Vv)

S‘;f“pound R' |R* R |L? R L} R’ S(‘)’;‘ﬁg“ra
IV-1502 Me { Me | Me |- 2-Me-Ph - CF; racemic
V-1503 Me |Me | Me |- 2-Me-Ph - CF, (R)-
IV-1504 Me |Me | Me |- 2-Me-Ph - Et racemic
IV-1505 Me |Me | Me |- 2-Me-Ph - Et R)-
1V-1506 Me | Me | Me |- 2-Me-Ph - nPr racemic
IV-1507 Me |Me |Me |- 2-Me-Ph - nPr (R)-
IV-1508 Me |Me |Me |- 2-Me-Ph - iPr racemic
IV-1509 Me | Me | Me |- 2-Me-Ph - iPr (R)-
IV-1510 Me | Me [Me |- 2-Me-Ph - cPr racemic
IV-1511 Me | Me |Me |- 2-Me-Ph - cPr (R)-
IvV-1512 Me |{Me | Me |- 3-Me-Ph - H racemic
IV-1513 Me |Me |Me |- 3-Me-Ph - H R)-
IvV-1514 Me |Me | Me |- 3-Me-Ph - Me racemic
IvV-1515 Me |Me | Me |- 3-Me-Ph - Me (R)-
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IV-1516 Me | Me {Me | - 3-Me-Ph CHF- racemic
V-1517 Me (Me | Me |- 3-Me-Ph CHF, R)-
IV-1518 Me | Me |Me |- 3-Me-Ph CF; racemic
IV-1519 Me |Me |Me |- 3-Me-Ph CF; R)-
IV-1520 Me { Me [Me |- 3-Me-Ph Et racemic
IV-1521 Me |Me | Me |- 3-Me-Ph Et R)-
IvV-1522 Me [Me [Me |- 3-Me-Ph nPr racemic
IV-1523 Me |Me | Me |- 3-Me-Ph nPr (R)-
IV-1524 Me | Me | Me |- 3-Me-Ph iPr racemic
IV-1525 Me | Me |Me |- 3-Me-Ph iPr (R)-
IV-1526 Me | Me |Me | - 3-Me-Ph cPr racemic
IV-1527 Me | Me [Me |- 3-Me-Ph cPr (R)-
IV-1528 Me | Me | Me |- 4-Me-Ph H racemic
IV-1529 Me |Me [Me |- 4-Me-Ph H (R)-
IV-1530 Me | Me [ Me |- 4-Me-Ph Me racemic
IV-1531 Me |Me | Me |- 4-Me-Ph Me (R)-
IV-1532 Me | Me | Me |- 4-Me-Ph CHF, racemic
IV-1533 Me |Me | Me |- 4-Me-Ph CHF, (R)-
IV-1534 Me | Me | Me |- 4-Me-Ph CF3 racemic
IV-1535 Me {Me |Me |- 4-Me-Ph CF; R)-
IV-1536 Me |Me | Me |- 4-Me-Ph Et racemic
1V-1537 Me |Me | Me |- 4-Me-Ph Et (R)-
IV-1538 Me Me [Me |- 4-Me-Ph nPr racemic
IV-1539 Me |Me | Me |- 4-Me-Ph nPr (R)-
IV-1540 Me |Me |Me |- - |4-Me-Ph iPr racemic
1V-1541 Me {Me | Me |- 4-Me-Ph iPr (R)-
IV-1542 Me |Me | Me |- 4-Me-Ph cPr racemic
IV-1543 Me |Me |Me |- 4-Me-Ph cPr (R)-
IV-1544 Me |Me |Me |- 2-thienyl H racemic
1V-1545 Me | Me | Me |- 2-thienyl H (8)-
IV-1546 Me | Me | Me |- 2-thienyl Me racemic
IV-1547 Me | Me [Me |- 2-thienyl Me (+)-
1V-1548 Me |Me | Me |- 2-thienyl Me (-)-
1V-1549 Me | Me |Me |- 2-thienyl CHF. racemic
IV-1550 Me |Me |Me |- 2-thieny!] CHF: +)-
TV-1551 Me | Me | Me |- 2-thienyl CHF, -)-
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(I1V)
](j(;r.npound R OIrR |R* |12 R4 3 RS ggrrllﬁgura
IV-1552 Me |Me | Me |- 2-thienyl CF; racemic
IV-1553 Me Me | Me |- 2-thieny] CF; (+)-
IV-1554 Me | Me | Me |- 2-thienyl CF; -)-
IV-1555 Me | Me [ Me |- 2-thienyl Et racemic
IV-1556 Me Me | Me |- 2-thienyl Et (+)-
IV-1557 Me | Me | Me |- 2-thienyl Et (-)-
IV-1558 Me | Me | Me |- 2-thienyl nPr racemic
IV-1559 Me |Me | Me |- 2-thienyl nPr H-
TV-1560 Me | Me | Me |- 2-thienyl nPr -)-
IV-1561 Me | Me [Me |- 2-thienyl iPr racemic
IV-1562 Me | Me |Me |- 2-thienyl iPr (+)-
IV-1563 Me | Me | Me |- 2-thienyl iPr -)-
IV-1564 Me |Me |Me |- 2-thienyl cPr racemic
IV-1565 Me | Me |Me |- 2-thienyl cPr (+)-
IV-1566 Me | Me | Me |- 2-thienyl cPr (-)-
V-1567 Me | Me [Me |- 3-F-2-thienyl H racemic
IV-1568 Me Me | Me |- 3-F-2-thienyl H (S)-
IV-1569 Me | Me | Me |- 3-F-2-thienyl Me racemic
IV-1570 Me Me | Me |- 3-F-2-thienyl Me (S)-
V-1571 Me | Me |[Me |- 3-F-2-thienyl CHF, racemic
IV-1572 Me |Me |Me |- 3-F-2-thienyl CHF, S)-
IV-1573 Me | Me |Me |- 3-F-2-thienyl CF; racemic
IV-1574 Me | Me |Me |- 3-F-2-thienyl CF; (8)-
IV-1575 Me [Me |Me |- 3-F-2-thienyl Et racemic
IV-1576 Me |Me | Me |- 3-F-2-thienyl Et (S)-
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IV-1577 Me | Me | Me |- 3-F-2-thieny] nPr racemic
IV-1578 Me | Me | Me |- 3-F-2-thienyl nPr (S)-
IV-1579 Me | Me | Me |- 3-F-2-thienyl iPr racemic
IV-1580 Me | Me | Me |- 3-F-2-thienyl iPr (5)-
IV-1581 Me | Me |Me |- 3-F-2-thienyl cPr racemic
IV-1582 Me | Me | Me |- 3-F-2-thienyl cPr (S)-
IV-1583 Me [ Me | Me |- 4-F-2-thienyl H racemic
IV-1584 Me | Me | Me |- 4-F-2-thienyl H (8)-
TV-1585 Me | Me [Me |- 4-F-2-thienyl Me racemic
IV-1586 Me [ Me | Me |- 4-F-2-thienyl Me (5)-
IV-1587 Me | Me [ Me |- 4-F-2-thienyl CHF, racemic
IV-1588 Me | Me [Me |- 4-F-2-thienyl CHF, (S)-
IV-1589 Me [ Me | Me |- 4-F-2-thienyl CF; racemic
IV-1590 Me | Me |Me |- 4-F-2-thienyl CF; (S)-
TV-1591 Me | Me [ Me |- 4-F-2-thienyl Et racemic
IV-1592 Me | Me |Me |- 4-F-2-thienyl Et (S)-
IV-1593 Me | Me | Me |- 4-F-2-thienyl nPr racemic
IV-1594 Me | Me [Me |- 4-F-2-thienyl nPr (S)-
IV-1595 Me | Me |Me |- 4-F-2-thienyl iPr racemic
IV-1596 Me | Me |Me |- 4-F-2-thienyl iPr (5)-
IV-1597 Me |Me |Me |- 4-F-2-thienyl cPr racemic
IV-1598 Me | Me [Me |- 4-F-2-thienyl cPr (S)-
1IV-1599 Me | Me | Me |- 4-F-2-thienyl H racemic
IV-1600 Me Me | Me |- 4-F-2-thienyl H (8)-
V-1601 Me | Me |Me |- 4-F-2-thienyl Me racemic
[0111] [Table 96]
(1v)
](\II(();npound R IR IR |12 R 3 RS t(ifg:ﬁ gura
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1vV-1602 Me | Me | Me |- 5-F-2~thienyl - Me (S)-
IV-1603 Me [ Me | Me |- 5-F-2-thieny! - CHF, racemic
IV-1604 Me | Me | Me |- 5-F-2-thienyl - CHF, (5)-
IV-1603 Me | Me |Me |- 5-F-2-thienyl - CF; racemic
1V-1606 Me | Me |Me |- 5-F-2-thienyl - CF; (S)-
1V-1607 Me [ Me |Me |- 5-F-2-thienyl - Et racemic
IV-1608 Me [Me | Me |- 5-F-2-thienyl - Et (S)-
IV-1609 Me {Me (Me |- 5-F-2-thienyl - nPr racemic
1V-1610 Me {Me | Me |- 5-F-2-thienyl - nPr (S)-
Iv-1611 Me |Me |Me |- 5-F-2-thienyl - iPr racemic
Iv-i612 Me |Me | Me |- 5-F-2-thienyl - iPr (S)-
1V-1613 Me | Me | Me |- 5-F-2-thieny!l - cPr racemic
IV-1614 Me | Me | Me |- 5-F-2-thienyl - cPr (S)-
IV-1615 Me | Me | Me |- 3-Cl1-2-thienyl - H racemic
1V-1616 Me |Me | Me |- 3-Cl-2-thienyl - H (S)-
1V-1617 Me | Me | Me |- 3-Cl1-2-thienyl - Me racemic
IV-1618 Me | Me |Me | - 3-Cl-2-thienyl - Me (S)-
1V-1619 Me | Me | Me |- 3-Cl-2-thienyl - CHF, racemic
1V-1620 Me |Me |Me |- 3-Cl-2-thienyl - CHF, (S)-
IV-1621 Me | Me | Me |- 3-Cl-2-thienyl - CF; racemic
IV-1622 Me | Me |Me |- 3-Cl-2-thienyl - CF; (8)-
IV-1623 Me |Me | Me |- 3-Ci-2-thienyl - Et racemic
Iv-1624 Me | Me |Me |- 3-Cl-2-thienyl - Et (S)-
IV-1625 Me |Me | Me | - 3-Cl-2-thienyl - nPr racemic
IV-1626 Me |Me [Me |- 3-C]-2-thienyl - nPr (S)-
1IV-1627 Me {Me | Me |- 3-Cl-2-thienyl - iPr racemic
IV-1628 Me | Me [Me |- 3-Cl-2-thienyl - iPr (5)-
IV-1629 Me {Me | Me |- 3-Cl-2-thienyl - cPr racemic
1V-1630 Me | Me |Me |- 3-Cl-2-thienyl - cPr (S)-
IV-1631 Me |Me [Me |- 4-Cl-2-thienyl - H racemic
IV-1632 Me |Me |Me |- 4-Cl-2-thienyl - H (8)-
IV-1633 Me | Me | Me |- 4-Cl-2-thienyl - Me racemic
IV-1634 Me |Me |Me |- 4-C]-2-thienyl - Me (8)
IV-1635 Me | Me | Me |- 4-Cl-2-thienyl - CHF» racemic
IV-1636 Me |Me | Me |- 4-Cl-2-thienyl - CHF, (S)
1V-1637 Me | Me |Me |- 4-C]-2-thienyl - CF5 racemic
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1V-1638 Me | Me | Me |- 4-Ci-2-thienyl - CFs (S)-
IV-1639 Me | Me | Me |- 4-C}-2-thienyl - Et racemic
IV-1640 Me | Me | Me | - 4-C1-2-thienyl - Et (S)-
IV-1641 Me | Me | Me |- 4-CJ-2-thienyl - nPr racemic
IV-1642 Me |Me | Me |- 4-Cl-2-thienyl - nPr (S)-
IV-1643 Me |(Me | Me |- 4-Cl1-2-thienyl - iPr racemic
1v-1644 Me [Me | Me |- 4-C]-2-thienyl - iPr (S)-
IV-1645 Me | Me | Me |- 4-Cl1-2-thienyl - cPr racemic
IV-1646 Me | Me | Me |- 4-Cl-2-thienyl - cPr (S)-
IV-1647 Me | Me |Me |- 5-Cl1-2-thienyl - H racemic
1v-1648 Me {Me |Me |- 5-Cl-2-thienyl - H (S)-
1V-1649 Me |Me | Me |- 5-Cl-2-thienyl - Me racemic
IV-1650 Me |Me [Me |- 5-Cl-2-thieny} - Me (S)-
IV-1651 Me |Me [Me |- 5-Cl-2-thienyl - CHF- racemic
[0112] [Table 97]
(1V)

T(‘Z‘Jz‘r'npound R |r IR L2 R* L RS tcigr?ﬁ gura
IV-1652 Me {Me |Me |- 5-Cl-2-thieny] - CHF, (8)-
IV-1653 Me |Me |Me |- 5-Cl-2-thienyl - CF, racemic
IV-1654 Me | Me |Me | - 5-Cl-2-thienyl - CF; (S)-
IV-1655 Me | Me |Me |- 5-Cl-2-thieny! - Et racemic
1V-1656 Me |Me | Me |- 5-Cl-2-thienyl - Et (8)-
IV-1657 Me |Me |Me |- 5-Cl-2-thieny! - nPr racemic
1V-1658 Me |Me |Me |- 5-Cl-2-thienyl | - nPr (S)-
IV-1659 Me |Me |Me |- 5-Cl-2-thienyl - iPr racemic
IV-1660 Me | Me | Me |- 5-Cl1-2-thienyl - iPr (S)-
IV-1661 Me |Me |Me |- 5-Cl1-2-thienyl - cPr racemic
IV-1662 Me |Me [Me |- 5-Cl-2-thienyl - cPr (S)-
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IV-1663 Me | Me | Me 3-Me-2-thieny] H racemic
1V-1664 Me | Me | Me 3-Me-2-thienyl H (S)-
IV-1665 Me | Me | Me 3-Me-2-thienyl Me racemic
IV-1666 Me | Me [ Me 3-Me-2-thienyl Me (S)-
IV-1667 Me | Me | Me 3-Me-2-thienyl CHF, racemic
IV-1668 Me | Me | Me 3-Me-2-thieny] CHF» (S)-
IV-1669 Me | Me | Me 3-Me-2-thienyl CF; racemic
IV-1670 Me | Me | Me 3-Me-2-thieny! CF; (S)-
IV-1671 Me | Me | Me 3-Me-2-thienyl Et racemic
v-1672 Me | Me | Me 3-Me-2-thieny!l Et (S)-
IV-1673 Me | Me | Me 3-Me-2-thienyl nPr racemic
IV-1674 Me | Me | Me 3-Me-2-thienyl nPr (S)-
IvV-1675 Me | Me | Me 3-Me-2-thienyl iPr racemic
IV-1676 Me | Me | Me 3-Me-2-thienyl iPr (S)-
IV-1677 Me | Me | Me 3-Me-2-thienyl cPr racemic
IV-1678 Me | Me | Me 3-Me-2-thienyl cPr (S)-
IV-1679 Me | Me | Me 4-Me-2-thienyl H racemic
IV-1680 Me | Me | Me 4-Me-2-thienyl H (S)-
IV-1681 Me | Me | Me 4-Me-2-thienyl Me racemic
IV-1682 Me | Me | Me 4-Me-2-thienyl Me (S)-
IV-1683 Me | Me | Me 4-Me-2-thienyl CHF- racemic
IV-1684 Me | Me | Me 4-Me-2-thienyl CHF- (S)-
IV-1685 Me | Me | Me 4-Me-2-thieny] CF; racemic
IV-1686 Me [ Me | Me 4-Me-2-thienyl CF; (8)-
IV-1687 Me | Me | Me 4-Me-2-thienyl Et racemic
IV-1688 Me | Me | Me 4-Me-2-thienyl Et (S)-
1V-1689 Me | Me | Me 4-Me-2-thieny! nPr racemic
| TV-1690 Me |Me | Me 4-Me-2-thienyl nPr (S
IV-1691 Me | Me | Me 4-Me-2-thienyl iPr racemic
IV-1692 Me | Me | Me 4-Me-2-thienyl iPr (S)-
IV-1693 Me | Me | Me 4-Me-2-thienyl cPr racemic
1V-1694 Me | Me | Me 4-Me-2-thienyl cPr (8)-
IV-1695 Me | Me | Me 5-Me-2-thienyl H racemic
IV-1696 Me | Me [ Me 5-Me-2-thienyl H (S)-
IV-1697 Me | Me | Me 5-Me-2-thieny! Me racemic
IV-1698 Me | Me | Me 5-Me-2-thienyl Me (S)-
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1V-1699 Me [ Me | Me |- 5-Me-2-thienyl - CHF,» racemic
V-1700 Me [ Me | Me |- 5-Me-2-thienyl - CHF, (S)-
IV-1701 Me | Me Me |- 5-Me-2-thieny! - CF; racemic

[0113] [Table 98]

(1v)

](E](gnpound R! R | R 12 R* L RS t(ilcc:rr)lﬁgura
1v-1702 Me {Me |Me | - 5-Me-2-thienyl | - CF; (8)-
IV-1703 Me |Me | Me |- 5-Me-2-thieny! - Et racemic
IvV-1704 Me | Me |Me |- 5-Me-2-thienyl | - Et (S)-
IV-1705 Me [Me [ Me | - 5-Me-2-thienyl - nPr racemic
IvV-1706 Me [Me |Me |- 5-Me-2-thienyl | - nPr (S)-
v-1707 Me {Me | Me |- 5-Me-2-thienyl | - iPr racemic
IV-1708 Me [Me | Me |- 5-Me-2-thienyl - iPr (S)-
V-1709 Me |Me | Me |- 5-Me-2-thienyl - cPr racemic
IV-1710 Me |Me |Me |- 5-Me-2-thienyl - cPr (8)-
Iv-1711 Me | Me | Me | - 3-thienyl - H racemic
IvV-1712 Me | Me | Me |- 3-thienyl - H R)-
IV-1713 Me | Me | Me |- 3-thienyl - Me racemic
V-1714 Me |Me | Me | - 3-thienyl - Me (R)-
IV-1715 Me | Me | Me |- 3-thienyl - CHF; racemic
IV-1716 Me | Me |Me |- 3-thienyl - CHF- (R)-
1V-1717 Me |Me | Me |- 3-thienyl - CF; racemic
IvV-1718 Me {Me |Me |- 3-thienyl - - CF; (R)-
IV-1719 Me |Me | Me |- 3-thienyl - Et racemic
IV-1720 Me | Me | Me |- 3-thienyl - Et (R)-
IvV-1721 Me {Me |Me |- 3-thienyl - nPr racemic
IV-1722 Me |Me | Me |- 3-thienyl - nPr (R)-
1V-1723 Me | Me | Me |- 3-thienyl - iPr racemic
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IV-1724 Me | Me [Me |- 3-thienyl - iPr R)-
IV-1725 Me | Me [Me |- 3-thienyl - cPr racemic
TV-1726 Me | Me |Me |- 3-thienyl - cPr (R)-
[0114] [Table 99]
N 0
N, [ N4 R
o) L=,
Q/ NH - -O% R6 (Va)
) °
rs R?
Iigmtnpound R RS IR |12 R 13 RS t(ii(c))rrllﬁgura
V-1 Me | Me [Me | O Ph CH, Me racemic
V-2 Me |Me | Me [O Ph CH, Me (8)
V-3 Me |Et |Me |O Ph CHa Me racemic
V-4 Me |Et |Me |O Ph CH, Me S)-
V-5 Me |Me | Me [O Ph CH, Et racemic
V-6 Me [ Me |Me | O Ph CH- Et Sy
V-7 Me |Et | Me |O Ph CH, Et racemic
V-8 Me |Et |Me |O Ph CH, Et (S)-
V-9 Me | Me | Me {O Ph CH- nPr racemic
V-10 Me |Me [Me | O Ph CH., nPr (S)-
V-11 Me | Et Me | O Ph CH, nPr racemic
V-12 Me | Et Me | O Ph CH, nPr (8)-
V-13 Me |Me | Me | O Ph CH, iPr racemic
V-14 Me |Me |Me | O Ph CH: iPr (S)-
V-15 Me | Et Me | O Ph CH> iPr racemic
V-16 Me | Et Me | O Ph CH, iPr (S)-
V-17 Me Me |Me |O Ph CH, nBu racemic
V-18 Me |Me [ Me | O Ph CH- nBu (S)-
V-19 Me | Et Me | O Ph CH, nBu racemic
V-20 Me |Et |Me [ O Ph CH; nBu (S)-
V-21 Me |Me [Me |O Ph CH, tBu racemic
V-22 Me |Me |Me [O Ph CH, tBu (S)-
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V-23 Me | Et Me | O Ph CH-» tBu racemic
V-24 Me |Et |[Me [ O Ph CH, 1Bu (S)-
V-25 Me |Me {Me | O Ph CH- iBu racemic
V-26 Me |Me [Me | O Ph CH- iBu (S)
v-27 Me | Et Me | O Ph CH, iBu racemic
V-28 Me |Et |Me | O Ph CH, iBu (S)-
V-29 Me | Me {Me | O Ph CH, n-Heptyl racemic
V-30 Me |Me |Me | O Ph CH, n-Heptyl (8)-
V-31 Me | Et Me | O Ph CH: n-Heptyl racemic
V-32 Me | Et Me | O Ph CH, n-Heptyl (S)-
V-33 Me | Me | Me | O Ph CH- n-Undecy] racemic
V-34 Me |Me |[Me | O Ph CH- n-Undecyl (S)-
V-35 Me | Et Me | O Ph CH-» n-Undecyl racemic
V-36 Me | Et Me | O Ph CH- n-Undecyl (S)-
V-37 Me {Me | Me | O Ph CH: Ph racemic
V-38 Me |Me | Me | O Ph CH- Ph (8)-
V-39 Me | Et Me | O Ph CH. Ph racemic
V-40 Me | Et Me | O Ph CH, Ph (S)-
V-41 Me [ Me |Me | O Ph CH- OFEt racemic
V-42 Me {Me [Me [ O Ph CH- OEt (5)-
V-43 Me | Et Me |O Ph CH- OEt racemic
V-44 Me | Et Me | O Ph CH, OEt (S
V-45 Me | Me | Me | O Ph CH, (CH;),COOH racemic
V-46 Me {Me |Me | O Ph CH, (CH»).COOH (S)-
V-47 Me | Et Me | O Ph CH, (CH,),COOH racemic
V-48 Me | Et Me | O Ph CH, (CH»).COOH (8)-
V-49 Me |Me [Me | O Ph C(Me). | Me racemic
V-50 Me |Me |[Me |O Ph C(Me). | Me (S)-

[0115] [Table 100]

205



CA 02966164 2017-04~27

FP15-0549-00

H
N'T l N—/<O R*
o L2—<* .
>?.,NH L ~o>_Ra (Va)
2 °
rR® R
I(\Zlcélfnpound R IR IR L R® L3 RS tCi:))rrllﬁgura
V-51 Me | Et Me | O Ph C(Me). | Me racemic
V-52 Me |[Et [Me |O Ph C(Me), | Me (8)-
V-53 Me | Me |Me (O Ph C(Me). | Et racemic
V-54 Me {Me [Me | O Ph C(Me); | Et )
V-55 Me | Et Me | O Ph C(Me), | Et racemic
V-56 Me {Et |Me | O Ph C(Me): | Et (8)-
V-57 Me |[Me | Me | O Ph C(Me), | nPr racemic
V-58 Me |Me |Me O Ph C(Me), | nPr (8)-
V-59 Me | Et Me | O Ph C(Me), | nPr racemic
V-60 Me | Et Me | O Ph C(Me), | nPr (S)-
V-61 Me [Me |Me | O Ph C(Me), | iPr racemic
V-62 Me |Me |Me | O Ph C(Me), |iPr (S)-
V-63 Me | Et Me | O Ph C(Me), | iPr racemic
V-64 Me | Et Me | O Ph C(Me), |iPr (S)-
V-65 Me | Me |Me | O Ph C(Me)- | nBu racemic
V-66 Me |Me [Me O Ph C(Me). | nBu (S)-
V-67 Me | Et Me | O Ph C(Me), | nBu racemic
V-68 Me |Et [Me | O Ph C(Me): | nBu (S)-
V-69 Me |Me [Me | O Ph C(Me), | tBu racemic
V-70 Me |Me [Me | O Ph C(Me), | iBu (S)-
V-71 Me | Et Me | O Ph C(Me), | tBu racemic
V-72 Me |Et |Me | O Ph C(Me), | tBu (S)-
V-73 Me |[Me |Me | O Ph C(Me), | iBu racemic
V-74 Me | Me Me | O Ph C(Me). | iBu (S)-
V-75 Me | Et Me | O Ph C(Me), | iBu racemic
V-76 Me | Et Me | O Ph C(Me). | iBu (S)-
V-77 Me Me [Me |O Ph C(Me)> | n-Heptyl racemic
V-78 Me [Me [ Me | O Ph C(Me)> | n-Hepty! (S)-
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V-79 Me | Et Me | O Ph C(Me), | n-Heptyl racemic
V-80 Me |Et |Me O Ph C(Me). | n-Heptyl (S)-
V-81 Me |Me |Me | O Ph C(Me); | n-Undecyl racemic
V-82 Me |Me |Me | O Ph C(Me), | n-Undecyl (S)-
V-83 Me | Et Me | O Ph C(Me), | n-Undecyl racemic
V-84 Me | Et Me | O Ph C(Me), | n-Undecyl (S)-
V-85 Me |Me [Me O Ph C(Me), | Ph racemic
V-86 Me [ Me {Me (O Ph C(Me), | Ph (S)-
V-87 Me | Et Me | O Ph C(Me); | Ph racemic
V-88 Me |Et |Me O Ph C(Me). | Ph (S)-
V-89 Me {Me [Me | O Ph C(Me), | OEt racemic
V-90 Me |Me [Me O Ph C(Me). | OEt (S)-
V-91 Me |Et [Me |O Ph C(Me); | OEt racemic
V-92 Me |Et |Me | O Ph C(Me), | OEt (S)-
V-93 Me | Me | Me | O Ph C(Me), | (CH,)-COOH racemic
V-94 Me |Me |Me | O Ph C(Me), | (CH,).COOH (S)-
V-95 Me | Et Me | O Ph C(Me). | (CH.).COOH racemic
V-96 Me |Et [Me | O Ph C(Me): | (CH»).COOH (S)-
V-97 Me |{Me |Me O Ph (CH,)- | Me racemic
V-98 Me {Me | Me | O Ph (CH»).» | Me R)-
V-99 Me | Et Me | O Ph (CH>)» Me racemic
V-100 Me |Et |Me O Ph (CHz2); | Me (R)-
[0116] [Table 101]
(Va)

I(\II?)l-npound R' |R IR L |R* L R® g(c’):}lﬁgura
V-101 Me {Me [Me | O Ph | (CHa» Et racemic
V-102 Me | Me |[Me | O Ph | (CH.): Et (R)-
V-103 Me | Et Me O Ph | (CH)): Et racemic
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V-104 Me | Et Me (O Ph (CH>)» Et (R)-
V-105 Me | Me [ Me |O Ph | (CHa) nPr racemic
V-106 Me |Me | Me [O Ph | (CH:): nPr (R)-
V-107 Me | Et Me (O Ph (CH>)- nPr racemic
V-108 Me |Et {Me |O Ph | (CH2) nPr (R)-
V-109 Me | Me [Me |O Ph | (CH») iPr racemic
V-110 Me |Me | Me |O Ph | (CH»). iPr (R)-
V-111 Me | Et Me | O Ph | (CH-): iPr racemic
V-112 Me | Et Me | O Ph | (CH.): iPr (R)-
V-113 Me |Me {Me | O Ph (CH-). nBu racemic
V-114 Me (Me |Me |O Ph | (CH:) nBu R)-
V-115 Me | Et Me | O Ph | (CH»)- nBu racemic
V-116 Me | Et Me | O Ph | (CHy) nBu (R)-
V-117 Me |Me [ Me |O Ph | (CH:) tBu racemic
V-118 Me |Me {Me | O Ph | (CH.): tBu R)-
V-119 Me | Et Me | O Ph (CHa), tBu racemic
V-120 Me |Et [Me [O Ph | (CH)) tBu (R)-
V-121 Me | Me {Me | O Ph | (CH.) iBu racemic
V-122 Me |Me {Me | O Ph | (CH2) iBu (R)-
V-123 Me | Et Me |O Ph | (CH:). iBu racemic
V-124 Me | Et Me | O Ph | (CH.): iBu R)-
V-125 Me | Me [Me |O Ph (CHz), n-Heptyl racemic
V-126 Me {Me [|Me [O |Ph |(CH.): n-Heptyl (R)-
V-127 Me | Et Me | O Ph (CH:>): n-Heptyl racemic
V-128 Me | Et Me | O Ph | (CH>): n-Heptyl R)-
V-129 Me | Me [Me |[O Ph (CHa), n-Undecyl racemic
V-130 Me ([Me {Me |O Ph | (CH:), n-Undecyl (R)-
V-131 Me | Et Me (O Ph | (CH2): n-Undecyl racemic
V-132 Me |Et |[Me |O Ph | (CH.): n-Undecyl (R)-
V-133 Me | Me |Me |O Ph | (CHa) Ph racemic
V-134 Me |Me |Me |O Ph | (CH,), Ph (R)-
V-135 Me | Et Me | O Ph (CH:>)- Ph racemic
V-136 Me | Et Me | O Ph | (CHa) Ph R)-
V-137 Me | Me [ Me | O Ph (CH>), OFEt racemic
V-138 Me | Me |[Me | O Ph | (CH2); OEt R)-
V-139 Me | Et Me [O Ph | (CHa)s OFEt racemic
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V-140 Me | Et Me | O Ph | (CHa): OEt (R)-
V-141 Me | Me | Me | O Ph (CHz)» (CH»).COOH racemic
V-142 Me Me |Me 1O Ph | (CH>); (CH,),COOH | (R)-
V-143 Me |Et |Me |O Ph | (CHa): (CH.).COOH | racemic
V-144 Me |Et |Me (O Ph | (CH:), (CH»)COOH | (R)-
V-145 Me (Me |Me |O Ph | CH,C(Me), | Me racemic
V-146 Me [ Me |Me [O Ph | CH.C(Me), | Me (R)-
V-147 Me |Et |Me | O Ph | CH-C(Me), | Me racemic
V-148 Me |Et |Me |O Ph | CH.C(Me). | Me (R)-
V-149 Me |Me |Me [O Ph | CH.C(Me). | Et racemic
V-150 Me [|Me |Me | O Ph | CH.C(Me). | Et R)-
[0117] [Table 102]
o]
>7:NH1 L3-o>_R6 (va)
e °
R3 R?
I(\JI{())Tnpm,md R! R? IR 112 |R* |13 R S (c;:ﬁ gura
V-151 Me | Et Me | O Ph | CH.C(Me), | Et racemic
V-152 Me [Et |Me |O Ph | CH.C(Me), | Et (R)-
V-153 Me |Me |[Me | O Ph | CH.C(Me), | nPr racemic
V-154 Me [ Me |Me | O Ph | CH.C(Me), | nPr (R)-
V-155 Me | Et Me | O Ph CH-C(Me), | nPr racemic
V-156 Me |Et |Me |O Ph | CH.C(Me), | nPr (R)-
V-157 Me | Me | Me |O Ph CH,C(Me), |iPr racemic
V-158 Me |Me |Me | O Ph | CH:C(Me). | iPr (R)-
V-159 Me | Et Me | O Ph CHC(Me), | iPr racemic
V-160 Me |Et |Me [O Ph | CH:C(Me), | iPr R)-
V-161 Me |[Me {Me |O Ph | CHC(Me), | nBu racemic
V-162 Me |Me |Me |O Ph | CH,C(Me), | nBu (R)-
V-163 Me | Et Me O Ph CH-C(Me), | nBu racemic
V-164 Me | Et Me | O Ph | CH,C(Me), | nBn (R)-
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V-165 Me |Me [Me | O Ph CH-C(Me), | tBu racemic
V-166 Me |Me |[Me |O Ph | CH.C(Me), | tBu R}
V-167 Me | Et Me | O Ph | CH.C(Me), | tBu racemic
V-168 Me |Et {Me |O Ph | CH.C(Me). | tBu (R)-
V-169 Me | Me | Me | O Ph CH.C(Me), | iBu racemic
V-170 Me | Me |Me | O Ph | CH.C(Me), | iBu (R)~
V-171 Me | Et Me | O Ph | CH.C(Me). | iBu racemic
V-172 Me |Et |Me |[O Ph | CH.C(Me). | iBu (R)-
V-173 Me |Me |Me (O Ph | CH.C(Me), | n-Heptyl racemic
V-174 Me |Me |Me | O Ph | CH.C(Me). | n-Heptyl (R)
V-175 Me | Et Me | O Ph | CH:C(Me). | n-Heptyl racemic
V-176 Me |[Et {Me | O Ph | CH.C(Me). | n-Heptyl R)-
V-177 Me ([ Me |Me | O Ph | CH-C(Me). | n-Undecyl racemic
V-178 Me | Me | Me | O Ph | CH.C(Me), | n-Undecyl (R)-
V-179 Me | Et Me | O Ph | CH,C(Me), | n-Undecyl racemic
V-180 Me |Et |Me |[O Ph | CH,C(Me), | n-Undecyl (R)-
V-181 Me Me |Me |O Ph | CH.C(Me); | Ph racemic
V-182 Me |Me |Me |[O Ph | CHXC(Me). | Ph (R)-
V-183 Me | Et Me | O Ph CH,C(Me). | Ph racemic
V-184 Me |Et |Me |O Ph | CH,C(Me), | Ph (R)-
V-185 Me |Me [Me |O Ph | CH.C(Me), | OEt racemic
V-186 Me | Me |Me | O Ph | CH,C(Me), | OEt (R)-
V-187 Me |Et |Me |O |Ph | CH.C(Me), | OEt racemic |
V-188 Me |Et {Me |O Ph | CH,C(Me), | OEt (R)-
V-189 Me | Me {Me | O Ph | CH-C(Me), | (CH).COOH racemic
V-190 Me | Me |Me | O Ph | CH,C(Me), | (CH:).COOH | (R)-
V-191 Me | Et Me | O Ph CH,C(Me), | (CH2)COOH racemic
V-192 Me | Et Me | O Ph | CH.C(Me), | (CH,),COOH | (R)-
V-193 Me |Me [Me |NH {Ph | CH, Me racemic
V-194 Me |Me |[Me | NH |Ph | CH, Me (S)-
V-195 Me | Et Me [ NH | Ph CH, Me racemic
V-196 Me |Et |Me [NH [Ph | CH; Me (S)-
V-197 Me | Me | Me |NH | Ph CH, Et racemic
V-198 Me {Me |Me |NH |Ph | CH: Et (S)-
V-199 Me | Et {Me |NH |Ph |CIH: Et racemic
V-200 Me |Et |Me |NH | Ph |CH; Et (S)
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(Va)

1(\Ilgfnpound ROIr Ir |12 Rt |15 RS gg:ﬁgura
V-201 Me Me |Me |NH |Ph | CH- nPr racemic
V-202 Me Me |Me |NH |Ph | CH: nPr (8)-
V-203 Me | Et Me |NH {Ph | CH: nPr racemic
V-204 Me | Et Me |NH | Ph | CH: nPr (8)-
V-205 Me | Me {Me [NH | Ph | CH» iPr racemic
V-206 Me |Me | Me [NH | Ph | CH: iPr (S)
V-207 Me | Et Me [ NH | Ph CH, iPr racemic
V-208 Me |Et {Me [NH [Ph | CH iPr Sy
V-209 Me |Me | Me [NH [ Ph | CH; nBu racemic
V-210 Me |Me {Me [NH {Ph | CH; nBu (S)-
V-211 Me | Et Me | NH | Ph CH, nBu racemic
V-212 Me | Et Me | NH | Ph | CH; nBu (8)-
V-213 Me [ Me | Me | NH | Ph CH- iBu racemic
V-214 Me | Me | Me I NH | Ph | CH; tBu (S)
V-215 Me | Et Me |NH | Ph | CH; tBu racemic
V-216 Me | Et Me {NH | Ph | CH, tBu ®)
V-217 Me | Me | Me |NH | Ph CH- iBu racemic
V-218 Me |Me |Me [NH |Ph | CH. iBu (S)-
V-219 Me | Et Me | NH | Ph CH- iBu racemic
V-220 Me | Et Me [NH | Ph | CH, iBu S
V-221 Me [Me [Me [NH |Ph | CH; n-Heptyl racemic
V-222 Me |Me |Me [NH [ Ph | CH, n-Heptyl (8)-
V-223 Me Et |Me [NH |Ph | CH; n-Heptyl racemic
V-224 Me | Et Me |NH | Ph | CH, n-Heptyl (S)-
V-225 Me |Me |Me [NH |Ph | CH: n-Undecyl racemic
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V-226 Me | Me |Me |[NH Ph | CH, n-Undecyl (8)-
V-227 Me | Et Me |NH | Ph | CH; n-Undecyl racemic
V-228 Me | Et Me |NH |Ph | CH: n-Undecyl (S)-
V-229 Me |Me {Me {NH | Ph CH- Ph racemic
V-230 Me Me |Me |NH Ph |CH: Ph Sy
V-231 Me | Et Me |NH | Ph | CH-» Ph racemic
V-232 Me |Et |Me |NH |Ph | CH; Ph (S)-
V-233 Me ([ Me |Me [NH | Ph | CH: OEt racemic
V-234 Me {Me |Me [NH | Ph | CH: OLEt (S)-
V-235 Me | Et Me |NH | Ph CH, OFt racemic
V-236 Me | Et Me |NH |Ph | CH- OEt (S)-
V-237 Me | Me |Me {|NH |Ph |CH: (CH-).COOH racemic
V-238 Me {Me |Me NH Ph | CH- (CH-),COOH (S)-
V-239 Me | Et Me |NH | Ph | CH: (CH,»).COOH racemic
V-240 Me | Et Me |NH Ph | CH: (CH,).COOH (8)-
V-241 Me |Me |[Me |NH | Ph | C(Me): Me racemic
V-242 Me |Me |Me |[NH | Ph | C(Me); Me (S)-
V-243 Me | Et Me |(NH | Ph | C(Me): Me racemic
V-244 Me | Et Me |NH | Ph | C(Me): Me (S)-
V-245 Me |Me [Me [NH | Ph | C(Me). Et racemic
V-246 Me | Me [Me [NH | Ph | C(Me): Et (8)-
V-247 Me | Et Me |NH | Ph | C(Me). Et racemic
V-248 Me | Et Me |NH | Ph | C(Me), Et (S)-
V-249 Me | Me | Me [NH [ Ph | C(Me): nPr racemic
V-250 Me | Me |Me |NH | Ph | C(Me), nPr Sy
[0119] [Table 104]
N o
N[ N4 Rt
o L2—<* \
>?/NH L 'O}_Re vV a)
e °
R® R’
I(\3](())Trlpound R R IR 112 |R* |12 R g(()):ﬁgura
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V-251 Me | Et Me | NH |Ph | C(Me): nPr racemic
V-252 Me |Et |Me [NH |Ph | C(Me): nPr (S)
V-253 Me |Me |Me | NH | Ph | C(Me): iPr racemic
V-254 Me | Me |Me [ NH | Ph | C(Me), iPr (S)
V-255 Me | Et Me | NH | Ph | C(Me), iPr racemic
V-256 Me | Et Me | NH | Ph | C(Me), iPr (S)-
V-257 Me | Me |Me |NH | Ph | C(Me) nBu racemic
V-258 Me {Me | Me |NH | Ph | C(Me) nBu (8)-
V-259 Me | Et Me | NH | Ph | C(Me), nBu racemic
V-260 Me |Et |Me |NH | Ph | C(Me): nBu (S)-
V-261 Me |Me [Me | NH | Ph | C(Me) tBu racemic
V-262 Me |Me |[Me [ NH | Ph | C(Me) tBu (S)-
V-263 Me | Et Me | NH | Ph | C(Me), tBu racemic
V-264 Me |Et |Me |NH | Ph | C(Me), tBu (8)-
V-265 Me |Me |Me {NH |Ph | C(Me) iBu racemic
V-266 Me | Me |Me | NH | Ph | C(Me): iBu (S)-
V-267 Me | Et Me | NH | Ph | C(Me): iBu racemic
V-268 Me |Et |Me |NH |Ph | C(Me) iBu 8)-
V-269 Me |Me |Me |NH |Ph | C(Me). n-Heptyl racemic
V-270 Me |Me |Me |NH |Ph | C(Me). n-Heptyl (S)-
V-271 Me | Et Me | NH | Ph | C(Me): n-Heptyl racemic
V-272 Me |Et |Me |NH |Ph | C(Me) n-Heptyl (S)-
V-273 Me |Me |Me |NH | Ph | C(Me) n-Undecyl racemic
V-274 Me |Me [ Me | NH | Ph | C(Me) n-Undecyl (S)-
V-275 Me | Et Me | NH | Ph C(Me), n-Undecyl racemic
V-276 Me |Et |Me |NH |Ph | C(Me) n-Undecy] (S)-
V-277 Me |Me [Me [NH | Ph | C(Me), Ph racemic
V-278 Me |Me |Me |[NH | Ph C(Me)- Ph (5)-
V-279 Me | Et Me | NH | Ph | C(Me), Ph racemic
V-280 Me | Et |Me |NH |Ph | C(Me): Ph Sy
V-281 Me | Me |Me | NH | Ph C(Me)» OFt racemic
V-282 Me |Me |Me |NH |Ph | C(Me), OFEt (S)-
V-283 Me | Et Me | NH | Ph | C(Me), OEt racemic
V-284 Me |Et |Me |NH |Ph | C(Me), OFEt (S)-
V-285 Me | Me |Me | NH | Ph | C(Me)- (CH»);COOH racemic
V-286 Me |Me |Me | NH | Ph | C(Me), (CH:);COOH (S)-
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V-287 Me |Et | Me |NH | Ph | C(Me): (CH-).COOH racemic
V-288 Me |Et |{Me NH |Ph | C(Me): (CH-).COOH (S)-
V-289 Me |Me | Me |NH | Ph (CHa)» Me racemic
V-290 Me [Me | Me | NH |Ph | (CHa): Me R)-
V-291 Me | Et Me |NH | Ph (CH>). Me racemic
V-292 Me |Et |Me |NH [Ph | (CHa): Me (R)-
V-293 Me |Me |Me |NH | Ph | (CHa): Et racemic
V-294 Me | Me {Me [ NH |Ph | (CH:2): Et (R)-
V-295 Me | Et Me |NH |Ph | (CHa): Et racemic
V-296 Me [Et |Me |NH | Ph | (CH) Et (R)-
V-297 Me {Me |Me | NH | Ph | (CH>)- nPr racemic
V-298 Me [Me |Me | NH |Ph | (CH.) nPr (R)-
V-299 Me | Et Me [ NH |Ph | (CH:)» nPr racemic
V-300 Me | Et Me | NH |Ph | (CH.): nPr (R)-
[0120] [Table 105]
N o
N T n< R
0 L2
>?,NH L -o}ﬂ{6 v a)
2 °
R3 R?

](\/Igr.npound R} R2 R} 12 R* L3 R® ggsﬁgum
V-301 Me |Me [Me | NH | Ph (CH>)» iPr racemic
V-302 Me |Me | Me | NH | Ph (CH.)- iPr (R)-
V-303 Me | Et Me | NH | Ph (CH»), iPr racemic
V-304 Me | Et Me | NH | Ph (CH:z), iPr (R)-
V-305 Me {Me [Me | NH | Ph (CHu) nBu racemic
V-306 Me | Me {Me | NH | Ph | (CH:): nBu (R)-
V-307 Me | Et Me |NH | Ph | (CH:); nBu racemic
V-308 Me |Et [Me |NH | Ph | (CH>), nBu (R)-
V-309 Me | Me |Me | NH | Ph | (CH)): tBu racemic
V-310 Me | Me |Me |[NH | Ph | (CHy): tBu (R)-
V-311 Me | Et Me | NH | Ph (CH-); tBu racemic
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V-312 Me | Et Me | NH | Ph (CHz)- tBu (R)-
V-313 Me | Me |[Me | NH | Ph (CH>): iBu racemic
V-314 Me |Me |Me | NH |Ph | (CHa) iBu (R)-
V-315 Me | Et Me |NH | Ph | (CH») iBu racemic
V-316 Me |Et | Me |NH |Ph | (CH:): iBu (R)-
V-317 Me |Me | Me | NH | Ph (CHa). n-Heptyl racemic
V-318 Me {Me {Me | NH | Ph | (CH-): n-Heptyl (R)-
V-319 Me | Et Me (NH | Ph (CH»), n-Heptyl racemic
V-320 Me |Et {Me |[NH |Ph | (CH:), n-Heptyl R)-
V-321 Me |Me |Me |NH | Ph (CH>)- n-Undecyl racemic
V-322 Me |Me [Me [NH | Ph | (CH.): n-Undecyl (R)-
V-323 Me | Et Me |NH | Ph | (CH»): n-Undecy] racemic
V-324 Me | Et Me [ NH | Ph (CH-), n-Undecyl (R)-
V-325 Me [ Me |[Me |NH | Ph | (CH>) Ph racemic
V-326 Me |Me |Me |NH | Ph | (CH:) Ph (R)-
V-327 Me | Et Me | NH | Ph | (CH)): Ph racemic
V-328 Me {Et |Me |NH |Ph | (CH-): Ph (R)-
V-329 Me [ Me |Me | NH | Ph | (CHa): OFt racemic
V-330 Me |Me |Me |NH | Ph | (CH>): OEt (R)-
V-331 Me | Et Me [NH | Ph (CH:), OFEt racemic
V-332 Me |Et |Me |NH | Ph | (CH:): OEt R)-
V-333 Me |Me [Me [NH | Ph | (CH:): (CH»),COOH | racemic
V-334 Me |{Me |Me |NH | Ph | (CH») (CH,),COOH | (R)-
V-335 Me |Et |Me |NH | Ph | (CH:): (CH.),COOH | racemic
V-336 Me | Et Me |NH | Ph | (CH-), (CH-),COOH | (R)-
V-337 Me | Me |Me |NH | Ph CH-C(Me), | Me racemic
V-338 Me |Me |Me |NH | Ph | CH.C(Me), | Me (R)-
V-339 Me | Et Me [NH | Ph | CH.C(Me), | Me racemic
V-340 Me |Et |Me [NH |Ph | CH.C(Me), | Me (R)-
V-341 Me |Me |Me |[NH | Ph | CH.C(Me), | Et racemic
V-342 Me |Me [Me |NH | Ph CH,C(Me), | Et (R)-
V-343 Me | Et Me |NH | Ph | CH.C(Me), | Et racemic
V-344 Me | Et Me | NH | Ph | CH.C(Me), | Et (R)-
V-345 Me |Me |Me |NH |Ph | CH.C(Me), | nPr racemic
V-346 Me {Me [Me |NH | Ph | CHxC(Me), | nPr (R)-
V-347 Me | Et Me | NH | Ph CH.C(Me), | nPr racemic
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V-348 Me | Et Me |NH | Ph | CHC(Me). | nPr (R)-
V-349 Me |Me | Me |NH Ph | CH.C(Me), | iPr racemic
V-350 Me |Me |Me |NH | Ph | CH.C(Me). | iPr R)-
(Va)

IC\II(())I'npound ROIRrR R |12 RY | L3 R tCil(()):ﬁ gura
V-351 Me | Et Me | NH Ph | CH.C(Me), | iPr racemic
V-352 Me |Et | Me | NH Ph | CH,C(Me), | iPr R)-
V-353 Me | Me { Me | NH Ph | CH,C(Me). | nBu racemic
V-354 Me | Me |Me | NH Ph | CH,C(Me), | nBu (R)-
V-355 Me | Et Me | NH Ph | CH,C(Me), | nBu racemic
V-356 Me |Et |[Me | NH Ph | CH.C(Me). | nBu (R)-
V-357 Me | Me | Me [NH Ph | CH,C(Me), | tBu racemic
V-358 Me | Me |Me |[NH Ph | CH.C(Me), | tBu (R)-
V-359 Me | Et Me | NH Ph | CH.C(Me), | tBu racemic
V-360 Me | Et Me | NH Ph | CH,C(Me), | tBu (R)-
V-361 Me | Me | Me |NH Ph | CH,C(Me). | iBu racemic
V-362 Me | Me | Me | NH Ph | CH,C(Me), | iBu R)-
V-363 Me | Et Me | NH Ph | CH,C(Me). | iBu racemic
V-364 Me | Et | Me [NH Ph | CH.C(Me), | iBu R)-
V-365 Me | Me [Me | NH Ph | CH,C(Me), | n-Heptyl racemic
V-366 Me | Me |Me | NH Ph | CH,C(Me), | n-Heptyl (R)-
V-367 Me | Et Me | NH Ph | CH.C(Me). | n-Heptyl racemic
V-368 Me |Et |Me |[NH Ph | CH,C(Me). | n-Heptyl (R)-
V-369 Me | Me | Me | NH Ph { CH.C(Me), | n-Undecyl racemic
V-370 Me | Me [Me | NH Ph | CH,C(Me)- | n-Undecyl (R)-
V-371 Me | Et Me | NH Ph | CH.C(Me). | n-Undecyl racemic
V-372 Me | Et Me | NH Ph | CH.C(Me). | n-Undecyl (R)-
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V-373 Me |Me | Me | NH Ph | CH-C(Me), | Ph racemic
V-374 Me | Me |Me | NH Ph | CH.C(Me). | Ph (R)-
V-375 Me |Et |Me |NH Ph | CH.C(Me), | Ph racemic
V-376 Me |Et |Me |NH Ph | CH.C(Me), | Ph R)-
V-377 Me | Me | Me | NH Ph | CH.C(Me), | OEt racemic
V-378 Me | Me |Me | NH Ph | CH,C(Me), | OFEt (R)-
V-379 Me | Et Me { NH Ph | CH-.C(Me). | OEt racemic
V-380 Me |Et |Me |NH Ph | CH-C(Me), | OEt (R)-
V-381 Me |Me [Me | NH Ph | CH-C(Me). | (CH2):COOH racemic
V-382 Me |Me |Me | NH Ph | CH.C(Me), | (CH.).COOH | (R)-
V-383 Me | Et Me | NH Ph | CH-C(Me), | (CH»);COOH racemic
V-384 Me |Et |[Me |NH Ph | CH.C(Me)> | (CH2)LCOOH | (R)-
V-385 Me | Me |Me [CH, |Ph CH: Me racemic
V-386 Me |Me |Me [ CH, |Ph|CH: Me (8)-
V-387 Me | Et Me | CH., | Ph|CH; Me racemic
V-388 Me | Et Me |CH, |Ph|CH; Me 5)
V-389 Me |Me [Me |CH, |[Ph|CH: Et racemic
V-390 Me |Me |Me |[CH: |Ph|CH: Et (S)-
V-391 Me | Et Me {CH; |Ph|CH: Et racemic
V-392 Me |Et |Me |[CH. |Ph|CH: Et (8)-
V-393 Me |Me [Me [CH., | Ph|CH; nPr racemic
| V-394 Me |Me |Me | CH, |Ph|CH: nPr (S)-
V-395 Me | Et Me | CH- Ph | CH» nPr racemic
V-396 Me |Et |Me |CH, |Ph|CH; nPr (S)-
V-397 Me | Me | Me | CH» Ph | CH, iPr racemic
V-398 Me |Me [Me |CH, |Ph|CH: iPr (S)
V-399 Me | Et Me | CH, | Ph|CH> iPr racemic
V-400 Me | Et |Me |CH. |Ph|CH, iPr ©- |

[0122] [Table 107]
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RS (Va)

Y(S]c:,npound R R2 R’ L2 R* L3 R® g(‘;’:: figura
V-401 Me | Me | Me | CH: Ph CH- nBu racemic
V-402 Me |Me |Me [ CH, |(Ph CH- nBu (S)-
V-403 Me | Et Me | CH; |Ph CH- nBu racemic
V-404 Me [Et |Me |CH: |Ph CH, nBu (8)-
V-405 Me |Me |Me [CH. |Ph CH- tBu racemic
V-406 Me |Me |Me | CH, | Ph CH; tBu (S)-
V-407 Me [Et |Me [ CH: |Ph CH. tBu racemic
V-408 Me |Et {Me |CH, |Ph CH- tBu (S)-
V-409 Me |Me |[Me | CH, |Ph CH, iBu racemic
V-410 Me {Me {Me |CH, |[Ph CH, iBu (8)
V-411 Me | Et Me | CH- Ph CH- iBu racemic
V-412 Me | Et Me | CH, |Ph CH; iBu Sy
V-413 Me Me |Me CH: |Ph CH- n-Heptyl racemic
V-414 Me |Me [Me |CH: |Ph CH- n-Heptyl (S)-
V-415 Me | Et Me | CH- Ph CH.- n-Heptyl racemic
V-416 Me | Et Me | CH, |Ph CH; n-Hepty! (S)-
V-417 Me |Me [Me | CH, | Ph CH, n-Undecyl racemic
V-418 Me | Me | Me | CH: Ph CH; n-Undecy] (8)-
V-419 Me | Et Me | CH» Ph CH. n-Undecyl racemic
V-420 Me | Et Me | CH, |Ph CH> n-Undecyl (8)-
V-421 Me | Me | Me | CH; Ph CH> Ph racemic
V-422 Me |Me [Me [CH. |Ph CH, Ph ®)-
V-423 Me | Et Me | CH- Ph CH-» Ph racemic
V-424 Me |Et |Me |CH, [Ph CH, Ph (S)-
V-425 Me |Me {Me |CH, |Ph CH, OEt racemic
V-426 Me |Me |Me | CH; [ Ph CH, OEt S
V-427 Me | Et Me | CH, Ph CH, OFEt racemic
V-428 Me |Et |Me | CH:, |Ph CH, OEt (8)
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V-429 Me [(Me [Me | CH-> Ph CH; (CH-).COOH racemic
V-430 Me {Me |Me CH:. |[Ph CH: (CH:).COOH (S)-
V-431 Me |Et |Me |CH, |Ph CH- (CH-),COOH racemic
V-432 Me |Et |Me CH; |Ph CH- (CH,»).COOH (S)-
V-433 Me [Me |Me CH. |Ph - Me racemic
V-434 Me |[Me [Me | CH; Ph - Me (5)-
V-435 Me | Et Me | CH., | Ph - Me racemic
V-436 Me | Et Me [ CH. | Ph - Me (S)-
V-437 Me | Me | Me | CH» Ph - Et racemic
V-438 Me | Me | Me | CH; Ph - Et (S)-
V-439 Me | Et Me | CH, | Ph - Et raceniic
V-440 Me |Et |Me | CH- |Ph - Et (8)-
V-441 Me |Me |Me |[CH, |Ph - nPr racemic
V-442 Me |Me |[Me |CH, |Ph - nPr (S)-
V-443 Me | Et Me |CH-. |Ph - nPr racemic
V-444 Me | Et Me | CH» Ph - nPr (5)-
V-445 Me |Me |Me | CH, |[Ph - iPr racemic
V-446 Me |Me | Me CH, |Ph - iPr (S)-
V-447 Me | Et Me | CH- | Ph - iPr racemic
V-448 Me |Et |Me {CH, |Ph - iPr (S)-
V-449 Me |Me {Me |CH, |Ph - nBu racemic
V-450 Me |Me [Me CH. |Ph - nBu (S)-
[0123] [Table 108]
N o
N, L N4 R
Q = .
7?,NH L —o>/_R(5 va)
e °
R R?
g‘(’)f“p"““d R |R? |R* |L* |R* L R gg;‘ﬁg“ra
V-451 Me | Et Me | CH- | Ph - nBu racemic
V-452 Me | Et Me | CH, Ph - nBu (S)-
V-453 Me | Me | Me | CH, Ph - tBu racemic

219



CA 02966164 2017-04~27

FP15-0549-00

V-454 Me |Me {Me |CH. |Ph - tBu (8)-
V-455 Me | Et Me |CH: |Ph - tBu racemic
V-456 Me [Et |Me |CH:» |Ph - tBu (8)-
V-457 Me |Me | Me | CH, |Ph - iBu racemic
V-458 Me [Me |Me | CH:. |(Ph - iBu (8)-
V-459 Me | Et Me | CH. | Ph - iBu racemic
V-460 Me |Et |Me | CH, | Ph - iBu (S)-
V-461 Me [Me |Me | CH. |Ph - n-Heptyl racemic
V-462 Me [Me [Me | CH, | Ph - n-Heptyl (8)-
V-463 Me |Et |Me CH: |Ph - n-Heptyl racemic
V-464 Me |Et |Me |CH: |Ph - n-Heptyl (8)-
V-465 Me [Me [Me |CH. |Ph - n-Undecy] racemic
V-466 Me [Me |Me CH. |Ph - n-Undecyl] (S)-
V-467 Me |Et |{Me CH, | Ph - n-Undecy] racemic
V-468 Me | Et Me |CH: |Ph - n-Undecyl (8)-
V-469 Me | Me |Me |CH, (Ph - Ph racemic
V-470 Me {Me |Me | CH. |Ph - Ph (S)-
V-471 Me | Et Me | CH: | Ph - Ph racemic
V-472 Me [Et |Me |CH: |Ph - Ph S)-
V-473 Me {Me [Me [CH, |Ph - OEt racemic
V-474 Me |Me {Me [ CH:. |Ph - OEt (8)-
V-475 Me | Et Me | CH-. | Ph - OEt racemic
V-476 Me [Et |Me |CH, |Ph - OEt (S)-
v-477 Me [ Me |Me | CH, |Ph - (CH,),COOH racemic
V-478 Me [Me {Me |CH. |Ph - (CH,»).COOH (S)-
V-479 Me | Et Me {CH, | Ph - (CH;).COOH racemic
V-480 Me |Et |[Me [CH, |Ph - (CH,),COOH (S)-
V-481 Me [Me | Me | CH» Ph C(Me)> | Me racemic
V-482 Me |Me | Me |CH: | Ph C(Me), | Me (8)-
V-483 Me | Et Me | CH, | Ph C(Me), | Me racemic
V-484 Me |Et |Me |CH, |Ph C(Me): | Me (S)-
V-485 Me [ Me |Me |CH, |Ph C(Me), | Et racemic
V-486 Me {Me |Me CH: |[Ph C(Me). | Et (85)-
V-487 Me | Et Me | CH. |Ph C(Me). | Et racemic
V-488 Me | Et Me | CH. | Ph C(Me). | Et (S)-
V-489 Me |Me [ Me | CH, |Ph C(Me), | nPr racemic
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V-490 Me |{Me |Me |CH: |Ph C(Me), | nPr (8)-
V-491 Me | Et Me | CH, | Ph C(Me), | nPr racemic
V-492 Me |Et |Me [|CH. |Ph C(Me), |nPr (S)-
V-493 Me |Me |Me |CH. |Ph C(Me). | iPr racemic
V-494 Me {Me |Me | CH, |[Ph C(Me), | iPr (S)-
V-495 Me | Et Me |CH, | Ph C(Me), | iPr racemic
V-496 Me |Et {Me CH. |Ph CMe), | iPr (S)-
V-497 Me {Me | Me |CH, |Ph C(Me), | nBu racemic
V-498 Me [Me {Me | CH. |Ph C(Me), | nBu (S)-
V-499 Me | Et Me | CH: |Ph C(Me), | nBu racemic
V-500 Me [Et |Me | CH: |Ph C(Me); | nBu 8>
[0124] [Table 109]
(Va)

](\Zlcgnpound R R IR |12 R4 L3 R t(ii(c;rrllﬁgura
V-501 Me [Me | Me |CH, |Ph C(Me), | tBu racemic
V-502 Me [Me {Me [CH, |Ph C(Me); | tBu (S)-
V-503 Me | Et Me | CH; Ph C(Me), | tBu racemic
V-504 Me |Et |Me |CH. |Ph C(Me). |tBu (8)-
V-505 Me |Me |[Me |CH, |Ph C(Me), | iBu racemic
V-506 Me [Me |Me |CH- |Ph C(Me), |iBu (S)-
V-507 Me | Et Me | CH, | Ph C(Me), | iBu racemic
V-508 Me |Et {Me |CH, | Ph C(Me); |iBu (8)-
V-509 Me |Me | Me {CH, [Ph C(Me). | n-Heptyl racemic
V-510 Me |Me |Me | CH,; |Ph C(Me); | n-Heptyl (8)-
V-511 Me | Et Me | CH, | Ph C(Me); | n-Heptyl racemic
V-512 Me {Et {Me |CH, |Ph C(Me), | n-Heptyl (S)-
V-513 Me |Me [Me |CH: |Ph C(Me), | n-Undecyl racemic
V-514 Me |Me |[Me } CH; | Ph C(Me). | n-Undecyl (S)-
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CLAIMS:
1. A compound represented by formula (I) or a pharmacologically acceptable salt
thereof:
N 0
N [ N4 R
0 e~
3
L 1 R® (D
\Si’\’R
R?{ R?
wherein

L!is alinear or branched Ci.6 alkylene group or a Cs.¢ cycloalkylene group;
L?is a single bond, an oxygen atom, a nitrogen atom which is optionally substituted
with a Ci.6 alkyl group, or a linear or branched Ci.s alkylene group;
L3 is:
(1) a single bond,
(i1) a linear or branched Ci.s alkylene group which is optionally substituted
with one or more substituents selected from the group consisting of a
halogen atom, an oxo group, and a Ce.10 aryl group,
(111))  alinear or branched Cy. alkynylene group,
(iv)  a Cssecycloalkylene group,
(v) a group represented by formula (M-2):

TR

2

(vi)  a group represented by formula (N1):

784
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CONEY

R!, R? and R?® are each independently a linear or branched C1.4 alkyl group;
R*is
(1) a hydrogen atom,

5 (i1) a linear or branched C;.s alkyl group which is optionally substituted with
one or more substituents selected from the group consisting of a Ce.10
aryl group, a Cr.12 aralkyloxy group, a hydroxy group, a linear or
branched Ci.¢ alkoxy group, a di-(Ci.s alkyl)amino group, and a non-
aromatic heterocyclic group selected from the group consisting of a

10 pyrrolidinyl group, a piperidinyl group, a piperazinyl group, a
morpholinyl group, and a thiomorpholinyl group and which is optionally
further substituted with one or more halogen atoms,

(i)  a Cse cycloalkyl group
(iv)  aCe.10 aryl group which is optionally substituted with one or more

15 substituents selected from the group consisting of a halogen atom, a

linear or branched Ci. alkyl group, and a methylenedioxy group, or

(v) an aromatic heterocyclic group selected from the group consisting of a
pyridyl group, a thienyl group, a pyrimidine group, a pyridazine group, a
pyrazine group, a triazine group, a pyrrole group, an imidazole group, a

20 pyrazole group, an indole group, an indazole group, a furan group, a
benzofuran group, a benzothiophene group, a thiazole group, an
isothiazole group, an oxazole group, an isoxazole group, and an
oxadiazole group, and

R’ is:
785
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(1)
(i1)

(i)
(iv)
v)

a hydrogen atom,

a linear or branched C;.16 alkyl group which is optionally substituted
with one or more substituents selected from the group consisting of a
linear or branched Ci.¢ alkoxy group, a halogen atom, an oxo group, a
Ces-10 aryl group, a carboxy group, a Cs.10 alkanoyloxy group where
-O-R’ forms an ester bond, or a substituent containing an oxygen atom
where O-R° forms an acetal group,

a Cs. cycloalkyl group,

a Ce.10 aryl group which is optionally substituted with a halogen atom, or
an aromatic heterocyclic group selected from the group consisting of a
pyridyl group, a thienyl group, a pyrimidine group, a pyridazine group, a
pyrazine group, a triazine group, a pyrrole group, an imidazole group, a
pyrazole group, an indole group, an indazole group, a furan group, a
benzofuran group, a benzothiophene group, a thiazole group, an
isothiazole group, an oxazole group, an isoxazole group, and an

oxadiazole group.

2. The compound or a pharmacologically acceptable salt thereof according to claim 1,

wherein L! is isopropylene, cyclopropylene, or cyclobutylene.

3. The compound or a pharmacologically acceptable salt thereof according to claim 1

or 2, wherein L? is a single bond, an oxygen atom, or a nitrogen atom that is optionally

substituted by a methyl group or a methylene group.

4. The compound or a pharmacologically acceptable salt thereof according to any one of

claims 1 to 3, wherein R!, R? and R® are each independently a methyl group or an ethyl group.
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5. The compound or a pharmacologically acceptable salt thereof according to any one of
claims 1 to 4, wherein R*is :

(1) a hydrogen atom,;

(i1) a linear or branched Ci.3 alkyl group which is optionally substituted with
one or more substituents selected from the group consisting of phenyl,
hydroxyl, methoxy, and dimethylamino;

(i)  a cyclohexyl group;

(iv)  a phenyl group which is optionally substituted with one or more
substituents selected from the group consisting of a fluorine atom, a
chlorine atom and a methyl group; or

(v) an aromatic heterocyclic group selected from the group consisting of a

pyridyl group and a thienyl group.

6. The compound or a pharmacologically acceptable salt thereof according to any one of
claims 1 to 5, wherein R’ is:
(1) a hydrogen atom,;
(i1) a linear or branched C;.16 alkyl group which is optionally substituted by
one or more substituents selected from the group consisting of a
methoxy group, an ethoxy group, a fluorine atom, an oxo group, a
phenyl group, a carboxyl group, and a tert-butylcarbonyloxy group;
(ii1)  a Cse cycloalkyl group;
(iv)  aphenyl group which is optionally substituted with a chlorine atom; or

(v) a pyridyl group.

7. The compound or a pharmacologically acceptable salt thereof according to any one of

claims 1 to 6, wherein L3 is:
787
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(1) a single bond,

(i1) a linear or branched Ci.s alkylene group which is optionally substituted
with one or more substituents selected from the group consisting of a
fluorine atom, an oxo group, and a phenyl group,

(i11)  alinear or branched C,.¢ alkynylene group,

(iv)  a group represented by formula (M-2):

TR

2

(v) a group represented by formula (N1):

8. The compound or a pharmacologically acceptable salt thereof according to any one of

claims 1 to 7, represented by a compound of formula (I) or a pharmacologically acceptable salt

thereof:
N 0
’ 4
Ny [ N R
o L
NH -0
; RS (11)
Si\/R
Ra/ R?
9. The compound or a pharmacologically acceptable salt thereof according to any one of

claims 1 to 7, represented by a compound of formula (IIT) or a pharmacologically acceptable

salt thereof:

788
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10. The compound or a pharmacologically acceptable salt thereof according to any one of
claims 1 to 7, represented by a compound of formula (IV) or a pharmacologically acceptable

5 salt thereof®

11. The compound or a pharmacologically acceptable salt thereof according to any one of

claims 1 to 7, represented by a compound of formula (V) or a pharmacologically acceptable

10 salt thereof®
§ 0
/ <
N
N \ | 5 R4
o L

\
R® R? (V) wherein

RS is a hydrogen atom or a linear or branched C1.16 alkyl group.
789
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12. The compound or a pharmacologically acceptable salt thereof according to any one of

claims 1 to 7, represented by a compound of formula (VI) or a pharmacologically acceptable

salt thereof:
H 0
/
‘U .
N\ R
0 LZ\(
NH
y L3—0
L] >—o
\ 1 ¥z
/Si\/R R Y
R® R (VD),
wherein:

R is a hydrogen atom or a linear or branched C1.16 alkyl group;
R is a linear or branched C1.16 alkyl group; and

R?® and R are each independently a hydrogen atom or a C1.4 alkyl group.

13. A compound or a pharmacologically acceptable salt thereof selected from the group
consisting of:
(S)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(S)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[1-
(trimethylsilyl)cyclopropanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,
(S)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[2-methyl-2-(trimethylsilyl)propaneamido]-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(S)-3-[1-(ethyldimethylsilyl)cyclobutanecarboxamido]-N-(2-hydroxy-1-phenylethyl)-6,6-

dimethyl-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
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(S)-3-[2-(ethyldimethylsilyl)-2-methylpropaneamido]-N-(2-hydroxy-1-phenylethyl)-6,6-
dimethyl-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(S)-N-(2-hydroxy-1-phenylethyl)-N,6,6-trimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-2-[(2-methoxypropan-2-yl)oxy]-1-phenylethyl 6,6-dimethyl-3-[1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxylate,

(S)-2-hydroxy-1-phenylethyl 6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxylate,

2-Methoxy-1-phenylethyl 6,6-dimethyl-3-[1-(trimethylsilyl)cyclopropanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxylate,
N-[5-(4-hydroxy-3-phenylbutanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-hydroxy-3-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-(3-hydroxy-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(3-hydroxy-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclopropanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(4-hydroxy-1-phenylbutyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-

4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
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(R)-N-(5-hydroxy-1-phenylpentyl)-6,6-dimethyl-3-[1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(2-hydroxy-2-methyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(2-hydroxy-2-methyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclopropanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(3-hydroxy-3-methyl-1-phenylbutyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(2-methoxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(S)-N-[2-(difluoromethoxy)-1-phenylethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(2-ethoxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(R)-N-(3-methoxy-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide,
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Sodium (5)-2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1,4.5.6-

tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamide}-2-phenylacetate,

(R)-N-(2-hydroxy-1-phenylethyl)-6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-

4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
N-[1-(2-fluorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-[1-(3-fluorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-[1-(4-fluorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

N-[2-hydroxy-1-(pyridin-2-yl)ethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

N-[2-hydroxy-1-(pyridin-3-yl)ethyl]-6,6-dimethyl-3-[1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

N-[1-(benzo[d][1,3]dioxol-4-yl)-2-hydroxyethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(1-cyclohexyl-2-hydroxyethyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide,
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(S)-N-(1-hydroxy-3-methylbutan-2-yl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(1-hydroxypropan-2-yl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
N-(2-hydroxyethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
N-(2-hydroxy-2-phenylethyl)-6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
N-(2-hydroxypropyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
N-[(2S)-1-hydroxy-3-methyl-1-phenylbutan-2-yl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

N-(4-hydroxy-1-phenyl-2-butyn-1-y1)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl acetate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl propionate,
(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl butanoate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-

tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl pentanoate,
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(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl octanoate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl dodecanoate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]|pyrazole-5-carboxamido }-2-phenylethyl palmitate,
(S)-2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl isobutanoate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl pivalate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl 3-methylbutanoate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl benzoate,
(S)-2-{6,6-dimethyl-3-[ 1 -(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethyl ethyl carbonate,
Sodium (S)-4-(2-{6,6-dimethyl-3-[ I-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethoxy)-4-oxobutanoate,
(S)-(2-{6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylethoxy)methyl pivalate,
(S)-2-acetoxy-1-phenylethyl 6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxylate,

(S)-benzyl 2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido }-2-phenylacetate,

(S)-methyl 2-{6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-1,4,5,6-

tetrahydropyrrolo[3,4-c]pyrazole-5-carboxamido } -2-phenylacetate,
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N-(2,2-difluoro-3-hydroxy-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

N-(2-isopropoxy-1-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
6,6-Dimethyl-N-(2-phenoxy-1-phenylethyl)-3-[ 1-(trimethylsilyl )cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(S)-N-[1-(2-chlorophenyl)-2-hydroxyethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-[2-hydroxy-1-(o-tolyl)ethyl]-6,6-dimethyl-3-[1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

(S)-N-(1-hydroxy-3-phenylpropan-2-yl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,
N-(2-hydroxy-3-methylbutyl)-6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(R)-N-(1-hydroxy-3-phenylpropan-2-yl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(2-hydroxy-2-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-
4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
(S)-N-(2-hydroxy-2-phenylethyl)-6,6-dimethyl-3-[ 1-(trimethylsilyl)cyclobutanecarboxamido]-

4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxamide,
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2-Hydroxy-2-phenylethyl 6,6-dimethyl-3-[1-(trimethylsilyl)cyclobutanecarboxamido]-4,6-
dihydropyrrolo[3,4-c]pyrazole-5(1H)-carboxylate,
(R)-N-[6,6-dimethyl-5-(2-phenoxypropanoyl)-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-yl]-1-
(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[6,6-dimethyl-5-(2-phenoxypropanoyl)-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-yl]-1-
(trimethylsilyl)cyclobutanecarboxamide,
N-[6,6-dimethyl-5-(2-phenoxyacetyl)-1.4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-yl]-1-
(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[6,6-dimethyl-5-(2-phenoxypropanoyl)-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-yl]-1-
(trimethylsilyl)cyclopropanecarboxamide,
N-{5-[3-(benzyloxy)-2-phenoxypropanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-hydroxy-2-phenoxypropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-
3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(4-chlorophenoxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(2-chlorophenoxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-
yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(cyclohexyloxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-
yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(3-chlorophenoxy)propanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(2-methoxypropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-yl]-1-
(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-methoxy-2-phenoxypropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-

3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
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N-{6,6-dimethyl-5-[2-(pyridin-3-yloxy)propanoyl]-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-
yl}-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[3-(dimethylamino)-2-phenoxypropanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[6,6-dimethyl-5-(2-phenoxy-2-phenylacetyl)-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-yl]-
1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[3-(3,3-difluoropyrrolidin-1-yl)-2-phenoxypropanoyl]-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]|pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-{5-[3-(benzyloxy)-2-phenylpropanoyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(3-methoxy-2-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
N-[5-(4-methoxy-2-phenylbutanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(S)-N-[5-(3-hydroxy-2-phenylpropanoyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-

c]pyrazol-3-yl]-1-(trimethylsilyl)cyclopropanecarboxamide,
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(R)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclopropanecarboxamide,
(R)-N-{5-[2-(difluoromethoxy)-2-phenylacetyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[5-(2-ethoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-1-(ethyldimethylsilyl)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl]cyclobutanecarboxamide,
(R)-N-[5-(2-cyclopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[5-(2-1sopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-
3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-{6,6-dimethyl-5-[2-phenyl-2-(trifluoromethoxy)acetyl]-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-[6,6-dimethyl-5-(2-phenyl-2-propoxyacetyl)-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide,

N-{5-[2-(4-fluorophenyl)-2-methoxyacetyl ]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-(3-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
(R)-N-{5-[2-(2-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
(-)-N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl ]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-

c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
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(+)-N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide,
N-{[1-(hydroxymethyl)cyclobutyl](phenyl)methyl }-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-[2-(1-hydroxycyclopropyl)-1-phenylethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(3-ethyl-3-hydroxy-1-phenylpentyl)-6,6-dimethyl-3-[1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,
(R)-N-[1-(4-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,
(R)-N-[1-(3-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,
(R)-N-[1-(2-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(5-hydroxy-2,5-dimethylhexan-3-yl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,
N-[1-(4-fluorophenyl)-3-hydroxy2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide,
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N-[1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,
(-)-N-[1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(+)-N-[ 1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,
N-[1-(2-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

N-(1-hydroxy-2,2,4-trimethylpentan-3-yl1)-6,6-dimethyl-3-[1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-(3-hydroxy-3-methyl-1-phenylbutyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclopropanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclopropanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-
carboxamide,

(-)-N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide,
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(+)-N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-
carboxamide,

(R)-N-[5-(2-butoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-c]pyrazol-3-
yl]-1-(trimethylsilyl)cyclobutanecarboxamide, and
N-(3-methoxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[ 3,4-c]pyrazole-5(1H)-

carboxamide.

14. (R)-N-[1-(4-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.

15. (-)-N-(3-hydroxy-2,2-dimethyl-1-phenylpropyl)-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclopropane-1-carboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.

16. (R)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide or a pharmacologically acceptable

salt thereof.

17. (R)-N-[6,6-dimethyl-5-(2-phenyl-2-propoxyacetyl)-1,4,5,6-tetrahydropyrrolo[ 3,4-

c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide or a pharmacologically acceptable

salt thereof.
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18. (R)-N-{5-[2-(2-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxamide or a

pharmacologically acceptable salt thereof.

19. (R)-N-[5-(2-ethoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide or a pharmacologically acceptable

salt thereof.

20. (R)-N-[5-(2-cyclopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide or a

pharmacologically acceptable salt thereof.

21. (R)-N-[5-(2-1sopropoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclobutanecarboxamide or a pharmacologically acceptable

salt thereof.

22. (+)-N-{5-[2-methoxy-2-(thiophen-2-yl)acetyl]-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide or a
pharmacologically acceptable salt thereof.

23. (-)-N-[1-(3-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl ]-6,6-dimethyl-3-[ 1-

(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.
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24. N-{5-[2-(3-fluorophenyl)-2-methoxyacetyl]-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl}-1-(trimethylsilyl)cyclobutanecarboxamide or a

pharmacologically acceptable salt thereof.

25. N-[1-(4-fluorophenyl)-3-hydroxy-2,2-dimethylpropyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.

26. (R)-N-[1-(3-fluorophenyl)-3-hydroxy-3-methylbutyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.

27. (R)-N-{6,6-dimethyl-5-[2-phenyl-2-(trifluoromethoxy)acetyl]-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide or a

pharmacologically acceptable salt thereof.

28. (R)-N-[2-(1-hydroxycyclopropyl)-1-phenylethyl]-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.

29. (R)-N-(3-hydroxy-3-methyl-1-phenylbutyl)-6,6-dimethyl-3-[ 1-

(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.
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30. (R)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-tetrahydropyrrolo[ 3,4-
c]pyrazol-3-yl]-1-(trimethylsilyl)cyclopropanecarboxamide or a pharmacologically acceptable

salt thereof.

31 (R)-N-{5-[2-(difluoromethoxy)-2-phenylacetyl]-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl }-1-(trimethylsilyl)cyclobutanecarboxamide or a

pharmacologically acceptable salt thereof.

32. (R)-1-(ethyldimethylsilyl)-N-[5-(2-methoxy-2-phenylacetyl)-6,6-dimethyl-1,4,5,6-
tetrahydropyrrolo[3,4-c]pyrazol-3-yl]cyclobutanecarboxamide or a pharmacologically

acceptable salt thereof.

33. N-{[1-(hydroxymethyl)cyclobutyl](phenyl)methyl }-6,6-dimethyl-3-[ 1-
(trimethylsilyl)cyclobutanecarboxamido]-4,6-dihydropyrrolo[3,4-c]pyrazole-5(1H)-

carboxamide or a pharmacologically acceptable salt thereof.

34. Use of the compound according to any one of claims 1 to 33 to inhibit CDK7.
35. Us of the compound according to any one of claims 1 to 33 to treat cancer.
36. Us of the compound according to any one of claims 1 to 33 to treat an inflammatory
disease.
37. Use of the compound according to any one of claims 1 to 33 to treat an autoimmune
disease.
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38. Use of the compound according to any one of claims 1 to 33 to treat rheumatoid
arthritis.

39. Use of the compound according to any one of claims 1 to 33 to treat psoriasis.
40. A pharmaceutical composition comprising the compound or a pharmacologically

acceptable salt thereof according to any one of claims 1 to 33 and a pharmacologically

acceptable excipient.

41. Use of the pharmaceutical composition according to claim 40, inhibit CDK7.

42. Use of the pharmaceutical composition according to claim 40 to treat or prevent a

cancer or an inflammatory disease.

43. Use of the pharmaceutical composition according to claim 40 to treat a cancer or an

inflammatory disease.

44, Use of the pharmaceutical composition according to claim 40 to treat an autoimmune
disease.
45. Use of pharmaceutical composition according to claim 44, wherein the autoimmune

disease is theumatoid arthritis.

46. Use of pharmaceutical composition according to claim 44, wherein the autoimmune

disease is psoriasis.
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47. A method for producing a compound or pharmacologically acceptable salt thereof
according to any one of claims 1 to 7, the method comprising

reacting a compound represented by the formula (A):

3
P,

o]
X NH

'
. _R!
<
: 2
RR

5 wherein P! is a protecting group for an amino group,

with a compound represented by the formula (E):

wherein X is a leaving group;

to obtain a compound represented by the formula (D):

Mi:,ljw *{; _<R"*
O\ N 13 )
St H
0 R R D and
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removing the protecting group P! from the compound represented by the formula (D)

to obtain a compound represented by the formula (I).

48. The method according to claim 47, further comprising

5 reacting a compound represented by the formula (A1):

H,N

(A1)

wherein P! and P? are each independently a protecting group for an amino group;

with a compound represented by the formula (A2):

3
2 R®
H% / ﬁ)\
1‘ﬂ5\|\w|—w ~x
(A2)

10 wherein X is a leaving group;

to obtain a compound represented by the formula (A3):

1
R

\ 1
5i— R
/ \RZ

A3
R3 ( ) - and

2

removing a protecting group P* from the compound represented by the formula (A3)

to obtain the compound represented by the formula (A).
808

Date Regue/Date Received 2022-04-12



81803870

49. The method according to claim 48, further comprising

reacting methyl 2-amino-2-methylpropanoate with acrylonitrile to obtain methyl 2-
[(2-cyanoethyl)amino]-2-methylpropanoate;

protecting methyl 2-[(2-cyanoethyl)amino]-2-methylpropanoate with a protecting

5 group P? to obtain a compound represented by the formula (A6):

cyclizing the compound represented by the formula (A6) to obtain a compound

represented by the formula (A7):

o !
N-P3
NC |
(AT)
10 reacting the compound represented by the formula (A7) with hydrazine to obtain a

compound represented by the formula (AB):

(A8)

; and

protecting the compound represented by the formula (A8) with a protecting group P!

to obtain a compound represented by the formula (A1).

15
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50. A method for producing a compound or pharmacologically acceptable salt thereof
according to any one of claims 1 to 7, the method comprising

reacting a compound represented by the formula (A):

L‘I

H1\

K
[
R )

wherein P! is a protecting group for an amino group,

with a compound represented by the formula (F):

3 O

RE
to obtain a compound represented by the formula (D):
IFM /\(
——'”“M H L Q |
Hﬁ

LJI R

iy
O )

;and

2

removing the protecting group P! from the compound represented by the formula (D)

to obtain a compound represented by the formula (I).
810
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51. The method according to claim 50, further comprising

reacting a compound represented by the formula (A1):

(A1)

wherein P! and P? are each independently a protecting group for an amino group;

5 with a compound represented by the formula (A2):

wherein X is a leaving group;
to obtain a compound represented by the formula (A3):

1
R
N

N 1
5i— R

/ \
R2 A3
R3 ( ) - and

2

10 removing a protecting group P* from the compound represented by the formula (A3)

to obtain the compound represented by the formula (A).

811
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52. The method according to claim 51, further comprising

reacting methyl 2-amino-2-methylpropanoate with acrylonitrile to obtain methyl 2-
[(2-cyanoethyl)amino]-2-methylpropanoate;

protecting methyl 2-[(2-cyanoethyl)amino]-2-methylpropanoate with a protecting

5 group P? to obtain a compound represented by the formula (A6):

cyclizing the compound represented by the formula (A6) to obtain a compound

represented by the formula (A7)

NC '
(A7)

2

10 reacting the compound represented by the formula (A7) with hydrazine to obtain a

compound represented by the formula (AB):

(A8)

; and

protecting the compound represented by the formula (A8) with a protecting group P!

to obtain a compound represented by the formula (A1).

15

812
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53. A method for producing a compound or pharmacologically acceptable salt thereof
according to any one of claims 1 to 7, the method comprising

reacting a compound represented by the formula (A):

3
P,

9
\—NH
'

‘\,h' B X
<

: 2

RR

5 wherein P! is a protecting group for an amino group,

with an acylating agent to obtain a compound represented by the formula (B):

i
P’“ﬂ.

M%/JEMM—/{K
}WMIH |
b |

wherein X is a leaving group;
reacting the compound represented by the formula (B) with a compound represented

10 by the formula (C):

S3Ogs
(C)

to obtain a compound represented by the formula (D):
813
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IFM J(
:L %
MWH ,-0

11 R®

1
5 —R

I N2
R R o
removing the protecting group P! from the compound represented by the formula (D)

to obtain a compound represented by the formula (I).

5 54. The method according to claim 53, further comprising

reacting a compound represented by the formula (A1):

(A1)

wherein P! and P? are each independently a protecting group for an amino group;

with a compound represented by the formula (A2):

3
2 R
R% / DlL
1‘”@‘|‘“‘L’1‘” ~x
10 (A2)

wherein X is a leaving group;

to obtain a compound represented by the formula (A3):
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N 1
si—R
/ \R2

and
removing a protecting group P* from the compound represented by the formula (A3)

to obtain the compound represented by the formula (A).

5 55. The method according to claim 54, further comprising
reacting methyl 2-amino-2-methylpropanoate with acrylonitrile to obtain methyl 2-
[(2-cyanoethyl)amino]-2-methylpropanoate;
protecting methyl 2-[(2-cyanoethyl)amino]-2-methylpropanoate with a protecting

group P? to obtain a compound represented by the formula (A6):

N

p?
(A6)

10

wherein P? is defined as above;
cyclizing the compound represented by the formula (A6) to obtain a compound

represented by the formula (A7)

N-P?

(AT)
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reacting the compound represented by the formula (A7) with hydrazine to obtain a

\IJ N—P3

s

compound represented by the formula (A8):

I

=

N

s

HoN

; and

protecting the compound represented by the formula (A8) with a protecting group P!

5 to obtain a compound represented by the formula (A1).

56. A method for producing the compound or pharmacologically acceptable salt thereof
according to any one of claims 1 to 7, the method comprising

removing a protecting group P? from the compound represented by the formula (H):

10 e R (H)

wherein P! is a protecting group for an amino group, and P? is a protecting group for a hydroxy

group,

to obtain the compound represented by the formula (J):
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=)
RV
.vM m
N, N— R*
o 7
‘?,_J»N%H L*-0H
L ,
" 1
lﬂi;:“
e R ()

reacting the compound represented by the formula (J) with an agent selected from the
group consisting of an acid halide, an acid anhydrate and an alkylhalide to obtain a compound

represented by the formula (D):

H:’ o,
N- /\5( O
- o 12
O ! Y3
N NH -0
/y R
™, pt
Fi::”ﬂ
5 R D) ; and

removing the protecting group P! from the compound represented by the formula (D)

to obtain a compound represented by the formula (I).

57. A compound represented by the formula (A1):

10 HoN (A1)

wherein P! and P? are each independently a protective group for amino group.
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58. A compound represented by Formula (A1’):

(AT7),

wherein P! and P? are each independently a protective group for amino group.

59. The compound according to claim 57 or 58, wherein P! and P? are each a

benzyloxycarbonyl group.

60. A compound represented by the formula (A):

R® (A)

wherein L! is a linear or branched Ci.¢ alkylene group or a Cs. cycloalkylene group:;
R!, R? and R? are each independently a linear or branched C1.4 alkyl group; and

P! is a protective group for an amino group.

61. The compound according to claim or 60, wherein P! is a benzyloxycarbonyl group.
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62. A compound represented by the formula (A3):

1
ID\
N
_p2
N | N—P
0
>/NH
L ]
AN
si— R

R (A3

wherein L! is a linear or branched Ci.¢ alkylene group or a Cs. cycloalkylene group:;
R!, R? and R? are each independently a linear or branched C1.4 alkyl group; and

P! and P? are each independently a protective group for an amino group.

63. The compound according to claim 62, wherein P! and P? are each a

benzyloxycarbonyl group.
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