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Description
BACKGROUND OF THE INVENTION

[0001] Theinvention provides a novel class of compounds, pharmaceutical compositions comprising such compounds
and such compoundsforuse inamethodto treator prevent diseases or disorders associated with abnormalorderegulated
kinase activity, particularly diseases or disorders that involve abnormal activation of the Jak1, Jak2, Jak3, Tyk2, KDR,
Flt-3, CDK2, CDK4, TANK, Trk, FAK, Abl, Ber-Abl, cMet, b-RAF, FGFRS, c-kit, PDGF-R, Syk, PKC kinases or Aurora
kinases.

[0002] The protein kinases represent a large family of proteins that play a central role in the regulation of a wide variety
of cellular processes and maintenance of cellular function. A partial, non-limiting, list of these kinases include: non-
receptor tyrosine kinases such as the Janus kinase family (Jakl, Jak2, Jak3 and Tyk2); the fusion kinases, such as BCR-
Abl, focal adhesion kinase (FAK), Fes, Lck and Syk; receptor tyrosine kinases such as platelet-derived growth factor
receptor kinase (PDGF-R), the receptor kinase for stem cell factor, c-kit, the hepatocyte growth factor receptor, c-Met,
and the fibroblast growth factor receptor, FGFR3; and serine/threonine kinases such as b-RAF, mitogen-activated protein
kinases (e.g., MKK6) and SAPK2[3. Aberrant kinase activity has been observed in many disease states including benign
and malignant proliferative disorders as well as diseases resulting from inappropriate activation of the immune and
nervous systems. The novel compounds of this invention inhibit the activity of one or more protein kinases and are,
therefore, expected to be useful in the treatment of kinase-mediated diseases.

[0003] Known from WO 99/45009 are heterocyclo-substituted imidazopyrazine protein tyrosine kinase inhibitors for
use in the treatment of protein tyrosine kinase-associated disorders such as immunologic disorders.

SUMMARY OF THE INVENTION
[0004] The scope ofthe invention aswell as some preferred embodiments of the invention are defined by the appended

claims.
[0005] Accordingly, the present invention provides a compound of formula (1)

U—x R2

YOy
O >—r
N N

RS H
Formula (T)

pharmaceutically acceptable salts thereof wherein

TisN,Uis N, X is CR3and Yis N; or

Tis CR8, UisN, Xis CR3and Y is N; or

TisN, Uis CR4, Xis CR3and Y is N; or

Tis CR6, Uis CR4, Xis CR3and Y is N;

R' and R? are each independently hydrogen, deuterium, -N(R3)(RP), halogen, -OR?3, -SR3, -S(0)R3, -S(0),R3, -NO,,
-C(O)OR?, -CN,-C(O)N(R®)CRP), -N(Ra)C(O)(RP), -C(O)Ra, -C(OH)RaRP, -N(Ra)S(0),-RP,-S(0),N(R?)(RP), -CFj,
-OCF3, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C3-C4g)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C4-C4o) het-
erocyclyl, or optionally substituted (Cg-Cqg)aryl;

R5 is hydrogen, deuterium, -N(R2)(Rb), halogen, -SR?, -S(O)Ra,-S(0),R?, -NO,, -C(O)OR?, -CN, -C(O)N(Ra)(Rb),
-N(R3)C(O)(Rb), -C(O)R?3, -C(pn)RaW, -N(R3)S(O),-RP, -S(O),N(Ra)(RP), -CF5, -OCFj,, optionally substituted
(C4-Cglalkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl, optionally substituted
(C3-Cyp)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C4-C4q) heterocyclyl, or optionally
substituted (Cg-Cyg)aryl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and R may form a ring such that -N(R2)(RP) represents an
optionally substituted (C4-C4g)heterocyclyl or optionally substituted (C4-C4q)heteroaryl linked through a nitrogen;

R3 is optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cyclopentyl, optionally
substituted cyclohexyl, optionally substituted phenyl, optionally substituted adamantanyl, optionally substituted azetidinyl,
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optionally substituted bicyclo[2.1.]hexyl, optionally substituted bicyclo[2.2.1]heptyl, optionally substituted bicyc-
lo[2.2.2]octyl, optionally substituted bicyclo[3.2.1]octyl, optionally substituted bicyclo[3.1.1]heptyl, optionally substituted
azabicyclo[3.2.1]octanyl, optionally substituted azabicyclo[2.2.1]heptanyl, optionally substituted 2-azabicyclo[3.2.1]oc-
tanyl, optionally substituted azabicyclo[3.2.2]nonanyl, optionally substituted bicyclo[2.2.1]hept-2-enyl, optionally substi-
tuted piperidinyl, optionally substituted pyrrolidinyl or optionally substituted tetrahydrofuranyl; or

R3 is -A-D-E-G, wherein:

A'is a bond or (C4-Cg)alkylene;

D is an optionally substituted azetidinyl, optionally substituted bicyclo[2.2.2]octanylene, optionally substituted bicyc-
lo[2.2.1]heptylene, optionally substituted bicyclo[2.1.1]hexylene, optionally substituted cyclobutylene, optionally substi-
tuted cyclopentylene, optionally substituted cyclohexylene, optionally substituted bicyclo[2.2.1]hept-2-enylene, optionally
substituted piperidinyl, or optionally substituted pyrrolidinyl;

E is a bond, -R®-, -Re-C(0O)-Re-, -Re-C(O)C(0)-Re-, -Re-C(0O)0O-Re-,-Re-C(O)C(O)N(R?)-Re-, -Re-N(R?3)-C(O)C(O)-Re-,
-Re-O-Re-, -Re-S(0),-Re-- Re-S(O)-Re-, -Re-S-Re-, -Re-N(Ra)-Re-, -Re-N(R2)C(O)-R®-,-ReC(O)N(R?)Re-,
-Re-OC(O)N(R®)-Re-, -Re-N(R2)C(O)ORe-, -Re-OC(0)-Re, -Re-N(R?)C(O)N(RP)-Re-, -Re-N(R2)S(0),-Re-, or
-R&-§(0),N(R?3)-R®-; or

Eis
o O
N—
A
- /
Re- .

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(Ra)(Rb), halogen, -OR?, -SR?, -S(0O)Ra,-S(0),R?, -NO,, -C(O)OR?, -CN, -C(O)N(R3)(RP),
-N(R3)C(O)RP,-N(R3)C(O)ORP, -OC(O)N(R?), -N(R&)C(O)N(RP),, -C(O-R3)(RP),, -C(O)R?,-CF 5, -OCF3, -N(R?)S(0),RP,
-S(O)2N(Ra)(Rb), -S(O)ZN(Ra)C(O)Rb, an optionally substituted -(C4-Cg)alkyl, an optionally substituted -(C,-Cg)alkenyl,
an optionally substituted -(C,-Cglalkynyl, an optionally_ substituted -(C5-C4q)cycloalkyl, an-optionally substituted
-(C4-Cyp)heteroaryl, an optionally substituted -(C4-C,) heterocyclyl, an optionally substituted-(Cg-C,)aryl, an optionally
substituted -(C4-Cg)alkyl-(C5Cqg)cycloalkyl, an optionally substituted -(C4-Cg)alkyl-(Cg-C1g)aryl, an optionally substitut-
ed-(C4-Cglalkyl-(C,-Cqg)heteroaryl, or an optionally substituted -(C4-Cg)alkyl-(C4-Cp)heterocyclyl;

wherein in a moiety containing -N(R2)(Rb), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl linked through a nitrogen;
R4 and R® are each independently a hydrogen, halogen, deuterium, an optionally substituted bridged (Cg-C4,)cycloalkyl
group, optionally substituted bridged (C,-C,g)heterocyclyl group, optionally substituted (C4-Cg)alkyl, optionally substi-
tuted (C5-Cg)cycloalkyl, optionally substituted (C,-Cg)cycloalkenyl, optionally substituted (Cg-Cg)aryl, optionally, sub-
stituted (C4-Cqg)heteroaryl, optionally substituted (C,-C4g)heterocyclyl or -J-L-M-Q;

wherein:

Jis a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cglalkynylene, optionally substituted (C3-C4j)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(Ra)-Re-, -N(R?)C(O)-Re-, -O-Re-, -N(Ra)-Re- -S-Re-, -S(0),-Reé-, -S(0)Re-, -C(0O-Ra)(Rb)-Re-,
-S(0),N(R?)-Re--N(R2)S(0),-Re- or -N(R3)C(O)N(RP)-Re-;

Lisabond, anoptionally substituted (C1-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally
substituted (C5-C,g)cycloalkylene, optionally substituted bridged (Cg-Cg)cycloalkenylene, optionally substituted
(C3-Cqp)cycloalkenylene, optionally substituted (Cg-C4g)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-C4q)heterocyclylene or an optionally substituted (C,-C4y)heterocyclylene,

M is a bond, -R®-, -R®-C(0)-R®-, -R®-C(O)C(0O)-Re-, -Re-C(C)O-Reé-,-R8-OC(0)-R®, -R®-C(O)C(O)N(R?)-Re-,
-Re-N(R®)-C(0)C(0O)-R¢®-, -Ré-0O-R¢®-, -R¢-5(0),-R®-, -Ré-§(O)R®-, -R®é-5-R°®-, -R&-N(R?)-R¢®-, -R®-N(R?)C(O)-R¢®-, -
Re-C(O)N(Ra)Re-, -Re-OC(O)N(Ra)-Re-, -Re-N(R3)C(O)ORe-, -Re-N(R2)C(O)N(RP)-Re-, -Re-N(R?)S(0O),-Re-, or
-Re&-§(0O),N(R3)-Reé-_; or M is
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N
R
- /

Re- .

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(R2)(RP), halogen, -OR?3, -SR?, -S(O)Ra-S(O),R?3, -NO,, -C(O)ORa, -CN,
-C(O)N(R®&)(RP),  -N(Ra)C(O)RP,-N(Ra8)C(O)ORP,  -N(R3C(O)N(Rb),, -C(O-Ra)(RP),, -C(O)Ra, -CFj,
-OCF3,-N(Ra)S(O)2Rb, -S(O)2N(Ra)(Rb), -S(O)zN(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally
substituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-Cq)cycloalkyl, an
optionally substituted (C4-C,g)heteroaryl, an optionally substituted (C4-C4) heterocyclyl, an optionally substituted
(Cg-Cqp)aryl, an optionally substituted -(C4-Cglalkyl-(C3-Cqg)cycloalkyl, an optionally  substituted
-(C4-Cgalkyl-(Cg-Cqglaryl, an optionally substituted -(C4-Cglalkyl-(C4-Cqg)heteroaryl, or an optionally substituted
-(C4-Cglalkyl-C4-C4p)heterocyclyl;

wherein in a moiety containing -N(R@)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-Cg)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R@ and RP are each independently hydrogen, deuterium, an optionally substituted (C4-C4p)alkyl, an optionally sub-
stituted (C,-Cyg)alkenyl, an optionally substituted (C,-Cyg)alkynyl, an optionally substituted (C4-Cqg)alkyl-
0O-(C4-Cypalkyl, an optionally substituted (C5-C4q)cycloalkyl, an optionally substituted (Cg-Cg)aryl, an optionally
substituted (C4-Cyg)heteroaryl, an optionally substituted (C4-Cqq)heterocyclyl, an optionally substituted
-(C4-Cglalkylene-(C5-C4g)cycloalkyl, an optionally substituted-(C4-Cg)alkylene-(Cg-Cg)aryl, an optionally substitut-
ed -(C4-Cglalkylene-(C4-Cp)heteroaryl, or an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl; and
Re for each occurrence is independently a bond, an optionally substituted (C4-C4g)alkylene, an optionally substituted
(C5-Cyp)alkenylene, an optionally substituted (C,-C4g)alkynylene, an optionally substituted -(C4-C4g)alkylene-
0O-(C4-Cyp)alkylene group, an optionally substituted (C3-C,g)cycloalkylene, an optionally substituted
(Cg-Cyglarylene, an optionally substituted (C4-C,g)heteroarylene, or an optionally substituted (C4-C4g)hetero-
cyclylene; and

wherein the optional substituents are independently selected from (C4-Cg)alkyl groups, (C,-Cg)alkenyl groups,
(C7-Cg)alkynyl groups, (C3-Cyg)cycloalkyl groups, halogen, halogenated (C4-Cg)alkyl groups, -O-(C4-Cg)alkyl
groups, -OH, -S-(C4-Cg)alkyl groups, -SH, -NH(C4-Cg)alkyl groups, -N((C4-Cg)alkyl), groups, -NH,, -C(O)NH,
-C(O)NH(C4-Cg)alkyl groups,-C(O)N((C4-Cg)alkyl),, -NHC(O)H, -NH-(O) (C4-Cg)alkyl groups, -NHC(O) (C5-Cg)cy-
cloalkyl groups, -N((C4-Calkyl)C(O)H, -N((C4-Cglalky)C(O)(C4-Cg)alkyl groups, -NHC(O)NH,,
-NHC(O)NH(C,-Cglalkyl  groups,  -N((C4-Cglalkyl)C(O)NH,  groups,  -NHC(O)N((4-Cglalkyl),  groups,
-N((C4-Cg)alkyl)C(O)N((C4-Cglalkyl), groups, -N((C4-Cg)alkyl)C(O)NH((C4-Cg)alkyl), -C(O)H, -C(O)(C4-Cg)alkyl
group, -CN,-NO,, -S(O)(C4-Cglalkyl groups, -S(O),(C4-Cg)alkyl groups, -S(O),N((C4-Cglalkyl), groups,
-S(0O),NH(C4-Cg)alkyl groups, -S(O),NH(C3-Cg)cycloalkyl groups, -S(O),NH, groups, -NHS(O)y(C4-Cg)alkyl
groups,-N((C4-Cg)alkyl)S(O),(C4-Cglalkyl  groups, -(C4-Cg)alkyl-O-(C4-Cg)alkyl  groups, -O-(C4-Cg)alkyl-
O-(C4-Cgalkyl groups, -C(O)OH, -C(O)O(C4-Cglalkyl groups, NHOH, NHO(C,-Cg)alkyl groups, -O-halogenated
(C4-Cglalkyl groups, -S(O),-halogenated (C4-Cg)alkyl groups, -S-halogenated (C4-Cg)alkyl groups, -(C4-Cg) hete-
rocycle, -(C4-Cg) heteroaryl, -phenyl,-NHC(O)O-(C4-Cg)alkyl groups, -N((C-Cg)alkyl)C(O)O-(C4-Cg)alkyl groups,
-C(=NH)-(C4-Cg)alkyl groups. -C(=NOH)-(C4-Cg)alkyl groups, or-C(=N-O-(C4-Cg)alkyl)-(C4-Cg)alkyl groups.

[0006] The following general and specific embodiments of the disclosure only relate to the invention insofar as they
are consistent with the scope of the invention as defined above and in the appended claims. Embodiments not falling
within the claimed invention are disclosed for comparison purposes.

[0007] In a first embodiment the disclosure provides a compound of Formula (1)
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U—-x R2
A
7OV
I "l
N
\
Formula (T)

pharmaceutically acceptable salts, thereof wherein

TisN,Uis N, Xis CR3and Yis N; or

Tis CR®, Uis N, Xis CR3and Yis N; or

TisN, Uis CR4, Xis CR3and Y is N; or

Tis CR6, Uis CR4, Xis CR3and Y is N; or

TisCR6 UisN, XisNR3and Yis C; or

TisO,UisN,XisCR3and Yis C; or

TisNR6, UisN, Xis CR3and Yis C; or

Tis CR8, Uis CR4, XisNR3and Y is C; or

TisS,UisN,XisCR3and Y is C;

R', R2 and RS are each independently hydrogen, deuterium, -N(R23)(RP), halogen, -ORa,-SR?, -S(0)Ra, -S(0),R3, -NO,,
-C(O)OR?, -CN, -C(O)N(R®)(Rb), -N(Ra)C(O)(RP), -C(O)Ra,-C(OH)RaRP, -N(R?)S(0),-RP, -S(O),N(R?)(RP), -CFj,
-OCF3, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C3-C4g)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C4-Co) het-
erocyclyl, or optionally substituted (Cg-Cqp)aryl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and R may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4q)heteroaryl linked through a nitrogen;

R3 is hydrogen, an optionally substituted bridged (C5-Cyp)cycloalkyl, optionally substituted bridged (C,-C4g)heterocyclyl,
optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4g)cycloalkyl, optionally substituted (C3-Cg)cycloalkenyl,
optionally substituted (Cg-Cg)aryl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C,-C4g)heterocyclyl;
or

R3 is -A-D-E-G, wherein A is attached to X and:

Alis a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cglalkynylene, optionally substituted (C3-C4s)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(R?)C(O)-Re-, -O-Re-, -N(Ra)-Re-, -S-Reé-, -S(0O),-Re-, -S(O)Re-, -C(0O-Ra)(Rb)-Re-,
-S(0),N(R®)-Re-,-N(R2)S(0),-Re- or -N(Ra)C(O)N(RP)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
stituted (C5-Cyp)cycloalkylene, optionally substituted bridged (C5-C,g)cycloalkenylene, optionally substituted
(C5-Cyg)cycloalkenylene, optionally substituted (Cg-C4g)arylene, optionally substituted (C4-C)heteroarylene, op-
tionally substituted bridged (C,-Cqg)heterocyclylene or an optionally substituted (C,-C4g)heterocyclylene;

E is a bond, -R®, -Re-C(O)-R®-, -Re-C(O)C(O)-Re-, -Re-C(O)O-R®-, -Re-C(O)C(O)N(R?)-Re-,
-Re-N(R3)-C(O)C(O)-Re-, -Re-0O-Re-, -R®-S(0),-Re-, -Re-S(0)-R®-, -Re-S-Re-, -Re-N(R?)-R®- -Re-N(R3)C(O)-Re-,
-ReC(O)N(R3)Re-, -Re-OC(O)N(R?3)-Re-, -Re-N(R3)C(O)ORe-, -Re-OC(0)-Re, -Re-N(Ra)C(O)N(RbP)-Re-,
-Re-N(R?#)S(0),-Re-, or -Re-S(O),N(R3)-Re-; or

Eis
O\] :/(O
W R
Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R3)(RP), halogen, -OR?2, -SR?, -S(O)R?, -S(0),R3, -NO,,-C(O)OR?, -CN,
-C(O)N(Ra)(RP), -N(Ra)C(O)RP, -N(Ra)C(O)ORP, -OC(O)N(R?),-N(R2)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)Ra, -CFj,
-OCF,, -N(Ra)S(O)sz, -S(O)2N(Ra)(Rb),-S(O)2N(Ra)C(O)Rb, an optionally substituted -(C4-Cg)alkyl, an optionally
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substituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C5-Cg)cycloalkyl,
an optionally substituted -(C4-C4g)heteroaryl, an optionally substituted -(C4-C4o) heterocyclyl, an optionally substi-
tuted -(Cg-Cqplaryl, an optionally substituted -(C4-Cglalkyl-(C3-Cqg)cycloalkyl, an optionally substituted
-(C4-Cglalkyl-(Cg-Cyplaryl, an optionally substituted-(C4-Cg)alkyl-(C4-Cg)heteroaryl, or an optionally substituted
-(C4-Cglalkyl-(C4-Cg)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-Cg)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R4 and R® are each independently a hydrogen, halogen, deuterium, an optionally substituted bridged (C5-Cqo)cy-
cloalkyl group, optionally substituted bridged (C,-Cg)heterocyclyl group, optionally substituted (C4-Cg)alkyl, option-
ally substituted (C3-Cqq)cycloalkyl, optionally substituted (C5-Cg)cycloalkenyl, optionally substituted (Cg-C4g)aryl,
optionally substituted (C4-C4q)heteroaryl, optionally substituted (C,-C,g)heterocyclyl or -J-L-M-Q;

wherein:

Jis a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cg)alkynylene, optionally substituted (C5-Cq,)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(Ra)-Re-, -N(Ra)C(O)-Re-, -O-Re-, -N(R?3)-Re-, -S-Re-, -S(0),-Re-, -S(O)Re-, -C(O-Ra)(Rb)-Re-,
-S(0),N(R?)-Re-,-N(R8)S(0),-Re- or -N(R2)C(O)N(RP)-Re-;

Lisabond, anoptionally substituted (C{-Cg)alkylene, optionally substituted bridged (C5-C4,)cycloalkylene, optionally
substituted (C3-C4g)cycloalkylene, optionally substituted bridged (C5-C4g)cycloalkenylene, optionally substituted
(C3-Cyp)cycloalkenylene, optionally substituted (Cg-Cqg)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-C,g)heterocyclylene or an optionally substituted (C,-C4g)heterocyclylene;

M is a bond, -Re-, -R&-C(O)-Re-, -Re-C(O)C(0)-Re-, -Re-C(0)O-Re-, -Re-OC(0O)-R®, -Re-C(O)C(O)N(R?)-Re-,
-Ré-N(R?)-C(0O)C(0)-R¢®-, -R&-O-R®-, -R®-§(0),-R®-, -Re-§(0)-R¢-, -R°®-5-R¢-, -R®-N(R?)-R¢-, -R®-N(R?)C(O)-R¢®-,
-Re-C(O)N(R?)Re-, -Re-OC(O)N(R?3)-Re-, -Re-N(R?)C(O)ORe-, -Re-N(R?)C(O)N(RP)-Re-, -Re-N(R3)S(0),-Re-, or

-Re-S(0),N(Ra)-Re-; or
o_ 0O
W
- /

M is
Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(R3)(RP), halogen, -OR2, -SR?, -S(O)R?, -S(0),R3, -NO,,-C(O)ORa3, -CN,
-C(ON(R®)(RP), -N(R&)C(O)RP, -N(R&)C(O)ORP, -N(R)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)R?, -CFj3, -OCFj,
-N(Ra)S(O)sz, -S(O)ZN(Ra)(Rb), -S(O)2N(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally substi-
tuted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C4g)cycloalkyl, an op-
tionally substituted (C4-C4q)heteroaryl, an optionally substituted (C4-C,,) heterocyclyl, an optionally substituted
(Cg-Cqplaryl, an optionally substituted -(C4-Cglalkylene-(C5-Cyg)cycloalkyl, an optionally substitut-
ed-(C4-Cglalkyl-(Cg-Cplaryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cg)heteroaryl, or an optionally substi-
tuted -(C4-Cg)alkyl-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R? and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-Cg)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

Ra and RP are each independently hydrogen, deuterium, an optionally substituted (C4-C4p)alkyl, an optionally sub-
stituted (C,-Cyg)alkenyl, an optionally substituted (C,-C,g)alkynyl, an optionally substituted (C4-Cg)alkyl-
0O-(C4-Cqp)alkyl, an optionally substituted (C3-Cg)cycloalkyl, an optionally substituted (Cg-Cqg)aryl, an optionally
substituted (C4-Cqg)heteroaryl, an optionally substituted (C4-Cg)heterocyclyl, an optionally substituted
-(C4-Cg)alkylene-(C3-C4g)cycloalkyl, an optionally substituted -(C4-Cg)alkylene-(Cg-Cqp)aryl, an optionally substi-
tuted -(C4-Cg)alkylene-(C4-C,g)heteroaryl, or an optionally substituted -(C4-Cg)alkylene-(C-C4y)heterocyclyl; and
Re for each occurrence is independently a bond, an optionally substituted (C4-C,)alkylene, an optionally substituted
(C,-Cyp)alkenylene, an optionally substituted (C,-C,g)alkynylene, an optionally substituted -(C4-Cq)alkylene-
O-(C4-Cqp)alkylene group, an optionally substituted (C3-Cqp)cycloalkylene, an optionally substituted
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(Cg-Cyglarylene, an optionally substituted (C4-C,g)heteroarylene, or an optionally substituted (C4-C,g) hetero-
cyclylene;
provided that when the compound is

R3
N—N"
/
Re I\\
2
NN

H

R3 is defined as above and R® is not linked to the pyrazole ring by a nitrogen or oxygen atom; and
provided that when the compound is

whenR3isH, CHgor-C(O)OH then R4isnotH, -C(O)OCH,CHg, -C(O)NH-optionally substituted phenyl-NHC(O)-op-
tionally substituted phenyl or -S(O),-phenyl.

[0008] In a second embodiment the disclosure provides a compound of Formula (11)

U=Xx R2
7O
O] >—r
N N
RS H
Formula (I)

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
when T is NR8, U is N, X is CR3 and there is a double bond between U and X;

when T is O, U is N, X is CR3 and there is a double bond between U and X;

when T is CR®, U is N, X is NR3 and there is a double bond between T and U;

when T is CRS, U is CR4, X is NR3 and there is a double bond between T and U;

R', RZ and R5 are independently hydrogen, deuterium, -N(R3)(Rb), halogen, -OR?, -SR2a,-S(O)R?, -S(0),R?, -NO,,
-C(O)OR®, -CN, -C(O)N(Ra)(RP), -N(Ra)C(O)(RP), -C(O)R2a,-N(R®)S(O),-,- S(O),N(R?)-, -CF 5, -OCF 3, optionally substi-
tuted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl, optionally substituted
(C3-Cyp)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C4-C4q) heterocyclyl, or optionally
substituted (Cg-Cyg)aryl;

wherein in a moiety comprising -N(R2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl linked through a nitrogen;

R3 is an optionally substituted bridged (C5-C4,)cycloalkyl group, optionally substituted bridged (C,-C4g)heterocycly!
group, optionally substituted adamantyl, optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4q)cycloalkyl,
optionally substituted (C5-Cg)cycloalkenyl, optionally substituted (Cg-Cqg)aryl, optionally substituted (C4-C4g)heteroaryl,
optionally substituted (C,-C4g)heterocyclyl or -A-D-E-G;

wherein:

Alis a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cg)alkynylene, optionally substituted (C5-Cq,)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(R3)C(0)-Re-, -O-Re-, - N(R?)-Re-, -S-Re-, -C(O-R?)(RP)-Re-, -S(0),N(Ra)-Re-,
-N(R2)S(0),-Re- or-N(R8)C(O)N(R)-Re-;
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D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C4,)cycloalkylene, optionally sub-
stituted (C3-C4g)cycloalkylene, optionally substituted (Cg-C4g)arylene, optionally substituted (C4-Cg)heteroarylene,
optionally substituted bridged (C,-C4g)heterocyclylene or optionally substituted (C,-C4g)heterocyclylene;

E is a bond, -Re-, -C(0)-Re-, -C(0O)C(0)-Re-, -C(0)O-Re-, -C(O)C(O)N(R?)-Re-, -O-Re-,-S(0),-Re-, -S(0)-Re-, -S-
Re-, -N(R3)-Re-, -N(R3)C(O)-Re-, -C(O)N(R?3)-Re-, -OC(O)N(R?3)-Re--OC(0)-Re-, -N(R3)C(O)N(RP)-Re-,
-N(R2)S(0),-Re- or -§(0),N(R?3)-Re-; or

Eis
O O
A
- /
Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R2)(RP), halogen, -OR3, -SR?, -S(O)R3, -S(0O),R2, -NO,,-C(O)OR3, -CN,
-C(O)N(Ra)(RP), -N(Ra)C(O)RP, -N(Ra)C(O)ORP, -N(Ra)C(O)N(RbP),, -C(O-Ra)(Rb),, -C(O)R?a, -CFj;, -OCFj,
-N(RH)S(O)sz, -S(O)zN(Ra)(Rb), -S(O)2N(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, optionally substituted
(C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl, optionally substituted (C5-C4g)cycloalkyl, optionally substituted
(C4-Cyp)heteroaryl, optionally substituted (C4-C4g)heterocyclyl, optionally substituted (Cg-Cg)aryl, optionally sub-
stituted -(C4-Cg)alkylene-(C3-Cg)cycloalkyl, optionally substituted -(C4-Cg)alkyl-(Cg-Cp)aryl, optionally substituted
-(C4-Cg)alkylene-(C4-Cyg)heteroaryl or optionally substituted-(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety comprising -N(R3)(Rb), the nitrogen, R and RP may form a ring such that -N(R2)(R) represents
an optionally substituted (C,-C4g)heterocyclyl linked through a nitrogen;

R6 is a hydrogen, deuterium, an optionally substituted bridged (C3-Cyp)cycloalkyl group, optionally substituted
bridged (C,-Cp)heterocyclyl group, optionally substituted adamantyl, optionally substituted (C4-Cg)alkyl, optionally
substituted (C3-Cg)cycloalkyl, optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-Cqg)aryl, op-
tionally substituted (C4-Cg)heteroaryl or optionally substituted (C,-C4g)heterocyclyl; or R is -J-L-M-Q, wherein:

Jis a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally
substituted (C,-Cg)alkynylene, optionally substituted (C5-C4,)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R?)-Re-, -C(O-R3)(RP)-Re-, or -S(O),N(R?)Re-;

L is a bond, an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene,
optionally substituted (C3-C4g)cycloalkylene, optionally substituted (Cg-Cqg)arylene, optionally substituted
(C4-Cyp)heteroarylene, optionally substituted bridged (C,-Cqg)heterocyclylene or an optionally substituted
(C5-Cyp)heterocyclylene; or

Lis
O\ O
W R
~ / )
Re.-

M is a bond, -R®é-, -C(0O)-Reé-, -C(O)C(O)-Re-, -C(0)0O-R®-, -C(O)C(O)N(R?3)-R®-, -O-R®-,-S(0),-R®é-, -S(0O)-Ré-,
-S-Re-, -N(Ra)-Re-, -N(R3)C(O)-Re-, -C(O)N(Ra)-Re-, -OC(0O)N(R3)-Re- -OC(O)-Re-, -N(R2a)C(O)N(RP)-Re-,
-N(R2)S(0),-Re- or -S(0),N(R?3)-Re-;

Q is hydrogen, deuterium, -N(R2)(RP), halogen, -OR?2, -SR?, -S(O)Ra, -S(0),R3, -NO,,-C(O)OR?, -CN,
-C(O)N(Ra)(Rb), -N(R2)C(O)RP, -N(Ra)C(O)ORP, -N(R?)C(O)N(Rb),, -C(O-Ra)(Rb),, -C(O)R?, -CF3, -OCFj,
-N(R3)S(0),Rb, -S(0),N(Ra)(Rb), -S(0),N(R?)C(O)RP, optionally substituted (C4-Cg)alkyl, optionally substituted
(C,-Cglalkenyl, optionally substituted (C,-Cg)alkynyl, optionally substituted (C3-C4g)cycloalkyl, optionally sub-
stituted (C4-Cqg)heteroaryl, optionally substituted (C4-C4g)heterocyclyl, optionally substituted (Cg-Cg)aryl, op-
tionally substituted -(C4-Cg)alkylene-(C5-C4g)cycloalkyl, optionally substituted -(C4-Cg)alkylene-(Cg-C4g)aryl,
optionally substituted -(C4-Cg)alkyl-(C4-Cg)heteroaryl or optionally substituted -(C4-Cg)alkylene-(C4-Cq)hete-
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rocyclyl;

wherein in a moiety comprising -N(R3)(RP), the nitrogen, R@ and RP may form a ring such that -N(R2)(RP)
represents an optionally substituted (C,-Cg)heterocyclyl linked through a nitrogen;

R4 is hydrogen, deuterium, optionally substituted bridged (C4-C45) cycloalkyl group, optionally substituted
bridged (C,-C4g)heterocyclyl group, optionally substituted adamantyl, optionally substituted (C4-Cg)alkyl, op-
tionally substituted (C5-C4g)cycloalkyl, optionally substituted (Cs;-Cg)cycloalkenyl, optionally substituted
(Cg-Cyplaryl, optionally substituted (C4-C,g)heteroaryl or optionally substituted (C,-C4q)heterocyclyl; or

R4 is -V-W-Y-Z wherein:

Vis a bond, -C(O)-, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substi-
tuted (C,-Cglalkynyl, optionally substituted (C3-C4s)cycloalkyl, optionally substituted (C,-Cg)heterocyclyl,
-C(O)N(Ra)-Re-, -C(O-Ra)(RP)-Re-, or -S(0),N(R?)Re-;

W is a bond, an optionally substituted (C4-Cg)alkyl, optionally substituted bridged (C5-C45)cycloalkyl, optionally
substituted (C3-Cyg)cycloalkyl, optionally substituted (Cg-Cg)aryl, optionally substituted (C4-C4g)heteroaryl,
optionally substituted bridged (C,-C4g)heterocyclyl or an optionally substituted (C,-C4g)heterocyclyl; or

Wis

o) 0O
‘wj;ﬁ/”/ "
Re-

2

Y is a bond, -R®-, -C(O)-Re-, -C(0)C(0)-Reé-, -C(O)O-Re-, -C(O)C(O)N(R3)-Re-, -O-Re-,-S(0),-Re-, -S(O)-Re-,
-S-Re-, -N(Ra)-Re-, -N(R3)C(0)-Re-, -C(O)N(Ra)-Re-, -OC(O)N(R3)-Re-,-OC(0O)-Re-, -N(Ra)C(O)N(RP)-Re-,
-N(R®)S(0),-Re®- or -S(0),N(R?3)-Re-;

Z is hydrogen, deuterium, -N(R8)(RP), halogen, -OR?, -SR?, -S(O)R?, -S(0O),R3, -NOz,-C(O)ORb, -CN,
-C(O)N(Ra)(RP), -N(R3)C(O)RP, -N(R?)C(O)ORP, -N(R&)C(O)N(RP),, -C(O-R3)(RP),, -C(O)RP, -CF3, -OCFj,
-N(Ra)S(O)sz, -S(O)2N(Ra)(Rb), -S(O)ZN(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally sub-
stituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C,g)cycloalkyl,
an optionally substituted (C4-Cq)heteroaryl, an optionally substituted (C4-C4g)heterocyclyl, an optionally sub-
stituted (Cg-Cyg)aryl, an optionally substituted -(C4-Cg)alkylene-(C5-Cqp)cycloalkyl, an optionally substitut-
ed-(C4-Cg)alkyl-(Cg-Cq)aryl, an optionally substituted -(C1-Cg)alkylene-(C4-C4g)heteroaryl or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety comprising -N(R3)(RP), the nitrogen, R2 and RP may form a ring such that -N(R3)(Rb)
represent an optionally substituted (C,-C,g)heterocyclyl linked through a nitrogen;

Ra and RP are independently hydrogen, deuterium, optionally substituted (C4-Cyp)alkyl, optionally substituted
(Cx-Cyp)alkenyl, optionally substituted (C,-Cqg)alkynyl, optionally substituted -(C4-Cqg)alkylene-
O-(C4-C4)alkyl, optionally substituted (C3-C4q)cycloalkyl, optionally substituted (Cg-Cg)aryl, optionally substi-
tuted (C4-Cyp)heteroaryl, optionally  substituted (C4-Cyp)heterocyclyl, optionally  substituted
-(C4-Cglalkylene-(C5-C,4g)cycloalkyl, optionally substituted -(C4-Cg)alkylene-(Cg-C4g)aryl, optionally substituted
-(C4-Cglalkylene-(C4-C4g)heteroaryl or optionally substituted -(C4-Cg)alkylene-(C4-Cq)heterocyclyl; and

Re is a bond or is independently selected from optionally substituted (C4-C,g)alkylene, optionally substituted
(C5-Cyplalkenylene, optionally substituted (C,-Cqg)alkynylene, optionally substituted -(C4-C4g)alkylene-
0-(C4-C4p)alkylene-group, optionally substituted (C3-C4g)cycloalkylene, optionally substituted (Cg-C4g)arylene,
optionally substituted (C4-C4g)heteroarylene, or optionally substituted (C4-Cg)heterocyclylene;

provided that when the compound is

/R3

N-N '
/
RS |\ A
7N
\
H

N

R8 is not linked to the pyrazole ring by a nitrogen or oxygen atom; and provided the compound is not
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wherein when R3is H, CHjor -C(O)OH and R4isnotH, -C(O)OCH,CHg, -C(O)NH-optionally substituted phenyl-
NHC(O)-optionally substituted phenyl or -S(O),-phenyl.

[0009] In a third embodiment the disclosure provides a compound of formula (Ig)

Ré—N
N
NN
RS [V
Formula (Ig)

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
R' R?2 and R? are each independently hydrogen, deuterium, -N(R2)(RP), halogen, -OR3,-SR23, -S(O)R?, -S(0),R3, -NO,,
-C(O)OR2, -CN, -C(O)N(Ra)(RD), -N(R2)C(O)(RP), -C(0O)Ra,-N(R&)S(0),-, -S(0),N(Ra)-, -CF3, -OCF3, optionally substi-
tuted -(C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted -(C,-Cg)alkynyl, optionally substituted
-(C3-Cyp)cycloalkyl, optionally substituted -(C4-C4g)heteroaryl, optionally substituted -(C4-C) heterocyclyl, or optionally
substituted -(Cg-Cqg)aryl;

wherein in a moiety containing -N(R2)(RbP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl linked through a nitrogen;

R3 is an optionally substituted bridged (C5-Cyqo) cycloalkyl group, optionally substituted bridged (C,-C4q) heterocyclyl
group, optionally substituted adamantyl, optionally substituted (C4-Cg) alkyl, optionally substituted (C3-C4g)cycloalkyl,
optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-C4g)aryl, optionally substituted (C4-Cg)heteroaryl
or optionally substituted (C,-Cqg)heterocyclyl; or R3 is -A-D-E-G, wherein:

Ais abond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cg)alkynylene, optionally substituted (C3-C4)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(R3)C(0)-Re-, -O-Re-, - N(R?)-Re-, -S-Re-, -C(O-R?)(RP)-Re-, -S(0),N(R?)-Re-,
-N(R3)S(0),-Re- or-N(Ra)C(O)N(RD)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
stituted (C5-Cp)cycloalkylene, optionally substituted (Cg-C4g)arylene, optionally substituted (C4-C4g)heteroarylene,
optionally substituted bridged (C,-Cg)heterocyclylene or an optionally substituted (C,-C,g)heterocyclylene;

E is a bond, -R®&-, -C(O)-R®-, -C(O)C(0)-Reé-, -C(0)0O-R®-, -C(O)C(O)N(R?)-R¢®-, -O-R®-,-§(0),-Re-, -S(0)-R®-, -S-
Re-, -N(R3®)-Re-, -N(RaC(O)-Re-, -C(O)N(Ra)-Re-, -OC(O)N(R3)-Re--OC(0)-Re-, -N(Ra)C(O)N(RP)-Re-,
-N(R®)S(0),-Re- or -S(0),N(R3)-R®-,

orEis

o 0O

L\;/ j,N/R*‘
Re.

b

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R3)(RP), halogen, -OR3, -SRa, -S(O)Ra, -S(0),R3, -NO,,-C(O)ORa, -CN,
-C(O)N(R®)(RP), -N(Ra)C(O)RP, -N(R2)C(O)ORP, -N(Ra)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)R?a, -CFj;, -OCFj,
-N(R3)S(0),RP, -S(0),N(R3)(RP), -S(0),N(R3)C(O)RP, an optionally substituted (C4-Cg)alkyl, an optionally substi-
tuted (C,-Cg)alkenyl, an optionally substituted (C,-Cglalkynyl, an optionally substituted (C3-Cqp)cycloalkyl, an op-
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tionally substituted (C4-C4g)heteroaryl, an optionally substituted (C4-C,4) heterocyclyl, an optionally substituted
(Cg-Cqp)aryl, an optionally substituted -(C4-Cglalkylene-(C3-Cyg)cycloalkyl, an optionally  substitut-
ed-(C4-Cg)alkylene-(Cg-C4p)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-C,g)heterocyclyl linked through a nitrogen;

R4 is a hydrogen, deuterium, an optionally substituted bridged (C3-C5) cycloalkyl group, optionally substituted
bridged (C,-C4g)heterocyclyl group, optionally substituted adamantyl, optionally substituted (C4-Cg) alkyl, optionally
substituted (C3-Cqg)cycloalkyl, optionally substituted (C3-Cg)eycloalkenyl, optionally substituted (Cg-C4g)aryl, op-
tionally substituted (C4-Cqg)heteroaryl or optionally substituted (C,-C4g)heterocyclyl; or

R4 is -J-L-M-Q, wherein:

Jis a bond, -C(O)-, optionally substituted (C,-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally
substituted (C,-Cg)alkynylene, optionally substituted (C5-C4,)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R®?)-Re-, -C(O-R?3)(RP)-Re-, or -S(O),N(R?)Re-;

L is a bond or an optionally substituted (C4-Cg) alkylene, optionally substituted bridged (C5-C4,)cycloalkylene,
optionally substituted (C5-C,g)cycloalkylene, optionally substituted (Cg-C4g)arylene, optionally substituted
(C4-Cyg)heteroarylene, optionally substituted bridged (C,-Cqq)heterocyclylene or an optionally substituted
(C5-Cyp)heterocyclylene;

orlLis

(0] 6]
; ' —Ra
v
Re-

M is a bond, -R®&-, -C(O)-R®-, -C(0O)C(0)-R¢é-, -C(O)0O-Re®-, -C(O)C(O)N(R?)-R®-, -O-R®-,-S(0),-R®-, -§(0)-R®-, -S-
Re-, -N(R&)-Re-, -N(Ra)C(O)-Re-, -C(O)N(Ra)-Re-, -OC(O)N(Ra)-Re--OC(0)-Re-, -N(Ra)C(O)N(RP)-Re-,
-N(R3)S(0),-Re- or -S(0O),N(R3)-Re-;

Q is hydrogen, deuterium, -N(R?3)(RP), halogen, -OR?2, -SR?a, -S(O)R?, -S(0),R3, -NO,,-C(O)ORa3, -CN,
-C(O)N(R®)(RP), -N(R2)C(O)RP, -N(R2)C(O)ORP, -N(R2)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)Ra, -CF,, -OCFj, ,
-N(R2)S(0),RP, -S(0),N(R3)(RP), -S(0),N(R3)C(O)RP, an optionally substituted (C4-Cg)alkyl, an optionally substi-
tuted (C,-Cg)alkenyl, an optionally substituted (C,-Cglalkynyl, an optionally substituted (C3-Cqp)cycloalkyl, an op-
tionally substituted (C4-C4g)heteroaryl, an optionally substituted (C4-C4g)heterocyclyl, an optionally substituted
(Cg-Cqplaryl, an optionally substituted -(C4-Cglalkylene-(C5-Cyg)cycloalkyl, an optionally substitut-
ed-(C-Cg)alkylene-(Cg-C4g)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-C,g)heteroaryl or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R? and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-C4g)heterocyclyl linked through a nitrogen;

Ra and RP are independently hydrogen, deuterium, an optionally substituted (C4-Cg)alkyl, an optionally substituted
(C5-Cqp)alkenyl, an optionally substituted (C,-Cqplalkynyl, an optionally substituted -(C4-C4q)alkylene-
0O-(C4-C4p)alkyl, an optionally substituted (C5-Cg)cycloalkyl, an optionally substituted (Cg-Cqp)aryl, an optionally
substituted (C4-Cyg)heteroaryl, an optionally substituted (C4-Cqg)heterocyclyl, an optionally substituted
-(C4-Cg)alkylene-(C3-Cg)cycloalkyl, an optionally substituted -(C4-Cg)alkylene-(Cg-Cqg)aryl, an optionally substi-
tuted -(C4-Cg)alkylene-(C4-Cyg)heteroaryl or an optionally substituted -(C4-Cg)alkylene-(C4-Cyg)heterocyclyl; and
Re is a bond, an optionally substituted (C4-C4g)alkylene, an optionally substituted (C,-C4g)alkenylene, an optionally
substituted (C,-C4g)alkynylene, an optionally substituted -(C-C g)alkylene-O-(C4-C,p)alkylene- group, an optionally
substituted (C5-C4p)cycloalkylene, an optionally substituted (Cg-C4p)arylene, an optionally substituted (C4-C4p)het-
eroarylene, or an optionally substituted (C4-C4g)heterocyclylene.

[0010] In a fourth embodiment the disclosure provides a compound of Formula (l11)
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R3
= R
XS N
O
SNTON
RS H

Formula (IIT)

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
Xis CR8 or N; Y is CR4 or N;

R', R2 and R® are each independently hydrogen, deuterium, -N(R3)(RP), halogen, -OR?3-SR2, -S(O)R?, -S(0),R3, -NO,,
-C(O)OR®, -CN, -C(O)N(Ra)(Rb), -N(R3)C(O)(RP), -C(O)Ra,-C(OH)RaRP, -N(Ra)S(0),-RP-, -S(0),N(R3)(Rb), -CFj,
-OCF3, optionally substituted -(C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C5-C4g)cycloalkyl, optionally substituted (C4-C,g)heteroaryl, optionally substituted (C4-C¢) het-
erocyclyl, or optionally substituted (Cg-Cqg)aryl;

wherein in a moiety containing -N(R3)(RP), the nitrogen, R? and RP may form a ring such that -N(R?)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4g)heteroaryl linked through a nitrogen;

R3 is an optionally substituted bridged (C5-Cqy)cycloalkyl group, optionally substituted bridged (C,-Cqg)heterocyclyl
group, optionally substituted (C4-Cg)alkyl, optionally substituted (C5-Cg)cycloalkyl, optionally substituted (C5-Cg)cy-
cloalkenyl, optionally substituted (Cg-Cyg)aryl, optionally substituted (C4-C,g)heteroaryl or optionally substituted
(C,-Cqp)heterocyclyl; or R3 is-A-D-E-G, wherein:

Ais abond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cg)alkynylene, optionally substituted (C5-Cq,)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(R2)C(O)-Re-, -O-Re-, -N(R3)-Re-, -S-Re-, -S(0),-Re-, -S(O)Re-, -C(O-Ra)(Rb)-Re-,
-S(0),N(R?)-Re-,-N(R2)S(0),-Re- or -N(R2)C(O)N(RP)-Re-;

D is an optionally substituted (C4-Cg) alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
stituted (C3-C4g)cycloalkylene, optionally substituted bridged (Cs-Cqg)cycloalkenylene, optionally substituted
(C3-Cyp)cycloalkenylene, optionally substituted (Cg-Cqg)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-C,g)heterocyclylene or an optionally substituted (C,-C4g)heterocyclylene;

E is a bond, -Re, -Reé-C(O)-Re, -Re-C(O)C(0O)-Re-, -Re-C(O)O-Re-, -Re-C(O)C(O)N(R?)-Re-,
-R&-N(R®)-C(O)C(O)-R¢é-, -Re-0O-Re-, -Re-5(0),-Re-, -Re-§(0)-Re-, -Re-5-Re-, -R&-N(R?)-Re-,-Re-N(R3)C(O)-Re-,

-REC(O)N(R®)R®-,  -Re-OC(O)N(R?)-Re-,  -Re-N(Ra)C(O)OR®-,  -Re-N(R¥)C(O)OR®-,  -Re-C(O)ORe-,
-Re-N(R?)C(O)N(RP)-Re-, -Re-N(R2)S(0),-Re-, or -Re-S(0),N(Ra)-Re-; or
Eis
o O
a: iN/Ra
< /
Re-

b

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R?)(RP), halogen, -OR3, -SR3, -S(O)R?a, -S(0O),R3, -NO,,-C(O)OR?, -CN,
-C(ON(R®)(RP), -N(Ra)C(O)RP, -N(R2)C(O)ORP, -N(Ra)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)R?a, -CFj; -OCFj,
-N(Ra)S(O)sz, -S(O)ZN(Ra)(Rb), -S(O)2N(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally substi-
tuted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C4g)cycloalkyl, an op-
tionally substituted (C4-Cqg)heteroaryl, an optionally substituted (C4-C4q) heterocyclyl, an optionally substituted
(Ce-Cyplaryl, an optionally substituted -(C4-Cg)alkylene-(C3-Cyg)cycloalkyl, an optionally substituted -
(C4-Cglalkylene-(Cg-Cyp)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-C)heteroaryl, or an optionally substi-
tuted -(C4-Cg)alkylene-(C4-C,g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R? and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-Cg)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R8 is a hydrogen, deuterium, an optionally substituted bridged (Cs-C45)cycloalkyl group, optionally substituted
bridged (C,-Cg)heterocyclyl group, optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4g)cycloalkyl,
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optionally substituted (C5-Cg)cycloalkenyl, optionally substituted (C4-C4g)aryl, optionally substituted (C4-Cq)heter-
oaryl or optionally substituted (C,-C4g)heterocyclyl; or RS is -J-L-M-Q, wherein:

J is a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally
substituted (C,-Cglalkynylene, optionally substituted (C5-C45)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R3)-Re-, -N(R3)C(0O)-Re-, -O-R®-, -N(R?¥)-R®-, -§-R&-, -§(0),-Re®-, -S(O)Re-, -C(O-
Ra)(Rb)-Re-, -S(0),N(Ra)-Re-,-N(R?)S(O),-Re- or -N(Ra)C(O)N(RP)-Re-;

L is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C,)cycloalkylene, optionally
substituted (C5-Cg)cycloalkylene, optionally substituted bridged (C5-Cqg)cycloalkenylene, optionally substitut-
ed (C3-Cyg)cycloalkenylene, optionally substituted (Cg-Cqp)arylene, optionally substituted (C4-Cqg)heter-
oarylene, optionally substituted bridged (C,-C4q)heterocyclylene or an optionally substituted (C,-C4g)hetero-

cyclylene;

M is a bond, -Re-, -Re-C(O)-Re-, -Re-C(O)C(O)-Re-, -Re-C(O)O-Re-, -Re-C(O)C(O)N(Ra3)-Re-,
-R&-N(R?3)-C(O)C(0O)-Re-, -Reé-O-Ré-, -Re-§(0),-R®-, -Re-S(0)-Ré-, -Re-S-Ré-,
-R&-N(R?)-R¢-,-R¢-N(R?)C(O)-R¢®-, -ReC(O)N(R?)RE-, -Re-OC(O)N(R?)-R®-, -Ré-N(R®)C(O)ORé®-,

-Re-N(Ra)C(O)ORe-, -Re-C(0O)ORe-, -Re-N(R?)C(O)N(RP)-Re-, -Re-N(R?)S(0),-Re-, or -Re-S(0),N(Ra)-Re-; or
M is

O O
W NTE
- /
Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(R2)(RY), halogen, -OR2, -SRa, -S(O)R?, -5(0),R3, -NO,,-C(O)OR?, -CN,
-C(O)N(R®)(Rb), -N(R2)C(O)RP, -N(R3)C(O)ORP, -N(R®)C(O)N(RbD),, -C(O-Ra)(Rb),, -C(O)R?, -CF3, -OCFj,
-N(R8)S(0),RP, -S(0),N(Ra)(Rb), -S(0),N(R2)C(O)RP, an optionally substituted (C;-Cg)alkyl, an optionally sub-
stituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C,g)cycloalkyl,
an optionally substituted -(C4-Cyg)heteroaryl, an optionally substituted -(C4-C,q) heterocyclyl, an optionally
substituted (Cg-Cg)aryl, an optionally substituted -(C4-Cg)alkylene-(C5-Cg)cycloalkyl, an optionally substitut-
ed-(C4-Cg)alkylene-(Cg-Cqg)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl,

wherein in a moiety containing -N(R23)(RP), the nitrogen, R2 and RP may form a ring such that -N(Ra)(Rb) rep-
resents an optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl linked
through a nitrogen;

R4 is a hydrogen, deuterium, an optionally substituted bridged (C5-Cqo)cycloalkyl group, optionally substituted
bridged (C,-Cg)heterocyclyl group, optionally substituted (C4-Cg)alkyl, optionally substituted (C3-C4g)cycloalkyl,
optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-C4q)aryl, optionally substituted (C4-C4q)heter-
oaryl or optionally substituted (C,-C4g)heterocyclyl; or R4 is -U-V-W-Z wherein:

U is a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cglalkenylene, optionally
substituted (C,-Cg)alkynylene, optionally substituted (C5-C45)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R?)-Ré-, -N(R®)C(0O)-R®-- O-R®-, -N(R?¥)-R®-, -8-R®-, -§(0),-R®-, -S(O)Ré-, -C(O-
Ra)(Rb)-Re-, -S(0),N(Ra)-Re-,-N(R8)S(O),-Re- or -N(R2)C(O)N(RP)-Re-;

V is an optionally substituted (C-Cg) alkylene, optionally substituted bridged (C5-C,)cycloalkylene, optionally
substituted (C5-Cq)cycloalkylene, optionally substituted bridged (C5-C4g)cycloalkenylene, optionally substitut-
ed (C3-Cyg)cycloalkenylene, optionally substituted (Cg-Cqplarylene, optionally substituted (C4-Cqqp)heter-
oarylene, optionally substituted bridged (C,-C4g)heterocyclylene or an optionally substituted (C,-C4g)hetero-
cyclylene;

W is a bond, -R&, -Re-C(O)-Re-, -Re-C(O)C(O)-Re-, -Re-C(O)O-Re-, -Re-C(O)C(O)N(R?3)-Re-,
-Re-N(R?3)-C(O)C(0O)-Re-, -Re-0O-Re-, -R&-§(0),-Re-, -Re-S(0)-Re-, -Re-S-Re-, -Re&-N(R?3)-Re-,
Re-N(R3)C(0O)-Re-, -ReC(O)N(R&)Re-, -Re-OC(O)N(R?)-Re-, -Re-N(R¥)C(O)OR®-, -Re-N(R?)C(O)OR®-,
-Re-C(O)ORe-, -Re-N(R2)C(O)N(RP)-Re-, -Re-N(R3)S(O),-Re-, or -Re-S(0),N(Ra)-Re-; or

Wis
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N /O
W N
- /
Re-

where in all cases, W is linked to either a carbon or a nitrogen atom in V;

Zis independently hydrogen, deuterium, -N(R3)(RP), halogen, -OR?, -SR2, -S(0O)Ra,-S(0),R3, -NO,, -C(O)OR?,
-CN, -C(O)N(Ra)(RP), -N(R2)C(O)RP, -N(Ra)C(0O)ORP,-N(R2)C(O)N(RP),, -C(O-Ra)(RP),, -C(O)R?, -CF5,-OCF 3,
-N(R3)S(0),RP, -8(0),N(R?)(RP),-S(0),N(R?)C(O)RP, an optionally substituted -(C4-Cg)alkyl, an optionally sub-
stituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C5-Cq)cycloalkyl,
an optionally substituted -(C4-C,g)heteroaryl, an optionally substituted -(C4-C,) heterocyclyl, an optionally
substituted (Cg-C4)aryl, an optionally substituted -(C4-Cg)alkylene-(C,5-C4g)cycloalkyl, an optionally substituted
-(C4-Cg)alkylene-(Cg-Cyg)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cg)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R3)(R), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) rep-
resents an optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-Cp) heteroaryl linked
through a nitrogen;

Ra and RP are each independently hydrogen, deuterium, an optionally substituted -(C4-Cyp)alkyl, an optionally
substituted -(C,-Cqg)alkenyl, an optionally substituted -(C,-C4g)alkynyl, an optionally substituted
-(C4-Cyplalkylene-O-(C4-Cyplalkyl, an optionally substituted -(C3-C4g)cycloalkyl, an optionally substituted
-(Cg-Cqplaryl, an optionally substituted -(C4-Cqp)heteroaryl, an optionally substituted -(C4-C4g)heterocyclyl, an
optionally substituted -(C4-Cglalkylene-(C5-Cyg)cycloalkyl, an optionally substituted
-(C4-Cglalkylene-(Cg-Cqplaryl, an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C,g)heterocyclyl; and

R® is each independently a bond, an optionally substituted (C4-C4g)alkylene, an optionally substituted
(C5-Cyplalkenylene, an optionally substituted (C,-C4g)alkynylene, an optionally substituted (C4-C4g)alkylene-
0O-(C4-Cqg)alkylene group, an optionally substituted (C3-Cg)cycloalkylene, an optionally substituted
(Cg-Cyp)arylene, an optionally substituted (C4-C4g)heteroarylene, or an optionally substituted (C4-C,q)hetero-
cyclylene.

[0011] In a fifth embodiment the disclosure provides a compound of Formula (la)

R3

/N:{ Rz .
NN
Ji\ [ >—r
N N
RS H

Formula (Ia)

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
R1, R2 and R5 are each independently hydrogen, deuterium, -N(R®)(RP), halogen, -OR?,-SR8, -S(0)R?, -S(0),R?, -NO,,
-C(O)OR, -CN, -C(O)N(Ra)(Rb), -N(R2)C(O)(RP), -C(O)Ra,-N(R®)S(0O),-, -S(0),N(Ra)-, -CF3, -OCF3, optionally substi-
tuted -(C4-Cg)alkyl, optionally substituted -(C,-Cg)alkenyl, optionally substituted-(C,-Cg)alkynyl, optionally substituted
-(C3-Cqp)cycloalkyl, optionally substituted -(C4-C4g)heteroaryl, optionally substituted -(C4-C) heterocyclyl, or optionally
substituted -(Cg-Cqp)aryl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl linked through a nitrogen;

R3 is an optionally substituted bridged (C5-Cyp)cycloalkyl group, optionally substituted bridged (C,-C4g)heterocyclyl
group, optionally substituted adamantyl, optionally substituted (C4-Cg)alkyl, optionally substituted (C3-C4g)cycloalkyl,
optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-C4g)aryl, optionally substituted (C4-Cg)heteroaryl
or optionally substituted (C,-Cg)heterocyclyl; or R3 is -A-D-E-G, wherein:

Alis abond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
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stituted (C,-Cg)alkynylene, optionally substituted (C5-Cq,)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(Ra)C(O)-Re-, -O-Re-, -N(R?3)-Re-, -S-Re-, -C(O-Ra)(Rb)-Re-, -S(0),N(Ra)-Re-,
-N(R2)S(0),-Re- or-N(R8)C(O)N(R)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C4,)cycloalkylene, optionally sub-
stituted (C5-C4g)cycloalkylene, optionally substituted (Cg-C4)arylene, optionally substituted (C4-Cq)heteroarylene,
optionally substituted bridged (C,-C4g)heterocyclylene or an optionally substituted (C,-C4)heterocyclylene;

E is a bond, -R®&-, -C(0)-Re®-,-C(0O)C(O)-R®-, -C(O)0O-R#-, -C(O)C(O)N(R?3)-R®-, -O-R&-,-5(0),-R®-, -§(0)-R¢®-, -S-
Re-, -N(R3)-Re-, -N(R®)C(O)-Re-, -C(O)N(R?3)-Re-, -OC(O)N(R?®)-Re-, - OC(0)-Re-, -N(R¥)C(O)N(RP)-Re-,
-N(R®)S(0),-Re- or -§(0),N(R?3)- R®-; or

Eis
(e] 0
L\: iN/Ra
- /
Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is independently hydrogen, deuterium, -N(R2)(RP), halogen, -OR?3, -SR?, -S(O)Ra,-5(0),R3, -NO,, -C(O)OR?,
-CN, -C(O)N(R®)(RP), -N(R?)C(O)RP, -N(Ra)C(O)ORP,-N(Ra)C(O)N(RP),, -C(O-Ra)(RP),, -C(O)R?, -CF5, -OCFj,
-N(Ra)S(O)sz, -S(O)ZN(Ra)(Rb),-S(O)ZN(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally substi-
tuted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C3-C4g)cycloalkyl, an op-
tionally substituted (C4-C4p)heteroaryl, an optionally substituted (C4-C4g) heterocyclyl, an optionally substituted
(Cg-Cyglaryl, an optionally substituted -(Cy-Cglalkylene-(C5-Cqg)cycloalkyl, an optionally substituted
-(C4-Cglalkylene-(Cg-Cplaryl, an optionally substituted -(C,-Cg)alkylene-(C4-Cg)heteroaryl, or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R@ and RP may form a ring such that -N(R?)(RP) represents
an optionally substituted (C,-Cg)heterocyclyl linked through a nitrogen;

Ra and RP are independently hydrogen, deuterium, an optionally substituted (C4-Cg)alkyl, an optionally substituted
(C,-Cyg)alkenyl, an optionally substituted (C,-C,g)alkynyl, an optionally substituted -(C4-Cqg)alkylene-
0O-(C4-Cypalkyl, an optionally substituted (C5-C4q)cycloalkyl, an optionally substituted (Cg-Cg)aryl, an optionally
substituted (C4-Cyg)heteroaryl, an optionally substituted (C4-Cqq)heterocyclyl, an optionally substituted
-(C4-Cg)alkyl-(C5-Cp)cycloalkyl, an optionally substituted -(C4-Cg)alkylene-(Cg-Cqg)aryl, an optionally substituted
-(C4-Cg)alkylene-(C4-Cp)heteroaryl, or an optionally substituted -(C4-Cg)alkylene-(C4-Cq)heterocyclyl; and

Re is each independently a bond, optionally substituted (C4-C4g)alkylene, an optionally substituted (C,-C4q)alke-
nylene, an optionally substituted (C,-C4q)alkynylene, an optionally substituted -(C4-C4q)alkylene-O-(C4-C,g)alkyl-
group, an optionally substituted (C5-C,g)cycloalkylene, an optionally substituted (Cg-C4g)arylene, an optionally sub-
stituted (C4-Cg)heteroarylene, or an optionally substituted (C-C,y)heterocyclylene.

[0012] In a sixth embodiment the disclosure provides a compound according to the first embodiment wherein R1, R2
and R% are each independently hydrogen, deuterium, halogen, -OR®2,-CN, -C(O)N(Ra)(Rb), -N(Ra)C(O)(Rb), -CF 3, -OCF3,
an optionally substituted -(C4-Cg)alkyl, optionally substituted -(C,-Cg)alkynyl, optionally substituted -(C5-C4q)cycloalkyl,
optionally substituted -(C4-C4g)heteroaryl, -(C4-Cp)heterocyclyl or optionally substituted -(Cg-Cyg)aryl.

[0013] In a seventh embodiment the disclosure provides a compound according to the first embodiment wherein T is
N, Uis N, X is CR3, Y is N and forms a compound of Formula (la)

R3
N— R2
/
I I \ R1
NN
R H

Formula (Ta)

[0014] In an eighth embodiment the disclosure provides a compound according to the first embodiment wherein T is
CR8, U is N, X is CR3and Y is N and forms a compound of Formula (Ib)
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Formula (Ib)

[0015] In a ninth embodiment the disclosure provides a compound according to the first embodiment wherein T is N,
U is CR4, X is CR3, and Y is N and forms a compound of Formula (Ic)

R3
Y R
NN
I | \ :
NN

Formula (Ic)

[0016] In a tenth embodiment the disclosure provides a compound according to the first embodiment wherein T is
CR8, U is CR4, X is CR3 and Y is N and forms a compound of Formula (Id)

R4 RS
R2
R8 SN
[ >—r
¢ NN
R H
Formuta (Id)

[0017] In an eleventh embodiment the disclosure provides a compound according to the first embodiment wherein T
is CR6, Uis N, X is NR3and Y is C and forms a compound of Formula (le)

R3
N‘N/ R2

re—{/
AN
| H>—rr
N N
RS H

Formula (le)

[0018] In a twelfth embodiment the disclosure provides a compound according to the first embodiment wherein T is
0O,Uis N, Xis CR3and Y is C and forms a compound of Formula (If)

Formula (If)

[0019] In a thirteenth embodiment the disclosure provides a compound according to the first embodiment wherein T
is NR6, U is N, X is CR3, and Y is C and forms a compound of Formula (Ig)
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Formula (Ig)

[0020] In a fourteenth embodiment the disclosure provides a compound according to the first embodiment wherein T
is CR8, U is CR4, X is NR3, and Y is C and forms a compound of Formula (lh)

Formula (Th)

[0021] In a fifteenth embodiment the disclosure provides compound according to the first embodiment wherein T is
S,Uis N, Xis CR3and Y is C and forms a compound of Formula (li)

Formula (Ii)

[0022] In a sixteenth embodiment the disclosure provides compound according to the first embodiment wherein R3 is
hydrogen, an optionally substituted bridged (C5-C,)cycloalkyl group, optionally substituted bridged (C,-C4g)heterocyclyl
group, optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4qcycloalkyl, optionally substituted (Cg-Cygaryl,
optionally substituted (C4-C4yheteroaryl or optionally substituted (C,-C4y)heterocyclyl.

[0023] In a seventeenth embodiment the disclosure provides a compound according to any of the foregoing embod-
iments wherein R3 is hydrogen, optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted
cyclopentyl, optionally substituted cyclohexyl, optionally substituted phenyl, optionally substituted adamantanyl, option-
ally substituted azetidinyl, optionally substituted bicyclo[2.1.1]hexyl, optionally substituted bicyclo[2.2.1]heptyl, optionally
substituted bicyclo[2.2.2]octyl, optionally substituted bicyclo[3.2.1]octyl, optionally substituted bicyclo[4.3.1]decyl, op-
tionally substituted bicyclo[3.3.1]nonyl, optionally substituted bornyl, optionally substituted bornenyl, optionally substi-
tuted norbornyl, optionally substituted norbornenyl, optionally substituted bicyclo [3.1.1]heptyl, optionally substituted
tricyclobutyl, optionally substituted azanorbornyl, optionally substituted quinuclidinyl, optionally substituted isoquinuclid-
inyl, optionally substituted tropanyl, optionally substituted azabicyclo[3.2.1]octanyl, optionally substituted azabicyc-
lo[2.2.1]heptanyl, optionally substituted 2-azabicyclo[3.2.1]octanyl, optionally substituted azabicyclo[3.2.1]octanyl, op-
tionally substituted azabicyclo[3.2.2]nonanyl, optionally substituted azabicyclo[3.3.0]lnonanyl, optionally substituted
azabicyclo [3.3.1]nonanyl, optionally substituted bicycle [2.2.1]hept-2-enyl, optionally substituted piperidinyl, optionally
substituted pyrrolidinyl or optionally substituted tetrahydrofuranyl.

[0024] In an eighteenth embodiment the disclosure provides a compound according to any of the foregoing embodi-
ments wherein R3 is optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cy-
clopentyl, optionally substituted cyclohexyl, optionally substituted phenyl, optionally substituted adamantanyl, optionally
substituted azetidinyl, optionally substituted bicyclo[2.1.1]hexyl, optionally substituted bicyclo[2.2.1]heptyl, optionally
substituted bicyclo[2.2.2]octyl, optionally substituted bicyclo[3.2.1]octyl, optionally substituted bicyclo [3.1.1]heptyl, op-
tionally substituted azabicyclo[3.2.1]octanyl, optionally substituted azabicyclo[2.2.1]heptanyl, optionally substituted 2-
azabicyclo[3.2.1]octanyl, optionally substituted azabicyclo[3.2.2]nonanyl, optionally substituted bicyclo[2.2.1]hept-2-
enyl, optionally substituted piperidinyl, optionally substituted pyrrolidinyl or optionally substituted tetrahydrofuranyl.

18



10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

[0025] Ina nineteenth embodimentthe disclosure provides a compound according to any of the foregoing embodiments
wherein R3 is A-D-E-G.

[0026] In atwentieth embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein Ais a bond, -C(O)-, optionally substituted (C-Cg)alkylene, -C(O)N(R?)-Re-, -N(R3)C(0O)-Re®-, -O-R¢&-, -N(R?)-Re®-,
-S-Re-, -C(0-Ra)(Rb)-Re-,-S(0),N(R?)-Re-, -N(Ra)S(0),-Re- or -N(R2)C(O)N(RP)-Re.

[0027] Inatwenty-firstembodimentthe disclosure provides a compound according to any of the foregoing embodiments
wherein D is optionally substituted azetidinyl, optionally substituted bridged (C5-C45)cycloalkylene, optionally substituted
(C3-Cqgcycloalkylene, optionally substituted bridged (C5-Cqg)cycloalkenylene, optionally substituted (C5-Cg)cycloalke-
nylene, optionally substituted (Cg-Cqg)arylene, optionally substituted (C4-C4g)heteroarylene, optionally substituted
bridged (C,-Cqg)heterocyclylene, or an optionally substituted (C-Cqg)heterocyclylene.

[0028] In a twenty-second embodiment the disclosure provides a compound according to any of the foregoing em-
bodiments wherein E is a bond, -R&-, -R®-C(0O)-R®-, -R®-0O-R®-, -R®-§(0),-Re-, -R&-N(R?)-R®-, -Re-N(R3)C(O)-R®-,
-Re-C(O)N(R?)-Re-, -Re N(Ra)S(O),-Re-, -Re-N(R3)C(O)N(RP)-Re-, or -Re-S(O),N(R?)-Re-,

[0029] In a twenty-third embodiment the disclosure provides a compound according to any of the foregoing embodi-
ments wherein G is-OR2, CN, -N(R2)S(0),RP, -S(0),N(Ra)(R), optionally substituted (C4-Cg)alkyl, optionally substituted
(C3-Cqp)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C4-C4g)heterocyclyl or optionally
substituted phenyl.

[0030] In a twenty-fourth embodiment the disclosure provides a compound according to any of the foregoing embod-
iments wherein R3 is A-D-E-G and A is a bond, -C(O)-, optionally substituted (C4-Cglalkylene, -C(O)N(R3)-Re-,
-N(R?)C(O)-Re-, -O-, -N(R2)-, -S-, -C(O-R?)(RP)-Re-, -S(0),N(R®)-, -N(R)S(0),- or -N(R3)C(O)N(R)-.

[0031] Inatwenty-fifth embodimentthe disclosure provides a compound according to any of the foregoing embodiments
wherein D is an optionally substituted azetidinyl, optionally substituted bicyclo[2.2.2]octanylene, optionally substituted
bicyclo[2.2.1]heptylene, optionally substituted bicyclo[2.1.1]hexylene, optionally substituted cyclobutylene, optionally
substituted cyclopentylene, optionally substituted cyclohexylene, optionally substituted bicyclo[2.2.1]hept-2-enylene,
optionally substituted piperidine, or optionally substituted pyrrolidine.

[0032] In a twenty-sixth embodiment the disclosure provides a compound according to any of the foregoing embodi-
ments wherein E is -Ré-C(O)-R®-, R®-O-R®, -R®-§(0),-R®-, -R®-N(R?)-R¢®, -Ré-N(R?)C(0O)-R¢é-, -Re-C(O)N(R?)R®-,
-Re-N(R®)S(0),-Re-, or -R®-S(0),N(R3)Re-.

[0033] In a twenty-seventh embodiment the disclosure provides a compound according to any of the foregoing em-
bodiments wherein G is -OR¢€, -CN, -N(Ra)S(O)sz, -S(O)ZN(Ra)(Rb), optionally substituted (C4-Cg)alkyl, optionally sub-
stituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cyclopentyl, optionally substituted phenyl,
optionally substituted pyridazine, optionally substituted pyrazine, optionally substituted pyrimidine, optionally substituted
pyrazole, optionally substituted pyrrolidine, optionally substituted quinazoline, optionally substituted pyridinel, optionally
substituted thiazolidinel or optionally substituted triazole.

[0034] In a twenty-eighth embodiment the disclosure provides a compound according to any of the foregoing embod-
iments wherein A is a bond or optionally substituted (C4-Cg)alkylene.

[0035] In a twenty-ninth embodiment the disclosure provides a compound according to any of the foregoing embodi-
ments wherein D is an optionally substituted cyclobutylene, optionally substituted cyclopentylene, optionally substituted
cyclohexylene, optionally substituted azetidinyl, optionally substituted bicyclo[2.2.1]heptylene, optionally substituted bi-
cyclo[2.1.1]hexylene, bicyclo[2.2.2]octanylene, optionally substituted piperidine, or optionally substituted pyrrolidine;
[0036] E is -Re-C(O)-Re-, - R&-N(R3)-Re-, -R&-N(R?)S(0),-R¢®-, -Re-§(0),-Re-, or -Re-§(0),N(R?)-Re, wherein R® for
each occurrence is independently a bond, an optionally substituted (C 1-Cg)alkylene or an optionally substituted (C5-Cg)cy-
cloalkylene; and

[0037] Gis-CN,optionally substituted (C4-Cg)alkyl, optionally substituted cyclopropyl, optionally substituted cyclobutyl,
optionally substituted cyclopentyl, optionally substituted phenyl, optionally substituted pyrazinyl, optionally substituted
pyridazinyl, optionally substituted pyrimidinyl, optionally substituted pyrazolyl, optionally substituted pyridinyl, optionally
substituted thiazolidinyl or optionally substituted triazolyl.

[0038] In a thirtieth embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein D is an optionally substituted cyclobutylene, optionally substituted cyclopentylene, optionally substituted cy-
clohexylene, optionally substituted azetidinyl, optionally substituted piperidine, optionally substituted bicyclo[2.2.1]Thep-
tylene, or bicyclo[2.2.2]octanylene.

[0039] In a thirty-first embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein G is -CN, optionally substituted (C4-Cg)alkyl, optionally substituted cyclopropyl, optionally substituted cyclobutyl,
optionally substituted cyclopentyl or optionally substituted phenyl, optionally substituted pyrazinyl, optionally substituted
pyridazinyl, optionally substituted pyrazolyl, or optionally substituted pyridinyl.

[0040] In a thirty-second embodiment the disclosure provides a compound according to any of the foregoing embod-
iments wherein A is a bond, D is optionally substituted cyclopentylene, optionally substituted bicyclo[2.2.2]octanyl,
optionally substituted azetidinyl, or optionally substituted piperidine;
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[0041] E is -Re-C(O)-Re-, -R&-N(R?3)-R¢é-, -Re-5(0),N(R?3)-R¢®, -Re-§(0),-R®-, or -R&-N(R3)S(0),-Re-;

wherein R for each occurrence is independently a bond or an optionally substituted (C4-Cg)alkylene; and

[0042] G is-CN, optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cyclopentyl,
optionally substituted phenyl, optionally substituted pyrazine, optionally substituted pyridazine, optionally substituted
pyrazole, or optionally substituted pyridine.

[0043] Inathirty-third embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein G is -CN, optionally substituted cyclopropyl or optionally substituted cyclopentyl.

[0044] In a thirty-fourth embodiment the disclosure provides a compound according to any of the foregoing embodi-
ments wherein R, R2, R4, R5 and R® when present are each independently hydrogen or an optionally substituted
-(C4-Cyalkyl.

[0045] In a thirty-fifth embodiment the disclosure provides a compound according to the first, second, fourth, fifth,
seventh and sixteenth through thirty-third embodiments wherein the compound is a compound of Formula (la)

R3
N= R?
/
NG N
| d>—rs
. \N "{
RS H
Formula (Ta)

[0046] In a thirty-sixth embodiment the disclosure provides a compound according to the first, fourth, eighth, and
sixteenth through thirty-third embodiments wherein the compound is a compound of Formula (Ib)

R?
N= R2

R6 \N
| D—r

/N
R H

Formula (Ib)

[0047] In a thirty-seventh embodiment the disclosure provides a compound according to the first, fourth, ninth and
sixteenth through thirty-third embodiments wherein the compound is a compound of Formula (Ic)

R4 R?
R2

)

R5N H

Formula (Ic)
[0048] In a thirty-eighth embodiment the disclosure provides a compound according to any of the foregoing embodi-
ments wherein Tis N, Uis N, X is CR3and Y is N.

[0049] In a thirty-ninth embodiment the disclosure provides a compound according to the first, fourth, fifth and sixteenth
through thirty-third embodiments wherein the compound is
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7N
o O
N={
~ N
L
\N N
H

[0050] In a fortieth embodiment the disclosure provides a compound according to the first, fourth, fifth and sixteenth
through thirty-third embodiments wherein the compound is

[0051] In a forty-first embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein the compound is

H
/
N\
S
N— /7N
/ OO0
N& N
LIy
NS
N
H

[0052] In a forty-second embodiment the disclosure provides a compound according to the first through fortieth em-
bodiments wherein A is a bond, D is optionally substituted cyclopentylene or optionally substituted piperidine, E is
-Re-N(R?3)-Re-, -R®-S(0),N(R?)-R®, -Re-C(0)-R®, -R®-5(0),-R®, or -R®-N(R?)S(0),-R®-; and G is -CN, optionally substi-
tuted phenyl, optionally substituted pyrazine, optionally substituted pyridazine, optionally substituted pyrazole, or op-
tionally substituted pyridine.

[0053] In aforty-third embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein T is CRS.

[0054] Inaforty-fourth embodimentthe disclosure provides a compound according to any of the foregoing embodiments
wherein U is N.

[0055] In a forty-fifth embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein X is CR3.

[0056] In aforty-sixth embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein Y is N.

[0057] In aforty-seventh embodiment the disclosure provides a compound according to any of the foregoing embod-
iments wherein T is CR8, U is N, X is CR3and Y is N.

[0058] In aforty-eighth embodiment the disclosure provides a compound according to the first, fourth, eighth, sixteenth
through thirty-third, thirty-sixth and forty-second through forty-seventh embodiments wherein the compound is
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O:(\:N

N
N—
CH3
X N
J

[0059] In aforty-ninth embodiment the disclosure provides a compound according to any of the foregoing embodiments
wherein G is optionally substituted phenyl, optionally substituted pyrazine, optionally substituted pyrazole, optionally
substituted pyridazine or optionally substituted pyridine.

[0060] In a fiftieth embodiment the disclosure provides a compound according to the first through sixteenth embodi-
ments wherein R2 and R5 are each independently hydrogen, deuterium, -N(R3)(RP), halogen, -OR?, -SR2, -S(O)R?,
-S(0),R3, -NO,, -C(O)OR?2, -CN, - C(O)N(R2)(RP), -N(R3)C(O)RD), -C(O)R?, -C(OH)RaRP, -N(Ra)S(0),-RY,
-S(O)2N(Ra)(Rb), -CF3,-OCFj3, optionally substituted -(C4-Cg)alkyl, optionally substituted -(C5-Cg)cycloalkyl, optionally
substituted benzo(b)thienyl, optionally substituted benzimidazole, optionally substituted benzofuran, optionally substi-
tuted benzoxazole, optionally substituted benzothiazole, optionally substituted benzothiadiazole, optionally substituted
furan, optionally substituted imidazole, optionally substituted indoline, optionally substituted indole, optionally substituted
indazole, optionally substituted isoxazole, optionally substituted isoindoline, optionally substituted morpholine, optionally
substituted oxadiazole, optionally substituted phenyl, optionally substituted piperazine, optionally substituted piperidine,
optionally substituted pyran, optionally substituted pyrazole, optionally substituted pyrazolo[3,4-d]pyrimidine, optionally
substituted pyridine, optionally substituted pyrimidine, optionally substituted pyrrolidinel, optionally substituted pyrrole,
optionally substituted optionally pyrrolo[2,3-d]pyrimidine, substituted quinoline, optionally substituted thiomorpholine,
optionally substituted tetrahydropyran, optionally substituted tetrahydrofuran, optionally substituted tetrahydroindol, op-
tionally substituted thiazole, or optionally substituted thienyl.

[0061] In afifty-first embodiment the disclosure provides a compound according to the first through sixteenth and forty-
seventh embodiments wherein R is optionally substituted (Cg-Cqp)aryl or optionally substituted (C4-C4g)heteroaryl.
[0062] In afifty-second embodiment the disclosure provides a compound according to the first through sixteenth, forty-
seventh and fiftieth embodiments wherein R2 is hydrogen, halogen, -CN, -C(O)NRaRb, -CF3, optionally substituted
(C4-Cglalkyl, optionally substituted (C5-Cyp)cycloalkyl, optionally substituted (Cg-Cqglaryl, optionally substituted
(C4-Cyg)heteroaryl or optionally substituted (C4-C4q)heterocyclyl.

[0063] In a fifty-third embodiment the disclosure provides a compound according to the first through fifteenth, forty-
seventh and forty-ninth embodiments wherein R' is optionally substituted azaindole, optionally substituted benzofuran,
optionally substituted benzothiazole, optionally substituted benzoxazole, optionally substituted dihydropyrroloimidazole,
optionally substituted furan, optionally substituted imidazole, optionally substituted imidazoxazole, optionally substituted
imidazopyrazine, optionally substituted imidazopyridine, optionally substituted indazole, optionally substituted indole,
optionally substituted isoquinoline, optionally substituted isothiazole, optionally substituted isoxazole, optionally substi-
tuted oxadiazole, optionally substituted oxazole, optionally substituted pyrazole, optionally substituted pyridine, optionally
substituted pyrimidine, optionally substituted pyrazolopyridine, optionally substituted pyrrole, optionally substituted qui-
noline, optionally substituted quinazoline, optionally substituted thiazole, or optionally substituted thiophene.

[0064] In a fifty-fourth embodiment the disclosure provides a compound according to the first through fifteenth and
forty-seventh through fifty-second embodiments wherein R3 is hydrogen, halogen, NH,, or N(R3)(RP).

[0065] In afifty-fifth embodiment the disclosure provides a compound according to the first through fifteenth and forty-
seventh through fifty-third embodiments wherein T is CH, U is N, Y is N, and X is CR3 wherein R3 is (C4-Cg)optionally
substituted alkyl, (C3-Cy)optionally substituted cycloalkyl, optionally substituted (Cg-C4g)aryl, optionally substituted
(C4-Cqp)heteroaryl, or optionally substituted (C4-C4g)heterocyclyl.

[0066] In afifty-sixth embodiment the disclosure provides a compound according to the first through fifteenth and forty-
seventh through fifty-fourth embodiments wherein R3 is optionally substituted pyrrolidine, optionally substituted piperidine,
optionally substituted piperazine, optionally substituted azetidine, optionally substituted (Cg-C4g)aryl, or optionally sub-
stituted (C4-Cg)heterocyclyl.

[0067] In a fifty-seventh embodiment the disclosure provides a compound according to the first through fifteenth and
forty-seventh through fifty-fourth embodiments wherein Tis CH, U is N, Y is C and X is NR3wherein R3 is (C4-Cg)optionally
substituted alkyl, (C5-C4g)optionally substituted cycloalkyl, optionally substituted (Cg-Cqp)aryl, optionally substitute
(C4-Cyg)heteroaryl, or optionally substituted (C4-C,q)heterocyclyl.

[0068] In a fifty-eighth embodiment the disclosure provides a compound according to the first through fifteenth and
forty-eighth through fifty-seventh embodiments wherein R3 is optionally substituted pyrrolidine, optionally substituted
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piperidine, optionally substituted piperazine, optionally substituted azetidine, optionally substituted (Cg-C/g)aryl, or op-
tionally substituted (C4-C4p)heterocyclyl.

[0069] In a fifty-nineth embodiment the disclosure provides a compound according to the first through fifteenth and
forty-eighth through fifty-eighth embodiments wherein Tis N, Uis N, Y is N and X is CR3 wherein R3 is (C4-Cg)optionally
substituted alkyl, (C5-C4)optionally substituted cycloalkyl, optionally substituted (Cg-Cqg)aryl, optionally substituted
(C4-C4g)heteroaryl, or optionally substituted (C4-C,g)heterocyclyl.

[0070] In a sixtieth embodiment the disclosure provides a compound according to the first through fifteenth and forty-
eighth through fifty-nineth embodiments wherein R3 is optionally substituted pyrrolidine, optionally substituted piperidine,
optionally substituted piperazine, optionally substituted azetidine, optionally substituted (Cg-C4g)aryl, or optionally sub-
stituted (C4-C4g)heterocyclyl.

[0071] In a sixty-first embodiment the disclosure provides the use of a compound of Formula 2:

’I“Hz R2
HN— Ny
pRa
RS NN

\

Re

Formula 2

to form a compound of Formula (la)

R3
N-T( R2
/

NN
)R
NN

R5 H

Formula (Ia)

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
RP is a hydrogen, -SO,N(CHs),, -80,(2,4,6-trimethylphenyl), -SO,phenyl, -SO,(4-butylphenyl), -SO,(4-methylphenyl),
-SO,(4-methoxyphenyl), -C(O)OCH,CCl,,-C(O)OCH,CH,Si(CH3) 4, -C(O)OC(CH3)5, -C(O)OC(CH3)o(CCl,), - C(O)O-
1-adamantyl,-CH=CH,, -CH,CH,CI, -CH(OCH,;CH3)CH3, -CH,CH»-2-pyridyl, -CH,CHy-4-pyridyl,-Si(C(CH3)3)(CH3),,
-Si(CH(CH3)5)3, -CHophenyl, -CH,(4-CH30-phenyl), -CH4(3,4-di-methoxyphenyl), -CHy(2-nitrophenyl), -(2,4-dinitroph-
enyl), -CH,C(O)phenyl, -C(phenyl);-CH(phenyl);, -C(phenyl);(4-pyridyl), -N(CHj3),, -CH,OH, -CH,OCHs,
-CH(OCH,CH3),,-CH,OCH,CH,CI, -CH,OCH,CH,Si(CH3)3, -CH,OC(CH3)3, -CH,OC(O)C(CH3)3,-CH,OCHphenyl,
-(2-tetrahydropyranyl), -C(O)H, or -P(S)(phenyl),;

R1, R2 and RS are each independently hydrogen, deuterium, -N(R23)(RP), halogen, -OR?3,-SR3, -S(O)R?, -S(0),R3, -NO,,
-C(O)OR?, -CN, -C(O)N(R3)(RP), -N(Ra)C(O)(RP), -C(O)Ra,-C(OH)RaRP, -N(R?)S(0),-RP, -S(O),N(R?)(RP), -CFj,
-OCF3, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C3-C4g)cycloalkyl, optionally substituted (C4-C)heteroaryl, optionally substituted (C4-C4() het-
erocyclyl, or optionally substituted (Cg-Cqg)aryl;

wherein in a moiety containing -N(R?2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4q)heteroaryl linked through a nitrogen;

R3 is hydrogen, an optionally substituted bridged (C5-Cqo)cycloalkyl, optionally substituted bridged (C,-Cqg)heterocyclyl,
optionally substituted (C4-Cg)alkyl, optionally substituted (C5-Cg)cycloalkyl, optionally substituted (C5-Cg)cycloalkenyl,
optionally substituted (Cg-Cq)aryl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C,-C4g)heterocyclyl;
or

R3 is -A-D-E-G, wherein:

Ais abond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cglalkynylene, optionally substituted (C3-C4s)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(Ra)-Re-, -N(R&)C(O)-Re-, -O-Re-, -N(R?3)-Re-, -S-Re-, -S(0),-Re-, -S(O)Re-, -C(O-R2)(RP)-Re-,
-S(0),N(Ra)-Re-,-N(R2)S(0),-Re- or -N(Ra)C(O)N(RP)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
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stituted (C3-Cyg)cycloalkylene, optionally substituted bridged (Cs5-C4g)cycloalkenylene, optionally substituted
(C3-Cqp)cycloalkenylene, optionally substituted (Cg-Cyg)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-Cqq)heterocyclylene or an optionally substituted (C,-C4g)heterocyclylene;

E is a bond, -Re-, -Re-C(O)-Re-, -Re-C(O)C(O)-Re-, -Re-C(O)O-Re-, -Re-C(O)C(O)N(Ra)-Re-,
-Re-N(R?)-C(O)C(0)-Re-, -Re-0O-R®-, -Re-S(0),-Re®-, -Re-S(0)-R®-, -Re-S-Re-, -Re-N(R?)-Re-,-Re-N(R?)C(O)-Re-,
-ReC(O)N(R3)Re-, -Re-OC(O)N(Ra)-Re-, -Re-N(R3)C(O)ORe-, -Re-OC(0)-Re, -Re-N(R3)C(O)N(Rb)-Re-,
-Re-N(R?)S(0),-Re®-, or -Re-S(0),N(R?)-Re-; or

Eis
@) O
L\: iN/Ra
- /
Re-

2

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R2)(RP), halogen, -OR3, -SR?, -S(O)R3, -S(0O),R2, -NO,,-C(O)OR3, -CN,
-C(O)N(Ra)(RP), -N(Ra)C(O)RP, -N(Ra)C(O)ORP, -OC(O)N(R?),-N(R8)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)Ra, -CFj,
-OCF,, -N(RB)S(O)sz, -S(O)ZN(Ra)(Rb),-S(O)2N(Ra)C(O)Rb, an optionally substituted -(C4-Cg)alkyl, an optionally
substituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C5-Cq)cycloalkyl,
an optionally substituted -(C4-C4g)heteroaryl, an optionally substituted -(C4-Cq) heterocyclyl, an optionally substi-
tuted -(Cg-Cqplaryl, an optionally substituted -(C4-Cglalkyl-(C3-Cqg)cycloalkyl, an optionally substituted
-(C4-Cg)alkylene-(Cg-C4g)aryl, an optionally substituted-(C4-Cg)alkylene-(C4-Cg)heteroaryl, or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, Ra and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-Cq)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl linked through a ni-
trogen;

R@ and RP are each independently hydrogen, deuterium, an optionally substituted (C4-Cqpalkyl, an optionally sub-
stituted (C5-Cqg)alkenyl, an optionally substituted (C,-C4g)alkynyl, an optionally substituted -(C4-C,g)alkylene-
0O-(C4-C4p)alkyl, an optionally substituted (C3-C4q)cycloalkyl, an optionally substituted (Cg-Cg)aryl, an optionally
substituted (C4-Cyg)heteroaryl, an optionally substituted (C4-Cqg)heterocyclyl, an optionally substituted
-(C4-Cglalkylene-(C5-Cyg)cycloalkyl, an optionally substituted -(C4-Cg)alkylene-(Cg-Cg)aryl, an optionally substi-
tuted-(C4-Cg)alkylene-(C4-Cg)heteroaryl, or an optionally substituted -(C4-Cg)alkylene-(C4-Cyg)heterocyclyl; and
Refor each occurrence is independently a bond, an optionally substituted (C4-C4g)alkylene, an optionally substituted
(C5-Cyp)alkenylene, an optionally substituted (C,-C4g)alkynylene, an optionally substituted -(C4-C4g)alkylene-
0O-(C4-Cyg)alkylene group, an optionally substituted (C5;-Cqp)cycloalkylene, an optionally substituted
(Cg-Cqp)arylene, an optionally substituted (C4-C4g)heteroarylene, or an optionally substituted (C4-C4g)hetero-
cyclylene.

[0072] In a sixty-second embodiment the disclosure provides the use of a compound of Formula 3:

NH, R2
RS | Nﬂ .
e NN
Re
Formula 3

to form a compound of Formula (Ib)
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Formula (Ib)

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
RP is a hydrogen, -SO,N(CH3)p, -SO,(2,4,6-trimethylphenyl), -SO,phenyl, -SO,(4-butylphenyl), -SO5(4-methylphenyl),
-SO,(4-methoxyphenyl), -C(O)OCH,CCl3,-C(O)OCH,CH,Si(CH3)3, -C(O)OC(CH3)3, -C(O)OC(CH3)5(CCls), - C(O)O-
1-adamantyl,-CH=CH,, -CH,CH,CI, -CH(OCH,CH3)CH3, -CH,CH»-2-pyridyl, -CH,CH»-4-pyridyl,-Si(C(CHj3)3)(CH3),,
-Si(CH(CH3),)3, -CHophenyl, -CH,(4-CH30-phenyl), -CH(3,4-di-methoxyphenyl), -CHy(2-nitrophenyl), -(2,4-dinitroph-
enyl), -CH,C(O)phenyl, -C(phenyl);,-CH(phenyl),, -C(phenyl),(4-pyridyl), -N(CHj3),, -CH,OH, -CH,OCH,3,
-CH(OCH,CH3),,-CH,OCH,CH,CI, -CH,OCH,CH,Si(CH3)3, -CH,OC(CH3),, -CH,OC(O)C(CH3);,-CH,OCHphenyl,
-(2-tetrahydropyranyl), -C(O)H, or -P(S)(phenyl),;

R1, R2 and R® are each independently hydrogen, deuterium, -N(R3)(RP), halogen, -OR3 -SR?, -S(O)R?, -S(0),R3, -NO,,
-C(O)OR?, -CN, -C(O)N(R®)(RP), -N(Ra)C(O)(RP), -C(O)Ra,-C(OH)RaRP, -N(R?)S(0),-RP, -S(O),N(R?)(RP), -CFj,
-OCFj3, optionally substituted (C¢-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C5-C4g)cycloalkyl, optionally substituted (C4-C,g)heteroaryl, optionally substituted (C4-C,q) het-
erocyclyl, or optionally substituted (Cg-Cqglaryl;

wherein in a moiety containing -N(R?)(RP), the nitrogen, R? and R may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4g)heteroaryl linked through a nitrogen;

R3 is hydrogen, an optionally substituted bridged (C5-C45)cycloalkyl, optionally substituted bridged (C,-Cqg)heterocyclyl,
optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C,g)cycloalkyl, optionally substituted (C5-Cg)cycloalkenyl,
optionally substituted (C4-C4g)aryl, optionally substituted (C4-Cg)heteroaryl, optionally substituted (C,-C4g)heterocyclyl;
or

R3 is -A-D-E-G, wherein:

Ais abond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cg)alkynylene, optionally substituted (C3-Cy,)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(Ra)-Re-, -N(Ra)C(O)-Re-, -O-Re-, -N(R?)-Re-, -S-Re-, -5(0),-Re-, -S(O)Re-, -C(O-R2)(RP)-Re-,
-S(0),N(R?)-Re- -N(R2)S(0),-Re- or -N(R2)C(O)N(Rb)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
stituted (C3-C4g)cycloalkylene, optionally substituted bridged (Cs-Cyg)cycloalkenylene, optionally substituted
(C3-Cyp)cycloalkenylene, optionally substituted (Cg-Cqg)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-C4q)heterocyclylene or an optionally substituted (C,-C4y)heterocyclylene;

E is a bond, -R&, -Re-C(O)-Re, -Re-C(O)C(0)-Re-, -Re-C(O)O-Re-, -Re-C(O)C(O)N(R?)-Re-,
-R&-N(R®)-C(O)C(0O)-R¢-, -Re-0O-Re-, -Re-5(0),-R&-, -Re-S(0)-Re-, -Re-5-Re-, -Re-N(R?)-Re-,-R&-N(R3)C(O)-Re-,
-ReC(O)N(R3)Re-, -Re-OC(O)N(Ra)-Re-, -Re-N(R?¥)C(O)OR®e-, -Re-OC(O)-Re, -Re-N(R3)C(O)N(RP)-Re-,
-Ré-N(R®)S(0),-R¢é-, or -R®-S(0O),N(R?)-Re-; or

Eis
0 O
A
< /
Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R3)(RP), halogen, -OR?3, -SR?3, -S(O)R?, -S(0),R3, -NO,,-C(O)OR?, -CN,
-C(O)N(R®)(RP), -N(R2)C(O)RP, -N(R2)C(O)ORP, -OC(O)N(R?),-N(Ra)C(O)N(RP),, -C(O-Ra)(RP),, -C(O)R?, -CFj,
-OCF3, -N(R®)S(0),RP, -S(O),N(R2)(RP),-S(0),N(R&)C(O)RP, an optionally substituted -(C4-Cg)alkyl, an optionally
substituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C3-Cq)cycloalkyl,
an optionally substituted -(C4-C4g)heteroaryl, an optionally substituted -(C4-C4o) heterocyclyl, an optionally substi-
tuted -(C4-Cqplaryl, an optionally substituted -(C4-Cg)alkylene-(C5-Cyg)cycloalkyl, an optionally substituted
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-(C4-Cglalkylene-(Cg-Cplaryl, an optionally substituted -(C,-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(Rb), the nitrogen, R2 and RP may form a ring such that -N(R2)(R) represents
an optionally substituted (C,-Cp)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R6 is a hydrogen, halogen, deuterium, an optionally substituted bridged (C5-Cyp)cycloalkyl group, optionally substi-
tuted bridged (C,-C,g)heterocyclyl group, optionally substituted (C4-Cg)alkyl, optionally substituted (C3-Cq)cy-
cloalkyl, optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-Cqp)aryl, optionally substituted
(C4-Cqp)heteroaryl, optionally substituted (C,-Cqg)heterocyclyl or -J-L-M-Q;

wherein:

Jis a bond, -C(O)-, optionally substituted (C-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally
substituted (C,-Cglalkynylene, optionally substituted (C5-C45)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R3)-Re&-, -N(R?®)C(O)-R®-,- O-R®-, -N(R?)-R®-, -S-R®-, -§(0),-R&-, -S(O)R®-, -C(O-
Ra)(Rb)-Re-, -S(0),N(Ra)-Re- -N(R?)S(O),-Re- or -N(R3)C(O)N(RP)-Re-;

L is a bond, an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-Cyy)cycloalkylene,
optionally substituted (C5-C,g)cycloalkylene, optionally substituted bridged (C5-C4g)cycloalkenylene, optionally
substituted (C5-Cg)cycloalkenylene, optionally substituted (Cg-Cqg)arylene, optionally substituted (C4-C4g)het-
eroarylene, optionally substituted bridged (C,-C4)heterocyclylene or an optionally substituted (C,-C4g)hetero-
cyclylene;

M is a bond, -R®-, -R®-C(O)-R®-, -R&-C(O)C(0O)-Re-, -R®-C(0O)0O-R®-, -R®-OC(0)-R¢, -R&-C(O)C(O)N(R?3)-Re®-,
-Re-N(R?3)-C(O)C(0O)-Re-, -Re-O-Re-, -Re-§(0),-Re-, -Re-S(0)-Re-, -Re-S-Re-, -Re&-N(R?3)-Re-,
-Re-N(R?3)C(0)-Re-, -Re-C(O)N(Ra)Re-, -Re-OC(O)N(R?)-Re-, -Re-N(R3)C(0)ORe-, -Re-N(Ra)C(O)N(RP)-Re-,
-R&-N(R2)S(O),-Re-, or -R&-S(0),N(R?3)-Re-; or

Mis
O O]
S
< /
Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(Ra)(RP), halogen, -OR®a, -SRa, -S(O)R?, -S(0),Ra, -NO,,-C(O)OR?, -CN,
-C(O)N(Ra)(Rb), -N(R2)C(O)RP, -N(R3)C(O)ORP, -N(R?)C(O)N(Rb),, -C(O-Ra)(Rb),, -C(O)R?, -CF3, -OCFj,
-N(R2)S(0),RP; -S(0),N(R?)(RP), -S(O),N(R?)C(O)RP, an optionally substituted (C-Cg)alkyl, an optionally sub-
stituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C,g)cycloalkyl,
an optionally substituted (C4-Cqg)heteroaryl, an optionally substituted (C4-C4g)heterocyclyl, an optionally sub-
stituted (Cg-Cyg)aryl, an optionally substituted -(C4-Cg)alkylene-(C5-Cqp)cycloalkyl, an optionally substitut-
ed-(C4-Cg)alkylene-(Cg-Cyg)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R3)(RP), the nitrogen, R2 and RP may form a ring such that -N(Ra)(Rb) rep-
resents an optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl linked
through a nitrogen;

R@ and RP are each independently hydrogen, deuterium, an optionally substituted (C4-Cqp)alkyl, an optionally
substituted (C,-Cyglalkenyl, an optionally substituted (C,-Cqglalkynyl, an optionally substituted
-(C4-Cplalkylene-O-(C4-Cyplalkyl, an optionally substituted (C3-Cqp)cycloalkyl, an optionally substituted
(Cg-Cyparyl, an optionally substituted (C4-C,g)heteroaryl, an optionally substituted (C4-Cq)heterocyclyl, an
optionally substituted -(C4-Cglalkylene-(C5-Cg)cycloalkyl, an optionally substituted
-(C4-Cg)alkylene-(Cg-Cyg)aryl, an optionally substituted-(C4-Cg)alkylene-(C4-Cqg)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl; and

Re for each occurrence is independently a bond, an optionally substituted (C4-C4g)alkylene, an optionally sub-
stituted (C,-Cg)alkenylene, an optionally substituted (C,-Cqglalkynylene, an optionally substituted
-(C4-Cqplalkylene-O-(C4-C,p)alkylene group, an optionally substituted (C5-C4g)cycloalkylene, an optionally sub-
stituted (Cg-Cqglarylene, an optionally substituted (C4-C,g)heteroarylene, or an optionally substituted
(C4-Cqp)heterocyclylene..
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[0073] In a sixty-third embodiment the disclosure provides use of a compound of Formula 4:

2
v Re
N
HN—_'
TUS—n
N
RS N \
Re!
Formula 4

to form a compound of Formula (Ic)

R¢ . R3
H R2
N\ N
[ >—rs
SN '\{
RS H

Formula (Ic)

or pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof
wherein

RP1 is hydrogen, -SO,N(CHa),, -SO,(2,4,6-trimethylphenyl), -SO,phenyl, -SO,(4-butylphenyl), -SO,(4-methylphenyl),
-SO,(4-methoxyphenyl), -C(O)OCH,CCl3,-C(O)OCH,CH,Si(CH3)3, -C(O)OC(CH3)3, -C(O)OC(CH3)4(CClg), - C(O)O-
1-adamantyl,-CH=CH,, -CH,CH,CI, -CH(OCH,CH3)CHj, -CH,CH,-2-pyridyl, -CH,CH,-4-pyridyl,-Si(C(CH3)3)(CHj),,
-Si(CH(CH3)5)3, -CHyphenyl, -CH,(4-CH30-phenyl), -CH,(3,4-dimethoxyphenyl), -CHy(2-nitrophenyl), -(2,4-dinitrophe-
nyl), -CH,C(O)phenyl, -C(phenyl);,-CH(phenyl);, -C(phenyl),(4-pyridyl), -N(CHj3),, -CH,OH, -CH,OCHj,
-CH(OCH,CH3),,-CH,OCH,CH,CI, -CH,OCH,CH,Si(CH3)3, -CH,OC(CH3)3, -CH,OC(O)C(CH3)3,-CH,OCHphenyl,
-(2-tetrahydropyranyl), -C(O)H, or -P(S)(phenyl),;

RP2 is hydrogen, -C(0)O-C(CHs)s, -C(O)OCH,-phenyl, -C(O)O-fluoren-9-yl, -C(O)CH3,-C(O)CF3, -C(O)-CH(CHs),,
-CHo-phenyl, -CH,-(4-methoxyphenyl), -S(O),-phenyl or -S(0),~(4-methylphenyl);

R', R2 and RS are each independently hydrogen, deuterium, -N(R2)(RP), halogen, -ORa,-SR?, -S(0)Ra, -S(0O),R3, -NO,,
-C(O)OR?, -CN, -C(O)N(R®)(Rb), -N(Ra)C(O)(RP), -C(O)Ra,-C(OH)R3RP,- N(R?)S(0),-RP, -S(O),N(R?)(RP), -CFj,
-OCF3, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C3-C4g)cycloalkyl, optionally substituted (C4-Cg)heteroaryl, optionally substituted (C4-C4q) het-
erocyclyl, or optionally substituted (Cg-Cqg)aryl;

wherein in a moiety containing -N(R?2)(RP), the nitrogen, R2 and R may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4q)heteroaryl linked through a nitrogen;

R3is hydrogen, an optionally substituted bridged (C5-Cqop)cycloalkyl, optionally substituted bridged (C,-C4g)heterocyclyl,
optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4g)cycloalkyl, optionally substituted (C3-Cg)cycloalkenyl,
optionally substituted (Cg-Cq)aryl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C,-C4g)heterocyclyl;
or

R3 is -A-D-E-G, wherein:

Ais abond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cglalkynylene, optionally substituted (C3-C4s)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(R?)C(O)-Re-, -O-Re-, -N(R3)-Re-, -S-Reé-, -S(0),-Re-, -S(O)Re-, -C(O-Ra)(Rb)-Re-,
-S(0),N(Ra)-Re-, - N(R2)S(O),-Re- or -N(Ra)C(O)N(Rb)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
stituted (C5-Cyp)cycloalkylene, optionally substituted bridged (C5-C,g)cycloalkenylene, optionally substituted
(C3-Cqp)cycloalkenylene, optionally substituted (Cg-Cqg)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-Cqp)heterocyclylene or an optionally substituted (C,-C4g)heterocyclylene;

E is a bond, -R®, -Ré-C(O)-R&, -Re&-C(O)C(0)-R&, -Re&-C(O)O-R®e-, -Re-C(O)C(O)N(R?)-Re-,
-Re-N(R3)-C(O)C(0O)-Re®-, -Re-0O-Re®-, -Re-§(0),-R&-, -Re-5(0)-Re-, -Re-S-R¢-, -Re-N(R?)-Re-,-Re-N(R?3)C(O)-Re-,
-ReC(O)N(R3)Re-, -Re-OC(O)N(R?)-Re-, -Re-N(R3a)C(O)ORe-, -Re-OC(0)-Re, -Re-N(Ra)C(O)N(RbP)-Re-,
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-Re-N(R2)S(0),-Re-, or -Re-S(0),N(Ra)-Re-; or

Eis
@) @]
a: iN/Ra
< /

Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R2)(RP), halogen, -OR3, -SRa, -S(O)Ra, -S(0),Ra, -NO,,-C(O)ORa, -CN,
-C(O)N(Ra)(Rb), -N(R2)C(O)RP, -N(R2)C(O)ORP, -OC(O)N(R?),-N(R2)C(O)N(RP),, -C(0-Ra)(Rb),, -C(O)Ra, -CFj,
-OCFj3, -N(R?)S(0),Rb, -S(0),N(R2)(Rb),-S(0),N(Ra)C(O)RP, an optionally substituted -(C,-Cg)alkyl, an optionally
substituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C3-Cq)cycloalkyl,
an optionally substituted -(C4-C4g)heteroaryl, an optionally substituted -(C4-C40) heterocyclyl, an optionally substi-
tuted -(Cg-Cqglaryl, an optionally substituted -(C4-Cg)alkylene-(C3-Cyg)cycloalkyl, an optionally substituted
-(C4-Cglalkylene-(Cg-Cqplaryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cp)heteroaryl, or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R3)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-Cg)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R4 is a hydrogen, halogen, deuterium, an optionally substituted bridged (Cg-C45)cycloalkyl group, optionally substi-
tuted bridged (C,-C4g)heterocyclyl group, optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4q)cy-
cloalkyl, optionally substituted (C5-Cg)cycloalkenyl, optionally substituted (Cg-Cyg)aryl, optionally substituted
(C4-C4p)heteroaryl, optionally substituted (C,-C4q)heterocyclyl or -J-L-M-Q;

wherein:

J is a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-C6)alkenylene, optionally
substituted (C,-Cg)alkynylene, optionally substituted (C5-C4,)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R3)-Re-, -N(R3)C(O)-Re- -O-Re-, -N(R3)-Re-, -S-Re-, -§(0),-Re-, -§(O)Re-, -C(O-
R2)(Rb)-Re-, -S(0),N(Ra)-Re-,-N(R?)S(0),-Re- or -N(R2)C(O)N(RP)-Re-;

L is a bond, an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C4y)cycloalkylene,
optionally substituted (C3-Cg)cycloalkylene, optionally substituted bridged (C5-C4g)cycloalkenylene, optionally
substituted (C3-C4g)cycloalkenylene, optionally substituted (Cg-C ¢ g)arylene, optionally substituted (C4-C4g)het-
eroarylene, optionally substituted bridged (C,-C4q)heterocyclylene or an optionally substituted (C,-C4g)hetero-
cyclylene;

M is a bond, -R¢-, -Ré-C(O)-Re®-, -Re-C(O)C(0)-Re-, -Re-C(O)0O-Re-, -Re-OC(0)-Re, -Re-C(O)C(O)N(R?3)-Re-,
-R&-N(R?3)-C(O)C(0O)-R®-, -Re-0O-Ré-, -Ré-5(0),-R®-, -Re-S(0)-Re-, -R&-S-R&-, -R&-N(R?®)-Re-,
-Re-N(R&)C(0)-Re-, -Re-C(O)N(R3)Re-, -Re-OC(0)N(R?3)-Re-, -Re-N(R3)C(O)ORe®-, -Re-N(Ra)C(O)N(RP)-Re-,
-R®-N(R3)S(0),-Re-, or -R®-S(0),N(R?)-Re-; or

M is
O\ /O
A
- /
Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(R3)(RP), halogen, -OR3, -SR2, -S(O)Ra, -S(0),R3, -NO,,-C(O)OR?, -CN,
-C(O)N(R®)(Rb), -N(R3)C(O)RP, -N(R3)C(O)ORP, -N(R&)C(O)N(Rb),, -C(O-R2)(RP),,- C(O)R?, -CF3, -OCFj,
-N(Ra)S(O)sz, -S(O)2N(Ra)(Rb), -S(O)ZN(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally sub-
stituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C3-Cq)cycloalkyl,
an optionally substituted (C4-C4g)heteroaryl, an optionally substituted (C4-C,q) heterocyclyl, an optionally sub-
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stituted (Cg-Cg)aryl, an optionally substituted -(C-Cg)alkylene-(C5-C,g)cycloalkyl, an optionally substituted -
(C4-Cg)alkylene-(Cg-Cyp)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cqg)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R28)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(Rb) rep-
resents an optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl linked
through a nitrogen;

Ra and R are each independently hydrogen, deuterium, an optionally substituted (C4-C,g)alkyl, an optionally
substituted (C,-Cg)alkenyl, an optionally substituted (C,-Cqglalkynyl, an optionally substituted
-(C4-Cyplalkylene-O-(C4-Cyplalkyl, an optionally substituted (C;-Cqp)cycloalkyl, an optionally substituted
(Cg-Cqp)aryl, an optionally substituted (C4-C4g)heteroaryl, an optionally substituted (C4-Cg)heterocyclyl, an
optionally substituted -(C4-Cglalkylene-(C5-Cyg)cycloalkyl, an optionally substituted
-(C4-Cglalkylene-(Cg-Cyg)aryl, an optionally substituted - (C4-Cglalkylene-(C4-C4qg)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C,g)heterocyclyl; and

Re® for each occurrence is independently a bond, an optionally substituted (C4-C4q)alkylene, an optionally sub-
stituted (C,-Cqg)alkenylene, an optionally substituted (C,-C4g)alkynylene, an optionally substituted
-(C4-Cyp)alkylene-O-(C4-Cyp)alkylene group, an optionally substituted (C3-C¢g)cycloalkylene, an optionally sub-
stituted (Cg-Cqglarylene, an optionally substituted (C4-C,g)heteroarylene, or an optionally substituted
(C4-Cyg)heterocyclylene.

[0074] In a sixty-fourth embodiment the disclosure provides the use of a compound of Formula 5
/N
R8 | N R
X N ‘
\ .

to form a compound of Formula (Id)

R4 RS

R2

RE—QUN ’
I >—w
N ..

RN

Formula (Id)

bl

pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
RP is hydrogen, - SO,N(CH3),, -SO,(2,4,6-trimethylphenyl), -SO,phenyl, -SO,(4-butylphenyl), -SO,(4-methylphenyl),
-SO,(4-methoxyphenyl), -C(O)OCH,CCl3,-C(O)OCH,CH,Si(CH )5, -C(O)OC(CH3)3, -C(O)OC(CH3),(CCly), -C(O)O-1-
adamantyl,-CH=CH,, -CH,CH,CI, -CH(OCH,CH3)CHj3, -CH,CH,-2-pyridyl, -CH,CH,-4-pyridyl,-Si(C(CH3)3)(CH3),,
-Si(CH(CH3),)3, -CHo-phenyl, -CH,(4-CH30-phenyl), -CH,(3,4-dimethoxyphenyl), -CH,(2-nitrophenyl), -(2,4-dinitroph-
enyl), -CH,C(O)phenyl, -C(phenyl);-CH(phenyl),, -C(phenyl),(4-pyridyl), -N(CHj3),, -CH,OH, -CH,OCHj,
-CH(OCH,CH3),,-CH,OCH,CH,CI, -CH,OCH,CH,Si(CH3)3, -CH,OC(CH3)3, -CH,OC(O)C(CHg)3,-CH,OCHphenyl,
-(2-tetrahydropyranyl), -C(O)H, or -P(S)(phenyl),;

R1, RZ and R® are each independently hydrogen, deuterium, -N(R2)(RP), halogen, -OR3,-SRa, -S(O)R8, -S(0),R?, -NO,,
-C(O)OR?, -CN, -C(O)N(R®)(Rb), -N(Ra)C(O)(RP), -C(O)Ra,-C(OH)RaRP, -N(R?)S(0),-RP, -S(O),N(R?)(RP), -CFj,
-OCF3, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C3-C4g)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C4-Co) het-
erocyclyl, or optionally substituted (Cg-Cqg)aryl;

wherein in a moiety containing -N(R3)(RP), the nitrogen, R2 and RP may form a ring such that -N(R?)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4¢)heteroaryl linked through a nitrogen;

R3 is hydrogen, an optionally substituted bridged (C5-Cyp)cycloalkyl, optionally substituted bridged (C,-C4g)heterocyclyl,
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optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C,g)cycloalkyl, optionally substituted (C5-Cg)cycloalkenyl,
optionally substituted (Cg-Cg)aryl, optionally substituted (C4-Cg)heteroaryl, optionally substituted (C,-Cg)heterocyclyl;

or

R3 is -A-D-E-G, wherein:

Ais a bond, -C(QO)-, optionally substituted (C-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cglalkynylene, optionally substituted (C3-C4j)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(Ra)-Re-, -N(R&)C(O)-Re-, -O-Re-, -N(R?3)-R¢-, -S-Re-, -§(0),-Re-, -S(O)Re-, -C(O-R2)(RP)-Re-,
-S(0),N(R?)-Re- -N(R2)S(0),-Re- or -N(R3)C(O)N(RP)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C45)cycloalkylene, optionally sub-
stituted (C3-C4g)cycloalkylene, optionally substituted bridged (Cs5-C4g)cycloalkenylene, optionally substituted
(C3-Cqp)cycloalkenylene, optionally substituted (Cg-C4g)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-C4q)heterocyclylene or an optionally substituted (C5-C4y)heterocyclylene,

E is a bond, -R®, -Ré-C(O)-Ré, -Re&-C(O)C(0)-R&, -R&-C(O)O-R®é-, -Re-C(O)C(O)N(R?)-Re-,
-Re-N(R®)-C(O)C(0)-R®-, -Ré-0O-R®-, -R®-5(0),-R¢-, -R&-S(0)-R®-, -R®-5-R®&-, -R®-N(R?¥)-R¢é-,-R¢-N(R?)C(0O)-R¢-,
-ReC(O)N(R3)Re-, -Re-OC(O)N(Ra)-Re-,  -Re-N(R3)C(O)ORe-, -Re-OC(0)-Re, -Re-N(R3)C(O)N(Rb)-Re-,
-R&-N(R2)S(0),-Re-, or -R&-S(O),N(R?)-Re&-; or

Eis
@) O
R
< /
Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R2)(RP), halogen, -OR3, -SR?, -S(O)Ra, -S(0),R2, -NO,,-C(O)OR?, -CN,
-C(O)N(Ra)(RP), -N(R3)C(O)RP, -N(Ra)C(O)ORP, -OC(O)N(R?),-N(R2)C(O)N(RP),, -C(O-Ra)(Rb),, -C(O)Ra, -CFj,
-OCFj3, -N(Ra)S(O)sz, -S(O)2N(Ra)(Rb),-S(O)2N(Ra)C(O)Rb, an optionally substituted -(C4-Cg)alkyl, an optionally
substituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C5-Cg)cycloalkyl,
an optionally substituted -(C4-Cq)heteroaryl, an optionally substituted -(C4-C,,) heterocyclyl, an optionally substi-
tuted -(Cg-Cqplaryl, an optionally substituted -(C4-Cg)alkylene-(C3-Cyg)cycloalkyl, an optionally substituted
-(C4-Cglalkylene-(Cg-Cqplaryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cp)heteroaryl, or an optionally sub-
stituted -(C4-Cg)alkyl-(C4-Cyg)heterocyclyl,

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents
an optionally substituted (C,-C,g)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R4 and R® are each independently a hydrogen, halogen, deuterium, an optionally substituted bridged (C5-Cqo)cy-
cloalkyl group, optionally substituted bridged (C,-Cg)heterocyclyl group, optionally substituted (C4-Cg)alkyl, option-
ally substituted (C5-C4g)cycloalkyl, optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-Cqg)aryl,
optionally substituted (C4-C4q)heteroaryl, optionally substituted (C,-C,g)heterocyclyl or -J-L-M-Q;

wherein:

J is a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally
substituted (C,-Cglalkynylene, optionally substituted (C3-C45)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R?)-Re-, -N(R?)C(O)-Re-, -OR®-, -N(R?¥)-R®-, -S-R®-, -§(0),-Re-, -S(O)R®-, -C(O-
Ra)(Rb)-Re-, -S(0),N(Ra)-Re- -N(R2)S(O),-Re- or -N(R2)C(O)N(RP)-Re-;

L is a bond, an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C,,)cycloalkylene,
optionally substituted (C5-C4g)cycloalkylene, optionally substituted bridged (Cg-C4g)cycloalkenylene, optionally
substituted (C3-C4g)cycloalkenylene, optionally substituted (Cg-C ¢ g)arylene, optionally substituted (C4-C4g)het-
eroarylene, optionally substituted bridged (C,-C4g)heterocyclylene or an optionally substituted (C,-Cg)hetero-
cyclylene;

M is a bond, -R®-, -Ré-C(O)-Re®-, -Re-C(O)C(0)-Re-, -Re-C(O)0O-Re-, -Re-OC(0)-Re, -Re-C(O)C(O)N(R?3)-Re-,
-Re-N(R?3)-C(O)C(0O)-Re-, -Re-0O-Re-, -Re-§(0),-Re-, -Re-S(0)-Re-, -Re-S-Re-, -Re&-N(R?3)-Re-,
-Re-N(R3)C(0)-Re-, -Re-C(O)N(Ra)Re-, -Re-OC(O)N(R?)-Re-, -Re-N(R3)C(0)ORe-, -Re-N(Ra)C(O)N(RP)-Re-,
-Re-N(R?)S(0),-Ré-, or -R®-S(0),N(R?)-Reé-; or
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M is
O% //O
W R
< /
Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(R3)(RP), halogen, -OR?, -SR?, -S(O)R?, -S(O),Ra, -NO,,-C(O)OR2, -CN,
-C(O)N(Ra)(RP), -N(Ra)C(O)RP, -N(R?)C(O)ORP, -N(Ra)C(O)N(RP),, -C(O-Ra)(RP),, -C(O)R3, -CF3, -OCFj,
-N(Ra)S(O)sz, -S(O)ZN(Ra)(Rb), -S(O)2N(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally sub-
stituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-Cq)cycloalkyl,
an optionally substituted (C4-Cqg)heteroaryl, an optionally substituted (C4-C4g)heterocyclyl, an optionally sub-
stituted (Cg-Cqg)aryl, an optionally substituted -(C4-Cg)alkylene-(C3-Cqg)cycloalkyl, an optionally substituted -
(C4-Cglalkyl-(Cg-Cqg)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cqg)heteroaryl, or an optionally sub-
stituted -(C4-Cglalkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R23)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(Rb) rep-
resents an optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl linked
through a nitrogen;

R@ and RP are each independently hydrogen, deuterium, an optionally substituted (C4-Cqp)alkyl, an optionally
substituted (C,-Cglalkenyl, an optionally substituted (C,-Cqglalkynyl, an optionally substituted
-(C4-Cplalkylene-O-(C4-Cyplalkyl, an optionally substituted (C3-Cqp)cycloalkyl, an optionally substituted
(Cg-Cyp)aryl, an optionally substituted (C4-C4g)heteroaryl, an optionally substituted (C4-Cq)heterocyclyl, an
optionally substituted -(C4-Cglalkylene-(C5-Cg)cycloalkyl, an optionally substituted
-(C4-Cg)alkylene-(Cg-Cp)aryl, an optionally substituted - (C¢-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl; and

Re for each occurrence is independently a bond, an optionally substituted (C4-C4q)alkylene, an optionally sub-
stituted (C,-Cg)alkenylene, an optionally substituted (C,-Cqglalkynylene, an optionally substituted
-(C4-Cqp)alkylene-O-(C4-C4p)alkylene group, an optionally substituted (C5-C4g)cycloalkylene, an optionally sub-
stituted (Cg-Cqglarylene, an optionally substituted (C4-C,g)heteroarylene, or an optionally substituted
(C4-Cqp)heterocyclylene

In a sixty-fifth embodiment the disclosure provides the use of a compound of Formula 6

o) R3
Ré

B

2

N~ TN
\

Rp

Formula 6

to prepare a compound of Formula (Ig) or Formula (If) or Formula (i)

Formula (Ig) Formula (If)

Formula (Ii)
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pharmaceutically acceptable salts, pro-drugs, biologically active metabolites, sterecisomers and isomers thereof wherein
RP is a hydrogen, -SO,N(CH3),, -SO5(2,4,6-trimethylphenyl), -SO,phenyl, -SO,(4-butylphenyl), -SO5(4-methylphenyl),
-SO,(4-methoxyphenyl), -C(O)OCH,CCl3,-C(O)OCH,CH,Si(CH3) 3, -C(O)OC(CHg)3, -C(O)OC(CH3)5(CCl3), -C(O)O-1-
adamantyl,-CH=CH,, -CH,CH,CI, -CH(OCH,CH3)CHj3, -CH,CHy-2-pyridyl, -CH,CH,-4-pyridyl,-Si(C(CH3)3)(CH3),,
-Si(CH(CHy3),)3, -CHyphenyl, -CH,(4-CH30-phenyl), -CH,(3,4-dimethoxyphenyl), -CH,(2-nitrophenyl), -(2,4-dinitrophe-
nyl), -CH,C(O)phenyl, -C(phenyl);,-CH(phenyl),, -C(phenyl),(4-pyridyl), -N(CHj3),, -CH,OH, -CH,OCHj,
-CH(OCH,CH3),,-CH,OCH,CH,ClI, -CH,OCH,CH,Si(CH3)3, -CH,OC(CHg)3, -CH,0C(0)C(CH3)3, CH,OCHphenyl,
-(2-tetrahydropyranyl), -C(O)H, or -P(S)(phenyl),;

R* is a hydrogen, fluorine, chlorine, bromine, iodine, -OS(0),CH3, -OS(0),CF3,-OS(0),phenyl, or -OS(0O),(4-methyl-
phenyl);

R, R2 and R5 are each independently hydrogen, deuterium, -N(Ra)(RP), halogen, -OR2,-SR?, -S(0)R2, -S(0),R?, -NO,,
-C(O)OR?, -CN, -C(O)N(Ra)(Rb), -N(Ra)C(O)(RP), -C(O)Ra,-C(OH)RaRP, -N(R?)S(0),-Rb, -S(O),N(R2)(RP), -CFj,
-OCF3, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl,
optionally substituted (C3-C4g)cycloalkyl, optionally substituted (C4-Cg)heteroaryl, optionally substituted (C4-C4() het-
erocyclyl, or optionally substituted (Cg-Cqg)aryl;

wherein in a moiety containing -N(R?2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) represents an
optionally substituted (C,-C4g)heterocyclyl or optionally substituted (C4-C4q)heteroaryl linked through a nitrogen;

R3 is hydrogen, an optionally substituted bridged (C5-Cyp)cycloalkyl, optionally substituted bridged (C,-Cq)heterocyclyl,
optionally substituted (C4-Cg)alkyl, optionally substituted (C5-Cg)cycloalkyl, optionally substituted (C5-Cg)cycloalkenyl,
optionally substituted (Cg-Cq)aryl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C,-C4g)heterocyclyl;
or

R3 is -A-D-E-G, wherein:

Alis a bond, -C(O)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally sub-
stituted (C,-Cglalkynylene, optionally substituted (C3-C4s)cycloalkylene, optionally substituted (C,-Cg)hetero-
cyclylene, -C(O)N(R?)-Re-, -N(R?)C(O)-Re-, -O-Re-, -N(R3)-Re-, -S-Reé-, -S(0),-Re-, -S(O)Re-, -C(O-Ra)(Rb)-Re-,
-S(0),N(R?)-Re-,-N(R2)S(0),-Re- or -N(R2)C(O)N(RP)-Re-;

D is an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C4,)cycloalkylene, optionally sub-
stituted (C5-Cyp)cycloalkylene, optionally substituted bridged (C5-C,g)cycloalkenylene, optionally substituted
(C5-Cyp)cycloalkenylene, optionally substituted (Cg-C,g)arylene, optionally substituted (C4-C4g)heteroarylene, op-
tionally substituted bridged (C,-Cqp)heterocyclylene or an optionally substituted (C,-C4g)heterocyclylene;

E is a bond, -R®, -Ré-C(O)-Re, -Re&-C(O)C(0)-R&, -R&-C(O)O-R®é-, -Re-C(O)C(O)N(R?)-Re-,
-Ré-N(R?)-C(O)C(0O)-R®-, -Re-0O-R®-, -R®-§(0),-R®-, -Ré-5(0)-R®-, -R°®-5-R¢-, -Ré-N(R?)-R®-,-R®-N(R?)C(O)-R¢®-,
-ReC(O)N(R3)Re-,  -Re-OC(O)N(Ra)-Re-, -Re-N(Ra)C(O)ORe-, -Re-OC(0)-Re, -Re-N(Ra)C(O)N(RbP)-Re-,
-Re-N(R?)S(0),-Re-, or -Re-S(0),N(R?)-Re-; or

Eis
O\ P O
W R
d /
Re-

where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R2)(RP), halogen, -OR?, -SRa, -S(O)R?3, -S(O),R2, -NO,,-C(O)OR?2, -CN,
-C(O)N(Ra)(Rb), -N(R2)C(O)RP, -N(R2)C(O)ORP, -OC(O)N(R?),-N(R2)C(O)N(RP),, -C(0O-Ra)(Rb),, -C(O)Ra, -CF3,
-OCFj3, -N(R®)S(0),Rb, -S(0),N(R2)(Rb),-S(0),N(Ra)C(O)RP, an optionally substituted -(C,-Cg)alkyl, an optionally
substituted -(C,-Cg)alkenyl, an optionally substituted -(C,-Cg)alkynyl, an optionally substituted -(C5-Cq)cycloalkyl,
an optionally substituted -(C4-C4g)heteroaryl, an optionally substituted -(C4-C,o) heterocyclyl, an optionally substi-
tuted -(Cg-Cqg)aryl, an optionally substituted -(C4-Cg)alkylene-(C3-Cyg)cycloalkyl, an optionally substituted
-(C4-Cglalkylene-(Cg-Cg)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-Cg)heteroaryl, or an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R3)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(R) represents
an optionally substituted (C,-C,g)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked through a ni-
trogen;

R® is a hydrogen, halogen, deuterium, an optionally substituted bridged (C5-Cyp)eycloalkyl group, optionally substi-
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tuted bridged (C,-C4g)heterocyclyl group, optionally substituted (C4-Cg)alkyl, optionally substituted (C5-C4q)cy-
cloalkyl, optionally substituted (C3-Cg)cycloalkenyl, optionally substituted (Cg-Cqp)aryl, optionally substituted
(C4-Cqp)heteroaryl, optionally substituted (C,-Cqq)heterocyclyl or -J-L-M-Q;

wherein:

Jis a bond, -C(O)-, optionally substituted (C,-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, optionally
substituted (C,-Cglalkynylene, optionally substituted (C5-C45)cycloalkylene, optionally substituted (C,-Cg)het-
erocyclylene, -C(O)N(R®)-R®-, -N(R®)C(0O)-R®-, -O-R®-, -N(R?¥)-R®-, -8-R®-, -§(0),-R®-, -S(O)R®-, -C(O-
R2)(Rb)-Re-, -S(0),N(Ra)-Re-,-N(R?)S(0),-Re- or -N(R?)C(O)N(RP)-Re-;

L is a bond, an optionally substituted (C4-Cg)alkylene, optionally substituted bridged (C5-C4y)cycloalkylene,
optionally substituted (C5-C4g)cycloalkylene, optionally substituted bridged (C5-C4g)cycloalkenylene, optionally
substituted (C5-C4g)cycloalkenylene, optionally substituted (Cg-C4g)arylene, optionally substituted (C4-C4g)het-
eroarylene, optionally substituted bridged (C,-C4q)heterocyclylene or an optionally substituted (C,-C4g)hetero-
cyclylene;

M is a bond, -R®-, -R®-C(O)-R®-, -R&-C(O)C(0)-Re-, -R¢-C(O)0O-R8-, -R®-OC(0)-R¢, -R&-C(O)C(O)N(R?)-Re®-,
-Re-N(R?3)-C(O)C(0O)-Re-, -Re-0O-Re-, -Re-5(0),-R®-, -Re-S(0)-Re-, -Re-S-Re-, -Re&-N(R®)-Re-,
-Re-N(R?3)C(O)-Re-, -Re-C(O)N(Ra)Re-, -Re-OC(O)N(R?)-Re-, -Re-N(R3)C(0Q)ORe-, -Re-N(Ra3)C(O)N(RP)-Re-,
-Re-N(R?2)S(0),-Re-, or -Re-S(0),N(R8)-Re-; or

M is
O O
h: iN/Ra
< /

Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(Ra)(RP), halogen, -OR3, -SR?, -S(O)Ra, -S(0),Ra, -NO,,-C(O)OR8a, -CN,
-C(O)N(R®)(Rb), -N(R2)C(O)RP, -N(R?)C(O)ORP, -N(R&)C(O)N(Rb),, -C(O-Ra)(RP),, -C(O)R?, -CF3, -OCFj,
-N(Ra)S(O)sz, -S(O)2N(Ra)(Rb), -S(O)ZN(Ra)C(O)Rb, an optionally substituted (C4-Cg)alkyl, an optionally sub-
stituted (C,-Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C,g)cycloalkyl,
an optionally substituted (C4-Cqg)heteroaryl, an optionally substituted (C4-Cq) heterocyclyl, an optionally sub-
stituted (Cg-Cq)aryl, an optionally substituted -(C-Cg)alkylene-(C3-C4g)cycloalkyl, an optionally substituted -
(C4-Cg)alkylene-(Cg-Cqp)aryl, an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally
substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and RP may form a ring such that -N(R2)(RP) rep-
resents an optionally substituted (C,-C,g)heterocyclyl or an optionally substituted (C4-Cq) heteroaryl linked
through a nitrogen;

R2 and RP are each independently hydrogen, deuterium, an optionally substituted (C4-Cqp)alkyl, an optionally
substituted (C,-Cqg)alkenyl, an optionally substituted (C,-Cq)alkynyl, an optionally substituted (C4-C4q)alkyl-
0O-(C4-C4p)alkyl, an optionally substituted (C5-C,g)cycloalkyl, an optionally substituted (Cg-C4g)aryl, an optionally
substituted (C4-C4g)heteroaryl, an optionally substituted (C4-Cqg)heterocyclyl, an optionally substituted
-(C4-Cglalkylene-(C53-C4g)cycloalkyl, an optionally substituted -(C4-Cg)alkylene-(Cg-C4g)aryl, an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl, or an optionally substituted -(C4-Cg)alkylene-(C4-Cqg)heterocyclyl;
and

Re for each occurrence is independently a bond, an optionally substituted (C4-C4g)alkylene, an optionally sub-
stituted (C,-Cyg)alkenylene, an optionally substituted (C,-Cqglalkynylene, an optionally substituted
-(C4-Cyp)alkylene-O-(C4-Cyp)alkylene group, an optionally substituted (C5-C¢g)cycloalkylene, an optionally sub-
stituted (Cg-Cyglarylene, an optionally substituted (C4-C,g)heteroarylene, or an optionally substituted
(C4-Cqp)heterocyclylene.

[0076] In a sixty-sixth embodiment of the disclosure, the invention provides a pharmaceutical composition comprising
a compound of Formula (1) as defined in claim 1

33



10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

U—~x R2

jeast
NT R

R? H

Formula (T)

H

a pharmaceutically acceptable carrier and excipient and a second therapeutic agent selected from the group consisting
of cytokine suppressive anti-inflammatory drugs, antibodies to or antagonists of other human cytokines or growth factors,
IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-12, IL-15, IL-16, IL-21, IL-23, interferons, EMAP-II, GM-CSF, FGF, PDGF,
CTLA or their ligands including CD154, HUMIRA™, REMICADE™, SIMPONI™ (golimumab), CIMZIA™, ACTEMRA™,
CDP 571, soluble p55 or p75 TNF receptors, ENBREL™, Lenercept, TNF o, converting enzyme inhibitors, IL-1 inhibitors,
Interleukin 11, IL-18 antagonists, IL-12 antagonists, IL-12 antibodies, soluble IL-12 receptors, IL-12 binding proteins,
non-depleting anti-CD4 inhibitors FK506, rapamycin, mycophenolate mofetil, leflunomide, NSAIDs, ibuprofen, corticos-
teroids, phosphodiesterase inhibitors, adensosine agonists, antithrombotic agents, complement inhibitors, adrenergic
agents, IL-1p converting enzyme inhibitors, T-cell signalling kinase inhibitors, metalloproteinase inhibitors, sulfasalazine,
6-mercaptopurines, derivatives p75TNFRIgG, sIL-1RI, sIL-1RII, sIL-6R, celecoxib, hydroxychloroquine sulfate, rofecox-
ib, infliximab, naproxen, valdecoxib, sulfasalazine, meloxicam, acetate, gold sodium thiomalate, aspirin, triamcinolone
acetonide, propoxyphene napsylate/apap, folate, nabumetone, diclofenac, piroxicam, etodolac, diclofenac sodium, ox-
aprozin, oxycodone HCI, hydrocodone bitartrate/apap, diclofenac sodium/misoprostol, fentanyl, anakinra, tramadol HCI,
salsalate, sulindac, cyanocobalamin/fa/pyridoxine, acetaminophen, alendronate sodium, morphine sulfate, lidocaine
hydrochloride, indomethacin, glucosamine sulf/chondroitin, amitriptyline HCI, sulfadiazine, oxycodone HCl/acetami-
nophen, olopatadine HCI misoprostol, naproxen sodium, omeprazole, cyclophosphamide, rituximab, IL-1 TRAP, MRA,
CTLA4-IG, IL-18 BP, anti-IL-12, anti-IL15, VX-740, Roflumilast, IC-485, CDC-801, S1P1 agonists, FTY720, PKC family
inhibitors, Ruboxistaurin, AEB-071, Mesopram, methotrexate, leflunomide, corticosteroids, budenoside, dexametha-
sone, sulfasalazine, 5-aminosalicylic acid, olsalazine, IL-13 converting enzyme inhibitors, IL-1ra, T cell signaling inhib-
itors, tyrosine kinase inhibitors, 6-mercaptopurines, IL-11, mesalamine, prednisone, azathioprine, mercaptopurine, inf-
liximab, methylprednisolone sodium succinate, diphenoxylate/atrop sulfate, loperamide hydrochloride, omeprazole,
folate, ciprofloxacin/dextrose-water, hydrocodone, bitartrate/apap, tetracycline hydrochloride, fluocinonide, metronida-
zole, thimerosal/boric acid, cholestyramine/sucrose, ciprofloxacin hydrochloride, hyoscyamine sulfate, meperidine hy-
drochloride, midazolam hydrochloride, oxycodone HCl/acetaminophen, promethazine hydrochloride, sodium phosphate,
sulfamethoxazole/trimethoprim, polycarbophil, propoxyphene napsylate, hydrocortisone, multivitamins, balsalazide dis-
odium, codeine phosphate/apap, colesevelam HCI, cyanocobalamin, folic acid, levofloxacin, natalizumab, interferon-
gamma, methylprednisolone, azathioprine, cyclophosphamide, cyclosporine, methotrexate, 4-aminopyridine, tizanidine,
interferon-p1a, AVONEX®, interferon-p1b, BETASERON®, interferon a-n3, interferon-a,, interferon B 1A-IF, Peginterferon
o, 2b, Copolymer 1, COPAXONE®, hyperbaric oxygen, intravenous immunoglobulin, cladribine, cyclosporine, FK506,
mycophenolate mofetil, leflunomide, NSAIDs, corticosteroids, prednisolone, phosphodiesterase inhibitors, adensosine
agonists, antithrombotic agents, complement inhibitors, adrenergic agents, antiinflammatory cytokines, interferon-f3,
IFNB1a, IFNB1b, copaxone, corticosteroids, caspase inhibitors, inhibitors of caspase-1, antibodies to CD40 ligand and
CD80, alemtuzumab, dronabinol, daclizumab, mitoxantrone, xaliproden hydrochloride, fampridine, glatiramer acetate,
natalizumab, sinnabidol, a-immunokine NNSO3, ABR-215062, AnergiX.MS, chemokine receptor antagonists, BBR-
2778, calagualine, CPI-1189, liposome encapsulated mitoxantrone, THC.CBD, cannabinoid agonists, MBP-8298, mes-
opram, MNA-715, anti-IL-6 receptor antibody, neurovax, pirfenidone allotrap 1258 (RDP-1258), sTNF-R1, talampanel,
teriflunomide, TGF-beta2, tiplimotide, VLA-4 antagonists, interferon gamma antagonists, IL-4 agonists, diclofenac, mi-
soprostol, naproxen, meloxicam, indomethacin, diclofenac, methotrexate, azathioprine, minocyclin, prednisone, etaner-
cept, rofecoxib, sulfasalazine, naproxen, leflunomide, methylprednisolone acetate, indomethacin, hydroxychloroquine
sulfate, prednisone, sulindac, betamethasone diprop augmented, infliximab, methotrexate, folate, triamcinolone aceto-
nide, diclofenac, dimethylsulfoxide, piroxicam, diclofenac sodium, ketoprofen, meloxicam, methylprednisolone, nabume-
tone, tolmetin sodium, calcipotriene, cyclosporine, diclofenac sodium/misoprostol, fluocinonide, glucosamine sulfate,
gold sodium thiomalate, hydrocodone bitartrate/apap, risedronate sodium, sulfadiazine, thioguanine, valdecoxib, ale-
facept, and efalizumab, diclofenac, naproxen, ibuprofen, piroxicam, indomethacin, COX2 inhibitors, rofecoxib, valdecox-
ib, hydroxychloroquine, steroids, prednisolone, budenoside, dexamethasone, cytotoxics, azathioprine, cyclophospha-
mide, mycophenolate mofetil, inhibitors of PDE4, purine synthesis inhibitor, sulfasalazine, 5-aminosalicylic acid, olsala-
zine, Imuran®, CTLA-4-1gG, anti-B7 family antibodies, anti-PD-1 family antibodies, anti-cytokine antibodies, fonotolizu-
mab, anti-IFNg antibody, anti-receptor receptor antibodies, anti-IL-6 receptor antibody, antibodies to B-cell surface
molecules, LJP 324, Rituximab, anti-CD20 antibody and lymphostat-B.
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[0077] The following detailed description and examples only relate to the invention insofar as they are consistent with
the scope of the invention as defined in the appended claims. Embodiments not falling within the claimed invention are
disclosed for comparison purposes.

DETAILED DESCRIPTION OF THE INVENTION

[0078] Protein kinases are a broad and diverse class, of over 500 enzymes, that include oncogenes, growth factors
receptors, signal transduction intermediates, apoptosis related kinases and cyclin dependent kinases. They are respon-
sible for the transfer of a phosphate group to specific tyrosine, serine or threonine amino acid residues, and are broadly
classified as tyrosine and serine/threonine kinases as a result of their substrate specificity.

[0079] The Jak family kinases (Jak1, Jak2, Jak3 and Tyk2) are cytoplasmic tyrosine kinases that associate with
membrane bound cytokine receptors. Cytokine binding to their receptor initiates Jak kinase activation via trans and
autophosphorylation processes. The activated Jak kinases phosphorylate residues on the cytokine receptors creating
phosphotyrosine binding sites for SH2 domain containing proteins such as Signal Transduction Activators of Transcript
(STAT) factors and other signal regulators transduction such as SOCS proteins and SHIP phosphatases. Activation of
STAT factors via this process leads to their dimerization, nuclear translocation and new mRNA transcription resulting
in expression of immunocyte proliferation and survival factors as well as additional cytokines, chemokines and molecules
that facilitate cellular trafficking (see Journal of Immunology, 2007, 178, p. 2623). Jak kinases transduce signals for
many different cytokine families and hence potentially play roles in diseases with widely different pathologies including
but not limited to the following examples. Both Jak1 and Jak3 control signaling of the so-called common gamma chain
cytokines (IL2, IL4, IL7, IL9, IL15 and IL21), hence simultaneous inhibition of either Jak1 or Jak3 could be predicted to
impact Th1 mediated diseases such as rheumatoid arthritis via blockade of IL2, IL7 and IL15 signaling. On the other
hand, IL2 signaling has recently been shown to be essential for development and homeostasis of T-regulatory cells
(Malek TR et al., Immunity, 2002, 17(2), p.167-78). Thus, based on genetic data, blockade of IL2 signaling alone is
predicted to result in autoimmunity (Yamanouchi J et al., Nat Genet., 2007, 39(3), p.329-37, and Willerford DM et al.,
Immunity, 1995, 3(4), p.521-30). Th2 mediated diseases such as asthma or atopic dermatitis via IL4 and IL9 signaling
blockade. Jak1 and Tyk2 mediate signaling of IL13 (see Int. Immunity, 2000, 12, p. 1499). Hence, blockade of these
may also be predicted to have a therapeutic effect in asthma. These two kinases are also thought to mediate Type |
interferon signaling; their blockade could therefore be predicted to reduce the severity of systemic lupus erythematosus
(SLE). Tyk2 and Jak2 mediate signalingof IL12and IL23. Infact, blockade of these cytokines using monoclonal antibodies
has been effective in treating psoriasis. Therefore blockade of this pathway using inhibitors of these kinases could be
predicted to be effective in psoriasis as well. In summary, this invention describes small-molecule compounds that inhibit,
regulate and/or modulate Jak family kinase activity thatis pivotal to several mechanisms thought critical to the progression
of autoimmune diseases including, but not limited to, rheumatoid arthritis (RA), systemic lupus erythematosus (SLE),
multiple sclerosis (MS), Crohn’s disease, psoriasis and asthma.

[0080] Several pathologically significant cytokines signal via Jak1 alone (Guschin D, et al., EMBO J. 1995 Apr
3;14(7):1421-9; Parganas E, et al., Cell. 1998 May 1;93(3):385-95; Rodig S.J., et al., Cell. 1998 May 1; 93(3):373-83).
Blockade of one of these, IL6, using an IL6R neutralizing antibody, has been shown to significantly improve disease
scores in human rheumatoid arthritis patients (Nishimoto N. et al., Ann Rheum Dis., 2007, 66(9), p.1162-7). Similarly,
blockaded of GCSF signaling, which is also mediated by Jak1 alone, using neutralizing monoclonal antibodies or target
gene deletion protects mice from experimental arthritis (Lawlor K.E. et al., Proc Natl Acad Sci U.S.A., 2004, 101(31),
p.11398-403). Accordingly, the identification of small-molecule compounds that inhibit, regulate and/or modulate the
signal transduction of kinases, such as Jak1, is a desirable means to prevent or treat autoimmune diseases or other
diseases related to abberant Jak1 function.

[0081] Jak2 is also activated in a wide variety of human cancers such as prostate, colon, ovarian and breast cancers,
melanoma, leukemia and other haematopoietic malignancies. In addition, somatic point mutation of the Jak2 gene has
been identified to be highly associated with classic myeloproliferative disorders (MPD) and infrequently in other myeloid
disorders. Constitutive activation of Jak2 activity is also caused by chromosomal translocation in hematopoeitic malig-
nancies. It has also been shown that inhibition of the Jak/STAT pathway, and in particular inhibition of Jak2 activity,
results in anti-proliferative and pro-apoptotic effects largely due to inhibition of phosphorylation of STAT. Furthermore,
pharmacological modulation or inhibition of Jak2 activity could effectively block tumor growth and induce apoptosis by
reducing the STAT phosphorylation in cell culture and human tumor xenografts in vivo. Accordingly, the identification of
small-molecule compounds that inhibit, regulate and/or modulate the signal transduction of kinases, particularly Jak2,
is desirable as a means to treat or prevent diseases and conditions associated with cancers.

[0082] Jak kinases also transmit signals regulating essential physiological processes whose inhibition could be unde-
sirable. For example Jak2 mediates the signaling of Erythropoetin (Epo) and Granulocyte/Monocyte-Colony Stimulating
Factor. Individuals with genetic, congenital or acquired defects in these signaling pathways can develop potentially life-
threatening complications such as anemia and neutrophil dysfunction. Accordingly, one non-limiting aspect of this in-
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vention also relates to a method to identify compounds that may have a favorable safety profile as a result of them
selectively avoiding inhibition of Jak2.

[0083] The protein kinase C family is a group of serine/threonine kinases that comprises twelve related isoenzymes.
Its members are encoded by different genes and are sub-classified according to their requirements for activation. The
classical enzymes (cPKC) require diacylglycerol (DAG), phosphatidylserine (PS) and calcium for activation. The novel
PKC’s (nPKC) require DAG and PS but are calcium independent. The atypical PKC’s (aPKC) do not require calcium or
DAG.

[0084] PKCtheta is a member of the nPKC sub-family (Baier, G., et al., J. Biol. Chem., 1993, 268, 4997). It has a
restricted expression pattern, found predominantly in T cells and skeletal muscle (Mischak, H. et al., FEBS Lett., 1993,
326, p. 51), with some expression reported in mast cells (Liu, Y. et al., J. Leukoc. Biol., 2001, 69, p. 831) and endothelial
cells (Mattila, P. et al., Life Sci., 1994, 55, p. 1253).

[0085] Upon T cell activation, a supramolecular activation complex (SMAC) forms at the site of contact between the
T cell and the antigen presenting cell (APC). PKCtheta is the only PKC isoform found to localize at the SMAC (Monks,
C. et al., Nature, 1997, 385, 83), placing it in proximity with other signaling enzymes that mediate T cell activation
processes.

[0086] In another study (Baier-Bitterlich, G. et al., Mol. Cell. Biol., 1996, 16, 842) the role of PKCtheta in the activation
of AP-1, a transcription factor important in the activation of the IL-2 gene, was confirmed. In unstimulated T cells,
constitutively active PKCtheta stimulated AP-1 activity while in cells with dominant negative PKCtheta, AP-1 activity was
not induced upon activation by PMA.

[0087] Other studies showed that PKCtheta, via activation of IxB kinase beta, mediates activation of NF-xB induced
by T cell receptor/CD28 co-stimulation (N. Coudronniere et al., Proc. Nat. Acad. Sci. U.S.A., 2000, 97, p. 3394; and Lin,
X. etal., Mol. Cell. Biol., 2000, 20, p. 2933).

[0088] Proliferation of peripheral T cells from PKCtheta knockout mice, in response to T cell receptor (TCR)/CD28
stimulation was greatly diminished compared to T cells from wild type mice. In addition, the amount of IL-2 released
fromthe T cells was also greatly reduced (Sun, Z. et al., Nature, 2000, 404, p. 402). It has also been shown that PKCtheta-
deficient mice show impaired pulmonary inflammation and airway hyperresponsiveness (AHR) in a Th2-dependent
murine asthma model, with no defects in viral clearance and Th1-dependent cytotoxic T cell function (Berg-Brown, N.N.
et al.,, J. Exp. Med., 2004, 199, p. 743; Marsland, B.J. et al., J. Exp. Med., 2004, 200, p. 181). The impaired Th2 cell
response results in reduced levels of IL-4 and immunoglobulin E (IgE), contributing to the AHR and inflammatory patho-
physiology. Otherwise, the PKCtheta knockout mice seemed normal and fertile.

[0089] Evidence also exists that PKCtheta participates in the IgE receptor (FceRI)-mediated response of mast cells
(Liu, Y. etal., J. Leukoc. Biol., 2001, 69, p. 831). In human-cultured mast cells (HCMC), it has been demonstrated that
PKC kinase activity rapidly localizes to the membrane following FceRI cross-linking (Kimata, M. et al., Biochem. Biophys.
Res. Commun., 1999, 257(3), p. 895). A recent study examining in vitro activity of bone marrow mast cells (BMMC)
derived from wild-type and PKCtheta-deficient mice shows that upon FceRI cross linking, BMMCs from PKCtheta-
deficient mice reduced levels of IL-6, tumor necrosis factor-alpha (TNFa) and IL-13 in comparison with BMMCs from
wild-type mice, suggesting a potential role for PKCtheta in mast cell cytokine production in addition to T cell activation
(Ciarletta, A.B. et al., poster presentation at the 2005 American Thoracic Society International Conference).

[0090] The studies cited above and others studies confirm the critical role of PKCtheta in T cells activation and in mast
cell (MC) signaling. Thus an inhibitor of PKCtheta would be of therapeutic benefit in treating immunological disorders
and other diseases mediated by the inappropriate activation of T cells and MC signaling.

[0091] Many of the kinases, whether a receptor or non-receptor tyrosine kinase or a S/T kinase have been found to
be involved in cellular signaling pathways involved in numerous pathogenic conditions, including immunomodulation,
inflammation, or proliferative disorders such as cancer.

[0092] Many autoimmune diseases and disease associated with chronic inflammation, as well as acute responses,
have been linked to excessive or unregulated production or activity of one or more cytokines.

[0093] The compounds of the invention are also useful in the treatment of cardiovascular disorders, such as acute
myocardial infarction, acute coronary syndrome, chronic heart failure, myocardial infarction, atherosclerosis, viral myo-
carditis, cardiac allograft rejection, and sepsis-associated cardiac dysfunction. Furthermore, the compounds of the
presentinvention are also useful for the treatment of central nervous system disorders such as meningococcal meningitis,
Alzheimer’'s disease and Parkinson’s disease.

[0094] The compounds of the invention are also useful in the treatment of an ocular condition, a cancer, a solid tumor,
a sarcoma, fibrosarcoma, osteoma, melanoma, retinoblastoma, a rhabdomyosarcoma, glioblastoma, neuroblastoma,
teratocarcinoma, hypersensitivity reactions, hyperkinetic movement disorders, hypersensitivity pneumonitis, hyperten-
sion, hypokinetic movement disorders, aordic and peripheral aneuryisms, hypothalamic-pituitary-adrenal axis evaluation,
aortic dissection, arterial hypertension, arteriosclerosis, arteriovenous fistula, ataxia, spinocerebellar degenerations,
streptococcal myositis, structural lesions of the cerebellum, Subacute sclerosing panencephalitis, Syncope, syphilis of
the cardiovascular system, systemic anaphalaxis, systemic inflammatory response syndrome, systemic onset juvenile
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rheumatoid arthritis, T-cell or FAB ALL, Telangiectasia, thromboangitis obliterans, transplants, trauma/hemorrhage, type
Il hypersensitivity reactions, type IV hypersensitivity, unstable angina, uremia, urosepsis, urticaria, valvular heart dis-
eases, varicose veins, vasculitis, venous diseases, venous thrombosis, ventricular fibrillation, viral and fungal infections,
vital encephalitis/aseptic meningitis, vital-associated hemaphagocytic syndrome, Wernicke-Korsakoff syndrome, Wil-
son’s disease, xenograft rejection of any organ or tissue, heart transplant rejection, hemachromatosis, hemodialysis,
hemolytic uremic syndrome/thrombolytic thrombocytopenic purpura, hemorrhage, idiopathic pulmonary fibrosis, antibody
mediated cytotoxicity, Asthenia, infantile spinal muscular atrophy, inflammation of the aorta, influenza A, ionizing radiation
exposure, iridocyclitis/uveitis/optic neuritis, juvenile spinal muscular atrophy, lymphoma, myeloma, leukaemia, malignant
ascites, hematopoietic cancers, a diabetic condition such as insulin-dependent diabetes mellitus glaucoma, diabetic
retinopathy or microangiopathy, sickle cell anaemia, chronic inflammation, glomerulonephritis, graft rejection, Lyme
disease, von Hippel Lindau disease, pemphigoid, Paget’s disease, fibrosis, sarcoidosis, cirrhosis, thyroiditis, hypervis-
cosity syndrome, Osler-Weber-Rendu disease, chronic occlusive pulmonary disease, asthma or edema following bums,
trauma, radiation, stroke, hypoxia, ischemia, ovarian hyperstimulation syndrome, post perfusion syndrome, post pump
syndrome, post-MI cardiotomy syndrome, preeclampsia, menometrorrhagia, endometriosis, pulmonary hypertension,
infantile hemangioma, or infection by Herpes simplex, Herpes Zoster, human immunodeficiency virus, parapoxvirus,
protozoa or toxoplasmosis, progressive supranucleo palsy, primary pulmonary hypertension, radiation therapy, Ray-
naud’s phenomenon, Raynaud’s disease, Refsum’s disease, regular narrow QRS tachycardia, renovascular hyperten-
sion, restrictive cardiomyopathy, sarcoma, senile chorea, senile dementia of Lewy body type, shock, skin allograft, skin
changes syndrome, ocular or macular edema, ocular neovascular disease, scleritis, radial keratotomy, uveitis, vitritis,
myopia, optic pits, chronic retinal detachment, post-laser treatment complications, conjunctivitis, Stargardt’s disease,
Eales disease, retinopathy, macular degeneration, restenosis, ischemia/reperfusion injury, ischemic stroke, vascular
occlusion, carotid obstructive disease, ulcerative colitis, inflammatory bowel disease, diabetes, diabetes mellitus, insulin
dependent diabetes mellitus, allergic diseases, dermatitis scleroderma, graft versus host disease, organ transplant
rejection (including but not limited to bone marrow and solid organ rejection), acute or chronicimmune disease associated
with organ transplantation, sarcoidosis, disseminated intravascular coagulation, Kawasaki’s disease, nephrotic syn-
drome, chronic fatigue syndrome, Wegener’s granulomatosis, Henoch-Schoenlein purpurea, microscopic vasculitis of
the kidneys, chronic active hepatitis, septic shock, toxic shock syndrome, sepsis syndrome, cachexia, infectious diseases,
parasiticdiseases, acquiredimmunodeficiency syndrome, acute transverse myelitis, Huntington’s chorea, stroke, primary
biliary cirrhosis, hemolytic anemia, malignancies, Addison’s disease, idiopathic Addison’s disease, sporadic, polyglan-
dular deficiency type | and polyglandular deficiency type Il, Schmidt’s syndrome, adult (acute) respiratory distress syn-
drome, alopecia, alopecia areata, seronegative arthopathy, arthropathy, Reiter's disease, psoriatic arthropathy, ulcerative
colitic arthropathy, enteropathic synovitis, chlamydia, yersinia and salmonella associated arthropathy, atheromatous
disease/arteriosclerosis, atopic allergy, autoimmune bullous disease, pemphigus vulgaris, pemphigus foliaceus, pem-
phigoid, linear IgA disease, autoimmune haemolytic anaemia, Coombs positive haemolytic anaemia, acquired pernicious
anaemia, juvenile pernicious anaemia, peripheral vascular disorders, peritonitis, pernicious anemia, myalgic encepha-
litis/Royal Free Disease, chronic mucocutaneous candidiasis, giant cell arteritis, primary sclerosing hepatitis, cryptogenic
autoimmune hepatitis, Acquired Immunodeficiency Disease Syndrome, Acquired Immunodeficiency Related Diseases,
Hepatitis A, Hepatitis B, Hepatitis C, His bundle arrythmias, HIV infection/HIV neuropathy, common varied immunode-
ficiency (common variable hypogammaglobulinaemia), dilated cardiomyopathy, female infertility, ovarian failure, pre-
mature ovarian failure, fibrotic lung disease, chronic wound healing, cryptogenic fibrosing alveolitis, post-inflammatory
interstitial lung disease, interstitial pneumonitis, pneumocystis carinii pneumonia, pneumonia, connective tissue disease
associated interstitial lung disease, mixed connective tissue disease, associated lung disease, systemic sclerosis as-
sociated interstitial lung disease, rheumatoid arthritis associated interstitial lung disease, systemic lupus erythematosus
associated lung disease, dermatomyositis/polymyositis associated lung disease, Sjogren’s disease associated lung
disease, ankylosing spondylitis associated lung disease, vasculitic diffuse lung disease, haemosiderosis associated
lung disease, drug-induced interstitial lung disease, radiation fibrosis, bronchiolitis obliterans, chronic eosinophilic pneu-
monia, lymphocytic infiltrative lung disease, postinfectious interstitial lung disease, gouty arthritis, autoimmune hepatitis,
type-1 autoimmune hepatitis (classical autoimmune or lupoid hepatitis), type-2 autoimmune hepatitis (anti-LKM antibody
hepatitis), autoimmune mediated hypoglycaemia, type B insulin resistance with acanthosis nigricans, hypoparathy-
roidism, acute immune disease associated with organ transplantation, chronic immune disease associated with organ
transplantation, osteoarthritis, primary sclerosing cholangitis, psoriasis type 1, psoriasis type 2, idiopathic leucopaenia,
autoimmune neutropaenia, renal disease NOS, glomerulonephritides, microscopic vasulitis of the kidneys, Lyme disease,
discoid lupus erythematosus, male infertility idiopathic or NOS, sperm autoimmunity, multiple sclerosis (all subtypes),
sympathetic ophthalmia, pulmonary hypertension secondary to connective tissue disease, acute and chronic pain (dif-
ferent forms of pain), Goodpasture’s syndrome, pulmonary manifestation of polyarteritis nodosa, acute rheumatic fever,
rheumatoid spondylitis, Still's disease, systemic sclerosis, Sjogren’s syndrome, Takayasu’s disease/arteritis, autoim-
mune thrombocytopaenia, toxicity, transplants, and diseases involving inappropriate vascularization for example diabetic
retinopathy, retinopathy of prematurity, choroidal neovascularization due to age-related macular degeneration, and
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infantile hemangiomas in human beings. In addition, such compounds may be useful in the treatment of disorders such
as ascites, effusions, and exudates, including for example macular edema, cerebral edema, acute lung injury, adult
respiratory distress syndrome (ARDS), proliferative disorders such as restenosis, fibrotic disorders such as hepatic
cirrhosis and atherosclerosis, mesangial cell proliferative disorders such as diabetic nephropathy, malignant nephro-
sclerosis, thrombotic microangiopathy syndromes, and glomerulopathies, myocardial angiogenesis, coronary and cer-
ebral collaterals, ischemic limb angiogenesis, ischemia/reperfusion injury, peptic ulcer Helicobacter related diseases,
virally-induced angiogenic disorders, preeclampsia, menometrorrhagia, cat scratch fever, rubeosis, neovascular glau-
coma and retinopathies such as those associated with diabetic retinopathy, retinopathy of prematurity, or age-related
macular degeneration. In addition, these compounds can be used as active agents against hyperproliferative disorders
such as thyroid hyperplasia (especially Grave’s disease), and cysts (such as hypervascularity of ovarian stroma char-
acteristic of polycystic ovarian syndrome (Stein-Leventhal syndrome) and polycystic kidney disease since such diseases
require a proliferation of blood vessel cells for growth and/or metastasis.

[0095] Compounds of Formula (I) of the invention can be used alone or in combination with an additional agent, e.g.,
a therapeutic agent, said additional agent being selected by the skilled artisan for its intended purpose. For example,
the additional agent can be a therapeutic agent art-recognized as being useful to treat the disease or condition being
treated by the compound of the present invention. The additional agent also can be an agent that imparts a beneficial
attribute to the therapeutic composition e.g., an agent that affects the viscosity of the composition.

[0096] It should further be understood that the combinations which are to be included within this invention are those
combinations useful for their intended purpose. The agents set forth below are illustrative for purposes and not intended
to be limited. The combinations, which are part of this invention, can be the compounds of the present invention and at
least one additional agent selected from the lists below. The combination can also include more than one additional
agent, e.g., two or three additional agents if the combination is such that the formed composition can perform its intended
function.

[0097] Preferred combinations are non-steroidal anti-inflammatory drug(s) also referred to as NSAIDS which include
drugs like ibuprofen. Other preferred combinations are corticosteroids including prednisolone; the well known side-effects
of steroid use can be reduced or even eliminated by tapering the steroid dose required when treating patients in com-
bination with the compounds of this invention. Non-limiting examples of therapeutic agents for rheumatoid arthritis with
which a compound of Formula (I) of the invention can be combined include the following: cytokine suppressive anti-
inflammatory drug(s) (CSAIDs); antibodies to or antagonists of other human cytokines or growth factors, for example,
TNF, LT, IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-12, IL-15, IL-16, IL-21, IL-23, interferons, EMAP-II, GM-CSF, FGF,
and PDGF. Compounds of the invention can be combined with antibodies to cell surface molecules such as CD2, CD3,
CD4, CD8, CD25, CD28, CD30, CD40, CD45, CD69, CD80 (B7.1), CD86 (B7.2), CD90, CTLA or their ligands including
CD154 (gp39 or CD40L).

[0098] Preferred combinations oftherapeutic agents may interfere at different points in the autoimmune and subsequent
inflammatory cascade; preferred examples include TNF antagonists like chimeric, humanized or human TNF antibodies,
D2E7 (U.S. Patent 6,090,382, HUMIRA™), CA2 (REMICADE™), SIMPONI™ (golimumab), CIMZIA™, ACTEMRA™,
CDP 571, and soluble p55 or p75 TNF receptors, derivatives, thereof, (p75TNFRIgGG (ENBREL™) or p55TNFRIgG
(Lenercept), and also TNFa converting enzyme (TACE) inhibitors; similarly IL-1 inhibitors (Interleukin-1-converting en-
zyme inhibitors, IL-1RA etc.) may be effective for the same reason. Other preferred combinations include Interleukin 11.
Yet other preferred combinations are the other key players of the autoimmune response which may act parallel to,
dependent on or in concert with I1L-18 function; especially preferred are IL-12 antagonists including IL-12 antibodies or
soluble IL-12 receptors, or IL-12 binding proteins. It has been shown that IL-12 and IL-18 have overlapping but distinct
functions and a combination of antagonists to both may be most effective. Yet another preferred combination is non-
depleting anti-CD4 inhibitors. Yet other preferred combinations include antagonists of the co-stimulatory pathway CD80
(B7.1) or CD86 (B7.2) including antibodies, soluble receptors or antagonistic ligands.

[0099] A compound of Formula (l) of the invention may also be combined with agents, such as methotrexate, 6-MP,
azathioprine sulphasalazine, mesalazine, olsalazine chloroquinine/ hydroxychloroquine, pencillamine, aurothiomalate
(intramuscular and oral), azathioprine, cochicine, corticosteroids (oral, inhaled and local injection), beta-2 adrenoreceptor
agonists (salbutamol, terbutaline, salmeteral), xanthines (theophylline, aminophylline), cromoglycate, nedocromil, keto-
tifen, ipratropium and oxitropium, cyclosporin, FK506, rapamycin, mycophenolate mofetil, leflunomide, NSAIDs, for
example, ibuprofen, corticosteroids such as prednisolone, phosphodiesterase inhibitors, adensosine agonists, antithrom-
botic agents, complement inhibitors, adrenergic agents, agents which interfere with signalling by proinflammatory cy-
tokines such as TNFa or IL-1 (e.g., NIK, IKK, p38 or MAP kinase inhibitors), IL-13 converting enzyme inhibitors, T-cell
signalling inhibitors such as kinase inhibitors, metalloproteinase inhibitors, sulfasalazine, 6-mercaptopurines, angiotensin
converting enzyme inhibitors, soluble cytokine receptors and derivatives thereof (e.g. soluble p55 or p75 TNF receptors
and the derivatives p75TNFRIgG (Enbrel™) and p55TNFRIgG (Lenercept), slL-1RI, sIL-1RII, sIL-6R), antiinflammatory
cytokines (e.g.IL-4,1L-10, IL-11, IL-13 and TGF ), celecoxib, folic acid, hydroxychloroquine sulfate, rofecoxib, etanercept,
infliximab, naproxen, valdecoxib, sulfasalazine, methylprednisolone, meloxicam, methylprednisolone acetate, gold so-
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dium thiomalate, aspirin, triamcinolone acetonide, propoxyphene napsylate/apap, folate, nabumetone, diclofenac, pirox-
icam, etodolac, diclofenac sodium, oxaprozin, oxycodone HCI, hydrocodone bitartrate/apap, diclofenac sodium/misopr-
ostol, fentanyl, anakinra, tramadol HCI, salsalate, sulindac, cyanocobalamin/fa/pyridoxine, acetaminophen, alendronate
sodium, prednisolone, morphine sulfate, lidocaine hydrochloride, indomethacin, glucosamine sulf/chondroitin, amitriptyl-
ine HCI, sulfadiazine, oxycodone HCl/acetaminophen, olopatadine HCI| misoprostol, naproxen sodium, omeprazole,
cyclophosphamide, rituximab, IL-1 TRAP, MRA, CTLA4-IG, IL-18 BP, anti-IL-12, Anti-IL15, BIRB-796, SCIO-469, VX-
702, AMG-548, VX-740, Roflumilast, IC-485, CDC-801, S1P1 agonists (such as FTY720), PKC family inhibitors (such
as Ruboxistaurin or AEB-071) and Mesopram. Preferred combinations include methotrexate or leflunomide and in mod-
erate or severe rheumatoid arthritis cases, cyclosporine and anti-TNF antibodies as noted above.

[0100] Non-limiting examples of therapeutic agents for inflammatory bowel disease with which a compound of Formula
(l) of the invention can be combined include the following: budenoside; epidermal growth factor; corticosteroids; cy-
closporin, sulfasalazine; aminosalicylates; 6-mercaptopurine; azathioprine; metronidazole; lipoxygenase inhibitors; me-
salamine; olsalazine; balsalazide; antioxidants; thromboxane inhibitors; IL-1 receptor antagonists; anti-IL-13 monoclonal
antibodies; anti-IL-6 monoclonal antibodies; growth factors; elastase inhibitors; pyridinyl-imidazole compounds; antibod-
ies to or antagonists of other human cytokines or growth factors, for example, TNF, LT, IL-1, IL-2, IL-6, IL-7, IL-8, IL-12,
IL-15, IL-16, IL-23, EMAP-II, GM-CSF, FGF, and PDGF; cell surface molecules such as CD2, CD3, CD4, CD8, CD25,
CD28,CD30, CD40,CD45, CD69, CD20 or their ligands; methotrexate; cyclosporine; FK506; rapamycin; mycophenolate
mofetil; leflunomide; NSAIDs, forexample, ibuprofen; corticosteroids such as prednisolone; phosphodiesterase inhibitors;
adenosine agonists; antithrombotic agents; complement inhibitors; adrenergic agents; agents which interfere with sig-
nalling by proinflammatory cytokines such as TNFq or IL-1 (e.g. NIK, IKK, or MAP kinase inhibitors); IL-18 converting
enzyme inhibitors; TNFa converting enzyme inhibitors; T-cell signalling inhibitors such as kinase inhibitors; metallopro-
teinase inhibitors; sulfasalazine; azathioprine; 6-mercaptopurines; angiotensin converting enzyme inhibitors; soluble
cytokine receptors and derivatives thereof (e.g. soluble p55 or p75 TNF receptors, sIL-1RI, sIL-1RII, sIL-6R) and anti-
inflammatory cytokines (e.g. IL-4, IL-10, IL-11, IL-13 and TGF). Preferred examples of therapeutic agents for Crohn’s
disease with which a compound of Formula (I) can be combined include the following: TNF antagonists, for example,
anti-TNF antibodies, D2E7 (U.S. Patent 6,090,382, HUMIRA™), CA2 (REMICADE™), CDP 571, TNFR-Ig constructs,
(p75TNFRIgG (ENBREL ™) and p55TNFRIgG (LENERCEPT ™) inhibitors and PDE4 inhibitors. A compound of Formula
(l) can be combined with corticosteroids, for example, budenoside and dexamethasone; sulfasalazine, 5-aminosalicylic
acid; olsalazine; and agents which interfere with synthesis or action of proinflammatory cytokines such as IL-1, for
example, IL-1p converting enzyme inhibitors and IL-1ra; T cell signaling inhibitors, for example, tyrosine kinase inhibitors
6-mercaptopurines; IL-11; mesalamine; prednisone; azathioprine; mercaptopurine; infliximab; methylprednisolone so-
dium succinate; diphenoxylate/atrop sulfate; loperamide hydrochloride; methotrexate; omeprazole; folate; cipro-
floxacin/dextrose-water; hydrocodone bitartrate/apap; tetracycline hydrochloride; fluocinonide; metronidazole; thimero-
sal/boric acid; cholestyramine/sucrose; ciprofloxacin hydrochloride; hyoscyamine sulfate; meperidine hydrochloride;
midazolam hydrochloride; oxycodone HCl/acetaminophen; promethazine hydrochloride; sodium phosphate; sulfameth-
oxazole/trimethoprim; celecoxib; polycarbophil; propoxyphene napsylate; hydrocortisone; multivitamins; balsalazide dis-
odium; codeine phosphate/apap; colesevelam HCI; cyanocobalamin; folic acid; levofloxacin; methylprednisolone; na-
talizumab and interferon-gamma.

[0101] Non-limiting examples of therapeutic agents for multiple sclerosis with which a compound of Formula (l) can
be combined include the following: corticosteroids; prednisolone; methylprednisolone; azathioprine; cyclophosphamide;
cyclosporine; methotrexate; 4-aminopyridine; tizanidine; interferon-10. (AVONEX®; Biogen); interferon-f1b (BETASE-
RON®; Chiron/Berlex); interferon o.-n3) (Interferon Sciences/Fujimoto), interferon-o. (Alfa Wassennann/J&J), interferon
B1A-IF (Serono/Inhale Therapeutics), Peginterferon o.2b (Enzon/Schering-Plough), Copolymer 1 (Cop-1; COPAXONE®;
Teva Pharmaceutical Industries, Inc.); hyperbaric oxygen; intravenous immunoglobulin; cladribine; antibodies to or an-
tagonists of other human cytokines or growth factors and their receptors, for example, TNF, LT, IL-1, IL-2, IL-6, IL-7, IL-
8, IL-12, IL-23, IL-15, IL-16, EMAP-II, GM-CSF, FGF, and PDGF. A compound of Formula (I) can be combined with
antibodies to cell surface molecules such as CD2, CD3, CD4, CD8, CD19, CD20, CD25, CD28, CD30, CD40, CD45,
CD69, CD80, CD86, CD90 or their ligands. A compound of Formula (I) may also be combined with agents such as
methotrexate, cyclosporine, FK506, rapamycin, mycophenolate mofetil, leflunomide, an S1P1 agonist, NSAIDs, for
example, ibuprofen, corticosteroids such as prednisolone, phosphodiesterase inhibitors, adensosine agonists, antithrom-
botic agents, complement inhibitors, adrenergic agents, agents which interfere with signalling by proinflammatory cy-
tokines such as TNFo or IL-1 (e.g., NIK, IKK, p38 or MAP kinase inhibitors), IL-1p3 converting enzyme inhibitors, TACE
inhibitors, T-cell signaling inhibitors such as kinase inhibitors, metalloproteinase inhibitors, sulfasalazine, azathioprine,
6-mercaptopurines, angiotensin converting enzyme inhibitors, soluble cytokine receptors and derivatives thereof (e.g.
soluble p55 or p75 TNF receptors, sIL-1RI, sIL-1RII, sIL-6R) and antiinflammatory cytokines (e.g. IL-4, IL-10, IL-13 and
TGFB).

[0102] Preferred examples of therapeutic agents for multiple sclerosis in which a compound of Formula (I) can be
combined to include interferon-, for example, IFNf1a and IFN1b; copaxone, corticosteroids, caspase inhibitors, for
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example inhibitors of caspase-1, IL-1 inhibitors, TNF inhibitors, and antibodies to CD40 ligand and CD80.

[0103] A compound of Formula (I) may also be combined with agents, such as alemtuzumab, dronabinol, daclizumab,
mitoxantrone, xaliproden hydrochloride, fampridine, glatiramer acetate, natalizumab, sinnabidol, a-immunokine NNSO3,
ABR-215062, AnergiX.MS, chemokine receptor antagonists, BBR-2778, calagualine, CPI1-1189, LEM (liposome encap-
sulated mitoxantrone), THC.CBD (cannabinoid agonist), MBP-8298, mesopram (PDE4 inhibitor), MNA-715, anti-IL-6
receptor antibody, neurovax, pirfenidone allotrap 1258 (RDP-1258), sTNF-R1, talampanel, teriflunomide, TGF-beta2,
tiplimotide, VLA-4 antagonists (for example, TR-14035, VLA4 Ultrahaler, Antegran-ELAN/Biogen), interferon gamma
antagonists and IL-4 agonists.

[0104] Non-limiting examples of therapeutic agents for ankylosing spondylitis with which a compound of Formula (1)
can be combined include the following: ibuprofen, diclofenac, misoprostol, naproxen, meloxicam, indomethacin, di-
clofenac, celecoxib, rofecoxib, sulfasalazine, methotrexate, azathioprine, minocyclin, prednisone, and anti-TNF antibod-
ies, D2E7 (U.S. Patent 6,090,382; HUMIRA™), CA2 (REMICADE™), CDP 571, TNFR-lg constructs, (p75TNFRIgG
(ENBREL™) and p55TNFRIgG (LENERCEPT™)

[0105] Non-limiting examples of therapeutic agents for asthma with which a compound of Formula (I) can be combined
include the following: albuterol, salmeterol/fluticasone, montelukast sodium, fluticasone propionate, budesonide, pred-
nisone, salmeterol xinafoate, levalbuterol HCI, albuterol sulfate/ipratropium, prednisolone sodium phosphate, triamci-
nolone acetonide, beclomethasone dipropionate, ipratropium bromide, azithromycin, pirbuterol acetate, prednisolone,
theophylline anhydrous, methylprednisolone sodium succinate, clarithromycin, zafirlukast, formoterol fumarate, influenza
virus vaccine, amoxicillin trihydrate, flunisolide, allergy injection, cromolyn sodium, fexofenadine hydrochloride, flu-
nisolide/menthol, amoxicillin/clavulanate, levofloxacin, inhaler assist device, guaifenesin, dexamethasone sodium phos-
phate, moxifloxacin HCI, doxycycline hyclate, guaifenesin/d-methorphan, p-ephedrine/cod/chlorphenir, gatifloxacin, ce-
tirizine hydrochloride, mometasone furoate, salmeterol xinafoate, benzonatate, cephalexin, pe/hydrocodone/chlorphenir,
cetirizine HCl/pseudoephed, phenylephrine/cod/promethazine, codeine/promethazine, cefprozil, dexamethasone,
guaifenesin/pseudoephedrine, chlorpheniramine/hydrocodone, nedocromil sodium, terbutaline sulfate, epinephrine,
methylprednisolone, anti-IL-13 antibody, and metaproterenol sulfate.

[0106] Non-limiting examples of therapeutic agents for COPD with which a compound of Formula (I) can be combined
include the following: albuterol sulfate/ipratropium, ipratropium bromide, salmeterol/fluticasone, albuterol, salmeterol
xinafoate, fluticasone propionate, prednisone, theophylline anhydrous, methylprednisolone sodium succinate, montelu-
kast sodium, budesonide, formoterol fumarate, triamcinolone acetonide, levofloxacin, guaifenesin, azithromycin, be-
clomethasone dipropionate, levalbuterol HCI, flunisolide, ceftriaxone sodium, amoxicillin trihydrate, gatifloxacin, zafirlu-
kast, amoxicillin/clavulanate, flunisolide/menthol, chlorpheniramine/hydrocodone, metaproterenol sulfate, methylpred-
nisolone, mometasone furoate, p-ephedrine/cod/chlorphenir, pirbuterol acetate, p-ephedrine/loratadine, terbutaline sul-
fate, tiotropium bromide, (R,R)-formoterol, TJAAT, cilomilast and roflumilast.

[0107] Non-limiting examples of therapeutic agents for HCV with which a compound of Formula (I) can be combined
include the following: Interferon-alpha-2a., Interferon-alpha-2f3, Interferon-alpha con1, Interferon-alpha-nl, pegylated in-
terferon-alpha-2a., pegylated interferon-alpha-2f3, ribavirin, peginterferon alfa-2b + ribavirin, ursodeoxycholic acid, gly-
cyrrhizic acid, thymalfasin, Maxamine, VX-497 and any compounds that are used to treat HCV through intervention with
the following targets: HCV polymerase, HCV protease, HCV helicase, and HCV IRES (internal ribosome entry site).
[0108] Non-limiting examples of therapeutic agents for Idiopathic Pulmonary Fibrosis with which a compound of For-
mula (l) can be combined include the following: prednisone, azathioprine, albuterol, colchicine, albuterol sulfate, digoxin,
gammainterferon, methylprednisolone sodium succinate, lorazepam, furosemide, lisinopril, nitroglycerin, spironolactone,
cyclophosphamide, ipratropium bromide, actinomycin d, alteplase, fluticasone propionate, levofloxacin, metaproterenol
sulfate, morphine sulfate, oxycodone HCI, potassium chloride, triamcinolone acetonide, tacrolimus anhydrous, calcium,
interferon-alpha, methotrexate, mycophenolate mofetil and interferon-gamma-1.

[0109] Non-limiting examples of therapeutic agents for myocardial infarction with which a compound of Formula (l)
can be combined include the following: aspirin, nitroglycerin, metoprolol tartrate, enoxaparin sodium, heparin sodium,
clopidogrel bisulfate, carvedilol, atenolol, morphine sulfate, metoprolol succinate, warfarin sodium, lisinopril, isosorbide
mononitrate, digoxin, furosemide, simvastatin, ramipril, tenecteplase, enalapril maleate, torsemide, retavase, losartan
potassium, quinapril hydrochloride/magnesium carbonate, bumetanide, alteplase, enalaprilat, amiodarone hydrochlo-
ride, tirofiban HCI m-hydrate, diltiazem hydrochloride, captopril, irbesartan, valsartan, propranolol hydrochloride, fosi-
nopril sodium, lidocaine hydrochloride, eptifibatide, cefazolin sodium, atropine sulfate, aminocaproic acid, spironolactone,
interferon, sotalol hydrochloride, potassium chloride, docusate sodium, dobutamine HCI, alprazolam, pravastatin sodium,
atorvastatin calcium, midazolam hydrochloride, meperidine hydrochloride, isosorbide dinitrate, epinephrine, dopamine
hydrochloride, bivalirudin, rosuvastatin, ezetimibe/simvastatin, avasimibe, and cariporide.

[0110] Non-limiting examples of therapeutic agents for psoriasis with which a compound of Formula (I) can be combined
include the following: calcipotriene, clobetasol propionate, triamcinolone acetonide, halobetasol propionate, tazarotene,
methotrexate, fluocinonide, betamethasone diprop augmented, fluocinolone acetonide, acitretin, tar shampoo, betam-
ethasone valerate, mometasone furoate, ketoconazole, pramoxine/fluocinolone, hydrocortisone valerate, flurandreno-
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lide, urea, betamethasone, clobetasol propionate/emoll, fluticasone propionate, azithromycin, hydrocortisone, moistur-
izing formula, folic acid, desonide, pimecrolimus, coal tar, diflorasone diacetate, etanercept folate, lactic acid, methox-
salen, hc/bismuth subgal/znox/resor, methylprednisolone acetate, prednisone, sunscreen, halcinonide, salicylic acid,
anthralin, clocortolone pivalate, coal extract, coal tar/salicylic acid, coal tar/salicylic acid/sulfur, desoximetasone, di-
azepam, emollient, fluocinonide/emollient, mineral oil/castor oil/na lact, mineral oil/peanut oil, petroleum/isopropyl myr-
istate, psoralen, salicylic acid, soap/tribromsalan, thimerosal/boric acid, celecoxib, infliximab, cyclosporine, alefacept,
efalizumab, tacrolimus, pimecrolimus, PUVA, UVB, sulfasalazine, ABT-874 and ustekinamab.

[0111] Non-limiting examples of therapeutic agents for psoriatic arthritis with which a compound of Formula (1) can be
combined include the following: methotrexate, etanercept, rofecoxib, celecoxib, folic acid, sulfasalazine, naproxen, leflu-
nomide, methylprednisolone acetate, indomethacin, hydroxychloroquine sulfate, prednisone, sulindac, betamethasone
diprop augmented, infliximab, methotrexate, folate, triamcinolone acetonide, diclofenac, dimethylsulfoxide, piroxicam,
diclofenac sodium, ketoprofen, meloxicam, methylprednisolone, nabumetone, tolmetin sodium, calcipotriene, cy-
closporine, diclofenac sodium/misoprostol, fluocinonide, glucosamine sulfate, gold sodium thiomalate, hydrocodone
bitartrate/apap, ibuprofen, risedronate sodium, sulfadiazine, thioguanine, valdecoxib, alefacept, D2E7 (U.S. Patent
6,090,382, HUMIRA™), and efalizumab.

[0112] Non-limiting examples of therapeutic agents for restenosis with which a compound of Formula (I) can be
combined include the following: sirolimus, paclitaxel, everolimus, tacrolimus, ABT-578, and acetaminophen.

[0113] Non-limiting examples of therapeutic agents for sciatica with which a compound of Formula (I) can be combined
include the following: hydrocodone bitartrate/apap, rofecoxib, cyclobenzaprine HCI, methylprednisolone, naproxen, ibu-
profen, oxycodone HCl/acetaminophen, celecoxib, valdecoxib, methylprednisolone acetate, prednisone, codeine phos-
phate/apap, tramadol hcl/acetaminophen, metaxalone, meloxicam, methocarbamol, lidocaine hydrochloride, diclofenac
sodium, gabapentin, dexamethasone, carisoprodol, ketorolac tromethamine, indomethacin, acetaminophen, diazepam,
nabumetone, oxycodone HCI, tizanidine HCI, diclofenac sodium/misoprostol, propoxyphene n-pap, asa/oxycod/oxyco-
done ter, ibuprofen/hydrocodone bit, tramadol HCI, etodolac, propoxyphene HCI, amitriptyline HCI, carisoprodol/codeine
phos/asa, morphine sulfate, multivitamins, naproxen sodium, orphenadrine citrate, and temazepam.

[0114] Preferred examples of therapeutic agents for SLE (Lupus) with which a compound of Formula (l) can be
combined include the following: NSAIDS, for example, diclofenac, naproxen, ibuprofen, piroxicam, indomethacin; COX2
inhibitors, for example, celecoxib, rofecoxib, valdecoxib; anti-malarials, for example, hydroxychloroquine; steroids, for
example, prednisone, prednisolone, budenoside, dexamethasone; cytotoxics, for example, azathioprine, cyclophospha-
mide, mycophenolate mofetil, methotrexate; inhibitors of PDE4 or purine synthesis inhibitor, for example Cellcept®. A
compound of Formula (I) may also be combined with agents such as sulfasalazine, 5-aminosalicylic acid, olsalazine,
Imuran® and agents which interfere with synthesis, production or action of proinflammatory cytokines such as IL-1, for
example, caspase inhibitors like IL-13 converting enzyme inhibitors and IL-Ira. A compound of Formula (I) may also be
used with T cell signaling inhibitors, for example, tyrosine kinase inhibitors; or molecules that target T cell activation
molecules, for example, CTLA-4-IgG or anti-B7 family antibodies, anti-PD-1 family antibodies. A compound of Formula
(I) can be combined with IL-11 or anti-cytokine antibodies, for example, fonotolizumab (anti-IFNg antibody), or anti-
receptor receptor antibodies, for example, anti-IL-6 receptor antibody and antibodies to B-cell surface molecules. A
compound of Formula (1) may also be used with LJP 394 (abetimus), agents that deplete or inactivate B-cells, for example,
Rituximab (anti-CD20 antibody), lymphostat-B (anti-BlyS antibody), TNF antagonists, for example, anti-TNF antibodies,
D2E7 (U.S. Patent 6,090,382; HUMIRA™), CA2 (REMICADE™), CDP 571, TNFR-Ig constructs, (p75TNFRIgG (EN-
BREL™) and p55TNFRIgG (LENERCEPT ™).

[0115] In this invention, the following definitions are applicable:

A "therapeutically effective amount” is an amount of a compound of Formula () or a combination of two or more
such compounds, which inhibits, totally or partially, the progression of the condition or alleviates, at least partially,
one or more symptoms of the condition. A therapeutically effective amount can also be an amount which is prophy-
lactically effective. The amount which is therapeutically effective will depend upon the patient’s size and gender,
the condition to be treated, the severity of the condition and the result sought. For a given patient, a therapeutically
effective amount can be determined by methods known to those of skill in the art.

"Pharmaceutically acceptable salts" refers to those salts which retain the biological effectiveness and properties of
the free bases and which are obtained by reaction with inorganic acids, for example, hydrochloric acid, hydrobromic
acid, sulfuric acid, nitric acid, and phosphoric acid or organic acids such as sulfonic acid, carboxylic acid, organic
phosphoric acid, methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, citric acid, fumaric acid, maleic
acid, succinic acid, benzoic acid, salicylic acid, lactic acid, tartaric acid (e.g. (+) or (-)-tartaric acid or mixtures thereof),
amino acids (e.g. (+) or (-)-amino acids or mixtures thereof), and the like. These salts can be prepared by methods
known to those skilled in the art.

[0116] Certain compounds of Formula (I) which have acidic substituents may exist as salts with pharmaceutically
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acceptable bases. The present invention includes such salts. Examples of such salts include sodium salts, potassium
salts, lysine salts and arginine salts. These salts may be prepared by methods known to those skilled in the art.
[0117] Certain compounds of Formula (I) and their salts may exist in more than one crystal form and the present
invention includes each crystal form and mixtures thereof.

[0118] Certain compounds of Formula (I) and their salts may also exist in the form of solvates, for example hydrates,
and the present invention includes each solvate and mixtures thereof.

[0119] Certain compounds of Formula (I) may contain one or more chiral centers, and exist in different optically active
forms. When compounds of Formula () contain one chiral center, the compounds exist in two enantiomeric forms and
the presentinvention includes both enantiomers and mixtures of enantiomers, such as racemic mixtures. The enantiomers
may be resolved by methods known to those skilled in the art, for example by formation of diastereoisomeric salts which
may be separated, for example, by crystallization; formation of diasterecisomeric derivatives or complexes which may
be separated, for example, by crystallization, gas-liquid or liquid chromatography; selective reaction of one enantiomer
with an enantiomer-specific reagent, for example enzymatic esterification; or gas-liquid or liquid chromatography in a
chiral environment, for example on a chiral support for example silica with a bound chiral ligand or in the presence of a
chiral solvent. It will be appreciated that where the desired enantiomer is converted into another chemical entity by one
of the separation procedures described above, a further step is required to liberate the desired enantiomeric form.
Alternatively, specific enantiomers may be synthesized by asymmetric synthesis using optically active reagents, sub-
strates, catalysts or solvents, or by converting one enantiomer into the other by asymmetric transformation.

[0120] When a compound of Formula (I) contains more than one chiral center, it may exist in diastereoisomeric forms.
The diastereoisomeric compounds may be separated by methods known to those skilled in the art, for example chro-
matography or crystallization and the individual enantiomers may be separated as described above. The presentinvention
includes each diastereocisomer of compounds of Formula (1), and mixtures thereof.

[0121] Certain compounds of Formula (I) may exist in different tautomeric forms or as different geometric isomers,
and the present invention includes each tautomer and/or geometric isomer of compounds of Formula (I) and mixtures
thereof.

[0122] Certain compounds of Formula (I) may exist in different stable conformational forms which may be separable.
Torsional asymmetry due to restricted rotation about an asymmetric single bond, for example because of steric hindrance
orring strain, may permit separation of different conformers. The present invention includes each conformational isomer
of compounds of Formula (l) and mixtures thereof.

[0123] Certain compounds of Formula (I) may exist in zwitterionic form and the present invention includes each zwit-
terionic form of compounds of Formula (l) and mixtures thereof.

[0124] As used herein the term "pro-drug" refers to an agent which is converted into the parent drug in vivo by some
physiological chemical process (e.g., a prodrug on being brought to the physiological pH is converted to the desired
drug form). Pro-drugs are often useful because, in some situations, they may be easier to administer than the parent
drug. They may, for instance, be bioavailable by oral administration whereas the parent drug is not. The pro-drug may
also have improved solubility in pharmacological compositions over the parent drug. An example, without limitation, of
a pro-drug would be a compound of the present invention wherein it is administered as an ester (the "pro-drug”) to
facilitate transmittal across a cell membrane where water solubility is not beneficial, but then itis metabolically hydrolyzed
to the carboxylic acid once inside the cell where water solubility is beneficial.

[0125] Pro-drugs have many useful properties. For example, a pro-drug may be more water soluble than the ultimate
drug, thereby facilitating intravenous administration of the drug. A prodrug may also have a higher level of oral bioavail-
ability than the ultimate drug. After administration, the prodrug is enzymatically or chemically cleaved to deliver the
ultimate drug in the blood or tissue.

[0126] Exemplary pro-drugs upon cleavage release the corresponding free acid, and such hydrolyzable ester-forming
residues of the compounds of this invention include but are not limited to carboxylic acid substituents wherein the free
hydrogen is replaced by (C4-C,)alkyl, (C4-Cq,)alkanoyloxymethyl, (C4-Cg)1-(alkanoyloxy)ethyl, 1-methyl-1-(alkanoy-
loxy)-ethyl having from 5 to 10 carbon atoms, alkoxycarbonyloxymethyl having from 3 to 6 carbon atoms, 1-(alkoxycar-
bonyloxy)ethyl having from 4 to 7 carbon atoms, 1-methyl-1-(alkoxycarbonyloxy)ethyl having from 5 to 8 carbon atoms,
N-(alkoxycarbonyl)aminomethyl having from 3 to 9 carbon atoms, 1-(N-(alkoxycarbonyl)amino)ethyl having from 4 to
10 carbon atoms, 3-phthalidyl, 4-crotonolactonyl, gamma-butyrolacton-4-yl, di-N,N-(C4-C,)alkylamino(C,-Cj)alkyl (such
as -dimethylaminoethyl), carbamoyl-(C4-Cy)alkyl, N,N-di(C4-C,)-alkylcarbamoyl-(C4-C,)alkyl and piperidino-, pyrrolid-
ino- or morpholino(C5-Cj)alkyl.

[0127] Other exemplary pro-drugs release an alcohol of Formula (I) wherein the free hydrogen of the hydroxyl sub-
stituent (e.g., R1 contains hydroxyl) is replaced by (C4-Cglalkanoyloxymethyl, 1-((C4-Cg)alkanoyloxy)ethyl, 1-methyl-
1-((C4-Cg)alkanoyloxy)ethyl, (C4-Cqo)alkoxycarbonyloxymethyl, N-(C4-Cg)alkoxycarbonylamino-methyl, succinoyl,
(C4-Cg)alkanoyl, a-amino(C¢-Cy)alkanoyl, arylactyl and a-aminoacyl, or a-aminoacyl-a-aminoacyl wherein said a-ami-
noacyl moieties are independently any of the naturally occurring L-amino acids found in proteins, P(O)(OH),,
-P(O)(O(C4-Cg)alkyl), or glycosyl (the radical resulting from detachment of the hydroxyl of the hemiacetal of a carbohy-
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drate).

[0128] As used herein, the term "bridged (C5-C45) cycloalkyl group" means a saturated or unsaturated, bicyclic or
polycyclic bridged hydrocarbon group having two or three C5-C 4 cycloalkylrings. Non bridged cycloalkyls are excluded.
Bridged cyclic hydrocarbon may include, such as bicyclo[2.1.1]hexyl, bicyclo[2.2.1]heptyl, bicyclo[2.2.2]octyl, bicyc-
lo[3.2.1]octyl, bicyclo[4.3.1]decyl, bicyclo[3.3.1]nonyl, bornyl, bornenyl, norbornyl, norbornenyl, 6,6-dimethylbicyclo
[3.1.1]heptyl, tricyclobutyl, and adamantyl.

[0129] As used herein the term "bridged (C,-C,) heterocyclyl" means bicyclic or polycyclic aza-bridged hydrocarbon
groups and may include azanorbornyl, quinuclidinyl, isoquinuclidinyl, tropanyl, azabicyclo[3.2.1]octanyl, azabicyc-
lo[2.2.1]heptanyl, 2-azabicyclo[3.2.1]octanyl, azabicyclo[3.2.1]Joctanyl, azabicyclo[3.2.2]nonanyl, azabicyclo[3.3.0]non-
anyl, and azabicyclo [3.3.1]nonanyl.

[0130] Theterm "heterocyclic", "heterocyclyl" or "heterocyclylene", as used herein, include non-aromatic, ring systems,
including, but not limited to, monocyclic, bicyclic, tricyclic and spirocyclic rings, which can be completely saturated or
which can contain one or more units of unsaturation, for the avoidance of doubt, the degree of unsaturation does not
result in an aromatic ring system) and have 5 to 12 atoms including at least one heteroatom, such as nitrogen, oxygen,
or sulfur. For purposes of exemplification, which should not be construed as limiting the scope of this invention, the
following are examples of heterocyclic rings: azepinyl, azetidinyl, indolinyl, isoindolinyl, morpholinyl, piperazinyl, pipe-
ridinyl, pyrrolidinyl, quinucludinyl, thiomorpholinyl, tetrahydropyranyl, tetrahydrofuranyl, tetrahydroindolyl, thiomorpholi-
nyl and tropanyl.

[0131] Theterm "heteroaryl" or "heteroarylene" as used herein, include aromatic ring systems, including, but not limited
to, monocyclic, bicyclic and tricyclic rings, and have 5 to 12 atoms including at least one heteroatom, such as nitrogen,
oxygen, or sulfur. For purposes of exemplification, which should not be construed as limiting the scope of this invention:
azaindolyl, benzo(b)thienyl, benzimidazolyl, benzofuranyl, benzoxazolyl, benzothiazolyl, benzothiadiazolyl, benzoxadi-
azolyl, furanyl, imidazolyl, imidazopyridinyl, indolyl, indazolyl, isoxazolyl, isothiazolyl, oxadiazolyl, oxazolyl, purinyl, pyra-
nyl, pyrazinyl, pyrazolyl, pyridinyl, pyrimidinyl, pyrrolyl, pyrrolo[2,3-d]pyrimidinyl, pyrazolo[3,4-d]pyrimidinyl, quinolinyl,
quinazolinyl, triazolyl, thiazolyl, thiophenyl, tetrazolyl, thiadiazolyl, or thienyl.

[0132] An "heterocycloalkyl" group, as used herein, is a heterocyclic group that is linked to a compound by an aliphatic
group having from one to about eight carbon atoms. For example, a heterocycloalkyl group is a morpholinomethyl group.
[0133] As used herein, "alkyl", "alkylene" or notations such as "(C4-Cg)" include straight chained or branched hydro-
carbons which are completely saturated. Examples of alkyls are methyl, ethyl, propyl, isopropyl, butyl, pentyl, hexyl and
isomers thereof. As used herein, "alkenyl" , "alkenylene", "alkynylene" and "alkynyl" means C,-Cg and includes straight
chained or branched hydrocarbons which contain one or more units of unsaturation, one or more double bonds for
alkenyl and one or more triple bonds for alkynyl.

[0134] As used herein, "aromatic" groups (or "aryl" or "arylene" groups) include aromatic carbocyclic ring systems
(e.g. phenyl) and fused polycyclic aromatic ring systems (e.g. naphthyl, biphenyl and 1,2,3,4-tetrahydronaphthyl).
[0135] As used herein, "cycloalkyl" or "cycloalkylene" means C5-C4, monocyclic or multicyclic (e.g., bicyclic, tricyclic,
spirocyclic, etc.) hydrocarbons that is completely saturated or has one or more unsaturated bonds but does not amount
to an aromatic group. Examples of a cycloalkyl group are cyclopropyl, cyclobutyl, cyclopentyl, cyclopentenyl, cyclohexyl
and cyclohexenyl.

[0136] Asused herein, many moieties or substituents are termed as being either "substituted" or "optionally substituted"”.
When a moiety is modified by one of these terms, unless otherwise noted, it denotes that any portion of the moiety that
is known to one skilled in the art as being available for substitution can be substituted, which includes one or more
substituents, where if more than one substituent then each substituent is independently selected. Such means for
substitution are well-known in the art and/or taught by the instant disclosure. For purposes of exemplification, which
should not be construed as limiting the scope of this invention, some examples of groups that are substituents are:
(C4-Cg)alkyl groups, (C,-Cg)alkenyl groups, (C,-Cg)alkynyl groups, (C3-Cg)cycloalkyl groups, halogen (F, CI, Bror I),
halogenated (C4-Cg)alkyl groups (for example but not limited to -CF3), -O-(C¢-Cg)alkyl groups, -OH, -S-(C4-Cg)alkyl
groups, -SH, -NH(C4-Cglalkyl groups, -N((C4-Cglalkyl), groups, -NH,, -C(O)NH,, -C(O)NH(C,-Cglalkyl groups,
-C(O)N((C4-Cglalkyl),, -NHC(O)H, -NHC(O) (C4-Cglalkyl groups, -NHC(O) (Csz-Cg)cycloalkyl —groups,
-N((C4-Cglalkyl)C(O)H, -N((C4-Cg)alkyl)C(O)(C4-Cglalkyl groups,-NHC(O)NH,, -NHC(O)NH(C4-Cg)alkyl groups,
-N((C4-Cg)alkyl)C(O)NH, groups,-NHC(O)N((C4-Cg)alkyl), groups, -N((C4-Cg)alkyl)C(O)N((C4-Cg)alkyl); groups,
-N((C4-Cg)alkyl)C(O)NH((C4-Cg)alkyl), -C(O)H, -C(O)(C4-Cg)alkyl groups, -CN, -NO,, -S(O)(C4-Cglalkyl groups,
-S(0),(C4-Cg)alkyl groups, -S(O),N((C4-Cglalkyl), groups, -S(O),NH(C4-Cg)alkyl groups, -S(O),NH(C3-Cg)cycloalky!
groups, -S(O),NH, groups, -NHS(O),(C4-Cglalkyl groups, -N((C;-Cg)alkyl)S(O),(C4-Cg)alkyl groups, -(C4-Cg)alkyl-
0O-(C4-Cglalkyl groups, -O-(C;-Cg)alkyl-O-(C4-Cglalkyl groups, -C(O)OH, -C(O)O(C4-Cg)alkyl groups, NHOH,
NHO(C4-Cg)alkylgroups, -O-halogenated (C4-Cg)alkyl groups (for example but not limited to -OCF3),-S(O),-halogenated
(C4-Cg)alkyl groups (for example but not limited to -S(0),CF3), -S-halogenated (C-Cg)alkyl groups (for example but not
limited to -SCF3), -(C4-Cg) heterocycle (for example but not limited to pyrrolidine, tetrahydrofuran, pyran or morpholine),
-(C4-Cg) heteroaryl (for example but not limited to tetrazole, imidazole, furan, pyrazine or pyrazole), -phe-
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nyl,-NHC(O)O-(C4-Cglalkyl groups, -N((C;-Cglalkyl)C(O)O-(C4-Cglalkyl groups, -C(=NH)-(C,4-Cg)alkyl groups,
-C(=NOH)-(C4-Cg)alkyl groups, or -C(=N-O-(C4-Cg)alkyl)-(C4-Cg)alkyl groups.

G‘O”

in Formula () represents an aromatic ring.

[0137] One or more compounds of this invention can be administered to a human patient by themselves or in phar-
maceutical compositions where they are mixed with biologically suitable carriers or excipient(s) at doses to treat or
ameliorate a disease or condition as described herein. Mixtures of these compounds can also be administered to the
patient as a simple mixture or in suitable formulated pharmaceutical compositions. A therapeutically effective dose refers
to that amount of the compound or compounds sufficient to result in the prevention or attenuation of a disease or condition
as described herein. Techniques for formulation and administration of the compounds of the instant application may be
found in references well known to one of ordinary skill in the art, such as "Remington’s Pharmaceutical Sciences," Mack
Publishing Co., Easton, PA, latest edition.

[0138] Suitable routes of administration may, for example, include oral, eyedrop, rectal, transmucosal, topical, or
intestinal administration; parenteral delivery, including intramuscular, subcutaneous, intramedullary injections, as well
as intrathecal, direct intraventricular, intravenous, intraperitoneal, intranasal, or intraocular injections.

[0139] Alternatively, one may administer the compound in a local rather than a systemic manner, for example, via
injection of the compound directly into an edematous site, often in a depot or sustained release formulation.

[0140] Furthermore, one may administer the drug in a targeted drug delivery system, for example, in a liposome coated
with endothelial cell-specific antibody.

[0141] The pharmaceutical compositions of the present invention may be manufactured in a manner that is itself
known, e.g., by means of conventional mixing, dissolving, granulating, dragee-making, levigating, emulsifying, encap-
sulating, entrapping or lyophilizing processes.

[0142] Pharmaceutical compositions for use in accordance with the present invention thus may be formulated in a
conventional manner using one or more physiologically acceptable carriers comprising excipients and auxiliaries which
facilitate processing of the active compounds into preparations which can be used pharmaceutically. Proper formulation
is dependent upon the route of administration chosen.

[0143] For injection, the agents of the invention may be formulated in agueous solutions, preferably in physiologically
compatible buffers such as Hanks’ solution, Ringer’s solution, or physiological saline buffer. For transmucosal admin-
istration, penetrants appropriate to the barrier to be permeated are used in the formulation. Such penetrants are generally
known in the art.

[0144] For oral administration, the compounds can be formulated readily by combining the active compounds with
pharmaceutically acceptable carriers well known in the art. Such carriers enable the compounds of the invention to be
formulated as tablets, pills, dragees, capsules, liquids, gels, syrups, slurries, suspensions and the like, for oral ingestion
by a patient to be treated. Pharmaceutical preparations for oral use can be obtained by combining the active compound
with a solid excipient, optionally grinding a resulting mixture, and processing the mixture of granules, after adding suitable
auxiliaries, if desired, to obtain tablets or dragee cores. Suitable excipients are, in particular, fillers such as sugars,
including lactose, sucrose, mannitol, or sorbitol; cellulose preparations such as, for example, maize starch, wheat starch,
rice starch, potato starch, gelatin, gum tragacanth, methyl cellulose, hydroxypropylmethyl-cellulose, sodium car-
boxymethylcellulose, and/or polyvinylpyrrolidone (PVP). If desired, disintegrating agents may be added, such as the
cross-linked polyvinyl pyrrolidone, agar, or alginic acid or a salt thereof such as sodium alginate.

[0145] Dragee cores are provided with suitable coatings. For this purpose, concentrated sugar solutions may be used,
which may optionally contain gum arabic, talc, polyvinyl pyrrolidone, carbopol gel, polyethylene glycol, and/or titanium
dioxide, lacquer solutions, and suitable organic solvents or solvent mixtures. Dyestuffs or pigments may be added to
the tablets or dragee coatings for identification or to characterize different combinations of active compound doses.
[0146] Pharmaceutical preparations that can be used orally include push-fit capsules made of gelatin, as well as soft,
sealed capsules made of gelatin and a plasticizer, such as glycerol or sorbitol. The push-fit capsules can contain the
active ingredients in admixture with filler such as lactose, binders such as starches, and/or lubricants such as talc or
magnesium stearate and, optionally, stabilizers. In soft capsules, the active compounds may be dissolved or suspended
in suitable liquids, such as fatty oils, liquid paraffin, or liquid polyethylene glycols. In addition, stabilizers may be added.
All formulations for oral administration should be in dosages suitable for such administration.

[0147] Forbuccal administration, the compositions may take the form of tablets or lozenges formulated in conventional
manner.

[0148] For administration by inhalation, the compounds for use according to the present invention are conveniently
delivered in the form of an aerosol spray presentation from pressurized packs or a nebuliser, with the use of a suitable
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propellant, e.g., dichlorodifluoromethane, trichlorofluoromethane, dichlorotetrafluoroethane, carbon dioxide or other suit-
able gas. In the case of pressurized aerosol the dosage unit may be determined by providing a valve to deliver a metered
amount. Capsules and cartridges of e.g. gelatin for use in an inhaler or insufflator may be formulated containing a powder
mix of the compound and a suitable powder base such as lactose or starch.

[0149] The compounds can be formulated for parenteral administration by injection, e.g. bolus injection or continuous
infusion. Formulations for injection may be presented in unit dosage form, e.g. in ampoules or in multi-dose containers,
with an added preservative. The compositions may take such forms as suspensions, solutions or emulsions in oily or
aqueous vehicles, and may contain formulatory agents such as suspending, stabilizing and/or dispersing agents.
[0150] Pharmaceutical formulations for parenteral administration include aqueous solutions of the active compounds
in water-soluble form. Additionally, suspensions of the active compounds may be prepared as appropriate oily injection
suspensions. Suitable lipophilic solvents or vehicles include fatty oils such as sesame oil, or synthetic fatty acid esters,
such as ethyloleate or triglycerides, or liposomes. Aqueous injection suspensions may contain substances which increase
the viscosity of the suspension, such as sodium carboxymethyl cellulose, sorbitol, or dextran. Optionally, the suspension
may also contain suitable stabilizers or agents which increase the solubility of the compounds to allow for the preparation
of highly concentrated solutions.

[0151] Alternatively, the active ingredient may be in powder form for constitution with a suitable vehicle, e.g., sterile
pyrogen-free water, before use.

[0152] The compounds may also be formulated in rectal compositions such as suppositories or retention enemas,
e.g., containing conventional suppository bases such as cocoa butter or other glycerides.

[0153] In addition to the formulations described previously, the compounds may also be formulated as a depot prep-
aration. Such long acting formulations may be administered by implantation (for example subcutaneously or intramus-
cularly or by intramuscular injection). Thus, for example, the compounds may be formulated with suitable polymeric or
hydrophobic materials (for example as an emulsion in an acceptable oil) or ion exchange resins, or as sparingly soluble
derivatives, for example, as a sparingly soluble salt.

[0154] An example of a pharmaceutical carrier for the hydrophobic compounds of the invention is a cosolvent system
comprising benzyl alcohol, a nonpolar surfactant, awater-miscible organic polymer, and an aqueous phase. The cosolvent
system may be the VPD co-solvent system. VPD is a solution of 3% w/v benzyl alcohol, 8% w/v of the nonpolar surfactant
polysorbate 80, and 65% w/v polyethylene glycol 300, made up to volume in absolute ethanol. The VPD co-solvent
system (VPD:5W) consists of VPD diluted 1:1 with a 5% dextrose in water solution. This co-solvent system dissolves
hydrophobic compounds well, and itself produces low toxicity upon systemic administration. Naturally, the proportions
of a co-solvent system may be varied considerably without destroying its solubility and toxicity characteristics. Further-
more, the identity of the co-solvent components may be varied: for example, other low-toxicity nonpolar surfactants may
be used instead of polysorbate 80; the fraction size of polyethylene glycol may be varied; other biocompatible polymers
may replace polyethylene glycol, e.g. polyvinyl pyrrolidone; and other sugars or polysaccharides may substitute for
dextrose.

[0155] Alternatively, other delivery systems for hydrophobic pharmaceutical compounds may be employed. Liposomes
and emulsions are well known examples of delivery vehicles or carriers for hydrophobic drugs. Certain organic solvents
such as dimethysulfoxide also may be employed, although usually at the cost of greater toxicity. Additionally, the com-
pounds may be delivered using a sustained-release system, such as semipermeable matrices of solid hydrophobic
polymers containing the therapeutic agent. Various sustained-release materials have been established and are well
known by those skilled in the art. Sustained-release capsules may, depending on their chemical nature, release the
compounds for a few weeks up to over 100 days. Depending on the chemical nature and the biological stability of the
therapeutic reagent, additional strategies for protein stabilization may be employed.

[0156] The pharmaceutical compositions also may comprise suitable solid or gel phase carriers or excipients. Examples
of such carriers or excipients include but are not limited to calcium carbonate, calcium phosphate, various sugars,
starches, cellulose derivatives, gelatin, and polymers such as polyethylene glycols.

[0157] Many of the compounds of the invention may be provided as salts with pharmaceutically compatible counterions.
Pharmaceutically compatible salts may be formed with many acids, including but not limited to hydrochloric, sulfuric,
acetic, lactic, tartaric, malic, succinic, etc. Salts tend to be more soluble in agueous or other protonic solvents than are
the corresponding free base forms.

[0158] Pharmaceutical compositions suitable for use in the present invention include compositions wherein the active
ingredients are contained in an effective amount to achieve its intended purpose. More specifically, a therapeutically
effective amount means an amount effective to prevent development of or to alleviate the existing symptoms of the
subject being treated. Determination of the effective amounts is well within the capability of those skilled in the art.
[0159] For any compound used in a method disclosed herein, the therapeutically effective dose can be estimated
initially from cellular assays. For example, a dose can be formulated in cellular and animal models to achieve a circulating
concentration range that includes the IC5, as determined in cellular assays (i.e., the concentration of the test compound
which achieves a half-maximal inhibition of a given protein kinase activity). In some cases it is appropriate to determine
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the IC5q in the presence of 3 to 5% serum albumin since such a determination approximates the binding effects of plasma
protein on the compound. Such information can be used to more accurately determine useful doses in humans. Further,
the most preferred compounds for systemic administration effectively inhibit protein kinase signaling in intact cells at
levels that are safely achievable in plasma.

[0160] A therapeutically effective dose refers to that amount of the compound that results in amelioration of symptoms
in a patient. Toxicity and therapeutic efficacy of such compounds can be determined by standard pharmaceutical pro-
cedures in cell cultures or experimental animals, e.g., for determining the maximum tolerated dose (MTD) and the ED5,
(effective dose for 50% maximal response). The dose ratio between toxic and therapeutic effects is the therapeutic index
and it can be expressed as the ratio between MTD and EDgy. Compounds which exhibit high therapeutic indices are
preferred. The data obtained from these cell culture assays and animal studies can be used in formulating a range of
dosage for use in humans. The dosage of such compounds lies preferably within a range of circulating concentrations
that include the EDgq with little or no toxicity. The dosage may vary within this range depending upon the dosage form
employed and the route of administration utilized. The exact formulation, route of administration and dosage can be
chosen by the individual physician in view of the patient’s condition (see e.g. Fingl et al., 1975, in "The Pharmacological
Basis of Therapeutics", Ch. 1 p. 1). In the treatment of crises, the administration of an acute bolus or an infusion
approaching the MTD may be required to obtain a rapid response.

[0161] Dosage amount and interval may be adjusted individually to provide plasma levels of the active moiety which
are sufficient to maintain the kinase modulating effects, or minimal effective concentration (MEC). The MEC will vary for
each compound but can be estimated from in vitro data; e.g. the concentration necessary to achieve 50-90% inhibition
of protein kinase using the assays described herein. Dosages necessary to achieve the MEC will depend on individual
characteristics and route of administration. However, HPLC assays or bioassays can be used to determine plasma
concentrations.

[0162] Dosage intervals can also be determined using the MEC value. Compounds should be administered using a
regimen which maintains plasma levels above the MEC for 10-90% of the time, preferably between 30-90% and most
preferably between 50-90% until the desired amelioration of symptoms is achieved. In cases of local administration or
selective uptake, the effective local concentration of the drug may not be related to plasma concentration.

[0163] The amount of composition administered will, of course, be dependent on the subject being treated, on the
subject’s weight, the severity of the affliction, the manner of administration and the judgment of the prescribing physician.
[0164] The compositions may, if desired, be presented in a pack or dispenser device which may contain one or more
unit dosage forms containing the active ingredient. The pack may for example comprise metal or plastic foil, such as a
blister pack. The pack or dispenser device may be accompanied by instructions for administration. Compositions com-
prising a compound of the invention formulated in a compatible pharmaceutical carrier may also be prepared, placed in
an appropriate container, and labelled for treatment of an indicated condition.

[0165] In some formulations it may be beneficial to use the compounds of the present invention in the form of particles
of very small size, for example as obtained by fluid energy milling.

[0166] The use of compounds of the present invention in the manufacture of pharmaceutical compositions is illustrated
by the following description. In this description the term "active compound" denotes any compound of the invention but
particularly any compound which is the final product of one of the following Examples.

a) Capsules

[0167] In the preparation of capsules, 10 parts by weight of active compound and 240 parts by weight of lactose can
be de-aggregated and blended. The mixture can be filled into hard gelatin capsules, each capsule containing a unit dose
or part of a unit dose of active compound.

b) Tablets

[0168] Tablets can be prepared, for example, from the following ingredients.

Parts by weight

Active compound 10
Lactose 190
Maize starch 22

Polyvinylpyrrolidone 10
Magnesium stearate 3

[0169] The active compound, the lactose and some of the starch can be de-aggregated, blended and the resulting
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mixture can be granulated with a solution of the polyvinylpyrrolidone in ethanol. The dry granulate can be blended with
the magnesium stearate and the rest of the starch. The mixture is then compressed in a tabletting machine to give tablets
each containing a unit dose or a part of a unit dose of active compound.

c) Enteric coated tablets

[0170] Tablets can be prepared by the method described in (b) above. The tablets can be enteric coated in a conven-
tional manner using a solution of 20% cellulose acetate phthalate and 3% diethyl phthalate in ethanol:dichloromethane
(1:1).

d) Suppositories

[0171] In the preparation of suppositories, for example, 100 parts by weight of active compound can be incorporated
in 1300 parts by weight of triglyceride suppository base and the mixture formed into suppositories each containing a
therapeutically effective amount of active ingredient.

[0172] In the compositions of the present invention the active compound may, if desired, be associated with other
compatible pharmacologically active ingredients. For example, the compounds of this invention can be administered in
combination with another therapeutic agent that is known to treat a disease or condition described herein. For example,
with one or more additional pharmaceutical agents that inhibit or prevent the production of VEGF or angiopoietins,
attenuate intracellular responses to VEGF or angiopoietins, block intracellular signal transduction, inhibit vascular hy-
perpermeability, reduce inflammation, or inhibit or prevent the formation of edema or neovascularization. The compounds
of the invention can be administered prior to, subsequent to or simultaneously with the additional pharmaceutical agent,
whichever course of administration is appropriate. The additional pharmaceutical agents include, but are not limited to,
anti-edemic steroids, NSAIDS, ras inhibitors, anti-TNF agents, anti-IL1 agents, antihistamines, PAF-antagonists, COX-
1 inhibitors, COX-2 inhibitors, NO synthase inhibitors, Akt/PTB inhibitors, IGF-1R inhibitors, PKC inhibitors, P13 kinase
inhibitors, calcineurin inhibitors and immunosuppressants. The compounds of the invention and the additional pharma-
ceutical agents act either additively or synergistically. Thus, the administration of such a combination of substances that
inhibit angiogenesis, vascular hyperpermeability and/or inhibit the formation of edema can provide greater relief from
the deletrious effects of a hyperproliferative disorder, angiogenesis, vascular hyperpermeability or edema than the
administration of either substance alone. In the treatment of malignant disorders combinations with antiproliferative or
cytotoxic chemotherapies or radiation are included in the scope of the present invention.

[0173] The present invention also comprises the use of a compound of Formula (I) as a medicament.

[0174] A further aspect of the present invention provides the use of a compound of Formula (I) or a salt thereof in the
manufacture of a medicament for treating vascular hyperpermeability, angiogenesis-dependent disorders, proliferative
diseases and/or disorders of the immune system in mammals, particularly human beings.

[0175] The present invention also provides a_compound of the invention for use in a method of treating vascular
hyperpermeability, inappropriate neovascularization, proliferative diseases and/or disorders of the immune system which
comprises the administration of a therapeutically effective amount of a compound of Formula (l) to a mammal, particularly
a human being, in need thereof.

ABBREVIATIONS

[0176]
aa Amino acids
AcOH Glacial acetic acid
ATP Adenosine triphosphate
Boc t-Butoxycarbonyl
t-BuOH tert-Butanol
BOP-CI Bis(2-oxo-3-oxazolidinyl)phosphinic chloride
BSA Bovine serum albumin
BuOH Butanol
Cbz Carboxybenzyl
CDI 1,1’-Carbonyldiimidazole
CT Computed tomography

CyPFt-Bu 1-Dicyclohexylphosphino-2-di-tert-butylphosphinoethylferrocene
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dba
DCC
DCE
DCM
dd
DIBAL-H
DIEA
DMA
DMAP
DME
DMEM
DMF
DMSO
DNP-HSA
DTT
dppf
EDCe<HCI
EDTA
equiv
Et,NH
EtOAc
Et,O
EtOH
FBS
FLAG

g

GST

h

HATU
HEPES
HOBt
HPLC
IBCF
id.

IFA

IPA
LC/MS
LDA
LHMDS
m

M
MeCN
MeOH
min
mmol
MOPS
MOPSO
MS

n-
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(continued)

Doublet

Dibenzylideneacetone
Dicyclohexylcarbodiimide
Dichloroethane

Dichloromethane (methylene chloride)
Doublet of doublets
Diisobutylaluminium hydride
N,N-Diisopropylethylamine
Dimethylacetamide
N,N-Dimethylaminopyridine
1,2-Dimethoxyethane

Dulbecco’s Modified Eagle Medium
N,N-Dimethylformamide

Dimethyl sulfoxide
Dinitrophenyl-human serum albumin
Dithiothreitol
1,1-Bis(diphenylphosphino)ferrocene

N-(3-Dimethylaminopropyl)-N’-ethylcarbodiimide hydrochloride

Ethylene diamine tetraacetic acid
Equivalent(s)

Diethylamine

Ethyl acetate

Diethyl ether

Ethanol

Fetal bovine serum
DYKDDDDK peptide sequence
Gram(s)

Glutathione S-transferase
Hour(s)

O-(7-Azabenzotriazol-1-yl)-N,N,N',N’-tetramethyluronium hexafluorophosphate
N-2-Hydroxyethylpiperazine-N-2-ethanesulfonic acid

Hydroxybenzotriazole

High-pressure liquid chromatography
Isobutylchloroformate

Intradermal

Incomplete Freunds Adjuvant
Isopropyl alcohol

Liquid chromatography/mass spectrometry
Lithium diisopropylamide

Lithium bis(trimethylsilylyamide
Multiplet

Molar

Acetonitrile

Methy! alcohol

Minute(s)

Millimole

3-(N-morpholino)-2-hydroxypropanesulfonic acid

3-(N-morpholino)-propanesulfonic acid
Mass spectrometry

Norman (nonbranched)

Normal
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(continued)

NaOt-Bu Sodium tert-butoxide

NH4OAc Ammonium acetate

NMM N-Methylmorpholine

NMP N-methylpyrrolidinone

NMR Nuclear magnetic resonance
oD Optical density

or Optical rotation

PBS Phosphate buffered saline

pH -log[H"]

pNAG Nitrophenyl-N-acetyl--D-glucosaminide
ppm Parts per million

PrOH Propanol

psi Pounds per square inch

rcf Relative centrifugal force
RP-HPLC Reverse-phase high-pressure liquid chromatography
Ry Retention time

rt Room temperature

s Singlet

SEM 2-(Trimethylsilyl)ethoxymethyl
SLM Standard liters per minute

t Triplet

t- Tertiary

TBAF Tetra-n-Butylammonium fluoride
TEA Triethylamine

tert- Tertiary

TFA Trifluoroacetate

TFAA Trifluoracetic anhydride

THF Tetrahydrofuran

TIPS Triisopropylsilyl

TLC Thin layer chromatography
T™MS Trimethylsilyl

USP United States Pharmacopoeia
uv Ultraviolet

wt% Weight percent

ASSAYS
In vitro Jak1 kinase activity measured by homogenous time-resolved fluorescence (HTRF)

[0177] Purified Jak1 enzyme (aa 845-1142; expressed in SF9 cells as a GST fusion and purified by glutathione affinity
chromatography) was mixed with 2 wM peptide substrate (biotin-TYR2, Sequence: Biotin-(Ahx)-AEEEYFFLFA-amide)
at varying concentrations of inhibitor in reaction buffer: 50 mM MOPSO pH 6.5, 10 mM MgCl,, 2 mM MnCl,, 2.5 mM
DTT, 0.01% BSA, 0.1 mM NagVO, and 0.001 mM ATP. After about 60 min incubation at room temperature, the reaction
was quenched by addition of EDTA (final concentration: 100 mM) and developed by addition of revelation reagents (final
approximate concentrations: 30 mM HEPES pH 7.0, 0.06% BSA, 0.006% Tween-20, 0.24 M KF, 80 ng/mL PT66K
(europium labeled anti-phosphotyrosine antibody cat #61T66KLB Cisbio, Bedford, MA) and 3.12 pg/mL SAXL (Phycolink
streptavidin-allophycocyanin acceptor, cat #PJ52S, Prozyme, San Leandro, CA). The developed reaction was incubated
in the dark either at about 4 °C for about 14 h or for about 60 min at room temperature, then read via a time-resolved
fluorescence detector (Rubystar, BMG) using a 337 nm laser for excitation and emission wavelengths of 620 nm and
665 nm. Within the linear range of the assay, the ratio of observed signal at 620 nm and 665 nm is directly related to
phosphorylated product and used to calculate the IC5 values.

[0178] Other kinase assays were performed using a similar protocol. Additional purified enzymes Tyk2 (aa 880-1185
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with an N-terminal histidine-tag and C-terminal FLAG tag; purified in-house by immobilized metal ion affinity chroma-
tography), RET (aa 711-1072 with an N-terminal histidine-tag; purified by immobilized metal ion affinity chromatography)
and KDR (aa 792-1354 with an N-terminal histidine-tag; purified in-house by immobilized metal ion affinity and ion-
exchange chromatography) were expressed in SF9 cells and Aurora 1/B (aa1-344 with a N-terminal histidine-tag and
purified by immobilized metal ion affinity chromatography) was expressed in E. coli. Other enzymes used are available
from commercial sources. Enzymes were mixed with biotinylated substrates at varying concentrations of inhibitor in
different reaction buffers (see Table 1). After about 60 min incubation at room temperature, the reaction was quenched
by addition of EDTA and developed by addition of revelation reagents (final approximate concentrations: 30 mM HEPES
pH 7.0, 0.06% BSA, 0.006% Tween-20, 0.24 M KF, varying amounts of donor europium labeled antibodies and acceptor
streptavidin labeled allophycocyanin (SAXL)). The developed reactions were incubated in the dark at about 4 °C for
about 14 h or for about 60 min at room temperature, then read in a time-resolved fluorescence detector (Rubystar, BMG
Labtech) as described above.
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Reaction Buffers:

[0179] MOPSO buffer contains: 50 mM MOPSO pH 6.5, 10 mM MgCl,, 2 mM MnCl,, 2.5 mM DTT, 0.01% BSA, and
0.1 mM NazgVO,

[0180] HEPES buffer contains: 50 mM HEPES pH 7.1, 2.5 mM DTT, 10 mM MgCl,, 2 mM MnCl,, 0.01% BSA, and
0.1 mM NagvO,

[0181] MOPS buffer contains: 20 mM MOPS pH 7.2, 10 mM MgCl,, 5 mM EGTA, 5 mM Beta-phosphoglycerol, 1 mM
NazVQy, 0.01% Triton-X-100 and 1 mM DTT

Substrates:
[0182]

Biotin-ATF2-peptide sequence: Biotin-(Ahx)-AGAGDQTPTPTRFLKRPR-amide
Biotin-TYR1-peptide sequence: Biotin-(Ahx)-GAEEEIYAAFFA-COOH

Biotin-TYR2-peptide sequence: Biotin-(Ahx)-AEEEYFFLFA-amide

Biotin-MBP-peptide sequence: Biotin-(Ahx)-VHFFKNIVTPRTPPPSQGKGAEGQR-amide
Biotin-polyGIluTyr peptide was purchased from Cisbio (cat #61GTOBLA, Bedford, MA)
KinEASE S2 and S3 peptides were purchased from Cisbio (cat #62STOPEB, Bedford, MA)

Detection Reagents:
[0183]

Anti-pATF2-Eu was custom-labeled by Cisbio (Bedford, MA)
Anti-pMBP-Eu was custom-labeled by Cisbio (Bedford, MA)

PT66K was purchased from Cisbio (cat #61T66KLB, Bedford, MA)
SAXL was purchased from Prozyme (cat #PJ25S, San Leandro, CA)

In vitro Syk kinase activity measured by homogenous time-resolved fluorescence (HTRF)

[0184] 1 nM purified full-length Syk enzyme (purchased from Millipore, Billerica, MA, Cat # 14-314) was mixed with
0.1 uM peptide substrate (biotin-TYR1, Sequence: Biotin-(Ahx)-GAEEEIYAAFFA-COOQOH) at varying concentrations of
inhibitor in reaction buffer: 50 mM MOPSO pH 6.5, 10 mM MgCl,, 2 mM MnCl,, 2.5 mM DTT, 0.01% BSA, 0.1 mM
NazVO, and 0.01 mM ATP. After about 60 min incubation at room temperature, the reaction was quenched by addition
of EDTA (final concentration: 100 mM) and developed by addition of revelation reagents (final approximate concentra-
tions: 30 mM HEPES pH 7.0, 0.06% BSA, 0.006% Tween-20, 0.24 M KF, 90 ng/mL PT66K (europium labeled anti-
phosphotyrosine antibody cat #61T66KLB Cisbio, Bedford, MA) and 0.6 nwg/mL SAXL (Phycolink streptavidin-allophy-
cocyanin acceptor, cat #PJ52S, Prozyme, San Leandro, CA). The developed reaction was incubated in the dark either
atabout 4 °C for about 14h or for about 60 min atroom temperature, then read via a time-resolved fluorescence detector
(Rubystar, BMG) using a 337 nm laser for excitation and emission wavelengths of 620 nm and 665 nm. Within the linear
range of the assay, the ratio of observed signal at 620 nm and 665 nm is directly related to phosphorylated product and
used to calculate the IC5( values.

Human T-Blasts IL-2 pSTATS5 Cellular Assay
Materials:

[0185] Phytohemaglutinin T-blasts were prepared from Leukopacks purchased from Biological Specialty Corporation,
Colmar, PA 18915, and cryopreserved in 5% DMSO/media prior to assay.

For this assay the cells were thawed in assay medium with the following composition: RPMI 1640 medium (Gibco
11875093) with 2 mM L-glutamine (Gibco 25030-081), 10 mM HEPES (Gibco 15630-080), 100 wg/mL Pen/Strep (Gibco
15140-122), and 10% heatinactivated FBS (Gibco 10438026). Other materials used in the assay: DMSO (Sigma D2650),
96-well dilution plates (polypropylene) (Coming 3365), 96-well assay plates (white, ¥ area, 96 well) (Coming 3642), D-
PBS (Gibco 14040133), IL-2 (R&D 202-IL-10 (10pn.g)), Alphascreen pSTATS kit (Perkin Elmer TGRS5S10K) and Al-
phascreen protein A kit (Perkin Elmer 6760617M)
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Methods:

[0186] T-Blasts were thawed and cultured for about 24 h without IL-2 prior to assay. Test compounds or controls are
dissolved and serially diluted in 100% DMSO. DMSO stocks are subsequently diluted 1:50 in cell culture media to create
the 4x compound stocks (containing 2% DMSO). Using a Coming white 96 well, V2 area plate, cells are plated at 2x105/10
wliwellin 10 wL media followed by addition of 5 wL of 4x test compound in duplicate. Cells are incubated with compound
for about 0.5 h at about 37 °C. Next, 5 uL of IL-2 stock is added at 20 ng/mL final concentration. IL-2 is stored as a 4
wg/mL stock solution, as specified by the manufacturer, at about -20 °C in aliquots and diluted 1:50 with assay media
(to 80 ng/mL) just prior to use. The contents of the wells are mixed by carefully tapping sides of plate(s) several times
followed by incubation at about 37 °C for about 15 min. The assay is terminated by adding 5 pL of 5x AlphaScreen lysis
buffer and shaking on an orbital shaker for about 10 min at room temperature. Alphascreen acceptor bead mix is
reconstituted following Perkin EImer’s protocol. 30 pL/well of reconstituted Alphascreen acceptor bead mix was added,
covered with foil then shaken on orbital shaker for about 2 min on high then about 2 h on low. Donor bead mix is
reconstituted following Perkin Elmer’s AlphaScreen protocol; 12 pL/well are added, covered with foil then shaken for
about 2 min on high, and about 2 h on low. Plates are read on an EnVision reader following Perkin EImer’s AlphaScreen
protocol instructions.

TF-1 IL-6 pSTAT3 Cellular Assay
Materials:

[0187] TF-1 cells (ATCC #CRL-2003). Culture medium: DMEM medium (Gibco 11960-044) with 2 mM L-glutamine
(Gibco 25030-081), 10 mM HEPES ( Gibco 15630-080), 100 pg/mL Pen/Strep (Gibco 15140-122), 1.5g/L sodium bi-
carbonate (Gibco 25080-094), 1 mM sodium pyruvate (Gibco 11360-070), 10% heat inactivated FBS (Gibco 10437-028),
and 2 ng/mL GM-CSF (R&D 215-GM-010). Other materials used in this assay: DMSO (Sigma D2650), 96-well dilution
plates (polypropylene) (Coming 3365), 96-well assay plates (white, %2 area, 96 well) (Coming 3642), D-PBS (Gibco
14040133 ), IL-6 (R&D 206-IL/CF-050 (50 p.g)), Alphascreen pSTAT3 kit (Perkin EImer TGRS3S10K) and Alphascreen
protein A kit (Perkin EImer 6760617M).

Methods:

[0188] Prior to the assay, cells are cultured for about 18 h in the culture medium without GM-CSF. Test compounds
or controls are dissolved and serially diluted in 100% DMSO. DMSO stocks are subsequently diluted 1:50 in cell culture
media to create the 4x compound stocks (containing 2% DMSO). Using a Coming white 96 well, ¥2 area plate, cells are
plated at 2x107/10 pL/well in 10 wL media followed by addition of 5 pL of the 4x test compound stock in duplicate. Cells
are incubated with compound for about 0.5 h at about 37 °C followed by addition of 5 p.L of 400 ng/mL IL-6. IL-6 is stored
in 10 ng/mL aliquots using endotoxin free D-PBS (0.1% BSA) at about -20 °C. Prior to assay IL-6 is diluted to 400 ng/mL
in culture media and applied (5 pL/well) to all wells, except to negative control wells where 5 pL/well of media is added.
The contents of the wells are mixed carefully by tapping the side of the plate several times. Plates are incubated at about
37 °C for about 30 min. Cells are lysed by adding 5u.L of 5X AlphaScreen cell lysis buffer to all wells, shaken for about
10 min at room temperature then assayed. Alternatively, assay plates may be frozen at about -80 °C and thawed later
at room temperature. Using the pSTAT3 SureFire Assay kit (Perkin ElImer #TGRS3S10K) acceptor bead mix is recon-
stituted following Perkin EImer’s AlphaScreen protocol instructions. 30 pL are added per well then the plate is covered
with foil and shaken on an orbital shaker for about 2 min on high, then about 2 h on low at room temperature. Donor
bead mix is reconstituted following Perkin Elmer’s AlphaScreen protocol instructions. 12 pL are added per well, then
covered with foil and shaken on orbital shaker for about 2 min on high, then about 2 h on low at about 37 °C. Plates are
read on an EnVision reader following Perkin Elmer’s AlphaScreen protocol instructions at room temperature.

UT7/EPO pSTATS Cellular Assay
Materials:

[0189] UT7/EPO cells are passaged with erythropoietin (EPO), split twice per week and fresh culture medium is thawed
and added attime of split. Culture Medium: DMEM medium ( Gibco 11960-044)with 2 mM L-glutamine (Gibco 25030-081),
10 mM HEPES (Gibco 15630-080), 100 U/mL Pen/Strep (Gibco 15140-122), 10% heat inactivated FBS (Gibco
10437-028), EPO (5 pL/mL = 7.1pL of a 7 pg/mL stock per mL of medium). Assay media: DMEM, 2 mM L-glutamine,
5% FBS, 10 MM HEPES. Other materials used in the assay: DMSO (Sigma D2650), 96-well dilution plates (polypropylene)
(Coming 3365), 96-well assay plates (white, 2 area, 96 well) (Coming 3642), D-PBS (Gibco 14040133), IL-2 (R&D 202-

53



10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

IL-10 (10 p.g)), Alphascreen pSTAT5 kit (Perkin ElImer TGRS5S10K) and Alphascreen protein A kit (Perkin Elmer
6760617M)

Methods:

[0190] Culture cells for about 16 h without EPO prior to running assay. Test compounds or controls are dissolved and
serially diluted in 100% DMSO. DMSO stocks are subsequently diluted 1:50 in cell culture media to create the 4x
compound stocks (containing 2% DMSOQ). Using a Coming white 96 well, ¥ area plate, cells are plated at 2x105/10
pL/well in 10 wL media followed by addition of 5 pL of 4x test compound stock in duplicate. Cells are incubated with
compound for about 0.5 h at about 37 °C. After incubation, 5 pL of EPO is added to afford a final concentration of 1 nM
EPO. The contents of the wells are mixed by carefully tapping sides of the plate several times followed by incubation at
about 37 °C for about 20 min. 5 pL of 5x AlphaScreen lysis buffer are added followed by shaking on an orbital shaker
for about 10 min at room temperature. 30 pL/well of acceptor beads are added after reconstitution following Perkin
Elmer’s AlphaScreen protocol, covered with foil and shaken on orbital shaker for about 2 min on high, then about 2 h
on low. Donor beads are reconstituted following Perkin Elmer’s AlphaScreen protocol instructions followed by addition
of 12 pL/well, covered with foil and shaken on an orbital shaker for about 2 min on high, about 2 h on low. Plates are
read on an EnVision reader following Perkin Elmer’s AlphaScreen protocol instructions.

Antigen-Induced Degranulation of RBL-2H3 Cells:

[0191] RBL-2H3 cells are maintained in T75 flasks at about 37 °C and 5% CO,, and passaged every 3-4 days. To
harvest cells, 20 mL of PBS is used to rinse the flask once, and then 3 mL of Trypsin-EDTA is added and incubated at
about 37 °C for about 2 min. Cells are transferred to a tube with 20 mL medium, spun down at 1000 RPM at room
temperature for about 5 min and resuspended at 1 x 108 cells/mL. Cells are sensitized by adding DNP-specific mouse
IgE to a final concentration of 0.1 wg/mL. 50 pL of cells are added to each well of a 96 well flat bottom plate (50 x 103
cells/well) and incubated overnight at about 37 °C in 5% CO,. The next day, compounds are prepared in 100% DMSO
at 10 mM. Each compound is then serially diluted 1:4 six times in 100% DMSO. Each compound dilution is then diluted
1:20 and then 1:25, both dilutions in Tyrode’s buffer. Media is aspirated from the cell plates and the cells are rinsed twice
with 100 pL of Tyrode’s buffer (prewarmed to about 37 °C). 50 pL of compounds diluted in Tyrode’s buffer are added
to each well and the plates are incubated for about 15 min at about 37 °C in 5% CO,. 50 pL of 0.2 ng/mL DNP-HSA in
Tyrode’s buffer is then added to each well and the plates are incubated for about 30 min at about 37 °C in 5% CO,. The
final concentration of the various components in the incubation mix are 0.002 - 10 .M compounds, 0.1 % DMSO, and
0.1 pg/mL DNP-HSA. As one control, 0.2% DMSO (no compound) in Tyrode’s buffer is added to a set of wells to
determine maximum stimulated release. As a second control, Tyrode’s buffer without DNP-HSA is added to a set of
wells with containing 0.2% DMSO without compounds to determine unstimulated release. Each condition (compounds
and controls) is set up in triplicate wells. At the end of the 30 min incubation, 50 L of supernate is transferred to a new
96 well plate. The remaining supernate in the cell plates is aspirated and replaced with 50 pL of 0.1% Triton X-100 in
Tyrode’s buffer to lyse the cells. 50 wL of freshly prepared 1.8 mM 4-Nitrophenyl N-acetyl-3-D-glucosaminide (pNAG)
is then added to each well of supernate and cell lysate and the plates are incubated for about 60 min at about 37 °C in
5% CO,. 100 pL of 7.5 mg/mL sodium bicarbonate is added to each well to stop the reaction. The plates are then read
at 405 nm on a Molecular Devices SpectraMax 250 plate reader.

Calculation of results
[0192]

1) The plate background OD 5 obtained from wells containing Tyrode’s buffer and pNAG (no supernate or lysate)
is subtracted from the OD 4,5 reading for each well containing supernate or lysate.

2) The release for each well is expressed as the percentage of the total release for that well, where the total release
is twice the release in the supernate plus the release in the cell lysate. This calculation corrects for variable cell
number in each well.

3) The maximum response is the mean response of wells containing DNP-HSA but no compound.

4) The minimum response is the mean response of wells containing no DNP-HSA and no compound.

5) The response in each compound well is calculated as a percentage of the maximum response (expressed as %
control) where the maximum response is 100% and the minimum response is 0%.

6) A dose response curve is generated for each compound and the IC5, of the curve is calculated using Prism
GraphPad software and nonlinear least squares regression analysis.
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[0193] Acute in vivo measurement of JAK inhibition by compounds is measured using the:
Concanavalin A (Con A)-induced cytokine production in Lewis Rats

[0194] The test compound is formulated in an inert vehicle (for example but not limited to 0.5% hydroxypropylmethyl
cellulose (Sigma, cat # H3785)/0.02% Tween 80 (Sigma, cat # 4780) in water) at the desired concentration to achieve
doses in the range of 0.01- 100 mg/kg. Six-week-old male Lewis rats (125g-150g) (Charles River Laboratories) are
dosed with the compound orally, at time zero (0 min). After about 30 min the rats are injected intravenously (i.v.) with
10 mg/kg Concanavalin A (Con A, AmershamBioscience, cat #17-0450-01) dissolved in PBS (Invitrogen, cat # 14190).
About 4 h later, the rats are cardiac bled and their plasma is analyzed for levels of IL-2 (ELISA kit: R&D Systems cat
#R2000) and IFN-y (ELISA kit: R&D Systems cat #RIF00).

[0195] Acute in vivo measurement of Fcy receptor signaling inhibition of the compounds is measured using the:

Reverse Passive Arthus Model

[0196] On day 0 OVA was made up at a concentration of 17.5mg/mL, in PBS by rocking gently until a solution was
formed. 2% Evans Blue solution (Sigma Aldrich, cat# E2129) was then added to double the volume for a final concentration
of 8.75 mg/mL of OVA and 1% Evans Blue dye. Anti-OVA antibody (Abazyme), stock concentration 10 mg/mL, was
thawed and a 400 ng/100 pL solution was made with PBS. Compounds were made up by adding the vehicle, 0.5%
HPMC with 0.02% Tween80, and vortexing for about 15 seconds followed by homogenizing for a minimum of about 2
min at 28,000 rpm until there was a fine particulate suspension with no clumps of compound. Rats were weighed and
dosed with compound at a pre-determined t-max based on phannacokinetic studies. Animals were then placed under
general anesthesia with a 5% isoflourane and oxygen mixture and shaved. Using a 1/2 mL insulin syringe two sites were
injected i.d., 1 site with 100pL of 400.g/100uL of anti-OVA antibody, and 1 site with 100u.L of sterile PBS. Each site
was then circled with permanent marker for explant later. Right after i.d. injections animals were injected with 200u.L of
the OVA (10mg/kg)/ Evans Blue mixture i.v., using a 1/2 mL insulin syringe. About four hours post injection animals were
euthanized, bled via cardiac puncture and blood was collected using a plasma separating tube. Blood samples were
stored on ice until centrifugation (within about 2 h of collection). Each injection site was removed with a disposable biopsy
punch (Acuderm Acu-Punch Disposable 12mm), cut into four pieces and placed in a pre-labeled 2 mL eppendorf tube.
One mL of DMF was added to each biopsy tube and placed in a heat block for about 24 h at about 50 °C. About 24 h
after incubation 100 pL of each sample was added to a 96 well flat bottom plate. The samples were read at 620 nm on
a plate reader using the Softmax software. Background was removed by subtracting the OD from the PBS injected site
from the OD of the anti-OVA injected site for each individual animal.

[0197] Plasma samples were spun down in a microcentrifuge for about 5 min at 16.1 rcf. 200 pL of plasma was placed
in a 1.7 mL eppendorf tube for drug level measurement and tubes were stored at -80 °C until evaluation.

[0198] Chronic in vivo effects of the compounds on anc arthritis disease model is measured using the:

Adjuvant Induced Arthritis (AlA) in a Lewis Rat

[0199] Female Lewis rats, (6 weeks of age, 125g-150g in weight from Charles River Laboratories) are immunized
intradermally (i.d.) in the right hind-footpad with 100 pL of a suspension of mineral oil (Sigma, cat#M5905) and containing
200p.g M. tuberculosis, H37RA (Difco, cat # 231141). The inflammation appears in the contra-lateral (left) hind paw
seven days after the initial immunization. Seven days post immunization, the compound is formulated in an inert vehicle
(for example but not limited to 0.5% hydroxypropylmethyl cellulose (Sigma, cat # H3785)/0.02% Tween 80 (Sigma, cat
# 4780) in water) and dosed orally once or twice a day for at least 10 days. Baseline paw volume is taken on day 0 using
a water displacement pleythsmograph (Vgo Basile North America Inc. PA 19473, Model # 7140). Rats are lightly anes-
thetized with an inhalant anesthetic (isoflurane) and the contra-lateral (left) hind paw is dipped into the plethysmograph
and the paw volume is recorded. The rats are scored every other day up to day 17 after immunization. On day 17 after
immunization, all rats are exsanguinated by cardiac puncture under isoflurane anesthesia, and the left hind paw is
collected to assess the impact on bone erosion using micro-CT scans (SCANCO Medical, Southeastern, PA, Model #
WwCT 40) at a voxel size of 18 um, a threshold of 400, sigma-gauss 0.8, support-gauss 1.0. Bone volume and density is
determined for a 360um (200 slice) vertical section encompassing the tarsal section of the paw. The 360um section is
analyzed from the base of the metatarsals to the top of the tibia, with the lower reference point fixed at the tibiotalar
junction. Drug exposure is determined in the plasma using LC/MS. or the:

Collagen Induced Arthritis (CIA) in a Lewis Rat

[0200] Onday -1 Collagen Type Il (Cll), soluble from bovine nasal septum (Elastin Products, cat# CN276) was weighed
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out for a dose of 600 pg/rat, 0.01M acetic acid (150 nL HOAc USP grade. J.T.Baker, order# 9522-03, and 250 mL Milli
Q Water) was added for a concentration of 4 mg/mL. The vial was covered with aluminum foil and placed on a rocker
at about 4 °C overnight. On day 0 collagen stock solution was diluted 1:1 with Incomplete Freunds adjuvant (IFA) (Difco
labs, cat#263910) using a glass Hamilton luer lock syringe (SGE Syringe Perfection VWR cat# 007230), final concen-
tration 2 mg/mL. Female Lewis rats (Charles River Laboratories) acclimated for 7 days at the time of immunization
weighing approximately 150 g were anesthetized in an anesthesia chamber using isoflurane (5%) and oxygen. Once
the rats were completely anesthetized, they were transferred to a nose cone to maintain anesthesia during the injections.
Rats were shaved at the base of the tail, 300 pL of collagen was injected i.d. on the rump of the rat, n=9 per group. 100
L at three sites with a 500 pL leur lock syringe and a 27 g needle. IFA control rats are injected in the same manner
(n=6). The IFA is a 1:1 emulsion with the 0.01M acetic acid. Boost was done on day 6 of the study. Shaving was not
done on this day and injections were done in the same manner as the immunization. The inflammation appears in both
hind paws 10 days after the initial immunization. 10 days post immunization, the compound was formulated in an inert
vehicle (for example but not limited to 0.5% hydroxypropylmethyl cellulose (Sigma, cat # H3785)/0.02% Tween 80
(Sigma, cat # 4780) in water) and dosed orally once or twice a day for at least 9 days. Baseline paw volume was taken
on day 7 using a water displacement pleythsmograph (Vgo Basile North America Inc. PA 19473, Model # 7140). Rats
were lightly anesthetized with an inhalant anesthetic (isoflurane) and both hind paws were dipped into the plethysmograph
and the paw volume was recorded. The rats were scored 2 to 3 times a week up to day 18 after immunization. On day
18 after immunization, all rats were exsanguinated by cardiac puncture under isoflurane anesthesia, and the hind paws
were collected to assess the impact on bone erosion using micro-CT scans (SCANCO Medical, Southeastern, PA, Model
# wCT 40) at a voxel size of 18 um, a threshold of 400, sigma-gauss 0.8, support-gauss 1.0. Bone volume and density
was determined for a 360 wm (200 slice) vertical section encompassing the tarsal section of the paw. The 360 um section
was analyzed from the base of the metatarsals to the top of the tibia, with the lower reference point fixed at the tibiotalar
junction. Drug exposure was determined from plasma using LC/MS.

[0201] Thefollowing general synthetic schemes and examples only relate to the invention insofar as they are consistent
with the scope of the invention as defined in the appended claims. Embodiments not falling within the claimed invention
are disclosed for comparison purposes.

GENERAL SYNTHETIC SCHEMES

[0202] Compounds of the disclosure may be prepared using the synthetic transformations illustrated in Schemes |-
XlI. Starting materials are commercially available, may be prepared by the procedures described herein, by literature
procedures, or by procedures that would be well known to one skilled in the art of organic chemistry. Methods for
preparing pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine compounds of the invention are illustrated in Scheme I. In Scheme
1, step a, commercially available 2-bromo-5H-pyrrolo[2,3-b]pyrazine (also called 5-bromo-4,7-diazaindole from Ark
Pharm, Inc) is protected as a sulfonamide using conditions such as those described in Preparation #1 or by methods
known to one skilled inthe art (forexample, Larock, R.C. "Comprehensive Organic Transformations: A Guide to Functional
Group Preparations, 2nd edition", 1999, Wiley-VCH or Greene, T.W. and Wuts, P.G.M. "Protective Groups in Organic
Synthesis, 3rd Edition", 1999, Wiley-Interscience). Alternatively, protected pyrrolo[2,3-b]pyrazine 2 can be prepared
from commercially available 3,5-dibromopyrazin-2-amine via a Sonogashira cross coupling (Scheme 1, step g) to give
alkyne 9 which can be cyclized (Scheme 1, step h) to provide pyrrolopyrazines 2 using methods known to one skilled
in the art (for example Preparation #7, Method B). In Scheme |, step b, a substituted hydrazine is introduced by reaction
with pyrrolopyrazines 2 under Buchwald-Hartwig amination conditions (for example, Preparation # 2 or Advanced Syn-
thesis & Catalysis 2004, 346, 1599-1626) to give pyrrolopyrazines 3. If R" is such that pyrrolopyrazines 3 contain a
hydrazide (R"=-C(O)R") or hydrazone, the material may be directly cyclized to pyrrolotriazolopyrazines 6 using conditions
such as those described in General Procedure C, the initial step of Example #1, General Procedure G or by methods
known to one skilled in the art (for example, Bioorganic & Medicinal Chemistry Letters 2007, 17(12), 3373-3377 or
Journal of Medicinal Chemistry 1990, 33(9), 2326-34). In some cases, pyrrolotriazolopyrazines 6 may be reacted in situ
to give pyrrolotriazolopyrazines 7 (for example, Example #1 or General Procedures B and E). Additional reactions may
also occur without isolation of initial pyrrolotriazolopyrazines 6 or 7 as seen in General Procedures D and F. If R" is a
protecting group, deprotection of compounds 3 to yield hydrazinylpyrrolopyrazines 4 can be performed using conditions
such as those described in General Procedure |, General Procedure J, or Greene, T.W. and Wuts, P.G.M. "Protective
Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-Interscience. For example, a protecting group such as a f-bu-
toxycarbonyl group can be removed with acid using conditions such as those described in Preparation #3, General
Procedure | or by methods known to one skilled in the art (for example, the books from Larock, R.C. or Greene, T.W.
and Wuts, P.G.M. referenced above). Alternatively, reaction of pyrrolopyrazines 2 with hydrazine under Buchwald-
Hartwig amination conditions as described above may give hydrazinylpyrrolopyrazines 4 directly. The formation of
hydrazides 5 from hydrazinylpyrrolopyrazines 4 (Scheme |, step d) may be accomplished by a variety of methods known
to one skilled in the art including in situ conditions such as those described in Example #1, General Procedure A, or
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standard peptide coupling methods such as those found in Larock, R.C. referenced above. The hydrazides 5 may be
cyclized to pyrrolotriazolopyrazines 6 using conditions such as those described in Example #1, General Procedure C,
or by methods known to one skilled in the art (for example, Bioorganic & Medicinal Chemistry Letters 2007, 17(12),
3373-3377 or Journal of Medicinal Chemistry 1990, 33(9), 2326-34). Further functionalization of pyrrolotriazolopyrazines
6 can be performed, if desired, using reactions known to one skilled in the art (for example, Larock, R.C. referenced
above). For example, formation of amides, ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared
from pyrrolotriazolopyrazines 6 containing a primary or secondary amine (for example, Examples #3 and #4 or General
Procedures L, M, N or O). Also, deprotection of pyrrolotriazolopyrazines 6 can be performed using conditions such as
those described in Greene, T.W. and Wuts, P.G.M. referenced above or in General Procedures | or J. For example, a
protecting group such as a benzyloxycarbonyl group can be removed from a protected amine to yield the unprotected
amine (for example, Example #2) and the deprotected compounds 6 may then be reacted further as described above.
Removal of the sulfonamide protecting group of pyrrolotriazolopyrazines 6 may be accomplished using conditions such
as those described in Example #1, General Procedure H, or by methods known to one skilled in the art (for example,
the books from Larock, R.C. or Greene, T.W. and Wuts, P.G.M. referenced above) to give pyrrolotriazolopyrazines 7
(Scheme |, step f). Further functionalization of the R™ group in pyrrolotriazolopyrazines 7 can be performed, if desired,
using reactions known to one skilled in the art (for example, Larock, R.C. referenced above). For example, formation of
amides, ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared from pyrrolotriazolopyrazines 7 with
an R™ containing a primary or secondary amine (for example, Examples #3 and #4 or General Procedures L, M, N or
0). Also, deprotection of the R™ group in pyrrolotriazolopyrazines 7 to yield an unprotected compound can be performed
using conditions such as those described in Greene, T.W. and Wuts, P.G.M. referenced above or in General Procedures
| or J. For example, a protecting group such as a benzyloxycarbonyl group can be removed from a protected amine to
yield the unprotected amine (for example, Example #2 or General Procedure J) and the deprotected compounds 7 may
then be reacted further as described above.
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[0203] The formation of hydrazones 10 from hydrazinylpyrrolopyrazines 4 (Scheme I, step a) may be accomplished
by a variety of methods known to one skilled in the art including in situ conditions such as those described in General
Procedure G. The hydrazones 10 may be cyclized to pyrrolotriazolopyrazines 6 using conditions such as those described
in General Procedure G or by methods known to one skilled in the art. Further functionalization of pyrrolotriazolopyrazines
6 can be performed, if desired, using reactions known to one skilled in the art (for example, Larock, R.C. referenced
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above). Further functionalization of pyrrolotriazolopyrazines 6 including sulfonamide hydrolysis to give pyrrolotriazol-
opyrazines 7 (Scheme |, step f) are described above.

Scheme II:
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[0204] Methods for preparing imidazo[1,2-a]pyrrolo[2,3-e]pyrazines compounds of the disclosure are illustrated in
Schemellll. In step a, a carbamate is introduced by reacting pyrrolopyrazines 2 with terf-butyl carbamate under Buchwald-
Hartwig amination conditions (for example, Example #8, Step A; Preparation #2, or Advanced Synthesis & Catalysis
2004, 346, 1599-1626) to give pyrrolopyrazin-2-ylcarbamates 11. Deprotection of compounds 11 to yield 2-aminopyr-
rolopyrazine sulfonamides 12 can be performed using conditions such as those described in Example #8, Step B; General
Procedure |, or Greene, T.W. and Wuts, P.G.M. "Protective Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-
Interscience. The formation of imidazopyrrolopyrazines 13 substituted in the 7-position can be achieved by reacting 2-
aminopyrrolopyrazine sulfonamides 12 with appropriately substitituted 2-halomethyl ketones by methods known to one
skilled in the art (for example, Journal of Medicinal Chemistry, 1987, 30(11), 2031-2046 or Example #8, Step C). Further
functionalization of imidazopyrrolopyrazines 13 can be performed, if desired, using reactions known to one skilled in the
art (for example, Larock, R.C. referenced above). For example, formation of amides, ureas, sulfonamides, aryl amines
or heteroaryl amines can be prepared from imidazopyrrolopyrazines 13 containing a primary or secondary amine (for
example, Examples #3 and #4 or General Procedures L, M, N or O). Also, deprotection of imidazopyrrolopyrazines 13
can be performed using conditions such as those described in Greene, T.W. and Wuts, P.G.M. referenced above or in
General Procedures | or J and the deprotected compounds 13 may then be reacted further as described above. Removal
of the sulfonamide protecting group of imidazopyrrolopyrazines 13 may be accomplished using conditions such as those
described in Example #8, Step D; General Procedure H, or by methods known to one skilled in the art (for example, the
books from Larock, R.C. or Greene, T.W. and Wuts, P.G.M. referenced above) to give imidazopyrrolopyrazines 14.
Alternatively, alkylation of pyrrolopyrazin-2-ylcarbamates 11 with appropriately substituted 2-halomethyl ketones by
methods known to one skilled in the art (for example, Example #9, Step A; Tetrahedron Letters, 2006, 47(34),6113-6115;
or Journal of Medicinal Chemistry, 2005, 48(14), 4535-4546) yields pyrrolopyrazines 15. Cyclization of pyrrolopyrazines
15 into imidazopyrrolopyrazines 16 can be accomplished by methods known to one skilled in the art (for example,
Example #9, Step B; European journal of Medicinal Chemistry, 2001, 36(3), 255-264; or Bioorganic and Medicinal
Chemistry Letters, 2007, 17(5), 1233-1237). Further functionalization of the R"™ group in imidazopyrrolopyrazines 16
can be performed, if desired, using reactions known to one skilled in the art (for example, Larock, R.C. referenced above).
For example, formation of amides, ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared from imida-
zopyrrolopyrazines 16 with an R™ group containing a primary or secondary amine (for example, Examples #3 and #4
or General Procedures L, M, N or O). Also, deprotection of the R" group in imidazopyrrolopyrazines 16 to yield an
unprotected compound 17 can be performed using conditions such as those described in Greene, T.W. and Wuts,
P.G.M. referenced above or in General Procedures | or J and the deprotected compounds 17 may then be reacted
further as described above. Removal of the sulfonamide protecting group of imidazopyrrolopyrazines 16 may be accom-
plished using conditions such as those described in Example #9, Step C; General Procedure H, or by methods known
to one skilled in the art (for example, the books from Larock, R.C. or Greene, T.W. and Wuts, P.G.M. referenced above)
to give imidazopyrrolopyrazines 17.
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Scheme III
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[0205] Methods for preparing imidazo[1,5-a]pyrrolo[2,3-e]pyrazines compounds of the disclosure are illustrated in
Scheme IV. In step a, a vinyl group is introduced by reacting pyrrolopyrazines 2 with a boronic acid under Suzuki cross
coupling conditions (for example, Example #10, Step A). Oxidative cleavage of the alkenes, 18, provides aldehydes 19.
(for example, Example #10, Step B). Conversion to the corresponding primary amines can be accomplished by first
condensation with hydroxyl amine followed by reduction with zinc, providing amines 21 (for example, Example #10, Step
C). Alternatively amines 21 can be prepared by reduction of aldehydes 19 to the corresponding alcohols (for example,
Example #13, Step D), conversion of the alcohol to the chloride and displacement with azide to provide the azides 20
(for example, Example #13, Step E). Reduction of the azides provide amines 21 (for example, Example #13, Step F).
Alternatively amines 21 can be prepared by conversion of bromides 2 to the corresponding nitriles 25 (for example,
Preparation #28), followed by reduction to amines 21 (for example, Preparation #28). Coupling of amines 21 with acids
provides amides 22 (for example, Example #10, Step C). Cyclization of amides 22 can be accomplished by conversion
to the thioamide followed by treatment with an activating agent (such as a mercury salt, a silver salt or a copper salt)
providing the imidazo[1,5-a]pyrrolo[2,3-e]pyrazines 23 (for example, Example #10, Step D). Deprotection of compounds
23 to yield imidazo[1,5-a]pyrrolo[2,3-e]pyrazines 24 can be performed using conditions such as those described in
Greene, T.W. and Wuts, P.G.M. "Protective Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-Interscience, General
Procedure H, or Example #10, Step E. Further functionalization of the R" group in imidazo[1,5-a]pyrrolo[2,3-e]pyrazines
23 or imidazo[1,5-alpyrrolo[2,3-e]pyrazines 24 can be performed, if desired, using reactions known to one skilled in the
art (for example, Larock, R.C. referenced above). For example, formation of amides, ureas, sulfonamides, aryl amines,
or heteroaryl amines can be prepared from compounds 23 or 24 with an R"™ group containing a primary or secondary
amine (for example, General Procedures L, M, N or O). Also, deprotection of the R" group in compounds 23 or 24 to
yield an unprotected compound can be performed using conditions such as those described in Greene, T.W. and Wuts,
P.G.M. referenced above or in General Procedures | or J and the deprotected compounds may then be reacted further
as described above.
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Scheme IV
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[0206] Methods for preparing 3H-dipyrrolo[1,2-a:2’,3’-e]pyrazines compounds of the disclosure are illustrated in
Scheme V. In step a, aldehyde 19 is reacted under Horner-Emmons conditions to provide o,p-unsaturated ketones 26
(for example, Example #11, Step A). Reduction of the double bond provides the saturated ketones 27 (for example,
Example #11, Step B). Cyclization to the tricycles 28 can be accomplished by treatment of 27 with an activating agent
by methods known to one skilled in the art (for example, Example #11, Step C). Deprotection of compounds 28 to yield
3H-dipyrrolo[1,2-a:2’,3’-e]pyrazines 29 can be performed using conditions such as those described in Greene, T.W. and
Wuts, P.G.M. "Protective Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-Interscience; General Procedure H,
or Example #11, Step D. Further functionalization of the R™ group in 3H-dipyrrolo[1,2-a:2’,3’-e]pyrazines 28 or 29 can
be performed, if desired, using reactions known to one skilled in the art (for example, Larock, R.C. referenced above).
For example, formation of amides, ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared from com-
pounds 28 or 29 with an R™ group containing a primary or secondary amine (for example, General Procedures L, M, N
or 0). Also, deprotection of the R’ group in compounds 28 or 29 to yield an unprotected compound can be performed
using conditions such as those described in Greene, T.W. and Wuts, P.G.M. referenced above or in General Procedures
| or J and the deprotected compounds may then be reacted further as described above.
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[0207] Methods for preparing substituted cyclopentyl carboxylic acids 38 for use in the preparation of compounds of
the disclosure areillustrated in Scheme VI. In step a, B-ketoesters 31 may be condensed with methyl 4-chloroacetoacetate
30 to give cyclic B-ketoester enolate salts 32 (for example, General Procedure BB). Decarboxylation of compounds 32
to give o,B-unsaturated ketones 33 is accomplished by standard methods known to one skilled in the art (for example,
General Procedure CC). As shown in step ¢, hydrogenation of o, 3-unsaturated ketones 33 provides the saturated ketones
34 (for example, General Procedure DD). Reductive amination of ketones 34 with dibenzylamine yields compounds 35
using conditions such as those described in General Procedure EE. The debenzylation of compounds 35 may be
accomplished via hydrogenation as described in General Procedure FF to give amines 36. Alternate conditions may be
used to access amines 36 from ketones 34, for example, as described in Larock, R.C. "Comprehensive Organic Trans-
formations: A Guide to Functional Group Preparations, 2nd edition”, 1999, Wiley-VCH. Amines 36 may undergo further
functionalization using reactions known to one skilled in the art (for example, Larock, R.C. referenced above). For
example, formation of amides, ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared from amines 36
(for example, General Procedures L, M, N or O) to give compounds 37. The ester of compounds 37 may be hydrolyzed
under aqueous base or acid conditions to give the desired carboxylic acids 38 (for example, General Procedure GG or
Larock, R.C. referenced above). If desired, chiral separation of compounds 33, 34, 35, 36, 37, or 38 may be done using
methods known to one skilled in the art such as chiral preparative HPLC (for example, General Procedure II).

Scheme VI
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[0208] Methods for preparing 4-substituted piperidine-3-carboxylic acid compounds of the disclosure are illustrated in
Scheme VII. In step a, 4-substituted or unsubstituted nicotinic acids 39 may be fully saturated using methods that are
known to one skilled in the art (for example, Example #13, Step G). The resulting piperidine carboxylic acid 40 may be
protected with a suitable amine protecting group such as those described in Greene, T.W. and Wuts, P.G.M. "Protective
Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-Interscience; Larock, R.C. "Comprehensive Organic Transfor-
mations: A Guide to Functional Group Preparations, 2nd edition", 1999, Wiley-VCH; or Example #13, Step G to give
piperidine carboxylic acids 41.
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[0209] Methods for preparing dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine compounds of the disclosure are illustrated
in Scheme VIII. In step a, reaction of aldehyde 42 with a Grignard reagent provides alcohols 43 using methods known
to one skilled in the art (for example, Example # 23, Step A). Preparation of ketones 44 (step b) can be accomplished
by treatment of alcohols 43 with an oxidizing agent by methods known to one skilled in the art (for example, Example
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#23, Step B). Alternatively, ketones 44 can be prepared by reaction of heteroaryl iodide 45 with an aldehyde (step c) to
provide alcohols 43 (for example, Example #24, Step A) followed by oxidation as described previously. Preparation of
ketones 44 can be accomplished directly by reaction of heteroaryliodide 45 with an appropriately substituted acid chloride
by methods known to one skilled in the art (such as Heterocycles, 2003, 59(1), 369-385). Ketones 44 can then be
converted to hydrazones 46 through reaction with hydrazine using conditions such as those described in Example #24,
Step C. Cyclization of hydrazones 46 to provide dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridines 47 can be accomplished
via an intramolecular Buchwald-Hartwig cyclization (for example, Example #24, Step B, or Organic Letters, 2008, 10(18),
4109-4112). Further functionalization of the R™ group in dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridines 47 can be per-
formed, if desired, using reactions known to one skilled in the art (for example, Larock, R.C. referenced above). For
example, formation of amides, ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared from compounds
47 with an R™ group containing a primary or secondary amine (for example, General Procedures L, M, N or O). Also,
deprotection of the R™ group in compounds 47 to yield an unprotected compound can be performed using conditions
such as those described in Greene, T.W. and Wuts, P.G.M. referenced above or in General Procedures | or J and the
deprotected compounds may then be reacted further as described above.
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[0210] Methods for preparing isoxazolo[4,5-d]pyrrolo[2,3-b]pyridine compounds of the disclosure are described in
Scheme IX. Ketones 44 can be reacted with hydroxylamine hydrochloride (step a) to provide oximes 48 by methods
known to one skilled in the art (for example, Example #28, Step A). Cyclization of oximes 48 to provide the desired
isoxazolo[4,5-d]pyrrolo[2,3-b]pyridines 49 (step b) is accomplished using methods known to one skilled in the art (for
example, Example #28, Step B or Tetrahedron, 2007, 63(12), 2695-2711). Further functionalization of the R™ group in
isoxazolo[4,5-d]pyrrolo[2,3-b]pyridines 49 can be performed, if desired, using reactions known to one skilled in the art
(for example, Larock, R.C. referenced above). For example, formation of amides, ureas, sulfonamides, aryl amines, or
heteroaryl amines can be prepared from compounds 49 with an R™ group containing a primary or secondary amine (for
example, General Procedures L, M, N or O). Also, deprotection of the R™ group in compounds 49 to yield an unprotected
compound can be performed using conditions such as those described in Greene, T.W. and Wuts, P.G.M. referenced
above or in General Procedures | or J and the deprotected compounds may then be reacted further as described above.
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Scheme IX
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[0211] Methods for preparing 1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine compounds of the disclosure are de-
scribed in Scheme X. Commercially available 4-chloro-1H-pyrrolo-[2,3-b]pyridine-5-carbaldehyde 50 is reacted with an
appropriately substituted hydrazine or hydrazine hydrochloride (Scheme X, step a) to provide the desired 1,6-dihydro-
pyrazolo[3,4-d]pyrrolo[2,3-b]pyridines 51 by methods known to one skilled in the art (for example, Example #27). Addi-
tionally, the 1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridines 51 can be protected as a sulfonamide (Scheme X, step
b) using conditions such as those described in Preparation #1 or by methods known to one skilled in the art (for example,
Larock, R.C. "Comprehensive Organic Transformations: A Guide to Functional Group Preparations, 2nd edition", 1999,
Wiley-VCH or Greene, T.W. and Wuts, P.G.M. "Protective Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-
Interscience). The protected compounds 52 can be iodinated by methods known to one skilled in the art (for example,
Example #42, Step C). Halogenated tricycles 53 are reacted with an appropriately substituted boronic acid or ester under
Suzuki cross coupling conditions followed by deprotection to yield dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridines 54 using
conditions such as those described in Example #42, Step D. Further functionalization of the R’ group in dihydropyra-
zolo[3,4-d]pyrrolo[2,3-b]pyridines 54 can be performed, if desired, using reactions known to one skilled in the art (for
example, Larock, R.C. referenced above). For example, formation of amides, ureas, sulfonamides, aryl amines, or
heteroaryl amines can be prepared from compounds 54 with an R™ group containing a primary or secondary amine (for
example, General Procedures L, M, N or O). Also, deprotection of the R™ group in compounds 54 to yield an unprotected
compound can be performed using conditions such as those described in Greene, T.W. and Wuts, P.G.M. referenced
above or in General Procedures | or J and the deprotected compounds may then be reacted further as described above.

Scheme X
" Rlll Rlll
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[ NN / /
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b c
N H a N H N O=\S\ _0 N O=\S\ 0
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d
Rlll
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A
. l t N Rge
N
N© Y
54

[0212] Methods for preparing 1,6-dihydrodipyrrolo[2,3-b:2’,3’-d]pyridine compounds of the disclosure are described
in Scheme XI. As shown in step a, heteroaryl chlorides 55 are reacted with an appropriately substituted amine using
methods such as those described in Larock, R.C. "Comprehensive Organic Transformations: A Guide to Functional
Group Preparations, 2nd edition", 1999, Wiley-VCH to give esters 56 with concomitant deprotection. Esters 56 can be
converted to the corresponding aldehydes 57 (step b) and then cyclized to give the desired 1,6-dihydrodipyrrolo[2,3-
b:2’,3’-d]pyridines 58 using methods known to one skilled in the art (for example, Larock, R.C. referenced above). Further
functionalization of the R™ group in 1,6-dihydrodipyrrolo[2,3-b:2’,3"-d]pyridines 58 can be performed, if desired, using
reactions known to one skilled in the art (for example, Larock, R.C. referenced above). For example, formation of amides,
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ureas, sulfonamides, aryl amines, or heteroaryl amines can be prepared from compounds 58 with an R™ group containing
a primary or secondary amine (for example, General Procedures L, M, N or O). Also, deprotection of the R™ group in
compounds 58 to yield an unprotected compound can be performed using conditions such as those described in Greene,
T.W. and Wuts, P.G.M. referenced above or in General Procedures | or J and the deprotected compounds may then
be reacted further as described above.

Scheme XI
-
o ¢ o n R o e / N’
R R
S P P
N a N b Z N
N 4 NN N H ¢ NN

[0213] Methods for preparing imidazo[1,5-a]pyrrolo[2,3-e]pyrazines 66 of the disclosure are illustrated in Scheme XII.
5-Bromo-3-((trimethylsilyl)ethynyl)pyrazine-2-amine 9 can be reacted with an appropriately functionalized halide to give
substituted alkynes 59 (Scheme XIlI, step a) by methods known to one skilled in the art (for example, Example #20, Step
B). Alkynes 59 can be reacted under basic conditions to give pyrrolo[2,3-b]pyrazines 60 (as in Example #20, Step C).
The pyrrolo[2,3-b]pyrazines 60 can be functionalized with an appropriate protecting group, such as (2-(trimethylsi-
lylyethoxy)methyl, by methods known to one skilled in the art (for example, Greene, T.W. and Wuts, P.G.M. "Protective
Groups in Organic Synthesis, 3rd Edition", 1999, Wiley-Interscience or Example #20, Step D). Pyrrolo[2,3-b]pyrazines
61 can be converted to the corresponding hydroxymethyl derivatives 62 through introduction of an alkene via a Suzuki
cross coupling followed by oxidative cleavage and reduction of the intermediate aldehyde using methods known to one
skilled in the art (for example, Larock, R.C. "Comprehensive Organic Transformations: A Guide to Functional Group
Preparations, 2nd edition", 1999, Wiley-VCH or Example #20, Step E). Methanamines 63 can be prepared from hydrox-
ylmethyl compounds 62 (step e) by conversion to the azide (for example, Example #20, Step F) followed by a Staudinger
reduction using methods known to one skilled in the art (for example, Larock, R.C. referenced above or Example #20,
Step G). The methanamines 63 can be converted to an appropriately functionalized amides 64 using methods known
to one skilled in the art (for example, Example #20, Step H). Amides 64 can be deprotected using methods known to
one skilled in the art (for example, Greene, T.W. and Wuts referenced above or Example #20, Step |) to provide func-
tionalized pyrrolo[2,3-b]pyrazines 65 (step g). In Scheme XII, step h, cyclization of amides 65 can be accomplished by
conversion to the thioamide followed by treatment with an activating agent providing the imidazo[1,5-a]pyrrolo[2,3-
e]pyrazines 66 (for example, Example #20, Step J). Alternatively, cyclization of amides 64 can be accomplished using
the conditions described above (Scheme XII, step i) (for example, Example #22, Step B) followed by deprotection of
imidazo[1,5-a]pyrrolo[2,3-e]pyrazines 67 (Scheme XII, step j) using methods known to one skilled in the art (for example,
Greene, T.W. and Wuts referenced above or Example #22, Step C). Further functionalization of the R™ group in imida-
zo[1,5-a]pyrrolo[2,3-e]pyrazines 66 or 67 can be performed, if desired, using reactions known to one skilled in the art
(for example, Larock, R.C. referenced above). For example, formation of amides, ureas, sulfonamides, aryl amines, or
heteroaryl amines can be prepared from compounds 66 or 67 with an R™ group containing a primary or secondary amine
(for example, General Procedures L, M, N or O). Also, deprotection of the R™ group in compounds 66 or 67 to yield an
unprotected compound can be performed using conditions such as those described in Greene, T.W. and Wuts, P.G.M.
referenced above or in General Procedures | or J and the deprotected compounds may then be reacted further as
described above.
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Scheme XII
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GENERAL PROCEDURES AND EXAMPLES

[0214]

The general synthetic schemes that were utilized to construct the majority of compounds disclosed in this
application are described below in Schemes 1-39. These schemes are provided for illustrative purposes only and are

not to be construed as limiting the scope of the invention.

Scheme 1. Formation of a hydrazide from a carboxylic acid (General Procedure A)

X

R™ OH

Scheme 2. Formation of a hydrazide from an acid chloride followed by cyclization and

sulfonamide hydrolysis (General Procedure B)

X
R" NH New R
j’\ HI Ne N N,N=(
—_ “ N\ — N\ 3N
w T D YD
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Scheme 4. Cyclization of a hydrazide followed by sulfonamide hydrolysis and Boc-

deprotection (General Procedure D)
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Scheme 6. Cyclization of a hydrazide with loss of Boc-protecting group followed by

sulfonamide hydrolysis (General Procedure F)
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Scheme 7. Formation of a hydrazone followed by cyclization and sulfonamide hydrolysis

(General Procedure G)
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Scheme 8. Hydrolysis of a sulfonamide (General Procedure H)
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Scheme 9. Acidic cleavage of a Boc-protected amine (General Procedure I)
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Scheme 10. Deprotection of a Cbz-protected amine (General Procedure J)
o]
R.
R\N)J\O ||\|H
u i
Scheme 11. Formation of an amide from an activated acid and an amine (General Procedure

K)

L)

Scheme 13. Formation of a urea from an amine and a carbamoyl chloride (General
Procedure M)
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Scheme 14. Formation of a sulfonamide from an amine (General Procedure N)

' O O
W RN . RE\S’ZN,
O\ |
R Cl " I
R Rll

67



10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

Scheme 15. Displacement of an aryl or heteroaryl halide with an amine (General Procedures
O and O.1)
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Scheme 16. Boc-protection of an amine (General Procedure P)
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Scheme 17. Cbz-protection of an amine (General Procedure Q)
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Scheme 18. Reduction of a pyridine (General Procedure R)

®), Ry
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Scheme 19. Reduction of an ester to an alcohol (General Procedure S)
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Scheme 20. Oxidation of an alcohol to an aldehyde (General Procedure T)
R"on —

R 'H

Scheme 21. Formation of a semicarbazide (General Procedure U)
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Scheme 22. Cyclization of a semicarbazide (General Procedure V)
Ro-R R

X R

07 NH
|
HN, N NN
T T
N N
NN
=0
0=}
b

NN
ogﬁzo
R
Scheme 23. Formation of an acid chloride (General Procedure W)
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Scheme 24. Formation of a urea using CDI (General Procedure X)
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Scheme 25. Formation of an ester from a carboxylic acid (General Procedure Y)
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Scheme 26. N-Alkylation using an alkyl halide or a-haloketone (General Procedure Z)
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Scheme 28: Knoevenagel condensation to form a substituted cyclopentadiene (General

Procedure BB)
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Scheme 29: Decarboxylation of a B-ketoester enolate (General Procedure CC)
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Scheme 30: Hydrogenation of an alkene (General Procedure DD)
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Scheme 31: Reductive amination of a ketone or aldehyde (General Procedure EE)
j)\ R"\N,R"' . R"\N'Rm

A

R” “R(H) H RR)

Scheme 32: Debenzylation of an amine (General Procedure FF)
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Scheme 33: Hydrolysis of an ester to a carboxylic acid (General Procedure GG)
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Scheme 34: Dehydration of an amide to a nitrile (General Procedure HH)
O
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Scheme 35: Chiral preparative HPLC separation of stereoisomers (General Procedure IT)
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Scheme 37: Cyclopropanation using chloroiodomethane (General Procedure KK)

)
R;\> . Rin

Scheme 38: Formation of a bromomethyl ketone from an acid chloride (General Procedure

LL)

') O
)J\ I ” R)J\/Br

R™ C

Scheme 39: Reduction of an o,B-unsaturated Ketone to an allylic alcohol (General Procedure

MM)

LIST OF GENERAL PROCEDURES

[0215]

General Procedure A
General Procedure B

General Procedure C
General Procedure D
General Procedure E
General Procedure F

General Procedure G
General Procedure H
General Procedure |

General Procedure J

General Procedure K
General Procedure L
General Procedure M
General Procedure N
General Procedure O
General Procedure P
General Procedure Q
General Procedure R
General Procedure S
General Procedure T
General Procedure U
General Procedure V
General Procedure W
General Procedure X
General Procedure Y
General Procedure Z

Formation of a hydrazide from a carboxylic acid

Formation of a hydrazide from an acid chloride followed by cyclization and sulfonamide
hydrolysis

Cyclization of a hydrazide

Cyclization of a hydrazide followed by sulfonamide hydrolysis and Boc-deprotection
Cyclization of a hydrazide followed by sulfonamide hydrolysis

Cyclization of a hydrazide with loss of Boc-protecting group followed by sulfonamide
hydrolysis

Formation of a hydrazone followed by cyclization and sulfonamide hydrolysis
Hydrolysis of a sulfonamide

Acidic cleavage of a Boc-protected amine

Deprotection of a Cbz-protected amine

Formation of an amide from an activated acid and an amine

Formation of an amide from a carboxylic acid and an amine

Formation of a urea from an amine and a carbamoyl chloride

Formation of a sulfonamide from an amine

Displacement of an aryl or heteroaryl halide with an amine

Boc-protection of an amine

Cbz-protection of an amine

Reduction of a pyridine

Reduction of an ester to an alcohol

Oxidation of an alcohol to an aldehyde

Formation of a semicarbazide

Cyclization of a semicarbazide

Formation of an acid chloride

Formation of a urea using CDI

Formation of an ester from a carboxylic acid

N-Alkylation using an alkyl halide or a-haloketone
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(continued)

Cyclization of an amide using a dithiaphosphetane reagent
Knoevenagel condensation to form a substituted cyclopentadiene
Decarboxylation of a 3-ketoester enolate

Hydrogenation of an alkene

Reductive amination of a ketone or aldehyde

General Procedure FF
General Procedure GG
General Procedure HH
General Procedure Il
General Procedure JJ
General Procedure KK
General Procedure LL
General Procedure MM

Debenzylation of an amine

Hydrolysis of an ester to a carboxylic acid

Dehydration of an amide to a nitrile

Chiral preparative HPLC separation of stereoisomers
Acidic hydrolysis of an acetyl protected amine
Cyclopropanation using chloroiodomethane

Formation of a bromomethyl ketone from an acid chloride
Reduction of an o,,B-unsaturated ketone to an allylic alcohol

[0216] The following examples are ordered according to the final general procedure used in their preparation. The
synthetic routes to any novel intermediates are detailed by sequentially listing the general procedure (letter codes) in
parentheses after their name with additional reactants or reagents as appropriate. A worked example of this protocol is
given below using Example #H.1.1 as a non-limiting illustration. Example #H.1.1 is N-(4-(6 H-pyrrolo[2,3-€][1,2,4]triazo-
lo[4,3-alpyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)-3-chlorobenzenesulfonamide, which was prepared from 3-chloro-N-(4-(6-
tosyl-6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)benzenesulfonamide using General
Procedure H as represented in Scheme A.

Scheme A
cl

Q,
O=§
NH
General Procedure H
N=
7
N T N /N‘

Example #H.1.1

Cl

Precursor to Example #H.1.1

[0217] The precursor to Example #H.1.1, 3-chloro-N-(4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bi-
cyclo[2.2.2]octan-1-yl)benzenesulfonamide, was prepared as shown in Scheme B. 2-Hydrazinyl-5-tosyl-5H-pyrrolo[2,3-
blpyrazine (Preparation #9) and 4-(fert-butoxycarbonylamino)bicyclo-[2.2.2]octane-1-carboxylic acid are reacted follow-
ing the conditions given in General Procedure A to give tert-butyl 4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazine-
carbonyl)bicyclo[2.2.2]octan-1-ylcarbamate. This hydrazide is cyclized using the conditions given in General Procedure
C to afford tert-butyl 4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-ylcarbamate.
This carbamate is deprotected using General Procedure | to yield 4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-amine. This amine is sulfonylated using the conditions described in General Proce-
dure N to give the precursor to Example #H.1.1. The reaction sequence detailed above is translated in the preparations
and examples section to "using A from Preparation #9 and 4-(tert-butoxycarbonylamino)bicyclo-[2.2.2]octane-1-carbox-
ylic acid [Prime Organics], C with TEA, I, N from 3-chlorobenzenesulfonyl chloride".
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Scheme B
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Precusor to Example #H.1.1

Analytical Methods

[0218] Analytical data is included within the procedures below, in the illustrations of the general procedures, or in the
tables of examples. Unless otherwise stated, all TH NMR data were collected on a Varian Mercury Plus 400 MHz or a
Varian Inova 600 MHz instrument and chemical shifts are quoted in parts per million (ppm). LC/MS and HPLC data is
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referenced to the

table of LC/MS and HPLC conditions using the lower case method letter provided in Table 2.

Table 2. LC/MS and HPLC methods

QMethod

Conditions

a

LC/MS: The gradient was 5-60% B in 1.5 min then 60-95% B to 2.5 min with a hold at 95% B for 1.2
min (1.3 mL/min flow rate). Mobile phase A was 10 mM NH,OAc, mobile phase B was HPLC grade
MeCN. The column used for the chromatography is a 4.6 x 50 mm MAC-MOD Halo C8 column (2.7
wm particles). Detection methods are diode array (DAD) and evaporative light scattering (ELSD)
detection as well as positive/negative electrospray ionization.

HPLC: The gradient was 10-60% B over 40 min (25 mL/min flow rate). Mobile phase A was 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 um particles). Detection method
is UV, &L =254 nm.

HPLC: The gradient was 10-100% B over 40 min , hold 5 min at 100% B, 2 min back to 10% B, 4
min hold at 10% B (21 mL/min flow rate). Mobile phase A was 50 mM NH,OAc (pH 4.5) and mobile
phase B was HPLC grade MeCN. The column used for the chromatography was a 21.2 x 250 mm
Hypersil C18 HS column (8 wm particles). Detection method is UV, A = 344 nm.

LC/MS: The gradient was 5-60% B in 0.75 min then 60-95% B to 1.15 min with a hold at 95% B for
0.75 min (1.3 mL/min flow rate). Mobile phase A was 10 mM NH,OAc, mobile phase B was HPLC
grade MeCN. The column used for the chromatography is a 4.6 x 50 mm MAC-MOD Halo C8 column
(2.7 p.m particles). Detection methods are diode array (DAD) and evaporative light scattering (ELSD)
detection as well as positive/negative electrospray ionization.

HPLC: The gradient was 5-95% B over 20 min (21 mL/min flow rate). Mobile phase A was 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 um particles). Detection method
is UV, A =254 nm.
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(continued)

QMethod

Conditions

f

HPLC: The gradient was 0-30% B over 20 min (21 mL/min flow rate). Mobile phase A was 50 mM
NH,OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 um particles). Detection method
is UV, A =254 nm.

HPLC: The gradient was 0-50% B over 20 min (21 mL/min flow rate). Mobile phase A was 50 mM
NH,OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 um particles). Detection method
is UV, L =254 nm.

HPLC: The gradient was 20-60% B over 40 min (81 mL/min flow rate), mobile phase A was 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN, the column used for the
chromatography was a 25 x 250 mm Hypersil C18 HS column (10 uwm particles), detection method
is UV, A =315 nm.

HPLC: The gradient was 10-80% B over 9 min then 80-100% B over 0.10 min with a hold at 100%
B for 1.50 min (22.5 mL/min flow rate). Mobile phase A was 50 mM NH,OAc (pH 4.5) and mobile
phase B was HPLC grade MeCN, the column used for the chromatography was a 19 x 50 mm Waters
Atlantis T3 OBD C18 column (5 um particles), detection methods are Photodiode array DAD and
Waters ZQ 2000 mass spectrometer.

HPLC: The gradient was 0-40% B over 30 min (21 mL/min flow rate). Mobile phase A was 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 wm particles). Detection method
is UV, L =254 nm.

HPLC: The gradient was 25-100% B over 25 min (21 mL/min flow rate). Mobile phase Awas 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for chromatography
wasa 21.2 x 250 mm Hypersil HS C18 column (8 um particles). Detection method is UV, A =380 nm.

LC/MS: The gradient was 0.1 min at 10%B, 10-100% B over 2.5 min with a hold at 100% B for 0.3
min, then to 10% B over 0.1 min. Mobile phase A was 0.1% TFA in water and mobile phase B was
HPLC grade MeCN. The column used for the chromatography was a 2.1 mm x 30 mm Phenomenex
Luna Combi-HTS C8(2) (5 uM particles). Detection methods are Waters 996 diode-array detector
and Sedere Sedex-75 ELSD. The ZMD mass spectrometer was operated under positive APCI
ionization conditions.

HPLC: The gradient was 10-100% B over 50 min (21 mL/min flow rate). Mobile phase A was 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 um particles). Detection method
is UV, A =341 nm.

LC/MS: The gradient was 30-60% B in 1.50 min then 60-95% B to 2.5 min with a hold at 95% B for
1.2 min (1.3 mL/min flow rate). Mobile phase A was 10 mM ammonium acetate, mobile phase B was
HPLC grade MeCN. The column used for the chromatography is a 4.6 x 50 mm MAC-MOD Halo C8
column (2.7 wm particles). Detection methods are diode array (DAD) and evaporative light scattering
(ELSD) detection as well as positive/negative electrospray ionization.

LC/MS: The gradient was 5-60% B in 1.5 min then 60-95% B to 2.5 min with a hold at 95% B for 1.2
min (1.3 mL/min flow rate). Mobile phase A was 10 mM ammonium acetate, mobile phase B was
HPLC grade MeCN. The column used for the chromatography is a 4.6 x 30 mm Vydac Genesis C8
column (4 um particles). Detection methods are diode array (DAD) as well as positive/negative
electrospray ionization and MS2 data dependent scanning on the positive ion scan (45 eV collision

energy).

HPLC: The column used for the chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8
pm particles). The gradient was 5-95% B over 50 min (21 mL/min flow rate). Mobile phase A was
0.05 N aqueous ammonium acetate buffer (pH 4.5) and mobile phase B was HPLC grade MeCN.
Detection method is UV, A =254 nm.
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(continued)

QMethod

Conditions

q

HPLC: The gradient was 10% to 50% B in 40 min (81 mL/min flow rate). Mobile phase A was 50 mM
ammonium acetate in water, mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a Microsorb C 18, 100 A, 5 p.m, 46 x 250 mm column. Detection method is UV,
A =310 nm.

HPLC: The gradient was 30% to 70% B in 40 min (81 mL/min flow rate). Mobile phase A was 50 mM
ammonium acetate in water, mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a Microsorb C 18, 100 A, 5 pm, 46 x 250 mm column. Detection method is UV,
A =254 nm.

HPLC: The gradient was 10-40% B over 50 min, 40-100% over 3 min, hold 5 min at 100% B, 2 min
back to 10% B, 3 min hold at 10% B (21 mL/min flow rate). Mobile phase A was 50 mM NH,OAc (pH
4.5) and mobile phase B was HPLC grade MeCN. The column used for the chromatography was a
21.2 x 250 mm Hypersil C18 HS column (8 um particles). Detection method is UV, A = 326 nm.

HPLC: The column used for the chromatography is a 19x50 mm Waters Atlantis T-3 column(5 pm
particles). The gradient was 20-25% B in 3.0 min then 25-95% B to 9.00 min with a hold at 95% B
for 0.10 min (25 mL/min flow rate). Mobile phase A was 50mM ammonium acetate, mobile phase B
was HPLC grade acetonitrile. Detection methods are Waters 2996 PDA and Mass Spec is a Waters
ZQ 2000. Mass spec detection uses both pos/neg switching under APCI ionization.

HPLC: The gradient was 5-100% B over 20 min (21 mL/min flow rate). Mobile phase A was 50 mM
NH4OAc (pH 4.5) and mobile phase B was HPLC grade MeCN. The column used for the
chromatography was a 21.2 x 250 mm Hypersil C18 HS column (8 m particles). Detection method
is UV, L =254 nm.

Table 3. Chiral HPLC methods

Method

Conditions

1

The gradient was 5-60% A in 19 min with a hold at 60% A for 2 min (20 mL/min flow rate). Mobile phase
A was ethanol (200 proof), mobile phase B was HPLC grade heptane with 0.1% diethylamine added.
The column used for the chromatography was a Daicel IC, 20 x 250 mm column (5 wm particles).
Detection methods were evaporative light scattering (ELSD) detection as well as optical rotation.

Thegradientwas 30-58% Ain 12 min (20 mL/min flow rate). Mobile phase Awas HPLC grade isopropanol,
mobile phase B is HPLC grade heptane. The column used for the chromatography is a Daicel IA, 20 x
250 mm column (5 pm particles). Detection methods were UV, A =280 nm, evaporative light scattering
(ELSD) detection as well as optical rotation.

Isocratic 30% A for 25 min (20 mL/min flow rate). Mobile phase A was ethanol (200 proof), mobile phase
B was HPLC grade heptane with 0.1% diethylamine added. The column used for the chromatography
was a Daicel |A, 20 x 250 mm column (5 um particles). Detection methods were evaporative light
scattering (ELSD) detection as well as optical rotation.

Isocratic 20% A for 40 min (20 mL/min flow rate). Mobile phase A was ethanol (200 proof), mobile phase
B was HPLC grade heptane with 0.1% diethylamine added. The column used for the chromatography
was a Daicel |A, 20 x 250 mm column (5 um particles). Detection methods were evaporative light
scattering (ELSD) detection as well as optical rotation.

The gradientwas 30-65% Ain 18 min (20 mL/min flow rate). Mobile phase Awas HPLC grade isopropanol,
mobile phase B was HPLC grade heptane with 0.1% diethylamine added. The column used for the
chromatography was a Daicel IA, 20 x 250 mm column (5 wm particles). Detection methods were UV,
A =280 nm, evaporative light scattering (ELSD) detection as well as optical rotation.
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(continued)

Method Conditions

6 The gradient was 10-55% A in 19 min with a hold at 55% for 0.5 min (20 mL/min flow rate). Mobile phase
A was a 50:50 mixture of HPLC grade methanol and ethanol (200 proof), mobile phase B was HPLC

grade heptane with 0.1% diethylamine added. The column used for the chromatography was a Daicel
IA, 20 x 250 mm column (5 um particles). Detection methods were evaporative light scattering (ELSD)
detection as well as optical rotation.

7 The gradient was 30-70% A in 18 min (20 mL/min flow rate). Mobile phase A was ethanol (200 proof),
mobile phase B was HPLC grade heptane with 0.1% diethylamine added. The column used for the
chromatography was a Daicel IC, 20 x 250 mm column (5 wm particles). Detection methods were UV,
A =280 nm, evaporative light scattering (ELSD) detection as well as optical rotation.

8 Isocratic 20% A for 30 min (20 mL/min flow rate). Mobile phase A was HPLC grade isopropanol, mobile
phase B was HPLC grade heptane with 0.1% diethylamine added. The column used for the
chromatography was a Daicel IA, 20 x 250 mm column (5 pm particles). Detection methods were
evaporative light scattering (ELSD) detection as well as optical rotation.

9 Isocratic 50% A for 25 min (20 mL/min flow rate). Mobile phase A was a 50:50 mixture of HPLC grade
methanol and ethanol (200 proof), mobile phase B was HPLC grade heptane with 0.1 % diethylamine
added. The column used for the chromatography was a Daicel IA, 20 x 250 mm column (5 pm particles).
Detection methods were evaporative light scattering (ELSD) detection as well as optical rotation.

10 Isocratic 70% A for 25 min (20 mL/min flow rate). Mobile phase A was ethanol (200 proof), mobile phase
B was HPLC grade heptane with 0.1% diethylamine added. The column used for the chromatography
was a Daicel IA, 20 x 250 mm column (5 um particles). Detection methods were evaporative light

scattering (ELSD) detection as well as optical rotation.

Preparations and Examples

[0219] Thegeneral synthetic methods used in each General Procedure follow and include an illustration of a compound
that was synthesized using the designated General Procedure. None of the specific conditions and reagents noted
herein are to be construed as limiting the scope of the invention and are provided for illustrative purposes only. All starting
materials are commercially available from Sigma-Aldrich (including Fluka and Discovery CPR) unless otherwise noted
after the chemical name. Reagent/reactant names given are as named on the commercial bottle or as generated by
IUPAC conventions, CambridgeSoft® Chemdraw Ultra 9.0.7 or AutoNom 2000. Compounds designated as salts (e.g.
hydrochloride, acetate) may contain more than one molar equivalent of the salt.

Preparation #1: 2-Bromo-5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazine

[0220]

Br: N\
T
Z

NN
O:S;O

[0221] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (5.00 g, 25.2 mmol, Ark Pharm) in DMF (150 mL) was cooled
in an ice bath to about 0 °C and then NaH (60% dispersion in mineral oil, 1.21 g, 30.3 mmol) was added. After about 15
min, 4-tert-butylbenzene-1-sulfonyl chloride (6.46 g, 27.8 mmol) was added. The reaction was maintained between about
0-10 °C for about 2 h. Then, the reaction was diluted with water (200 mL) to give a yellow suspension. The solid was
collected by vacuum filtration, while washing with additional water (100 mL), and dried in a vacuum oven at about 70
°C to give 2-bromo-5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazine (9.05 g, 91%): LC/MS (Table 2, Method a)
R; = 3.05 min; MS m/z: 394/396 (M+H)*.
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Preparation #2: tert-Butyl 2-(5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate
and fert-butyl 1-(5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2.3-b]pyrazin-2-yl)hydrazinecarboxylate

[0222]

e
o)\r}m >ro\n/h'|\[Nj\/\>

O=S=O

NH,

[0223] Toaflask was added Pdy(dba); (5.06 g, 5.53 mmol), di-tert-butyl-(2’,4’,6™-triisopropyl-biphenyl-2-yl)-phosphane
(4.70 g, 11.06 mmol), and 1,4-dioxane (350 mL). The catalyst-ligand mixture was degassed via vacuum/nitrogen purge
(3 times) and heated at about 80 °C for about 10 min. The reaction mixture is briefly removed from the oil bath then 2-
bromo-5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazine (21.8 g, 55.3 mmol, Preparation #1), tert-butyl hydrazi-
necarboxylate (36.5 g, 276 mmol), and NaO¢-Bu (7.97 g, 83 mmol) were added. After an additional vacuum/nitrogen
purge, the reaction was heated at about 80 °C for about 5.5 h. The reaction was cooled to ambient temperature and
filtered through Celite®, while washing with EtOAc (500 mL). The filtrate was washed with saturated aqueous NH4CI (3
x 500 mL), saturated aqueous NaHCO3 (500 mL) and brine (500 mL), dried over anhydrous Na,SQy, filtered, and then
concentrated under reduced pressure to give about 55 g of a crude brown oil. The brown oil was adsorbed onto silica
and purified by silica gel chromatography eluting with a gradient of 10-50% EtOAc in heptane to give tert-buty! 2-(5-(4-
tert-butylphenylsulfonyl)-6H pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (4.51 g, 18% yield) and 4.68 g of a mixture
of tert-butyl 2-(5-(4-tert-butylphenylsulfonyl)-6Hpyrrolof2,3-b]pyrazin-2-yl)hydrazinecarboxylate [major regioisomer] and
tert-butyl 1-(5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate [minor regioisomer]:
LC/MS (Table 2, Method a) R; = 2.68 min; MS m/z: 446 (M+H)* [major regioisomer]; R; = 2.77 min; MS m/z: 446 (M+H)*
[minor regioisomer].

Preparation #3: 5-(4-tert-Butylphenylsulfonyl)-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine

[0224]

[0225] To a mixture of tert-butyl 2-(5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate
and tert-butyl 1-(5-(4-tert-butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (11.24 g, 25.2 mmol,
Preparation #2) in 1,4-dioxane (125 mL) was added HCI (4 M in 1,4-dioxane, 125 mL, 500 mmol). The reaction mixture
was heated at about 60 °C for about 1 h and then the reaction mixture was cooled to ambient temperature. The mixture
was filtered, while washing with Et,O (150 mL), and the solid was partitioned between EtOAc (500 mL) and saturated
aqueous NaHCO4 (500 mL). The layers were separated and the organic layer was washed with saturated aqueous
NaHCO4 and brine (200 mL each), dried over anhydrous Na,SOy,, filtered, concentrated under reduced pressure, and
dried in a vacuum oven at about 70 °C to give 5-(4-tert-butylphenylsulfonyl)-2-hydrazinyl-6H-pyrrolof2,3-b]pyrazine as
a tan solid (7.54 g, 87%): LC/MS (Table 2, Method a) R, = 2.20 min; MS m/z: 346 (M+H)*.
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Preparation #4: 2-Methylcyclohexanecarbonyl chloride

O 0

OH Cl

[0226]

[0227] To a solution of 2-methylcyclohexanecarboxylic acid (6.00 mL, 42.6 mmol, mixture of cis and trans) in DCM
(60 mL) was added oxalyl chloride (4.80 mL, 55.3 mmol) followed by DMF (0.03 mL, 0.4 mmol). The reaction mixture
was stirred at ambient temperature for about 4 h before it was concentrated under reduced pressure to constant weight
to afford 2-methylcyclohexnnecnrbonyl chloride (mixture of diastereomers) as a yellow oil (7.0 g, 97%): "H NMR (400
MHz, CDCl3) § 2.98-2.94 (m, 1H), 2.39-2.35 (m, 1H), 1.91-1.82 (m, 1H), 1.79-1.72 (m, 1H), 1.69-1.60 (m, 2H), 1.57-1.47
(m, 2H), 1.42-1.36 (m, 1H), 1.34-1.26 (m, 1H), 1.04-0.96 (m, 3H).

Preparation #5: Benzyl 4-(chlorocarbonyl)piperidine-1-carboxylate

[0228]

Neaas

cl
Step A: 1-(Benzyloxycarbonyl)piperidine-4-carboxylic acid

[0229]

[0230] To a solution of piperidine-4-carboxylic acid (10.0 g, 77.4 mmol) and Na,COj4 (8.21 g, 77.4 mmol) in water (100
mL) was added a solution of benzyl 2,5-dioxopyrrolidin-1-yl carbonate (19.3 g, 77.4 mmol) in MeCN (100 mL). The
reaction was stirred at ambient temperature for about 16 h and then concentrated under reduced pressure. The resulting
aqueous solution was quenched with NH,Cl and was then extracted with EtOAc (2 x 100 mL). The combined organic
extracts were dried over anhydrous Na,SO, and concentrated under reduced pressure to give 1-(benzyloxycarbonyl)pip-
eridine-4-carboxylic acid as a white solid (4.56 g, 22%): LC/MS (Table 2, Method a) R; = 1.93 min; MS m/z: 262 (M-H)".

Step B: Benzyl 4-(chlorocarbonyl)piperidine-1-carboxylate

[0231]

(0]

Neaa IR cans

OH

[0232] To a solution of 1-(benzyloxycarbonyl)piperidine-4-carboxylic acid (4.50 g, 17.1 mmol, Preparation #5, Step A)
in DCM (40 mL) at ambient temperature was added oxalyl chloride (3.00 mL, 34.2 mmol) followed by DMF (0.10 mL,
1.3 mmol). After about 3 h, the reaction was concentrated under reduced pressure to constant weight to afford benzy/
4-(chlorocarbonyl)piperidine-1-carboxylate as a yellow oil (3.88 g, 81%): TH NMR (CDCls) § 7.44-7.35 (m, 5H), 5.16 (s,
2H), 4.20-4.10 (m, 2H), 3.03-2.89 (m, 3H), 2.15-2.05 (m, 2H), 1.81-1.76 (m, 2H).
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Preparation #6: Perfluorophenyl 2-cyanoacetate

[0233]
4
N R F
Yo T ¢
HO F
Pk

[0234] To a solution of 2,3,4,5,6-pentafluorophenol (1.08 g, 5.88 mmol) and 2-cyanoacetic acid (0.50 g, 5.9 mmol) in
DCM (20 mL) was added DCC (1.21 g, 5.88 mmol). After stirring for about 4 h at ambient temperature, the reaction was
concentrated under reduced pressure and then purified over silica gel (20 g) using DCM as the eluent to afford perfluor-
ophenyl 2-cyanoacetate as a white solid (1.39 g, 94%): TH NMR (400 MHz, CDClj) § 3.85 (s, 2H).

Preparation #7: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine
(Method A)

[0235]

Br- N Br: N\
X A\
oI oy
H

[0236] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (12.8 g, 532 mmol) in anhydrous DMF (543 mL)
atabout 0-5 °C. The brown reaction solution was stirred for about 30 min at about 0-5 °C then a solution of p-toluenesulfonyl
chloride (94.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over about 60 min at about 0-5 °C. The
reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to ambient temperature and stirred for
about 18 h at ambient temperature. The reaction mixture was poured slowly into ice water (6 L), followed by the addition
of aqueous 2.5 N NaOH (50.0 mL, 125 mmol). The precipitate was collected by filtration and stirred with cold water (3
x 200 mL). The solid was collected by filtration and dried to constant weight in a vacuum oven at about 55 °C to yield
2-bromo-5-tosyl-5H-pyrrolof2,3-bJpyrazine (134.6 g, 97%) as a pale beige solid: LC/MS (Table 2, Method d) R; = 1.58
min; MS m/z: 352/354 (M+H)*.

Preparation #7: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine
(Method B)
Step A: 5-Bromo-3-((trimethylsilyl)ethynyl)pyrazin-2-amine

[0237]

~
Br~_ _N.__Br B N Z
tTr —
NZ > NH, N7

[0238] To a solution of 3,5-dibromopyrazin-2-amine (40.0 g, 158 mmol), TEA (66.1 mL, 475 mmol), and copper(l)
iodide (0.301 g, 1.58 mmol) in THF (1172 ml) was added PdCl,(PPh3), (1.11 g, 1.58 mmol). The reaction mixture was
cooled at about 0 °C and a solution of (trimethylsilyl)acetylene (20.8 mL, 150 mmol) in THF (146 mL) was added drop-
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wise. The reaction mixture was stirred at about 0-10 °C for about 7 h and then concentrated under reduced pressure.
The dark brown residue was dissolved in DCM (600 mL) and filtered through a Celite® pad (3 cm in height x 9 cm in
diameter) while eluting with DCM (300 mL). The filtrate was washed with water (2 x 500 mL) and brine (500 mL), dried
overanhydrous MgSO,, filtered through a Florisil® pad (1 cm in height by 9 cm in diameter) while washing with DCM/MeOH
(9:1, 200 mL), and concentrated under reduced pressure to give a brown solid. The solid was triturated and sonicated
with warm petroleum ether (b.p. 30-60° C, 250 mL), cooled and collected, washing with petroleum ether (b.p. 30-60 °C;
2 x 100 mL), and dried in a vacuum oven at about 70 °C to give 5-bromo-3-((trimethylsilyl)ethynyl)pyrazin-2-amine (34.6
g,, 70%): LC/MS (Table 2, Method d) R; = 1.59 min; MS m/z: 272 (M+H)*.

Step B: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0239]

|
Si
~ N
B N2 - . 520
A o)
\[/
N NH,

[0240] To a solution of 5-bromo-3-((trimethylsilyl)ethynyl)pyrazin-2-amine (3.00 g, 11.1 mmol) in DMF (60 mL) at about
0 °C was added NaH (60% dispersion in mineral oil, 0.577 g, 14.4 mmol) in three portions. After about 15 min, p-tolue-
nesulfonyl chloride (2.75 g, 14.4 mmol) was added and the reaction was allowed to warm slowly to ambient temperature.
After about 16 h, the reaction mixture was poured onto ice-cold water (120 mL) and the precipitate was collected by
vacuum filtration. The crude solid was dissolved in DCM (15 mL) and purified by silica gel chromatography eluting with
DCM. The product-containing fractions were concentrated under reduced pressure to give 2-bromo-5-tosyl-6H-pyrro-
lo[2,3-b]pyrazine (2.16 g, 52%): LC/MS (Table 2, Method d) R; = 1.58 min; MS m/z: 352/354 (M+H)*.

Preparation #8: tert-Butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl
1-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate

[0241]

[0242] To aflask was added Pd,(dba); (3.90 g, 4.26 mmol), di-fert-butyl-(2’,4’,6’-triisopropylbiphenyl-2-yl)phosphane
(3.624g, 8.52mmol), and anhydrous 1,4-dioxane (453 mL). The catalyst-ligand mixture was degassed via vacuum/nitrogen
purge (3 times) and heated at about 80 °C for about 10 min. The reaction mixture is briefly removed from the oil bath
then 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (30.0 g, 85 mmol, Preparation #7), tert-butyl hydrazinecarboxylate (16.9
g, 128 mmol), and NaOf-Bu (12.28 g, 128 mmol) were added. After an additional vacuum/nitrogen purge, the reaction
was heated at about 80 °C. After about 50 min, the reaction mixture was cooled to ambient temperature and filtered
through a pad of silica gel (6 cm in height x 6 cm in diameter), topped with Celite® (1 cm in height x 6 cm in diameter),
while washing with EtOAc (3 x 150 mL). Water (300 mL) was added to the filtrate and the organic layer was separated.
The aqueous layer was extracted with additional EtOAc (3 x 200 mL). The combined organic extracts were washed with
saturated aqueous NH,CI, saturated aqueous NaHCO3, and brine (400 mL each), dried over anhydrous MgSOy, filtered,
and concentrated under reduced pressure to give a dark brown oil (45 g). The brown oil was dissolved in DCM (250
mL), silica gel (200 g) was added, and the mixture was concentrated under reduced pressure. The resulting silica mixture
was purified using silica gel chromatography eluting with a gradient of 25-65% EtOAc in heptane to give a mixture of
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tert-butyl 2-(5-tosyl-6H-pyrrolof2,3-b]pyrazin-2-yl)hydrazinecarboxylate [major regioisomer] and tert-buty! 1-(5-tosyl-6H-
pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate [minor regioisomer] (18.8 g, 50%): LC/MS (Table 2, Method d) Ry = 1.47
min; MS m/z: 404 (M+H)*.

Preparation #9: 2-Hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0243]
NN

H,N” | N

&,

O:S‘O

[0244] To a mixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-
5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (18.8 g, 46.6 mmol, Preparation #8) in 1,4-dioxane (239 mL) was
added HCI (4 M in 1,4-dioxane, 86 mL, 345 mmol). The reaction was heated at about 60 °C for about 1 h and then cooled
to about 15-20 °C. The solid was collected by vacuum filtration, washed with cold 1,4-dioxane (2 x 20 mL), and then
stirred with a solution of saturated NaHCO, and water (1:1, 150 mL). After about 1 h, the effervescence had subsided
and the solid was collected by vacuum filtration, washed with ice cold water (3 x 20 mL), and dried in a vacuum oven to
a constant weight to afford 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine as a light yellowish brown solid (8.01 g, 50%):
LC/MS (Table 2, Method d) R; = 1.28 min; MS m/z: 304 (M+H)*.

Preparation #10: (R)-tert-Butyl 1-(chlorocarbonyl)pyrrolidin-3-ylcarbamate

[0245]

1L L ya

f@ )
—_—
N N

H al

[0246] A flask was charged with (R)-tert-butyl pyrrolidin-3-ylcarbamate (1.0 g, 5.4 mmol, Lancaster) in DCM (15 mL)
to give a colorless solution. Pyridine (0.89 mL, 10.8 mmol) was added and the solution was cooled to about 0 °C, followed
by the addition of triphosgene (0.64 g, 2.1 mmol). The mixture was stirred for about 1 h while slowly warming to ambient
temperature. To the reaction solution was added DCM (50 mL) and the solution was washed with water (20 mL) and
HCI (1N, 10 mL). The organic portion was separated, dried over anhydrous MgSO,, filtered, and concentrated to dryness
under reduced pressure to give (R)-tert-butyl 1-(chlorocarbonyl)pyrrolidin-3-ylcarbamate (1.3 g, 98%) as a yellow oil: 'H
NMR (DMSO-dg) 6 7.28 (s, 1 H), 4.03 (m, 1 H), 3.73-3.20 (m, 4 H), 2.05 (m, 1 H), 1.81 (m, 1 H), 1.39 (s, 9 H).

Preparation #11: (1R,2S,4R,5S)-4-(Cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylic acid
and (1S,2R,4S,5R)-4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylic acid

[0247]

O, [
a 23

HO\“ ol \\O HO o//S\\O 11
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Step A: (1R,25,4R,5S)-Ethyl 4-hydroxy-1-methylbicyclo[3.1.0]hexane-2-carboxylate and (15,2R,4S,5R)-ethyl 4-
hydroxy-1-methylbicyclo[3.1.0]hexane-2-carboxylate

[0248]

~ Do

O
cis \“

e}

O\“‘ fe)
o}

[0249] cis-Ethyl-4-hydroxy-2-methylcyclopent-2-enecarboxylate (0.96 g, 5.64 mmol, Preparation #MM.1) and chloro-
iodomethane (4.97 g, 28.2 mmol) were reacted according to General Procedure KK to give (1R,2S,4R,5S)-ethyl 4-
hydroxy-1-methylbicyclo[3.1.0]hexane-2-carboxylate and (1S,2R,4S,5R)-ethyl 4-hydroxy-1-methylbicyclo[3.1.0]hex-
ane-2-carboxylate (0.59 g, 57%) after purification by flash silica gel chromatography eluting with a gradient of 30-60%
EtOAc/heptane: 'H NMR (400 MHz, CDCl3) 6 4.60-4.51 (m, 1H), 4.23-4.10 (m, 2H), 2.74 (dd, J=8.0, 10.9 Hz, 1H), 2.13
(m, 1H), 1.51 (m, 1H), 1.46-1.40 (m, 1H), 1.35-1.29 (m, 1H), 1.28 (m, 6H), 1.09-1.04 (m, 1H), 0.37 (dd, J=5.7,7.9 Hz, 1H).

Step B: (1R,2S5,5S)-Ethyl 1-methyl-4-oxobicyclo[3.1.0]hexane-2-carboxylate and (1S,2R,5R)-ethyl 1-methyl-4-ox-
obicyclo[3.1.0]hexane-2-carboxylate

[0250]

%, 2,

o RO
O O
B M

o 1:1 © 1:1

[0251] A mixture of (1R,2S,4R,55)-ethyl 4-hydroxy-1-methylbicyclo[3.1.0]hexane-2-carboxylate and
(1S,2R,4S 5R)-ethyl 4-hydroxy-1-methylbicyclo[3.1.0]hexane-2-carboxylate (0.59 g, 3.2 mmol) was subjected to General
Procedure T to give (1R,2S,5S)-ethyl 1-methyl-4-oxobicyclo[3.1.0]hexane-2-carboxylate and (1S,2R,5R)-ethyl 1-methyl-
4-oxobicyclo[3.1.0]hexane-2-carboxylate (0.38 g, 65%) after purification by silica gel chromatography eluting with a
gradient of 20-50% EtOAc/pentane: TH NMR (400 MHz, CDCl3) § 4.35-4.15 (m, 2H), 3.12 (t, J=9.3 Hz, 1H), 2.60 (dd,
J=9.2, 18.3 Hz, 1H), 2.37-2.23 (m, 1H), 1.68 (dd, J=3.4, 9.2 Hz, 1H),1.48 (s, 3H), 1.41 (dd, J=3.4, 5.2 Hz, 1H), 1.34 (t,
J=7.1 Hz, 3H), 1.14 (dd, J=5.3, 9.2 Hz, 1H).

Step C: (1R,25,4R,5S)-Ethyl 4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]lhexane-2-carboxylate and
(1S,2R,4S,5R)-ethyl 4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylate

[0252]

[0253] To avial containing (1R,2S,5S)-ethyl 1-methyl-4-oxobicyclo[3.1.0]hexane-2-carboxylate and (1S,2R,5R)-ethyl
1-methyl-4-oxobicyclo[3.1.0]hexane-2-carboxylate (0.305 g, 1.67 mmol) was added a solution of ammonia (2 Nin EtOH)
followed by titanium(1V) isopropoxide (0.54 mL, 1.8 mmol). The vial was capped and the reaction was stirred at room
temperature overnight. Sodium borohydride (0.095 g, 2.5 mmol) was added and reaction mixture was stirred for about
5 h. Concentrated NH4OH (5 mL) was added and the resulting mixture was stirred for about 5 min. The resulting
suspension was filtered and the filter cake was washed with EtOAc (60 mL). The filtrate was partitioned and the aqueous
layer was extracted with EtOAc (30 mL). The combined organic layer was washed with brine, dried over anhydrous
MgS8Q,, filtered, and concentrated to yield (1R,2S,4R,5S)-ethyl 4-amino-1-methylbicyclof3.1.0]hexane-2-carboxylate
and (1S,2R,4S,5R)-ethyl 4-amino-1-methylbicyclo[3. 1.0]hexane-2-carboxylate (0.21 g, 69%). This amine (0.212g, 1.16
mmol) was reacted with cyclopropanesulfonyl chloride (0.244 g, 1.74 mmol) using General Procedure N to give
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(1R,2S,4R,5S)-ethyl 4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylate and
(1S,2R,4S,5R)-ethy| 4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylate (0.11 g, 33%): LC/MS
(Table 2, Method a) R; = 2.06 min; MS m/z: 286 (M-H)".

Step D: (1R,2S,4R,5S)-4-(Cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylic acid and
(1S,2R,4S,5R)-4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0Jhexane-2-carboxylic acid.

[0254]

1:1

[0255] A mixture of (1R,2S,4R,5S)-ethyl 4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hexane-2-carboxylate
and (1S,2R,4S,5R)-ethyl 4-(cyclopropanesulfonamido)-1-methyl-bicyclo[3.1.0]hexane-2-carboxylate (0.109 g, 0.379
mmol) was hydrolyzed using General Procedure GG to give (1R,2S,4R,5S)-4-(cyclopropanesulfonamido)-1-methyl-
bicyclo[3.1.0]hexane-2-carboxylic acid and (1S,2R,4S,5R)-4-(cyclopropanesulfonamido)-1-methylbicyclo[3.1.0]hex-
ane-2-carboxylic acid (0.113 g, 100%): LC/MS (Table 2, Method a) R; = 1.57 min; MS m/z: 258 (M-H)".

Preparation #12: (1R,2R,4S)-4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylic acid and
(1S,2S,4R)-4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylic acid

[0256]

Step A: (2R,4S)-Ethyl 4-(dibenzylamino)-2-ethyl-1-methylcyclopentanecarboxylate and (2S,4R)-ethyl 4-(diben-
zylamino)-2-ethyl-1-methylcyclopentanecarboxylate

[0257]

/
Q Q H o)

/o - . /\O»>Q /0
oD oo O

[0258] To a solution of LDA (1.8M in THF, 3.04 mL, 5.47 mmol,) and THF (40 mL) at about -78 °C was added ethyl
4-(dibenzylamino)-2-ethylcyclopentanecarboxylate (1.0 g, 2.7 mmol, Preparation #EE.1) in THF (4 mL). The reaction
mixture was stirred at about -78 °C for about 1 h. Mel (2.57 mL, 41.0 mmol) was added and reaction mixture was stirred
at about -78 °C for about 1 h and was then warmed to about -40 °C. DCM (150 mL) was added followed by saturated
aqueous NH4CI solution (50 mL). The layers were separated and the aqueous layer was extracted with DCM (2 x 30
mL). The combined organic layers were washed with brine, dried over anhydrous MgSQy,, filtered, and concentrated to
dryness under reduced pressure. The residue was purified by flash silica gel chromatography eluting with a gradient of
0-10% EtOAc in DCM to give (2R,4S)-ethyl 4-(dibenzylamino)-2-ethyl-1-methylcyclopentanecarboxylate and
(2S,4R)-ethyl 4-(dibenzylamino)-2-ethyl-1-methylcyclopentanecarboxylate (0.864 g, 84%). LC/MS (Table 2, Method a)
R; =2.25 min; MS m/z: 380 (M+H)*.
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Step B: (2R,4S)-Ethyl 4-amino-2-ethyl-1-methylcyclopentanecarboxylate and (2S,4R)-ethyl 4-amino-2-ethyl-1-
methylcyclopentanecarboxylate

[0259]

Q ‘/ 3 7

o 3 Q
~ oo A, A
@J /D NH, 2

[0260] A mixture of (2R,4S)-ethyl 4-(dibenzylamino)-2-ethyl-1-methylcyclopentanecarboxylate and (2S,4R)-ethyl
4-(dibenzylamino)-2-ethyl-1-methylcyclopentanecarboxylate (0.864 g, 2.28 mmol) was debenzylated using General Pro-
cedure FF to give (2R,4S)-ethyl 4-amino-2-ethyl-1-methylcyclopentanecarboxylate and (2S,4R)-ethyl 4-amino-2-ethyl-
1-methylcyclopentanecarboxylate (0.45 g, 100%). LC/MS (Table 2, Method a) R; = 1.55 min; MS m/z: 200 (M+H)*.

Step C: (1S5,2R,4S) and (1R,2S,4R)-Ethyl 4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylate,
(1R,2R,4S) and (1S,25,4R)-ethyl 4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylate

[0261]
yd
< 0
Q )“
~ o
‘NHBOGC NHBOC
yd
o = K
———-
ety
NH, 2
1:1

[0262] A mixture of (2R,4S)-ethyl 4-amino-2-ethyl-1-methylcyclopentanecarboxylate and (2S,4R)-ethyl 4-amino-2-
ethyl-1-methylcyclopentanecarboxylate (0.454 g, 2.28 mmol) was protected using General Procedure P. The crude
reaction mixture was purified by silica gel chromatography eluting with a gradient of 0-25% EtOAc/heptane to afford
(1S,2R,4S) and (1R,2S,4R)-ethyl 4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylate (0.180 g,
26%): 'H NMR (400MHz, CDCl3) § 4.46 (s, 1H), 4.12 (g, J=7.1 Hz, 2H), 4.07-3.93 (m, 1H), 2.65 (dd, J=9.2, 13.8 Hz,
1H), 2.36 (s, 1H), 2.24-2.08 (m, 1H), 1.57 (m, 1H), 1.54-1.39 (m, 10H), 1.34-1.17 (m, 4H), 1.17-1.05 (m, 4H), 0.87 (t,
J=7.4 Hz, 3H), (1R,2R,4S) and (1S,2S,4R)-ethyl 4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxy-
late (0.430 g, 63%): TH NMR (400 MHz, CDCly) § 5.18 (s, 1H), 4.24-4.04 (m, 3H), 2.46-2.33 (m, 1H), 1.97 (m, 2H),
1.63-1.50 (m, 2H), 1.48-1.34 (m, 9H), 1.3-1.17 (m, 7H), 1.04-0.92 (m, 1H), 0.89 (t, J=7.1 Hz, 3H).

Step D: (1R,2R,4S) and (1S5,2S5,4R)-4-(tert-Butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylic acid

[0263]

1:1

[0264] A mixture of (1R,2R,4S) and (1S,2S,4R)-ethyl 4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecar-
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boxylate (0.430 g, 1.44 mmol) was hydrolyzed according to General procedure GG to give (1R,2R,4S) and (1S,2S,4R)-
4-(tert-Butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecarboxylic acid (0.256 g, 86%): LC/MS (Table 2, Method a)
Rt =2.22 min; MS m/z: 270 (M-H)".

Preparation #13: (1S,2R,4S) and (1R,2S,4R)-4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecar-
boxylic acid

[0265]

e o 7 o
O —:: >\“" O i >\’I|.
.'/NHBOC NHBOC ’,NHBOC NHBOC
11 11

[0266] A mixture of (1S,2R,4S) and (1R,2S,4R)-ethyl 4-(tert-butoxycarbonylamino)-2-ethyl-1-methylcyclopentanecar-
boxylate (0.180 g, 0.600 mmol) was hydrolyzed according to General procedure GG to give (1S, 2R,4S)-4-(tert-butoxy-
carbonylamino)-2-ethyl-1-methylcyclo-pentanecarboxylic acid and (1S,2R,4S)-4-(tert-butoxycarbonylamino)-2-ethyl-1-
methyl-cyclopentanecarboxylic acid (0.083 g, 51%): LC/MS (Table 2, Method a) R; = 2.23 min; MS m/z: 270 (M-HY.

Preparation #14: (1R,2S,4R,5R)-4-(tert-Butoxycarbonylamino)-6-(trimethylsilyl)bicyclo[3.1.0]Jhexane-2-carboxy-
lic acid

[0267]

L

Hl,é_‘\H
QO
"/NH
TS
O
Step A: (1R,4S)-tert-Butyl 3-oxo-2-azabicyclo[2.2.1]hept-5-ene-2-carboxylate

[0268]

@)
N
o - 0L

[0269] To a solution of (1R,4S)-2-azabicyclo[2.2.1]hept-5-en-3-one (1.50 g, 13.7 mmol) in THF (100 mL) was added
TEA (1.90 mL, 13.7 mmol) and DMAP (0.27 g, 2.2 mmol). The mixture was stirred for about 5 min at about 0 °C followed
by the addition of di-tert-butyl dicarbonate (3.40 mL, 14.4 mmol) in THF (15 mL). The reaction was stirred at ambient
temperature for about 24 h. The solvent was removed under reduced pressure and the crude residue was taken up in
DCM (50 mL) and washed with water (25 mL) and brine (25 mL). The organic layer was dried over anhydrous MgSQOy,,
filtered, and concentrated under reduced pressure. The crude material was purified by silica gel chromatography eluting
with a gradient of 0-30% EtOAc/heptane to afford (1R, 4S)-tert-butyl 3-oxo-2-azabicyclo[2.2.1]hept-5-ene-2-carboxylate
(2.7 g, 93%) as a white solid: TH NMR (400 MHz, DMSO-dj) § 7.26-6.86 (dd, 1H), 6.86-6.64 (m, 1H), 5.08-4.78 (d, 1H),
3.52-3.21 (dd, 1H), 2.32-2.24 (d, 1H), 2.09-2.02 (d, 1H), 1.05-1.36 (s, 9H).

Step B: (1S,2R,4R,5R)-7-oxo-3-trimethylsilanyl-6-aza-tricyclo[3.2.1.0(2,4)]octane-6-carboxylic acid tert-butyl es-
ter

[0270]
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[0271] To a solution of (1R,4S)-tert-butyl 3-oxo-2-azabicyclo[2.2.1]hept-5-ene-2-carboxylate (1.3 g, 6.2 mmol) and
palladium(ll) acetate (0.070 g, 0.31 mmol) in Et,O (62 mL) was added trimethylsilyldiazomethane (2 M in hexanes, 3.00
mL, 11.5 mmol) drop-wise at ambient temperature over about 1 h. The mixture was stirred at ambient temperature for
about 18 h and filtered through Celite®. The Celite® pad was washed with Et,O (50 mL) and the filtrate was concentrated
under reduced pressure. The crude material was purified by silica gel chromatography eluting with a gradient of 0-30%
EtOAc/heptane to afford (71S,2R,4R,5R)-7-oxo-3-trimethylsilanyl-6-aza-tricyclo[3.2.1.0(2,4)]Joctane-6-carboxylic acid
tert-butyl ester (1.7 g, 92%). 'H NMR (400 MHz, DMSO-dg) § 4.37 (s, 1H), 2.70 (s, 1H), 1.45 (m, 10H), 1.23 (t, 1H), 0.76
(t, 1H), 0.10 (s, 2H), -0.03 (s, 9H).

Step C: (1R,2S,4R,5R)-4-(tert-Butoxycarbonylamino)-6-(trimethylsilyl)bicyclo[3.1.0]lhexane-2-carboxylic acid

[0272]

H., wH

" 0
s NJ\O% o [\
Ty — YNV
N (0]
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H HO

[0273] A mixture of (1S,2R,4R,5R)-7-oxo-3-trimethylsilanyl-6-aza-tricyclo[3.2.1.0(2,4)]octane-6-carboxylic acid fert-
butyl ester (1.7 g, 5.7 mmol) and potassium fluoride on alumina (2.10 g, 14.1 mmol) in THF (38 mL) was heated to about
60 °C for about 18 h. The mixture was cooled to ambient temperature and filtered through Celite®. The Celite® pad was
rinsed with EtOAc (50 mL) and the filtrate was concentrated under reduced pressure to afford (1R,2S,4R,5R)-4-(tert-
butoxycarbonylamino)-6-(trimethylsilyl)bicyclo[3.1.0]hexane-2-carboxylic acid (1.82 g, 100%): LC/MS (Table 2, Method
a) Ry =2.62 min; MS m/z: 312 (M-H)".

Preparation #15: (1R,2R,45,5S)-4-(6-Tosyl-6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo [3.1.0] hex-
an-2-amine

[0274]

wnNH,

K
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N
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=0 —0
=X =

[0275] To a solution of tert-butyl (1R,2R,4S,5R,)-4-(6-tosyl-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)-6-(tri-
methylsilyl)bicyclo[3.1.0]hexan-2-ylcarbamate (0.780 g, 1.34 mmol, prepared using A from Preparation #9 and Prepa-
ration #14 with HATU, C with TEA) in DCM (20 mL) was added trifluoromethanesulfonic acid (0.48 mL, 5.4 mmol). After
stirring at ambient temperature for about 18 h, additional trifluoromethanesulfonic acid (0.48 mL, 5.4 mmol) was added
and the mixture was stirred for about an additional 18 h. The reaction mixture was diluted with DCM (40 mL) and slowly
poured into a vigorously stirred slurry of ice water (30 mL). After about 5 min the reaction mixture was neutralized with
saturated aqueous NaHCO,. The layers were separated and the aqueous layer was extracted with DCM (40 mL). The
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combined organic layers were washed with brine, dried over anhydrous MgSO,, filtered, and concentrated under reduced
pressure to afford to afford (1R,2R,4S,5S)-4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-ajpyrazin-1-yl)bicyc-
lo[3.1.0]hexan-2-amine as alightbrown solid (0.55 g, 87%): LC/MS (Table 2, Method a) R;=1.75 min; MS m/z: 409 (M+H)*.
Preparation #16: Lithium (R)-4-(tert-butoxycarbonyl)-1-methylpiperazine-2-carboxylate

[0276]

Step A: (R)-1-tert-Buty| 3-methyl 4-methylpiperazine-1,3-dicarboxylate
[0277]

| Y LYY

o A_N_ 0
M

o)

[0278] To (R)-1-tert-butyl 3-methylpiperazine-1,3-dicarboxylate (1.2 g, 4.9 mmol, ASW Med Chem Inc) in MeCN and
MeOH (1:1, 100 mL) was added formaldehyde (37% aqueous, 13.2 mL, 177 mmol), followed by the addition of sodium
triacetoxyborohydride (5.20 g, 24.5 mmol). The mixture was stirred for about 15 min at ambient temperature. AcOH (5.6
mL, 98 mmol) was added drop-wise and the mixture was stirred for about 1 h. The solvent was removed under reduced
pressure and the residue was dissolved in DCM (100 mL) and neutralized using aqueous 2 N NaOH. Saturated aqueous
NaHCO3 (50 mL) was added and the layers were separated. The organic layer was washed with brine (50 mL), dried
over anhydrous MgSQ,, filtered, and concentrated under reduced pressure. The crude material was purified by silica
gel chromatography eluting with a gradient of 20-80% EtOAc/heptane to afford (R)-1-tert-butyl 3-methyl 4-methyipiper-
azine-1,3-dicarboxylate (1.1 g, 85 %): LC/MS (Table 2, Method a) R; = 1.91 min; MS m/z: 259 (M+H)*.

Step B: Lithium (R)-4-(tert-butoxycarbonyl)-1-methylpiperazine-2-carboxylate

[0279]

|\N/ﬁ L \N/w
0 \"K/N 0 — Li*7o \\\*K/N o)
TR IS

[0280] To a solution of (R)-1-tert-butyl 3-methyl 4-methylpiperazine-1,3-dicarboxylate (1.2 g, 4.6 mmol) in 1,4-dioxane
(18 mL) and water (18 mL) was added LiOH -H,O (0.290 g, 6.91 mmol). After heating at about 80 °C for about 1 h, the
reaction mixture was cooled to room temperature and the solvent was removed under reduced pressure. The solid was
dried in a vacuum oven at about 65 °C for about 18 h to afford lithium (R)-4-(tert-butoxycarbonyl)-1-methylpiperazine-
2-carboxylate (1.46 g, quantitative): LC/MS (Table 2, Method a) R; = 1.17 min; MS m/z: 245 (M+H)*.

Preparation #17: (1S,4R)-4-(tert-Butoxycarbonylamino)cyclopent-2-enecarboxylic acid

[0281]

[::):itla - Hiz?“I.<i:::l”'u’ji\c;>zil

[0282] To a solution of (1R,4S)-2-azabicyclo[2.2.1]hept-5-en-3-one (5.0 g, 46 mmol) in water (30.5 mL) was added
aqueous HCI (2 M, 23.0 mL, 46.0 mmol). After heating at about 80 °C for about 2 h, the reaction mixture was cooled to
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ambient temperature and the solvent was removed under reduced pressure. The solid was dried in a vacuum oven at
about 70 °C and used without further purification. To a solution of (1S,4R)-4-aminocyclopent-2-enecarboxylic acid hy-
drochloride (9.20 g, 45.8 mmol) in 1,4-dioxane (15 mL) and water (18.3 mL) at about 0 °C was added DIEA (32.0 mL,
183 mmol). After stirring for about 5 min, a solution of di-ferf-butyl dicarbonate (11.7 mL, 50.4 mmol) in 1,4-dioxane (5
mL) was added. The reaction mixture was warmed to ambient temperature and stirred for about 18 h. Solvent was
removed under reduced pressure and the crude oil was dried in a vacuum oven at about 65 °C for about 3 h. The crude
product was purified by silica gel chromatography eluting with a gradient of 80-100% EtOAc/heptane to afford (1S,4R)-
4-(tert-butoxycarbonylamino)cyclopent-2-enecarboxylic acid (5.2 g, 50% over 2 steps): LC/MS (Table 2, Method a) R,
=1.81 min; MS m/z: 226 (M-H)".

Preparation #18: (1S,2R,4S,5R)-4-(6-Tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo [3.1.0] hex-
an-2-amine

[0283]

T JQ .

Q °
[0284] To a solution of ethyl (1S,2R,4S,5R)-4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyc-
lo[3.1.0]hexan-2-ylcarbamate (0.16 g, 0.34 mmol, prepared using GG from Preparation #KK.1, A from Preparation #9
with HATU and TEA, C with TEA) in DCM (2.3 mL) was added trimethylsilyl iodide (0.11 mL, 0.75 mmol). After stirring
at ambient temperature for about 24 h, additional trimethylsilyl iodide (0.11 mL, 0.75 mmol) was added and the reaction
mixture was heated to about 40 °C for about 4 days. The reaction mixture was cooled to ambient temperature, followed
by the addition of saturated aqueous NaHCO5 (20 mL). The mixture was stirred for about 5 min and the layers were
separated. The aqueous layer was further extracted with DCM (20 mL). The combined organic layers were washed with
brine (20 mL), dried over anhydrous MgSQy, filtered, and concentrated under reduced pressure to afford (1S,2R,4S,5R)-

4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[3. 1.0Jhexan-2-amine that contained 1 molar equiv
DCM (0.17 g, 100%): LC/MS (Table 2, Methed a) R, = 1.76 min; MS m/z: 409 (M+H)*.

Preparation #19: (9H-Fluoren-9-yl)methyl 4-methyl-3-(3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperi-

dine-1-carboxylate
o
NJ\O
Pl :

[0285]
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[0286] To a solution of (9H-fluoren-9-ylmethyl 3-(2-(tert-butoxycarbonyl(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ami-
no)acetyl)-4-methylpiperidine-1-carboxylate (0.627 g, 0.836 mmol, prepared using W from Preparation #20, LL, Z from
Example #8, Step A) in DCM (10 mL) was added TFA (1.50 mL, 19.5 mmol) and the resulting mixture was stirred at
ambient temperature under nitrogen for about 1 h. The solution was concentrated and the residue was partitioned
between saturated aqueous NaHCO4 (25 mL) and EtOAc (25 mL). The organic phase was washed with brine (20 mL),
dried over anhydrous MgSQ,, filtered, and concentrated to yield crude (9H-fluoren-9-yl)methyl 4-methyl-3-(2-(5-tosyl-
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5H-pyrrolo[2,3-b]pyrazin-2-ylamino)acetyl)-piperidine-1-carboxylate as an amorphous brown solid. The crude material
was added to 1,4-dioxane (5 mL), Lawesson’s reagent (0.203 g, 0.502 mmol) was added, and the resulting suspension
was heated at about 80 °C for about 20 min. The solvent was removed under reduced pressure and the residue was
purified by silica gel chromatography eluting with a gradient of 0 to 1.5% MeOH/DCM to give (9H-fluoren-9-yl)methy! 4-
methyl-3-(3-tosyl-3H-imidazo[1,2-a]pyrrolof2,3-e]pyrazin-8-yl)piperidine-1-carboxylate as an off-white solid (0.21 g,
40%): LC/MS (Table 2, Method a) R; = 2.68 min; MS m/z: 632 (M+H)*.

Preparation #20: 1-(((9H-Fluoren-9-yl)methoxy)carbonyl)-4-methylpiperidine-3-carboxylic acid

[0287]
O
nosat O o — o o

[0288] To a solution of 1-(tert-butoxycarbonyl)-4-methylpiperidine-3-carboxylic acid (1.50 g, 6.17 mmol, Example #13,
Step G) in 1,4-dioxane (10 mL) was added aqueous HCI (4N in 1,4-dioxane (4.62 mL, 18.5 mmol). The reaction mixture
was heated at about 60 °C for about 16 h before being allowed to cool to ambient temperature. To the mixture was
added NaHCO3; (2.07 g, 24.7 mmol) and water (10.0 mL) followed by (9H-fluoren-9-yl)methyl 2,5-dioxopyrrolidin-1-yl
carbonate (4.16 g, 12.3 mmol). The reaction was stirred at about 25 °C for about 16 h. The reaction was acidified to
about pH 1 with aqueous 1N HCI and was extracted with EtOAc (75 mL). The organic layer was washed with brine (50
mL), dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The product was purified by
silica gel chromatography (40 g column) eluting with a gradient of 1-5% MeOH in DCM to give 7-(((9H-fluoren-9-yl)meth-
oxy)carbonyl)-4-methylpiperidine-3-carboxylic acid (0.72 g, 31%) as a clear oil: LC/MS (Table 2, Method a) R; = 2.44
min; MS m/z: 366 (M+H)*.

Preparation #21: 5-Cyano-N-((1R,3S)-2,2-dimethyl-3-(6-tosyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclobutyl)pyridine-2-sulfonamide

[0289]
N
| B ] ~-7
Q
HN—g N HN Q‘s\\ N?
% [¢]
Na= N
Na N N NN A
Lo — <L
N o) 120

[0290] To a solution of 5-bromo-N-((1R,3S)-2,2-dimethyl-3-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclobutyl)pyridine-2-sulfonamide (0.69 g, 1.1 mmol, prepared using A from (1S,3R)-3-acetamido-2,2-dimethylcy-
clobutanecarboxylic acid [Tetrahedron: Asymmetry 2008, 19, 302-308] and Preparation #9 with EDC, C with DIEA, JJ,
N from 5-bromopyridine-2-sulfonyl chloride [Chem Impex]) in degassed DMF (1.5 mL) was added dicyanozinc (0.321
g, 2.74 mmol) followed by Pd(PhsP), (0.063 g, 0.055 mmol, Strem). The reaction was heated at about 80 °C for about
16 h under a nitrogen atmosphere. The reaction mixture was allowed to cool to ambient temperature before it was diluted
with agueous NaOH (1N, 10 mL) and extracted with EtOAc (25 mL). The organic layer was washed with brine (20 mL),
dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The product was purified by silica
gel chromatography (12 g) eluting with a gradient of 1-10 % MeOH in DCM to give 5-cyano-N-((1R,3S)-2,2-dimethyi-
3-(6-tosyl-6H-pyrrolof2,3-e][1,2,4]triazolof4,3-a]pyrazin-1-yl)cyclobutyl)pyridine-2-sulfonamide (0.09 g, 14%) as a tan
solid: LC/MS (Table 2, Method a) R; = 2.14 min; MS m/z: 577 (M+H)*.
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Preparation #22: 2-Acetylamino-5-carboxyadamantane

[0291]

NH, H
o N
>‘zgil;J/ e C§L;£;Z;;/ ‘Eg/
0

\ HO

[0292] To E-2-amino-5-carboxyadamantane methyl ester hydrochloride (1.0 g, 4.1 mmol, as prepared in Org. Process
Res. Dev., 2008, 12 (6), 1114-1118) and DIEA (2.13 mL, 12.2 mmol) in 1,4-dioxane (15 mL) was added Ac,O (0.576
mL, 6.10 mmol). The reaction was stirred at about 25 °C for about 3 h before the addition of aqgueous NaOH (2N, 8.14
mL, 16.3 mmol). The reaction was stirred at about 25 °C for about 16 h before it was partitioned between EtOAc (100
mL) and aqueous 1 N HCI (50 mL). The organic layer was washed with brine (50 mL), dried over anhydrous Na,SOy,,
filtered, and concentrated under reduced pressure to give 2-acetylamino-5-carboxyadamantane (0.47 g, 49%) as a white
solid: LC/MS (Table 2, Method a) R; = 1.43 min; MS m/z: 236 (M-H)".

Preparation #23: 6-Fluoro-4-methylnicotinamide

[0293]

O

F— N 2 r— N\ 2
N= OH N= Cl N= NH,

[0294] A round bottom flask was charged with 6-fluoro-4-methylnicotinic acid (1.13 g, 7.28 mmol, Frontier) and DCM
(73 mL) to give a clear solution. Thionyl chloride (5.32 mL, 72.8 mmol) was added drop-wise and the mixture was stirred
at room temperature overnight. The reaction mixture was concentrated to dryness under reduced pressure and the
residue was dissolved in EtOAc (10 mL) and added drop-wise to a rapidly stirred mixture of EtOAc (40 mL) and con-
centrated aqueous NH,OH (36.9 ml, 947 mmol). The mixture was stirred for about 1 h, and the layers were separated.
The aqueous layer was further extracted with EtOAc (50 mL) and the combined extracts were washed with brine, dried
over anhydrous Na,SOy, filtered, and concentrated to dryness under reduced pressure to give 6-fluoro-4-methyinicoti-
namide (0.69 g, 61%) as white solid: LC/MS (Table 2, Method d) R; = 1.03 min; MS m/z 153 (M-H)".

Preparation #24: 1-(5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ethanamine hydrochloride

[0295]
NH; + HC
N
PR
g s
,"S:-O

Step A: 1-(5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ethanol

[0296]
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[0297] To a solution of methylmagnesium chloride (0.232 mL, 0.697 mmol) in THF (10 mL) at about - 78 °C was added
a solution of 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde (0.210 g, 0.697 mmol, Example #10, Step B) in DCM
(10.0 mL). After about 10 min saturated aqueous NH,Cl was added to the reaction mixture. After wanning to room
temperature, EtOAc (30 mL) was added to the reaction mixture and the organic layer was separated, dried over anhydrous
Na,SQ,, filtered, and concentrated under reduced pressure. The crude material was purified by silica gel chromatography
eluting with 20-80% EtOAc/heptane to provide 71-(5-tosyl-6Hpyrrolo[2,3-bjpyrazin-2-yl)ethanol (0.050 g, 23%) as a yellow
oil. LC/MS (Table 2, Method a) R; = 2.04 min; MS m/z: 318 (M+H)*.

Step B: 2-(1-Azidoethyl)-5-tosyl-5iH-pyrrolo[2,3-b]pyrazine

[0298]

[0299] To a solution of 1-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ethanol (0.600 g, 1.89 mmol) in DCM (10 mL) was
added SOCI, (0.690 mL, 9.45 mmol) at ambient temperature. After about 4 h the reaction mixture was diluted with EtOAc
(50 mL) and saturated aqueous NaHCO3 (50 mL) was added to the reaction mixture. After gas evolution ceased, the
organic layer was separated, dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The
residue was dissolved in DMF (10 mL) and sodium azide (0.615 g, 9.45 mmol) was added to the reaction mixture. After
about 15 h, EtOAc (50 mL) and water (50 mL) were added to the reaction mixture. The organic layer was separated,
concentrated under reduced pressure, and purified by silica gel chromatography eluting with 20-80% EtOAc/heptane to
provide 2-(1-azidoethyl)-5-tosyl-6H-pyrrolo[2,3-bjJpyrazine (0.65 g, 100%) as a colorless solid: LC/MS (Table 2, Method
a) R; = 2.67 min; MS m/z: 343 (M+H)*.

Step C: 1-(5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ethanamine hydrochloride

N N
N N HCI Z N

L0

[0300]

O;

[0301] To a solution of 2-(1-azidoethyl)-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (0.65 g, 1.9 mmol) in THF (10 mL) and water
(5 mL) was added triphenylphosphine (0.598 g, 2.28 mmol). The reaction mixture was heated to about 45 °C and after
about 12 h the reaction mixture was cooled to room temperature and concentrated under reduced pressure. The residue
was dissolved in EtOAc (40 mL) and HCI gas was passed through the solution until pH of 1. Et,O (40 mL) was slowly
added and the solvent was decanted away from the resulting solid. The solid was dried under vacuum to provide 7-(5-
tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)ethanamine hydrochloride (0.65 g, 97%) as a tan solid: LC/MS (Table 2, Method a)
R; = 1.56 min; MS m/z: 317 (M+H)*.
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Preparation #25: 2,2-Dimethyl-4-oxocyclopentanecarboxylic acid

[0302]

OH

[0303] To a solution of 4,4-dimethylcyclopent-2-enone (2.0 g, 18 mmol) in EtOH (50 mL), water (7.5 mL) and AcOH
(1.5 mL) was added potassium cyanide (2.36 g, 36.3 mmol). The reaction mixture was heated to about 40 °C and after
about 15 h the reaction mixture was concentrated under reduced pressure. The residue was diluted with EtOAc (50 mL)
and washed with brine. The organic layer was separated, dried over anhydrous Na,SO,, filtered, and concentrated. The
residue was dissolved in aqueous HCI (6N, 50 mL) and heated to reflux. After about 3 days the reaction mixture was
cooled to room temperature and concentrated under reduced pressure to provide 2,2-dimethyl-4-oxocyclopentanecar-
boxylic acid (3.7 g, 90%, ~70% purity by TH NMR) that was carried on without additional purification: LC/MS (Table 2,
Method a) R; = 1.30 min; MS m/z: 155 (M-H)".

Preparation #26: 4-(tert-Butoxycarbonylamino)bicyclo[2.2.1]heptane-1-carboxylic acid

[0304]
0
v
0
HO o/>— )T

Step A: 4-(Methoxycarbonyl)bicyclo[2.2.1]heptane-1-carboxylic acid

[0305]

Q O Q O
—0 Oo— —0 OH
[0306] To a solution of dimethyl bicyclo[2.2.1]heptane-1,4-dicarboxylate (2.00 g, 9.44 mmol, as prepared in Aust. J.
Chem., 1985, 38, 1705-18) in MeOH (47 mL) was added KOH (0.475 g, 8.46 mmol) and water (2.5 mL). The reaction
was stirred at reflux for about 16 h and then cooled to room temperature and concentrated to dryness under reduced
pressure. Water (25 mL) was added to the remaining residue and the mixture was extracted with Et,O (2 x 25 mL). The
aqueous layer was acidified to about pH 4 using aqueous 6 N HCI and was extracted with DCM (3 x 20 mL). The
combined DCM extracts were dried over anhydrous MgSQ,, filtered, and concentrated to provide 4-(methoxycarbo-

nyl)bicyclo[2.2.1]heptane-1-carboxylic acid as an off-white solid (1.19 g, 71%): TH NMR (400 MHz, DMSO-dg) § 12.19
(s, 1H), 3.61 (s, 3H), 1.92 (d, J=6.6 Hz, 4H), 1.76 (s, 2H), 1.65-1.54 (m, 4H).

Step B: Methyl 4-(tert-butoxycarbonylamino)bicyclo[2.2.1]Jheptane-1-carboxylate

[0307]
o) 0 Q
j> <<EEE>>__4( $»——<EEES>F—+4H
—0 OH —0 gfik_

[0308] To a solution of 4-(methoxycarbonyl)bicyclo[2.2.1]heptane-1-carboxylic acid (2.01 g, 10.1 mmol) in toluene (30
mL) was added diphenyl phosphoryl azide (2.20 mL, 10.2 mmol) and TEA (1.60 mL, 11.5 mmol). The mixture was stirred
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at room temperature for about 1 h followed by heating at about 50 °C for about 3 h and further heating at about 70 °C
for about 2 h. The reaction was cooled to room temperature and concentrated to dryness under reduced pressure. The
residue was diluted in terf-butanol (10.0 mL, 105 mmol) and the mixture was heated at about 80 °C for about 16 h. The
reaction mixture was cooled to room temperature and dissolved in Et,O (50 mL). The organic layer was washed with
water, aqueous 1 M NaOH, water, and brine (25 mL each). The organic layer was dried over anhydrous Na,SO,, filtered,
and concentrated to provide methy!l 4-(tert-butoxycarbonylamino)bicyclo[2.2.1]-heptane-1-carboxylate as an off-white
solid (2.22 g,81%): THNMR (400 MHz, DMSO-dg) § 7.03 (s, 1H), 3.59 (s, 3H), 1.95-1.74 (m, 6H), 1.60 (s, 4H), 1.37 (s, 9H).

Step C: 4-(tert-Butoxycarbonylamino)bicyclo[2.2.1]heptane-1-carboxylic acid

[0309]

PO, . 3O,
(0] k fe) )v

[0310] To a solution of methyl 4-(tert-butoxycarbonylamino)bicyclo[2.2.1]heptane-1-carboxylate (2.21 g, 8.20 mmol)
in THF (27 mL) and MeOH (14 mL) was added aqueous NaOH (1 N, 20.0 mL, 20.0 mmol). The mixture was stirred at
room temperature for about 16 h and concentrated to dryness under reduced pressure. Water (25 mL) was added to
the remaining residue and the mixture was extracted with Et,O (2 x 25 mL) and the Et,O extracts were discarded. The
aqueous layer was acidified to about pH 4 using aqueous 6 N HCI and extracted with Et,O (3 x 10 mL). The combined
organic layers were dried over anhydrous MgSQ,, filtered, and concentrated to dryness under reduced pressure to
provide 4-(tert-butoxycarbonylamino)bicyclo[2.2.1]heptane-1-carboxylic acid as an off-white solid (1.69 g, 81%): "H NMR
(400 MHz, DMSO-dg) 5 12.07 (s, 1H), 7.00 (s, 1H), 2.00-1.69 (m, 6H), 1.67-1.45 (m, 4H), 1.37 (s, 9H).

Preparation #27: 6-Chloro-4-(trifluoromethyl)nicotinamide

[0311]

RF FF
F F

O 0
a— N g\
N=" OH N="" NH,

[0312] 6-Chloro-4-(trifluoromethyl)nicotinic acid (1.0 g, 4.4 mmol, Oakwood) was dissolved in DCM (44 mL) to give a
clear solution. SOCI, (3.2 mL, 44 mmol) was added drop-wise and the reaction mixture was stirred at room temperature
overnight and then at reflux for about 16 h. The mixture was concentrated under reduced pressure to give a yellow oil
that was dissolved into EtOAc (10 mL). The solution was added drop-wise to a rapidly stirred mixture of EtOAc (20 mL)
and concentrated aqueous NH4OH (22 mL, 580 mmol). The resulting cloudy mixture was stirred for about 2 h and
separated. The aqueous layer was further extracted with EtOAc (30 mL). The combined organic extracts were washed
with brine, dried over anhydrous Na,SQy, filtered, and concentrated under reduced pressure to give 6-chloro-4-(trifluor-
omethyl)nicotinamide (0.85 g, 85 %) as off-white solid: LC/MS (Table 2, Method a) R; = 1.62 min; MS m/z: 223 (M+H)*.

Preparation #28: (5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methanamine hydrochloride

[0313]
NC.__N
Br- N\ N | I\ H,N | I
| P Z N 7N
N o N \ ,/O \S,/O
o”sl —_— o* — HCI o
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[0314] A 5-L reactor was charged with 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (98.8 g, 281 mmol, Preparation #7),
zinc dust (3.50 g, 53.3 mmol), palladium (ll) trifluroacetate (4.0 g, 12 mmol), and racemic-2-(di-t-butylphophino)-1,1’-
binapthyl (9.8 g, 24.7 mmol). The flask was equipped with a powder addition device into which zinc cyanide (10.0 g, 157
mmol) was placed to be added at a later step. The vessel was purged with argon for no longer than about 30 min and
then argon sparged DMA (2 L) was added to the reactor. The mixture was stirred and heated to about 50 °C while
maintaining an argon sparge. The resulting dark brown solution was further heated to about 95 °C while adding the zinc
cyanide, from the powder addition device, portion-wise over about 15 min. Upon reaching about 95 °C, the brown mixture
is stirred for about an additional 16 h. The reaction mixture was cooled to room temperature, resulting in the precipitation
of salts. The mixture was filtered through a Buchner funnel containing filter-aid and the filter cake was washed with DMA
(20 mL). A solution of the crude product in DMA was added to cold (<10 °C) water (16 L) and stirred for about 30 min.
The resulting suspension was filtered and the filter cake was rinsed again with water (1 L). The resulting wet cake was
dried in a vacuum oven at about 50°C. The crude solid was dissolved in DCM (1.5 L) and further dried over anhydrous
MgSO,. After filtration, the solution was passed through a pad of silica (140 g), washing with additional solvent until only
predominantly impurities were detected eluting off the pad. The solvent was removed and the crude solid was triturated
with MeOH/DCM (4:1, 10 volumes of solvent per gram of crude solid) at ambient temperature for about 5 h. The solid
was filtered and washed with MeOH (300 mL). The product was dried in a vacuum oven to provide 5-fosyl-5H-pyrrolo[2,3-
bjpyrazine-2-carbonitrile (58.8 g, 70%) as a colorless solid: TH NMR (400 MHz, CDCly) 6 8.67 (s, 1H), 8.21 (d, J=4.2
Hz, 1H), 8.07 (d, J=8.4 Hz, 2H), 7.34 (d, J=8.1 Hz, 2H), 6.89 (d, J=4.2 Hz, 1H), 2.42 (s, 3H). A 2-L 316-stainless steel
pressure reactor was charged with 5% Pd/C (15.4 g of 63.6 wt% water wet material, 5.6 g dry basis, Johnson Matthey
A503032-5), 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbonitrile (55 g, 184 mmol), THF (1.1 L), deionized water (165 mL),
aqueous HCI, (37 wt%, 30 mL, 369 mmol) and quinoline (1.1 mL, 9.0 mmol). The vessel was purged, pressurized, and
maintained at 40 psi with hydrogen supplied from a high pressure reservoir. The mixture was vigorously agitated at
about 25 °C. After about 5 h the reactor was vented and purged with nitrogen to remove most of the dissolved hydrogen,
and the reaction mixture was filtered to remove the catalyst. The reactor and catalyst cake were rinsed with THF:H,O
(1:1,2 X 40 mL). The combined filtrate and rinses were concentrated and EtOH (500 mL) was added. After two additional
solvent switches with EtOH (2 x 500 mL), the crude residue was concentrated to give a residue (76 g) that was suspended
in EtOH (550 mL) and stirred at ambient temperature for about 4 h. The solid was collected by filtration and washed with
cold EtOH (50 mL). The wet cake was dried in a vacuum oven to provide (6-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)meth-
anamine hydrochloride (51.2 g, 82%) as a colorless solid: LC/MS (Table 2, Method a) R; = 1.44 min; MS m/z: 303 (M+H)*.

General Procedure A: Formation of a hydrazide from a carboxylic acid

[0315] To mixture of a 2-hydrazinylpyrrolo[2,3-b]pyrazine (preferably 1 equiv) and a carboxylic acid (1-2 equiv, pref-
erably 1.1-1.3 equiv) in a solvent such as DCM or THF, preferably DCM, is added a coupling agent such as OEDC<HCI
or HATU (1.0-2.0 equiv, preferably 1.2-1.6 equiv) with or without an organic base such as TEA or DIEA (2-5 equiv,
preferably 3-4 equiv). After about 1-72 h (preferably 2-6 h) at about 20-60 °C (preferably about room temperature), the
reaction is worked up using one of the following methods. Method 1: Water is added and the layers are separated.
Optionally, the mixture may be filtered through Celite® prior to the separation of the layers. The aqueous layer is then
extracted with an organic solvent such as EtOAc or DCM. The combined organic layers are optionally washed with brine,
dried over anhydrous Na,SO, or MgSQy, filtered or decanted, and concentrated under reduced pressure. Method 2:
The reaction is diluted with an organic solvent such as EtOAc or DCM and is washed with either water or brine or both.
The aqueous layer is optionally further extracted with an organic solvent such as EtOAc or DCM. Then the organic layer
or combined organic layers are optionally washed with brine, dried over anhydrous Na,SO, or MgSQ,, filtered or de-
canted, and concentrated under reduced pressure. Method 3: The reaction is diluted with an organic solvent such as
EtOAcor DCM and water is added. The layers are separated and the organic layer is directly purified by chromatography.
In all cases, the crude material is optionally purified by precipitation, crystallization, and/or trituration from an appropriate
solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure A

Preparation #A.1: tert-Butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl-
carbamate

[0316]
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[0317] To mixture of 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (2.50 g, 8.24 mmol, Preparation #9) and (1R,3S)-
3-(tert-butoxycarbonylamino)cyclopentanecarboxylic acid (2.08 g, 9.07 mmol, Peptech) in DCM (30 mL) was added
EDC<HCI (1.90 g, 9.89 mmol). After about 4.5 h at ambient temperature, water (30 mL) was added and the layers were
separated. The aqueous layer was then extracted with EtOAc (15 mL). The combined organic layers were washed with
brine, dried over anhydrous MgSO, filtered, and concentrated under reduced pressure. The crude material was dissolved
in DCM (15 mL) and purified by silica gel chromatography eluting with a gradient of 40-100% EtOAc in heptane to give
tert-butyl (1S,3R)-3-(2-(5-tosyl-6H-pyrrolo[2,3-bjpyrazin-2-yl)hydrazinecarbonyl)cyclopentylcarbamate (4.20 g, 97 %):
LC/MS (Table 2, Method a) R; = 2.27 min; MS m/z: 515 (M+H)*.

General Procedure B: Formation of a hydrazide from an acid chloride followed by cyclization and sulfonamide
hydrolysis

[0318] To a solution of 5-sulfonyl-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (preferably 1 equiv) and TEA or DIEA (1-10
equiv, preferably 4 equiv) in 1,4-dioxane at about 0-25 °C (preferably ambient temperature) is added an acid chloride
(1-1.5 equiv, preferably 1 equiv). After the complete addition, the reaction is allowed to warm to ambient temperature if
cooled initially. After about 0.5-2 h (preferably about 1 h), SOCI, (1-10 equiv, preferably 3 equiv) is added and the reaction
is heated at about 60-100 °C (preferably about 80-90 °C) for about 0.25-8 h (preferably about 1 h). The reaction is
allowed to cool to ambient temperature and then aqueous base (such as aqueous Na,CO, or aqueous NaOH, preferably
aqueous NaOH) is added followed by the optional, but not preferable, addition of MeOH (5-50% of the reaction volume,
preferably 50%). The reaction is heated at about 50-90 °C for about 1-96 h (preferably about 3 h at about 60 °C if using
aqueous NaOH or about 3 days at about 90 °C if using aqueous Na,CO3). The reaction is concentrated under reduced
pressure and then is partitioned between an organic solvent (such as EtOAc or DCM, preferably EtOAc) and water,
saturated agueous NaHCO4 and/or brine, preferably saturated aqueous NaHCO,. The organic layer is separated and
optionally washed with water and/or brine, dried over anhydrous Na,SO, or MgSO,, filtered or decanted, and concen-
trated under reduced pressure. The crude material is optionally purified by precipitation, crystallization, and/or trituration
from an appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure B
Example #B.1.1: 1-(2-Methylcyclohexyl)-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine

[0319]

[0320] To a solution of 5-(4-tert-butylphenylsulfonyl)-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (0.40 g, 1.2 mmol, Prep-
aration #3) and DIEA (0.20 mL, 1.2 mmol) in 1,4-dioxane (12 mL) at about 0 °C was added 2-methylcyclohexanecarbonyl
chloride (0.19 g, 1.2 mmol, Preparation #4). After the complete addition, the ice bath was removed and the reaction was
allowed to warm to ambient temperature. After about 1 h, SOCI, (0.42 mL, 5.8 mmol) was added and the reaction was
heated at about 90 °C for about 1 h. The reaction was allowed to cool to ambient temperature and then 2 M aqueous
Na,CO3 (2N, 11.6 mL, 23.2 mmol) and MeOH (12 mL) were added. The reaction was heated at about 90 °C for about
3 days. The reaction was concentrated under reduced pressure and then partitioned between EtOAc (50 mL) and
saturated aqueous NaHCOj5 (40 mL). The organic layer was separated and dried over anhydrous Na,SO,, filtered and
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the solvent was concentrated under reduced pressure. The residue was purified over silica gel (12 g) using EtOAc as
the eluent and then further purified by RP-HPLC (Table 2, Method b). The combined product-containing fractions were
concentrated underreduced pressure toremove the MeCN and the resulting precipitate was collected by vacuum filtration
to afford 1-(2-methylcyclohexyl)-6H pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine as a white solid (0.10 g, 35%): LC/MS
(Table 2, Method a) R; = 1.84 min; MS m/z: 256 (M+H)*.

General Procedure C: Cyclization of a hydrazide

[0321] To a solution of a 2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (preferably 1 equiv) in an organic solvent (for example
1,4-dioxane) is added a base such as TEA or DIEA (1-5 equiv, preferably 2-4 equiv) and SOCI, (1-5 equiv, preferably
1-2 equiv). The mixture is heated at about 60-100 °C (preferably about 80 °C) for about 1-16 h (preferably about 1-2 h).
The reaction mixture is cooled to ambient temperature and worked up using one of the following methods. Method 1:
An organic solvent (such as EtOAc or DCM) and water are added. The layers are separated and the aqueous layer is
optionally extracted with additional organic solvent. The combined organic layers may be optionally washed with aqueous
base (such as NaHCO3) and/or brine, dried over anhydrous Na,SO, or MgSO,, then decanted or filtered prior to con-
centrating under reduced pressure. Method 2: An organic solvent (such as EtOAc or DCM) is added and the organic
layer is optionally washed with brine or water, dried over anhydrous MgSO, or Na,SO,, filtered or decanted, and
concentrated under reduced pressure. Method 3: The reaction mixture is partitioned between an organic solvent (such
as EtOAc or DCM) and saturated aqueous NaHCO, or brine, dried over anhydrous Na,SO, or MgSQ,, then decanted
or filtered prior to concentrating under reduced pressure. The crude material is optionally purified by precipitation,
crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target
compound.

Illustration of General Procedure C

Preparation #C.1: tert-Butyl-(1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl-
carbamate

[0322]

[0323] To a solution of tert-butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl-
carbamate (9.30 g, 18.1 mmol, Preparation #A.1) in 1,4-dioxane (100 mL) was added TEA (10.0 mL, 72.3 mmol) and
SOCl, (2.11 mL, 28.9 mmol). The mixture was heated at about 80 °C for about 1.5 h. The reaction mixture was cooled
to ambient temperature, EtOAc and water (200 mL each) were added, and the layers were separated. The aqueous
solution was extracted with EtOAc (2 x 100 mL) and the combined organic layers were washed with saturated aqueous
NaHCOg3 and brine (100 mL each). The organic extracts were dried over anhydrous Na,SO,, filtered, and concentrated
under reduced pressure. The crude material was purified by silica gel chromatography eluting with a gradient of 25-100%
EtOAc in DCM to give tert-Butyl-(1S,3R)-3-(6-tosyl-6H-pyrrolof2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyicar-
bamate (7.65 g, 85%): LC/MS (Table 2, Method a) R; = 2.37 min; MS m/z: 497 (M+H)*.

General Procedure D: Cyclization of a hydrazide followed by sulfonamide hydrolysis and Boc-deprotection

[0324] Around-bottomedflask is charged with a 5-sulfonyl-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (preferably 1 equiv),
an organic solvent (such as 1,4-dioxane or THF, preferably 1,4-dioxane), SOCI, (2-5 equiv, preferably 2 equiv) and an
organic base such as DIEA or TEA (0-5 equiv, preferably 3 equiv). The resulting mixture is stirred at about 25-120 °C
(preferably about 90 °C) for about 0.25-5 h (preferably about 1 h) and then allowed to cool to ambient temperature. To
the reaction mixture is added an aqueous base (such as agueous Na,CO, or aqueous NaOH, 1-30 equiv, preferably
1-2 equiv for aqueous NaOH, preferably 15-20 equiv for aqueous Na,CQO3) and the resulting mixture is heated at about
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60-120 °C (preferably about 90 °C) for about 1-10 h (preferably about 5 h) then allowed to cool to ambient temperature.
MeOH (5-50% of the reaction volume, preferably 20-30%) is added to the reaction mixture and the resulting solution is
heated at about 60-120 °C (preferably about 90 °C) for about 5-24 h (preferably about 16 h) and then allowed to cool
to ambient temperature. The layers are separated and the organic solvent is concentrated under reduced pressure. To
the residue is added an organic solvent (such as 1,4-dioxane or THF, preferably 1,4-dioxane) followed by a solution of
HCI, such as 4 M HCI in 1,4-dioxane (20-40 equiv, preferably 25 equiv). The resulting suspension is stirred at about
20-80 °C (preferably about 60 °C) for about 1-16 h (preferably about 1 h) and then allowed to cool to ambient temperature.
The solid is collected by vacuum filtration, washed with organic solvent (such as 1,4-dioxane, EtOAc and/or Et,0,
preferably 1,4-dioxane followed by Et,0) to yield the crude product as an HCI salt. The crude material is optionally
purified by precipitation, crystallization, or trituration from an appropriate solvent or solvents or by chromatography to
give the target compound.

lllustration of General Procedure D

Example #D.1.1: cis-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine hydrochloride and
cis-4-(6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine

[0325]

[0326] A round-bottomed flask was charged with cis-tert-butyl-4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazine-
carbonyl)cyclohexylcarbamate (0.415 g, 0.785 mmol, prepared using A from cis-4-(tert-butoxycarbonylamino)cyclohex-
anecarboxylic acid [AMRI] and Preparation #9), 1,4-dioxane (9 mL) and SOCI, (0.115 mL, 1.57 mmol). The resulting
mixture was heated at about 90 °C for about 1 h and then allowed to cool to ambient temperature. To the reaction mixture
was added aqueous Na,CO3 (5 N, 7.85 mL, 15.7 mmol) and the reaction mixture was heated at about 90 °C for about
5 h. MeOH (5 mL) was added to the reaction mixture and the resulting mixture was heated at about 90 °C for about 16
h and then allowed to cool to ambient temperature. The layers were separated and the organic layer was concentrated
under reduced pressure. To the residue was added 1,4-dioxane (10 mL) followed by HCI (4 M in 1,4-dioxane, 5 mL,
20.0 mmol). The resulting suspension was heated at about 60 °C for about 1 h and then allowed to cool to ambient
temperature. The solid was collected by vacuum filtration, washed first with 1,4-dioxane (1 mL) then Et,O (50 mL) to
yield the crude product cis-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine hydrochloride (0.42
g, 98%, 84% purity). A portion of the crude HCl salt (0.075 g) was further purified by RP-HPLC (Table 2, Method g) to
give cis-4-(6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazin-1-yl)cyclohexanamine (0.044 g) with 3 equiv NH,OAc as an
excipient. LC/MS (Table 2, Method a) R, = 0.92 min; MS m/z: 257 (M+H)*.

Table D.1 Examples prepared using General Procedure D:

R{ min miz
(Table 2, ESI+
Method) | (M+H)*

Example

Hydrazide Product #

(1R,3S)-3-(6H-
Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)cyclo-
pentanamine
hydrochloride

tert-Butyl (1R,3S)-3-(2-(5-tosyl-5H-pyrrolo[2,3-
b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl
carbamate (prepared using A from (1S, 3R)-3-(tert-
butoxycarbonylamino)cyclopenta necarboxylic acid
[PepTech] and Preparation #9)

D.1.2 0.47 (d) 243
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(continued)

Exambple R min miz
Hydrazide Product # P (Table 2, ESI+
Method) | (M+H)*
t -4-(6H-
tert-Butyl trans-4-(2-(5-tosyl-5H-pyrrolo[2,3- rans-4-(
. . Pyrrolo[2,3-€]
blpyrazin-2-yl)hydrazinecarbonyl)cyclohexyle [1.2.4]triazolo[4.3
arbamate (prepared using A from trans-4-(tert- e ' D.1.3 0.44 (d) 257
. ) ) alpyrazin-1-yl)cyclo-
butoxycarbonylamino)cyclohexan ecarboxylic acid !
[AMRI] and Preparation #9) hexanamine
hydrochloride
tert-Butyl (1R,3R)-3-(2-(5-(4-tert- (1R,3R)-3-(6H-
butylphenylsulfonyl)-5H-pyrrolo[2,3-b]pyrazin-2- Pyrrolo[2,3-
ylhydrazinecarbonyl)cyclopentyl carbamate e][1,2,4]triazolo [4,3-
(prepared using A from (1S,3S)-3-(tert- a)pyrazin-1-ylycyclo- D14 0.46 (d) 243
butoxycarbonylamino)cyclopenta necarboxylic acid pentanamine
[Acros] and Preparation #3) hydrochloride

General Procedure E: Cyclization of a hydrazide followed by sulfonamide hydrolysis

[0327] To a solution of a 5-sulfonyl-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (preferably 1 equiv) in a solvent such as
1,4-dioxane is added SOCI, (1-5 equiv, preferably 1-2 equiv). Optionally, an organic base, such as TEA or DIEA, (1-5
equiv, preferably 2-4 equiv) is added before SOCI,, particularly for Boc-protected substrates. The reaction is heated at
about 60-100 °C (preferably about 80 °C). After about 0.5-6 h (preferably about 1-2 h), an aqueous base (such as
aqueous Na,CO3 or aqueous NaOH, 1-90 equiv, preferably 15-20 equiv for aqueous Na,CO5 or 1-2 equiv for aqueous
NaOH), is added and heating is resumed at about 60-90 °C (preferably about 80 °C) for about 1-72 h (preferably about
1-16 h). Optionally, but not preferably, the reaction is cooled to ambient temperature for a period of time (5 min -72 h),
during which time MeOH and/or additional aqueous base (such as saturated Na,CO4 or 1 N NaOH) may be added, and
heating is optionally resumed at about 60-90 °C (preferably about 80 °C) for about 1-72 h (preferably about 1-16 h). This
cycle of optionally cooling to ambient temperature and adding base may occur up to four times. The reaction is worked
up using one of the following methods. Method 1: An organic solvent such as EtOAc or DCM is added with the optional
addition of water, brine, or saturated aqueous NH,Cl (preferably water) and the layers are separated. The aqueous layer
is then optionally extracted with additional organic solvent such as EtOAc or DCM. The combined organic layers are
optionally washed with brine or water, dried over anhydrous MgSO, or Na,SOy, filtered or decanted, and concentrated
under reduced pressure. Method 2: The reaction mixture is decanted and the insoluble material is washed with an organic
solvent such as EtOAc. The combined organic layers are concentrated under reduced pressure. Method 3: The reaction
mixture is concentrated under reduced pressure to remove solvent. Water is added and the aqueous layer is extracted
with an organic solvent such as EtOAc or DCM. The combined organic layers are optionally washed with brine or water,
dried over anhydrous MgSO, or Na,SOy, filtered or decanted, and concentrated under reduced pressure. Method 4: A
reaction mixture containing a precipitate may be filtered to collect the target compound, while optionally washing with
water. The filtrate may be optionally concentrated and purified to yield additional target compound. Method 5: The
reaction mixture is adjusted to neutral pH with the addition of a suitable aqueous acid (such as aqueous HCI) prior to
extraction with an organic solvent such as EtOAc or DCM. The combined organic layers are optionally washed with
brine or water, dried over anhydrous MgSQO, or Na,SQO,, filtered or decanted, and concentrated under reduced pressure.
In all cases, the crude material is optionally purified by precipitation, crystallization, and/or trituration from an appropriate
solvent or solvents and/or by chromatography to give the target compound.

lllustration of General Procedure E
Example #E.1: tert-Butyl (1S,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylcarbamate

[0328]
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[0329] To a solution of tert-butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl-
carbamate (4.73 g, 9.19 mmol, Preparation #A.1) in 1,4-dioxane (50 mL) was added TEA (5.10 mL, 36.8 mmol) and
SOCI, (1.34 mL, 18.4 mmol). The reaction mixture was heated at about 80 °C. After about 1.5 h, saturated aqueous
Na,CO3 (100 mL) was added and heating was resumed at about 80 °C for about 6 h. The reaction was cooled to ambient
temperature for about 3 days and then heated at about 80 °C for about 16 h. Water and EtOAc (100 mL each) were
added and the layers were separated. The aqueous layer was then extracted with additional EtOAc (2 x 100 mL). The
combined organiclayers were washed with brine, dried over anhydrous Na,SO,, filtered, and concentrated under reduced
pressure. The crude solid was triturated with petroleum ether (b.p. 30-60 °C; 30 mL) and collected by vacuum filtration,
while washing with additional petroleum ether (b.p. 30-60 °C; 20 mL), to give fert-butyl (1S,3R)-3-(6H-pyrrolo[-2,3-
ej[1,2,4]triazolo[4,3-ajpyrazin-1-yl)cyclopentylcarbamate as a light brown solid (2.86 g, 86%): LC/MS (Table 2, Method
a) R = 1.75 min; MS m/z: 343 (M+H)*.

Table E.1 Examples prepared using General Procedure E

R; min miz
Hydrazide Product Ex# | (Table2, ESI+
Method) | (M+H)*
Adamantane-2-carboxylic acid N’-[5-(4-fert-butyl- 1-Adamantan-2-yl-6H-
benzehesuIfonyI)-5H—p.yrroIo[2,3-b]pyrazin.-2- pyrrolg [2,3- E11 2.09 (a) 204
yl]-hydrazide (prepared using A from Preparation #3 e][1,2,4]triazolo[4,3
and adamantane-2-carboxylic acid [Enamine]) -a]pyrazine

Adamantane-1-carboxylic acid N'-[5-(4-tert-butyl-
benzenesulfonyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl]-hydrazide (prepared using A from Preparation #3
and adamantane-1-carboxylic acid, EDC<HCI, and

1-Adamantan-1-yl-
6H-pyrrolo [2,3-

el[1,2 4ltriazolo[4,3 E12 | 201(a) | 294

TEA) -a)pyrazine
Benzyl (1S,3S)-3-(2-(5-tosyl-5H-pyrrolo[2,3- Benzyl (1S,3S5)-
b]pyrazin-2-yl)hydrazinecarbonyl)cyclobutylcar 3-(6H-pyrrolo[2,3-
bamate, (prepared using Q from 3- e][1,2,4]triazolo[4,3 E1.3 1.85 (a) 363
aminocyclobutanecarboxylic acid hydrochloride -alpyrazin-1-
(Enamine) and A from Preparation #9) yl)cyclobutylcarba mate

4-Methoxy-N’-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2- 1-(4-Methoxycyclohexyl )-

yl)cyclohexanecarbohydrazide, (prepared using A 6H-pyrrolo[2,3- E14 156 () 272
from 4-methoxycyclohexanecarboxylic acid and €e][1,2,4]triazolo[4,3 o '
Preparation #9) -a)pyrazine

General Procedure F: Cyclization of a hydrazide with loss of Boc-protecting group followed by sulfonamide
hydrolysis

[0330] To a solution of a 5-sulfonyl-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (preferably 1 equiv) and TEA or DIEA (0-6
equiv, preferably 1 equiv) in 1,4-dioxane is added SOCI, (2.0-6.0 equiv, preferably 3 equiv). The reaction is heated at
about 60-120 °C (preferably about 80-90 °C) for about 1-8 h (preferably about 1-4 h). The reaction is allowed to cool to
ambient temperature then is optionally, but not preferably, diluted with a cosolvent (such as MeOH or EtOH, preferably
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MeOH) by 5-50% of the reaction volume (preferably 50%). An agueous base (such as agueous Na,CO5 or agueous
NaOH, 1-30 equiv, preferably 1-2 equiv for aqueous NaOH, preferably 15-20 equiv for agueous Na,CO3) is added and
the reaction is heated at about 40-90 °C (preferably about 60 °C) for about 1-24 h (preferably about 2 h) before it is
concentrated under reduced pressure. The crude material is optionally purified by precipitation, precipitation by salt
formation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give
the target compound.

Illustration of General Procedure F

Example #F.1.1 ((1R,3R)-3-(6H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)methanamine hydro-
chloride

[0331]

o
cc))>\"NH /\J i \EN;(,\? . “O’\NHZ
)L 0=5° Ny HC
NN
O o

N™ °N
H

[0332] To a solution of tert-butyl ((1R,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cy-
clopentyl)methylcarbamate (0.60 g, 1.1 mmol, prepared using A from (1R,3R)-3-((tert-butoxycarbonylamino)methyl)cy-
clopentanecarboxylic acid [AFID] and Preparation #9) and DIEA (0.79 mL, 4.5 mmol) in 1,4-dioxane (5 mL) was added
SOCl, (0.166 mL, 2.27 mmol). The reaction mixture was heated at about 80 °C for about 1 h before it was allowed to
cool to ambient temperature. Aqueous NaOH (2 N, 4 mL, 8 mmol) was added to the reaction mixture and heated at
about 60 °C for about 2 h. The reaction mixture was allowed to cool to ambient temperature before it was concentrated
under reduced pressure. To the residue was added HCI (4N in 1,4-dioxane (20 mL). The organic solution was decanted
away from the resulting precipitate to afford ((1R,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazin-1-yl)cy-
clopentyl)methanamine hydrochloride as a yellow solid (0.11 g, 33 %): LC/MS (Table 2, Method a) R; = 1.01 min; MS
m/z: 257 (M+H)*.

Table F.1 Examples prepared using General Procedure F

R{ min miz
Hydrazide Product Ex# | (Table2, ESI+
Method) | (M+H)*
tert-Butyl-trans-3-(2-(5-(4-tert-butylphenylsulfonyl)- trans-3-(6H
5H-pyrrolo[2,3-b]pyrazin-2- Pyrrolo[2,3-
yI)hydrazmecarbonyl)cyclohe.xylcarbam ate (preparedusing | e][1 ,2,4]tr|az.olo[ 4,3 F12 1.07 (a) 257
A from Preparation #3 and trans- -alpyrazin-1-
3-(tert-butoxycarbonylamino)cyclohexanecarboxylic acid yl)cyclohexanami
[AMRI], EDC+HCI, and TEA) ne acetate
tert-Butyl-cis-3-(2-(5-(4-tert-butylphenylsulfonyl)- cis-3-(6H-
5H-pyrrolo[2,3-b]pyrazin-2- Pyrrolo[2,3-
yl)hydrazinecarbonyl)cyclohexylcarbam ate (preparedusing | e][1,2,4]triazolo[ 4,3
; . . F.1.3 1.18 (a) 257
A from Preparation #3 and cis- -alpyrazin-1-
3-~(tert-butoxycarbonylamino)cyclohexanecarboxylic acid yl)cyclohexanami
[AMRI], EDC<HCI, and TEA) ne hydrochloride

General Procedure G: Formation of a hydrazone followed by cyclization and sulfonamide hydrolysis

[0333] To a solution of a 2-hydrazinyl-5-sulfonyl-5H-pyrrolo[2,3-b]pyrazine (preferably 1 equiv) in an organic solvent
or solvents such as MeOH or MeOH/DCM (preferably MeOH) is added a solution of an aldehyde (1.0-1.3 equiv, preferably
1.0 equiv) in an organic solvent such as DCM. The reaction mixture is stirred at about 15-30 °C (preferably ambient
temperature) for about 1-8 h (preferably about 2 h) before iodobenzene diacetate (1-3 equiv, preferably 1 equiv) is added.
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The reaction is stirred at about 15-30 °C (preferably ambient temperature) for about 15-60 min (preferably about 30 min)
before it is concentrated to constant weight. To the residue is added an organic solvent such as 1,4-dioxane, THF, MeOH
or EtOH (preferably 1,4-dioxane) followed by aqueous base such as aqueous Na,CO5 or NaOH (2-50 equiv), preferably
NaOH (2 equiv). The reaction was heated at about 40-80 °C (preferably about 60 °C) for about 1- 24 h (preferably about
2 h). The crude product is optionally purified by precipitation, crystallization, and/or trituration from an appropriate solvent
or solvents and/or by chromatography to give the target compound.

lllustration of General Procedure G
Example #G.1.1: 1-(Tetrahydro-2H-pyran-4-yl)-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine

[0334]

[0335] To a solution of 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (0.100 g, 0.330 mmol, Preparation #9) in MeOH
(2 mL) was added tetrahydro-2H-pyran-4-carbaldehyde (0.038 g, 0.330 mmol, J&W PharmLab) in DCM (1 mL). The
reaction mixture was stirred at ambient temperature for about 2 h before iodobenzene diacetate (0.106 g, 0.330 mmol)
was added. The reaction mixture was stirred at ambient temperature for about 15 min before it was concentrated to
constant weight. To the residue was added MeOH (2 mL) followed by aqueous NaOH (2 N, 0.330 mL, 0.659 mmol).
The reaction mixture was heated at about 60 °C for about 1 h. The crude reaction mixture was purified by RP-HPLC
(Table 2, Method f). The combined product-containing fractions were concentrated under reduced pressure to remove
MeCN and then lyophilized to afford 1-(tetrahydro-2H-pyran-4-yl)-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine as a
white solid (0.028 g, 35%): LC/MS (Table 2, Method a) R; = 1.25 min; MS m/z: 244 (M+H)*.

Table G.1 Examples prepared from 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (Preparation #9) using
General Procedure G

R{ min miz
Aldehyde Product Ex # (Table 2, ESI+
Method) | (M+H)*

2,6-Dimethylcyclohex-2- 1-(2,6-Dimethylcyclohex-2-enyl)-

enecarbaldehyde 6H-pyrrolo[2,3-e][1 ,?,4]trlazolo[4,3- G.1.2 1.97 (a) 268
alpyrazine
4-(4-Hydroxy-4- 5-(4-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-
methylpentyl)cyclohex-3- alpyrazin-1-yl)cyclohex-1-enyl)-2- G.1.3 1.82 (a) 340
enecarbaldehyde methylpentan-2-ol
. 1-(Bicyclo[2.2.1]hept-5-en-2-yl)-
Bicyclo[2.2 1]hept-5-ene-2 6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- G114 | 172(a) 252
carbaldehyde .
alpyrazine
Cyclooctanecarbaldehyde 1-Cyclooctyl-6 H-pyrrolo[2,3-
(Oakwood) €l[1,2,4]triazolo[4,3-a]pyrazine G158 202(a 270

1-(3-o-Tolyltetrahydro-277-pyran-4-yl)-
6H-pyrrolo[2,3-€] [1,2,4]triazolo[4,3- G.1.6 1.84 (a) 334
a]pyrazine

4-o-Tolyltetrahydro-2H-pyran-4-
carbaldehyde (ASDI)

1-Phenyl-6 H-pyrrolo[2,3-

Benzaldehyde GA1.7 1.83 (a) 236

e][1,2,4]triazolo[4,3-a]pyrazine
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(continued)

R; min miz
Aldehyde Product Ex # (Table 2, ESI+
Method) | (M+H)*
1-(6-Methylcyclohex-3-enyl)-6 H-
6-Methylcyclohex-3- j
lo[2,3-€][1,2,4]t lo[4,3- G.1.8 1.83 254
enecarbaldehyde (ASDI) pyrrolo[2,3-¢][1,2 4]triazolo[4, @
alpyrazine,
. 1-(4-(Thiophen-2-yl)tetrahydro-2 H-pyran-
4-(Thiophen-2-yl)tetrahydro- .
2H-pyran-4-carbaldehyde (ASDI) 4-yl)-6H pyrrolo[2,3—e][.1 ,2,4)triazolo[4,3 G.1.9 1.31 (a) 326
alpyrazine
2-(Pyridin-4- 1-(2-(Pyridin-4-yl)cyclopropyl)-
yl)cyclopropanecarbaldehy de 6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- G.1.10 1.04 (d) 277
(ASDI) alpyrazine
1-p-Tolyl-6H-pyrrolo[2,3-
p-Tolualdehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.1 1.28 (d) 250
trifluoroacetate
1-Cycloheptyl-6H-pyrrolo[2,3-
Cycloheptanecarbaldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.12 1.32 (d) 256
trifluoroacetate
1-(Cyclopropylmethyl)-6 H-pyrrolo[2,3-
2-Cycloproylacetaldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.13 1.19 (d) 214
trifluoroacetate
1-(Cyclopentylmethyl)-6 H-pyrrolo[2,3-
2-Cyclopentylacetaldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.14 1.29 (d) 242
trifluoroacetate
1-Cyclopentyl-6H-pyrrolo[2,3-
Cyclopentanecarboxaldehy de e][1,2,4]triazolo [4,3-a]pyrazine G.1.15 1.24 (d) 228
trifluoroacetate
1-(3-(Trifluoromethoxy)phenyl)-
3-(Trifluoromethoxy)benzald ehyde 6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- G.1.16 1.34 (d) 320
alpyrazine trifluoroacetate
. . 1-(3,5-Bis(trifluoromethyl)phenyl)-
3,5-Bis(Trifluoromethyl)benzal 6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- G117 | 1730) 372
dehyde . .
alpyrazine trifluoroacetate
1-o-Tolyl-6H-pyrrolo[2,3-
o-Tolualdehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.18 1.26 (d) 250
trifluoroacetate
1-(Quinolin-2-yl)-6 H-pyrrolo[2,3-
2-Quinolinecarboxaldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.19 1.41 (1) 287
bistrifluoroacetate
5-Methyl-2- 1-(5-Methy|thio.phen-2—y|)-6H—pyrlroIo[2,3-
. e][1,2,4]triazolo[4,3-a]pyrazine G.1.20 1.27 (d) 256
thiophenecarboxaldehyde .
trifluoroacetate
4-Fluoro- 1-(4-Fluoro-2-(trifluoromethyl)phenyl)-
2-(trifluoromethyl)benzaldeh yde 6H-pyrro|o[2.,3—e].[1 ,2,4]triazolo[4,3- G.1.21 1.31 (d) 322
alpyrazine trifluoroacetate
1-(3,4-Dimethylphenyl)-6 H-pyrrolo[2,3-
3,4-Dimethylbenzaldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.22 1.31 (d) 264

trifluoroacetate
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(continued)

Aldehyde

Product

Ex #

R; min
(Table 2,
Method)

miz
ESI+
(M+H)*

4-N-Butoxybenzaldehyde

1-(4-Butoxyphenyl)-6H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.23

1.40 (d)

308

3-Methoxybenzaldehyde

1-(3-Methoxyphenyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.24

1.25 (d)

266

Trimethylacetaldehyde

1-tert-Butyl-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.25

1.22 (d)

216

4-Methoxybenzaldehyde

1-(4-Methoxyphenyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.26

1.24 (d)

266

4-Benzyloxybenzaldehyde

1-(4-(Benzyloxy)phenyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.27

1.38 (d)

342

4-(Trifluoromethyl)benzalde hyde

1-(4-(Trifluoromethyl)phenyl)-6 H-
pyrrolo[2,3-€][1,2,4]triazolo[4,3-
alpyrazine trifluoroacetate

G.1.28

1.34 (d)

304

4-Phenoxybenzaldehyde

1-(4-Phenoxyphenyl)-6H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.29

1.38 (d)

328

m-Tolualdehyde

1-m-Tolyl-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.30

1.28 (d)

250

4-Ethoxybenzaldehyde

1-(4-Ethoxyphenyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.31

1.29 (d)

280

4-N-Propoxybenzaldehyde

1-(4-Propoxyphenyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.32

1.35 (d)

294

4-|sopropylbenzaldehyde

1-(4-1sopropylphenyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.33

1.56 (1)

278

4-Acetamidobenzaldehyde

N-(4-(6H-pyrrolo[2,3-¢€][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)phenyl)acetamide
trifluoroacetate

G.1.34

1.16 (d)

293

3-(Trifluoromethyl)benzalde hyde

1-(3-(Trifluoromethyl)phenyl)-6 H-
pyrrolo[2,3-€][1,2,4]triazolo[4,3-
a]pyrazine trifluoroacetate

G.1.35

1.33 (d)

304

3-Methylthiophene-2-
carboxaldehyde

1-(3-Methylthiophen-2-yl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
trifluoroacetate

G.1.36

1.24 (d)

256

Cyclopropylcarboxaldehyd e

1-Cyclopropyl-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
triflucroacetate

G.1.37

1.17 (d)

200
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(continued)

R; min miz
Aldehyde Product Ex # (Table 2, ESI+
Method) | (M+H)*

1-Neopentyl-6 H-pyrrolo[2,3-
3,3-Dimethylbutyraldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.38 1.26 (I) 230
trifluoroacetate

1-(2,3-Dimethylphenyl)-6 H-pyrrolo[2,3-
2,3-Dimethylbenzaldehyde e][1,2,4]triazolo[4,3-a]pyrazine G.1.39 1.29 (d) 264
trifluoroacetate

General Procedure H: Hydrolysis of a sulfonamide

[0336] To a flask containing a sulfonamide, for example, a sulfonyl-protected pyrrole, (preferably 1 equiv) in an organic
solvent(such as 1,4-dioxane, MeOH, or THF/MeOH, preferably 1,4-dioxane) is added an aqueous base (suchas aqueous
Na,CO; or aqueous NaOH, 1-30 equiv, preferably 1-2 equiv for aqueous NaOH, preferably 15-20 equiv for aqueous
Na,CO,). The mixture is stirred at about 25-100 °C (preferably about 60 °C) for about 1-72 h (preferably about 1-16 h).
In cases where the reaction does not proceed to completion as monitored by TLC, LC/MS, or HPLC, additional aqueous
base (such as aqueous Na,CO3, 10-20 equiv, preferably 10 equiv or aqueous NaOH, 1-5 equiv, preferably 1-2 equiv)
is added and the reaction is continued at about 25-100 °C (preferably about 60 °C) for about 0.25-3 h (preferably about
1-2 h). The reaction is worked up using one of the following methods. Method 1. The organic solvent is optionally removed
under reduced pressure and the aqueous solution is neutralized with the addition of a suitable aqueous acid (such as
aqueous HCI). A suitable organic solvent (such as EtOAc or DCM) and water are added, the layers are separated, and
the organic solution is dried over anhydrous Na,SO, or MgSQy,, filtered, and concentrated to dryness under reduced
pressure to give the target compound. Method 2. The organic solvent is optionally removed under reduced pressure a
suitable organic solvent (such as EtOAc or DCM) and water are added, the layers are separated, and the organic solution
is dried over anhydrous Na,SO, or MgSQ,, filtered, and concentrated to dryness under reduced pressure to give the
target compound. Method 3. The reaction mixture is concentrated and directly purified by one of the subsequent methods.
The crude material obtained from any of the preceding methods is optionally purified by precipitation, crystallization,
and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure H

Example #H.1.1: N-(4-(6H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)-3-chloroben-
zenesulfonamide

[0337]

Cl

[0338] A 100 mL round-bottomed flask was charged with 3-chloro-N-(4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)benzenesulfonamide (0.14 g, 0.22 mmol, prepared using A from Preparation #9
and 4-(tert-butoxycarbonylamino)bicyclo-[2.2.2]octane-1-carboxylic acid [Prime Organics], C with TEA, I, and N from 3-
chlorobenzenesulfonyl chloride) and 1,4-dioxane (5 mL) to give a tan suspension and then aqueous NaOH (1N, 0.45
mL, 0.45 mmol, J.T. Baker) was added. The suspension was heated at about 60 °C for about 3 h. The reaction mixture
was cooled to ambient temperature and the solvents were removed under reduced pressure. Upon addition of NH,OAc
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(50 mM aqueous buffer solution), a solid precipitated that was collected by vacuum filtration, washed with water, and

dried to give N-(4-(6H-pyrrolo[2,3-e][1,2,4 Jtriazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)-3-chlorobenzenesulfon-
amide as a white solid (0.088 g, 86%): LC/MS (Table 2, Method a) R; = 1.88 min; MS m/z: 457 (M+H)*.
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General Procedure I: Acidic cleavage of a Boc-protected amine

[0339] To a solution of a Boc-protected amine (preferably 1 equiv) in an organic solvent (such as DCM, 1,4-dioxane,
or MeOH) is added TFA or HCI (preferably 4 N HCI in 1,4-dioxane solution, 2-35 equiv, preferably 2-15 equiv). The
reaction is stirred at about 20-100 °C (preferably ambient temperature to about 60 °C) for about 1-24 h (preferably about
1-6 h). Optionally additional TFA or HCI (preferably 4 N HCI in 1,4-dioxane solution, 2-35 equiv, preferably 2-15 equiv)
may be added to the reaction mixture in cases where the reaction does not proceed to completion as monitored by TLC,
LC/MS, or HPLC. The reaction is then continued at ambient temperature or optionally heated up to about 100 °C
(preferably heated at about 60 °C) for about 1-24 h (preferably about 1-6 h). If a solid is present in the reaction mixture,
the reaction mixture may be filtered and the solid washed with an organic solvent such as 1,4-dioxane or Et,O. The
resulting solid is then optionally dried under reduced pressure. Alternatively, the filtered material may be partitioned
between an organic solvent (such as EtOAc, DCM or 1,4-dioxane) and an aqueous base (such as as saturated aqueous
NaHCO; or saturated aqueous Na,CO,, preferably saturated aqueous NaHCO3). The mixture is stirred for about 1-5 h
(preferably about 1 h). Any insoluble material is collected by filtration and may be washed with a suitable solvent (such
as cold water and/or Et,O) then may be optionally dried under reduced pressure. The organic layer may optionally be
washed with brine, dried over anhydrous Na,SO, or MgSQ,, then decanted or filtered, prior to concentrating under
reduced pressure to give the target compound. Alternatively, the reaction is partitioned between a basic aqueous solution
(such as Na,CO3, NaHCO4 or NaOH, preferably NaOH) and an organic solvent (such as EtOAc or DCM). The aqueous
layer is then optionally extracted with additional organic solvent such as EtOAc or DCM. The combined organic layers
may optionally be washed with brine, dried over anhydrous Na,SO, or MgSO,, then decanted or filtered, prior to con-
centrating under reduced pressure to give the target compound. Optionally, the crude material is purified by chroma-
tography, trituration with an appropriate solvent, or crystallization from one or more solvents to give the target compound.

Example #11.1 (R)-1-(Piperidin-3-yl)-6H-pyrrolo[2.3-€e][1,2,4]triazolo[4,3-a]pyrazine hydrochloride

[0340]

Ny
,N=\ (0] - - N \ HCI
N &N
N A
t D S p
\N H N ”

[0341] A round bottom flask was charged with (R)-tert-butyl 3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)pip-
eridine-1-carboxylate (0.92 g, 2.68 mmol; prepared using A from Preparation #9, (R)-1-(tert-butoxycarbonyl)piperidine-
3-carboxylic acid [CNH Technologies], EDC and TEA, and E using SOCl,, TEA, and saturated aqueous Na,CO,), HCI
(4 N in 1,4-dioxane, 2.9 mL, 11.5 mmol), and 1,4-dioxane (20 mL). The reaction mixture was heated at about 60 °C for
about 3 h. The reaction mixture was cooled to ambient temperature then filtered under vacuum and washed with Et,O
(35 mL). The solid was then dried for about 16 h in a heated vacuum oven (at about 70 °C) to give (R)-1-(piperidin-3-
yl)-6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazine hydrochloride as a brown solid (0.69 g, 82%): LC/MS (Table 2, Method
a) R; = 0.45 min; MS m/z 243 (M+H)*.

Table 1.1 Examples prepared using General Procedure |

Example R{ min miz
Boc-protected Amine Product 4 P (Table 2, ESI+
Method) | (M+H)*
18,39)-3-(6H-
tert-Butyl (1S,3S)-3-(6H-pyrrolo[2,3- (15,38)3
) ) Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-alpyrazin-1- el 2. 4triazolo[4.3
yl)cyclopentylcarbamate (prepared using A from 7 ) ' 1.1.2 0.50 (d) 243
) -alpyrazin-1-
(1S,3S)-3-(tert-butoxycarbonylamino)cyclopentanec .
arboxylic acid [Acros] and Preparation #9, E) yheyclopentanamin &
Y P ' hydrochloride
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(continued)

Exambple R min miz
Boc-protected Amine Product 4 P (Table 2, ESI+
Method) | (M+H)*
S)-tert-Butyl 3-(6H- lo[2,3-€][1,2,4]triazolo[4,3-
(S)-tert-Butyl 3-(6H-pyrrolo[2,3-e][1.2.d]triazolol4,3- 1 g\ 1 b1 crigin.a-yl)-
alpyrazin-1-yl)piperidine-1-carboxylate (prepared 6H-pyrrolo[2,3
using A from Preparation #3 and (S)- el Z%triazolc‘JM 3 1.1.3 0.86 (a) 243
1-(tert-butoxycarbonyl)piperidine-3-carboxylic acid, ‘-a‘] razine '
EDG+HCI, and TEA, C with DIEA, and H) Py
tert-Butyl trans-3-(6H-pyrrolo[2,3- t;a'::c;i) -[(26[;_
e][1,2,4)triazolo[4,3-a]pyrazin-1- el 2y4]triazc;lo[4 3
yl)cyclobutylcarbamate, (prepared using A from _'a]' razin-1- ' 1.1.4 0.70 (a) 229
3-(tert-butoxycarbonylamino)cyclobutaneca rboxylic yI)cycI?));)utanamine
acid [AMRI] and Preparation # 9, E) hydrochloride
(R)-tert-Butyl 3-(6H-pyrrolo[2,3-e][1,2 4]triazolo[4,3- (R)'g l_f?;rrrrzllf[';s Y-
a]pyrazin-1-yl)pyrrolidine-1-carboxylate, (prepared ) ~
using A from (R)-1-(tert-butoxycarbonyl)pyrrolidine-3- ellt ,_i,;:)]}tlrrlzzzi?]lz[4,3 1.5 0.67(a) 229
carboxylic acid [Astatech] and Preparation # 9, E) hydrochloride
1-(4-Methylpiperidin-
tert-Butyl 4-methyl-3-(6H-pyrrolo[2,3- (4-Methylpiperidin
; j N 3-yl)-6H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1- ell1.2.4]triazolo[4.3 16 1.01 (a) 257
carboxylate (prepared using Y from 4-methylnicotinic ' a’] razine ' ' '
acid, R, P, S, T, and G from Preparation #9) Py .
hydrochloride
(S)-tert-Butyl 3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- (8)-1-(Pyrrolidin-3-yl)-
alpyrazin-1-yl)pyrrolidine-1-carboxylate (prepared 6H-pyrrolo[2,3-
using A from Preparation #9, (S)-1-(tert- e][1,2,4]triazolo[4,3 1.1.7 0.85 (a) 227
butoxycarbonyl)pyrrolidine-3-carboxylic acid [CHEM- -alpyrazine
IMPEX] and EDC-HCI, E with TEA and NaOH) hydrochloride
tert-Butyl 2-(6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin- 2-(6H-Imidazol[1,5-
1-yl)ethylcarbamate (prepared using L from Example alpyrrolo[2,3-
#13, Step F and 3-(fert- elpyrazin-1- 1.1.8 0.84 (d) 202
butoxycarbonylamino)propanoic acid with HATU and yl)ethanamine
TEA, AA with Belleau’s reagent, H, | with HCI (g)) hydrochloride
tert-Butyl-2-methyl-3-(6H-pyrrolo[2,3- 1-(2-Methylpiperidin-
el[1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1- 3-yI)-6H-pyrrolo[2,3-
carboxylate (prepared using R from ethyl 2- ellt ’_i‘;g;::zziilgm's 1.9 081 () 257
methylnicotinate, P, S, T, G from Preparation #9) hydrochloride
1-(5-Methylpiperidin-
tert-Butyl 3-methyl-5-(6H-pyrrolo[2,3- (5-Methylpiperidin
) . NS 3-yl)-6H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1- e]l1.2,4]triazolo[4. 3 1110 1.05 (a) 257
carboxylate (prepared using R from methyl 5- la,]pyrazine ' o '
methylnicotinate [Alfa], P, S, T, G from Preparation #9) hydrochloride

General Procedure J: Deprotection of a Cbz-protected amine

[0342] A mixture of an O-benzylcarbamate (preferably 1 equiv) and 10% Pd on carbon (0.05-0.30 equiv, preferably
0.10 equiv) in a protic solvent (such as MeOH, EtOH, AcOH, preferably EtOH) is shaken or stirred under hydrogen at
about 15-100 psi (preferably about 60 psi) for about 4-48 h (preferably about 4-16 h) at ambient temperature. The reaction
is filtered through Celite® and concentrated to dryness under reduced pressure. The crude material is optionally purified
by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to
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give the target compound.
Illustration of General Procedure J

Example #J.1.1: 1-(Piperidin-4-yl)-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine

[0343]
Q
»~o/\© NH
N
\p ,th
Ne= - NN
NG UN | AN
1§ LI
NN H
H
[0344] Benzyl 4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1-carboxylate (0.34 g, 0.90 mmol, Ex-

ample #2, Step A) and 10% Pd on carbon (0.10 g, 0.09 mmol) in MeOH (30 mL) was shaken under hydrogen at about
60 psi for about 5 h at ambient temperature. The reaction was filtered through Celite® and concentrated under reduced
pressure to constant weight to afford 71-(piperidin-4-yl)-6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazine as a yellow solid
(0.18 g, 77%): LC/MS (Table 2, Method a) R; = 0.70 min; MS m/z: 243 (M+H)*.

Table J.1 Examples prepared using General Procedure J

Exambple R{ min miz
Cbz-protected Amine Product # P (Table 2, ESI+
Method) | (M+H)*
Benzyl 4-methyl-3-(6 H-pyrrolo[2,3- 1-(4-Methylpiperidin-3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1- yl)-6H-pyrrolo[2,3-
carboxylate (prepared using R from 4- e][1,2,4]triazolo[4,3- J.1.2 1.03 (a) 257
methylnicotinic acid, Q, W and B from Preparation a]pyrazine [major
#3) product]
Benzyl 4-methyl-3-(6H-pyrrolo[2,3- 1-(1,3-Dimethylpiperidin-
e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1- 4-yN)-6 H-pyrrolo[2,3-
carboxylate (prepared using R from 4- e][1,2,4]triazolo[4,3- J.1.3 0.71 (a) 271
methylnicotinic acid, Q, W and B from Preparation | a]pyrazineacetate[minor
#3)) product]
Benzyl cis-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3- cis-3-(6H-Pyrrolo[2,3-
af]pyrazin-‘]-yI)cycl:lobutyIcarbamate (prep.ared. e][1 ,2,4]tria.zolo[4,3- J14 0.56 (a) 229
using Q from 3-aminocyclobutanecarboxylic acid alpyrazin-1-
hydrochloride [Enamine], A from Preparation# 9, E) yl)cyclobutanamine

General Procedure K: Formation of an amide from an activated acid and an amine

[0345]

To around-bottomed flask containing an amine or an amine salt (preferably 1 equiv) in an organic solvent (such

as DCM, DMF, or 1,4-dioxane, preferably DCM or DMF) is added an organic base such as DIEA or TEA (0-5 equiv,
preferably 3 equiv). The reaction mixture is optionally made homogeneous by heating or sonicating (preferably by
sonicating). To the reaction mixture is added an activated acid (such as a perfluorophenyl ester derivative or an acid
chloride). The resulting mixture is stirred at ambient temperature for about 1-24 h (preferably about 16 h). The reaction
mixture may be directly purified by chromatography. Alternatively, the solvent is concentrated under reduced pressure
or a suitable organic solvent (such as EtOAc or DCM) is added and the solution is washed with water or brine. The
layers are separated and the organic solution is optionally dried over anhydrous Na,SO4 or MgSOy, filtered or decanted,
and concentrated to dryness under reduced pressure. The crude material is optionally purified by precipitation, crystal-
lization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target compound.
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lllustration of General Procedure K
Example #K.1.1: N-(cis-4-(6 H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexyl)-2-cyanoacetamide

[0346]

H
\N{CN
o)

NH; .
N F. O Ny
- . e
N &N
\S N (o) \
LD F F D
X
N ” F N H

[0347] To a suspension of cis-4-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine hydrochloride
(0.106 g, 0.206 mmol, Example #D.1.1) in DCM (4 mL) was added TEA (0.086 mL, 0.62 mmol). The reaction mixture
was sonicated until the reaction was homogeneous. To the reaction solution was added perfluorophenyl 2-cyanoacetate
(0.078 g, 0.31 mmol, Preparation #6). The resulting solution was stirred at ambient temperature for about 16 h. The
crude reaction mixture was purified by silica gel chromatography (40 g) eluting with a gradient of 0-20% EtOAc in DCM
and then further purified by RP-HPLC (Table 2, Method e) to give N-(cis-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-ajpyrazin-
1-yl)cyclohexyl)-2-cyanoacetamide with 3 equiv NH,OAc as an excipient (0.025 g, 22%). LC/MS (Table 2, Method a)
R; = 1.33 min; MS m/z: 324 (M+H)*.

Table K.1 Examples prepared from perfluorophenyl 2-cyanoacetate (Preparation #6) using General Procedure
K

R min miz
Amine Product Ex.# | (Table 2, ESI+
Method) | (M+H)*

(1R,3S)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride
(Example #D.1.2)

N-((1R,3S)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- K.1.2 1.27 (a) 310
yl)cyclopentyl)-2-cyanoacetamide

trans-4-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclohexanamine hydrochloride
(Example #D.1.3)

N-(trans-4-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- K.1.3 1.35 (a) 324
yl)cyclohexyl)-2-cyanoacetamide

(1R,3R)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride
(Example #D.1.4)

N-((1R,3R)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- K.1.4 1.39 (a) 310
yl)cyclopentyl)-2-cyanoacetamide

((18,3R)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride
(Example #6, Step C)

N-((1S,3R)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- K.1.5 1.38 (a) 310
yl)cyclopentyl)-2-cyanoacetamide

(1S,3S)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride

N-((1S,3S)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- K.1.6 1.05 (d) 310
yl)cyclopentyl)-2-cyanoacetamide

(Example # 1.1.2)

General Procedure L: Formation of an amide from a carboxylic acid and an amine

[0348] To a solution or suspension of a carboxylic acid (1-5 equiv, preferably 1.5 equiv) and an amine (1-5 equiv,
preferably 1 equiv) in an organic solvent (such as DCM, DCE, THF, or 1,4-dioxane, preferably DCM) is added a peptide
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coupling reagent (such as BOP-CI, IBCF, HATU, or EDC*HCI, preferably EDC+HCI, 1-10 equiv, preferably 1-10 equiv),
a base (such as TEA, DIEA, or pyridine, preferably TEA, 0-20 equiv, preferably 2 equiv) and HOBt (0-5 equiv, preferably
0-1 equiv when EDC<HCl is used). The reaction mixture is then stirred at ambient temperature for about 15 min to 24 h
(preferably about 16 h). The reaction mixture is then worked up using one of the following methods. Method 1: The
reaction mixture is diluted with water or saturated aqueous NaHCO,. The layers are separated. The aqueous layer is
optionally extracted with additional organic solvent such as EtOAc or DCM. The organic layer is (or combined layers
are) optionally washed with water, saturated aqueous NaHCO 5 and/or brine, dried over anhydrous MgSQO, or Na,SO,,
filtered or decanted, and concentrated under reduced pressure. Method 2: The crude reaction mixture is filtered through
a pad of silica gel, washing with a suitable solvent (such as EtOAc, MeOH, or DCM, preferably MeOH), and concentrated
under reduced pressure. Method 3: The crude reaction mixture is directly purified by chromatography without a work
up. In all cases, the crude material is optionally further purified by precipitation, crystallization, and/or trituration from an
appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure L
Example #L.1.1: (R)-3-(3-(6H-Pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidin-1-yl)-3-oxopropanenitrile

[0349]

NG
CNH Hcl Nt\\\CN \\g

Nz\“

Ny N Nc/\n/OH - Ny N
L0 . LD
SN N SN N

H H

[0350] To a suspension of (R)-1-(piperidin-3-yl)-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine hydrochloride (0.074
g, 0.265 mmol; Example #1.1.1) and 2-cyanoacetic acid (0.034 g, 0.398 mmol) in DMF (3 mL) was added HOBt (0.041
g, 0.265 mmol), EDC+HCI (0.051 g, 0.265 mmol) and DIEA (0.093 mL, 0.531 mmol). The reaction mixture was stirred
at ambient temperature for about 16 h. The crude reaction mixture was purified by RP-HPLC (Table 2, Method f). The
appropriate fractions were concentrated in vacuo and lyophilized to afford (R)-3-(3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
aJpyrazin-1-yl)piperidin-1-yl)-3-oxopropanenitrile as a white solid (0.052 g, 63%): LC/MS (Table 2, Method a) R; = 1.30
min; MS m/z: 310 (M+H)*.

Table L.1 Examples prepared from (R)-1-(piperidin-3-yl)-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine
(Example #1.1.1) using General Procedure L

R min miz
Carboxylic Acid Product Ex.# (Table 2, ESI+
Method) (M+H)*

(R)-1-(3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)piperidin-1-yl)-3,3,3-trifluoropropan- L.1.2 1.53 (a) 353
1-one

3,3,3-Trifluoropropanoic
acid

(R)-1-(3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-
alpyrazin-1-yl)piperidine-1- L.1.3 1.48 (a) 336
carbonyl)cyclopropanecarbonitrile

1-Cyanocyclopropaneca
rboxylic acid

(R)-4-((R)-3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-
alpyrazin-1-yl)piperidine-1-carbonyl)thiazolidin-2- L.1.4 1.33 (a) 372
one

(R)-2-Oxothiazolidine-4-
carboxylic acid

(R)-4-(3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-

4-Cyanobenzoic acid alpyrazin-1-yl)piperidine-1-carbonyl)benzonitrile

L15 153 (a) 372
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Table L.2 Examples prepared from cis-3-(6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine
acetate (prepared using A from Preparation #3 and cis-3-(tert-butoxycarbonylamino)cyclohexanecarboxylic

acid [AMRI]; F) using General Procedure L
Carboxylic R¢min(Table2, miz ESI+
Acid Product Ex# Method) (M+H)*
. N-(cis-3-(6H-Pyrrolo[2,3-
2-Cyanoacetic e][1,2,4]triazolo[4,3-a]pyrazin-1- L.2.1 1.40 (a) 324
acid .
yl)cyclohexyl)-2-cyanoacetamide
N-(cis-3-(6H-Pyrrolo[2,3-
Acetic acid e][1,2,4]triazolo[4,3-a]pyrazin-1- L.2.2 1.32 (a) 299
yl)cyclohexyl)acetamide

Table L.3 Additional examples prepared from 2-cyanoacetic acid using General Procedure L

R{ min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
(S)-3-(3-(6H-Pyrrolo[2,3-
(S)-1-(Piperidin-3-yl)-6 H-pyrrolo[2,3- e][1,2,4]triazolo[4,3- L 31 134 (a) 310
e][1,2,4)triazolo[4,3-a]pyrazine (Example # 1.1.3) | a]pyrazin-1-yl)piperidin-1-yl)- e '
3-oxopropanenitrile
3-(4-Methyl-3-(6H-
1-(4-Methy|p|perld|n-3-y!)-6H—pyrroIo[2,3- pyrrolo[2,3-.e][1 ,2,4].tr|az.o'lo L32 142 (a) 342
e][1,2,4]triazolo[4,3-a]pyrazine (Example #J.1.2) [4,3-a]pyrazin-1-yl)piperidin-
1-yl)-3 -oxopropanenitrile
cis-3-(6H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3- N-(cis-3-(6H-Pyrrolo2,3-
. . e][1,2,4]triazolo [4,3-
alpyrazin-1-yl)cyclobutanamine (Example ; L.3.3 1.23 (a) 296
alpyrazin-1-yl)cyclobutyl)-2-
#J.1.4) .
cyanoacetamide
trans-3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3- N-(trans-3-(6H-Pyrrolo(2,3-
) . . e][1,2,4]triazolo[4,3-
alpyrazin-1-yl)cyclobutanamine hydrochloride . L.3.4 1.05 (a) 296
a]pyrazin-1-yl)cyclobutyl)-2-
(Example #1.1.4) .
cyanoacetamide
(R)-1-(Pyrrolidin-3-yl)-6H-pyrrolo[2,3- [gRZ)':’]'t(r?:Zi’;;y;‘:]°[2;:;{_
€][1,2,4]triazolo[4,3-a]pyrazine hydrochloride ' 1 M rroIidiyn 1 p|3)13 L.3.5 1.00 (a) 296
(Example #1.1.5) yopy v
-oxopropanenitrile
(S)-1-(Pyrrolidin-3-yl)-6H-pyrrolo[2,3- (SL]T1(2(A,?33F;&;:§L?[§3
e][1,2,4]triazolo[4,3-a]pyrazine hydrochloride 7 c) L.3.6 1.19 (a) 296
alpyrazin-1-yl)pyrrolidin-1-yl)-
(Example #1.1.7) "
3 -oxopropanenitrile
(R)-1-(P|perld|n-l3-y|)-6H-|m|dazc.>[1,5- (R)-1-(3-(6H-Imidazo[1,5-
a]pyrrolo[2,3-e]pyrazine (prepared using L from alpyrrolo[2,3-€]pyrazin-1
Example #13, Step F and (R)-1-(tert- pyrrololz, >-elpy!
T ) . yl)piperidine-1- L.3.7 1.61 (a) 335
butoxycarbonyl)piperidine-3-carboxylic acid, carbonyl)cyclopropanecarb
HATU and TEA, AA with Belleau's reagent, H, | v gnitrﬁe P
with 4 N HCl in 1,4-dioxane)
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(continued)

R; min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
N-(2-(6H-Imidazo[1,5-
lo[2,3- in-1-
2-(6H-Imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1- alpyrro Olge‘th egp’]yrazm L3s 139 (a) 295
yl)ethanamine hydrochloride (Example #1.1.8) yhemny e '
cyanocyclopropanecarboxa
mide
3-(3-Methyl-5-(6H-
1-(5-Methylpiperidin-3-yl)-6 H-pyrrolo[2,3- pyrrolo[2,3-
e][1,2,4]triazolo[4,3-alpyrazine hydrochloride e][1,2,4]triazolo[4,3- L.3.9 1.52 (a) 324
(Example #1.1.10) alpyrazin-1-yl)piperidin-1-yl)-
3-oxopropanenitrile
1-(4-Methylpiperidin-3-yl)-6 H-imidazo[1,5- . 3”(35[62"'3":]'%‘;2['151’ N
a]pyrrolo[2,3-e]pyrazine hydrochloride (Example Py ' Py Y L.3.10 1.42 (a) 323

#13, Step K)

4-methylpiperidin-1-yl)-3-
oxopropanenitrile

Table L.4 Examples prepared from 1-cyanocyclopropanecarboxylic acid using General Procedure L

R{ min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
((1R,3R)-3-(6H-Pyrrolo[2,3- N-(((1R,3R)-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- e][1,2,4]triazolo[4,3-a]pyrazin-1-
ylhcyclopentyl)methanamine yhcyclopentyl)methyl)-1- L4 1.56 (@) 350
hydrochloride (Example #F.1.1) cyanocyclopropanecarbox amide
1-(4-Methylpiperidin-3-yl)- 1-((35,4S)-4-Methyl-3-(6 H-pyrrolo[2,3-
6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- e][1,2,4]triazolo[4,3-a]pyrazin-1-
. . o L.42 1.61 (a) 350
alpyrazine hydrochloride (Example yl)piperidine-1-carbonyl)cyclopropane-
#1.1.6) carbonitrile
1-(4-Methylpiperidin-3-yl)- 1-((3R,4R)-4-Methy|-3-(6 H-pyrrolo[2,3-
6H-pyrrolo[2,3-€][1,2 4]triazolo[4,3- e][1,2,4]triazolo[4,3-a]pyrazin-1-
. . L L.4.3 1.61 (a) 350
alpyrazine hydrochloride (Example yl)piperidine-1-carbonyl)cyclopropane-
#1.1.6) carbonitrile
1-(4-Methylpiperidin-3-yl)- 1-((3S,4R)-4-Methyl-3-(6H-pyrrolo[2,3-
6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3- e][1,2,4]triazolo[4,3-a]pyrazin-1-
. ) L L44 1.61 (a) 350
alpyrazine hydrochloride (Example yl)piperidine-1-carbonyl)cyclopropane-
#1.1.6) carbonitrile
1-(4-Methylpiperidin-3-yl)- 1-((3R,4S)-4-Methyl-3-(6H-pyrrolo[2,3-
6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3- e][1,2,4]triazolo[4,3-a]pyrazin-1-
. . L L.45 1.61 (a) 350
alpyrazine hydrochloride (Example yl)piperidine-1-carbonyl)cyclopropane-
#1.1.6) carbonitrile
8-((38.,4.8)-4-Methylp|per|d|n-3-yl)- 3-((35.45)-3-(3H Imidazo[1,2-
3H-imidazo[1,2-alpyrrolo[2,3- )
. alpyrrolo[2,3-e]pyrazin-8-yl)-4-
elpyrazine and 8-((3R,4R)-4- methylpiperidin-1-yl)-3-oxopropanenitrile
methylpiperidin-3-yl)- yipip y prop L46 | 1.35(a) 323

3H-imidazo[1,2-a]pyrrolo[2,3-
e]pyrazine (prepared using H from
Preparation #19)

and -((3R,4R)-3-(3H-imidazo[1,2-
alpyrrolo[2,3-e]pyrazin-8-yl)-4-
methylpiperidin-1-yl)-3-oxopropanenitrile
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(continued)

R; min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
1-(2-Methylpiperidin-3-yl)-6 H- 1-(2-Methyl-3-(6 H-pyrrolo[2,3-
pyrrol<.3[2,3—e][1,2,4]t'riazolo[4,3- e.][1 ,.2,.4]triazolo[4,3—a]pyrazin—1— La7 157 (a) 350
alpyrazine hydrochloride (Example yl)piperidine-1-carbonyl)cyclopropane
#1.1.9) carbonitrile

Table L.5 Examples prepared from trans-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclohexanamine acetate (Example #F.1.2) using General Procedure L

R, min miz ESI+
Carboxylic Acid Product Ex.# (Table 2, (M+H)*
Method)
2-Cyan9acetlc N-(trans-.3-(6H-PyrroIo[2,3-e][1 ,2,4]tr|azolo[.4,3- L5 1 1.42 (a) 324
acid a]pyrazin-1-yl)cyclohexyl)-2-cyanoacetamide
Acetic acid N—(trans—3-(6H-PyrroIo[2,3-e][1 ,2,4]tr|a;o|o [4,3- L52 133 (a) 299
a]pyrazin-1-yl)cyclohexyl)acetamide

Table L.6 Example prepared from (R)-1-(1-methylpiperazin-2-yl)-6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-
a]pyrazine hydrochloride (prepared using A from Preparation #9 and Preparation #16, C with TEA, H, | with
4 N HCl in 1,4-dioxane) using General Procedure L

Ri{min(Table miz ES|+

Carboxylic acid Product Ex.# 2, Method) (M+H)*

(R)-3-(4-Methyl-3-(6 H-pyrrolo[2,3-

2-Cyanoacetic |\ 5 gltriazolo[4,3-a]pyrazin-1-yl)piperazin-1- L.6.1 1.30 (a) 325

acid

yl)-3-oxopropanenitrile

General Procedure M: Formation of a urea from an amine and a carbamoyl chloride

[0351] To a flask containing an amine or an amine salt (1 equiv) in an organic solvent (such as THF, or 1,4-dioxane,
preferably THF) is added a base (such as DIEA or TEA, preferably TEA (3-5 equiv, preferably 3 equiv) and stirred at
ambient temperature for about 0-30 min (preferably about 5 min) then added a carbamoy! chloride (0.5-2 equiv, preferably
0.75 equiv). The mixture is stirred at about 0-90 °C (preferably about 60-65 °C) for about 2-24 h (preferably about 16
h). The reaction mixture is allowed to reach ambient temperature. The organic solvent is optionally removed under
reduced pressure. The crude material can be partitioned between an organic solvent (such as EtOAc or DCM) and
water, an aqueous base (such as saturated agueous NaHCO3) or brine. The layers are separated and the organic layer
is optionally washed with water, an aqueous base (such as saturated aqueous NaHCQO3) and/or brine, dried over anhy-
drous Na,SO, or MgSO,, filtered, and concentrated under reduced pressure to give the target compound. The crude
material is optionally purified by precipitation crystallization or trituration from an appropriate solvent or solvents or by
chromatography to give the target compound.

lllustration of General Procedure M

Example #M.1.1: N-((1R,3R)-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)pyrrolidine-1-car-
boxamide

[0352]
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[0353] Around bottom flask was charged with (1R,3R)-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopen-
tanamine hydrochloride (0.150 g, 0.62 mmol, Example #D.1.4) and TEA (0.26 mL, 1.9 mmol) in THF (5.7 mL). The
reaction mixture was stirred for about 5 min at ambient temperature before pyrrolidine-1-carbony! chloride (0.052 mL,
0.46 mmol) was added. The reaction was heated at about 60 °C for about 16 h, cooled to ambient temperature, and
concentrated under reduced pressure. The crude product was dissolved in DCM (40 mL) and washed with saturated
aqueous NaHCO3; (20 mL), brine (20 mL), dried over anhydrous MgSQy,, filtered and concentrated under reduced
pressure. The material was purified by RP-HPLC (Table 2, Method i). The appropriate fractions were combined, the
solvent was mostly removed under reduced pressure, and the solid was filtered and dried under lyophilization to give
N-((1R,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolof4, 3-a]pyrazin-1-yl)cyclopentyl) pyrrolidine-1-carboxamide (0.018 g, 8%):
LC/MS (Table 2, Method a) R; = 1.40 min; MS m/z 340 (M+H)*.

Table M.1 Examples prepared from pyrrolidine-1-carbonyl chloride using General Procedure M

R¢ min miz
Amine Product Ex.# | (Table2, ESI+
Method) | (M+H)*

(R)-(3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)piperidin-1-yl)(pyrrolidin-1-
yl)methanone

(R)-1-(Piperidin-3-yl)-6H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine
hydrochoride (Example #1.1.1)

M2 | 1.44(a) 340

(1S,3R)-3-(6H-Pyrrolo[2,3- N-((1S,3R)-3-(6 H-Pyrrolo[2,3-
e][1 ,2,4]tr|azolo[Q,S-a]pyrazm-1.- el ,2,4]tr|azo|o[4,3-a]9¥ra2|n-1- MA13 147 (a) 340
yl)cyclopentanamine hydrochloride yl)cyclopentyl)pyrrolidine-1-
(Example #6, Step C) carboxamide

General Procedure N: Formation of a sulfonamide from an amine

[0354] To a mixture or a solution (preferably a solution) of an amine or an amine salt (preferably 1 equiv) in a solvent
such as THF, DCM or DMF (preferably DMF) is added an organic base such as TEA or DIEA (1-10 equiv, preferably
2-4 equiv) or an aqueous base such as saturated aqueous NaHCO; (5-20 equiv, preferably 5-10 equiv) (preferably an
organic base) and a sulfonyl chloride (0.85-3 equiv, preferably 1-1.5 equiv). The reaction is stirred at-10 - 80 °C (preferably
at ambient temperature) for about 0.5-72 h (preferably about 1-2 h). Optionally, additional base (1-10 equiv) and/or
sulfonyl chloride (0.4-2 equiv) may be added at any point during the reaction time. The reaction is worked up using one
of the following methods. Method 1: The reaction is diluted with water and extracted with an organic solvent such as
DCM or EtOAc. The combined organic layers are optionally washed with brine, dried over anhydrous Na,SO4 or MgSQOy,
filtered or decanted, and concentrated under reduced pressure. Method 2: The crude reaction mixture is purified by
preparative HPLC directly or after the addition of organic solvent such as MeOH or DMF or an aqueous buffer such as
50 mM NH,OAc with or without concentrating the mixture under reduced pressure first. Method 3: The reaction is diluted
with an organic solvent such as DCM or EtOAc and washed with water and/or brine. The organic layer is optionally dried
over anhydrous Na,SO, or MgSQy,, filtered or decanted, and concentrated under reduced pressure. Method 4: The
reaction is diluted with water and the resulting solid is collected by vacuum filtration. In all cases, the crude material is
optionally purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by
chromatography to give the target compound.
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Illustration of General Procedure N

Example #N.1.1: N-((1S,3R)-3-(6 H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesul-
fonamide

[0355]
0
Q‘..NH2 O,‘.\\H\é’/d
W
N=y" HCI N ©
NQUN —_— N N
\ N
|88 o
H NTON
[0356] To a mixture of (1S,3R)-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentanamine hydrochloride

(0.300 g, 0.952 mmol, Example #6, Step C) in DMF (9 mL) was added TEA (0.462 mL, 3.33 mmol) and cyclopropanesul-
fonyl chloride (0.097 mL, 0.95 mmol). After about 1.5 h at ambient temperature, the reaction was diluted with water (10
mL) and extracted with DCM (3 x 15 mL). The combined organic layers were washed with brine, dried over anhydrous
Na,SO,, filtered, and concentrated under reduced pressure. To the crude material was added MeOH (~50 mL) and a
small amount of insoluble material (<0.01 g) was removed by filtration. Silica gel (2 g) was added to the filtrate and the
mixture was concentrated under reduced pressure. The mixture was purified by silica gel chromatography eluting with
a step-wise gradient of DCM/MeOH/NH,OH 990:9:1 to 980:18:2 to give an off-white solid that was dried in a vacuum
oven at about 70 °C. The solid was dissolved in hot MeOH, filtered while hot to remove particulates and then the filtrate
was sonicated while cooling to provide a fine suspension which was concentrated under reduced pressure and dried in
a vacuum oven at about 100 °C to give N-((1S,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cy-
clopropane-sulfonamide (0.21 g, 64%): LC/MS (Table 2, Method a) R; = 1.51 min; MS m/z: 347 (M+H)*.

Table N.1 Examples prepared with cyclopropylsulfonyl chloride using General Procedure N

R; min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
R)-1-(6H-P lo[2,3-
(R)1-(6H-Pyrrolo[2,3- (R)-N-(1-(6 H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- . )
L . . e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)pyrrolidin-3-amine (prepared using U pyrrolidin-3-yl)cyclopropane- N.1.2 1.42 (a) 348
from Preparation #9 and Preparation yory sulfo:amyidep P
#10, V, H)
trans-4-(6H-Pyrrolo[2,3- N-(trans-4-(6 H-Pyrrolo[2,3-
e][1 ,2,4]tr|azo|o[.4,3-a]pyrazm-.1- e][1,2,4]triazolo[4,3-a]pyrazin-1- N13 124 (a) 361
yl)cyclohexanamine hydrochloride yl)eyclohexyl)cyclopropanesu
(Example #D.1.3) lfonamide
cis-4-(6 H-Pyrrolo[2,3- N-(cis-4-(6H-Pyrrolo[2,3-
e][1 ,2,4]tr|azo|o[.4,3-a]pyrazm-j- e][1,2,4]triazolo[4,3-a]pyrazin-1- N14 154 (a) 361
yl)cyclohexanamine hydrochloride yl)cyclohexyl)cyclopropanesu
(Example #D.1.1) lfonamide
(1R,3S)-3-(6H-Pyrrolo[2,3- N-((1R,3S)-3-(6 H-Pyrrolo[2,3-
e][1 ,2,4]tr|azolo[£.1,3-a]pyra2|n-1.- e][1,2,4]triazolo[4,3-a]pyrazin-1- N15 120 (a) 347
yl)cyclo-pentanamine hydrochloride yl)cyclopentyl)cyclopropanes
(Example #D.1.2) ulfonamide
(1R,3R)-3-(6H-Pyrrolo[2,3- N-((1R,3R)-3-(6H Pyrrolo[2,3-
e][1 ,2,4]tr|azolo[f1,3-a]pyrazm-1- e][1,2,4]triazolo[4,3-a]pyrazin-1- N 16 148 (a) 347
yl)cyclopentanamine hydrochloride yl)cyclopentyl)cyclopropanes
(Example #D.1.4) ulfonamide

130




10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

(continued)

R; min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
(18,3S)-3-(6H-Pyrrolo[2,3- N-((1S,3S)-3-(6H-Pyrrolo[2,3-
e[l ,2,4]tr|azolo[.4,3—a]pyrazm-‘?— e][1,2,4]triazolo[4,3-a]pyrazin-1- N 17 111 (d) 347
yl)cyclopentanamine hydrochloride yl)cyclopentyl)cyclopropanes
(Example # 1.1.2) ulfonamide
trans-3-(6 H-Pyrrolo[2,3- N-(trans-3-(6 H-Pyrrolo[2,3-
e[l ,2,4]tr|azo!o[4,3-a]pyrazm-1- e][1,2,4]triazolo[4,3-a]pyrazin-1- N.18 1.34 (a) 361
yl)cyclohexanamine acetate (Example yl)cyclohexyl)cyclopropanesu
#F.1.2) Ifonamide
(R)-1-(Piperidin-3-yl)-6 H-pyrrolo[2,3- (R)-1-(1-(Cyclopropylsulfonyl)piperidi
e][1,2,4]triazolo[4,3-alpyrazine n-3-yl)-6H-pyrrolo[2,3- N.1.9 1.51 (a) 347
hydrochloride (Example #1.1.1) e][1,2,4]triazolo[4,3-alpyrazine
1-(4-Methylpiperidin-3-yl)- 1-(1-(Cyclopropylsulfonyl)-4-
6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- methylpiperidin-3-yl)-6H-pyrrolo[2,3- N.1.10 1.62 (a) 361
alpyrazine (Example #J.1.2) e][1,2,4]triazolo[4,3-alpyrazine
esonmronas | Moty
e][1,2,4]triazolo[4,3-a]pyrazin-1- I)(’: ’clobutyl) c‘lo r:yanesul N.1.11 1.43 (a) 333
yl)cyclobutanamine (Example #J.1.4) yhey <y . prop
fonamide
trans-3-(6H-Pyrrolo[2,3- N-(trans-3-(6H-Pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1- e][1,2,4]triazolo[4,3-a]pyrazin-1-
N.1.12 1.25 333
yl)cyclobutanamine hydrochloride yl)cyclobutyl)cyclopropanesul @
(Example #1.1.4) fonamide
(R)-1-(Pyrrolidin-3-yl)-6 H-pyrrolo[2,3- (R)-1-(1-(Cyclopropylsulfonyl)pyrrolid
e][1,2,4]triazolo[4,3-alpyrazine in-3-yl)-6 H-pyrrolo[2,3- N.1.13 1.37 (a) 333
hydrochloride (Example #1.1.5) e][1,2,4]triazolo[4,3-a]pyrazine
((1R,3R)-3-(6H-Pyrrolo[2,3-e] N-(((1R,3R)-3-(6H-Pyrrolo[2,3-
[1 ,2,4]tr|azolo[4,3-a]pyra2|r1-1- e][1,2,4]triazolo[4,3-a]pyrazin-1- N1.14 159 () 361
yl)cyclopentyl)methanamine yl)cyclopentyl)methyl)cyclopr
hydrochloride (Example #F.1.1) opanesulfonamide
(S)-1-(Pyrrolidin-3-yl)-6 H-pyrrolo[2,3- (S)-1-(1-(Cyclopropylsulfonyl)pyrrolid
e][1,2,4]triazolo[4,3-alpyrazine in-3-yl)-6 H-pyrrolo[2,3- N.1.15 1.49 (a) 333
hydrochloride (Example #1.1.7) e][1,2,4]triazolo[4,3-alpyrazine
(1S,3R,4R)-4-Ethyl-3-methyl-3-(6 H- N-((1S,3R 4R)-4-Ethyl-3-methyl-
pyrrolo[2,3-€][1,2,4]triazolo[4,3- 3-(6H-pyrrolo[2,3-
alpyrazin-1-yl)cyclopentanamine and e][1,2,4]triazolo[4,3-a]pyrazin-1-
(1R,3S5,45)-4-ethyl-3-methyl- yl)cyclopentyl)cyclopropa
3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3- nesulfonamide and N-((1R,3S,4S)-4- N.1.16 1.68 (a) 389
alpyrazin-1-yl)cyclopentanamine ethyl-3-methyl-3-(6 H-pyrrolo[2,3-
(prepared using A from Preparation #9 e][1,2,4]triazolo[4,3-a]pyrazin-1-
and Preparation #12, HATU, and TEA, F yl)eyclopentyl)cyclopropa
with TEA) nesulfonamide
(R)-1-(1-Methylpiperazin-2-yl)-
SPTORESAS ES | (14 crommonpiston-
Py v prep methylpiperazin-2-yl)-6H-pyrrolo[2,3- | N.1.17 | 155(a) | 362

using A from Preparation #9 and
Preparation #16, HATU, TEA, C with
TEA, H, 1 with 4 N HCI in 1,4-dioxane)

e][1,2,4]triazolo[4,3-alpyrazine
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(continued)

R; min miz
Amine Product Ex.# (Table 2, ESI+
Method) | (M+H)*
(S)-1-(Piperidin-3-yl)-6 H-pyrrolo[2,3- (S)-1-(1-(Cyclopropylsulfonyl)piperidi
e][1,2,4]triazolo[4,3-a]pyrazine n-3-yl)-6H-pyrrolo[2,3- N.1.18 1.57 (a) 347
(Example # 1.1.3) e][1,2,4]triazolo[4,3-a]pyrazine
Table N.2 Examples prepared from (1S,3R)-3-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride (Example #6, Step C) using General Procedure N
R{ min miz
Sulfonyl Chloride Product Ex.# (Table 2, ESI+
Method) (M+H)*
N-((1S,3R)-3-(6H-Pyrrolo[2,3-
Cyclobutanesulfo nyl e][1,2 4]triazolo[4,3-alpyrazin-1- N.2.1 1.68 (a) 361
chloride [Hande] .
yl)cyclopentyl)cyclo-butanesulfonamide
N-((1S,3R)-3-(6H-Pyrrolo[2,3-
Cyclopentanesulf ony| e][1,2 4]triazolo[4,3-alpyrazin-1- N.2.2 1.65 (a) 375
chloride .
yl)cyclopentyl)cyclo-pentanesulfonamide
4-(Trifluoromethyl) N-((1S,3R)-3-(6H-Pyrrolo[2,3-
benzene-1-sulfonyl e][1,2,4]triazolo[4,3-alpyrazin-1-yl)cyclopentyl)- N.2.3 1.95 (a) 451
chloride [Lancaster] 4-(trifluoromethyl)benzenesulfonamide
3-(Trifluoromethyl) N-((1S,3R)-3-(6H-Pyrrolo[2,3-
benzene-1-sulfonyl e][1,2,4]triazolo[4,3-alpyrazin-1-yl)cyclopentyl)- N.2.4 1.93 (a) 451
chloride 3-(trifluoromethyl)benzenesulfonamide
N-((1S,3R)-3-(6H-Pyrrolo[2,3-
4-Chlorobenzenesul | 1 ) 4yiio70lo[d 3-alpyrazin-1-yl)cyclopentyl)-4- | N.2.5 1.88 (a) 417
fonyl chloride :
chloro-benzenesulfonamide
N-((1S,3R)-3-(6H-Pyrrolo[2,3-
3-Chlorobenzenesul | 4 5 yiazolofa,3-alpyrazin-1-yl)cyclopentyl)-3- | N.2.6 1.85 (a) 417
fonyl chloride :
chloro-benzenesulfonamide
N-((1S,3R)-3-(6H-Pyrrolo[2,3-
Benzenesulfonyl chloride e][1,2,4]triazolo[4,3-a]pyrazin-1- N.2.7 1.71 (@) 383
yl)cyclopentyl)benzenesulfonamide
N-((1S,3R)-3-(6H-Pyrrolo[2,3-
Cyclohexanesulfo nyl ell1,2,4]triazolo[4,3-a]pyrazin-1- N28 | 1.28(d) 389
chloride .
yl)cyclopentyl)cyclohexanesulfona mide
4-Cyanobenzene-1- N-((1S,3R)-3-(6H-Pyrrolo[2,3-
sulfonyl chloride e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)-4- N.2.9 1.78 (a) 408
[Maybridge] cyanobenzenesulfonamide
3-Cyanobenzene-1- N-((1S,3R)-3-(6H-Pyrrolo[2,3-€]1,2 4]triazolo[4,3-
sulfonyl chloride alpyrazin-1-yl)cyclopentyl)-3- N.2.10 1.74 (@) 408
[Maybridge] cyanobenzenesulfonamide
3-Chloro-4- N-((1S,3R)-3-(6H-Pyrrolo[2,3-
fluorobenzene-1-sulfonyl | €][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)-3- N.2.11 1.91 (a) 435

chloride [Lancaster]

chloro-4-fluorobenzene-sulfonamide
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Table N.3 Examples prepared from (S)-1-(piperidin-3-yl)-6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazine
hydrochloride (prepared using A from Preparation #3 and (S)-1-(fert-butoxycarbonyl)piperidine-3-carboxylic
acid, EDC*HCI, and TEA, C, H, and I) using General Procedure N

. R min (Table miz ESl+
Sulfonyl Chloride Product Ex.# 2, Method) (M+H)*
Propane-1 (S)-1-(1-(Propylsulfonyl)piperidin-3-yl)-
o 6H-pyrrolo[2,3-¢e][1,2 4]triazolo[4,3- N.3.1 1.61(a) 349
sulfonyl chloride alpyrazine
(S)-1-(1-(Phenylsulfonyl)piperidin-3-yl)-
Benzcirl':rsi;gc’”y' 6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3- N.3.2 1.76 (a) 383
alpyrazine
(S)-4-(3-(6H-Pyrrolo[2,3-
:’_:j:‘o”:?ec:fjr?;e e][1,2 4triazolo[4,3-alpyrazin-1- N.3.3 1.78 (a) 408
v yl)piperidin-1-ylsulfonyl)benzonitrile
(S)-1-(1-(Ethylsulfonyl)piperidin-3-yl)-
Ethig;ﬁ:ﬂ:’”y' 6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3- N.3.4 1.49 (a) 335
alpyrazine
(S)-1-(1-(Methylsulfonyl)piperidin-3-yl)-
Methcirl';rsi;"eh”y' 6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3- N.3.5 1.43 (a) 321
alpyrazine

Table N.4 Examples prepared from cis-3-(6 H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine
hydrochloride (Example #F.1.3) using General Procedure N

. Remin |z s+
Sulfonyl Chloride Product Ex.# (Table 2, (M+H)*
Method)
Cyclopropar?esulf N-(c'is-3-(6H-PyrroIo[2,3-e][1,2,4]tr|azolo[4,3- ‘ N 4.1 1.45- (a) 361
onyl chloride a]pyrazin-1-yl)cyclohexyl)cyclopropanesulfon amide
Benzenesylfonyl N-(c;s-.3-(6H-PyrroIo[2,3-e][1,2,4]tr|azolo[4,?>- N4.2 1,68 (a) 397
chloride a]pyrazin-1-yl) cyclohexyl)benzenesulfonamide
4-Cyanobenzene- N-(cts-3-(6H-Pyrro:o[2|,3-e|][1h,2,4]|trfzolo[4,3- e 70 .
1-sulfonyl chloride alpyrazin-1-ylcyclohexy _)_ } o 70 (@)
cyanobenzenesulfonamide
Ethanesylfonyl N-(c;s-?f-(GH-PyrroIo[Z,3-e][1,2,4]tr|azolo[4.,3- N4.4 1.47 (a) 349
chloride a]pyrazin-1-yl) cyclohexyl)ethanesulfonamide
Propane-1-. N-(ct§-3-(6H-Pyrrolo[2,3-e][1,2,4]tr|azolo[4,3.- N 45 151 (a) 363
sulfonyl chloride alpyrazin-1-yl)cyclohexyl)propane-1-sulfonamide
Methanesylfonyl N-(cts-.3-(6H-Pyrrolo[2,3-e][1,2,4]tr|azolo[4,§- N 4.6 1.41 (a) 335
chloride a]pyrazin-1-yl) cyclohexyl)methanesulfonamide
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Table N.5 Examples prepared from cis-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclobutanamine
(Example #J.1.4) using General Procedure N

Remin |z ESi
Sulfonyl Chloride Product Ex.# (Table 2, (M+H)*
Method)
4-Cyanobenzene-1- N-((1S,3S)-3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-
sulfonyl chloride alpyrazin-1-yl)cyclobutyl)-4-cyano- N.5.1 1.76 (a) 394
[Maybridge] benzenesulfonamide

General Procedure O: Displacement of an aryl or heteroaryl halide with an amine

[0357] To a microwave vessel is added an amine or an amine salt (preferably 1 equiv), an aryl or heteroaryl halide
(1-10 equiv, preferably 1.5 equiv), a solvent such as MeCN, n-PrOH, n-BuOH, toluene, DMSO, or EtOH (preferably
EtOH), and a base such as K,CO3, Na,CO,, TEA or DIEA, preferably TEA or DIEA (1-5 equiv, preferably 2-4 equiv).
The reaction mixture is subjected to microwave heating at about 100-200 °C (preferably about 130-150 °C) for about
0.5-8 h (preferably about 1-2 h). In cases where the reaction did not proceed to completion as monitored by TLC, LC/MS,
or HPLC, the reaction may be resubjected to a microwave at about 120-200 °C (preferably about 130-150 °C) for an
additional about 1-8 h (preferably about 1-2 h) with the optional addition of more aryl or heteroaryl halide (1-10 equiv,
preferably 1.5 equiv) and/or base such as K,CO4, Na,CO4, TEA or DIEA, preferably TEA or DIEA (1-5 equiv, preferably
2-4 equiv). This process is repeated until the reaction proceeds no further. After cooling to ambient temperature, the
reaction is worked up using one of the following methods. Method 1: Thereaction is concentrated under reduced pressure.
Method 2: A reaction mixture containing a precipitate may be filtered to collect the target compound, while optionally
washing with organic solvent or solvents such as Et,O, DCM and/or petroleum ether. Method 3: The reaction mixture
is diluted with an organic solvent such as MeOH, silica gel is added, and the mixture is concentrated under reduced
pressure to prepare for separation by chromatography. Method 4: The reaction mixture is concentrated under reduced
pressure prior to the addition of an organic solvent such as EtOAc or DCM and is then optionally washed with water
and/or brine, dried over anhydrous Na,SO,4 or MgSQ,, filtered or decanted, and concentrated under reduced pressure.
Method 5: An organic solvent such as EtOAc or DCM is added with the optional addition of water or brine and the layers
are separated. The aqueous layer is then optionally extracted with additional organic solvent such as EtOAc or DCM.
The combined organic layers are optionally washed with brine or water, dried over anhydrous MgSO,4 or Na,SO,, filtered
or decanted, and concentrated under reduced pressure. In all cases, the crude material is optionally purified by precip-
itation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the
target compound.

Illustration of General Procedure O

Example #0.1.1: 6-((1S,3R)-3-(6 H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino)nicotinoni-
trile

[0358]

G.aNHz OMH@—:N
o

N Hel
)
NaUN E—— NN
Q% Q%
Y
N7 N X
H NT N

[0359] To a microwave vessel was added (1S,3R)-3-(6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentan-
amine hydrochloride (0.0979 g, 0.311 mmol, Example #6, Step C), EtOH (2 mL), 6-chloronicotinonitrile (0.057 g, 0.41
mmol), and TEA (0.130 mL, 0.932 mmol). The reaction mixture was heated in a CEM™ microwave at about 130 °C for
about 1 h (250 psi maximum pressure, 5 min maximum ramp, 300 maximum watts). After cooling to ambient temperature,
the reaction was concentrated under reduced pressure and purified by silica gel chromatography eluting with DCM/Me-
OH/Et,NH (970:27:3) to give 6-((1S,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino)nicoti-
nonitrile (0.027 g, 25%): LC/MS (Table 2, Method a) R; = 1.24 min; MS m/z: 345(M+H)*.
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Table 0.1 Examples prepared from (1S,3R)-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-

yl)cyclopentanamine hydrochloride (Example #6, Step C) using General Procedure O

R min

Aryl or Heteroaryl Halide Product Ex.# (Table 2, n(rll\:fl-ls)l:
Method)
6-Chloropyridazine-3- 6-((1 S,?:R)-S-(GH—PyrroIo.[Z,3-e][1 2,4]
" triazolo[4,3-a]pyrazin-1-yl) 0.1.2 1.56 (a) 346
carbonitrile (Ark Pharm) ) L I
cyclopentylamino)-pyridazine-3-carbonitrile
4-((1S,3R)-3-(6H-Pyrrolo[2,3-
4-Fluorobenzonitrile e][1,2,4]triazolo[4,3-alpyrazin-1-yl) 0.1.3 1.79 (a) 344
cyclopentylamino)-benzonitrile
N-((1S,3R)-3-(6 H-Pyrrolo[2,3-
2-Chloroquinazoline e][1,2,4]triazolo[4,3-a] pyrazin-1-yl) 0.14 1.72 (a) 371
cyclopentyl)quinazolin-2-amine
. N-((1S,3R)-3-(6 H-Pyrrolo[2,3-€][1,2,4]
2-Chloro-5 (rt_ir(;fi':;’mmethy') triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)- 015 | 1.98(a) 388
Py 5-(trifluoromethyl)pyridin-2-amine
6-Chloro-5 6-((1S,3R)-3-(6H-Pyrrolo[2,3-e][1,2,4]
fluoronicotinonitrile trlazolo[4,3-a]pyra2|n-.1-y!) cy(.:lc?pentylamlno)— 0.1.6 1.88 (a) 363
5-fluoronicotinonitrile
6-Chloro-5 6-((1S,3R)-3-(6H-Pyrrolo[2,3-e][1,2,4]
triazolo[4,3-a]pyrazin-1-yl) cyclopentylamino)- 0.1.7 1.78 (a) 359

methylnicotinonitrile

5-methylnicotinonitrile

Table 0.2 Examples prepared from (R)-1-(piperidin-3-yl)-6H-pyrrolo[2,3-€e][1,2,4]triazolo [4,3-a]pyrazine
hydrochoride (Example #1.1.1) and a heteroaryl halide using General Procedure O

_ Remin | Esi+
Aryl or Heteroaryl Halide Product Ex.# (Table 2, (M+H)*
Method)
6-Chloronicotinonitrile | (F):8-(3-(6H-Pyrrolo[2 3-€][1,2,4] triazolo[4,3- |, , 4 1.76 (a) 345
a]pyrazin-1-yl)piperidin-1-yl)nicotinonitrile
ecnarspyrzzne- | (0 rcanes | 022 | 157w | s
carbonitrile [Ark Pharm] Py ylpip L yipy - '
-carbonitrile
2-Chloro- (R)-1-(1-(5-(Trifluoromethyl)pyridin-2-
yl)piperidin-3-yl)-6 H-pyrrolo[2,3- 0.2.3 2.04 (a) 388

5-(trifluoromethyl)pyridine

e][1,2,4]triazolo[4,3-a]pyrazine

Table 0.3 Examples prepared from (1R,3R)-3-(6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride (Example #D.1.4) using General Procedure O

R min

Aryl °;:I‘;;:r°ary' Product Ex# | (Table2, "(’I'\:f:)':
Method)
6-Chloronicotinonitrile | 0\ [v3R)-3-(6H-Pyrrolof2,3-e][1,2 ]triazolo[4,3- 0.3.1 1.65 (a) 345

alpyrazin-1-yl)cyclopentylamino)nicotinonitrile
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(continued)

R min
Aryl °;:I?dt:r°ary' Product Ex# | (Table2, "(’I'\:f:)':
Method)
6-((1R,3R)-3-(6H-P lo[2,3-€][1,2,4]triazolo[4,3-
6-Chloropyridazine-3- (@R, .) ( yrrolo[2, e.][ o ]lrlaz'o o4,
o alpyrazin-1-yl)cyclopentylamino)pyridazine-3- 0.3.2 1.53 (a) 346
carbonitrile .
carbonitrile
4-(1R,3R)-3-(6H-P lo[2,3-€][1,2,4]triazolo[4,3-
4-Fluorobenzonitrile (AR,3R)-3-(6H-Pyrrolo[2,3-¢][1,2 4ltriazolo[4, 033 1.81 (a) 344
alpyrazin-1-yl)cyclopentylamino)benzonitrile

Table O.4 Examples prepared from cis-3-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]lpyrazin-1-yl)cyclohexanamine

15

hydrochloride (Example #F.1.3) using General Procedure O

. R;min (Table miz ESI+
Heteroaryl Halide Product Ex# 2, Method) (M+H)*
2-Chloro- N-(cis-3-(6H-Pyrrolo[2,3-€][1,2,4]
5-(trifluoromethyl) triazolo[4,3-a]pyrazin-1-yl)cyclohexyl)- 04.1 1.66 (a) 402
pyridine 5-(trifluoromethyl) pyridin-2-amine

Table 0.5 Examples prepared from 4-(6-tosyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)bicyclo[2.2.2]octan-1-amine (prepared using A from Preparation #9, 4-(tert-
butoxycarbonylamino)bicyclo[2.2.2]octane-1-carboxylic acid [Prime Organics], HATU, and TEA, C with TEA,
and | with 4N HCI in 1,4-dioxane) and a heteroaryl halide using General Procedure O

. R¢ min mlz ESI+
Heteroaryl halide Product Ex.# (mttethod) (M+H)*
—r e 6-(4-(6H-Pyrrolo[2,3-e][1,2,4]triazolo
6-Fl t tril
uoronicotinonitrie |1 5 a1pyrazin-1-ylybicyclo[2.2.2joctan- 0.5.1 1.48 (a) 385
[Matrix] . L Y
1-ylamino)nicotinonitrile

Table 0.6 Example prepared from (1S,3R)-3-(6-tosyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride (prepared using C from Preparation #A.1 with TEA, | with 4 N HCI in 1,4-
dioxane) using General Procedure O

R, min miz ESI+
Aryl or Heteroaryl halide Product Ex.# (Table 2, (M+H)*
Method)
6-Fluoro-4- 6-((1S,3R)-3-(6H-Pyrrolo[2,3-
methylnicotinonitrile e][1,2,4]triazolo[4,3-alpyrazin-1-
O.6. . 359
(prepared using HH from yl)cyclopentylamino)-4- ! 181() °
Preparation #23) methylnicotinonitrile

50

55
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Table 0.7 Example prepared from (1R,4S)-3,3-Dimethyl-4-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentanamine hydrochloride and (1S,4R)-3,3-dimethyl-4-(6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-
alpyrazin-1-yl)cyclopentanamine hydrochloride (prepared using prepared using EE from Preparation #25
and N,N-dibenzylamine, Y with MeOH, FF, P, GG with LiOH, A from Preparation #9 with HATU and TEA, C
with TEA, H, | with 4 N HCI in 1,4-dioxane) using General Procedure O

R min
Aryl °|r_|:::|eer°a'y' Product Ex.# (Table 2, "Zﬁils)f'
Method)

(1R,4S)-3,3-Dimethyl-4-(6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazin-1-

yl)cyclopentanamine and (1S,4R)-3,3-dimethyl- 0.71 0.92 (d) 271

4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-

5-Chloropyrazine-
2-carbonitrile

yl)cyclopentanamine

Table 0.8 Example prepared from (R)-1-(1-methylpiperazin-2-yl)-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
a]pyrazine hydrochloride (prepared using A from Preparation #9 and Preparation #16, C, H, I) using General
Procedure O

R¢min(Table miz ESI+

Heteroaryl Halide Product Ex. # 2, Method) (M+H)*

(R)-6-(4-Methyl-3-(6 H-pyrrolo[2,3-
6-Chloronicotinonitrile e][1,2,4]triazolo[4,3-alpyrazin-1- 0.8.1 1.70 (a) 360
yl)piperazin-1-yl)nicotinonitrile

General Procedure O.1: Displacement of an aryl or heteroaryl halide with an amine (under thermal conditions)

[0360] A round bottom flask is charged with a mixture of an amine or an amine salt (preferably 1 equiv), an aryl or
heteroaryl halide (1-10 equiv, preferably 1.5 equiv), a solvent such as MeCN, toluene, DMSO, EtOH, or DMF (preferably
DMF), and a base such as K;,CO3, Na,CO3, TEA or DIEA, preferably TEA or K,CO3 (1-5 equiv, preferably 2-4 equiv).
The reaction mixture is heated at about 40-220 °C (preferably about 65 °C) for about 0.5-16 h (preferably about 8.5 h).
In cases where the reaction did not proceed to completion as monitored by TLC, LC/MS, or HPLC, the reaction may be
resubjected heating at about 40-220 °C (preferably about 65 °C) for an additional about 1-12 h (preferably about 1-2 h)
with the optional addition of more aryl or heteroaryl halide (1-10 equiv, preferably 1.5 equiv) and/or base such as K,COs,
Na,CQO3, TEA or DIEA, preferably TEA or K,COj3 (1-5 equiv, preferably 2-4 equiv). This process is repeated until the
reaction proceeds no further. After cooling to ambient temperature, the reaction mixture is subjected to one of the
following methods. Method 1: The reaction is concentrated to dryness under reduced pressure. Method 2: A reaction
mixture containing a precipitate may be filtered to collect the target compound, while optionally washing with organic
solvent or solvents such as Et,O, DCM and/or petroleum ether. Method 3: The reaction mixture is diluted with an organic
solvent (such as MeOH) silica gel is added, and the mixture is concentrated under reduced pressure to prepare for
separation by chromatography. Method 4: The reaction mixture is concentrated under reduced pressure prior to the
addition of an organic solvent such as EtOAc or DCM and is then optionally washed with water and/or brine, dried over
anhydrous Na,SO,4 or MgSO,, filtered or decanted, and concentrated under reduced pressure. Method 5: An organic
solvent such as EtOAc or DCM is added with the optional addition of water or brine and the layers are separated. The
aqueous layer is then optionally extracted with additional organic solvent such as EtOAc or DCM. The combined organic
layers are optionally washed with brine or water, dried over anhydrous MgSO, or Na,S0O,, filtered or decanted, and
concentrated under reduced pressure. In all cases, the crude material is optionally purified by precipitation, crystallization,
and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure 0.1

Preparation #0.1.1: N-(4-(6-Tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-
yl)benzo[d]oxazol-2-amine

[0361]
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[0362] A pear shaped flask was charged with 4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyc-
lo[2.2.2]octan-1-amine (0.20 g, 0.46 mmol, Example #7, Step B) and 2-chlorobenzo[d]oxazole (0.18 g, 1.1 mmol, TCl)
in DMF (5.0 mL). To the suspension was added K,CO4 (0.16 g, 1.1 mmol) and the mixture was heated to about 65 °C
for about 8.5 h. The mixture was cooled to room temperature and the solvent was removed under reduced pressure.
The residue was dissolved into EtOAc (25 mL) and washed with water and brine (25 mL each). The organic solution
was dried over anhydrous MgSO,, filtered, and concentrated to dryness under reduced pressure to give N-(4-(6-tosyl-
6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazin-1-yl)bicyclo[2.2. 2]Joctan-1-yl)benzo[dJoxazol-2-amine (0.26 g, 95%, 25%
purity by ELSD): LC/MS (Table 2, Method d) R; = 1.48 min; MS m/z: 554 (M+H)*.

General Procedure P: Boc-protection of an amine

[0363] To a solution of an amine (preferably 1 equiv) in an organic solvent (for example MeCN, 1,4-dioxane or THF,
preferably THF) is optionally added an aqueous base such as Na,CO3, NaOH, K,CO3 or NaHCO4 (2-20 equiv, preferably
10 equiv of Na,CO3) or an organic base such as TEA or DIEA (1-5 equiv, preferably 1-2 equiv) followed by addition of
di-fert-butyl dicarbonate (1-1.5 equiv, preferably 1.2 equiv). The reaction is stirred at about 10-40 °C (preferably ambient
temperature) for about 2-24 h (preferably about 2-6 h) and worked up using one of the following methods. Method 1:
An organic solvent (such as Et,O, EtOAc or DCM) and water are added and the layers are separated. The aqueous
layer is extracted with additional organic solvent and the combined organic layers may be optionally washed with brine,
dried over anhydrous Na,SO, or MgSO,, and then decanted or filtered prior to concentrating under reduced pressure.
Method 2: The reaction mixture is partitioned between an organic solvent (such as Et,O, EtOAc or DCM) and aqueous
acid (such as HCI). The acidic layer is extracted with additional organic solvent and the combined organic layers may
be optionally washed with brine. The organic layer is optionally dried over anhydrous Na,SO, or MgSO,, and then
decanted or filtered prior to concentrating under reduced pressure. Method 3: An organic solvent (such as Et,O, EtOAc
or DCM) and water are added and the layers are separated. The aqueous layer is acidified using an acid (such as AcOH)
which forms a precipitate, which can then be decanted or filtered with optionally washing with excess water. The crude
material is optionally purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents
and/or by chromatography to give the target compound.

lllustration of General Procedure P
Preparation #P.1: (1R,3S)-3-((tert-Butoxycarbonylamino)methyl)cyclopentanecarboxylic acid

[0364]

9 0
o0 e

N, “NH
0

)

7T

[0365] To a solution of (1R,3S)-3-(aminomethyl)cyclopentanecarboxylic acid (0.500 g, 3.49 mmol, AFID) in THF (4
mL) and water (4 mL) was added Na,COj3 (1.11 g, 10.5 mmol) and di-fert-butyl dicarbonate (0.915 g, 4.19 mmol). The
reaction was stirred at ambient temperature for about 4 h. EtOAc (15 mL) and aqueous HCI (1N, 15 mL) were added
and the layers were separated. The aqueous layer was extracted with EtOAc (2 x 10 mL) and the combined organic
layers were washed with brine (10 mL). The organic layer was dried over anhydrous Na,SO,, filtered, and concentrated
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under reduced pressure to give (1R,3S)-3-((tert-butoxycarbonylamino)methyl) cyclopentanecarboxylic acid (0.300 g,
35% yield). "H NMR (DMSO-dg) § 11.97 (s, 1H), 6.83 (s, 1H), 2.87 (t, J=6.4, 2H), 2.73-2.58 (m, 1H), 2.04-1.87 (m, 2H),
1.82-1.68 (m, 2H), 1.68-1.58 (m, 1H), 1.37 (s, 9H), 1.34-1.19 (m, 2H).

General Procedure Q: Cbz-protection of an amine

[0366] To a solution of an amine (preferably 1 equiv) and a base (for example, Na,CO3, 1-3 equiv, preferably 3 equiv)
in water or aqueous organic solvent (for example, water/MeCN) is added a solution of benzyl 2,5-dioxopyrrolidin-1-yl
carbonate (1-2 equiv, preferably 1.3 equiv) in an organic solvent such as MeCN. The reaction is stirred at ambient
temperature for about 8- 24 h (preferably about 16 h) and then concentrated under reduced pressure. The resulting
aqueous solution is acidified by adding an acid such as aqueous NH,Cl or HCI and is then extracted with an organic
solvent (such as EtOAc or DCM). The combined organic extracts are optionally washed with water and/or brine, dried
over anhydrous Na,SO, or MgSO,, filtered or decanted, and concentrated under reduced pressure. The crude material
is optionally further purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents
and/or by chromatography to give the target compound.

lllustration of General Procedure Q
Preparation #Q.1: 1-(Benzyloxycarbonyl)piperidine-4-carboxylic acid

[0367]

[0368] To a solution of piperidine-4-carboxylic acid (10.0 g, 77.4 mmol) and Na,CO5 (8.21 g, 77.4 mmol) in water (100
mL) was added a solution of benzyl 2,5-dioxopyrrolidin-1-yl carbonate (19.3 g, 77.4 mmol) in MeCN (100 mL). The
reaction was stirred at ambient temperature for about 16 h and then concentrated under reduced pressure. The resulting
aqueous solution was quenched with aqueous NH,Cl and was then extracted with EtOAc (2 x 100 mL). The combined
organic extracts were dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure to give 7-(ben-
zyloxycarbonyl)piperidine-4-carboxylic acid as a white solid (4.56 g, 22%): LC/MS (Table 2, Method a) R; = 1.93 min;
MS miz: 262 (M-H) .

General Procedure R: Reduction of a pyridine

[0369] A substituted pyridine (preferably 1 equiv) and platinum(IV) oxide (0.05-0.20 equiv, preferably 0.09 equiv) in
AcOH are shaken under hydrogen at about 15-90 psi (preferably about 60 psi) for about 1-10 days (preferably about
3-5 days). The reaction is filtered through Celite® then concentrated under reduced pressure and optionally further
purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatog-
raphy to give the target compound.

lllustration of General Procedure R

Preparation #R.1: 4-Methylpiperidine-3-carboxylic acid acetate

[0370]

(0]

OH

~
N N Hoac

[0371] 4-Methylnicotinic acid (2.00 g, 14.6 mmol) and platinum(IV) oxide (0.30 g, 1.3 mmol) in AcOH (70 mL) were
shaken under hydrogen at about 60 psi for about 3 days. The reaction was filtered through Celite® then concentrated
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under reduced pressure to afford 4-methylpiperidine-3-Carboxylic acid acetate as an oil (2.9 g, 98%): LC/MS (Table 2,
Method a) R; = 0.55 min; MS m/z: 144 (M+H)*.

General Procedure S: Reduction of an ester to an alcohol

[0372] A reducing agent (2.0-2.5 equiv, preferably 2.1 equiv), such as a solution of DIBAL-H, is added drop-wise to a
solution of an ester (preferably 1 equiv) in an organic solvent (such as THF or Et,O, preferably THF) at about 0-25 °C
(preferably about 0 °C). The reaction is stirred for about 1-3 h (preferably about 1 h) before quenching with 10% aqueous
potassium sodium tartrate solution in water. The reaction is allowed to stir for about 1 h before it is concentrated under
reduced pressure. The residue is partitioned with an organic solvent (such as EtOAc or DCM, preferably EtOAc) and
then is washed with brine. The organic layer is dried over anhydrous Na,SO, or MgSQO,, filtered, and concentrated to
constant weight. The crude material is optionally further purified by precipitation, crystallization, and/or trituration from
an appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure S

Preparation #S.1: tert-Butyl 3-(hydroxymethyl)-4-methylpiperidine-1-carboxylate

O)N\OJ< O)'\»I\OJ<

[0374] DIBAL-H (1 M in toluene, 27.3 mL, 27.3 mmol) was added drop-wise to a solution of 1-tert-butyl 3-methyl 4-
methylpiperidine-1,3-dicarboxylate (3.35 g, 13.02 mmol, prepared using R from Preparation #Y.1 and P) in THF (40 mL)
at about 0 °C. The reaction mixture was stirred for about 1 h before quenching with 10% aqueous potassium sodium
tartrate solution in water (50 mL). The reaction mixture was allowed to stir for about 1 h before it was concentrated under
reduced pressure. The residue was partitioned with EtOAc (200 mL) and brine (3 x 100 mL). The organic layer was
dried over anhydrous Na,SO,, filtered, and concentrated to constant weight to afford tert-buty! 3-(hydroxymethyl)-4-
methyipiperidine-1-carboxylate as a clearoil (2.58 g, 86%): LC/MS (Table 2, Method a) R;=2.10 min; MS m/z: 230 (M+H)*.

[0373]

General Procedure T: Oxidation of an alcohol to an aldehyde

[0375] To a solution of an alcohol (preferably 1 equiv) in DCM is added Dess-Martin periodinane (1.0-1.5 equiv,
preferably 1.2 equiv). The reaction is stirred at ambient temperature for about 4-24 h (preferably about 8-16 h). The
reaction is partitioned between an organic solvent such as EtOAc or DCM (preferably EtOAc) and an aqueous base
such as saturated aqueous NaHCO; or Na,CO; (preferably Na,CO3). The organic layer is separated, filtered through
Celite®, and washed with an aqueous base such as saturated aqueous NaHCO5 or Na,COj5 (preferably Na,CO3). The
organic layer is dried over anhydrous Na,SO,4 or MgSO,, filtered, and concentrated under reduced pressure to a constant
weight. The crude material is optionally purified by precipitation, crystallization, and/or trituration from an appropriate
solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure T

Preparation #T.1: tert-Butyl 3-formyl-4-methylpiperidine-1-carboxylate

oK B

[0377] To a solution of tert-butyl 3-(hydroxymethyl)-4-methylpiperidine-1-carboxylate (2.58 g, 11.2 mmol, Preparation

[0376]
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#S.1) in DCM (50 mL) was added Dess-Martin periodinane (5.73 g, 13.5 mmol). The reaction was stirred at ambient
temperature for about 16 h before it was partitioned between EtOAc (150 mL) and saturated aqueous NaHCO3 (150
mL). The organic layer was filtered through Celite® then washed with saturated aqueous Na,COj3 (2 x 150 mL). The
organic layer was separated and dried over anhydrous Na,SOy, filtered, and concentrated under reduced pressure to
a constant weight to afford tert-butyl 3-formyl-4-methylpiperidine-1-carboxylate as a clear oil (1.49 g, 58%): LC/MS (Table
2, Method a) R; = 2.39 min; MS m/z: 228 (M+H)*.

General Procedure U: Formation of a semicarbazide

[0378] To a flask containing a hydrazine (preferably 1 equiv) in an organic solvent (such as CHCI;, THF, or DCM,
preferably CHCI,) is added an organic base (1-3 equiv, preferably 1 equiv) such as TEA, DIEA, NMM, or pyridine
(preferably TEA). The reaction mixture is optionally cooled to about - 10 to 10 °C (preferably about 0 °C) and a carbamoyl
chloride (neat or as a solution in a suitable organic solvent as listed above, preferably as a solution in a suitable organic
solvent) (1-2 equiv, preferably 1.2 equiv) is added. The reaction mixture is stirred at about 0-60 °C (preferably about 45
°C) for about 1-24 h (preferably about 16 h). A suitable organic solvent (such as EtOAc or DCM) is added and the solution
is washed with water and brine. The layers are partitioned and the organic solution is dried over anhydrous Na,SO, or
MgS8Q,, filtered, and concentrated to dryness under reduced pressure to give the target compound. The crude material
is optionally further purified by precipitation, crystallization, or trituration from an appropriate solvent or solvents or by
chromatography to give the target compound.

Illustration of General Procedure U
Preparation #U.1: N’-(5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)piperidine-1-carbohydrazide

[0379]

[0380] A 25 mL round-bottomed flask was charged with 2-hydrazinyl-5-tosyl-5Hpyrrolo[2,3-b]pyrazine (0.075 g, 0.25
mmol, Preparation #9) and TEA (0.041 mL, 0.29 mmol) in CHCI3; (1.2 mL) to give a brown suspension. Piperidine-1-
carbonyl chloride (0.040 g, 0.27 mmol) was added and the reaction was stirred at ambient temperature for about 3 h.
The reaction mixture was heated to about 45 °C for about 16 h. The mixture was cooled to ambient temperature, DCM
(25 mL) was added, and the solution was washed with water and brine (about 5 mL each). The layers were separated
and the organic solution was dried over anhydrous MgSO,, filtered, and concentrated to dryness under reduced pressure
to give N’-(56-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)piperidine-1-carbohydrazide (0.11 g, 100%): LC/MS (Table 2, Method
a) R; = 2.09 min; MS m/z: 415 (M+H)*.

General Procedure V: Cyclization of a semicarbazide

[0381] To a flask containing a semicarbazide (preferably 1 equiv) is added POCI; (10-100 equiv, preferably 50 equiv).
The reaction mixture is stirred at about 25-120 °C (preferably about 70-100 °C) for about 1-10 h (preferably about 2-4
h). Optionally, the reaction mixture is stirred at ambient temperature for about 1-48 h (preferably about 24-36 h). If the
mixture had been heated at an elevated temperature, it is cooled to ambient temperature before pouring over ice or ice
water. A suitable organic solvent (such as EtOAc or DCM) and an aqueous base (such as Na,CO3, NaHCO3, or NaOH)
are added to the mixture and the organic layer is separated. Optionally, the aqueous solution is further extracted with a
suitable organic solvent (such as EtOAc or DCM). The combined organic extracts are dried over anhydrous Na,SO, or
MgSQ,, filtered, and concentrated to dryness under reduced pressure to give the target compound. The crude material
is optionally purified by precipitation, crystallization, or trituration from an appropriate solvent or solvents or by chroma-
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tography to give the target compound.
lllustration of General Procedure V
Preparation #V.1: 1-(Piperidin-1-yl)-6-tosyl-6 H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazine

[0382]

NH N
| N N
HN. N \ N\
| — SN
AN N \
N 5 o’S‘O
o0

[0383] A flask was charged with N’-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)piperidine-1-carbohydrazide (0.18 g, 0.43
mmol, Preparation #U.1) followed by the addition of POCI; (2.0 mL, 21.5 mmol). The mixture was heated to about 100
°Cforabout2 h. The reaction mixture was cooled to ambient temperature and stirred for about 36 h atambienttemperature.
The mixture was slowly poured over ice (about 15 g), followed by the addition of DCM (50 mL) and a solution of saturated
aqueous Na,COj5 (25 mL) to the resulting suspension. The layers were separated and the organic solution was dried
over anhydrous MgSQ,, filtered, and concentrated to dryness under reduced pressure to give 1-(piperidin-1yl)-6-tosyl-
6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine (0.11 g, 63%) as a brown solid: LC/MS (Table 2, Method a) R, = 2.36 min;
MS m/z: 397 (M+H)*.

General Procedure W: Formation of an acid chloride

[0384] To a solution of a carboxylic acid (preferably 1 equiv) in an organic solvent (preferably DCM) is added oxalyl
chloride (1.2-2.0 equiv, preferably 2 equiv) followed by DMF (0.01-0.10 equiv, preferably about 0.05 equiv). The reaction
is stirred at about 0-40 °C (preferably ambient temperature) for about 3-6 h (preferably about 4 h) before it is concentrated
under reduced pressure to a constant weight to give the target compound.

lllustration of General Procedure W

Preparation #W.1: 2-Methylcyclohexanecarbonyl chloride

O — .0

OH Cl

[0385]

[0386] To a solution of 2-methylcyclohexanecarboxylic acid (6.00 mL, 42.6 mmol, mixture of cis and trans) in DCM
(60 mL) was added oxalyl chloride (4.80 mL, 55.3 mmol) followed by DMF (0.03 mL, 0.4 mmol). The reaction was stirred
at ambient temperature for about 4 h before it was concentrated under reduced pressure to a constant weight to afford
2-methylcyclohexanecarbonyl chioride (mixture of diastereomers) as a yellow oil (7.0 g, 97%): TH NMR (400 MHz, CDCl,)
8 2.98-2.94 (m, 1H), 2.39-2.35 (m, 1H), 1.91-1.82 (m, 1H), 1.79-1.72 (m, 1H), 1.69-1.60 (m, 2H), 1.57-1.47 (m, 2H),
1.42-1.36 (m, 1H), 1.34-1.26 (m, 1H), 1.04-0.96 (m, 3H).

General Procedure X: Formation of a urea using CDI

[0387] To a flask containing an amine or an amine salt (preferably 1 equiv) is added CDI (1-2 equiv, preferably 1.10
equiv) and an organic solvent (such as 1,4-dioxane, THF, DCM, DMF, or pyridine, preferably pyridine). If an amine salt
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is used, pyridine is used as the solvent. The reaction mixture is stirred at ambient temperature for about 2-24 h (preferably
about 16 h). A second amine (1-3 equiv, preferably 1.10 equiv) is then added to the mixture which is stirred at ambient
temperature for about 2-24 h (preferably about 16 h). The organic solvent is optionally removed under reduced pressure.
The crude material can be partitioned between an organic solvent (such as EtOAc or DCM) and water, an aqueous base
(such as saturated aqueous NaHCO;) or brine. The layers are separated and the organic solution is optionally washed
with water, an aqueous base (such as saturated aqueous NaHCO3) and/or brine, dried over anhydrous Na,SO, or
MgSO,, filtered, and concentrated under reduced pressure to give the target compound. The crude material is optionally
purified by precipitation, crystallization, or trituration from an appropriate solvent or solvents or by chromatography to
give the target compound.

Illustration of General Procedure X

Example #X.1.1: N-(cis-3-(6 H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexyl)pyrrolidine-1-carboxa-

mide
O
a0
NH, N
N= N
! > 7

[0388]

NN N \\N
N\  HCI "W: A

[0389] To a flask containing cis-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclohexanamine hydrochloride
(0.050 g, 0.171 mmol, Example #F.1.3) was added CDI (0.030 g, 0.188 mmol) and pyridine (2 mL). The reaction mixture
was stirred at ambient temperature for about 16 h. Pyrrolidine (0.016 mL, 0.188 mmol) was added to the reaction mixture
and stirred for about 16 h. The solvent was removed under reduced pressure and the crude material was purified by
RP-HPLC (Table 2, Method j). The appropriate fractions were combined, the solvent was mostly removed under reduced
pressure, and the solid was filtered and dried under lyophilization to give N-(cis-3-(6H-pyrrolof2,3-ej[1,2,4]triazolo[4,3-
ajpyrazin-1-yl)cyclohexyl)pyrrolidine-1-carboxamide (0.010 g, 16%): LC/MS (Table 2, Method a) R; = 1.45 min; MS m/z
354 (M+H)*.

General Procedure Y: Formation of an ester from a carboxylic acid

[0390] A solution of a carboxylic acid (preferably 1 equiv) and a mineral acid (such as H,SO, or HCI, preferably 0.2-3
equiv of H,SOy, preferably a saturated solution of HClin an alcohol (such as MeOH or EtOH, preferably MeOH) is stirred
at about 0-80 °C (preferably about 60 °C when using H,SQO, or preferably ambient temperature when using HCI) for
about 8-24 h (preferably about 16 h). The reaction is concentrated under reduced pressure and then is partitioned with
EtOAc or DCM (preferably EtOAc) and saturated aqueous NaHCO4. The organic layer is dried over anhydrous Na,SO,
or MgSQ,, filtered, and concentrated under reduced pressure to a constant weight. The crude material is optionally
purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatog-
raphy to give the target compound.

Illustration of General Procedure Y
Preparation #Y.1 Methyl 4-methylnicotinate

[0391]
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[0392] A solution of 4-methylnicotinic acid (2.00 g, 14.6 mmol) and concentrated H,SO,4 (4.66 mL, 87.6 mmol) in MeOH
(50 mL) was heated atabout 60 °C for about 16 h. The reaction was concentrated underreduced pressure then partitioned
with EtOAc (150 mL) and saturated aqueous NaHCO3 (200 mL). The organic layer was dried over anhydrous Na,SQy,
filtered, and concentrated under reduced pressure to a constant weight to afford methy! 4-methyinicotinate as a clear
liquid (2.30 g, 94 %): LC/MS (Table 2, Method a) R, = 1.67 min; MS m/z: 152 (M+H)*.

General Procedure Z: N-Alkylation using an alkyl halide or o-haloketone

[0393] A round bottom flask is charged with a base (such as NaH, 60% dispersion in mineral oil), K;CO3, or Cs,CO3,
preferably NaH, (60% dispersion in mineral oil), 1-1.5 equiv, preferably 1.2 equiv) and an organic solvent (such as DMF
or NMP, preferably DMF). The mixture is cooled to about -10-10 °C (preferably about 0 °C) and a solution of an appro-
priately substituted amine (preferably 1 equiv) in an organic solvent (such as DMF) is added. The reaction mixture is
stirred for about 5-90 min (preferably about 15 min) at about -10 °C-ambient temperature (preferably about 0 °C) followed
by the addition of an alkyl halide or o-haloketone (1-2 equiv, preferably 1.5 equiv). The reaction mixture is stirred at
about -10 °C-ambient temperature (preferably about 0 °C) for about 0.5-2 h (preferably about 0.5 h), and is then warmed
to room temperature (in cases where the mixture had been cooled throughout the reaction duration). The reaction mixture
is stirred at room temperature for about 1-20 h (preferably about 2 h). The organic solvent is removed under reduced
pressure and the mixture can be purified by one of the following methods. Method 1) The mixture may be diluted with
water and an organic solvent (for example, EtOAc or DCM). The layers are separated and the aqueous is extracted with
organic solvent (such as EtOAc and/or DCM). The combined organic layers are optionally washed with brine, dried over
anhydrous MgSOQ,, filtered, and concentrated to dryness under reduced pressure. Method 2) The crude material is
optionally purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by
chromatography to give the target compound.

Illustration of General Procedure Z

Preparation #Z.1 N-Methyl-N-(4-(6-tosyl-6 H-pyrrolo[2.3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-
yl)cyclopropanesulfonamide

[0394]

[0395] A round bottom flask was charged with sodium hydride (60% dispersion in mineral oil, 0.013 g, 0.33 mmol) and
DMF (1 mL) to give a white suspension. The suspension was cooled to about 0 °C followed by the addition of a solution
of  N-(4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopropanesulfonamide
(0.159,0.27 mmol, Example #7, Step C) in DMF (2 mL). The reaction mixture was stirred forabout 15 min and iodomethane
(0.06 g, 0.41 mmol) was added. The reaction mixture was stirred at about 0 °C for about 30 min, warmed to room
temperature, and stirring was continued for about 2 h. The solvent was removed under reduced pressure. The residue
was dissolved in DCM (5 mL) then purified by flash silica gel chromatography using EtOAc as the eluant to give N-me-
thyl-N-(4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2. 2]Joctan-1-yl)cyclopropanesulfonamide
(0.068 g, 45%) as a yellow solid: LC/MS (Table 1, Method a) R; = 2.35 min; LC/MS m/z 555 (M+H)*.

General Procedure AA: Cyclization of an amide using a dithiadiphosphetane reagent

[0396] To a solution of an amide (preferably 1 equiv) in an organic solvent (preferably 1,4-dioxane) is added a thiolating
reagent such as Lawesson’s reagent or Belleau’s reagent (2,4-bis(4-phenoxyphenyl)-1,3-dithia-2,4-diphosphetane-2,4-
disulfide) (preferably Lawesson’s reagent) (0.5-2.0 equiv, preferably 0.6 equiv). The reaction is heated at about 25-120
°C (preferably about 80 °C) for about 0.5-10 h (preferably about 1 h). The reaction mixture is allowed to cool to ambient
temperature and a Lewis acid, such as diacetoxymercury, mercury dichloride, silver nitrate, copper bromide (preferably
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diacetoxymercury) (1-3 equiv, preferably 1 equiv) is added. The reaction mixture is stirred at about 20-60 °C (preferably
ambient temperature) for about 0.5-4 h (preferably about 1 h). Optionally, additional Lewis acid (preferably diacetoxymer-
cury) (0.2-1.0 equiv, preferably 0.5 equiv) is added and the reaction is continued for about 10 min-3 h (preferably about
15 min). The reaction mixture is added to an organic solvent (preferably EtOAc) and filtered, preferably through a pad
of Celite®. The filtrate is concentrated under reduced pressure to give the target compound. Optionally, the product can
be purified by crystallization or trituration from an appropriate solvent or solvents, or by chromatography to give the
target compound.

Illustration of General Procedure AA

Preparation #AA.1: tert-Butyl 4-methyl-3-(6-tosyl-6 H-imidazo[1.5-a]pyrrolo[2.3-e]pyrazin-1-yl)piperidine-1-car-
boxylate

[0397]

[0398] To asolution of tert-butyl 4-methyl-3-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methylcarbamoyl)piperidine-1-car-
boxylate (44 g, 83 mmol, Example #13, Step H) in 1,4-dioxane (500 mL) was added Lawesson’s reagent (20.2 g, 50.0
mmol). The reaction was heated at about 80 °C for about 1 h. The reaction was allowed to cool to ambient temperature
followed by the addition of diacetoxymercury (26.6 g, 83.0 mmol). After about 1 h, additional diacetoxymercury (13.3 g,
42.0 mmol) was added. After about 15 min, the reaction was poured into stirred EtOAc (2 L). After about 15 min the
reaction was filtered through Celite® and the filtrate was concentrated under reduced pressure. The resulting residue
was triturated with EtOAc (500 mL) and filtered. The filtrate was concentrated under reduced pressure and purified by
silica gel chromatography (330 g column) eluting with a gradient of 10-50% EtOAc in heptane to provide fert-butyl 4-
methyl-3-(6-tosyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)piperidine-1-carboxylate (19 g, 44%) as a white solid:
LC/MS (Table 2, Method a) R; = 2.57 min; MS m/z: 510 (M+H)*.

General Procedure BB: Knoevenagel condensation to form a substituted cyclopentadiene

[0399] A round-bottom flask is charged with an organic solvent (for example THF or diethylene glycol dimethyl ether;
preferably THF), followed by the portion-wise addition of sodium hydride (60% dispersion in mineral oil) (preferably 1
equiv). An organic solvent can optionally be added. The reaction mixture is cooled to about -10 °C to 0 °C (preferably
about 0 °C). A B-keto ester (preferably 1 equiv) is added drop-wise at a rate to keep the internal temperature below
about 10 °C. The resulting mixture is stirred at about 0-25 °C (preferably about 25 °C) for about 0.5-2 h (preferably about
0.5 h), followed by drop-wise addition of an a-halo ketone (preferably 0.45-0.55 equiv). The resulting mixture is heated
to about 40-80 °C (preferably about 50 °C) for about 3-24 h (preferably about 19 h). The organic solvent is removed
under reduced pressure and the resulting crude material is treated with water and placed in an ice bath. The resulting
suspension is filtered after about 1-3 h (preferably about 2 h) and the filter cake is washed with water and dried under
vacuum for about 1-3 h (preferably about 1 h). The resulting solid is suspended in an organic solvent (preferably Et,0)
and is collected by vacuum filtration, washed with an organic solvent (preferably Et,O), and dried under vacuum to give
the desired product as a sodium salt of the enolate.

lllustration of General Procedure BB
Preparation #BB.1: Sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-1,3-dienolate

[0400]
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[0401] A round bottom flask was charged with THF (1.5 L) followed by the portion-wise addition of sodium hydride
(60% dispersion in mineral oil, 70.0 g, 1.75 mol). Additional THF (500 mL) was added and the resulting mixture was
cooled to about -10 ° and ethyl propionylacetate (250 mL, 1.80 mol) was added drop-wise over about 1 h in order to
keep internal temperature below about 10 °C. The resulting mixture was stirred at ambient temperature for about 0.5 h
to give a clear yellow solution, and methyl 4-chloroacetoacetate (100 mL, 0.88 mol) was added drop-wise over about 5
min. The resulting mixture was heated at about 50 °C for about 19 h to give a reddish orange suspension. The reaction
mixture was cooled to ambient temperature, concentrated under reduced pressure and the resulting liquid was transferred
to a beaker and diluted with water (350 mL). The mixture was stirred and placed in an ice bath for about 2 h. The solid
was collected by vacuum filtration and the filter cake was rinsed with water (150 mL) and dried under vacuum for about
1 h. The solid was suspended in Et,O (1.5 L), filtered, washed with Et,O (1.5 L), and dried under vacuum. The resulting
solid was azeotroped with toluene (1 L) to give a solid that was resuspended in Et,O (1 L) and collected by vacuum
filtration. The filter cake was washed with Et,O (500 mL) and dried under vauum to give sodium 4-(ethoxycarbonyl)-3-
ethyl-2-(methoxycarbonyl)cyclopenta-1,3-dienolate (204.2 g, 89 %) as beige solid: TH NMR (DMSO-dg) 6 3.94 (q, J=7.1
Hz, 2H), 3.46 (s, 3H), 3.04 (q, J=7.2 Hz, 2H), 2.66 (s, 2H), 1.13 (t, J=7.1 Hz, 3H), 0.99 (t, J=7.3 Hz, 3H).

General Procedure CC: Decarboxylation of a f-ketoester enolate

[0402] A round-bottom flask is charged with an appropriate p-keto ester or its sodium enolate (preferably 1 equiv), an
organic solvent (for example diethylene glycol dimethyl ether), and AcOH (2-5 equiv, preferably 2.5 equiv). To the
resulting mixture is added sodium iodide (2-5 equiv, preferably 3.5 equiv) portion-wise. The reaction is heated to reflux
for about 1-5 h (preferably about 3 h). The reaction is cooled to ambient temperature and is poured into a mixture of ice
and saturated sodium bicarbonate solution. The resulting mixture is extracted with an organic solvent (preferably Et,0).
The combined organic layers are dried over anhydrous Na,SO, or MgSQ,, filtered, and concentrated to dryness under
reduced pressure. The crude material is optionally purified by vacuum distillation, precipitation, crystallization, and/or
trituration from an appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure CC
Preparation # CC.1: Ethyl 2-ethyl-4-oxocyclopent-2-enecarboxylate

[0403]

[0404] A round-bottom flask was charged with sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-
1,3-dienolate (250 g, 0.94 mol, Preparation #BB.1) and diglyme (1.1 L) to give a green suspension, followed by AcOH
(140 mL, 2.4 mol). To the resulting mixture was added sodium iodide (490 g, 3.3 mol) portion-wise over about 5-10 min.
Upon addition, the temperature rose from about 16 °C to about 36 °C. The reaction mixture was then heated to reflux
for about 3 h, cooled to room temperature, and poured over a mixture of ice (2 L) and saturated aqueous NaHCO4 (4
L). The resulting material was extracted with Et,O (4 x 1.2 L) and the combined organic layers were dried over anhydrous
MgSO, and filtered. The solvent was removed under reduced pressure to give a brown liquid (250 mL) that was purified
by vacuum distillation (80-92 °C, 0.3 Torr) to give ethyl 2-ethyl-4-oxocyclopent-2-enecnrboxylate (95.7 g, 56 %) as a
yellow syrup: 'H NMR (CDCl3) § 6.04 (m, 1H), 4.26-4.15 (m, 2H), 3.76-3.69 (m, 1H), 2.75-2.57 (m, 2H), 2.56-2.44 (m,
2H), 1.32-1.26 (m, 3H), 1.23-1.18 (m, 3H).
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General Procedure DD: Hydrogenation of an alkene

[0405] A round-bottom flask is charged with 10% palladium on carbon (about 0.02-0.05 equiv, preferably 0.02 equiv).
The flask is evacuated then flushed with nitrogen 2-5 times (preferably 3 times), then is optionally cooled to about -10-10
°C (preferably about 0 °C) prior to addition of an organic solvent (preferably EtOAc) under a nitrogen atmosphere. The
cooling bath is removed and to the mixture is added an alkene (preferably 1 equiv) neat or optionally as a solution in an
organic solvent (preferably EtOAc). Hydrogen gas is bubbled through the reaction mixture for about 5-20 min (preferably
about 5 min) and the mixture is stirred under a hydrogen atmosphere for about 12-60 h (preferably about 48 h). In cases
where the reaction does not proceed to completion as monitored by TLC, LC/MS, or HPLC, the hydrogen source is
removed, the reaction mixture is bubbled with nitrogen for about 5-20 min (preferably about 5 min) and then filtered
through a pad of Celite®, and the filtrate is concentrated under reduced pressure. The crude material is re-subjected to
the previously described reaction conditions for about 2-20 h (preferably about 5 h). The hydrogen source is removed
and the mixture is bubbled with nitrogen for about 5-20 min (preferably about 5 min) and then filtered through a pad of
Celite®. The filter cake is rinsed with an organic solvent (preferably EtOAc) and the filtrate is concentrated under reduced
pressure to give the crude product. The crude material is optionally purified by precipitation, crystallization, and/or
trituration from an appropriate solvent or solvents and/or by chromatography to give the target compound.

lllustration of General Procedure DD
Preparation # DD.1: Ethyl 2-ethyl-4-oxocyclopentanecarboxylate

[0406]

i, i

[0407] A round-bottom flask was charged with 10% palladium on carbon (10 g, 9.4 mmol). The flask was cooled to
about 0 °C and EtOAc (400 mL) was added under a nitrogen atmosphere. The cooling bath was removed and ethyl 2-
ethyl-4-oxocyclopent-2-enecarboxylate (47.8 g, 263 mmol, Preparation #CC.1) was added. Hydrogen gas was bubbled
through the mixture for about 5 min and the mixture was then stirred under a hydrogen atmosphere for about 48 h. The
hydrogen source was removed and the mixture was bubbled with nitrogen for about 5 min and was filtered through a
pad of Celite®. The filter cake was rinsed with EtOAc (400 mL). The filtrate was concentrated under reduced pressure
to give ethyl 2-ethyl-4-oxocyclopentanecarboxylate (about 9:1 mixture cis:trans) (48.0 g, 99%) as a yellow liquid: TH
NMR (CDCl3) § 4.23-4.10 (m, 2H), 3.22 (m, 1H), 2.59-2.50 (m, 1H), 2.44-2.28 (m, 3H), 2.26-2.16 (m, 1H), 1.58-1.46 (m,
1H), 1.41-1.30 (m, 1H), 1.30-1.23 (m, 3H), 1.02-0.91 (m, 3H).

General Procedure EE: Reductive amination of a ketone or an aldehyde

[0408] A round-bottom flask is charged with a ketone or an aldehyde (1-40 equiv; preferably 1 equiv) in an organic
solvent (such as DCE, MeCN, MeOH, or MeCN/MeOH; preferably DCE). The mixture is optionally cooled to about -10-10
°C (preferably about 0 °C) and AcOH (1-3 equiv; preferably 1.5 equiv) and an amine (1-3 equiv, preferably 1 equiv) are
added drop-wise, followed by the portion-wise addition of a suitable reducing agent such as sodium triacetoxyborohydride,
sodium cyanoborohydride, sodium borohydride, preferable sodium triacetoxy borohydride (1-6 equiv, preferably 1.5
equiv). Alternatively, to a solution of an amine (1-3 equiv, preferably 1 equiv) in an organic solvent (such as DCE, MeCN,
or MeOH; preferably DCE) is added a ketone or an aldehyde (1-40 equiv; preferably 1 equiv) followed by subsequent
portion-wise addition of an appropriate reducing agent such as sodium triacetoxyborohydride, sodium cyanoborohydride,
sodium borohydride, preferable sodium triacetoxyborohydride (1-6 equiv, preferably 1.5 equiv). The mixture is stirred
for about 5-20 min (preferably about 15 min) followed by the drop-wise addition of AcOH (1-3 equiv; preferably 1.5 equiv).
If the reaction mixture becomes too viscous to stir freely, additional organic solvent (such as DCE, MeCN, MeOH, or
MeCN/MeOH mixture; preferably DCE) is optionally added to aid stirring. The reaction mixture is stirred at room tem-
perature for about 1-48 h (preferably about 20 h). The reaction mixture is slowly poured into a solution of agueous base
(such as saturated aqueous NaHCO,) followed by optional addition of solid NaHCO, and stirred for about 0.5-3 h
(preferably about 2 h). The layers are separated and the organic solution is dried over anhydrous Na,SO, or MgSOQy,,
filtered, and concentrated to dryness under reduced pressure. The crude material is optionally purified by precipitation,
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crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target
compound.

lllustration of General Procedure EE

Preparation # EE.1: Ethyl 4-(dibenzylamino)-2-ethylcyclopentanecarboxylate

( ("Cﬁ

[0409]

[0410] A round-bottom flask was charged with ethyl 2-ethyl-4-oxocyclopentanecarboxylate (95.9 g, 521 mmol, Prep-
aration#DD.1) and DCE (1.8 L). The solution was cooled to about 0 °C and AcOH (45 mL, 780 mmol) and dibenzylamine
(120 mL, 625 mmol) were added drop-wise, resulting in formation of a thick suspension. The reaction mixture was
warmed to about 10 °C and additional DCE (500 mL) was added. Sodium triacetoxyborohydride (166 g, 781 mmol) was
added portion-wise and the reaction mixture was stirred at room temperature for about 20 h. The reaction mixture was
slowly poured into stirred saturated aqueous NaHCO; (1.5L), followed by the portion-wise addition of solid sodium
bicarbonate (175 g,). The mixture was stirred for about 2 h and the organic layer was separated, dried over anhydrous
Na,S0O,, and concentrated to dryness under reduced pressure. The crude yellow oil was purified by silica gel chroma-
tography using EtOAc/heptane as eluant (0-20% EtOAc in heptane). The solvent was removed under reduced pressure
toyield ethy! 4-(dibenzylamino)-2-ethylcyclopentanecarboxylate (136.6 g, 72 %) as a white solid: LC/MS (Table 2, Method
a) R; = 3.26 min; MS m/z: 366 (M+H)*

General Procedure FF: Debenzylation of an amine

[0411] To a slurry of a palladium catalyst (for example Pd(OH),-C or Pd/C; preferably Pd(OH),-C) (0.01-0.1 equiv,
preferably 0.02 equiv) in an organic solvent (preferably EtOH) is added a dibenzylamine compound (preferably 1 equiv).
The mixture is shaken or stirred at about 25-60 °C (preferably about 50 °C) for about 1-96 h (preferably about 1.5 h) at
about 30-60 psi H, (preferably about 30 psi H,). After removal of the H, source, the mixture is filtered through a pad of
Celite® and the filtrate is concentrated under reduced pressure to give the desired product. The crude material is optionally
purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatog-
raphy to give the target compound.

lllustration of General Procedure FF
Preparation # FF.1: Ethyl 4-amino-2-ethylcyclopentanecarboxylate

[0412]

[0413] To a vessel containing a slurry of 20% Pd(OH),-C (12.9 g, 92.0 mmol) in EtOH (1.0 L) was added ethyl
4-(dibenzylamino)-2-ethylcyclopentanecarboxylate (129 g, 352 mmol, Preparation #EE.1). The reaction was shaken for
about 90 min at about 50 °C under about 30 psi of H,. After removal of the H, source, the resulting mixture was filtered
through a pad of Celite® and the filtrate was concentrated under reduced pressure to give ethy! 4-Amino-2-ethylcy-
clopentanecarboxylate (64.5 g, 99 %) as a yellow syrup: '"H NMR (CDCl3) § 4.03-3.88 (m, 2H), 3.17 (m, 1H), 2.68 (m,
1H), 2.09-2.02 (m, 2H), 2.02-1.94 (m, 2H), 1.84 (m, 1H), 1.58-1.48 (m, 1H), 1.32-1.18 (m, 1H), 1.09 (m, 3H), 1.03 (m,
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2H), 0.78-0.69 (m, 3H).
General Procedure GG: Hydrolysis of an ester to a carboxylic acid

[0414] To a flask containing an ester (preferably 1 equiv) either neat or in an organic solvent (such as 1,4-dioxane,
MeOH, or THF/MeOH, preferably 1,4-dioxane) is added an aqueous base (such as aqueous NaOH or LiOH, 1-10 equiv,
preferably 2-6 equiv). The mixture is stirred atabout0-100 °C (preferably ambienttemperature)forabout 1-12 h (preferably
about 4-8 h). The reaction mixture is then acidified with the addition of a suitable aqueous acid (such as aqueous HCI).
The layers are separated and the aqueous layer is optionally extracted with additional organic solvent (such as EtOAc
or DCM, preferably DCM). The organic layer or layers are optionally dried over anhydrous Na,SO,4 or MgSOQy, filtered,
and concentrated to dryness under reduced pressure to give crude target compound. Alternatively, the reaction mixture
is concentrated under reduced pressure to give crude target compound as a carboxylate salt. The crude material is
optionally purified by precipitation, crystallization, and/or trituration from an appropriate solvent or solvents and/or by
chromatography to give the target compound.

Illustration of General Procedure GG

Preparation #GG.1: (1S,2R,4S)-4-(Cyclopropanesulfonamido)-2-ethylcyclopentanecarboxylic acid

[0415]
0. 0 o0
" :/% —, \/\S/%
o O--INH Q...NH
S - O
) 3

[0416] To aflask containing (1S,2R,4 S)-ethyl 4-(cyclopropanesulfonamido)-2-ethylcyclopentane-carboxylate (11.1 g,
38.4 mmol, Example #15, Step F) was added aqueous NaOH (1 N, 210 mL, 210 mmol). After stirring at ambient
temperature for about 8 h, the reaction was acidified to about pH 1 using 6 N aqueous HCI and extracted with DCM (3
x 150 mL). The combined organic layers were washed with brine, dried over anhydrous MgSQ,4, filtered, and concentrated
under reduced pressure to give (1S,2R,4S)-4-(cyclopropanesulfonamido)-2-ethylcyclopentanecarboxylic acid with 25
mol % DCM as an excipient (10.7 g, 99%): LC/MS (Table 2, Method a) R; = 1.71 min; MS m/z: 260 (M-H)".

General Procedure HH: Dehydration of an amide to a nitrile

[0417] A mixture of a benzamide (preferably 1 equiv) and a dehydrating agent (preferably POCI3) (10-30 equiv; pref-
erably 20 equiv) is heated at about 30-80 °C (preferably about 60 °C) with stirring for about 1-3 h (preferably about 1
h). Thereaction mixture is then concentrated to dryness underreduced pressure. The resulting crude product is partitioned
between an organic solvent (such as EtOAc) and saturated aqueous NaHCO; solution. The layers are separated, and
the organic solution is washed with brine and dried over anhydrous Na,SO, or MgSQ,, filtered, and concentrated to
dryness under reduced pressure. The crude material is optionally purified by precipitation, crystallization, and/or trituration
from an appropriate solvent or solvents and/or by chromatography to give the target compound.

lllustration of General Procedure HH

Preparation # HH.1: 6-Chloro-4-(trifluoromethyl)nicotinonitrile

[0418]

CFs o CF,
C"(/}_( — CI@{N
N NH, N=

[0419] A mixture of 6-chloro-4-(trifluoromethyl)nicotinamide (0.847 g, 3.77 mmol, Preparation #27) and POCI; (7.03
mL, 75.0 mmol) was heated at about 60 °C with stirring for about 1 h. The reaction mixture was cooled to ambient
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temperature and concentrated to dryness under reduced pressure and the resulting material was partitioned between
chilled saturated aqueous NaHCO3 (30 mL) and EtOAc (30 mL). The layers were separated and the organic solution
was washed with saturated aqueous NaHCO4 solution (30 mL) and brine (30 mL), dried over anhydrous Na,SO, filtered,
and concentrated to dryness under reduced pressure to give 6-chloro-4-(trifluoromethyl)nicotinonitrile (0.67 g, 86 %) as
a brown liquid: LC/MS (Table 2, Method a) R, = 2.31 min: TH NMR (CDCl5) § 8.87 (s, 1H), 7.75 (s, 1H).

General Procedure II: Chiral preparative HPLC purification

[0420] Chiral purification is performed using Varian 218 LC pumps, a Varian CVM 500 with switching valves and
heaters for automatic solvent, column and temperature control and a Varian 701 Fraction collector. Detection methods
include a Varian 210 variable wavelength detector, an inline polarimeter (PDR-chiral advanced laser polarimeter, model
ALP2002) used to measure qualitative optical rotation (+/-) and an evaporative light scattering detector (ELSD) (a PS-
ELS 2100 (Polymer Laboratories)) using a 100:1 split flow. ELSD settings are as follows: evaporator: 46 °C, nebulizer:
24 °C and gas flow: 1.1 SLM.

Table Il.1 Examples prepared using General Procedure Il from racemates

R; min miz
Racemate Product Ex. # (Table 2, ESI+
Method) (M+H)*
Ex N-((1R,3S,4R)-3-Ethyl-4-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
#H 1 '55 alpyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, 11.1.1 1.77 (@) 375
o Method 4, R; 22 min, or= positive]
Ex N-((1S,3S,4R)-3-(6H-Imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-
' methylcyclopentyl)cyclopropanesulfonamide [Table 3, Method 4, 11.1.2 1.81 (a) 360
#H.1.56 . .
Rt 31 min, or= negative]
Ex N-((1R,3R,4S)-3-(6H-Imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-
' methylcyclopentyl)cyclopropanesulfonamide [Table 3, Method 4, 11.1.3 1.82 (a) 360
#H.1.56 . s
R; 34 min, or= positive]
Ex N-((1R,4S)-3,3-Dimethyl-4-(6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
#H 1 '53 alpyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, I1.1.4 1.77 (a) 375
o Method 7, R; 13.5 min, or= negative]
Ex N-((1S,4R)-3,3-Dimethyl-4-(6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
#H 1 '53 alpyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, .15 1.77 (a) 375
o Method 7, R; 15.5 min, or= negative]
Ex N-((1S,3R,4S)-3-Ethyl-4-(6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-
' 1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, Method 8, R, 11.1.6 1.94 (a) 374
#H.1.57 . .
16.5 min, or= negative]
Ex N-((1R,3S,4R)-3-Ethyl-4-(6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-
' 1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, Method 8, R, 1.7 1.95 (a) 374
#H.1.57 \ e
23.5 min, or= positive]
Ex N-((1R,3S,4R)-3-Ethyl-4-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
#H 1 '19 alpyrazin-1-yl)cyclopentyl)cyclobutanesulfonamide [Table 3, 11.1.8 1.75 (@) 389
o Method 6, R; 14.0 min, or= positive]
Ex N-((1S,3R,4S)-3-Ethyl-4-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
#H 1 '19 alpyrazin-1-yl)cyclopentyl)cyclobutanesulfonamide [Table 3, 11.1.9 1.75 (@) 389
o Method 6, R; 17.0 min, or= negative]
Ex N-((1R,3S,4R)-3-Ethyl-4-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
#H 1 '20 alpyrazin-1-yl)cyclopentyl)cyclopentanesulfonamide [Table 3, 11.1.10 1.83 (@) 403
o Method 6, R; 14.0 min, or= positive]
Ex N-((1S,3R,4S)-3-Ethyl-4-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
#H 1 '20 alpyrazin-1-yl)cyclopentyl)cyclopentanesulfonamide [Table 3, I1.1.11 1.83 (@) 403
o Method 6, R; 17.0 min, or= negative]
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(continued)

R; min miz

Racemate Product Ex. # (Table 2, ESI+

Method) (M+H)*

Ex N-((1S,3R,4S)-3-Ethyl-4-(3-methyl-6 H-imidazo[1,5-

#H 1.61 a]pyrrolo[2,3-e]pyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide | 11.1.12 1.93 (a) 388
o [Table 3, Method 1, R; 20.0 min, or= negative]
Ex N-((1R,3S,4R)-3-Ethyl-4-(3-methyl-6 H-imidazo[1,5-a]pyrrolo[2,3-

#H 1 .61 e]pyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, 11.1.13 1.93 (a) 388
o Method 1, R; 19.0 min, or= positive]
Ex N-((1R,3S,4R)-3-Methyl-4-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-

#H 1 '52 a]pyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide [Table 3, 11.1.14 1.62 (a) 361
o Method 3, R{=12.0 min, or=positive]

3-((3S,4S)-3-(6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-
Ex. #L.3.10 methylpiperidin-1-yl)-3-oxopropanenitrile [Table 3, Method 9, 11.1.15 1.05 (a) 256
R{=7.8 min, or=negative]
Table 1l.2 Examples prepared using General Procedure Il to separate scalemic mixtures
R min miz
Scalemic Mixture Product Ex. # (m(tethod) ESI+
(M+H)*
4-Cyano-N-((1R,3S)-2,2-dimethyl-3-(6-tosyl-
6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-
1-yl)cyclobutyl)benzenesulfonamide 4-Cyano-N-((1R,3S)-2,2-

(prepared using A from (1S,3R)-3-acetamido- dimethyl-3-(6H-pyrrolo[2,3-
2,2-dimethylcyclobutanecarboxylic acid e][1,2,4]triazolo[4,3-a]pyrazin-1- 2.1 188 (a) 422
[prepared as described in Tetrahedron: yl)cyclobutyl)benzene - '

Asymmetry 2008, 19, 302-308] and sulfonamide (Table 3, Method 5,

Preparation #9, EDC, C with DIEA, JJ, N with R{=16.0 min, or=negative)

4-cyanobenzene-1-sulfonyl chloride
[Maybridge], DIEA, H)

4-Cyano-N-((1R,3S)-2,2-dimethyl-3-(6-tosyl-

6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-
1-yl)cyclobutyl)benzenesulfonamide 4-Cyano-N-((S,3R)-2,2-dimethyl-

(prepared using A from (1S,3R)-3-acetamido- 3-(6H-pyrrolo[2,3-
2,2-d|methylcyclobl.JtaneTcarboxyIlc acid e][1,2,4]triazolo[4,3-a]pyrazin-1- 1122 1.88 (a) 422
[prepared as described in Tetrahedron: yl)cyclobutyl)benzene

Asymmetry 2008, 19, 302-308] and sulfonamide (Table 3, Method 5,

Preparation #9, EDC, C with DIEA, JJ, N with R{=11.0 min, or=positive)

4-cyanobenzene-1-sulfonyl chloride
[Maybridge], DIEA, H)
6-((1R,3S)-2,2-Dimethyl-3-(6-tosyl-
6H- lo[2,3-€][1,2,4]triazolo[4,3- in-
pyrrolo[2, e][. 2, .]rla.zo o.[ ; alpyrazin 6-((1S,3R)-2,2-Dimethyl-3-(6H-

1-yl)cyclobutylamino)nicotinonitrile (prepared rrolo[2,3-€][1,2,4]triazolo[4 3-
using A from (1S,3R)-3-acetamido-2,2- Py oyrazin- ‘

dimethylcyclobutanecarboxylic acid [prepared Py 11.2.3 1.87 (@) 359

asdescribedin Tetrahedron: Asymmetry 2008,

19, 302-308] and Preparation #9, EDC, C with

DIEA, JJ, O with 6-fluoronicotinonitrile [Matrix],
H)

yl)cyclobutylamino)nicotinonitrile
(Table 3, Method 2, Ri=6.4 min,
or=positive)

151




10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

(continued)

R. mi miz
Scalemic Mixture Product Ex. # (m(tatr::)nd) ESI+
(M+H)*
6-((1R,3S)-2,2-Dimethyl-3-(6-tosyl-
6H-pyrrolo[2,3-€] [.1 ,2,4.]trla.zoIol[4.,3—a]pyra2|n— 6-((1R,35)-2,2-Dimethyl-3-(6H-
1-yl)cyclobutylamino)nicotinonitrile (prepared .
using A from (1R,3S)-3-acetamido-2,2- pyrrolof2,3-€ll1 ‘2.‘4]t1”aZ°'°[4‘3'
dimethylcyclobutanecarboxylic acid [prepared yI)cycIobutf/}Z)r/r:;Zc;;}r-lic_otinonitrile 11.2.4 1.87 (@) 359
asdescribedin Tetrahedron: Asymmetry 2008, _ .
19, 302-308] and Preparation #9, EDC, C with | (' a°ie 3 Method 2, R=8.8 min,
DIEA, JJ, O with 6-fluoronicotinonitrile [Matrix], or=negative)
H)

General Procedure JJ: Acidic hydrolysis of an acetyl protected amine

[0421] To a solution of an N-acetamide (preferably 1 equiv) in an organic solvent (such as 1,4-dioxane) is added an
acid, such as 6 N aqueous HCI (3-100 equiv, preferably 40 equiv). The reaction mixture is heated at about 60-100 °C
(preferably about 100 °C) for about 1- 24 h (preferably about 16 h). The reaction mixture is allowed to cool to ambient
temperature before it is partitioned between an organic solvent (such as EtOAc or DCM) and aqueous base (such as
NaHCO3, Na,CO4 or NaOH, preferably NaHCOj3) and the aqueous layer is optionally extracted with additional organic
solvent (such as EtOAc or DCM). The organic layer is dried over anhydrous MgSO, or Na,SOy, filtered, and concentrated
under reduced pressure. The crude material is optionally purified by precipitation, crystallization, and/or trituration from
an appropriate solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure JJ

Preparation #JJ.1: (1R,3S)-2,2-Dimethyl-3-(6-tosyl-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclobu-
tanamine

[0422]

Ho

NH
N

oa( N
\

IN\ N\ N
Y - L0
NS
I I,\? N N//O
N \S‘o o*
o*

[0423] To a solution of N-((1R,3S)-2,2-dimethyl-3-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cy-
clobutyl)acetamide (2.20 g, 4.86 mmol, prepared using A from Preparation #9 and (1S,3R)-3-acetamido-2,2-dimethyl-
cyclobutanecarboxylic acid [prepared as described in Tetrahedron: Asymmetry 2008, 19, 302-308] with EDC, C with
DIEA) in 1,4-dioxane (30 mL) was added 6 N aqueous HCI (32.4 mL, 194 mmol). The reaction was heated at about 100
°C for about 16 h. The reaction was allowed to cool to ambient temperature and was partitioned between EtOAc (500
mL) and aqueous NaHCO3 (500 mL). The organic layer was dried over anhydrous Na,SOy, filtered, and concentrated
under reduced pressure to give (1R,3S)-2,2-dimethyl-3-(6-tosyl-6H-pyrrolof2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cy-
clobutanamine (1.56 g, 78 %) as a tan solid: LC/MS (Table 2, Method a) R; = 1.60 min; MS m/z: 411 (M+H)*.

General Procedure KK: Cyclopropanation using chloroiodomethane

[0424] To an alkene, cycloalkene, or o, funsaturated ketone (preferably 1 equiv) in an organic solvent (for example,
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Et,0, toluene, or DCM, preferably DCM) is added diethylzinc (preferably 1.1 M in toluene, 1-10 equiv, preferably 5 equiv)
drop-wise. The reaction mixture is stirred at ambient temperature for about 10-40 min (preferably about 10 min). The
reaction mixture is cooled to about 0 °C, followed by the drop-wise addition of a solution of chloroiodomethane (1-10
equiv, preferably 5 equiv) in an organic solvent (for example, Et,O, toluene, or DCM, preferably DCM). The reaction
mixture is warmed to ambient temperature and stirred for about 1-20 h (preferably about 18 h). To the reaction mixture
is then added saturated aqueous NH,CI and stirred for about 10-60 minutes (preferably about 20 min). The resulting
mixture is extracted with an organic solvent (preferably DCM). The organic layer is optionally washed with saturated
aqueous NaHCO4 and/or brine. In all cases, the solution is dried over anhydrous Na,SO, or MgSOy,, then decanted or
filtered prior to concentrating under reduced pressure. The crude material is optionally purified by precipitation, crystal-
lization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target compound.

lllustration of General Procedure KK
Preparation #KK.1: (1R,2S,4R,5S)-Methyl 4-(ethoxycarbonylamino)bicyclo[3.1.0]hexane-2-carboxylate

[0425]

H
3,3 — 0
I A A VNS VPN

H

[0426] To (1S,4R)-4-(tert-butoxycarbonylamino)cyclopent-2-enecarboxylic acid (2.70 g, 11.8 mmol, Preparation #17)
in DCM (170 mL) was slowly added diethylzinc (1.1 M in toluene, 54.0 mL, 59.4 mmol). The mixture was stirred for about
10 min at ambient temperature, cooled to about 0 °C, and treated drop-wise with a solution of chloroiodomethane (4.30
mL, 59.4 mmol) in DCM (24 mL). The reaction mixture was allowed to warm to room temperature and was stirred for
about 18 h. Saturated aqueous NH,CI (10 mL) was added and the mixture was stirred for about 20 min. The layers were
separated and the aqueous layer was further extracted with DCM (20 mL). The combined organic layers were washed
with brine (20 mL), dried over anhydrous MgSQy, filtered, and concentrated under reduced pressure. The crude material
was purified by silica gel chromatography eluting with a gradient of 0-100% EtOAc/heptane to afford (1R,2S,4R,5S)-me-
thyl 4-(ethoxycarbonylamino)bicyclo[3.1.0Jhexane-2-carboxylate (0.95 g, 35%): LC/MS (Table 2, Method a) R; = 1.88
min; MS m/z: 228 (M+H)*.

General Procedure LL.1: Formation of a bromomethyl ketone from an acid chloride using 1-methyl-3-nitro-1-
nitrosoguanidine

[0427] To a mixture of an aqueous base (such as 45% KOH) (100-200 equiv, preferably 125 equiv) and an organic
solvent (such as Et,0) at about -20-20 °C (preferably about 0 °C) is added 1-methyl-3-nitro-1-nitrosoguanidine [TCI]
(5-20 equiv, preferably 12 equiv) portion-wise to generate CH,N, in situ. After about 0.5- 2.0 h (preferably about 0.5 h)
the layers are separated and the organic layer is added slowly to a solution of an appropriately substituted acid chloride
(preferably 1 equiv) in an organic solvent (such as THF, 1,4-dioxane or Et,O, preferably THF) at about -20-20 °C
(preferably about 0 °C). The reaction mixture is stirred for about 0.5 -2.0 h (preferably about 0.5 h) at about -20-20 °C
(preferably about 0 °C) before the drop-wise addition of 48% aqueous HBr (10-40 equiv, preferably 14 equiv). After
about 15-30 min, (preferably about 15 min) the reaction mixture is washed with brine after optional addition of an organic
solvent (such as EtOAc). The organic layer is dried over anhydrous Na,SQOy, filtered, and concentrated under reduced
pressure. The crude material is optionally purified by precipitation, crystallization, and/or trituration from an appropriate
solvent or solvents and/or by chromatography to give the target compound.

Illustration of General Procedure LL.1
Preparation #LL.1.1 (R)-(9H-Fluoren-9-yl)methyl 3-(2-bromoacetyl)piperidine-1-carboxylate

[0428]
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[0429] To a mixture of 45% aqueous KOH (30 mL, 2.70 mmol) and Et,O (100 mL) at about 0 °C 1-methyl-3-nitro-1-
nitrosoguanidine (5.0 g, 34 mmol, TCIl) was added portion-wise. After about 30 min the layers were separated and the
organic layer was added slowly to a solution of (R)-(9H-fluoren-9-yl)methyl 3-(chlorocarbonyl)piperidine-1-carboxylate
(1.0 g, 2.7 mmol) prepared using W from (R)-1-(((9H-fluoren-9-yl)methoxy)carbonyl)piperidine-3-carboxylic acid (Fluka)
in THF (10 mL). The reaction mixture was slowly stirred for about 30 min at about 0 °C before the drop-wise addition of
48% aqueous HBr (2.0 mL, 37 mmol). After about 15 min, the reaction mixture was washed with brine (2 x 100 mL).
The organic layer was dried over anhydrous Na,SOy, filtered, and concentrated under reduced pressure to give (R)-(9H-
fluoren-9-yl)methyl 3-(2-bromoacetyl)piperidine-1-carboxylate (1.10 g, 95 %) as a clear oil: LC/MS (Table 2, Method a)
R{=2.59 min; MS m/z: 428/430 (M+H)*.

General Procedure LL.2: Formation of a bromomethyl ketone from an acid chloride using trimethylsilyldia-
zomethane

[0430] A solution of an appropriately substituted acid chloride (preferably 1 equiv) in an organic solvent (such as THF,
MeCN, Et,O, or THF/MeCN, preferably THF/MeCN) is added to a solution of 2.0 M trimethylsilyldiazomethane (2 M in
Et,0) (2-10 equiv, preferably 4 equiv) at about -20-20 °C (preferably about 0 °C) in a suitable organic solvent such as
THF, MeCN, Et,O, or THF/MeCN, preferably THF/MeCN). The reaction mixture is stirred for about 0.5 -5 h (preferably
about 4 h) at about -20-20 °C (preferably about 0 °C) before the drop-wise addition of 48% aqueous HBr (5-40 equiv,
preferably 10 equiv). After about 0-30 min, (preferably about 0 min) the reaction mixture can be concentrated to dryness
to give the desired product or is optionally washed with brine after optional addition of an organic solvent (such as EtOAc).
In cases where the reaction mixture is subjected to an aqueous work-up, the organic layer is dried over anhydrous
Na,SQ,, filtered and concentrated under reduced pressure. The crude material is optionally purified by precipitation,
crystallization, and/or trituration from an appropriate solvent or solvents and/or by chromatography to give the target
compound.

lllustration of General Procedure LL.2
Preparation #LL.2.1 (R)-(9H-Fluoren-9-yl)methyl 3-(2-bromoacetyl)piperidine-1-carboxylate

[0431]

(2 ()
OE..ONIO 0y ;j\..(]lro o

[0432] (R)-(9H-fluoren-9-yl)methyl 3-(chlorocarbonyl)piperidine-1-carboxylate (4.21 g, 11.4 mmol, prepared using W
from (R)-1-(((9H-fluoren-9-yl)methoxy)carbonyl)piperidine-3-carboxylic acid [Fluka]) was dissolved in a mixture of THF
and MeCN (1:1, 16mL) and added to a solution of trimethylsilyldiazomethane (2 M in Et,O, 22.8 mL, 45.5 mmol) and
THF/MeCN (1:1, 16mL) at about 0°C. The resulting mixture was stirred at about 0 °C for about 4 h followed by the drop-
wise addition of HBr (48% aqueous solution, 6.2 mL, 114 mmol). The organic solvents were removed and the precipitate
was collected by filtration and dried in air to give (R)-(9H-fluoren-9-yl)methyl 3-(2-bromoacetyl)piperidine-1-carboxylate
(4.46 g, 92%): LC/MS (Table 2, Method a) R; = 2.59 min; MS m/z: 428/430 (M+H)*.

General Procedure MM: Reduction of o,3-unsaturated ketone to an allylic alcohol

[0433] A round-bottomed flask is charged with an o,B-unsaturated ketone (preferably 1 equiv), an organic solvent
(such as MeOH or EtOH, preferably MeOH) and cerium(lll) chloride heptahydrate (1-2 equiv, preferably 1.25 equiv)
followed by portion-wise addition of a reducing agent such as sodium borohydride (1-2 equiv, preferably 1.25 equiv).
The resulting mixture is stirred at room temperature for about 5-24 h (preferably about 16 h). The reaction mixture is
quenched with an aqueous acid (such as saturated aqueous NH,CI). The mixture is stirred for about 5-30 min (preferably
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about 10 min), followed by the addition of an organic solvent (such as Et,O). The layers are separated and the aqueous
layer is extracted with an organic solvent (such as Et,0). The combined organic layers are washed with saturated
aqueous NaHCO3, dried over anhydrous Na,SO,4 or MgSOy, filtered, and concentrated to dryness under reduced pres-
sure. The crude material is optionally further purified by precipitation, crystallization, or trituration from an appropriate
solvent or solvents or by chromatography to give the target compound.
lllustration of General Procedure MM

Preparation #MM.1: cis and trans-Ethyl-4-hydroxy-2-methylcyclopent-2-enecarboxylate

[0434]

\\ o \\ \“QMOH \\ \Q—OH

(o) Oy o
\‘é) cis \\é) trans

)

[0435] A round-bottom flask was charged with ethyl 2-methyl-4-oxocyclopent-2-enecarboxylate (2.04 g, 12.1 mmol,
Preparation #CC.1), MeOH (30 mL), and cerium(lll) chloride heptahydrate (5.65 g, 15.2 mmol) followed by portion-wise
addition of sodium borohydride (0.574 g, 15.2 mmol). The suspension was stirred at room temperature over about 16
h. Saturated aqueous NH,CI solution (50 mL) was added. The mixture was stirred for about 10 min and Et,O (60 mL)
was added. The layers were separated and the aqueous layer was extracted with Et,O (3 x 30 mL). The combined
organic layers were washed with saturated aqueous NaHCO 3, dried over anhydrous MgSQy,, filtered, and concentrated
to dryness under reduced pressure. The residue was purified via silica gel chromatography eluting with 20-60 %
EtOAc/pentane to yield cis-ethyl 4-hydroxy-2-methylcyclopent-2-enecarboxylate (0.96 g, 46%): "H NMR (400 MHz,
CDCl,) 6 5.77-5.71 (m, 1H), 4.63 (m, 1H), 4.28-4.11 (m, 2H), 3.27-3.20 (m, 1H), 2.59 (bs, 1H), 2.41-2.30 (m, 1H), 2.00
(d, J=14.2 Hz, 1H), 1.79 (d, =1.2 Hz, 3H), 1.30 (t, J=7.1 Hz, 3H) and frans-ethyl 4-hydroxy-2-methylcyclopent-2-enecar-
boxylate (0.69 g, 33%): 'H NMR (400 MHz, CDCl3) § 5.63 (dd, J=1.8, 3.4 Hz, 1H), 4.98 (m, 1H), 4.20-4.11 (m, 2H),
3.60-3.53 (m, 1H), 2.57 (ddd, J=4.4, 7.1, 13.9 Hz, 1H), 1.98 (ddd, J=3.5, 8.4, 13.9 Hz, 1H), 1.80 (d, J=1.4, 3H), 1.46 (bs,
1H), 1.27 (t, J=7.1 Hz, 3H).

Example #1: 1-(2-Methylcyclohexyl)-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine

[0436]
NN
LY
P~ —
N ON N N
=G X
S=0 p
X

[0437] To a solution of 5-(4-tert-butylphenylsulfonyl)-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (0.40 g, 1.2 mmol, Prep-
aration#3) and DIEA (0.20 mL, 1.2 mmol) in 1,4-dioxane (12 mL) at about 0 °C was added 2-methylcyclohexanecarbonyl
chloride (0.19 g, 1.2 mmol, Preparation #4). After the complete addition, the ice bath was removed and the reaction was
allowed to warm to ambient temperature. After about 1 h, SOCI, (0.42 mL, 5.8 mmol) was added and the reaction was
heated at about 90 °C for about 1 h. The reaction was allowed to cool to ambient temperature and then aqueous Na,CO34
(2 M, 11.6 mL, 23.2 mmol) and MeOH (12 mL) were added. The reaction was heated at about 90 °C for about 3 days.
The reaction was concentrated under reduced pressure to remove MeOH and then partitioned between EtOAc (50 mL)
and saturated aqueous NaHCO4 (40 mL). The organic layer was separated and dried over anhydrous Na,SO, and the
solvent was concentrated under reduced pressure. The residue was purified over silica gel (12 g) using EtOAc as the
eluent and then further purified by RP-HPLC (Table 2, Method b). The combined product-containing fractions were
concentrated underreduced pressure to remove the MeCN and the resulting precipitate was collected by vacuum filtration
to afford 1-(2-methylcyclohexyl)-6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazine as a white solid (0.10 g, 35%): LC/MS
(Table 2, Method a) R; = 1.84 min; MS m/z: 256 (M+H)*.
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Example #2: 1-(Piperidin-4-yl)-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine

[0438]

NN
ID

N
N N
H

Step A: Benzyl 4-(6H-pyrrolo[2,3-€][l,2,4]triazolo[4,3-alpyrazin-1-yl)piperidine-1-carboxylate

[0439]
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[0440] Benzyl 4-(chlorocarbonyl)piperidine-1-carboxylate (0.41 g, 1.4 mmol, Preparation #5) was added to a solution
of 5-(4-tert-butylphenylsulfonyl)-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (0.50 g, 1.4 mmol, Preparation #3) and DIEA
(0.25 mL, 1.4 mmol) in 1,4-dioxane (15 mL) at about 0 °C. After the complete addition, the ice bath was removed and
the reaction was allowed to warm to ambient temperature. After about 1 h, SOCI, (0.53 mL, 7.2 mmol) was added and
the reaction was heated at about 90 °C for about 1 h. The reaction was allowed to cool to ambient temperature then
aqueous Na,CO5 (2 M, 14.5 mL, 29.0 mmol) was added and the reaction was heated at about 90 °C for about 3 days.
The reaction was partitioned with EtOAc (50 mL) and saturated aqueous NaHCO3 (40 mL). The organic layer was dried
over anhydrous Na,SO, and concentrated under reduced pressure. The residue was purified over silica gel (12 g) eluting
with 50-100% EtOAc in heptane to afford benzy! 4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1-car-
boxylate as a yellow solid (0.34 g, 61%): LC/MS (Table 2, Method a) R; = 1.89 min; MS m/z: 377 (M+H)*.

Step B: 1-(Piperidin-4-yl)-6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazine

[0441]

v p“
- — Yp
NQUN - |
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[0442] Benzyl 4-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidine-1-carboxylate (0.34 g, 0.90 mmol) and
10% Pd on carbon (0.10 g, 0.09 mmol) in MeOH (30 mL) were shaken under hydrogen at about 60 psi for about 5 h.
The H, source was removed, and the reaction was filtered through Celite® and concentrated under reduced pressure
to give 1-(piperidin-4-yl)-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-ajJpyrazine as a yellow solid (0.18 g, 77%): LC/MS (Table
2, Method a) R; = 0.70 min; MS m/z: 243 (M+H)*.

Example #3: 3-(4-(6H-Pyrrolo[2.3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)piperidin-1-yl)-3-oxopropanenitrile

[0443]
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[0444] To a suspension of 1-(piperidin-4-yl)-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine (0.090 g, 0.37 mmol, Ex-
ample #2) and pyridine (0.12 mL, 1.5 mmol) in DMF (5 mL) was added perfluorophenyl 2-cyanoacetate (0.14 g, 0.56
mmol, Preparation #6). After about 3 h at ambient temperature, the reaction mixture was quenched with MeOH (0.5 mL)
and then purified by RP-HPLC (Table 2, Method b). The appropriate fractions were concentrated and lyophilized to
afford 3-(4-(6H-pyrrolof2,3-e][1,2,4]triazolo[4, 3-a]pyrazin-1-yl)piperidin-1-yl)-3-oxopropanenitrile as a white solid (0.005
g, 4%): LC/MS (Table 2, Method a) R; = 1.24 min; MS m/z: 310 (M+H)*.

Example #4: 1-(1-(Cyclopropylsulfonyl)piperidin-4-yl)-6 H-pyrrolo[2.3-e][1,2,4]triazolo[4,3-a]pyrazine

[0445]

NN
8y

[0446] To a suspension of 1-(piperidin-4-yl)-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine (0.090 g, 0.37 mmol, Ex-
ample #2) and pyridine (0.12 mL, 1.5 mmol) in DMF (5 mL) was added cyclopropanesulfonyl chloride (0.060 g, 0.41
mmol). After about 3 h at ambient temperature, the reaction mixture was quenched with MeOH (0.5 mL) and then purified
by RP-HPLC (Table 2, Method b). The appropriate fractions were concentrated and lyopholized to afford 7-(7-(cyclo-
propylsulfonyl)piperidin-4-yl)-6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazine as a white solid (0.008 g, 6%): LC/MS (Table
2, Method a) R; = 1.52 min; MS m/z: 347 (M+H)*.

Example #5: 1-Cyclohexyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine

[0447]

[0448] To a solution of 5-(4-tert-butylphenylsulfonyl)-2-hydrazinyl-5H-pyrrolo[2,3-b]pyrazine (0.39 g, 1.1 mmol; Prep-
aration#3) and DIEA (0.20 mL, 1.1 mmol) in 1,4-dioxane (12 mL) at about 0 °C was added cyclohexanecarbonyl chloride
(0.17 g, 1.1 mmol). The reaction was then warmed to ambient temperature for about 1 h. SOCI, (0.41 mL, 5.6 mmol)
was added and the reaction was heated to about 90 °C for about 1 h. The reaction was cooled to ambient temperature
and aqueous Na,CO3 (2 M, 12 mL, 24 mmol) was added slowly followed by 1,4-dioxane (5 mL). The reaction was heated
atabout 60 °C forabout 72 h. The reaction was cooled to ambient temperature and concentrated underreduced pressure.
The crude product was diluted with EtOAc (40 mL) and washed with saturated aqueous NaHCO; (40 mL) and brine (40
mL), dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The crude product was purified
by silica gel chromatography eluting with a gradient of 0-100% heptane/EtOAc (12 g column) and dried in a vacuum
oven at about 55 °C for about 18 h to give 7-cyclohexyl-6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-aJpyrazine (0.109 g, 40%):
LC/MS (Table 2, Method a) R; = 1.66 min; MS m/z: 242 (M+H)*.
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Example #6: N-((1S,3R)-3-(6 H-Pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesulfona-
mide

[0449]

Step A: tert-Butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentylcarbamate

[0450]
i
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[0451] To mixture of 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (2.50 g, 8.24 mmol, Preparation #9) and (1R,3S)-
3-(tert-butoxycarbonylamino)cyclopentanecarboxylic acid (2.08 g, 9.07 mmol, Peptech) in DCM (30 mL) was added
EDC-HCI (1.90 g, 9.89 mmol). After about 4.5 h, water (30 mL) was added and the layers were separated. The aqueous
layer was then extracted with EtOAc (15 mL). The combined organic layers were washed with brine, dried over anhydrous
MgSOQ,, filtered, and concentrated under reduced pressure. The crude material was dissolved in DCM (15 mL) and
purified by silica gel chromatography eluting with a gradient of 40-100% EtOAc in heptane to give tert-butyl (1S,3R)-
3-(2-(5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentylcarbamate (4.20 g, 97 %): LC/MS (Table 2,
Method a) R; = 2.27 min; MS m/z: 515 (M+H)*.

Step B: tert-Butyl (1S,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylcarbamate

[0452]
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[0453] To a solution of tert-butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl-
carbamate (4.73 g, 9.19 mmol) in 1,4-dioxane (50 mL) was added TEA (5.10 mL, 36.8 mmol) and SOCI, (1.34 mL, 18.4
mmol). The reaction mixture was heated at about 80 °C. After about 1.5 h, saturated aqueous Na,CO4 (100 mL) was
added and heating was resumed at about 80 °C for about 6 h. The reaction mixture was cooled to ambient temperature
for about 3 days and then heated at about 80 °C for about 16 h. Water and EtOAc (100 mL each) were added and the
layers were separated. The aqueous layer was then extracted with additional EtOAc (2 x 100 mL). The combined organic
layers were washed with brine, dried over anhydrous Na,SOy, filtered, and concentrated under reduced pressure. The
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crude solid was triturated with petroleum ether (b.p. 30-60 °C; 30 mL) and collected by vacuum filtration, while washing
with additional petroleum ether (b.p. 30-60 °C; 20 mL), to give tert-butyl (1S,3R)-3-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
ajpyrazin-1-yl)cyclopentylcarbamate as a light brown solid (2.86 g, 86%): LC/MS (Table 2, Method a) R; = 1.75 min; MS
m/z: 343 (M+H)*.
Step C: (1S,3R)-3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentanamine hydrochloride

[0454]
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[0455] To a mixture of fert-butyl (1S,3R)-3-(6H-pyrrolo[2,3-¢€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylcarbamate
(1.57 g,4.59 mmol) in 1,4-dioxane (45 mL) was added HCI (4 M in 1,4-dioxane, 8.0 mL, 32.0 mmol). The reaction mixture
was then heated at about 60 °C. After about 2 h, the reaction mixture was cooled to ambient temperature, filtered, while
washing with Et,O (50 mL) and the solid was dried in a vacuum oven overnight at about 60 °C to give (1S,3R)-3-(6H-
pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazin-1-yl)cyclopentanamine hydrochloride (1.38 g, 95%): LC/MS (Table 2, Method
a) R; = 0.74 min; MS m/z: 243 (M+H)*.

Step D: N-((1S,3R)-3-(6H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide

[0456]

[0457] To a mixture of (1S,3R)-3-(6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentanamine hydrochloride
(0.300 g, 0.952 mmol) in DMF (9 mL) was added TEA (0.462 mL, 3.33 mmol) and cyclopropanesulfonyl chloride (0.097
mL, 0.95 mmol). After about 1.5 h at ambient temperature, the reaction was diluted with water (10 mL) and extracted
with DCM (3 x 15 mL). The combined organic layers were washed with brine, dried over anhydrous Na,SO,, filtered,
and concentrated under reduced pressure. To the crude material was added MeOH (~50 mL) and a small amount of
insoluble material (<0.01 g) was filtered. Silica gel (2 g) was added to the filtrate and the mixture was concentrated under
reduced pressure. The silica mixture was purified by silica gel chromatography eluting with a step-wise gradient of
DCM/MeOH/NH,OH 990:9:1 to 980:18:2 to give an off-white solid that was dried in a vacuum oven at about 70 °C. The
solid was dissolved in hot MeOH. The resulting material was filtered while hot to remove particulates. The filtrate was
sonicated while cooling to get a fine suspension which was then concentrated under reduced pressure and dried in a
vacuum oven at about 100 °C to give N-((1S,3R)-3-(6H-pyrrolof2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cy-
clopropanesulfonamide (0.21 g, 64%): LC/MS (Table 2, Method a) R; = 1.51 min; MS m/z: 347 (M+H)*.

Example #7: N-(4-(6H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopropanesul-
fonamide

Step A: tert-Butyl 4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)bicyclo[2.2.2]octan-1-ylcar-
bamate

[0458]
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[0459] A round bottom flask was charged with 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (3.75 g, 11.1 mmaol,
Preparation #9), 4-(tert-butoxycarbonylamino)bicyclo[2.2.2]octane-1-carboxylic acid (3.0 g, 11 mmol, Prime Organics),
HATU (4.23 g, 11.1 mmol), TEA (6.2 mL, 44 mmol), and DCM (65 mL). The reaction mixture was stirred at ambient
temperature for about 16 h. The reaction mixture was diluted with water (30 mL) and the layers were separated. The
reaction mixture was filtered through Celite® and washed with DCM (60 mL). The organic layer was washed with water
(3 x50 mL), dried over anhydrous MgSO,, filtered, and concentrated under reduced pressure. The crude material was
purified by silica gel chromatography eluting with a gradient of 0-100% EtOAc in DCM to afford fert-butyl 4-(2-(5-tosyl-
5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)bicyclo[2,2, 2]Joctan-1-ylcarbamate as a brown amorphous solid (5.38
g, 87 %): LC/MS (Table 2, Method a) R; = 2.40 min; MS m/z 555 (M+H)*.

o}
N
Ty, oA
NN o
HN)]/O
(0]

Step B: 4-(6-Tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-amine

[0460]
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[0461] A round bottom flask was charged with fert-butyl 4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbo-
nyl)bicyclo[2.2.2]octan-1-ylcarbamate (5.38 g, 9.40 mmol), SOCI, (0.69 mL, 9.40 mmol), TEA (1.57 mL, 11.3 mmol),
and 1,4-dioxane (72 mL). The reaction mixture was heated at about 80 °C for about 2 h. The reaction mixture was cooled
to ambient temperature and EtOAc (100 mL) was added and the layers were separated. The organic layer was washed
with water (3 x 30 mL), dried over anhydrous MgSQy,, filtered, and concentrated under reduced pressure to give a crude
mixture of tert-butyl 4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2, 2, 2]Joctan-1-ylcarbamate and
4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2. 2. 2Joctan-1-amine as a brown solid (8.5 g). To this
crude mixture was added HCI (4 N in 1,4-dioxane, 12 mL, 48.0 mmol), and 1,4-dioxane (56 mL). The reaction mixture
was stirred at about 60 °C for about 4 h. Additional HCI (4 M in 1,4-dioxane, 12 mL, 48.0 mmol) was added and stirring
was continued at about 60 °C for about 3 h. The reaction mixture was cooled to ambient temperature. The precipitate
was filtered and washed with Et,O (about 50 mL). The solid was stirred with NaHCO3 (5% in water, 15 mL) for about 2
h. The solid was filtered, washed with water, and dried in a vacuum oven at about 60 °C for about 15 h to give 4-(6-
tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2. 2]Joctan-1-amine as a tan solid (2.95 g, 72% over 2
steps): LC/MS (Table 2, Method a) R; = 1.57 min; MS m/z 437 (M+H)*.

Step C: N-(4-(6-Tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopro-
panesulfonamide

[0462]
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[0463] A round bottom flask was charged with 4-(6-tosyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyc-
lo[2.2.2]octan-1-amine (0.40 g, 0.92 mmol), TEA (0.51 mL, 3.7 mmol) in DCM (3 mL) and DMF (6 mL). Cyclopropanesul-
fonyl chloride (0.16 g, 1.1 mmol) was added drop-wise and the resulting suspension was stirred at ambient temperature
for about 18 h. The solvent was removed under reduced pressure and DCM (10 mL) was added. The crude material
was purified by silica gel chromatography eluting with a gradient of 0-10% MeOH/DCM to give N-(4-(6-tosyl-6H-pyrro-
lo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2. 2]Joctan-1-yl)cyclopropanesulfonamide (0.27 g, 55%): LC/MS (Ta-
ble 2, Method a) R; = 2.14 min; MS m/z 541 (M+H)*.

Step D: N-(4-(6H-Pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopropanesulfona-
mide

[0464]

[0465] A round bottom flask was charged with N-(4-(6-tosyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyc-
lo[2.2.2]octan-1-yl)cyclopropanesulfonamide (0.27 g, 0.50 mmol), aqueous NaOH (1N, 1.0 mL, 1.0 mmol), and 1,4-
dioxane (8 mL). The reaction mixture was stirred at about 60 °C for about 2 h. NH,OAc (50 mM aqueous buffer, 2 mL)
and DMF (7 mL) were added and insoluble material was removed via filtration. The filtrate was purified by RP-HPLC
(Table 2, Method c). The appropriate fractions were combined, the organic solvent was concentrated under reduced
pressure, the resulting solid was collected by filtration, washed with water (20 mL), and lyopholized to give N-(4-(6H-
pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)bicyclo[2, 2, 2]octan-1-yl)cyclopropanesulfonamide as a solid (0.11 g,
56%): LC/MS (Table 2, Method a) R; = 1.53 min; MS m/z 387 (M+H)*.

Example #8: 7-Cyclohexyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

[0466]

Step A: tert-Butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate

[0467]
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[0468] To aflask was added Pd,(dba); (1.3 g, 1.42 mmol), di-tert-butyl-(2’,4’,6™-triisopropyl-biphenyl-2-yl)-phosphane
(1.21 g, 2.84 mmol), and 1,4-dioxane (75 mL). The catalyst-ligand mixture was degassed via vacuum/nitrogen purge (3
times) and heated at about 80 °C for about 10 min. Then 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (5.0 g, 14.2 mmol,
Preparation #7), tert-butyl carbamate (2.5 g, 21.29 mmol), and NaOf-Bu (2.05 g, 21.29 mmol) were added. After an
additional vacuum/nitrogen purge, the reaction was heated at about 80 °C for about 16 h. The reaction was cooled to
ambient temperature and diluted with EtOAc (70 mL). The reaction mixture was filtered and the filtrate was washed with
water (3 x 20 mL). The organic layer was dried over anhydrous MgSOy, filtered, and solvent removed under reduced
pressure to give a reddish-brown solid. The crude material was purified via silica gel chromatography eluting with a
gradient of 10-50% EtOAc in heptane toyield tert-butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate as a yellow amor-
phous solid (1.0 g, 18%): LC/MS (Table 2, Method a) R; = 2.63 min; MS m/z: 389 (M+H)*.

Step B: 5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-amine hydrochloride

[0469]
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[0470] fert-Butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate (1.00 g, 2.57 mmol) was subjected to General Pro-
cedure | to afford 5-fosyl-5H-pyrrolo[2,3-b]pyrazin-2-amine hydrochloride (0.40 g, 54%): LC/MS (Table 2, Method a) R;
=1.94 min; MS m/z: 289 (M+H)*.

Step C: 7-Cyclohexyl-3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

[0471]

[0472] To a suspension of 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-amine hydrochloride (0.10 g, 0.35 mmol) and 2-bromo-
1-cyclohexylethanone (0.078 g, 0.38 mmol, 3B Phannachem) in n-BuOH (1.5 mL) was added DIEA (0.067 g, 0.52 mmol)
and the resulting solution was heated at about 170 °C in the CEM™ microwave for about 30 min. The solvent was
removed under reduced pressure to afford 7-cyclohexyl-3-tosyl-3H-imidazo[1, 2-a]pyrrolo[2,3-e]pyrazine as a crude solid
that was used in Step D without further purification: LC/MS (Table 2, Method a) R; = 2.71 min; MS m/z: 395 (M+H)*.
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Step D: 7-Cyclohexyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

[0473]

[0474] 7-Cyclohexyl-3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine (0.13 g, 0.33 mmol)was dissolved in 1,4-dioxane
(5 mL) and aqueous NaOH (2N, 0.5 mL) was added. The mixture was heated at reflux for about 30 min. The organic
solvent was removed under reduced pressure. The agueous phase was neutralized with 1 N aqueous HCI and extracted
with EtOAc (2 x 25 mL). The combined organic extracts were washed with brine (15 mL), dried over anhydrous MgSQy,
and concentrated under reduced pressure. The residue was purified by RP-HPLC (Table 2, Method h) to yield 7-
cyclohexyl-3H-imidazo[1,2-ajpyrrolo[2,3-eJpyrazine as an off-white solid (0.011 g, 14%): LC/MS (Table 2, Method a) R;
=2.06 min; MS m/z: 241 (M+H)*.

Example #9: 8-Cyclohexyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

Be

NN

T

H

[0475]

Step A: tert-Butyl 2-cyclohexyl-2-oxoethyl-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)carbamate

[0476]
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[0477] NaH (60% in mineral oil, 0.020 g, 0.49 mmol) was added to dry DMF (3 mL). The suspension was cooled to
about 0 °C and a solution of tert-butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate (0.19 g, 0.489 mmol, Example #8,
Step A) in dry DMF (2 mL) was added drop-wise. The reaction mixture was allowed to warm to ambient temperature
and 2-bromo-1-cyclohexylethanone (0.10 g, 0.49 mmol, 3B PharmaChem) was added. The reaction mixture was stirred
for about 2 h and then concentrated under reduced pressure. Purification by silica gel flash chromatography eluting with
100% heptane for 10 min and a gradient of 10-20% EtOAc in heptane over 20 min yielded tert-butyl 2-cyclohexyl-
2-oxoethyl(5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)carbamate as a yellow amorphous solid (0.080 g, 32%): LC/MS (Table
2, Method a) R; = 3.13 min; MS m/z: 513 (M+H)*.

Step B: 8-Cyclohexyl-3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

[0478]
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[0479] Concentrated H,SO, (4 mL) was added to fert-butyl 2-cyclohexyl-2-oxoethyl-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-
2-yl)carbamate (0.07 g, 0.14 mmol) and the reaction mixture was stirred for about 30 min at ambient temperature. The
reaction mixture was poured onto ice-cold water (75 mL) and extracted with EtOAc (2 x 50 mL). The combined organic
extracts were washed with brine, dried over anhydrous MgSQO,, and concentrated to yield 8-cyclohexyl-3-tosyl-3H-
imidazo[1,2-ajpyrrolof2,3-e]pyrazine as a yellow oil that was used in Example #9, Step C without further purification
(0.051 g, 95%): LC/MS (Table 2, Method a) R; = 2.79 min; MS m/z: 395 (M+H)*.

Step C: 8-Cyclohexyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

[0480]
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[0481] Aqueous NaOH (2N, 0.3 mL)was added to 8-cyclohexyl-3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine (0.051
g, 0.13 mmol) in 1,4-dioxane (3 mL) and the mixture was heated at reflux for about 1 h. The organic solvent was removed
under reduced pressure and the aqueous phase neutralized with aqueous 1 N HCI and extracted with EtOAc (2 x 15
mL). The combined organic extracts were washed with brine (1 x 10 mL), dried over anhydrous MgSO,, and concentrated
in vacuo. The residue was suspended in MeCN (2 mL) and the precipitate was collected by filtration and dried to yield
8-cyclohexyl-3H-imidazo[1,2-ajpyrrolo[2,3-e]pyrazine as a tan solid (0.006 g, 19%): LC/MS (Table 2, Method a) R; =
2.12 min; MS m/z: 241 (M+H)*.

Example #10: 1-Cyclohexyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0482]

Step A: (E)-2-Styryl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0483]
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[0484] Toa solution of 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (3.1 g, 8.8 mmol, Preparation #7), PdCl,(dppf)sDCM
(0.719 g, 0.880 mmol) and (E)-styrylboronic acid (2.60 g, 17.6 mmol) in THF (3 mL) and water (2 mL) was added Na,COg4
(2.33 g, 22.0 mmol). The reaction mixture was degassed with argon for about 5 min. The reaction mixture was heated
to about 50 °C. After about 24 h, additional PdCl,(dppf)sDCM (0.719 g, 0.880 mmol), (E)-styrylboronic acid (2.60g, 17.6
mmol) and Na,COj3 (2.33 g, 22.0 mmol) were added to the reaction mixture. After heating at about 50 °C for about 48
h, the reaction mixture was cooled to ambient temperature and diluted with DCM (200 mL) and water (200 mL). The
organic layer was separated, dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. Purifi-
cation by chromatography over silica gel eluting with a gradient of 20-60% EtOAc in heptane containing 5% DCM provided

(E)-2-styryl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine as a yellow solid (1.2 g, 36%). LC/MS (Table 2, Method a) R; = 2.99 min;
MS mi/z: 376 (M+H)*.

Step B: 5-Tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde
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[0486] To a solution of (E)-2-styryl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (1.2 g, 3.2 mmol) in 1,4-dioxane (20 mL) and
water (2.0 mL) was added sodium periodate (2.73 g, 12.8 mmol) followed by osmium tetroxide (2.5% in BuOH, 4.01
mL, 0.320 mmol). After about 1 day at ambient temperature, additional sodium periodate (2.73 g, 12.78 mmol) and
osmium tetroxide (2.5% in --BuOH, 4.01 mL, 0.320 mmol) were added. After about 2 days, a solution of aqueous Na,S,04
(100 mL) and EtOAc (100 mL) was added. The organic layer was separated, dried over anhydrous Na,SO,, filtered,
and concentrated under reduced pressure. The resulting solid was triturated with heptane to remove benzaldehyde. The
resulting solid was dried in vacuo to provide 5-tosyl-6H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde as a brown solid (0.77 g,
80%): LC/MS (Table 2, Method a) R; = 2.01 min; MS m/z: 334 (M+H)*.

[0485]

Step C: N-((5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)cyclohexanecarboxamide

[0487]
(0]
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[0488] To a solution of 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde (0.150 g, 0.498 mmol) in MeOH (10 mL) was
added hydroxylamine (50% solution in water, 0.061 mL, 1.0 mmol). The reaction mixture was heated to about 45 °C.
After about 2 h, the reaction mixture was cooled to ambient temperature and concentrated under reduced pressure to
provide the crude 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde oxime as a tan solid. LC/MS (Table 2, Method a)
R;=2.15 min; MS m/z: 317 (M+H)*. To a solution of the crude oxime in THF (20 mL) was added AcOH (0.285 mL, 4.98
mmol) followed by zinc dust (<10 micron, 0.130 g, 1.99 mmol). After a further 2 h, additional AcOH (0.285 mL, 4.98
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mmol) and zinc dust (<10 micron, 0.130 g, 1.99 mmol) were added to the reaction mixture. After about an additional 2
h, additional AcOH (0.285 mL, 4.98 mmol) and zinc dust (<10 micron, 0.130 g, 1.92 mmol) were added to the reaction
mixture. After about 15 h, the reaction mixture was diluted with DCM (about 5 mL) and filtered. The filtrate was washed
with saturated aqueous NaHCO, and brine. The organic layer was dried over anhydrous Na,SOy, filtered, treated with
HCI (4 M in 1,4-dioxane, 1 mL) and concentrated under reduced pressure to provide (5-tosyl-6H-pyrrolof2,3-b]pyrazin-
2-yl)methanamine hydrochloride: LC/MS (Table 2, Method a) R; = 1.64 min; MS m/z: 303 (M+H)*. To a suspension of
the crude amine hydrochloride in DCM (10 mL) was added TEA (0.208 mL, 1.49 mmol) followed by cyclohexanecarbonyl
chloride (0.101 mL, 0.747 mmol). After about 30 min, the reaction mixture was diluted with DCM and washed with
saturated aqueous NaHCO3 (25 mL) and brine (25 mL). The organic layer was dried over anhydrous Na,SOy, filtered,
and concentrated under reduced pressure. The crude amide was purified by silica gel chromatography eluting with a
gradient of 40-80% EtOAcin DCM to provide N-((5-tosyl-5H-pyrrolof2,3-b]pyrazin-2-yl)methyl)cyclohexanecarboxamide
as a tan solid (0.081 g, 39% over 2 steps). LC/MS (Table 2, Method a) R; = 2.40 min; MS m/z: 413 (M+H)*.

Step D: 1-Cyclohexyl-6-tosyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0489]

[0490] To a solution of N-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)cyclohexanecarboxamide (0.081 g, 0.196
mmol) in THF (1 mL) at ambient temperature was added 2,4-bis(4-phenoxyphenyl)-1,3-dithia-2,4-diphosphetane-2,4-
disulfide (0.104 g, 0.196 mmol, TCI). After about 15 h, the reaction mixture was concentrated under reduced pressure.
The residue was suspended in EtOAc/DCM (1:1) and filtered through a plug of silica gel (5 g) eluting with EtOAc/DCM
(1:1, approximately 100 mL). Concentration of the filtrate provided the crude N-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methyl)cyclohexanecarbothioamide. The crude thioamide was dissolved in THF (1 mL) and diacetoxymercury (0.0626
g, 0.196 mmol) was added. After about 30 min at ambient temperature, additional diacetoxymercury (0.0626 g, 0.196
mmol) was added. After about 4 h, the reaction mixture was diluted with EtOAc, filtered, concentrated under reduced
pressure, and purified by silica gel chromatography eluting with a gradient of 50-95% EtOAc in heptane to provide 7-
cyclohexyl-6-tosyl-6H-imidazo[1,5-ajpyrrolo[2,3-e]Jpyrazine as a yellow oil (0.020 g, 25%): LC/MS (Table 2, Method a)
R{=2.77 min; MS m/z: 395 (M+H)*.

Step E: 1-Cyclohexyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0491]

[0492] To a solution of 1-cyclohexyl-6-tosyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine (0.020 g, 0.051 mmol) in 1,4-
dioxane (3 mL) was added aqueous NaOH (2 N, 0.380 mL, 0.760 mmol). The reaction mixture was heated to about 90
°C. After about 5 h, the reaction mixture was cooled to ambient temperature and diluted with EtOAc (10 mL) and saturated
aqueous NH,CI (10 mL). The organic layer was separated and washed with water (10 mL) followed by brine (10 mL),
dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure to provide 7-cyclohexyl-6H-imida-
zo[1,5-ajpyrrolo[2,3-eJpyrazine as a tan solid (0.011 g, 90%): LC/MS (Table 2, Method a) R; = 1.92 min; MS m/z: 241
(M+H)*.
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Example #11: 8-Cyclohexyl-3H-dipyrrolo[1,2-a:2’,3’-e]pyrazine

[0493]

Step A: (E)-1-Cyclohexyl-3-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)prop-2-en-1-one

[0494]
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[0495] To a solution of diethyl 2-cyclohexyl-2-oxoethylphosphonate (0.609 g, 2.32 mmol) in THF (10 mL) was added
NaH (60% dispersion in mineral oil, 0.0664 g, 1.66 mmol). After about 30 min, a solution of 5-tosyl-5H-pyrrolo[2,3-
b]pyrazine-2-carbaldehyde (0.20 g, 0.64 mmol, Example# 10, Step B) in THF (10 mL) was added. After about 2 h, EtOAc
(50 mL) and saturated aqueous NH,CI (50 mL) was added to the reaction mixture. The organic layer was separated,
dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The residue was triturated with IPA
(20 mL) to provide (E)-1-cyclohexyl-3-(5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)prop-2-en-1-one as atan solid (0.20 g, 73%):
LC/MS (Table 2, Method a) R; = 3.06 min; MS m/z: 410 (M+H)*.

Step B: 1-Cyclohexyl-3-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)propan-1-one

[0496]
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[0497] To a solution of (E)-1-cyclohexyl-3-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)prop-2-en-1-one (0.050 g, 0.12 mmol)
in EtOAc (5 mL) was added palladium (10% on carbon, 0.0065 g, 0.0061 mmol). The reaction mixture was purged with
hydrogen and a hydrogen atmosphere was maintained via balloon. After about 1 h at ambient temperature, the reaction
mixture was filtered and concentrated under reduced pressure to provide 7-cyclohexyl-3-(5-tosyl-5H-pyrrolo[2,3-
bjpyrazin-2-yl)propan-1-one as an cil (0.050 g, 100%): LC/MS (Table 2, Method a) R; = 2.94 min; MS m/z: 412 (M+H)*.

Step C: 8-Cyclohexyl-3-tosyl-3H-dipyrrolo[1,2-a:2’,3’-e]pyrazine

[0498]
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[0499] To a solution of 1-cyclohexyl-3-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)propan-1-one (0.050 g, 0.12 mmol) in
THF (2 mL) was added 2,4-bis(4-phenoxyphenyl)-1,3-dithia-2,4-diphosphetane-2,4-disulfide (0.071 g, 0.13 mmol, TCI).
After about 6 h at ambient temperature, the reaction mixture was diluted with EtOAc (50 mL) and NaHCO3 (50 mL). The
organic layer was separated, dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The
crude product was purified by chromatography on silica gel eluting with a gradient of 40-90% EtOAc in heptanes to
provide 8-cyclohexyl-3-tosyl-3H-dipyrrolo[1,2-a:2’,3’-eJpyrazine as a tan solid (0.020 g, 42%). LC/MS (Table 2, Method
a) R; = 3.39 min; MS m/z: 394 (M+H)*.

Step D: 8-Cyclohexyl-3H-dipyrrolo[1,2-a:2’,3’-e]pyrazine

[0500]

[0501] To a solution of 8-cyclohexyl-3-tosyl-3H-dipyrrolo[1,2-a:2’,3’-e]pyrazine (0.015 g, 0.038 mmol) in 1,4-dioxane
(3 mL) was added aqueous NaOH (2 N, 0.29 mL, 0.57 mmol). The reaction mixture was heated to about 90 °C. After
about 15 h, the reaction mixture was cooled to ambient temperature and diluted with EtOAc (5 mL) and saturated aqueous
NH4CI (5 mL). The organic layer was separated, washed with water (5 mL) followed by brine (5 mL), dried over anhydrous
Na,SQ,, filtered, and concentrated under reduced pressure. The residue was triturated with EtOAc/heptane (1:1, 1 mL).
Theresulting solid was collected byfiltration and dried in vacuo to provide 8-cyclohexyl-3H-dipyrrolof1,2-a:2°,3’-eJpyrazine
as a tan solid (0.005 g, 55%). LC/MS (Table 2, Method a) R; = 2.78 min; MS m/z: 240 (M+H)*.

Example #12: N-(4-(6H-Imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopropanesulfona-
mide

[0502]

Step A: tert-Butyl 4-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methylcarbamoyl)bicyclo[2.2.2]octan-1-ylcarbamate

[0503]
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[0504] To a solution of 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde (0.49 g, 1.6 mmol, Example #10, Step B) in
MeOH (10 mL) was added hydroxylamine (50% in water, 0.199 mL, 3.25 mmol). The reaction mixture was heated to
about 40 °C. After about 2 h, the reaction mixture was cooled to ambient temperature and concentrated under reduced
pressure. To a solution of the crude oxime in THF (10 mL) and AcOH (0.93 mL, 16 mmol) was added zinc dust (<10
micron, 0.425 g, 6.50 mmol). After about 4 h at ambient temperature, the reaction mixture was diluted with DCM and
saturated aqueous NaHCOj, and filtered through Celite®. The layers were separated and the organic layer was dried
over anhydrous Na,SOy, filtered, treated with HCI (4 N in 1,4-dioxane, 1 mL) and concentrated under reduced pressure.
To a solution of the crude amine in DCM (10 mL) was added 4-(tert-butoxycarbonylamino)bicyclo[2.2.2]octane-1-car-
boxylic acid (0.48 g, 1.8 mmol, Prime Organics), TEA (0.23 mL, 1.6 mmol) and HATU (0.618 g, 1.63 mmol). After about
4 h at ambient temperature, the reaction mixture was diluted with DCM and saturated aqueous NaHCO3 and filtered
through Celite®. The layers were separated and the organic layer was dried over anhydrous Na,SO,, filtered, and
concentrated under reduced pressure. The crude amide was purified by chromatography on silica gel eluting with a
gradient of 20-80% EtOAc in DCM to provide tert-butyl-4-((6-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)methylcarbamoyi)bicy-
clo[2.2.2] octan-1-ylcarbamate as a tan solid (0.205 g, 23%). LC/MS (Table 2, Method a) R; = 2.52 min; MS m/z: 554
(M+H)*.

Step B: tert-Butyl 4-(6-tosyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]octan-1-ylcarbamate

[0505]
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[0506] To a solution of tert-butyl 4-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methylcarbamoyl)-bicyclo[2.2.2]octan-1-yl-
carbamate (0.205 g, 0.370 mmol) in THF (5 mL) was added 2,4-bis(4-phenoxyphenyl)-1,3-dithia-2,4-diphosphetane-
2,4-disulfide (0.215 g, 0.407 mmol, TCl America). After about 15 h at ambient temperature, diacetoxymercury (0.295 g,
0.926 mmol) was added to the reaction mixture. After about 2 h, the reaction mixture was diluted with EtOAc (30 mL)
and filtered through Celite®. The filtrate was concentrated under reduced pressure and the crude mixture was purified
by chromatography on silica gel eluting with a gradient of 20-80% EtOAc in DCM to provide tert-butyl 4-(6-tosyl-6H-
imidazof1,5-aJpyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2. 2. 2Joctan-1-ylcarbamate as a tan solid (0.175 g, 84%). LC/MS (Table
2, Method a) R; = 2.84 min; MS m/z: 536 (M+H)*.

Step C: N-(4-(6-Tosyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopropanesulfon-
amide

[0507]

169



10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

b X
(0] OI 0
N= A
%N | A\ _— XN
N N X p
N \ N N
_o=0 o0
o= O:S;

[0508] To a flask containing tert-butyl 4-(6-tosyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl-
carbamate (0.175 g, 0.327 mmol) was added a solution of HCI (4 N in 1,4-dioxane, 5 mL). After about 2 h at ambient
temperature, the reaction mixture was concentrated under reduced pressure. The crude amine hydrochloride was dis-
solved inDCM (10 mL) and TEA (0.36 mL, 2.6 mmol) was added to the reaction mixture followed by cyclopropanesulfonyl
chloride (0.18 g, 1.3 mmol). After about 2 h at ambient temeprature, DMF (3 mL) was added and the reaction mixture
was concentrated under reduced pressure to remove DCM. After a further about 4 h at ambient temperature, EtOAc
(20 mL) and saturated aqueous NaHCO4 (20 mL) was added to the reaction mixture. The organic layer was separated,
dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The crude reaction mixture was
purified by chromatography on silica gel using 20-80% EtOAc in DCM to provide N-(4-(6-tosyl-6H-imidazo[1,5-a]pyrro-
lo[2,3-e]pyrazin-1-yl)bicyclo[2,2, 2Joctan-1-yl)cyclopropanesulfonamide as a tan solid (0.025 g, 14%). LC/MS (Table 2,
Method a) R; = 2.34 min; MS m/z: 540 (M+H)*.

Step D: N-(4-(6H-Imidazo[1,5-a]lpyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopropanesulfonamide

[0509]

[0510] To a solution of N-(4-(6-tosyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]octan-1-yl)cyclopro-
panesulfonamide (0.025 g, 0.046 mmol) in 1,4-dioxane (3 mL) was added aqueous NaOH (2 N, 0.35 mL, 0.70 mmol).
The reaction mixture was heated to about 90 °C. After about 6 h, the reaction mixture was cooled to ambient temperature
and EtOAc (3 mL) and saturated aqueous NH,CI (1.5 mL) was added. The layers were separated and the organic layer
was washed with water (1.5 mL) followed by brine (1.5 mL), dried over anhydrous Na,SO,, filtered, and concentrated
under reduced pressure to provide N-(4-(6H-imidazo[1,5-ajpyrrolo[2,3-e]pyrazin-1-yl)bicyclo[2.2.2]Joctan-1-yl)cyclopro-
panesulfonamide as a tan solid (0.012 g, 67%). LC/MS (Table 2, Method a) R; = 1.65 min; MS m/z: 386 (M+H)*.

Example #13: 3-((3R,4R)-3-(6 H-Imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-methylpiperidin-1-yl)-3-oxopro-
panenitrile

[0511]
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Step A: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0512]

[0513] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (60% dispersion in mineral oil, 12.8 g, 532 mmol)
in anhydrous DMF (543 mL) at about 0-5 °C. The brown reaction solution was stirred for about 30 min at about 0-5 °C
then a solution of p-toluenesulfonyl chloride (94.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over
about 60 min at about 0-5 °C. The reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to
ambient temperature and stirred for about 18 h at ambient temperature. The reaction mixture was poured slowly into
ice water (6 L), followed by the addition of aqueous NaOH (2.5M, 50.0 mL, 125 mmol). The precipitate was collected by
filtration and stirred with cold water (3 x 200 mL). The solid was collected by filtration and dried to constant weight in a
vacuum oven at about 55 °C to yield 2-bromo-5-tosyl-6H-pyrrolo[2,3-b]pyrazine : (134.6 g, 97%) as a pale beige solid:
LC/MS (Table 2, Method d) R; = 1.58 min; MS m/z: 352/354 (M+H)*.

Step B: (E)-2-Styryl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0514]
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[0515] To a solution of 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (75 g, 213 mmol), PdCl,y(dppf)-CH,Cl, adduct (8.69
g, 10.6 mmol) and (E)-styrylboronic acid (39.4 g, 266 mmol) in THF (600 mL) was added Na,CO3 (27.1 g, 256 mmol)
and water (300 mL). The reaction mixture was degassed with nitrogen for about 45 min. The reaction mixture was heated
to about 65 °C for about 16 h then PdCl, (dppf)-CH,Cl, adduct (3.50 g, 4.29 mmol) was added. After about 18 h, the
reaction was cooled to ambient temperature. The layers were separated and the organic layer was concentrated under
reduced pressure. The residue was triturated in EtOH (300 mL)/ DCM (100 mL) and filtered. The precipitate was triturated
in hot EtOH (400 mL) and filtered, then washed with EtOH (200 mL) and Et,O (400 mL). The filtrates were recombined,
concentrated under reduced pressure, and the resulting residue was triturated in EtOH (300 mL)/DCM (100 mL) and
stirred overnight while allowing the DCM to slowly evaporate. The mixture was filtered and washed with EtOH (100 mL)
and Et,0O (100 mL) to give a second crop. The combined filter cakes were dried under vacuum to provide (E)-2-styryl-
5-tosyl-6H-pyrrolo[2,3-bjpyrazine (72.7 g, 91%) as a tan solid: LC/MS (Table 2, Method a) R; = 2.66 min; MS m/z: 376
(M+H)*,
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Step C: 5-Tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde
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[0517] To asolution of (E)-2-styryl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (72.3 g, 193 mmol) in 1,4-dioxane (1500 mL) and
water (300 mL) was added NalO,4 (165 g, 770 mmol) followed by OsO, (5.00 g, 19.7 mmol). The reaction was stirred
at about 25 °C for about 16 h. The reaction was concentrated under reduced pressure then was partitioned with 10%
aqueous Nay,S,03 (1000 mL) and DCM (1000 mL). The organic layer was washed with water (2 x 500 mL) and the
layers were filtered to remove undissolved precipitate and separated. The organic layer was dried over anhydrous
Na,SOy, filtered through Celite®, and concentrated. The residue was purified by filtration through a pad of silica gel
(1000 g) eluting with 0-5% EtOAc in DCM. The fractions were concentrated and the solid was triturated with heptane.
The mixture was filtered and the filter cake was washed with heptane. This procedure was repeated for the collected
undissolved precipitate. The collected solid was then dissolved in 2% EtOAc in DCM and passed through a pad of silica
gel (100 g) eluting with 2% EtOAc in DCM. The filtrate was concentrated under reduced pressure. The two batches were
combined to give 5-fosyl-6H-pyrrolo[2,3-bjpyrazine-2-carbaldehyde (39.1 g, 67%) as an off-white solid: LC/MS (Table
2, Method a) R; = 2.17 min; MS m/z: 302 (M+H)*.

Step D: (5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methanol

[0518]
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[0519] To a solution of 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carbaldehyde (37.6 g, 125 mmol) in EtOH (500 mL) and
1,4-dioxane (500 mL) was added NaBH, (4.72 g, 125 mmol) in one portion. After about 3 h, aqueous HCI (1N, 400 mL)
was slowly added to the reaction mixture. The mixture was concentrated to one-half the original volume under reduced
pressure and EtOAc (1000 mL) and water (500 mL) were added to the mixture. The layers were separated and the
aqueous layer was extracted with EtOAc (500 mL). The combined organic layers were dried over anhydrous Na,SOy,
filtered, and concentrated under reduced pressure to provide (56-fosyl-5H-pyrrolof2,3-b]pyrazin-2-yl)methanol (35.9 g,
95% vyield) as a tan solid: LC/MS (Table 2, Method a) R; = 1.97 min; MS m/z: 304 (M+H)*.

Step E: 2-(Azidomethyl)-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0520]

[0521] To a solution of (5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methanol (35.8 g, 118 mmol) in DCM (600 mL) was added
SOCI, (21.5 mL, 295 mmol). After about 4 h at ambient temerpature, additional SOCI, (8.60 mL, 118 mmol) was added.
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After about 16 h, the reaction was concentrated under reduced pressure and washed with saturated aqueous NaHCO,
(1000 mL). The organic layer was dried over anhydrous Na,SQO,, filtered, and concentrated under reduced pressure.
The resulting residue was dissolved in DCM (600 mL) and re-subjected to SOCI, (21.51 mL, 295 mmol). After about 16
h at ambient temperature, the reaction was concentrated under reduced pressure followed by the addition of DCM (500
mL)and saturated aqueous NaHCO4 (500 mL). The layers were separated and the organic layer was dried over anhydrous
Na,SO,, filtered, and concentrated under reduced pressure. To the resulting residue was added DMF (500 mL) followed
by NaN; (38.3 g, 589 mmol). After about 16 h, at ambient temperature EtOAc (500 mL) was added and the organic
solution was washed with water:brine (1:1, 2000 mL). The layers were separated and the aqueous layer was further
extracted with EtOAc (500 mL). The combined organic layers were washed with brine (3 x 1000 mL), dried over anhydrous
Na,SQy, filtered, and concentrated underreduced pressure to provide 2-(azidomethyl)-5-tosyl-5H-pyrrolo[2,3-b]pyrazine
(32.65 g, 82% yield) as a tan solid: LC/MS (Table 2, Method a) R; = 2.31 min; MS m/z: 329 (M+H)*.

Step F: (5-Tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methanamine hydrochloride

[0522]

[0523] To a solution of 2-(azidomethyl)-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (32.6 g, 99.0 mmol) in THF (100 mL) and
water (50 mL) was added PhsP (31.3 g, 119 mmol). The reaction mixture was heated to about 45 °C for about 16 h. The
mixture was allowed to cool to ambient temperature followed by removal of THF under reduced pressure. The mixture
was partitioned between EtOAc (500 mL) and brine (250 mL), dried over anhydrous Na,SO,, and filtered. The filtrate
was diluted with EtOAc to 1L total volume. To the rapidly stirring solution was added drop-wise 4N HCI (4N in dioxane,
30.0 mL, 120 mmol) resulting in formation of a tan precipitate. MeOH (10 mL) was added and the mixture was filtered
after about 15 min. The precipitate was triturated with Et,O (1000 mL) for about 10 min, filtered, and washed with Et,0
(500 mL) to provide (5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)methanamine hydrochloride (32.0 g, 90%) as a tan solid:
LC/MS (Table 2, Method a) R; = 1.44 min; MS m/z: 303 (M+H)*.

Step G: 1-(tert-Butoxycarbonyl)-4-methylpiperidine-3-carboxylic acid
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[0525] 4-Methylnicotinic acid hydrochloride (5.00 g, 36.5 mmol, ASDI) and platinum (IV)oxide (0.35 g, 1.54 mmol)
were shaken in AcOH (100 mL) at about 60 psi hydrogen for about 72 h. The reaction mixture was filtered through
Celite® and concentrated under reduced pressure to give 4-methylpiperidine-3-carboxylic acid hydrochloride (7.4 g,
contained residual AcOH) that was carried forward without additional purification. To a solution of the acid (7.40 g, 36.4
mmol) and NaHCO4 (15.3 g, 182 mmol) in MeCN (75 mL) and water (125 mL) was added Boc,O (11.0 mL, 47.3 mmol).
The reaction was stirred at about 25 °C for about 16 h. The reaction mixture was diluted with Et,O (100 mL) and acidified
to pH 1 with 4N aqueous HCI. The layers were separated and the organic solution was washed with brine (2 x 100 mL),
dried over anhydrous Na,SO,, filtered, and concentrated. A white solid formed that was triturated with heptane and
collected by vacuum filtration to give 7-(tert-butoxycarbonyl)-4-methylpiperidine-3-carboxylic acid (5.2 g, 58% over 2
steps): LC/MS (Table 2, Method a) Ry = 2.01 min; MS m/z: 242 (M-HY.
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Step H: tert-Butyl 4-methyl-3-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methylcarbamoyl)piperidine-1-carboxylate

[0526]
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[0527] To a slurry of (5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methanamine hydrochloride (29.6 g, 87.0 mmol, Step F),
1-(tert-butoxycarbonyl)-4-methylpiperidine-3-carboxylic acid (21.2 g, 87.0 mmol, Step G) and HATU (33.2 g, 87.0 mmol)
in DCM (400 mL) was added DIEA (46.0 mL, 263 mmol). After stirring for about 18 h at ambient temperature, the reaction
mixture was washed with aqueous saturated NaHCO3 (400 mL). The organic layer was separated, dried over anhydrous
Na,SOy,, filtered, and concentrated underreduced pressure. The residue was purified by silica gel chromatography (330
g column) eluting with a gradient of 50-100% EtOAc in heptane to give tert-butyl 4-methyi-3-((5-tosyl-6H-pyrrolo[2,3-
bjpyrazin-2-yl)methylcarbamoyl)piperidine-1-carboxylate (44 g, 95 %) as a tan foam: LC/MS (Table 2, Method a) R; =
2.38 min; MS m/z: 528 (M+H)*.

Step I: tert-Butyl 4-methyl-3-(6-tosyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)piperidine-1-carboxylate

[0528]
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[0529] To a solution of tert-butyl 4-methyl-3-((5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)methylcarbamoyl)piperidine-1-car-
boxylate (44 g, 83 mmol) in 1,4-dioxane (500 mL) was added Lawesson’s reagent (20.2 g, 50.0 mmol). The reaction
was heated at about 80 °C for about 1 h. The reaction was allowed to cool to ambient temperature followed by the
addition of diacetoxymercury (26.6 g, 83.0 mmol). After about 1 h, additional diacetoxymercury (13.3 g, 42.0 mmol) was
added. After about 15 min, the reaction was poured into stirred EtOAc (2 L). After about 15 min, the reaction was filtered
through Celite® and the filtrate was concentrated under reduced pressure. The resulting residue was friturated with
EtOAc (500 mL) and filtered. The filtrate was concentrated under reduced pressure and purified by silica gel chroma-
tography (330 g column) eluting with a gradient of 10-50% EtOAc in heptane to provide tert-butyl 4-methyl-3-(6-tosyi-
6H-imidazo[1,5-a]pyrrolo[2,3-e]Jpyrazin-1-yl)piperidine-1-carboxylate (19 g, 44%) as awhite solid: LC/MS (Table 2, Meth-
od a) R; = 2.57 min; MS m/z: 510 (M+H)*.

Step J: tert-Butyl 3-(6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-methylpiperidine-1-carboxylate

[0530]
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[0531] To a solution of tert-butyl 4-methyl-3-(6-tosyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)piperidine-1-carbox-
ylate (19.0 g, 37.3 mmol) in 1,4-dioxane (100 mL) was added aqueous NaOH (1N, 74.6 mL, 74.6 mmol). The reaction
was heated at about 60 °C for about 30 min and allowed to cool to ambient temperature followed by the addition of 10%
aqueous AcOH (250 mL). The mixture was extracted with with EtOAc (2 x 250 mL) and the combined organic layers
were washed with brine (200 mL), dried over anhydrous Na,SO,, and filtered. The filtrate was concentrated under
reduced pressure and purified by silica gel chromatography (330 g) eluting with a gradient of 10 -70% EtOAc in heptane
to provide tert-butyl 3-(6H-imidazo[1,5-ajpyrrolof2,3-ejpyrazin-1-yl)-4-methylpiperidine-1-carboxylate (12.3 g, 93%) as
a white foam: LC/MS (Table 2, Method a) R; = 1.96 min; MS m/z: 356 (M+H)*.

Step K: 1-(4-Methylpiperidin-3-yl)-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine hydrochloride
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[0533] To a solution of ftert-butyl 3-(6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-methylpiperidine-1-carboxylate
(12.2 g, 34.3 mmol) in 1,4-dioxane (100 mL) was added 4N HCI (4N in 1,4-dioxane, 25.7 mL, 103 mmol). The reaction
mixture was heated at about 60 °C for about 2 h. The mixture was allowed to cool to ambient temperature and was
diluted with Et,O (100 mL). The mixture was triturated and filtered, and the precipitate was washed with Et,O (100 mL)
to give 1-(4-methyipiperidin-3-yl)-6H-imidazo[1,5-ajpyrrolof2,3-e]pyrazine hydrochioride (10 g, 98% yield) as a tan solid:
LC/MS (Table 2, Method a) R; = 1.05 min; MS m/z: 256 (M+H)*.

Step L: 3-((3R,4R)-3-(6H-Imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-methylpiperidin-1-yl)-3-oxopropanenitrile

[0534]

HCl
N N

N:é% e N:é%
N N

\ '
o oo

H H

[0535] To a solution of 1-((3)-4-methylpiperidin-3-yl)-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine hydrochloride (10.0 g,
34.3 mmol), DIEA (23.9 mL, 137 mmol) and 2-cyanoacetic acid (4.37 g, 51.4 mmol) in DMF (100 mL) was added EDC

(7.88 g, 41.1 mmol). The reaction mixture was stirred at about 25 °C for about 16 h. Additional EDC (7.88 g, 41.1 mmol)
was added and after about 5 h, the reaction was quenched with water (30 mL) and concentrated under reduced pressure.
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The residue was partitioned between DCM (2 x 500 mL) and brine (500 mL). The combined organic layers were dried
over anhydrous Na,SO, and filtered. The filtrate was concentrated under reduced pressure and purified by silica gel
chromatography (120 g column) eluting with a gradient of 0-10% MeOH in DCM followed by chiral chromatography to
give 3-((3R,4R)-3-(6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazin-1-yl)-4-methylpiperidin-1-yl)-3-oxopropanenitrile [Table 3,
Method 9, R; 14.5 min, or=positive] (2.1 g, 24 %) as an off-white solid: LC/MS (Table 2, Method a) R; = 1.05 min; MS
m/z: 256 (M+H)*.

Example #14: N-((1S,3R,4S)-3-Methyl-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclo-
propanesulfonamide

[0536]

et
N
L

Step A: Sodium 4-(ethoxycarbonyl)-2-(methoxycarbonyl)-3-methylcyclopenta-1,3-dienolate

[0537]
% 4
o NaO.
O.
~ - Cl ——
O

)

[0538] A round bottom flask was charged with THF (1 L) followed by the portion-wise addition of sodium hydride (60%
dispersion in mineral oil, 30.7 g, 0.77 mol). The resulting mixture was cooled to about -10 °C and ethyl 3-oxobutanoate
(97 mL, 0.77 mol) was added drop-wise over about 1 h in order to keep the internal temperature below about 10 °C.
The resulting mixture was stirred at ambient temperature for about 1 h to give a clear yellow solution, and methyl 4-
chloroacetoacetate (44.3 mL, 0.384 mol) was added drop-wise over about 5 min. The resulting mixture was heated to
about 50 °C for about 19 h to give a yellow-orange suspension. The reaction mixture was then concentrated under
reduced pressure and the resulting solid was transferred to a beaker and diluted with water (350 mL). The solid was
collected by vacuum filtration and the filter cake was rinsed with water (150 mL) and dried under vacuum for about 1 h.
The solid was suspended in Et,0 (500 mL), filtered, washed with Et,O (500 mL), and dried under vacuum to give sodium
4-(ethoxycarbonyl)-2-(methoxycarbonyl)-3-methylcyclopenta-1,3-dienolate (77.4 g, 81%) as a beige solid: TH NMR (DM-
S0-dg) 8 3.96 (q, J=7.1 Hz, 2H), 3.33 (s, 3H), 2.72 (d, J=2.2 Hz, 2H), 2.47 (t, J=2.1 Hz, 3H), 1.15 (t, J=7.1 Hz, 3H).

Step B: Ethyl 2-methyl-4-oxocyclopent-2-enecarboxylate

[0539]

NaO.
—
Q

[0540] A round-bottom flask was charged with sodium 4-(ethoxycarbonyl)-2-(methoxycarbonyl)-3-methylcyclopenta-
1,3-dienolate (105 g, 0.420 mol) and diglyme (1 L) to give a yellow suspension. AcOH (100 mL, 1.7 mol) was added to
the resulting mixture and sodium iodide (280 g, 1.2 mol) was added portion-wise over about 5-10 min. The reaction
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mixture was then heated to reflux for about 3 h, cooled to room temperature, and poured over ice water (800 mL). The
resulting material was extracted with Et,O (3 x 500 mL). The combined organic extracts were washed with brine (2 x
500 mL), dried over anhydrous MgSQ,, and filtered. The solvent was removed under reduced pressure to give a brown
liquid that was purified by vacuum distillation (80-85 °C, 0.3 Torr) to give ethyl 2-methyl-4-oxocyclopent-2-enecarboxylate
(40.6 g, 57%) as a yellow oil: 'TH NMR (CDCl3) § 6.06-5.98 (m, 1H), 4.30-4.11 (m, 2H), 3.72-3.65 (m, 1H), 2.77-2.66 (m,
1H), 2.66-2.57 (m, 1H), 2.17 (s, 3H), 1.30 (t, J=7.1 Hz, 3H).

Step C: Ethyl 2-methyl-4-oxocyclopentanecarboxylate

[0542] A round-bottom flask was charged with 10% palladium on carbon (7.6 g, 7.1 mmol). The flask was cooled to
about 0 °C and EtOAc (580 mL) was added under a nitrogen atmosphere. The cooling bath was removed and ethyl 2-
methyl-4-oxocyclopent-2-enecarboxylate (60.0 g, 357 mmol) was added. Hydrogen gas was bubbled through the mixture
for about 5 min and the mixture was then stirred under a hydrogen atmosphere (1 atmosphere) for about 48 h. The
hydrogen source was removed and the mixture was bubbled with nitrogen for about 5 min and was filtered through a
pad of Celite®. The filter cake was rinsed with EtOAc (500 mL). The filtrate was concentrated under reduced pressure
to give ethyl 2-methyl-4-oxocyclopentanecarboxylate (59.9 g, 99%) as a yellow liquid: 'H NMR (CDCls) § 4.23-4.14 (m,
2H), 3.18 (ddd, J=5.6, 6.8, 8.1 Hz, 1H), 2.73-2.65 (m, 1H), 2.60 (ddd, J=1.7, 5.5, 18.7 Hz, 1H), 2.42-2.29 (m, 2H), 2.15
(ddd, J=1.7, 7.9, 18.3 Hz, 1H), 1.29 (t, J=7.1 Hz, 3H), 1.07 (d, J=7.0 Hz, 3H).

[0541]

Step D: Ethyl 4-(dibenzylamino)-2-methylcyclopentanecarboxylate

[0543]

o .
27 Q) — 0~
(O (O Cﬁ
[0544] A round-bottom flask was charged with ethyl 2-methyl-4-oxocyclopentanecarboxylate (10.0 g, 58.8 mmol) and
DCE (180 mL). The solution was cooled to about 0 °C and AcOH (5.7 mL, 100 mmol) and dibenzylamine (11.3 mL, 58.8
mmol) were added drop-wise, resulting in formation of a thick suspension. The reaction mixture was warmed to about
10 °C and sodium triacetoxyborohydride (21.2 g, 100 mmol) was added portion-wise and the reaction mixture was stirred
at room temperature for about 20 h. The reaction mixture was slowly poured into stirred saturated aqueous NaHCO4
(300 mL) for about 20 min. The layers were separated and the aqueous phase was extracted with DCM (3 x 100 mL).
The combined organic extracts were washed with brine (2 x 100 mL), dried over anhydrous Na,SO,, and concentrated
to dryness under reduced pressure. The crude yellow oil was purified via flash column chromatography eluting with a
gradient of 0-30% EtOAc in heptane. The solvent was removed under reduced pressure to give ethyl 4-(dibenzylamino)-
2-methylcyclopentanecarboxylate (15.5 g, 75 %) as colorless oil: TH NMR (pyridine-d5) 6 7.53 (dd, J=0.9, 7.9 Hz, 4H),
7.43-7.35 (m, 4H), 7.33-7.25 (m, 2H), 4.22-4.06 (m, 2H), 3.79 (d, J=14.2 Hz, 2H), 3.70 (d, J=14.2 Hz, 2H), 3.34-3.22
(m, 1H), 2.76 (dd, J=7.9, 16.6 Hz, 1H), 2.25-2.13 (m, 1H), 2.09-1.94 (m, 2H), 1.88-1.79 (m, 1H), 1.52 (dd, J=10.5, 22.5
Hz, 1H), 1.16 (t, J=7.1 Hz, 3H), 0.98 (d, J=7.0 Hz, 3H).

Step E: Ethyl 4-amino-2-methylcyclopentanecarboxylate

[0545]
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[0546] To a vessel containing a slurry of 20% wet Pd(OH),-C (5.00 g, 35.6 mmol) in EtOH (355 mL) was added ethyl
4-(dibenzylamino)-2-methylcyclopentanecarboxylate (50.0 g, 142 mmol). The reaction was shaken for about 60 min at
about 50 °C under about 30 psi of H,. The resulting mixture was filtered through a pad of Celite® and the filtrate was
concentrated under reduced pressure to give ethyl 4-amino-2-methylcyclopentanecarboxylate (23.5 g, 96 %) as a yellow

oil: TH NMR (CDCl,) § 4.24-4.02 (m, 2H), 3.41-3.27 (m, 1H), 2.81 (dd, J=7.6, 15.4 Hz, 1H), 2.36-2.20 (m, 1H), 2.21-2.02
(m, 4H), 1.81-1.69 (m, 1H), 1.33-1.15 (m, 4H), 0.98 (d, J=7.0 Hz, 3H).

Step F: Ethyl 4-(cyclopropanesulfonamido)-2-methylcyclopentanecarboxylate

[0547]

[0548] A solution of ethyl 4-amino-2-methylcyclopentanecarboxylate (15.0 g, 88.0 mmol) in DMF (210 mL) was cooled
to about 0 °C in an ice bath. TEA (30.5 mL, 219 mmol) was added and stirring was continued at about 0 °C for about
15 min and then cyclopropanesulfonyl chloride (12.3 g, 88.0 mmol, Matrix) was added drop-wise. The resulting solution
was stirred at about 0 °C for about 2 h. The ice bath was removed and the reaction mixture continued stirring at ambient
temperature for about 3 h. The reaction was concentrated under reduced pressure and EtOAc (200 mL) and water (100
mL) were added. The layers were separated and the organic layer was washed with saturated aqueous NaHCO4 (60
mL) and brine (60 mL), dried over anhydrous MgSOy, filtered, and concentrated under reduced pressure to give a reddish
brown oil. The crude material was purified by silica gel chromatography eluting with a gradient of 10-30% EtOAc in
heptane to give ethyl 4-(cyclopropanesulfonamido)-2-methylcyclopentanecarboxylate (21.3 g, 88%) as a yellow oil: TH
NMR (CDCl3) 8 5.25 (d, J=9.9 Hz, 1H), 4.23-4.06 (m, 2H), 4.03-3.90 (m, 1H), 2.80 (td, J=3.1, 7.5 Hz, 1H), 2.46-2.30 (m,
2H), 2.29-2.14 (m, 2H), 1.97 (ddd, J=3.2, 4.2, 14.2 Hz, 1H), 1.42 (ddd, J=7.5, 11.5, 13.1 Hz, 1H), 1.29 (t, J=7.1 Hz, 3H),
1.20-1.14 (m, 2H), 1.02 (d, J=6.9 Hz, 3H), 1.00-0.96 (m, 2H).

Step G: 4-(Cyclopropanesulfonamido)-2-methylcyclopentanecarboxylic acid

[0549]
Y O\ /O
{] N
NH_~<j

(O OH

[0550] To a flask containing ethyl 4-(cyclopropanesulfonamido)-2-methylcyclopentanecarboxylate (7.5 g, 27.3 mmol)
was added aqueous NaOH (1N, 150 mL, 150 mmol). After stirring at ambient temperature for about 5 h, the reaction
was acidified to about pH 1 with aqueous 6 N HCI and extracted with DCM (3 x 100 mL). The combined organic layers
were washed with brine, dried over anhydrous MgSQ,, filtered, and concentrated under reduced pressure to give crude
4-(cyclopropanesulfonamido)-2-methyicyclopentanecarboxylic acid containing about 5 mol% DCM (6.6 g, 97%) as a
white solid: TH NMR (DMSO-dg) § 12.09 (s, 1H), 7.11 (d, J=8.1 Hz, 1H), 3.66-3.53 (m, 1H), 2.78-2.68 (m, 1H), 2.50 (tq,
J=5.1, 7.7 Hz, 1H), 2.29-2.17 (m, 1H), 2.17-2.01 (m, 2H), 1.82 (dt, J=9.9, 12.7 Hz, 1H), 1.24 (dt, J=8.9, 12.4 Hz, 1H),
0.98-0.85 (m, 7H).
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Step H: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0551]

[0552] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (60% dispersion in mineral oil, 12.8 g, 532 mmol)
in anhydrous DMF (543 mL) at about 0-5 °C. The brown reaction solution was stirred for about 30 min at about 0-5 °C
then a solution of p-toluenesulfonyl chloride (94.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over
about 60 min at about 0-5 °C. The reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to
ambient temperature and stirred for about 18 h at ambient temperature. The reaction mixture was poured slowly into
ice water (6 L), followed by the addition of aqueous NaOH (2.5M, 50.0 mL, 125 mmol). The precipitate was collected by
filtration and stirred with cold water (3 x 200 mL). The solid was collected by filtration and dried to constant weight in a
vacuum oven at about 55 °C to yield 2-bromo-5-tosyl-6H-pyrrolo[2,3-b]pyrazine (134.6 g, 97%) as a pale beige solid:
LC/MS (Table 2, Method d) R; = 1.58 min; MS m/z: 352/354 (M+H)*.

Step I: tert-Butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-5H-pyr-
rolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate

[0553]

D o YD

[0554] To a flask was added Pdy(dba); (3.90 g, 4.26 mmol), di-tert-butyl-(2’,4’,6’-triisopropylbiphenyl-2-yl)phosphane
(3.6249,8.52 mmol), and anhydrous 1,4-dioxane (453 mL). The catalyst-ligand mixture was degassed viavacuum/nitrogen
purge (3 times) and heated at about 80 °C for about 10 min. Then 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (30.0 g,
85 mmol), tert-butyl hydrazinecarboxylate (16.9 g, 128 mmol), and NaO#-Bu (12.3 g, 128 mmol) were added. After an
additional vacuum/nitrogen purge, the reaction was heated at about 80 °C. After about 50 min, the reaction mixture was
cooled to ambient temperature and filtered through a pad of silica gel topped with Celite® while washing with EtOAc (3
x 150 mL). Water (300 mL) was added to the filtrate and the organic layer was separated. The aqueous layer was
extracted with additional EtOAc (3 x 200 mL). The combined organic extracts were washed with saturated aqueous
NH,4CI, saturated aqueous NaHCO, and brine (400 mL each), dried over anhydrous MgSQ,, filtered, and concentrated
under reduced pressure to give a dark brown oil (45 g). The brown oil was dissolved in DCM (250 mL), silica gel (200
g) was added, and the mixture was concentrated under reduced pressure. The resulting silica mixture was purified using
silica gel chromatography eluting with a gradient of 25-65% EtOAc in heptane to give a mixture of tert-buty! 2-(5-tosyl-
SH-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate [major regioisomer] and fert-butyl 1-(5-tosyl-6H-pyrrolof2,3-
bjpyrazin-2-yl)hydrazinecarboxylate [minor regioisomer] (18.8 g, 50%): LC/MS (Table 2, Method d) R; = 1.47 min; MS
m/z: 404 (M+H)*.

Step J: 2-Hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0555]
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[0556] Toamixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-
5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (18.8 g, 46.6 mmol) in 1,4-dioxane (232 mL) was added HCI (4 M
in 1,4-dioxane, 86 mL, 345 mmol). The reaction was heated at about 60 °C for about 1 h and then cooled to about 15-20
°C. The solid was collected by vacuum filtration, washed with cold 1,4-dioxane (2 x 20 mL), and then stirred with a
solution of saturated aqueous NaHCO, and water (1:1, 150 mL). After about 1 h, the effervescence had subsided and
the solid was collected by vacuum filtration, washed with ice cold water (3 x 20 mL), and dried in a vacuum oven to a
constant weight to afford 2-hydrazinyl-5-tosyl-56H-pyrrolo[2,3-bjpyrazine as a light yellowish brown solid (8.01 g, 50%):
LC/MS (Table 2, Method d) R; = 1.28 min; MS m/z: 304 (M+H)*.

Step K: N-(3-Methyl-4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesul-
fonamide

[0557]

[0558] To a solution of 4-(cyclopropanesulfonamido)-2-methylcyclopentanecarboxylic acid (15.3 g, 61.8 mmol, Step
G) in DCM (300 mL) was added 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (18.3 g, 57.2 mmol, Step J), HATU (22.9
g, 60.1 mmol) and TEA (32.0 mL, 229 mmol). After stirring at ambient temperature for about 1 h, the reaction was diluted
with water (250 mL). The layers were separated and the aqueous layer was extracted with DCM (2 x 200 mL). The
combined organic layers were washed with brine, dried over anhydrous MgSQ,, filtered, and concentrated under reduced
pressure. The crude material was diluted with DCM, forming a thick suspension. Heptane was added to the suspension
which was filtered to give an off-white solid. Silica gel (25 g) was added to the filtrate and the mixture was concentrated
under reduced pressure. The resulting silica mixture was purified using silica gel chromatography eluting with a gradient
of 60-100% EtOAc in heptane. The product-containing fractions were combined and concentrated under reduced pres-
sure. The resulting tan solid was added to the previously collected precipitate and dried on a vacuum pump for about
14 h to give impure N-(3-methyl-4-(2-(5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl)cyclopro-
panesulfonamide (25.2 g) contaminated with about 50 mol% tetramethylurea. To a solution of impure N-(3-methyl-
4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl)cyclopropanesulfonamide (252 g, 47.4
mmol) in 1,4-dioxane (395 mL) was added TEA (26.5 mL, 189 mmol) and thionyl chloride (3.5 mL, 48 mmol). The reaction
was heated at about 80 °C for about 1.5 h, at which point the reaction mixture had solidified. The reaction was cooled
to ambient temperature and the solid was dissolved in DCM (1 L). The organics were washed with water (2 x 500 mL)
and brine (2 x 500 mL), dried over MgSQy, filtered, and concentrated by half under reduced pressure. Silica gel (75 g)
was added and the remainder of the solvent was removed under reduced pressure. The resulting mixture was purified
using silica gel chromatography eluting with a gradient of 0-50% acetone in DCM. The product-containing fractions were
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combined and concentrated under reduced pressure, during which time a thick gel was formed which subsequently
solidified to give N-(3-methyl-4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolof4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesul-
fonamide (18.1 g, 62%) as a light brown solid: LC/MS (Table 2, Method a) R; = 2.16 min; MS m/z: 515 (M+H)*.

Step L: N-((1S,3R,4S)-3-Methyl-4-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopro-
panesulfonamide

[0559]

O\u

[0560] A mixture of N-(3-methyl-4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopro-
panesulfonamide (7.1 g, 13.9 mmol), 1,4-dioxane (139 mL) and aqueous 1 N NaOH (30.0 mL, 30.0 mmol) was heated
atabout 60 °C for about 2 h. The reaction was cooled to ambient temperature, diluted with water (150 mL), and extracted
with EtOAc (3 x 150 mL). The combined organic layers were washed with brine (200 mL), dried over anhydrous Na,SQOy,
filtered, and concentrated under reduced pressure. The crude mixture was triturated with EtOAc (50 mL) and filtered to
give a tan solid, which was purified by chiral preparative HPLC (Table 3, Method 3, R=18 min, or=negative). The product
containing fractions were combined and concentrated to give a pale yellow solid. The solid was dissolved in a 1:1 mixture
of DCM:MeOH (about 100 mL), 10 g of silica gel was added, and the mixture was concentrated. The resulting mixture
was purified by silica gel chromatography using a gradient of 0-100% DCM/MeOH/Et,NH (990:9:1) to DCM/MeOH/Et,NH
(970:27:3). The product-containing fractions were combined and concentrated to give a white solid. The solid was
dissolved in boiling EtOH (150 mL) and sonicated for about 1 h. The solvent was removed under reduced pressure and
the solid was dried in a vacuum oven at about 70 °C for about 72 h. Water (12 mL) and EtOH (3 mL) were added, and
the resulting slurry was refluxed for 2 h. The slurry was cooled to ambient temperature, followed by further cooling at
about 0 °C in an ice bath. The solids were filtered while rinsing with ice-cooled water (about 3 mL) and dried in a vacuum
oventogive N-((1S,3R,4S)-3-methyl-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesul-
fonamide (0.5 g, 10.4%) as a white solid with 0.5% EtOH: LC/MS (Table 2, Method a) R; = 1.61 min; MS m/z: 361 (M+H)*.

Example #15: N-((1S,3R,4S)-3-Ethyl-4-(6H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopro-
panesulfonamide

[0561]
Y
Nk
L

Step A: Sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-1,3-dienolate

[0562]
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[0563] A round bottom flask was charged with THF (1.5 L) followed by the portion-wise addition of sodium hydride
(60% dispersion in mineral oil, 70.0 g, 1.75 mol). Additional THF (500 mL) was added and the resulting mixture was
cooled to about -10 ° and ethyl propionylacetate (250 mL, 1.8 mol) was added drop-wise over about 1 h in order to keep
internal temperature below about 10 °C. The resulting mixture was stirred at ambient temperature for about 0.5 h to give
a clear yellow solution, and methyl 4-chloroacetoacetate (100 mL, 0.88 mol) was added drop-wise over about 5 min.
The resulting mixture was heated to about 50 °C for about 19 h to give a reddish orange suspension. The reaction
mixture was then concentrated under reduced pressure and the resulting liquid was transferred to a beaker and diluted
with water (350 mL). The mixture was stirred and placed in an ice bath for about 2 h. The solid was collected by vacuum
filtration and the filter cake was rinsed with water (150 mL) and dried under vacuum. The solid was suspended in Et,O
(1.5 L), filtered, washed with Et,O (1.5 L), and dried under vacuum. The resulting solid was azeotroped with toluene (1
L) to give a solid that was re-suspended in Et,O (1 L) and collected by vacuum filtration. The filter cake was washed
with Et,O (500 mL) and dried under vacuum to give sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-
1,3-dienolate (204.2 g, 89%) as beige solid: 'H NMR (DMSO-dg) & 3.94 (q, J = 7.1 Hz, 2H), 3.46 (s, 3H), 3.04 (q, J =
7.2 Hz, 2H), 2.66 (s, 2H), 1.13 (t, J=7.1 Hz, 3H), 0.99 (t, J = 7.3 Hz, 3H).

Step B: Ethyl 2-ethyl-4-oxocyclopent-2-enecarboxylate

[0564]

NaO
—
(0]

[0565] A round-bottom flask was charged with sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-
1,3-dienolate (250 g, 0.94 mol) and diglyme (1.1 L) to give a green suspension, followed by AcOH (140 mL, 2.4 mol).
To the resulting mixture was added sodium iodide (490 g, 3.3 mol) portion-wise over about 5-10 min. Upon addition, the
temperature rose from about 16 °C to about 36 °C. The reaction mixture was then heated to reflux for about 3 h, cooled
to room temperature, and poured over a mixture of ice (2 L) and saturated aqueous NaHCO; (4 L). The resulting material
was extracted with Et,O (4 x 1.2 L) and the combined organic layers were dried over anhydrous MgSO, and filtered.
The solvent was removed under reduced pressure to give a brown liquid (250 mL) that was purified by vacuum distillation
(80-92 °C, 0.3 Torr) to give ethyl 2-ethyl-4-oxocyclopent-2-enecarboxylate (95.7 g, 56 %) as a yellow syrup: "H NMR
(CDCl3) 6 6.04 (m, 1H), 4.26-4.15 (m, 2H), 3.76-3.69 (m, 1H), 2.75-2.57 (m, 2H), 2.56-2.44 (m, 2H), 1.32-1.26 (m, 3H),
1.23-1.18 (m, 3H).

Step C: Ethyl 2-ethyl-4-oxocyclopentanecarboxylate

[0567] A round-bottom flask was charged with 10% palladium on carbon (10 g, 9.4 mmol). The flask was cooled to
about 0 °C and EtOAc (400 mL) was added under a nitrogen atmosphere. The cooling bath was removed and ethyl 2-
ethyl-4-oxocyclopent-2-enecarboxylate (47.8 g, 263 mmol) was added. Hydrogen gas was bubbled through the mixture
for about 5 min and the mixture was then stirred under a hydrogen atmosphere for about 48 h. The hydrogen source

[0566]
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was removed, the mixture was bubbled with nitrogen for about 5 min and was filtered through a pad of Celite®. The filter
cake was rinsed with EtOAc (400 mL). The filtrate was concentrated under reduced pressure to give ethyl 2-ethyl-4-
oxocyclopentanecarboxylate (48.0 g, 99%) as a yellow liquid: TH NMR (CDCl3) § 4.23-4.10 (m, 2H), 3.22 (m, 1H),
2.59-2.50 (m, 1H), 2.44-2.28 (m, 3H), 2.26-2.16 (m, 1H), 1.58-1.46 (m, 1H), 1.41-1.30 (m, 1H), 1.30-1.23 (m, 3H),
1.02-0.91 (m, 3H).

Step D: Ethyl 4-(dibenzylamino)-2-ethylcyclopentanecarboxylate

[0568]

o @wgﬂ;ﬁ%
( e

[0569] A round-bottom flask was charged with ethyl 2-ethyl-4-oxocyclopentanecarboxylate (95.9 g, 521 mmol) and
DCE (1.8 L). The solution was cooled to about 0 °C and glacial AcOH (45 mL, 780 mmol) and dibenzylamine (120 mL,
625 mmol) were added drop-wise, resulting in formation of a thick suspension. The reaction mixture was warmed to
about 10 °C by removing the cooling bath and additional DCE (500 mL) was added. Sodium triacetoxyborohydride (166
g, 781 mmol) was added portion-wise and the reaction mixture was stirred at room temperature for about 20 h. The
reaction mixture was slowly poured into stirred saturated aqueous NaHCOg3 (1.5 L), followed by the portion-wise addition
of solid NaHCO3 (175 g, 2083 mmol). The mixture was stirred for about 2 h and the organic layer was separated, dried
over anhydrous Na,SO,, and concentrated to dryness under reduced pressure. The crude yellow oil was purified on
silica gel column chromatography eluting with a gradient of 0-20% EtOAc/heptane. The solvent was removed under
reduced pressure to yield ethyl 4-(dibenzylamino)-2-ethylcyclopentanecarboxylate (136.6 g, 72 %) as a white solid:
LC/MS (Table 2, Method a) R; = 3.26 min; MS m/z: 366 (M+H)*.

Step E: Ethyl 4-amino-2-ethylcyclopentanecarboxylate

.
lo~ 3

[0571] To a vessel containing a slurry of 20% wet Pd(OH),-C (12.9 g, 92.0 mmol) in EtOH (1.0 L) was added ethyl
4-(dibenzylamino)-2-ethylcyclopentanecarboxylate (129 g, 352 mmol). The reaction was shaken for about 90 min at
about 50 °C at about 30 psi of Hy. The resulting mixture was filtered through a nylon membrane and the filtrate was
concentrated under reduced pressure to give ethyl 4-amino-2-ethylcyclopentanecarboxylate (64.5 g, 99 %) as a yellow
syrup: 'TH NMR (CDCl3) § 4.03-3.88 (m, 2H), 3.17 (m, 1H), 2.68 (m, 1H), 2.09-2.02 (m, 2H), 2.02-1.94 (m, 2H), 1.84 (m,
1H), 1.58-1.48 (m, 1H), 1.32-1.18 (m, 1H), 1.09 (m, 3H), 1.03 (m, 2H), 0.78-0.69 (m, 3H).

[0570]

Step F: (1S5,2R,4S)-Ethyl 4-(cyclopropanesulfonamido)-2-ethylcyclopentanecarboxylate

[0572]
Q.0

e Xy
o NH, o 'O"INH
ﬁ
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[0573] A solution of ethyl 4-amino-2-ethylcyclopentanecarboxylate (20.5 g, 111 mmol) in DMF (340 mL) was cooled
to about 0 °C in an ice bath. TEA (38.6 mL, 277 mmol) was added and stirring was continued at about 0 °C for about
15 min and then cyclopropanesulfonyl chloride (15.6 g, 111 mmol, Matrix) was added drop-wise. The resulting solution
was stirred at about 0 °C for about 2 h. The ice bath was removed and the reaction mixture continued stirring at ambient
temperature for about 3 h. The reaction was concentrated under reduced pressure and EtOAc (200 mL) and water (60
mL) were added. The layers were separated and the organic layer was washed with saturated aqueous NaHCO4 (60
mL) and brine (60 mL), dried over anhydrous MgSO, filtered, and concentrated under reduced pressure to give a reddish
brown oil. The crude material was purified by silica gel chromatography eluting with a step-wise gradient of 10% EtOAc
in heptane then 15% EtOAc in heptane followed by 20% EtOAc in heptane to give a yellow oil (27.3 g) that was purified
by chiral preparative HPLC (Table 3, Method 9, R = 9.5 min, or = negative) to give (1S,2R,4S)-ethyl 4-(cyclopropnnesul-
fonamido)-2-ethylcyclopentanecarboxylate (11.1g, 35%): LC/MS (Table 2, Method a) R; =2.25 min; MS m/z: 290 (M+H)*.

Step G: (1S,2R,4S)-4-(Cyclopropanesulfonamido)-2-ethylcyclopentanecarboxylic acid

[0574]
Q0
T, ; 4 ., \I\Sll_q
oy O

[0575] To aflask containing (1S,2R,4S)-ethyl 4-(cyclopropanesulfonamido)-2-ethylcyclopentane-carboxylate (11.1 g,
38.4 mmol) was added 1 N aqueous NaOH (210 mL, 210 mmol). After stirring at ambient temperature for about 8 h, the
reaction was acidified to about pH 1 with 6 N aqueous HCl and extracted with DCM (3 x 150 mL). The combined organic
layers were washed with brine, dried over anhydrous MgSO,, filtered, and concentrated under reduced pressure to give
crude (1S,2R,4S)-4-(cyclopropanesulfonamido)-2-ethylcyclopentanecarboxylic acid containing about 25 mol% DCM
(10.7 g, 99%): LC/MS (Table 2, Method a) R; = 1.71 min; MS m/z: 260 (M-H)".

Step H: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0576]

[0577] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (60% dispersion in mineral oil, 12.8 g, 532 mmol)
in anhydrous DMF (543 mL) at about 0-5 °C. The brown reaction solution was stirred for about 30 min at about 0-5 °C
then a solution of p-toluenesulfonyl chloride (94.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over
about 60 min at about 0-5 °C. The reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to
ambient temperature and stirred for about 18 h. The reaction mixture was poured slowly into ice water (6 L), followed
by the addition of aqgueous NaOH (2.5 M, 50.0 mL, 125 mmol). The precipitate was collected by filtration and stirred with
cold water (3 x 200 mL). The solid was collected by filtration and dried to constant weight in a vacuum oven at about 55
°C to yield 2-bromo-5-tosyl-6H-pyrrolo[2,3-b]pyrazine (134.6 g, 97%) as a pale beige solid: LC/MS (Table 2, Method d)
R; = 1.58 min; MS m/z: 352/354 (M+H)*.

Step I: tert-Butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-5H-pyr-
rolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate

[0578]
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[0579] To aflask was added Pdy(dba); (3.90 g, 4.26 mmol), di-tert-butyl-(2’,4’,6’-triisopropylbiphenyl-2-yl)phosphane
(3.624g, 8.52mmol), and anhydrous 1,4-dioxane (453 mL). The catalyst-ligand mixture was degassed viavacuum/nitrogen
purge (3 times) and heated at about 80 °C for about 10 min. Then 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (30.0 g,
85 mmol), tert-butyl hydrazinecarboxylate (16.9 g, 128 mmol), and NaOt-Bu (12.28 g, 128 mmol) were added. After an
additional vacuum/nitrogen purge, the reaction was heated at about 80 °C. After about 50 min, the reaction mixture was
cooled to ambient temperature and filtered through through a pad of silica gel (6 cm in height x 6 cm in diameter), topped
with Celite® (1 cm in height x 6 cm in diameter), while washing with EtOAc (3 x 150 mL). Water (300 mL) was added to
the filtrate and the organic layer was separated. The aqueous layer was extracted with additional EtOAc (3 x 200 mL).
The combined organic extracts were washed with saturated aqueous NH,ClI, saturated aqueous NaHCOg3, and brine
(400 mL each), dried over anhydrous MgSQ,, filtered, and concentrated under reduced pressure to give a dark brown
oil (45 g). The brown oil was dissolved in DCM (250 mL), silica gel (200 g) was added, and the mixture was concentrated
under reduced pressure. The resulting silica mixture was purified using silica gel chromatography eluting with a gradient
of 25-65% EtOAc in heptane to give a mixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-bjpyrazin-2-yl)hydrazinecarboxylate
[major regioisomer] and tert-butyl 1-(5-tosyl-6H-pyrrolo[2,3-bjpyrazin-2-yl)hydrazinecarboxylate [minor regioisomer]
(18.8 g, 50%): LC/MS (Table 2, Method d) R; = 1.47 min; MS m/z: 404 (M+H)*.

Step J: 2-Hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0580]
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[0581] To a mixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-
5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (18.8 g, 46.6 mmol) in 1,4-dioxane (239 mL) was added HCI (4 M
in 1,4-dioxane, 86 mL, 345 mmol). The reaction was heated at about 60 °C for about 1 h and then cooled to about 15-20
°C. The solid was collected by vacuum filtration, washed with cold 1,4-dioxane (2 x 20 mL), and then stirred with a
solution of saturated NaHCO4 and water (1:1, 150 mL). After about 1 h, the effervescence had subsided and the solid
was collected by vacuum filtration, washed with ice cold water (3 x 20 mL), and dried in a vacuum oven to a constant
weight to afford 2-hydrazinyl-5-tosyl-6H-pyrrolo[2,3-bjpyrazine as a light yellowish brown solid (8.01 g, 50%): LC/MS
(Table 2, Method d) R; = 1.28 min; MS m/z: 304 (M+H)*.

Step K: N-((1S,3R,4S)-3-Ethyl-4-(6-tosyl-6 H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclo-
propanesulfonamide

[0582]
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[0583] To a mixture of (1S,2R,4S)-4-(cyclopropanesulfonamido)-2-ethylcyclopentanecarboxylic acid (8.43 g, 30.1
mmol, Step G) in DCM (160 mL) was added 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (9.20 g, 28.8 mmol, Step J),
HATU (11.5 g, 30.3 mmol) and TEA (16.0 mL, 115 mmol). After stirring at ambient temperature for about 1 h, the reaction
was diluted with water (150 mL). The layers were separated and the aqueous layer was extracted with DCM (2 x 150
mL). The combined organic layers were washed with brine, dried over anhydrous MgSQ,, filtered, and concentrated
under reduced pressure. The crude material was dissolved in DCM and purified by silica gel chromatography eluting
with a gradient of 60-100% EtOAc in heptane. The product-containing fractions were combined, concentrated under
reduced pressure, and dried on a vacuum pump to give N-((1S,3R, 4S)-3-ethyl-4-(2-(5-tosyl-6H-pyrrolo[2,3-bjpyrazin-2-
yl)hydrazinecarbonyl)cyclopentyl)cyclopropanesulfonamide (14.1 g) as a tan foam containing about 50 mol% tetrame-
thylurea and about 35 mol% EtOAc. To a solution ofimpure N-((1S,3R,4 S)-3-ethyl-4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-
2-yl)hydrazinecarbonyl)cyclopentyl)-cyclopropanesulfonamide (14.0 g, 22.9 mmol) in 1,4-dioxane (125 mL) was added
TEA (13 mL, 93 mmol) and thionyl chloride (2.5 mL, 34.3 mmol). The reaction was heated at about 80 °C for about 2.5
h. Then the reaction was cooled to ambient temperature and water and EtOAc (150 mL each) were added. The layers
were separated and the aqueous layer was extracted with additional EtOAc (2 x 100 mL). The combined organic layers
were washed with brine (100 mL), dried over anhydrous Na,SQO,, filtered, concentrated under reduced pressure, and
dried under vacuum. The crude material was purified by silica gel chromatography eluting with a gradient of 60-100%
EtOAc in heptane while monitoring at 330 nm. The product-containing fractions were combined, and concentrated under
reduced pressure to give a light brown solid. The solid was sonicated with EtOAc (60 mL) for about 10 min, left at ambient
temperature for about 5 min, collected by vacuum filtration, while washing with additional EtOAc (20 mL), and dried in
a vacuum oven at about 60 °C to give N-((1S,3R,4S)-3-ethyl-4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-
yl)cyclopentyl)cyclopropanesulfonamide with about 40 mol% EtOAc (8.08 g, 50% over 2 steps): LC/MS (Table 2, Method
a) R; = 2.30 min; MS m/z: 529 (M+H)*.

Step L: N-((1S,3R,4S)-3-Ethyl-4-(6 H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-a]lpyrazin-1-yl)cyclopentyl)cyclopro-
panesulfonamide

[0584]
(@]
O\\é’ O\é')
\ NH J
(" . o™
Nt Nt
N={ [ Na=si
Ny N NN
SN N SNTON
OsS:O H

[0585] A mixture of N-((1S,3R,4S)-3-ethyl-4-(6-tosyl-6 H-pyrrolo[2,3-€e][1,2,4]triazolo[4,3-alpyrazin-1-yl)cy-
clopentyl)cyclopropanesulfonamide (8.00 g, 13.8 mmol), 1,4-dioxane (80 mL) and 1 N aqueous NaOH (30.0 mL, 30.0
mmol) was heated at about 60 °C for about 2 h. Then the reaction was diluted with water (100 mL) and extracted with
EtOAc (3 x 100 mL). The combined organic layers were washed with brine (100 mL), dried over anhydrous Na,SOy,
filtered, and concentrated under reduced pressure. The crude mixture was purified by silica gel chromatography eluting
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with a gradientof 0-100% DCM/MeOH/Et,NH (970:27:3) in DCM followed by DCM/MeOH/Et,NH (950:45:5). The product-
containing fractions were combined, concentrated under reduced pressure, and dried in a vacuum oven at about 70 °C
for about 12 h to give a solid. The solid was triturated with Et,O, filtered while washing with additional Et,O, and dissolved
in hot MeOH. The solution was concentrated under reduced pressure to give a solid. The solid was dissolved in hot
MeOH (200 mL), sonicated while cooling until a suspension formed, concentrated under reduced pressure, and dried
in a vacuum oven at about 50 °C to give an off-white solid. To the solid was added EtOAc (30 mL) to give a suspension
which was heated briefly with a heat gun and then sonicated for about 15 min. After sitting at ambient temperature for
about 15 min, the resulting white solid was collected by vacuum filtration, washing with additional EtOAc (15 mL), and
dried in avacuum oven at about 50 °C. The solid was dissolved in hot EtOH (~200 mL), filtered to remove minor insolubles
(<10 mg), sonicated for about 10 min, while cooling, to give a white suspension, which was concentrated under reduced
pressure. The resulting white solid was dried in a vacuum oven at about 60 °C to give N-((1S,3R,4S)-3-ethyl-4-(6H-
pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentyl)cyclopropanesulfonamide (3.43 g, 67%): LC/MS (Table 2,
Method a) R; = 1.67 min; MS m/z: 375 (M+H)*.

Example #16: (R)-1-(3-(3H-Imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carbonyl)cyclopropanecarbon-
itrile

[0586]
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Step A: tert-Butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate

[0587]

[0588] To a flask was added Pd,(dba); (1.3 g, 1.4 mmol), di-tert-butyl-(2’,4’,6™-triisopropyl-biphenyl-2-yl)-phosphane
(1.21 g, 2.84 mmol), and 1,4-dioxane (75 mL). The catalyst-ligand mixture was degassed via vacuum/nitrogen purge (3
times) and heated at about 80 °C for about 10 min. 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (5.0 g, 14 mmol, Prepa-
ration #7), tert-butyl carbamate (2.5 g, 21 mmol), and NaO¢#Bu (2.05 g, 21.3 mmol) were added. After an additional
vacuum/nitrogen purge, the reaction was heated at about 80 ° C for about 16 h. The reaction was cooled to ambient
temperature and diluted with EtOAc (70 mL). The reaction mixture was filtered and the filtrate was washed with water
(3 x20 mL). The organic layer was dried over anhydrous MgSQ,, filtered, and solvent removed under reduced pressure
to give a reddish-brown solid. The crude material was purified by silica gel chromatography eluting with a gradient of
10-50% EtOAc in heptane to yield tert-butyl 5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate as a yellow amorphous solid
(1.0 g, 18%): LC/MS (Table 2, Method a) R; = 2.63 min; MS m/z: 389 (M+H)*.

Step B: (R)-(9H-Fluoren-9-yl)methyl 3-(2-(fert-butoxycarbonyl(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ami-
no)acetyl)piperidine-1-carboxylate

[0589]
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[0590] NaH (60% dispersion in mineral oil, 0.041 g, 1.0 mmol) was added to anhydrous DMF (5 mL). The suspension
was cooled to about 0°C and a solution of terf-butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate (0.40 g, 1.0 mmol)
in anhydrous DMF (5mL) was added drop-wise. The reaction mixture was allowed to warm to ambient temperature and
(R)-(9H-fluoren-9-yl)methyl 3-(2-bromoacetyl)piperidine-1-carboxylate (0.441g, 1.03 mmol, Preparation#LL.1) was add-
ed. The reaction mixture was stirred for about 30 min before it was partitioned between EtOAc (30 mL) and brine (2 x
100 mL). The organic layer was dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The
residue was purified by silica gel chromatography (12 g column) eluting with a gradient of 10-50% EtOAc in heptane to
give (R)-(9H-fluoren-9-yl)methyl-3-(2-(tert-butoxycarbonyl(5-tosyl-6H-pyrrolo[2,3-b]pyrazin-2-yl)amino)acetyl)piperid-
ine-1-carboxylate as a clear oil (0.21 g, 26%): LC/MS (Table 2, Method a) R; = 3.16 min; MS m/z: 736 (M+H)*.

Y
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Step C: (R)-(9H-Fluoren-9-yl)methyl 3-(3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carbox-
ylate

[0591]
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[0592] A mixture of (R)-(9H-fluoren-9-ylymethyl 3-(2-(fert-butoxycarbonyl(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ami-
no)acetyl)piperidine-1-carboxylate (0.20 g, 0.27 mmol), TFA (1.0 mL, 13 mmol) and TFAA (1.0 mL, 7.1 mmol) was stirred
at about 25 °C for about 16 h. The reaction mixture was partitioned between EtOAc (50 mL) and aqueous saturated
NaHCOg3 (2 x 50 mL). The organic layer was separated, dried over anhydrous Na,SQy, filtered, and concentrated under
reduced pressure to give (R)-(9H-fluoren-9-yl)methyl 3-(3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-
1-carboxylate as a clear oil (0.17 g, 99%): LC/MS (Table 2, Method a) R; = 2.68 min; MS m/z: 618 (M+H)*.

Step D: (R)-1-(3-(3H-Imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carbonyl)cyclopropanecarbonitrile

[0593]
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[0594] To a solution of (R)-(9H-fluoren-9-yl)methyl 3-(3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-
1-carboxylate (0.20 g, 0.32 mmol) in 1,4-dioxane (3 mL) was added aqueous NaOH (2 N, 0.97 mL, 1.9 mmol). The
reaction mixture was heated at about 100 °C for about 3 h before it was allowed to cool to ambient temperature. The
reaction was neutralized with 4N HCI in 1,4-dioxane (0.5 mL) and was concentrated under reduced pressure. To the
residue was added MeCN (25 mL) before it was concentrated under reduced pressure. This procedure was repeated
before the addition of 1-cyanocyclopropanecarboxylic acid (0.072 g, 0.65 mmol), HATU (0.111 g, 0.291 mmol) and DMF
(2 mL) followed by DIEA (0.170 mL, 0.971 mmol). After stirring at room temperature for about 3 h, the reaction was
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partitioned between EtOAc (2 x 50 mL) and aqueous NaHCO, (50 mL). The combined organic layers were dried over
anhydrous Na,SO,, filtered, and concentrated under reduced pressure. The crude reaction was purified by RP-HPLC
(Table 2, Method j). The combined product-containing fractions were concentrated under reduced pressure to remove
MeCN and then lyophilized to give (R)-1-(3-(3H-imidazo[1, 2-aJpyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carbonyl)cyclopro-
panecarbonitrile as a white solid (0.010 g, 9%): LC/MS (Table 2, Method a) R; = 1.67 min; MS m/z: 335 (M+H)*.

Example #17: 5-((1S,3R)-3-(6 H-Pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino)pyrazine-2-car-
bonitrile

[0595]
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Step A: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine
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[0597] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (12.8 g, 532 mmol) in anhydrous DMF (543 mL)
atabout 0-5 °C. The brown reaction solution was stirred for about 30 min atabout 0-5 °C then a solution of p-toluenesulfonyl
chloride (24.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over about 60 min at about 0-5 °C. The
reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to ambient temperature and stirred for
about 18 h at ambient temperature. The reaction mixture was poured slowly into ice water (6 L), followed by the addition
of aqueous 2.5 N NaOH (50.0 mL, 125 mmol). The precipitate was collected by filtration and stirred with cold water (3
x 200 mL). The solid was collected by filtration and dried in air over about 3 days and finally dried to constant weight in
a vacuum oven at about 55 °C to yield 2-bromo-5-tosyl-5H-pyrrolof2,3-bjpyrazine (134.6 g, 97%) as a pale beige solid:
LC/MS (Table 2, Method d) R; = 1.58 min; MS m/z: 352/354 (M+H)*.

Step B: tert-Butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-5H-pyr-
rolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate

[0598]
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[0599] To aflask was added Pdy(dba); (3.90 g, 4.26 mmol), di-tert-butyl-(2’,4’,6’-triisopropylbiphenyl-2-yl)phosphane
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(3.624g, 8.52mmol), and anhydrous 1,4-dioxane (453 mL). The catalyst-ligand mixture was degassed via vacuum/nitrogen
purge (3 times) and heated at about 80 °C for about 10 min. 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (30.0 g, 85 mmol
Preparation#7), tert-butyl hydrazinecarboxylate (16.9 g, 128 mmol), and NaOf-Bu (12.28 g, 128 mmol) were subsequently
added. After an additional vacuum/nitrogen purge, the reaction was heated at about 80 °C. After about 50 min, the
reaction mixture was cooled to ambient temperature and filtered through through a pad of silica gel (6 cm in height x 6
cm in diameter), topped with Celite® (1 cm in height x 6 cm in diameter), while washing with EtOAc (3 x 150 mL). Water
(300 mL) was added to the filtrate and the organic layer was separated. The aqueous layer was extracted with additional
EtOAc (3 x 200 mL). The combined organic extracts were washed with saturated aqueous NH,CI, saturated aqueous
NaHCOg3, and brine (400 mL each), dried over anhydrous MgSQ,, filtered, and concentrated under reduced pressure
to give a dark brown oil (45 g). The brown oil was dissolved in DCM (250 mL), silica gel (200 g) was added, and the
mixture was concentrated under reduced pressure. The resulting silica mixture was purified using silica gel chromatog-
raphy eluting with a gradient of 25-65% EtOAc in heptane to give a mixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-bjpyrazin-
2-yl)hydrazinecarboxylate [major regioisomer] and tert-butyl 1-(6-tosyl-6H-pyrrolof2,3-bjpyrazin-2-yl)hydrazinecarboxy-
late [minor regioisomer] (18.8 g, 50%): LC/MS (Table 2, Method d) R, = 1.47 min; MS m/z: 404 (M+H)*.

Step C: 2-Hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0600]

[0601] To amixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-
5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (18.8 g, 46.6 mmol) in 1,4-dioxane (239 mL) was added HCI (4 M
in 1,4-dioxane, 86 mL, 345 mmol). The reaction was heated at about 60 °C for about 1 h and then cooled to about 15-20
°C. The solid was collected by vacuum filtration, washed with cold 1,4-dioxane (2 x 20 mL), and then stirred with a
solution of saturated aqueous NaHCO5 and water (1:1, 150 mL). After about 1 h, the effervescence had subsided and
the solid was collected by vacuum filtration, washed with ice cold water (3 x 20 mL), and dried in a vacuum oven to
afford 2-hydrazinyl-6-tosyl-6H-pyrrolo[2,3-b]pyrazine as a light yellowish brown solid (8.01 g, 50%): LC/MS (Table 2,
Method d) R; = 1.28 min; MS m/z: 304 (M+H)*.

Step D: tert-Butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentylcarbamate

[0602]
HEHz HN O‘"ﬁ\NH
N e |

[ G R P

o7 4‘3;0

[0603] To mixture of 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (2.50 g, 8.24 mmol) and (1R,3S)-3-(tert-butoxy-
carbonylamino)cyclopentanecarboxylic acid (2.08 g, 9.07 mmol, Peptech) in DCM (30 mL) was added EDC-HCI (1.90
g, 9.89 mmol). After stirring for about 4.5 h at ambient temperature, water (30 mL) was added and the layers were
separated. The aqueous layer was then extracted with EtOAc (15 mL). The combined organic layers were washed with
brine, dried over anhydrous MgSOy,, filtered, and concentrated underreduced pressure. The crude material was dissolved
in DCM (15 mL) and purified by silica gel chromatography eluting with a gradient of 40-100% EtOAc in heptane to give
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tert-butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentylcarbamate (4.20 g, 97%):
LC/MS (Table 2, Method a) R; = 2.27 min; MS m/z: 515 (M+H)*.

Step E: tert-Butyl-(1S,3R)-3-(6-tosyl-6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylcarbamate

[0604]

[0605] To a solution of tert-butyl (1S,3R)-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl)cyclopentyl-
carbamate (9.30 g, 18.1 mmol) in 1,4-dioxane (100 mL) was added TEA (10.0 mL, 72.3 mmol) and SOCI, (2.11 mL,
28.9 mmol). The mixture was heated at about 80 °C for about 1.5 h. The reaction mixture was cooled to ambient
temperature, EtOAc and water were added, and the layers were separated. The aqueous solution was extracted with
EtOAc (2 x 100 mL) and the combined organic layers were washed with saturated aqueous NaHCO3; and brine (100
mL each). The organic extracts were dried over anhydrous Na,SO,, filtered, and concentrated under reduced pressure.
The crude material was purified by silica gel chromatography eluting with a gradient of 25-100% EtOAc in DCM to give
tert-butyl-(1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylcarbamate (7.65 g, 85%):
LC/MS (Table 2, Method a) R; = 2.37 min; MS m/z: 497 (M+H)*.

Step F: (1S,3R)-3-(6-Tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentanamine hydrochloride

[0606]
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[0607] To a solution of tert-butyl (1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylcar-
bamate (8.22 g, 16.6 mmol) in 1,4-dioxane (32 mL) was added HCI (4 N in 1,4-dioxane, 16.6 mL, 66.2 mmol), and the
reaction mixture was heated at about 60 °C for about 1.5 h then stirred at ambient temperature overnight. The reaction
mixture was filtered, while rinsing with Et,O (100 mL). The filter cake was dried under vacuum to give a light brown solid
that was further dried in a vacuum oven at about 50 °C to give (1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-
ajpyrazin-1-yl)cyclopentanamine hydrochloride (7.61 g, 93%) as a beige solid : LC/MS (Table 2, Method d) R; = 1.09
min; MS m/z: 397 (M+H)*.

Step G: 5-((1S,3R)-3-(6-Tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino)pyrazine-2-
carbonitrile

[0608]
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[0609] To a microwave vessel was added (1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cy-
clopentanamine hydrochloride (0.500 g, 1.06 mmol), n-propanol (10 mL), 5-chloropyrazine-2-carbonitrile (0.223 g, 1.60
mmol) and DIEA (0.837 mL, 4.79 mmol). The resulting mixture was heated in a microwave at about 150 °C for about
30 min. DCM (100 mL) was added and a solution was formed. The organic solution was washed with water and brine
(50 mL each), dried over anhydrous MgSQy, filtered, and concentrated under reduced pressure to give a brown solid.
The residue was taken up in DCM (30 mL) and adsorbed onto silica gel (5 g). The material was purified by silica gel
chromatography (80 g cartridge) eluting with neat EtOAc to give 5-((1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazo-
lo[4,3-aJpyrazin-1-yl)cyclopentyl-amino)pyrazine-2-carbonitrile (0.43 g, 80%) as a light yellow solid: LC/MS (Table 2,
Method d) R; = 1.40 min; MS m/z: 500 (M+H)*.

Step H: 5-((1S,3R)-3-(6H-Pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino) pyrazine-2-carboni-
trile

[0610]

IN]Q,O ~

[0611] A mixture of 5-((1S,3R)-3-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino)pyra-
zine-2-carbonitrile (0.426 g, 0.853 mmol) and aqueous NaOH (1 N, 1.71 mL, 1.71 mmol) in 1,4-dioxane (4.4 mL) was
heated at about 60 °C for about 80 min. The mixture was cooled to ambient temperature and diluted with water (40 mL).
A solid precipitated and was collected by vacuum filtration and washed with water to give an off-white solid. The material
was dissolved in hot EtOH and allowed to cool to ambient temperature. The precipitate was collected by filtration and
dried under vacuum to give an off-white solid that was dried in a vacuum oven at about 70 °C to give an off-white solid
(0.199 g). The material was taken up in EtOAc (10 mL) and heated at about 70 °C for about 1.5 h. The solid was collected
by vacuum filtration, while rinsing with EtOAc. This material was dried under vacuum to give 5-((1S, 3R)-3-(6H-pyrrolo[2, 3-
ej[1,2,4]triazolof4,3-a]pyrazin-1-yl)cyclopentylamino)pyrazine-2-carbonitrile (0.19 g, 64%) as an off-white solid: LC/MS
(Table 2, Method a) R; = 1.55 min; MS m/z: 346 (M+H)*.

Example #18: 5-((1S,3R,4S)-3-Ethyl-4-(6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylami-
no)pyrazine-2-carbonitrile and 5-((1R,3S,4R)-3-ethyl-4-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cy-

clopentylamino)pyrazine-2-carbonitrile

[0612]
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Step A: Sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-1,3-dienolate

[0613]
o. [/
O
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[0614] A round bottom flask was charged with THF (1.5 L) followed by the portion-wise addition of sodium hydride
(60% dispersion in mineral oil, 70.0 g, 1.75 mol). Additional THF (500 mL) was added. The resulting mixture was cooled
to about -10 ° and ethyl propionylacetate (250 mL, 1.8 mol) was added drop-wise over about 1 h in order to keep internal
temperature below about 10 °C. The resulting mixture was stirred at ambient temperature for about 0.5 h to give a clear
yellow solution, and methyl 4-chloroacetoacetate (100 mL, 0.88 mol) was added drop-wise over about 5 min. Theresulting
mixture was heated to about 50 °C for about 19 h to give a reddish orange suspension. The reaction mixture was then
concentrated under reduced pressure and the resulting liquid was diluted with water (350 mL). The mixture was stirred
and placed in an ice bath for about 2 h. The solid was collected by vacuum filtration and the filter cake was rinsed with
water (150 mL) and dried under vacuum. The solid was suspended in Et,O (1.5 L), filtered, washed with Et,O (1.5 L),
and dried under vacuum. The resulting solid was azeotroped with toluene (1 L) to give a solid that was re-suspended
in Et,0 (1 L) and collected by vacuum filtration. The filter cake was washed with Et,O (500 mL) and dried under vacuum
to give sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-1,3-dienolate (204.2 g, 89%) as beige solid:
TH NMR (DMSO-dg) § 3.94 (q, J = 7.1 Hz, 2H), 3.46 (s, 3H), 3.04 (q, J = 7.2 Hz, 2H), 2.66 (s, 2H), 1.13 (t, J = 7.1 Hz,
3H), 0.99 (t, J = 7.3 Hz, 3H).

Step B: Ethyl 2-ethyl-4-oxocyclopent-2-enecarboxylate

[0615]

o}
NaO.
—_—
(0]

[0616] A round-bottom flask was charged with sodium 4-(ethoxycarbonyl)-3-ethyl-2-(methoxycarbonyl)cyclopenta-
1,3-dienolate (250 g, 0.94 mol) and diglyme (1.1 L) to give a green suspension, followed by AcOH (140 mL, 2.4 mol).
To the resulting mixture was added sodium iodide (490 g, 3.3 mol) portion-wise over about 5-10 min. Upon addition, the
temperature rose from about 16 °C to about 36 °C. The reaction mixture was then heated to reflux for about 3 h, cooled
to room temperature, and poured over a mixture of ice (2 L) and saturated aqueous NaHCO3 (4 L). The resulting material
was extracted with Et,O (4 x 1.2 L) and the combined organic layers were dried over anhydrous MgSO, and filtered.
The solvent was removed under reduced pressure to give a brown liquid (250 mL) that was purified by vacuum distillation
(80-92 °C, 0.3 Torr) to give ethyl 2-ethyl-4-oxocyclopent-2-enecarboxylate (95.7 g, 56 %) as a yellow syrup: "H NMR
(CDCl3) 6 6.04 (m, 1H), 4.26-4.15 (m, 2H), 3.76-3.69 (m, 1H), 2.75-2.57 (m, 2H), 2.56-2.44 (m, 2H), 1.32-1.26 (m, 3H),
1.23-1.18 (m, 3H).
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Step C: Ethyl 2-ethyl-4-oxocyclopentanecarboxylate

[0617]

O, O,

- %

° ) ° )

[0618] A round-bottom flask was charged with 10% palladium on carbon (10 g, 9.4 mmol). The flask was cooled to
about 0 °C and EtOAc (400 mL) was added under a nitrogen atmosphere. The cooling bath was removed and ethyl 2-
ethyl-4-oxocyclopent-2-enecarboxylate (47.8 g, 263 mmol) was added. Hydrogen gas was bubbled through the mixture
for about 5 min and the mixture was then stirred under a hydrogen atmosphere for about 48 h at ambient temperature.
The hydrogen source was removed, the mixture was bubbled with nitrogen for about 5 min and was filtered through a
pad of Celite®. The filter cake was rinsed with EtOAc (400 mL). The filtrate was concentrated under reduced pressure
to give ethyl 2-ethyl-4-oxocyclopentanecarboxylate (about 9:1 mixture cis:frans) (48.0 g, 99%) as a yellow liquid: TH
NMR (CDCl3) 8 4.23-4.10 (m, 2H), 3.22 (m, 1H), 2.59-2.50 (m, 1H), 2.44-2.28 (m, 3H), 2.26-2.16 (m, 1H), 1.58-1.46 (m,
1H), 1.41-1.30 (m, 1H), 1.30-1.23 (m, 3H), 1.02-0.91 (m, 3H).

Step D: Ethyl 4-(dibenzylamino)-2-ethylcyclopentanecarboxylate

[0619]

o @w@ﬂ@g
( ¢ Cﬁ

[0620] A round-bottom flask was charged with ethyl 2-ethyl-4-oxocyclopentanecarboxylate (95.9 g, 521 mmol) and
DCE (1.8 L). The solution was cooled to about 0 °C and AcOH (45 mL, 780 mmol) and dibenzylamine (120 mL, 625
mmol) were added drop-wise, resulting in the formation of a thick suspension. The reaction mixture was warmed to
about 10 °C by removing the cooling bath and additional DCE (500 mL) was added. Sodium triacetoxyborohydride (166
g, 781 mmol) was added portion-wise and the reaction mixture was stirred at room temperature for about 20 h. The
reaction mixture was slowly poured into saturated aqueous NaHCO; (1.5 L) with stirring followed by the portion-wise
addition of solid NaHCO3 (175 g, 2083 mmol). The mixture was stirred for about 2 h and the organic layer was separated,
dried over anhydrous Na,SO,, and concentrated to dryness under reduced pressure. The crude yellow oil was purified
by flash column chromatography using EtOAc/heptane as eluant (0-20% EtOAc) to yield ethy! 4-(dibenzylamino)-2-
ethylcyclopentanecarboxylate (136.6 g, 72 %) as a white solid: LC/MS (Table 2, Method a) R; = 3.26 min; MS m/z: 366
(M+H)*.

Step E: Ethyl 4-amino-2-ethylcyclopentanecarboxylate

[0621]

N —_— NH,
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[0622] To a vessel containing a slurry of 20% wet Pd(OH),-C (12.9 g, 92.0 mmol) in EtOH (1.0 L) was added ethyl
4-(dibenzylamino)-2-ethylcyclopentanecarboxylate (129 g, 352 mmol). The reaction was shaken for about 90 min at

about 50 °C under about 30 psi of H,. The resulting mixture was filtered through a pad of Celite® and the filtrate was
concentrated under reduced pressure to give ethyl 4-amino-2-ethylcyclopentanecarboxylate (64.5 g, 99 %) as a yellow
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syrup: TH NMR (CDCl,) 8 4.03-3.88 (m, 2H), 3.17 (m, 1H), 2.68 (m, 1H), 2.09-2.02 (m, 2H), 2.02-1.94 (m, 2H), 1.84 (m,
1H), 1.58-1.48 (m, 1H), 1.32-1.18 (m, 1H), 1.09 (m, 3H), 1.03 (m, 2H), 0.78-0.69 (m, 3H).

Step F: (Ethyl 4-(tert-butoxycarbonylamino)-2-ethylcyclopentanecarboxylate

[0623]

o -

(

[0624] A 250 mL round-bottomed flask was charged with ethyl 4-amino-2-ethylcyclopentanecarboxylate (1.96 g, 10.6
mmol) and DCM (100 mL) to give a colorless solution. The solution was cooled to about 10 °C and TEA (3.70 mL, 26.5
mmol) and di-fert-butyl dicarbonate (2.77 g, 12.7 mmol) were added. The resulting solution was stirred at about 0 °C for
about 1 h, then the mixture was slowly warmed to room temperature and stirred for about 16 h. Brine (10 mL) was added
and the layers were partitioned. The organic layer was dried over anhydrous MgSQ,, filtered, and the solvent was
removed under reduced pressure to give (ethyl 4-(tert-butoxycarbonylamino)-2-ethylcyclopentanecarboxylate (3.3 g,
90% purity by NMR, 98%) as a cloudy oil: TH NMR (CDCly) § 5.22-5.19 (m, 1 H), 4.18-4.07 (m, 3 H), 2.86-2.81 (m, 1
H), 2.33-2.26 (m, 1 H), 2.24-2.16 (m, 1 H), 2.03-1.94 (m, 1 H), 1.76-1.71 (m, 1 H), 1.48-1.41 (m, 1 H), 1.43 (s, 9 H), 1.27
(t, 3H), 1.27-1.21 (m, 2 H), 0.92 (t, 3 H).

Step G: 4-(tert-Butoxycarbonylamino)-2-ethylcyclopentanecarboxylic acid

[0625]

O o Y-

O
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[0626] A 250 mL round-bottomed flask was charged with ethyl 4-(tert-butoxycarbonylamino)-2-ethylcyclopentanecar-
boxylate (3.00 g, 10.5 mmol) in THF (96 mL) to give a colorless solution. An aqueous solution of NaOH (1 N, 16.0 mL,
16.0 mmol) was added and the reaction mixture was stirred for about 24 h at ambient temperature. Additional aqueous
NaOH (1 N, 5.00 mL, 5.00 mmol) was added and stirring was continued for about 48 h at room temperature. The reaction
mixture was heated to about 50 °C for about 24 h. The solvent was removed under reduced pressure. AcOH was added
until pH 5 was reached. EtOAc (50 mL) was added and the layers were partitioned. The aqueous layer was further
extracted with EtOAc (2 x 30 mL). The combined organic extracts were dried over anhydrous MgSQ,, filtered, and
concentrated under reduced pressure to give a yellow oil. The oil was further dried under high vacuum, resulting in
formation of a solid that was dissolved in DCM and concentrated to dryness, re-suspended in DCM and re-concentrated
to dryness. The residue was then suspended in Et,O and concentrated to dryness and further dried under vacuum for
about 3 h to give 4-(tert-butoxycarbonylamino)-2-ethylcyclopentanecarboxylic acid (2.36 g, 87%): LC/MS (Table 2, Meth-
od a) R; = 2.09 min; MS m/z: 256 (M-H).

Step H: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0627]
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[0628] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (12.8 g, 532 mmol) in anhydrous DMF (543 mL)
atabout 0-5 °C. The brown reaction solution was stirred for about 30 min at about 0-5 °C then a solution of p-toluenesulfonyl
chloride (24.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over about 60 min at about 0-5 °C. The
reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to ambient temperature and stirred for
about 18 h at ambient temperature. The reaction mixture was poured slowly into ice water (6 L), followed by the addition
of aqueous 2.5 N NaOH (50.0 mL, 125 mmol). The precipitate was collected by filtration and stirred with cold water (3
x 200 mL). The solid was collected by filtration and dried to constant weight in a vacuum oven at about 55 °C to yield
2-bromo-5-tosyl-5H-pyrrolof2,3-b]pyrazine (134.6 g, 97%) as a pale beige solid: LC/MS (Table 2, Method d) R; = 1.58
min; MS m/z: 352/354 (M+H)*.

Step I: tert-Butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-5H-pyr-
rolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate

[0629]
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[0630] To a flask was added Pdy(dba); (3.90 g, 4.26 mmol), di-tert-butyl-(2’,4’,6’-triisopropylbiphenyl-2-yl)phosphane
(3.624g, 8.52mmol), and anhydrous 1,4-dioxane (453 mL). The catalyst-ligand mixture was degassed viavacuum/nitrogen
purge (3 times) and heated at about 80 °C for about 10 min. 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (30.0 g, 85
mmol), tert-butyl hydrazinecarboxylate (16.9 g, 128 mmol), and NaO#-Bu (12.28 g, 128 mmol) were subsequently added.
After an additional vacuum/nitrogen purge, the reaction was heated at about 80 °C. After about 50 min, the reaction
mixture was cooled to ambient temperature and filtered through through a pad of silica gel (6 cm in height x 6 cm in
diameter), topped with Celite® (1 cm in height x 6 cm in diameter), while washing with EtOAc (3 x 150 mL). Water (300
mL) was added to the filtrate and the organic layer was separated. The aqueous layer was extracted with additional
EtOAc (3 x 200 mL). The combined organic extracts were washed with saturated aqueous NH,ClI, saturated aqueous
NaHCOg3, and brine (400 mL each), dried over anhydrous MgSQy, filtered, and concentrated under reduced pressure
to give a dark brown oil (45 g). The brown oil was dissolved in DCM (250 mL), silica gel (200 g) was added, and the
mixture was concentrated under reduced pressure. The resulting silica mixture was purified using silica gel chromatog-
raphy eluting with a gradient of 25-65% EtOAc in heptane to give a mixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-
2-yl)hydrazinecarboxylate [major regiocisomer] and tert-butyl 1-(5-tosyl-5Hpyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxy-
late [minor regioisomer] (18.8 g, 50%): LC/MS (Table 2, Method d) R; = 1.47 min; MS m/z: 404 (M+H)*.

Step J: 2-Hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0631]
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[0632] Toamixture of tert-butyl 2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate and tert-butyl 1-(5-tosyl-
5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (18.8 g, 46.6 mmol) in 1,4-dioxane (232 mL) was added HCI (4 M
in 1,4-dioxane, 86 mL, 345 mmol). The reaction was heated at about 60 °C for about 1 h and then cooled to about 15-20
°C. The solid was collected by vacuum filtration, washed with cold 1,4-dioxane (2 x 20 mL), and then stirred with a
solution of saturated NaHCO3 and water (1:1, 150 mL). After about 1 h, the effervescence had subsided and the solid
was collected by vacuum filtration, washed with ice cold water (3 x 20 mL), and dried in a vacuum oven to a constant
weight to afford 2-hydrazinyl-5-tosyl-6H-pyrrolo[2,3-b]pyrazine as a light yellowish brown solid (8.01 g, 50%): LC/MS
(Table 2, Method d) R; = 1.28 min; MS m/z: 304 (M+H)*.

Step K: tert-Butyl-3-ethyl-4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarbonyl) cyclopentylcarbamate

[0633]
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[0634] Around-bottomed flask was charged with 2-hydrazinyl-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (2.0 g, 6.6 mmol, Step
J) and DCM (40 mL) to give a brown suspension. 4-(fert-Butoxycarbonylamino)-2-ethylcyclopentanecarboxylic acid (2.0
g, 7.8 mmol, Step G), HATU (2.51 g, 6.59 mmol), and TEA (4.59 mL, 33.0 mmol) were added to the suspension and
the resulting mixture was stirred at ambient temperature for about 24 h with dissolution occurring after about 2 h. Water
(20 mL) was added and the layers were partitioned. The organic layer was washed with additional water (2 x 15 mL),
brine (2 x 25 mL), dried over anhydrous MgSQ,, filtered, and solvent was removed under reduced pressure to give a
brown residue. The crude material was purified by silica gel chromatography eluting with a gradient of 0-10% MeOH/DCM.
The recovered impure material was re-purified by silica gel chromatography eluting with a gradient of 0-10% MeOH/DCM.
The product-containing fractions from the two columns were combined and concentrated to give tert-butyl-3-ethyl-4-(2-(5-
tosyl-6H-pyrrolo[2,3-bJpyrazin-2-yl)hydrazinecarbonyl)cyclopentylcarbamate (2.45, 69%) as a brown solid: LC/MS (Ta-
ble 2, Method d) R; = 1.47 min; MS m/z: 543 (M+H)*.

Step L: tert-Butyl-3-ethyl-4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl) cyclopentylcarbamate

[0635]
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[0636] A round-bottomed flask was charged with tert-butyl-3-ethyl-4-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydra-
zinecarbonyl)cyclopentylcarbamate (2.45 g, 4.55 mmol) and 1,4-dioxane (24 mL) to give a brown solution. TEA (2.54
mL, 18.2 mmol) was added followed by the addition of SOCI, (0.50 mL, 6.8 mmol). The reaction mixture was heated at
about 80 °C for about 5 h. The mixture was cooled to ambient temperature and EtOAc (100 mL) and water (30 mL) were
added. The layers were partitioned and the organic layer was washed with water (2 x 30 mL) and brine (2 x 30 mL),
dried over anhydrous MgSQy,, filtered, and the solvent was removed under reduced pressure to give a brown residue.
The crude material was purified by silica gel chromatography eluting with a gradient of 0-10% MeOH/DCM. The product-
containing fractions were combined and concentrated to give tert-butyl (1S,3R,4S)-3-ethyl-4-(6-tosyl-6H-pyrrolo[2,3-
ej[1,2,4]triazolo[4, 3-a]pyrazin-1-yl)cyclopentylcarbamate (1.7 g, 71%): LC/MS (Table 2, Method a) R; = 2.50 min; MS
m/z: 525 (M+H)*.

Step M: 3-Ethyl-4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclo pentanamine

[0637]

[0638] A round-bottomed flask was charged with tfert-butyl-3-ethyl-4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)cyclopentylcarbamate (1.7 g, 3.2 mmol) and 1,4-dioxane (20 mL) to give a brown solution. HCI (4 N in
1,4-dioxane, 4.05 mL, 16.2 mmol) was added and the mixture was stirred at about 40 °C for about 3 h. The solvent was
removed under reduced pressure. EtOAc (50 mL) and saturated aqueous NaHCO; (20 mL) were added. The resulting
solid was collected by vacuum filtration and dried on the lyophilizer to give a grey solid (0.93 g). The layers of the filtrate
were partitioned and the aqueous layer was extracted with EtOAc (3 x40 mL). The organic layer was dried over anhydrous
MgSQ,, filtered, and the solvent was removed under reduced pressure to give a brown residue (0.52 g). The material
obtained was combined to give 3-ethyl-4-(6-tosyl-6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentanamine
(1.45 g, 80% UV purity, 84%): LC/MS (Table 2, Method a) R; = 1.76 min; MS m/z: 425 (M+H)*.

Step N: 5-((1S,3R,4S)-3-Ethyl-4-(6 H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclo pentylamino)pyrazine-
2-carbonitrile and 5-((1R,3S,4R)-3-ethyl-4-(6 H-pyrrolo[2,3-€][1,2,4] triazolo[4,3-a]pyrazin-1-yl)cyclopentylami-

no)pyrazine-2-carbonitrile

[0639]
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[0640] A 5 mL microwave reaction vial was charged with 3-ethyl-4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-
a]pyrazin-1-yl)cyclopentanamine (0.30 g, 0.71 mmol) in EtOH (2.0 mL) to give a brown suspension. 5-Chloropyrazine-
2-carbonitrile (0.118 g, 0.848 mmol, Ark Phann) and DIEA (0.49 mL, 2.8 mmol) were added. The resulting suspension
was heated in a microwave at about 150 °C for about 1 h. The solvent was removed under reduced pressure and EtOAc
(50 mL) and water (20 mL) were added. The layers were partitioned and the organic layer was washed with brine (20
mL), dried over anhydrous MgSO,, filtered, and the solvent was removed under reduced pressure to give crude.5-(-3-
ethyl-4-(6-tosyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylamino)pyrazine-2-carbonitrile  (0.24 g,
40% UV purity, 0.18 mmol) that was dissolved in 1,4-dioxane (10 ml) to give a brown solution. Saturated aqueous
Na,CO3 (10 mL, 27 mmol) was added and the reaction mixture was stirred for about 96 h at about 50 °C. The reaction
mixture was cooled to ambient temperature and EtOAc (50 mL) was added to the reaction mixture. The layers were
separated and the organic layer was washed with water (25 mL) and brine (25 mL), dried over anhydrous MgSQOy,,
filtered, and concentrated under reduced pressure. The crude material was purified by RP-HPLC (Table 2, Method m)
to give a 1:1 mixture of 5-((1S,3R,4S)-3-ethyl-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cyclopentylami-
no)pyrazine-2-carbonitrile and 5-((1R,3S,4R)-3-ethyl-4-(6H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazin-1-yl)cy-
clopentylamino)pyrazine-2-carbonitrile (0.0025 g, 1.5%): LC/MS (Table 2, Method a) R; = 1.81 min; MS m/z: 374 (M+H)*.

Example #19: 3-((3R,4R)-3-(3H-Imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)-4-methylpiperidin-1-yl)-3-oxopro-
panenitrile

[0641]
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Step A: 1-(Benzyloxycarbonyl)-4-methylpiperidine-3-carboxylic acid
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[0642]

[0643] 4-Methylnicotinic acid hydrochloride (5.00 g, 36.5 mmol, ASDI) and platinum (IV)oxide (0.35 g, 1.54 mmol)
were shaken in AcOH (100 mL) under about 60 psi hydrogen for about 72 h at room temperature. The reaction mixture
was filtered through Celite® and concentrated under reduced pressure to give 4-methylpiperidine-3-carboxylic acid
hydrochloride (7.4 g, contained residual AcOH) that was carried forward without additional purification. To a portion of
the acid (1.0 g, 4.92 mmol) in 1,4-dioxane (10 mL) was added HCI (4 N in 1,4-dioxane, 4.0 mL, 16 mmol). The mixture
was stirred for about 10 min before adding Et,O (10 mL). The precipitate was collected by vacuum filtration was washed
with Et;O (5 mL) to give a solid (0.27 g). To the filtrate was added HCI (4 N in 1,4-dioxane, 4.0 mL, 16 mmol) and the
mixture was concentrated under reduced pressure to constant weight, while adding DCM (20 mL) to the resulting residue
to give a thick yellow oil (0.56 g). The two portions were combined to give 4-methylpiperidine-3-Carboxylic acid hydro-
chloride (0.83 g, 93%). To the acid (0.83 g, 4.6 mmol) was added N-(benzyloxycarbonyloxy)succinimide (1.27 g, 5.08
mmol), Na,COj3 (1.71 g, 16.2 mmol), and water:1,4-dioxane (1:1, 20 mL). The mixture was stirred at room temperature
for about 16 h and the organic solvent was removed under reduced pressure. The aqueous phase was neutralized by the
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addition of 1N HCI. The solution was extracted with EtOAc (2 x 25 mL) and the combined organic extracts were washed
with brine and dried over anhydrous MgSQO,. The solution was filtered and concentrated under reduced pressure to give
1-(benzyloxycarbonyl)-4-methylpiperidine-3-carboxylic acid (1.28 g, 100%): LC/MS (Table 2, Method a) R; = 1.97 min;
MS m/z: 278 (M+H)*.

Step B: Benzyl 3-(2-bromoacetyl)-4-methylpiperidine-1-carboxylate

[0644]

5oV < NG oW <
(0] O O O

[0645] To a solution of 1-(benzyloxycarbonyl)-4-methylpiperidine-3-carboxylic acid (1.28 g, 4.62 mmol) in DCM (40
mL) was added oxalyl chloride (0.930 mL, 10.6 mmol) followed by the drop-wise addition of DMF (0.072 mL, 0.92 mmol).
The reaction mixture was stirred at room temperature overnight. The reaction mixture was concentrated to yield crude
benzyl 3-(chlorocarbonyl)-4-methylpiperidine-1-carboxylate (1.4 g, 4.7 mmol) which was dissolved in a mixture of Et,O
and MeCN (1:1, 16 mL) and added to a solution of trimethylsilyldiazomethane (2 M in Et,O, 9.47 mL, 18.5 mmol) in Et,O
and MeCN (1:1, 16 mL) that was cooled to about 0 °C. The resulting mixture was stirred at about 0 °C for about 4 h and
quenched by a drop-wise addition of 48% aqueous HBr. The organic solvents were removed and the residue was purified
by silica gel chromatography eluting with a gradient of 10-40% EtOAc in heptane. The product-containing fractions were
concentrated under reduced pressure to give benzyl 3-(2-bromoacetyl)-4-methylpiperidine-1-carboxylate (0.78 g, 47%):
LC/MS (Table 2, Method a) R; = 2.50 min; MS m/z: 356 (M+H)*.

Step C: 2-Bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine

[0646]

[0647] A solution of 2-bromo-5H-pyrrolo[2,3-b]pyrazine (78.0 g, 394 mmol, Ark Phann) in anhydrous DMF (272 mL)
was added drop-wise over about 60 min to a stirred suspension of NaH (60% dispersion in mineral oil, 12.8 g, 532 mmol)
in anhydrous DMF (543 mL) at about 0-5 °C. The brown reaction solution was stirred for about 30 min at about 0-5 °C
then a solution of p-toluenesulfonyl chloride (94.0 g, 492 mmol) in anhydrous DMF (272 mL) was added drop-wise over
about 60 min at about 0-5 °C. The reaction mixture was stirred at about 0-5 °C for about 1 h then allowed to warm to
ambient temperature and stirred for about 18 h at ambient temperature. The reaction mixture was poured slowly into
ice water (6 L), followed by the addition of aqueous 2.5 N NaOH (50.0 mL, 125 mmol). The precipitate was collected by
filtration and stirred with cold water (3 x 200 mL). The solid was collected by filtration and dried to constant weight in a
vacuum oven at about 55 °C to yield 2-bromo-5-tosyl-6H-pyrrolof2,3-bjpyrazine : (134.6 g, 97%) as a pale beige solid:
LC/MS (Table 2, Method d) R; = 1.58 min; MS m/z: 352/354 (M+H)*.

Step D: Methyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carboxylate

[0648]
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[0649] To a solution of 2-bromo-5-tosyl-5H-pyrrolo[2,3-b]pyrazine (5.00 g, 14.2 mmol) in DMF (64 mL) were added
dichlorobis(triphenylphosphine)palladium (0.60 g, 0.86 mmol), TEA (5.9 mL, 43 mmol), and MeOH (17 mL, 420 mmol).
The reaction flask was fitted with a balloon filled with carbon monoxide. The flask was evacuated and back-filled with
carbon monoxide twice and the mixture was heated at about 65 °C for about 3 h. Additional dichlorobis(triphenylphos-
phine) palladium (0.60 g, 0.86 mmol) was added and the flask was re-evacuated and back-filled with carbon monoxide
twice. The reaction mixture was heated at about 95 °C for about 16 h under an atmosphere of carbon monoxide. The
mixture was cooled to room temperature and poured into ice water (350 mL). The resulting suspension was stirred for
about 10 min and filtered. The filter cake was washed with water and the solid was lyophilized for about 48 h to give
methyl 5-tosyl-6H-pyrrolo[2,3-b]pyrazine-2-carboxylate (5.0 g, 90 % UV purity, 95 %) as a light brown solid: LC/MS
(Table 2, Method a) Ry =2.21 min; MS m/z: 332 (M+H)*.

Step E: 5-Tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid hydrochloride

[0650]
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[0651] To a solution of methyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carboxylate (2.5 g, 7.5 mmol) in 1,4-dioxane (50
mL) was added aqueous 6 N HCI (50.0 mL, 1650 mmol) and the reaction mixture was stirred at about 65 °C for about
5 h and at room temperature for about 72 h. The mixture was re-heated to about 60 °C for about 3 h, and stirred at room
temperature for about48 h. The mixture was re-heated to about 65 °C for about 2 h and then cooled to room temperature.
Aninsoluble bright yellow residue was removed by filtration and the organic solvent was removed under reduced pressure
to give a precipitate that was collected and dried to give 5-tosyl-6H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid hydrochloride
(1.92 g, 72%) as a tan solid: LC/MS (Table 2, Method a) R; = 1.48 min; MS m/z: 352 (M-H).

Step F: tert-Butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate

[0652]

[0653] To asolution of 5-tosyl-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid hydrochloride (1.92 g, 5.43 mmol) in £-BuOH
(60 mL) was added TEA (1.67 mL, 11.9 mmol) and diphenylphosphoryl azide (1.29 mL, 5.97 mmol). The reaction mixture
was heated at about 70 °C for about 8 h. The mixture was cooled to room temperature and an insoluble residue was
removed by filtration. The filtrate was suspended in EtOAc and filtered. The filtrate was concentrated and the crude
material was purified by silica gel chromatography eluting with a gradient of 17-100% EtOAc/heptane to give tert-Butyl
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5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate as a white solid (0.68 g). Chromatography also provided 5-tosyl-5H-pyr-
rolo[2,3-b]pyrazine-2-carboxamide (0.39 g, 1.23 mmol) that was reacted with lead tetraacetate (0.55 g, 1.2 mmol) in t-
BuOH (25 mL) at room temperature for about 72 h then at reflux for about 4 h. Additional lead tetraacetate (1.36 g, 3.07
mmol) was added and the mixture was heated at reflux for about 2 h. The insoluble residue was removed by filtration
and the filtrate was concentrated under reduced pressure. The residue was purified by silica gel chromatography as
described above to yield an additional portion of the desired product (0.18 g). The two crops were combined to give
tert-butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate (0.86 g, 41%): LC/MS (Table 2, Method a) R; = 2.67 min; MS
m/z: 389 (M+H)*.

Step G: Benzyl 3-(2-(tert-butoxycarbonyl(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)amino)acctyl)-4-methylpiperid-
ine-1-carboxylate

[0654]
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[0655] To a suspension of NaH (60% dispersion in mineral oil, 0.088 g, 2.2 mmol) in DMF at about 0 °C (10 mL) was
added a solution of tert-butyl 5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylcarbamate (0.86 g, 2.2 mmol, Step F) in DMF (10 mL)
and the mixture was stirred at about 0 °C for about 1 h. A solution of benzyl 3-(2-bromoacetyl)-4-methylpiperidine-1-
carboxylate (0.78 g, 2.2 mmol, Step B) in DMF (5 mL) was added drop-wise and the resulting mixture was stirred at
ambient temperature for about 16 h. The solvent was removed and the residue was partitioned between EtOAc and
water (40 mL each). The organic phase was washed with brine (20 mL), dried over anhydrous MgSQ,, filtered, and
concentrated underreduced pressure to give benzyl 3-(2-(tert-butoxycarbonyl(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-yl)ami-
no)acetyl)-4-methylpiperidine-1-carboxylate (1.45 g, 100%): LC/MS (Table 2, Method a) R, = 3.14 min; MS m/z: 662
(M+H)*.

Step H: Benzyl 4-methyl-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylamino)acetyl)piperidine-1-carboxylate

[0656]
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[0657] Benzyl 3-(2-(tert-butoxycarbonyl(5-tosyl-5 H-pyrrolo[2,3-b]pyrazin-2-yl)amino)acetyl)-4-methylpiperidine-1-
carboxylate (1.45 g, 2.2 mmol) was stirred in HCI (4 N in 1,4-dioxane, 0.55 mL, 2.2 mmol) at ambient temperature for
about 90 min. The solvent was removed under reduced pressure and the residue was neutralized with saturated aqueous
NaHCOj3. The aqueous phase was extracted with EtOAc (2 x 20 mL) and the combined organic extracts were washed
with brine (16 mL), dried over anhydrous MgSQy, filtered, and concentrated to yield benzy! 4-methyl-3-(2-(5-tosyl-5H-
pyrrolo[2,3-b]pyrazin-2-ylamino)acetyl)piperidine-1-carboxylate (1.23 g, 100%) as a brown amorphous solid: LC/MS
(Table 2, Method a) R; = 2.74 min; MS m/z: 562 (M+H)*.
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Step I: Benzyl 4-methyl-3-(3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carboxylate

[0658]
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[0659] To the solution of benzyl4-methyl-3-(2-(5-tosyl-5H-pyrrolo[2,3-b]pyrazin-2-ylamino)acetyl)piperidine-1-carbox-
ylate (1.2 g, 2.2 mmol) in 1,4-dioxane (15 mL) was added Lawesson’s reagent (0.44 g, 1.1 mmol) and the mixture was
heated at about 60 °C for about 90 min. The solvent was removed under reduced pressure and the residue was purified
by silica gel chromatography eluting with a gradient of 0-1.5% MeOH/DCM to yield benzy! 4-methyl-3-(3-tosyl-3H-

imidazo[1,2-ajpyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carboxylate (0.93 g, 78%) as a yellow amorphous solid: LC/MS
(Table 2, Method a) R; = 2.49 min; MS m/z: 544 (M+H)*.

z
z
Z
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Step J: Benzyl 3-(3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)-4-methylpiperidine-1-carboxylate

[0660]

[0661] To a solution of benzyl 4-methyl-3-(3-tosyl-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)piperidine-1-carboxy-
late (0.93 g, 1.7 mmol) in 1,4-dioxane (20 mL) was added aqueous NaOH (2 N, 1.0 mL), and the resulting mixture was
heated at about 90 °C for about 80 min. The solvents were removed under reduced pressure and the residue was treated
with saturated aqueous NH,CI (26 mL) and extracted with EtOAc (2 x 30 mL). The combined organic extracts were
washed with brine (20 mL), dried over anhydrous MgSQ,, filtered, and concentrated to yield the crude product as a
brown amorphous solid. The material was purified by silica gel chromatography eluting with a gradient of 5-100%
MeOH/DCM to give benzyl 3-(3H-imidazo[1,2-e]pyrrolof2,3-e]pyrazin-8-yl)-4-methylpiperidine-1-carboxylate (0.55 g,
83%) as a yellow solid: LC/MS (Table 2, Method a) R; = 1.94 min; MS m/z: 390 (M+H)*.

Step K: 8-(4-Methylpiperidin-3-yl)-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine

[0662]
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[0663] A mixture of benzyl 3-(3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)-4-methylpiperidine-1-carboxylate (0.55 g,
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1.4 mmol) and palladium on carbon (10%, 0.38 g, 0.36 mmol) in EtOH (25 mL) was hydrogenated at room temperature
under an atmospheric pressure of hydrogen for about 20 h. The catalyst was removed by filtration through a Celite® pad
and the filtrate was concentrated in vacuo to give 8-(4-methylpiperidin-3-yl)-3H-imidazo[1,2-ajpyrrolo[2,3-e]pyrazine
(0.30 g, 83%) as a yellow amorphous solid: LC/MS (Table 2, Method a) R, = 0.93 min; MS m/z: 256 (M+H)*.

Step L: 3-((3R,4R)-3-(3H-Imidazo[1,2-a]pyrrolo[2,3-e]pyrazin-8-yl)-4-methylpiperidin-1-yl)-3-oxopropanenitrile
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[0664]

[0665] To a solution of 8-(4-methylpiperidin-3-yl)-3H-imidazo[1,2-a]pyrrolo[2,3-e]pyrazine (0.30 g, 1.2 mmol) in DMF
(10 mL) were added DIEA (0.41 mL, 2.4 mmol) and EDC (0.68 g, 3.5 mmol). 2-Cyanoacetic acid (0.20 g, 2.4 mmol) was
added and the mixture was stirred at ambient temperature for about 14 h. The solvent was removed under reduced
pressure and the residue was partitioned between DCM and water (25 mL each). The organic phase was washed with
brine (20 mL), dried over anhydrous MgSQ,, filtered, and concentrated under reduced pressure. Purification by silica
gel chromatography eluting with a gradient of 0-8% MeOH in DCM gave the product as a white solid (0.29 g). Chiral
separation (Table 3, Method 10) of the material yielded material (Rt = 22.5 min, or = positive) that was further purified
by silica gel chromatography eluting with a gradient of 0-8% MeOH in DCM to give 3-((3R,4R)-3-(3H-imidazo[1,2-
eJpyrrolo[2,3-e]pyrazin-8-yl)-4-methyipiperidin-1-yl)-3-oxopropanenitrile (0.04 g, 11%): LC/MS (Table 2, Method a) R, =
1.36 min; MS m/z: 323 (M+H)*.

Example #20: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0666]

Step A: 3-lodo-5-methoxy-1-methyl-1H-indole

[0667]

[0668] 5-Methoxy-1H-indole (5.00g, 34.0 mmol) in DMF (100 mL) was stirred with KOH (2.00 g, 35.7 mmol) for about
15 min then iodine (8.80 g, 34.7 mmol) was added. The mixture was stirred for about 30 min then NaH (60% dispersion
in mineral oil, 1.63 g, 40.8 mmol) was added portion-wise. After stirring for about 15 min at ambient temperature,
iodomethane (2.34 mL, 37.4 mmol) was added and the mixture was stirred for about 2 h. The solvents were removed
under reduced pressure and the mixture was stirred with water (300 mL) for about 15 min. The slurry was treated with
DCM (100 mL) and the layers were separated. The aqueous layer was extracted with DCM (50 mL) and the combined
organics were dried over anhydrous MgSQy, filtered, and concentrated. The material was purified by silica gel chroma-
tography eluting with DCM to give 3-iodo-5-methoxy-1-methyl-1H-indole (9.48 g, 97%): TH NMR (400 MHz, DMSO-dg
57.48 (s, 1H), 7.38(d, 1H), 6.86 (dd, 1H), 6.72 (d, 1H), 3.79(s, 3H), 3.76 (s, 3H); LC/MS (Table 2, Method a) R; = 2.50 min.
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Step B: 5-Bromo-3-((5-methoxy-1-methyl-1H-indol-3-yl)ethynyl)pyrazin-2-amine

[0669]
/
0o
[ | 0~ P N=
Bre_Ne_B i Z
r\E \:[ r . //S\\ + w . Br\[/NI
N NH, N SNTONH,

[0670] A 500 mL round bottom flask was charged with NMP (120 mL) and 3,5-dibromopyrazin-2-amine (9.00 g, 35.6
mmol). The mixture was degassed under nitrogen and Pd(Ph3P), (3.29 g, 2.85 mmol) was added. The flask was wrapped
with aluminum foil to protect it from light, and copper (l) iodide (0.678 g, 3.56 mmol), TEA (29.8 mL, 214 mmol) and
(trimethylsilyl)acetylene (3.84 g, 39.1 mmol) were added. The mixture was warmed to about 55 °C in an oil bath for about
1.5 h. The mixture was cooled to ambient temperature and 3-iodo-5-methoxy-1-methyl-1H-indole (9.76 g, 34.0 mmol),
water (0.256 mL, 14.2 mmol), NMP (1 mL) and DBU (37.5 mL, 249 mmol) were added. The mixture was stirred at
ambient temperature for about 16 h. The mixture was concentrated to remove volatiles and the mixture was diluted with
water (800 mL) and extracted with EtOAc (4 x 300 mL). The combined organic layers were washed with water (600 mL).
The emulsion which formed was filtered through Celite® to remove insoluble material. The filtrate layers were separated
and the organic layer was dried over anhydrous MgSO,, filtered, and concentrated to about 25 mL and purified by silica
gel chromatography eluting with EtOAc. The product-containing fractions were concentrated to give material, which was
triturated with Et,O (50 mL), filtered, and washed with Et,O (2 x 10 mL). The resulting solid was dried to give 2.94 g of
product. The filtrate obtained above was concentrated to about 6 mL and purified by silica gel chromatography eluting
with EtOAc to give a second batch of enriched material that was triturated with Et,O (20 mL) and filtered to give an
additional 0.42 g of product. The two batches were combined to give 5-bromo-3-((5-methoxy-1-methyl-1H-indol-3-yl)ethy-
nyl)pyrazin-2-amine (3.36 g , 26%): LC/MS (Table 2, Method a) R; = 2.46 min; MS m/z: 357 (M+H)*.

Step C: 2-Bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5H-pyrrolo[2,3-b]pyrazine

[0671]
/
o)
'
o)
~N Bra_N
Bra N 7 _ r\[\ A
\[\ I N/ N \ N\
N7 NH, H

[0672] 5-Bromo-3-((5-methoxy-1-methyl-1H-indol-3-yl)ethynyl)pyrazin-2-amine (3.25 g, 9.10 mmol) in DMF (35 mL)
was treated with NaH (60% dispersion in mineral oil, 0.36 g, 9.1 mmol). After about 5 h at ambient temperature, the
mixture was treated with another portion of NaH (60% dispersion in mineral oil, 0.036 g, 0.91 mmol) and stirred for about
16 h. The mixture was concentrated and stirred with water (50 mL) and EtOAc (40 mL). The mixture was filtered and
the solids were washed until an insoluble tar remained. The filtrate layers were separated and the organic layer was
dried over anhydrous MgSQ,, filtered, and concentrated. The material was dissolved in a minimum amount of warm
DMF and purified by silica gel chromatography (120 g silica gel column) eluting with 95:5 DCM/MeOH. The product-
containing fractions were combined and concentrated to give an oil which was purified by silica gel chromatography
(120 g silica column) eluting with EtOAc. The product-containing fractions were combined and concentrated to give an
oily residue which was triturated with EtOAc (20 mL) then filtered to give a yellow solid. The material was dried to give
2-bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5H-pyrrolo[2,3-b]pyrazine (1.48 g, 45%): LC/MS (Table 2, Method a) R,
=2.50 min; MS m/z: 357 (M+H)*.

Step D: 2-Bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-
b]pyrazine

[0673]
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[0674] 2-Bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5H-pyrrolo[2,3-b]pyrazine (0.500 g, 1.40 mmol) in DMF (15 mL)
was cooled to about 0 °C then treated with NaH (60% dispersion in mineral oil, 0.112 g, 2.80 mmol). The mixture was
stirred for about 15 min, SEM-C1 (0.372 mL, 2.10 mmol) was added, and the mixture was warmed to ambient temperature
for about 15 min. The mixture was concentrated and purified by silica gel chromatography (40 g silica column) eluting
with DCM to give 2-bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(tfrimethylsilyl)ethoxy)methyl)-6H-pyrrolo[2,3-
bjpyrazine (0.61 g, 89%): LC/MS (Table 2, Method a) R; = 3.88 min; MS m/z: 489 (M+H)*.

Step E: (6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methanol

[0675]
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[0676] 2-Bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazine
(0.815 g, 1.67 mmol), (E)-styrylboronic acid (0.272 g, 1.84 mmol, Combiblocks), Cs,CO4 (1.36 g, 4.18 mmol) and
PdCl,(PPhs), (0.070 g, 0.10 mmol) in 1,4-dioxane (13 mL) and water (6.5 mL) was heated to about 70 °C overnight.
The mixture was cooled and the solvents were concentrated under reduced pressure. The material was partitioned
between water (50 mL) and EtOAc (60 mL) and the organic layer was dried over anhydrous MgSQy,, filtered, and
concentrated to a foam (1.01 g). The material was dissolved in 1,4-dioxane (15 mL) and water (3 mL), 2.5 wt% osmium
tetroxide in -BuOH (0.84 ml, 0.067 mmol), and sodium periodate (1.43 g, 6.69 mmol) were added. The mixture was
stirred for about 1 h at ambient temperature then 2.5 wt% osmium tetroxide in £BuOH (0.84 mL, 0.067 mmol) and water
(3 mL) were added. The mixture was stirred for about 3 h then diluted with water (50 mL). The mixture was extracted
with EtOAc (50 mL and 25 mL volumes). The combined organic solutions were washed with brine (30 mL), dried over
anhydrous MgSQy, filtered, and concentrated to give an oil (0.97 g). The material was dissolved in 1,4-dioxane (10 mL)
and EtOH (2 mL) then treated with NaBH, (0.063 g, 1.672 mmol) and stirred for about 30 min. The solvents were
evaporated and the material was partitioned between EtOAc (50 mL), water (20 mL), and saturated aqueous NaHCO;4
(20 mL). The layers were separated and the aqueous layer was extracted with EtOAc (2 x 20 mL). The combined organic
solutions were washed with brine (20 mL), dried over anhydrous MgSQO, filtered, and concentrated under reduced
pressure. The material was purified by silica gel chromatography eluting with EtOAc to provide (6-(5-methoxy-1-methyi-
1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolof2,3-b]pyrazin-2-yl)methanol (0.63 g, 86%): LC/MS (Table
2, Method a) R; = 2.58 min; MS m/z: 439 (M+H)*.

Step F: 2-(Azidomethyl)-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrro-
lo[2,3-b]pyrazine

[0677]
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[0678] (6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methanol (0.63 g, 1.4 mmol) in DCM (10 mL) was treated with SOCI, (0.115 mL, 1.58 mmol) and stirred for about 15
min at ambient temperature. The solvents were evaporated then sodium azide (0.280 g, 4.31 mmol) and DMF (5 mL)
were added. The mixture was then stirred at ambient temperature overnight. The solvent was evaporated and the residue
was partitioned between water (30 mL) and EtOAc (25 mL). The aqueous layer was washed with EtOAc (15 mL) then
the combined organic solutions were dried over anhydrous MgSOy,, filtered, and concentrated to give 2-(azidomethyl)-
6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-6H-pyrrolo[2,3-b]pyrazine (0.58 g, 87%):
LC/MS (Table 2, Method a) R; = 3.42 min; MS m/z: 464 (M+H)*.

Step G: (6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methanamine

[0679]

N H.N N\
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[0680] 2-(Azidomethyl)-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-
blpyrazine (0.58 g, 1.3 mmol) in THF (15 mL) was treated with triphenylphosphine (0.335 g, 1.28 mmol) and water (0.150
mL, 8.33 mmol) then heated to about 70 °C for about 2 h. The mixture was cooled then concentrated in vacuo. The
material was purified by silica gel chromatography eluting with 9:1 DCM/MeOH containing 2.5 vol% 37 wt%. aqueous
ammonium hydroxide to give (6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-6H-pyrrolo[2, 3-
bjpyrazin-2-yl)methanamine (0.37 g, 68%). LC/MS (Table 2, Method a) R; = 2.11 min; MS m/z: 438 (M+H)*.

Step H: N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-
2-yl)methyl)acetamide

[0681]
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[0682] (6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methanamine (0.185 g, 0.423 mmol) in THF (5 mL) was treated with pyridine (0.044 mL, 0.55 mmol) and acetic
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anhydride (0.044 mL, 0.47 mmol). The mixture was stirred for about 5 min at ambient temperature and treated with
AcOH (0.024 mL, 0.42 mmol). The mixture was diluted with EtOAc (20 mL) and washed with water (15 mL) and brine
(10 mL). The organic solution was dried over anhydrous MgSQO, filtered, and concentrated to give N-((6-(5-methoxy-1-
methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)acetamide  (0.202 g,
100%): LC/MS (Table 2, Method a) R; = 2.63 min; MS m/z: 480 (M+H)*.

Step I: N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)acetamide

[0683]
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[0684] N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methyl)acetamide (0.200 g, 0.417 mmol) in DMF (10 mL) was treated with ethylenediamine (0.90 mL, 13 mmol) and
TBAF (1 M in THF,1.7 mL, 1.7 mmol). The mixture was heated to about 85 °C for about 90 min then cooled and
concentrated under reduced pressure. The material was stirred with water (20 mL) for about 16 h, Et,O (10 mL) was
added, and stirring was continued for about 15 min. The slurry was filtered and the solid collected was dried. The filtrate
was extracted with EtOAc (2 x 25 mL) then the combined organic solutions were dried over anhydrous MgSO,, filtered,
and concentrated to give material, which was combined with the previously collected solid. The material was triturated
with EtOAc (5 mL) andfiltered to give a solid. Thefiltrate was purified by silica gel chromatography eluting with DCM/MeOH
(9:1) to give an additional amount of product which was combined with the solid obtained from the EtOAc trituration to
give N-((6-(5-methoxy-1-methyl-1H-indol-3-yl)-6H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)acetamide (0.108 g, 74%): LC/MS
(Table 2, Method a) R; = 1.91 min; MS m/z: 350.2 (M+H)*.

Step J: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine
[0685]
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[0686] N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)acetamide (0.108 g, 0.309
mmol) in 1,4-dioxane (6 mL) was treated with Lawesson’s Reagent (0.075 g, 0.19 mmol) and heated to about 85 °C for
about 30 min. The mixture was cooled briefly then another portion of Lawesson’s Reagent (0.075 g, 0.19 mmol) was
added. The mixture was heated to about 85 °C for about 30 min. The mixture was cooled to ambient temperature then
mercuric acetate (0.10 g, 0.31 mmol) was added. After about 15 min another portion of mercuric acetate (0.10 g, 0.31
mmol) was added. The mixture was stirred for about 15 min then diluted with EtOAc (50 mL). The mixture was filtered
and the cake was washed with EtOAc (2 x 25 mL). The filtrate was evaporated (and the residue set aside), and the
solids were dried and triturated with DCM (20 mL). The solids were collected by filtration and washed with DCM (25
mL). The filtrate was concentrated and combined with the set-aside residue obtained from the EtOAc filtration. The filter
cake was dissolved in DMF (1.2 mL) and purified by silica gel chromatography (10 g column) eluting with 95:5 DCM/MeOH.
The product-containing fractions were combined with the filtrates from the EtOAc and DCM triturations, concentrated,
and the combined material was purified by silica gel chromatography (10 g column) eluting with 95:5 DCM/MeOH. The
product-containing fractions were combined. The silica columns were flushed with DMF (40 mL each) and all product-
containing fractions were combined with those previously collected and the solvents were removed under reduced
pressure. The residue was triturated with about MeOH (5 mL) and filtered. The filter cake was triturated with water (40
mL) and 37 wt% ammonium hyrdoxide (3 mL) and extracted with EtOAc (5 x 50 mL). The organic extracts were combined
and washed with brine (25 mL), dried over anhydrous MgSO,, filtered, and concentrated to give a solid (0.056 g). The
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material was triturated with MeOH (5 mL). The solid was collected by filtration then dried to give 7-(5-methoxy-1-methyl-
1H-indol-3-yl)-1-methyl-6H-imidazo[1,5-a]pyrrolo[2,3-e]Jpyrazine that contained 5 weight% MeOH (0.037 g, 36%): LC/MS
(Table 2, Method a) R; = 1.94 min; MS m/z: 332 (M+H)*, TH NMR (400 MHz, DMSOdj) & 12.19 (s, 1H), 8.50 (s, 1H),
7.81 (s, 1H), 7.66 (s, 1H), 7.45 (dd, J=14.8, 5.52 Hz, 2H), 7.03 (d, J=2.07 Hz, 1H), 6.92 (dd, J=8.88, 2.25 Hz, 1H), 3.87
(s, 3H), 3.83 (s, 3H), 2.95 (s, 3H).

Example #21: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0687]
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Step A: N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-
2-yl)methyl)formamide
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[0689] (6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
ylymethanamine (0.095 g, 0.22 mmol, Example #20, Step G) in ethyl formate (4.4 mL, 54.0 mmol) was heated at about
60 °C in an oil bath for about 45 min. The mixture was cooled and evaporated to give N-((6-(5-methoxy-1-methyl-1H-
indol-3-yl)-56-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)methyl)formamide (0.10 g, 100%): LC/MS
(Table 2, Method a) R; = 2.65 min; MS m/z: 466 (M+H)*.

Step B: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-6-((2-(trimethylsilyl)ethoxy)methyl)-6 H-imidazo[1,5-a]pyrrolo[2,3-
e]pyrazine

[0690]
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[0691] N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-

ylymethyl)formamide (0.10 g, 0.22 mmol) in 1,4-dioxane (4 mL) was treated with Lawesson’s Reagent (0.053 g, 0.13
mmol) and heated to about 80 °C in an oil bath for about 15 min. The mixture was cooled and mercuric acetate (0.073
g, 0.23 mmol, Fluka) was added. The mixture was stirred for about 30 min at ambient temperature and another portion
of mercuric acetate (0.073 g, 0.228 mmol, Fluka) was added and stirring was continued for about 2 h at ambient
temperature. The mixture was diluted with EtOAc (20 mL) and filtered. The solvent was evaporated under reduced
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pressure then the material was purified by silica gel chromatography eluting with DCM/MeOH (95:5). The material
obtained after concentration of the product-containing fractions was further purified by silica gel chromatography eluting
with EtOAc to give 7-(5-methoxy-1-methyl-1H-indol-3-yl)-6-((2-(trimethylsilyl)ethoxy)methyl)-6H-imidazo[1,5-ajpyrro-
lo[2,3-e]pyrazine (0.048 g, 49%): LC/MS (Table 2, Method a) R; = 3.16 min; MS m/z: 448 (M+H)*.

Step C: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0692]

—Si—
/

[0693] 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-6-((2-(trimethylsilyl)ethoxy)methyl)-6H-imidazo[1,5-a]pyrrolo[2,3-
elpyrazine (0.048 g, 0.11 mmol) in DMF (4 mL) was treated with ethylenediamine (0.22 mL, 3.3 mmol) and heated to
about 85 °C for about 5 min. The solution was cooled and TBAF (1 M in THF, 0.11 mL, 0.11 mmol) was added. The
solution was re-heated to about 85 °C for about 30 min. The mixture was cooled to ambient temperature and another
portion of the TBAF (1 M in THF, 0.054 mL, 0.054 mmol) was added and heating was continued for about 1.5 h. The
solution was cooled and the material was purified by preparative RP-HPLC (Table 2, Method 1). The product-containing
fractions were concentrated to remove MeCN then basified with saturated aqueous NaHCO, and extracted with EtOAc
(2x 10 mL). The combined organic solutions were dried over anhydrous MgSQ,, filtered, and concentrated. Trituration
of the solid with heptane (5 mL) then collection by filtration gave 7-(5-methoxy-1-methyl-1H-indol-3-yl)-6H-imidazo[1,5-
ajpyrrolof2,3-eJpyrazine (0.028 g, 8 %): LC/MS (Table 2, Method a) R; = 1.91 min; MS m/z: 318.1 (M+H)*. TH NMR (400
MHz, DMSO-dg 6 12.18 (s, 1H), 8.77 (s, 1H), 8.59 (s, 1H), 7.83 (s, 1H), 7.79 (s, 1H), 7.48 (d, J=2.3 Hz, 1H), 7.43 (d,
J=8.9 Hz, 1H), 7.20 (d, J= 2.3 Hz, 1H), 6.92 (dd, J=8.90, 2.36 Hz, 1H), 3.88 (s, 3H), 3.82 (s, 3H).

Example #22: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-phenyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0694]
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P
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Step A: N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-
2-yl)methyl)benzamide
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[0696] (6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methanamine (0.095 g, 0.28 mmol, Example #20, Step G) in THF (5 mL) was treated with pyridine (0.026 ml, 0.33
mmol) and benzoyl chloride (0.033 ml, 0.28 mmol). The mixture was stirred for about 20 min at about 60 °C and cooled
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to ambient temperature, diluted with aqueous Na,CO4 (15 mL), and extracted with EtOAc (20 mL). The organic solution
was dried over anhydrous MgSOy, filtered, and concentrated to give N-((6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(tri-
methylsilyl)ethoxy)methyl)-6H-pyrrolof2, 3-b]pyrazin-2-yl)methyl)benzamide (0.118 g, 100 %): LC/MS (Table 2, Method
d) R; = 1.64 min; MS m/z: 542 (M+H)*.

Step B: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-6-((2-(trimethylsilyl)ethoxy)methyl)-6 H-imidazo[1,5-a]pyrrolo[2,3-
e]pyrazine

[0697]
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[0698] N-((6-(5-Methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-
yl)methyl)benzamide (0.118 g, 0.218 mmol) in 1,4-dioxane (3 mL) was treated with Lawesson’s Reagent (0.070 g, 0.17
mmol) and was heated to about 80 °C in an oil bath for about 20 min. The mixture was cooled to ambient temperature
and then mercuric acetate (0.073 g, 0.23 mmol) was added. The mixture was stirred for about 60 min at ambient
temperature then another portion of mercuric acetate (0.069 g, 0.22 mmol) was added and stirring was continued for
about 20 min at ambient temperature. The mixture was diluted with EtOAc (20 mL) and then filtered. The filtrate was
concentrated under reduced pressure and the material was purified by silica gel chromatography eluting with EtOAc to
give 7-(5-methoxy-1-methyl-1H-indol-3-yl)-6-((2-(trimethylsilyl)ethoxy)methyl)-6H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine
(0.055 g, 48%): LC/MS (Table 2, Method d) R; = 1.91 min; MS m/z: 524 (M+H)*.

Step C: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-phenyl-6 H-imidazo[1,5-a]pyrrolo[2,3-e]pyrazine

[0699]

A\
" g D éﬁiN A
; \N H \ N\
—Si—

[0700] 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-phenyl-6-((2-(trimethylsilyl)ethoxy)methyl)-6 H-imidazo[1,5-a]pyrro-
lo[2,3-e]pyrazine (0.054 g, 0.103 mmol) in DMF (3 mL) was treated with ethylenediamine (0.207 ml, 3.09 mmol) and
TBAF (1 M in THF, 0.412 mL, 0.412 mmol). The solution was heated to about 90°C for about 70 min. The mixture was
cooled to ambient temperature and the mixture was diluted with EtOAc (10 mL), washed with water (6 mL), dried over
anhydrous MgSQy,, filtered, and concentrated to give a yellow residue. The residue was purified by silica gel chroma-
tography eluting with 1-6% MeOH/DCM to provide a yellow solid. The solid was triturated with heptane (2 mL) to provide
7-(6-methoxy-1-methyl-1H-indol-3-yl)-1-phenyl-6H-imidazo[1l,5-aJpyrrolo[2,3-e]pyrazine (0.004 g, 10 %): LC/MS (Table
2, Method a) R; = 2.26 min; MS m/z: 394 (M+H)*.
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Table 4. Examples found in Tables D.1 through 11.2
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Preparation #29: (3R)-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine

[0701]

NH,

Step A: (3R)-3-(Dibenzylamino)-N-methoxy-N-methylcyclopentanecarboxamide

[0702]

[0703] Hydrogen chloride gas was bubbled through a solution of (1S,3R)-3-aminocyclopentanecarboxylic acid (4.22
g, 32.7 mmol, Peptech) in MeOH (15 mL) for about 5 min. The resulting mixture was stirred at about 50 °C for about 6
h and then at room temperature for about 16 h. The solvent was removed under reduced pressure and the residue was
suspended in MeCN (30 mL). The precipitate was collected by filtration and dried in vacuo to yield ,(3R)-methyl 3-ami-
nocyclopentanecarboxylate hydrochloride (3.1 g, 53%) as a white solid. Et,O (120 mL) was added to the filtrate and the
precipitate was collected by vacuum filtration to give additional (3R)-methyl 3-aminocyclopentanecarboxylate hydrochlo-
ride (1.1 g, 19%) which was combined with the product above to give (3R)-methyl 3-aminocyclopentanecarboxylate
hydrochloride (4.2 g, 72% total) that was used without further purification. A portion of this ester (3.05 g, 17.0 mmol)
was dissolved in DMF (15 mL), followed by the additional of benzyl bromide (5.80 g, 34.0 mmol) and K,CO4 (7.27 g,
52.6 mmol). The mixture was stirred at room temperature about 16 h, filtered, and the filtrate was concentrated under
reduced pressure. The crude product was purified by silica gel chromatography eluting with a gradient of 5-35% EtOAc
in heptane to give (3R)-methyl 3-(dibenzylamino)cyclopentanecarboxylate (3.52 g, 64%) as a colorless oil that was used
directly. A portion of this material (1.18 g, 3.65 mmol) was combined with O,N-dimethylhydroxylamine hydrochloride
(1.07 g, 10.9 mmol) in THF (40 mL) at about-25 °C, followed by the drop-wise addition of LHMDS (1 M in THF, 14.6 mL,
14.6 mmol). The mixture was stirred at about 0 °C for about 1 h. The mixture was re-cooled to about -25 °C and
O, N-dimethylhydroxylamine hydrochloride (0.50 g, 5.1 mmol) was added, followed by the drop-wise addition of additional
LHMDS (1 Min THF, 14.6 mL, 14.6 mmol). The reaction mixture was stirred atabout 0 °C for about 1 h and was quenched
by the drop-wise addition of water (10 mL). The organic solvent was removed under reduced pressure. DCM (60 mL)
was added and the layers were separated. The organic phase was washed with brine, concentrated under reduced
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pressure, and purified by silica gel chromatography eluting with a gradient of 5-35% EtOAc in heptane to yield (3R)-
3-(dibenzylamino)-N-methoxy-N-methylcyclopentanecarboxamide (1.01 g, 79%) as a colorless oil: LC/MS (Table 2,
Method a) R; = 2.08 min; MS m/z: 353 (M+H)*.

Step B: (3R)-3-(Dibenzylamino)cyclopentanecarbaldehyde

[0704]

[0705] A solution of (3R)-3-(dibenzylamino)-N-methoxy-N-methylcyclopentanecarboxamide (3.34 g, 9.48 mmol) in
THF (70 mL) was cooled to about -78 °C, followed by the drop-wise addition of DIBAL-H (1.0 M in hexanes, 9.48 mL,
9.48 mmol). The reaction mixture was stirred at about -78 °C for about 1 h, and was quenched by drop-wise addition of
saturated aqueous sodium potassium tartrate. The resulting mixture was stirred at room temperature for about 1 h. The
solvent was removed under reduced pressure and the aqueous layer was extracted with EtOAc (100 mL). The organic
layer was washed with brine, dried over anhydrous MgSO,, and concentrated in vacuo. The residue was purified by
chromatography on neutral alumina eluting with a gradient of 0-20% EtOAc in heptane to yield (3R)-3-(dibenzylami-
no)cyclopentanecarbaldehyde (1.63 g, 75%) as a colorless oil: LC/MS (Table 2, Method a) R, = 2.03 min; MS m/z: 294
(M+H)*.

Step C: (5-Chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)((3R)-3-(dibenzylamino)cyclopentyl)metha-
nol

[0706]

Cho A \HJO\ C A \\©
A\ H A\
mk A G Y
ArSH & 8
[0707] A solution of 5-chloro-4-iodo-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridine (1.23 g, 2.83 mmol, Adesis) in THF
(10 mL) was cooled to about-78 °C and n-BuLi (1.6 M in hexanes, 2.3 mL, 3.7 mmol) was added drop-wise while keeping
the temperature below about -70 °C. The mixture was stirred for about 40 min, and a solution of (3R)-3-(dibenzylami-
no)cyclopentanecarbaldehyde (0.83 g, 2.8 mmol, Step B) in THF (3 mL) was added drop-wise, and the resulting mixture
was stirred at about -75 °C for about 2 h. The reaction mixture was quenched by a drop-wise addition of saturated
aqueous NH,CI (20 mL), and the organic solvent was removed under reduced pressure. The aqueous mixture was
extracted with EtOAc (25 mL) and the organic layer was washed with brine (20 mL) and concentrated under reduced
pressure. The residue was purified by silica gel chromatography eluting with a gradient of 0-20% EtOAc in heptane to
yield (5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)((3R)-3-(dibenzylamino) cyclopentyl)methanol (1.14 g,
67%): LC/MS (Table 2, Method a) R; = 3.31 min; MS m/z: 602 (M+H)*.,.

Step D: (5-Chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)((3R)-3-(dibenzylamino)cyclopentyl)meth-
anone

[0708]
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HO
N N

S A \ \\XC::> S A \ \\TC::>
w \f')\

[0709] A solution of (5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yI)((3R)-3-(dibenzylamino)  cy-
clopentyl)methanol (1.14 g, 1.89 mmol) in DCM (50 mL) was cooled to about 0 °C. Dess-Martin periodinane (2.41 g,
5.68 mmol) was added and the reaction mixture was stirred at about 0-10 °C for about 3 h. The mixture was quenched
by a drop-wise addition of aqueous sodium sulfite (1 M, 20 mL), and the organic solvent was removed under reduced
pressure. The aqueous layer was extracted with EtOAc (2 x 25 mL), and the combined organic extracts were washed
with aqueous NaOH (1 N, 3 x 20 mL), brine, dried over anhydrous MgSO,, filtered, and concentrated. The residue was
purified by silica gel chromatography eluting with a gradient of 0-20% EtOAc in heptane to yield (5-chloro-1-(triisopro-
pylsilyl)-1H-pyrrolof2, 3-b]pyridin-4-yl) ((3R)-3-(dibenzylamino)cyclopentyl)methanone (0.68 g, 60%) as a yellow amor-
phous solid: LC/MS (Table 2, Method a) R; = 1.65 min; MS m/z: 442 (M+H)*.

Step E: (3R)-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine

[0710]

o

N N

O B of
w\ 5 - Nﬁﬁ g

)\

[0711] A mixture of (5-Chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-y)((3R)-3-(dibenzylamino)cy-
clopentyl)methanone (1.5 g, 2.5 mmol), hydrazine (0.24 mL, 7.5 mmol), and AcOH (0.14 mL, 2.5 mmol) in EtOH (40
mL) was heated to reflux for about 8 h and at about 90 °C for about 16 h. The solvent was removed in vacuo and the
residue was partitioned between saturated aqueous NaHCO3; (50 mL) and EtOAc (50 mL). The organic phase was
separated and washed with brine (40 mL), dried over anhydrous MgSQ,, filtered, and concentrated to yield crude
(3R)-(3,6-dihydropyrazolof4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (1.14 g, 100%) as a yellow amorphous solid
that was used without purification. To a solution of the hydrazone (1.14 g, 2.5 mmol) in NMP (4 mL) were added sodium
tert-butoxide (0.58 g, 6.0 mmol), palladium (Il) acetate (0.0056 g, 0.025 mmol), and CyPFt-Bu (0.014 g, 0.025 mmol).
The mixture was heated at about 140 °C for about 15 min in a microwave, and the solvent was removed under reduced
pressure. The residue was partitioned between EtOAc (25 mL) and water (25 mL), and the organic solution was washed
with brine, dried over anhydrous MgSQy, filtered, and concentrated to give crude (3R)-N,N dibenzyl-3-(3,6-dihydropyra-
zolo[4,3-d]pyrrolof2,3-b]pyridin-1-yl)cyclopentanamine (1.05 g, 100%) as a dark brown solid that was used without pu-
rification. To a solution of the protected amine (1.05 g, 2.5 mmol) in MeOH (15 mL) was added Pd(OH), (0.23 g, 1.6
mmol) and ammonium formate (1.58 g, 25.0 mmol). The mixture was heated at about 65 °C for about 1 h. The catalyst
was removed by filtration and the filtrate was concentrated under reduced pressure to give crude (3R)-(3,6-dihydropyra-
zolof4,3-d]pyrrolof2,3-b]pyridin-1-yi)cyclopentanamine (0.60 g, 100%) as a brown solid that was used without purification:
LC/MS (Table 2, Method a) R; =1.12 min; MS m/z: 242 (M+H)*.

NH,

Preparation #30: (1S)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine

[0712]
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Step A: (3S)-Methyl 3-(dibenzylamino)cyclopentanecarboxylate

[0713]

HOw TN ) e 0o "
N X Cﬁ

[0714] Hydrogen chloride gas was bubbled through a solution of (1R,3S)-3-aminocyclopentanecarboxylic acid (5.00
g, 38.7 mmol, Peptech) in MeOH (100 mL) for about 15 min to give a tan solution, and the reaction mixture was stirred
at ambient temperature for about 24 h. The solvent was removed under reduced pressure to give (3S)-methyl 3-amino-
cyclopentanecarboxylate (5.5 g, 25.5 mmol, 66%) which was dissolved in DMF (100 mL) and then K,CO4 (17.6 g, 127
mmol) and (bromomethyl)benzene (6.05 mL, 50.9 mmol) were added. The reaction mixture was stirred overnight at
ambient temperature. The solid was collected by filtration and washed with DMF (100 mL). The filtrate was concentrated
under high vacuum and the crude material was purified by silica gel chromatography eluting with 10% EtOAc in heptane
to give (3S)-methyl 3-(dibenzylamino)cyclopentanecarboxylate (7.3 g, 89%) as a yellow oil: LC/MS (Table 2, Method a)
R¢=2.97 min; MS m/z: 324 (M+H)*.

Step B: (3S)-3-(Dibenzylamino)cyclopentanecarbaldehyde

[0715]

O S ey e e
8T N T

[0716] .A round bottom flask was charged with (3S)-methyl 3-(dibenzylamino)cyclopentanecarboxylate (7.3 g, 23
mmol) in THF (154 mL) to give a colorless solution. The solution was cooled to about -25 °C followed by the addition of
N, O-dimethylhydroxylamine hydrochloride (5.95 g, 61.0 mmol). A solution of LHMDS (1 M in THF, 84 mL, 84 mmol) was
added drop-wise and the reaction was stirred for about 1 h at about 0 °C. The reaction mixture was re-cooled to about
-25 °C and additional N, O-dimethylhydroxylamine hydrochloride (0.5 g, 5 mmol) and 10 mL of LHMDS (1 M in THF, 10
mL, 10 mmol) were added. The reaction mixture was stirred at about 0 °C for about 1 h. Analysis of the reaction mixture
by LC/MS indicated that starting material still remained, and the mixture was re-cooled to about -25 °C and N,O-dimeth-
ylhydroxylamine hydrochloride (2.0 g, 20 mmol) and LHMDS (1 M in THF, 20 mL, 20 mmol) were added. The reaction
mixture was stirred at about 0 °C for about 1 h. This re-cooling and addition sequence was repeated once more with the
addition of N, O-dimethylhydroxylamine hydrochloride (1.5 g, 15 mmol) and LHMDS (1 M in THF, 40 mL, 40 mmol). After
stirring at about 0 °C for about 1 h, water (50 mL) was added drop-wise. The organic solvent was removed under reduced
pressure, and EtOAc (200 mL) was added. The layers were partitioned and the organic layer was washed with water
(250 mL) and brine (125 mL), dried over anhydrous MgSQy,, filtered, and the solvent was removed under reduced
pressure to give a brown oil. The crude product was purified by silica gel chromatography (120 g column) eluting with
20% EtOAc in heptane to give (3S)-3-(dibenzylamino)-N-methoxy-N-methylcyclopentanecarboxamide (6.86 g, 19 mmol,
86%) which was dissolved in THF (100 mL) and cooled to about -78 °C. DIBAL-H (1.0 M in hexanes, 21.2 mL, 21.2
mmol) was added drop-wise to the solution over about 15 min. The reaction solution was stirred at about -78 °C for
about 1h. Saturated aqueous potassium sodium tartrate (25 mL) was added drop-wise at about -78 °C and the reaction
mixture was stirred at ambient temperature for about 1 h. The organic solvent was removed under reduced pressure,
EtOAc (100 mL) was added, and the layers were separated. The aqueous layer was extracted with EtOAc (2 x 25 mL).
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The combined organic layers were washed with brine (3 x 50 mL), dried over anhydrous MgSQ,, filtered, and the solvent
was removed under reduced pressure to give a yellow oil. The crude material was purified by silica gel chromatography
eluting with 10% EtOAc in heptane to give (3S)-3-(dibenzylamino)cyclopentanecarbaldehyde (5.6 g, 100%): LC/MS
(Table 2, Method a) Ry =2.26 min; MS m/z: 294 (M+H)*.

Step C: (5-Chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)((3S)-3-(dibenzylamino)cyclopentyl)metha-

U, 20— 30
7S'T \/S.T

[0718] A round-bottomed flask was charged with 5-chloro-4-iodo-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridine (3.5 g,
8.05 mmol, Adesis) in THF (161 mL) to give a colorless solution. The solution was cooled to about -78 °C and n-BuLi
(1.6 M in hexanes, 6.54 mL, 10.46 mmol) was added drop-wise over about 15 min. After addition of the n-BuLi solution
was complete, (3S)-3-(dibenzylamino)cyclopentanecarbaldehyde (2.48 g, 8.45 mmol) in THF (10 mL) was added drop-
wise over about 5 min. The reaction mixture was stirred for about 4 h at about -78 °C. Saturated aqueous NH,CI (40
mL) was added slowly and the mixture was stirred for about 5 min. The organic solvent was removed under reduced
pressure and EtOAc (100 mL) was added. The layers were separated and the organic layer was washed with brine (3
x 50 mL), dried over MgSOy, filtered, and the solvent was removed under reduced pressure to give a yellow oil that was
purifed by silica gel chromatography eluting with a gradient of 5-10% EtOAc in heptane. The product containing fractions
were combined and concentrated to give (5-chloro-1-(triisopropylsilyl)-1H-pyrrolof2,3-b]pyridin-4-yl)((3S)-3-(diben-
zylamino)cyclopentyl)methanol (3.5 g, 72%). LC/MS (Table 2, Method n) R; =2.97 min; MS m/z: 603 (M+H)*.

[0717]

Step D: (5-Chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)((3S)-3-(dibenzylamino)cyclopentyl)meth-
anone

[0719]

[0720] A round-bottomed flask was charged with (5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-y)((3S)-
3-(dibenzylamino)cyclopentyl)methanol (3.51 g, 5.83 mmol) in DCM (104 mL) to give a yellow solution. The solution
was cooled to about 0 °C. Dess-Martin periodinane (7.41 g, 17.48 mmol) was added and the mixture was stirred at about
0 °C for about 2 h then at ambient temperature for about 3 h. The reaction mixture was then re-cooled to about 0 °C
and saturated aqueous sodium sulfite (50 mL) was added slowly. The organic solvent was removed under reduced
pressure. EtOAc (100 mL) was added and the layers were partitioned. The organic layer was washed with saturated
aqueous NaHCO; (2 x 20 mL) and brine (3 x 50 mL), dried over anhydrous MgSQ,, filtered, and the solvent was removed
under reduced pressure to give a brown oil. The crude material was purified by silica gel chromatography eluting with
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5% EtOAc in heptane. A second purification by neutral alumina chromatography eluting with a stepwise gradient of
0-100% EtOAc in heptane yielded (5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2, 3-bjpyridin-4-yl) ((3S)-3-(dibenzylamino)cy-
clopentyl)methanone (1.7 g, 50%) as a yellow oil: LC/MS (Table 2, Method n) R; =3.90 min; MS m/z: 601 (M+H)*.

Step E: (1S5)-N,N-Dibenzyl-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine

[0721]

o N NH; N \/@
() — O~

Cl Z \\Q N=

I3 NN HN

NN )\ | 7T

Si N N \N N

O H

[0722] A round-bottomed flask was charged with (5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-y)((3S)-
3-(dibenzylamino)cyclopentyl)methanone (1.65 g, 2.76 mmol) in n-butanol (44.4 mL) to give a yellow solution. Hydrazine
(0.259 mL, 8.27 mmol) and AcOH (0.16 mL, 2.8 mmol) were added. The reaction mixture was fitted with a Dean Stark
trap containing preactivated 3 A molecular sieves and n-BuOH. The reaction mixture was heated at about 140 °C for
about 6 h. Hydrazine (0.26 mL, 8.3 mmol) and AcOH (0.16 mL, 2.8 mmol) were added and the reaction mixture was
heated at about 140 °C for about 6 h. The reaction mixture was cooled to room temperature and the solvent was removed
under reduced pressure. EtOAc (50 mL) and saturated aqueous NaHCO4 (20 mL) were added and the layers were
separated. The organic layer was washed with additional saturated aqueous NaHCO3; (2 x 50 mL) and brine (3 x 50
mL), dried over anhydrous MgSQy, filtered, and the solvent was removed under reduced pressure to give a brown syrup.
(1S)-N,N-Dibenzyl-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (1.4 g) was dried for about
48 h under highvacuum and used directly. Four 5 mL microwave reaction vials were each charged with (1S)-N, N-dibenzyl-
3-((5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(hydrazono)methyl)cyclopentanamine (0.35 g, 0.78 mmol) in NMP (1.2 mL) to
give an orange solution. KO#Bu (0.18 g, 1.8 mmol) was added followed by addition of a stock solution of Pd(OAc),
(0.008 mmol) and (R)-1-[(S)-2-(dicyclohexylphosphino)-ferrocenyllethyl-di-tert-butylphosphine (0.008 mmol) in NMP (0.1
M in each substrate, 0.080 mL) into each vial. The vials were capped, and the solutions were heated in a CEM microwave
at about 140 °C for about 15 min (250 psi maximum pressure, 1 min ramp, 300 max watts). An additional portion of the
catalyst-ligand solution (0.0008 mmol of each, 0.080 mL) was added to the reaction solutions and the mixtures were
heated in the microwave for about an additional 30 min at about 140 °C. The reaction mixtures were combined and the
solvent was removed under reduced pressure. The residue was dissolved in EtOAc and MeOH and filtered through a
pad of Celite® pad while washing with EtOAc and MeOH. The filtrate was concentrated under reduced pressure and the
residue was dissolved in DCM (100 mL) and washed with saturated aqueous NH,CI (3 x 50 mL) and brine (2 x 50 mL),
dried over MgSQy, filtered, and solvent was removed under reduced pressure to give (1S)-N,N-dibenzyl-3-(3,6-dihydro-
pyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (1.2 g, 73%) as a brown syrup: (Table 2, Method n) R,=1.11
min; MS m/z: 422 (M+H)*.

Step F: (15)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine

[0723]
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[0724] A round-bottomed flask was charged with (1S)-N,N-dibenzyl-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyrid-
in-1-yl)cyclopentanamine (1.11 g, 2.65 mmol) in MeOH (15.8 mL) to give a brown solution. Ammonium formate (1.67 g,
26.5 mmol) and Pd(OH),-C (0.93 g, 1.3 mmol) were added. The suspension was heated at about 65 °C for about 90
min. followed by the addition of ammonium formate (0.84 g, 13.3 mmol). The mixture was stirred at about 65 °C for about
1 h. Additional ammonium formate (1.67 g, 26.5 mmol) was added and the mixture was stirred at about 65 °C for about
1.5 h. Additional Pd(OH),-C (0.7 g, 1.0 mmol) was added and the mixture was stirred at about 65 °C for about 1 h. The
mixture was cooled to about 0 °C and filtered through a pad of Celite® while washing with MeOH (175 mL). The filtrate
was concentrated under reduced pressure and the residue was dissolved in water and washed with EtOAc. The aqueous
layer concentrated under reduced pressure to afford (1S)-3-(3,6-dihydropyrazolo[4,3-djpyrrolo[2,3-b]pyridin-1-yl)cy-
clopentanamine (0.46 g, 72%) as a brown syrup: (Table 2, Method a) R; =1.07 min; MS m/z: 242 (M+H)*.

Preparation #31: 5-Methoxy-1-methyl-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-1H-indole

[0725]

I \
. . | 5O
@Q ) >
N
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[0726] 5-Methoxy-1H-indole (5.15 g, 35.0 mmol) in DMF (100 mL) was stirred with KOH (2.06 g, 36.7 mmol) at room
temperature for about 15 min then iodine (9.06 g, 35.7 mmol) was added. The mixture was stirred at room temperature
for about 30 min followed by the portion-wise addition of NaH (60 % dispersion in mineral oil, 1.67 g, 42.0 mmol). After
stirring for about 15 min at room temperature, iodomethane (2.40 mL, 38.5 mmol) was added and the mixture was stirred
for about 15 min. The solvents were removed under reduced pressure and the mixture was stirred with water (300 mL)
for about 15 min. The slurry was treated with DCM (100 mL) and the layers were separated. The aqueous layer was
extracted with DCM (30 mL) and the combined organic layers were washed with water (100 mL), dried over anhydrous
MgSQO,, filtered, and concentrated in vacuo to give crude 3-iodo-5-methoxy-1-methyl-1H-indole (9.90 g, 34.5 mmol,
99%) which was used directly. A round bottom flask was charged with 3-iodo-5-methoxy-1-methyl-1H-indole (9.90 g,
34.5 mmol), PdCly(dppf)-CH,Cl, adduct (1.408 g, 1.724 mmol), TEA (33.6 mL, 241 mmol), 4,4,5,5-tetramethyl-1,3,2-
dioxaborolane (28.7 g, 224 mmol) and 1,4-dioxane (200 mL). The reaction mixture was heated at about 100 °C for about
40 min, cooled to room temperature, and concentrated in vacuo. The material was stirred with EtOAc (300 mL), filtered,
and the filter cake was washed with EtOAc (100 mL). The filtrate was concentrated in vacuo and the residue purified by
silica gel chromatography (120 g column) eluting with 25% EtOAc in heptane to give 5-methoxy-1-methyl-3-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yl)-1H-indole (3.70 g, 37%): LC/MS (Table 2, Method d) R; = 2.68 min; MS m/z: 288.2
(M+H)*.

Example #23: 1-Cyclohexyl-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0727]
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Step A: (5-Chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanol

[0728]
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[0729] To a solution of 5-chloro-1H-pyrrolo[2,3-b]pyridine-4-carbaldehyde (3.0 g, 16 mmol, Adesis) in THF (100 mL)
at about 0 °C was added cyclohexylmagnesium chloride (2 M in Et,O, 22.8 mL, 45.7 mmol). The reaction mixture was
stirred at ambient temperature for about 2 h, then additional cyclohexylmagnesium chloride (2 M in Et,O, 8.3 mL, 16.6
mmol) was added. The reaction mixture was stirred at ambient temperature for about 16 h. Water (10 mL) was added
to quench the reaction and the volatiles were removed under reduced pressure. The product was extracted into DCM
(3 x20 mL) and the combined organic phases were dried over anhydrous MgSO, and filtered. The solvent was removed
under reduced pressure and the crude material was purified by chromatography over silica gel using a gradient of 10
to 45% EtOAc in heptane as the eluent to provide (5-chloro-1H-pyrrolof2,3-bjpyridin-4-yl)(cyclohexyl)methanol as an off
white solid (1.97 g, 45%): LC/MS (Table 2, Method a) R;=2.32 min; MS m/z: 265 and 267 (M+H)*.

Step B: (5-Chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanone

[0730]

HO 0.

cl
I\ Ch A
- L

N N\
N~ N N
H NTOR

[0731] To a suspension of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanol (1.97 g, 7.44 mmol) in DCM
(39.4 mL) at about 0 °C was added Dess-Martin periodinane (9.47 g, 22.3 mmol). The reaction mixture was stirred at
ambient temperature for about 4 h then quenched by the addition of saturated aqueous Na,SO5 (125 mL). To control
the resulting exothermic reaction, the reaction flask was cooled down in an ice bath during the addition. The product
was extracted into DCM (3 x 40 mL) and the combined organic extracts were washed with aqueous NaOH (2 N, 100
mL). The organic phase was dried over anhydrous MgSOy, filtered, and the solvent was removed under reduced pressure
to provide (5-chloro-1H-pyrrolo[2,3-bjpyridin-4-yl)(cyclohexyl)methanone as an off-white solid (1.75 g, 90%); LC/MS
(Table 2, Method a) R;=2.61 min; MS m/z: 263 and 265 (M+H)*. The material was used directly in the next step without
further purification.

Step C: 5-Chloro-4-(cyclohexyl(hydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine

[0732]
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[0733] A mixture of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanone (0.720 g, 2.74 mmol), anhydrous
hydrazine (0.430 mL, 13.7 mmol) and AcOH (0.025 mL, 0.44 mmol) in EtOH (40 mL) was heated at reflux for about 20
h. During this time, water was removed from the reaction mixture via the use of a Dean-Stark trap. The reaction mixture
was cooled to ambient temperature, the volatiles were removed under reduced pressure and the residue was partitioned
between water (29 mL) and EtOAc (30 mL). The organic layer was dried over anhydrous MgSQy,, filtered, and the solvent
evaporated under reduced pressure. The crude material was purified by silica gel chromatography using a gradient of
10to 50 % EtOAcin heptane as the eluentto provide 5-chloro-4-(cyclohexyl(hydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine
as an off-white solid (0.37 g, 48%); LC/MS (Table 2, Method 0) R; =2.22 min; MS m/z: 277 and 279 (M+H)*.

Step D: 1-Cyclohexyl-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0734]

"
N
—_— /L
cl N
| N | A\
=
N m N N

[0735] A mixture of 5-chloro-4-(cyclohexyl(hydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine (0.125 g, 0.452 mmol), sodi-
um tert-butoxide (0.104 g, 1.08 mmol), palladium acetate (0.001 g, 0.0045 mmol) and (R)-1-[(S)-2-(dicyclohexylphos-
phino)ferrocenyl]ethyl di-tert-butyl phosphine (0.0025 g, 0.0045 mmol) was heated in N-methyl-2-pyrrolidinone (2 mL)
at about 160 °C in a CEM Discover microwave for about 30 min. The insoluble residue was removed by filtration and
the filtrate was subjected to purification by preparative RP-HPLC (Table 2, Method h) to yield 7-cyclohexyl-3,6-dihydro-
pyrazolo[4,3-d]pyrrolo[2,3-b]pyridine as a white solid (0.036 g, 33%); LC/MS (Table 2, Method d) R;=2.04 min; MS m/z:
241 (M+H)*.

Example #24: 1-(1-Benzylpiperidin-4-yi)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0736]

Step A: (1-Benzylpiperidin-4-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanol

[0737]
N Ph
| N Ph HO
[
cl cl
m — (0
N N\ N N\
TIPS TIPS
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[0738] n-BuLi (1.6 M in hexanes, 5.17 mL, 8.28 mmol) was added dropwise to a solution of 5-chloro-4-iodo-1-(triiso-
propylsilyl)-1H-pyrrolo[2,3-b]pyridine (3.0 g, 6.9 mmol, Adesis) in THF (120 mL) at about -78 °C, keeping the internal
temperature of the reaction below about -70 °C during the addition. After stirring for about 40 min, 1-benzylpiperidine-
4-carbaldehyde (2.1 g, 10.3 mmol) was added dropwise and the resulting mixture was stirred at about -75 °C for about
1 h. The reaction was quenched by the dropwise addition of saturated aqueous ammonium chloride (60 mL). The mixture
was concentrated under reduced pressure and the remaining aqueous portion was extracted with EtOAc (125 mL). The
organic layer was washed with brine (80 mL), dried over anhydrous MgSO, and concentrated under reduced pressure
to afford crude (7-benzylpiperidin-4-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolof2,3-b]pyridine-4-yl)methanol (3.53 g,
quantitative) as a yellow oil: LC/MS (Table 2, Method n) R;=1.82 min; MS m/z: 512 and 514 (M+H)*. The crude material
was used directly in the next step without further purification.

Step B: (1-Benzylpiperidin-4-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanone

[0739]

HO.

Cl

N
N N\
TIPS

[0740] Dess-Martin periodinane (8.78 g, 20.7 mmol) was added to a solution of (1-benzylpiperidin-4-yl)(5-chloro-
1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanol (3.53 g, 6.9 mmol) in DCM (120 mL) at about 0 °C, then stirred
for about 16 h while the reaction warmed to ambient temperature. The solvent was removed in vacuo and the residue
partitioned between saturated aqueous sodium bicarbonate (150 mL) and EtOAc (200 mL). The organic phase was
washed with brine (120 mL), dried over anhydrous MgSO,, filtered and concentrated under reduced pressure. Purification
by silica gel chromatography, eluting first with heptanes (1 L) and then with 1.7 EtOAc:heptanes (1 L) afforded (7-
benzylpiperidin-4-yl)(5-chloro-1-(triisopropylsilyl)-1H pyrrolo[2,3-b]pyridin-4-yl)methanone as a white solid (1.85 g, 53%
combinedyield for Example #24 step A and step B): LC/MS (Table 2, Method n) R;=2.81 min; MS m/z: 510and 512 (M+H)*

Step C: 4-((1-Benzylpiperidin-4-yl)(hydrazono)methyl)-5-chloro-1H-pyrrolo[2,3-b]pyridine

[0741]

NH, N Ph
N
- . cl
| N
s
N
TIPS NT S

[0742] The mixture of (1-benzylpiperidin-4-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanone
(1.85 g, 3.63 mmol), anhydrous hydrazine (0.341 mL, 10.9 mmol) and AcOH (0.21 mL, 3.63 mmol) was heated at reflux
over 3A molecular sieves in a Dean-Stark trap for about 48 h. The reaction mixture was cooled to ambient temperatures,
the solvent was removed under reduced pressure and the residue partitioned between saturated NaHCO3 (100 mL) and
EtOAc (100 mL). The organic layer was separated, washed with brine (100 mL), dried in vacuo over anhydrous MgSO,4
and concentrated. The residue was suspended in Et,O (15 mL) and the resulting precipitate was collected by filtration
and dried in vacuo to yield 4-((1-benzylpiperidin-4-yl)(hydrazono)methyl)-5-chloro-1H-pyrrolo[2,3-b]pyridine (0.85 g,
64%) as an off-white solid: LC/MS (Table 2, Method n) R; = 1.48 min; MS m/z: 368 and 370 (M+H)*.

Step D: 1-(1-Benzylpiperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0743]
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[0744] A mixture of 4-((1-benzylpiperidin-4-yl)(hydrazono)methyl)-5-chloro-1H-pyrrolo[2,3-b]pyridine (0.85 g, 2.44
mmol), sodium tert-butoxide (0.565 g, 5.87 mmol), palladium acetate (0.0055 g, 0.024 mmol) and (R)-1-[(S)-2-(dicy-
clohexylphosphino)ferrocenyl]ethyldi-tert-butyl phosphine (0.0136 g, 0.0244 mmol) was heated in NMP (10 mL) at about
160 °C in a CEM Discover microwave for about 30 min. The NMP was removed under reduced pressure and the residue
was partitioned between saturated aqueous NaHCO4 (50 mL) and EtOAc (50 mL). The organic phase was separated,
washed with brine (55 mL), dried over anhydrous MgSQO, and concentrated under reduced pressure. The residue was
suspended in MeCN (10 mL) and the precipitate was collected by filtration and dried in vacuo to yield 1-(1-benzyipiperidin-
4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-bjpyridine as a tan solid (0.33 g, 40%): LC/MS (Table 2, Method n) R;=1.42
min; MS m/z: 332 (M+H)*.

Example #25: 1-(1-(Cyclopropylsulfonyl)piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0745]
ol
N/
/N“
HN
DR
2
N
N H

Step A: 1-(Piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0746]

ZT

HN
— D
Z~N
H

N

[0747] Ammonium formate (0.50 g, 7.9 mmol) and Pearlman’s catalyst (0.56 g, 0.79 mmol) were added to a solution
of 1-(1-benzylpiperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.26 g, 0.791 mmol, Example #24) in Me-
OH (20 mL). The reaction was heated at about 65 °C for about 1 h then filtered through Celite® and concentrated under
reduced pressure. The filtrate was concentrated to afford 7-(piperidin-4-yl)-3,6-dihydropyrazolo[4,3-djpyrrolof2,3-b]py-
ridine (0.161 g, 84%): LC/MS (Table 2, Method a) R; =1.18 min; MS m/z: 242 (M+H)*, 240 (M-H)". The crude product
was used directly in subsequent steps without further purification.

Step B: 1-(1-(Cyclopropylsulfonyl)piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0748]
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[0749] To a solution of 1-(piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.023 g, 0.095 mmol) in
pyridine (0.5 mL) was added cyclopropanesulfonyl chloride (0.015 g, 0.105 mmol). The reaction was stirred at about 25
°C for about 1 h. MeOH (0.5 mL) was added to quench the reaction and the crude reaction mixture was purified by RP-
HPLC (Table 2, Method p) to afford 7-(1-(cyclopropylsulfonyl)piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-bjpy-
ridine as a solid (0.004 g, 6.5 %): LC/MS (Table 2, Method a) R; =1.74 min; MS m/z: 346 (M+H)*, 344 (M-H)".
Example #26: 1-(1-(Cyclopropylsulfonyl)piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b] pyridine

[0750]

Step A: (1-Benzylpiperidin-3-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanol

[0751]

cl 0 cl
D LD
~Z
NN NN
TIPS TIPS

[0752] A solution of n-BuLi (1.6 N in heptane, 8.62 mL, 13.8 mmol) was added dropwise to a solution of 5-chloro-4-
iodo-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridine (5.00 g, 11.5 mmol, Adesis) in THF (135 mL) at about -78 °C, keeping
the temperature below about -70 °C. After stirring for about 40 min, a solution of 1-benzylpiperidine-3-carbaldehyde
(4.21 g, 20.7 mmol) in THF (15 mL) was added dropwise and the resulting mixture was stirred at about -75 °C for about
2 h. The reaction was quenched by dropwise addition of saturated aqueous NH,CI (100 mL) and the THF was removed
under reduced pressure. The aqueous phase was extracted into EtOAc (250 mL), washed with brine (200 mL), and
concentrated to yield crude (1-benzyipiperidin-3-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[ 2, 3-b]pyridin-4-yl)methanol
(5.88 g, quantitative) as a yellow oil that was used directly in the next step without further purification: LC/MS (Table 2,
Method a) R; =1.78 min; MS m/z: 512 and 514 (M+H)*

Step B: (1-Benzylpiperidin-3-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanone

[0753]
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[0754] Dess-Martin periodinane (14.63 g, 34.5 mmol) was added to a solution of (1-benzylpiperidin-3-yl)(5-chloro-
1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanol (5.892 g, 11.5 mmol) in DCM (120 mL) at about 0 °C and the
resulting mixture was stirred for about 16 h while wanning to ambient temperature. The solvent was removed under
reduced pressure and the residue partitioned between saturated aqueous NaHCO; (150 mL) and EtOAc (200 mL). The
organic phase was washed with brine (120 mL) and concentrated under reduced pressure. Purification by silica gel
chromatography eluting first with heptane (1L) and then with 1:7 EtOAc:heptane (1L) yielded (7-benzylpiperidin-3-yi)(5-
chloro-1-(triisopropyilsilyl)-1H-pyrrolof2,3-b]pyridin-4-yl)methanone (1.45 g, 25%) as ayellow oil: LC/MS (Table 2, Method
a) R;=3.24 min; MS m/z: 511 (M+H)*

Step C: 4-((1-Benzylpiperidin-3-yl)(hydrazono)methyl)-5-chloro-1H-pyrrolo[2,3-b]pyridine

[0755]
N,
0 N._-Ph Ny N._-Ph
Cl Cl X
N — L
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NT N N7 R
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[0756] A mixture of (1-benzylpiperidin-3-yl)(5-chloro-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridin-4-yl)methanone
(1.45 g, 2.84 mmol), anhydrous hydrazine (0.273 g, 8.53 mmol) and AcOH (0.163 mL, 2.84 mmol) was heated in EtOH
(35 mL) at reflux for about 16 h. The reaction mixture was cooled to room temperature, the solvent was removed under
reduced pressure and the residue partitioned between saturated aqueous NaHCO4 (50 mL) and EtOAc (60 mL). The
organic phase was washed with brine (40 mL) and concentrated to yield 4-((1-benzylpiperidin-3-yl)(hydrazono)methyl)-
5-chloro-1H-pyrrolo[2,3-b]pyridine (1.04 g, quantitative) as a brown amorphous solid that was used directly in the next
step without further purification: LC/MS (Table 2, Method a) R; =1.57 min; MS m/z: 368 (M+H)*.

Step D: 1-(1-Benzylpiperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0757]
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N=
cl R A E— HNI
| = | N AN
N N Z~N
H N H

[0758] A mixture of 4-((1-benzylpiperidin-3-yl)(hydrazono)methyl)-5-chloro-1H-pyrrolo[2,3-b]pyridine (1.04 g, 2.84
mmol), sodium tert-butoxide (0.652 g, 6.78 mmol), palladium acetate (0.0064 g, 0.028 mmol) and (R)-1-[(S)-2-(dicy-
clohexylphosphino)ferrocenyl]ethyl-di-fert-butyl phosphine (0.016 g, 0.028 mmol) in NMP (10 mL) was heated in the
microwave at about 160 °C for about 30 min. Additional palladium acetate (0.0064 g, 0.028 mmol) and (R)-1-[(S)-
2-(dicyclohexylphosphino)ferrocenyl]ethyl-di-fert-butyl phosphine (0.016 g, 0.028 mmol) were added and the mixture
was heated in a microwave at about 160 °C for about 15 min. Additional palladium acetate (0.003 g, 0.014 mmol) and
(R)-1-[(S)-2-(dicyclohexylphosphino)ferrocenyllethyl-di-tert-butyl phosphine (0.008 g, 0.014 mmol) were added and the
mixture was again heated at about 160 °C for about 8 min. The solvent was removed under reduced pressure and the
residue was partitioned between water (25 mL) and EtOAc (25 mL). The organic phase was washed with brine (20 mL),
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dried over anhydrous MgSQ,, decolorized with charcoal and filtered. The solvent was removed under reduced pressure
and the residue purified by silica gel chromatography, eluting first with DCM (1 L), a mixture of 98:1:1 DCM:TEA:MeOH
(1L) and then with a mixture of 97:1:2 DCM:TEA:MeOH (1 L) to yield 1-(1-benzylpiperidin-3-yl)-3,6-dihydropyrazolof4,3-
djpyrrolof2,3-bjpyridine (0.18 g, 0.54 mmol, 19%) as a brown solid: LC/MS (Table 2, Method a) R, =1.36 min; MS m/z:
332 (M+H)*.

Step E: 1-(Piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0759]

N NH
N= - - HNIN‘
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[0760] A mixture of 1-(1-benzylpiperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.18 g, 0.54 mmol),
Pearlman’s catalyst (0.05 g, 0.36 mmol) and ammonium formate (0.684 g, 10.8 mmol) was heated in EtOH (20 mL) at
reflux for about 1 h. The catalyst was removed by filtration through a Celite® pad and the filtrate concentrated in vacuo
to yield 1-(piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolof2,3-b]pyridine (0.13 g, 0.543 mmol, quantitative) as a yellow
amorphous solid that was used directly in the next step without further purification: LC/MS (Table 2, Method a) R;=1.31
min; MS m/z: 242 (M+H)*.

Step F: 1-(1-(Cyclopropylsulfonyl)piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0761]

[0762] Cyclopropanesulfonyl chloride (0.076, 0.54 mmol) was added to a solution of 1-(piperidin-3-yl)-3,6-dihydro-
pyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.13 g, 0.54 mmol) in pyridine (5 mL), and the mixture was stirred at room tem-
perature for about 4 h. The solvent was removed in vacuo and the residue purified by RP-HPLC (Table 2, Method q) to
yield 1-(1-(cyclopropylsulfonyl)piperidin-3-yl)-3,6-dihydropyrazolof4,3-d]pyrrolof2,3-b]pyridine (0.019 g, 0.055 mmol,
10%) as a white solid: LC/MS (Table 2, Method n) R; 1.75 min; m/z: 346 (M+H)*.
Example #27: 1-Cyclohexyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine

[0763]
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[0764] A solution containing 4-chloro-1H-pyrrolo[2,3-b]pyridine-5-carbaldehyde (0.100 g, 0.554 mmol, Adesis), cy-
clohexylhydrazine hydrochloride (0.125 g, 0.831 mmol) and DIEA (0.19 mL, 1.1 mmol) in £-BuOH (5 mL) was stirred at
ambient temperature for about 1 h, then heated at about 70 °C for about 1 h, followed by heating in a Biotage microwave
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atabout 200 °C for about 1 h. The insoluble residue was removed by filtration and the filtrate was subjected to purification
by preparative RP-HPLC (Table 2, Method p) to yield 7-cyclohexyl-1,6-dihydropyrazolo[3,4-d]pyrrolof2,3-b]pyridine
(0.045 g, 0.187 mmol, 34 %) as an off-white solid: LC/MS (Table 2, Method d,) R;2.13 min; m/z: 241 (M+H)*, 239 (M-H)".
Example #28: 1-Cyclohexyl-6 H-isoxazolo[4,5-d]pyrrolo[2,3-b]pyridine

[0765]

Step A: (5-Chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanone oxime

[0766]
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[0767] A mixture of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanone (0.35 g, 1.33 mmol; Example #23,
Step B), hydroxylamine hydrochloride (0.46 g, 6.7 mmol), N,N-diisopropylethylamine (1.6 mL, 9.32 mmol) and AcOH
(0.2mL, 3.5 mmol) in n-butanol (20 mL) was heated atabout 120 °C for about 18 h. Additional hydroxylamine hydrochloride
(0.185 g, 2.66 mmol), N,N-diisopropylethylamine (0.70 mL, 4.0 mmol), and AcOH (0.15 mL, 2.7 mmol) were added to
the mixture and the reaction was heated atabout 120 °C for about 18 h. Additionalamounts of hydroxylamine hydrochloride
(0.185 g, 2.66 mmol), DIEA (0.70 mL, 4.0 mmol), and AcOH (0.15 mL, 2.7 mmol) were added to the mixture and the
reaction was heated at about 130 °C for about 3 days. The reaction was cooled to ambient temperature and concentrated
under reduced pressure. The residue was diluted with EtOAc (50 mL) and washed with saturated aqueous NaHCOj; (3
x 40 mL) and brine (20 mL), dried over anhydrous MgSQO,, filtered and concentrated under reduced pressure. The crude
product was purified by silica gel chromatography (0-70% EtOAc in heptane gradient as the eluent to provide (5-chloro-
1H-pyrrolo[2,3-b]pyridin-4-yl) (cyclohexyl)methanone oxime as an off white solid (0.193 g, 52%): LC/MS (Table 2, Method
a) RF 2.22 min; m/z: 276 and 278 (M-H)".

Step B: 1-Cyclohexyl-6H-isoxazolo[4,5-d]pyrrolo[2,3-b]pyridine

[0768]
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[0769] A mixture of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanone oxime (0.19 g, 0.70 mmol) and po-
tassium tert-butoxide (0.16 g, 1.4 mmol) in DMSO (6 mL) was heated in a Biotage microwave at about 125 °C for about
30min. The solventwas removed underreduced pressure and the crude product was purified by silica gelchromatography
(0-30% EtOAc in heptane gradient as the eluent to afford 7-cyclohexyl-6H-isoxazolo[4,5-d]Jpyrrolo[2,3-b]pyridine as a
white solid (0.076 g, 46%): LC/MS (Table 2, Method d) R,= 2.50 min; m/z: 242 (M+H)*.
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Example #29: 1-Cyclohexyl-3-methyl-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0770]

X
Z
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N

Step A: 5-Chloro-4-(cyclohexyl(2-methylhydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine

[0771]
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[0772] A mixture of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclohexyl)methanone (0.383 g, 1.46 mmol; Example #23,
Step B), methylhydrazine (0.24 mL, 4.56 mmol), and AcOH (0.084 mL, 1.47 mmol) in n-butanol (10 mL) was heated at
about 135 °C for about 18 h. During this time, water was distilled from the reaction mixture via the use of a Dean-Stark
trap. Additional methylhydrazine (0.24 mL, 4.6 mmol) and AcOH (0.084 mL, 1.5 mmol) were added and the reaction
mixture was heated at reflux for about 2 days. The reaction was cooled to ambient temperature and concentrated under
reduced pressure. The crude product was diluted with EtOAc (50 mL), washed with saturated aqueous NaHCO4 (30
mL) and brine (30 mL), dried over anhydrous MgSQOy,, filtered and concentrated under reduced pressure. The crude
product was purified by silica gel chromatography (0-35% EtOAc in heptane gradient as the eluent to provide 5-chloro-
4-(cyclohexyl(2-methylhydrazono)methyl)-1H-pyrrolo[2,3-bjpyridine (0.261 g, 62%): LC/MS (Table 2, Method d) R; =
2.53 min; m/z: 291 and 293 (M+H)*.

Step B: 1-Cyclohexyl-3-methyl-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0773]
Ny ,N\
Cl —N
o~ -
NN NN

[0774] A mixture of 5-chloro-4-(cyclohexyl(2-methylhydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine (0.241 g, 0.829
mmol), sodium tert-butoxide (0.191 g, 1.99 mmol), palladium acetate (0.001 g, 0.0083 mmol) and (R)-1[(S)-2-(dicy-
clohexylphosphino)ferrocenyllethyl di-fert-butyl phosphine (0.0046 g, 0.0083 mmol), was heated in NMP (3 mL) at about
160 °C for about 15 min in a Biotage microwave. Additional palladium acetate (0.001 g, 0.0083 mmol) and (R)-1[(S)-
2-(dicyclohexylphosphino)ferrocenyllethyl di-tert-butyl phosphine (0.0046 g, 0.0083 mmol) was added and the reaction
mixture was heated at about 160 °C for about 30 min. The insoluble residue was removed by filtration through a Celite®
pad and to the filtrate was purifiied by preparative RP-HPLC (Table 2, Method r) to provide 7-cyclohexyl-3-methyl-3,6-
dihydropyrazolof4,3-djpyrrolof2,3-b]pyridine as a white solid (0.121 g, 58%): LC/MS (Table 2, Method d) R~ 2.29 min;
m/z: 255 (M+H)*.

Example #30: 1-Cyclobutyl-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0775]
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Step A: Cyclobutylmagnesium bromide

[0776]

Br

BrMg

[0777] Magnesium (4.63 g, 191 mmol) was heated at about 120 °C in a dry flask under a nitrogen atmosphere for
about 1 min. The flask was cooled to about 60 °C, THF (56 mL), 1,2-dibromoethane (0.055 mL, 0.64 mmol) and bromo-
cyclobutane (6 mL, 64 mmol) were added. The reaction mixture was stirred at about 60 °C for about 5 h then used
directly in the next step.

Step B: (5-Chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclobutyl)methanol

[0778]

HO.

Cl
A
L

o~

N

IZ o

[0779] The solution of cyclobutylmagnesium bromide (0.28 M in THF, 56 mL, 63 mmol) was added to a solution of 5-
chloro-1H-pyrrolo[2,3-b]pyridine-4-carbaldehyde (0.908 g, 5.03 mmol, Adesis) in THF (30 mL) atabout 0 °C. The reaction
mixture was stirred and allowed to warm to ambient temperature and the reaction mixture was stirred for about 16 h.
Water (10 mL) was added and the volatiles were removed under reduced pressure. The product was extracted into DCM
(3 x 20 mL) and the combined organic phases were dried over anhydrous MgSO,, filtered ,the solvent was removed
under reduced pressure and the crude material was purified by column chromatography over silica gel using a 10 to
45% gradient of EtOAc in heptane as the eluent to provide (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclobutyl)methanol
as an off white solid (0.42 g, 32%); LC/MS (Table 2, Method a) R; =2.02 min; m/z: 237 and 239 (M+H)*.

Step C: (5-Chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclobutyl)methanone

[0780]

HO O,

Cl Cl

A S
® ®

Iz .
Iz .

N N
[0781] Dess-Martin periodinane (1.6 g, 3.8 mmol) was added to a suspension of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-
yl)(cyclobutyl)methanol (0.3 g, 1.2 mmol) in DCM (7 mL) at about 0 °C. The reaction mixture was stirred at ambient
temperature for about 4 h then quenched by the addition of with saturated aqueous Na,SO5 (125 mL). The product was
extracted into DCM (3 x 20 mL) and the combined organic extracts were washed with aqueous NaOH (2 N, 20 mL). The
organic phase was dried over anhydrous MgSO, and the solvent was removed under reduced pressure to provide (5-
chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclobutyl)methanone as an off-white solid (0.2 g, 67%) that was used directly in
the next step without further purification: LC/MS (Table 2, Method a) R; = 2.27 min; m/z: 235 and 237 (M+H)*.
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Step D: 5-Chloro-4-(cyclobutyl(hydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine

[0782]
o NH2
Ny
Cl
A >
N N |
y
H N
NTH

[0783] A mixture of (5-chloro-1H-pyrrolo[2,3-b]pyridin-4-yl)(cyclobutyl)methanone (0.2 g, 0.85 mmol), anhydrous hy-
drazine (0.13 mL, 4.26 mmol) and AcOH (0.008 mL, 0.142 mmol) in ethanol (10 mL) was heated at reflux for about 20
h. During this time, water was distilled from the reaction mixture via the use of a Dean-Stark trap. The volatiles were
removed under reduced pressure and the residue was partitioned between water (10 mL) and EtOAc (20 mL). The
organic phase was dried over anhydrous MgSQ,, filtered, and the solvent evaporated under reduced pressure. The
crude material was purified by chromatography over silica gel using a 10 to 50 % gradient of EtOAc in heptane as the
eluent to provide 5-chloro-4-(cyclobutyl(hydrazono)methyl)-1H pyrrolo[2,3-b]pyridine as an off-white solid (0.10 g, 49%):
LC/MS (Table 2, Method 0) R; =2.22 min; m/z: 249 and 251 (M+H)*.

Step E: 1-Cyclobutyl-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0784]

NHz N
Na HN
cl —_— |

AN
B N
o

IZ
IZ_ .

N

[0785] A mixture of 5-chloro-4-(cyclobutyl(hydrazono)methyl)-1H-pyrrolo[2,3-b]pyridine (0.052 g, 0.21 mmol), sodium
tert-butoxide (0.048 g, 0.50 mmol), palladium acetate (0.0005 g, 0.0025 mmol) and (R)-1-[(S)-2-(dicyclohexylphosphi-
no)ferrocenyllethyl di-tert-butyl phosphine (0.0015 g, 0.0025 mmol) was heated in N-methyl-2-pyrrolidinone (2 mL) at
about 160 °C in a CEM Discover microwave for about 30 min. The insoluble residue was removed by filtration and the
filtrate was subjected to purification by preparative RP-HPLC (Table 2, Method h) to yield 7-cyclobutyl-3,6-dihydropyra-
zolo[4,3-d]pyrrolo[2,3-b]pyridine as awhite solid (0.002 g, 4%): LC/MS (Table 2, Method d) R,=1.78 min; m/z: 213 (M+H)*.

Example #31: 1-(Tetrahydro-2H-pyran-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0786]

[0787] 5-Chloro-4-iodo-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridine (1.0 g, 2.3 mmol, Adesis) and tetrahydro-2H-
pyran-4-carbaldehyde (0.47 g, 4.1 mmol, Pharmacore) in THF (46 mL) were reacted according to the conditions specified
in Example #24. The crude material was purified by RP-HPLC (Table 2, Method s) to give 1-(tetrahydro-2H-pyran-4-yl)-
3,6-dihydropyrazolo[4,3-d]pyrrolof2,3-b]pyridine as a tan solid (0.027 g, 4% over 4 steps): LC/MS (Table 2, Method a)
R¢=1.51 min; m/z: 243 (M+H)*.
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Example #32: 1-(Tetrahydro-2H-pyran-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0788]

[0789] 5-Chloro-4-iodo-1-(triisopropylsilyl)-1H-pyrrolo[2,3-b]pyridine (1.0 g, 2.3 mmol, Adesis) and tetrahydro-2H-
pyran-3-carbaldehyde (0.47 g, 4.1 mmol, JW Pharmlab) in THF (46 mL) were reacted according to the conditions specified
in Example #24. The crude material was purified by RP-HPLC (Table 2, Method s) to give 1-(tetrahydro-2H-pyran-3-yl)-
3,6-dihydropyrazolo[4,3-djpyrrolo[2,3-b]pyridine (0.0021 g, 0.4% over 4 steps): LC/MS (Table 2, Method a) R; =1.53
min; m/z: 243 (M+H)*.

Example #33: 6-((1S,3S)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentylamino)nicotinoni-
trile (A-1134356.0) and 6-((1S,3R)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentylami-
no)nicotinonitrile

[0790]
N
W W
TN\ TN
O.-\NH
Ny
HN
/| N
SN

[0791] A mixture of (1S)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (0.20 g, 0.83 mmol,
Preparation #30), 6-chloronicotinonitrile (0.12 g, 0.83 mmol), DIEA (0.22 mL, 1.2 mmol), and EtOH (3 mL) were heated
for about 1 h at about 120 °C in a microwave (250 psi maximum pressure, 1 min ramp, 300 max watts). The reaction
mixture was concentrated in vacuo and purified by RP-HPLC (Table 2, Method s) to give 6-((1S,3S)-3-(3,6-dihydropyra-
zolo[4,3-dJpyrrolo[2,3-b]pyridin-1-yl)cyclopentylamino)nicotinonitrile (0.014 g, 5%): LC/MS (Table 2, Method a) R;=1.75
min; m/z: 344 (M+H)* and 6-((1S,3R)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentylamino)nicoti-
nonitrile (0.020 g, 7%): LC/MS (Table 2, Method a) R; = 1.81 min; m/z: 344 (M+H)*.

Example #34: 1-(1-(5-(Trifluoromethyl)pyridin-2-yl)piperidin-3-yl)-3,6-dihydropyrazolo [4.3-d]pyrrolo [2,3-b]pyri-
dine

[0792]

[0793] A mixture of 1-(piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.16 g, 0.65 mmol, Example
#26, Step E) and 2-chloro-5-(trifluoromethyl)pyridine (0.031 g, 0.17 mmol) with DIEA (0.09 mL, 0.51 mmol) in EtOH (2
mL) was heated at about 130 °C for about 1 h in a microwave reactor (250 psi maximum pressure, 1 min ramp, 300
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max watts). The crude material was purified by silica gel chromatography eluting with a 5-100% EtOAc in heptane
gradient to give 1-(1-(5-(trifluoromethyl)pyridin-2-yl)piperidin-3-yl)-3,6-dihydropyrazolof4,3-d]pyrrolof2,3-b]pyridine
(0.016 g, 24%): LC/MS (Table 2, Method a) R;=2.32 min; m/z: 387 (M+H)*.
Example #35: 6-(3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)piperidin-1-yl)pyridazine-3-carbonitrile

[0794]

[0795] A mixture of 1-(piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.16 g, 0.65 mmol, Example
#26, Step E) and 6-chloropyridazine-3-carbonitrile (0.090 g, 0.65 mmol) with DIEA (0.37 mL, 2.12 mmol) in EtOH (3 mL)
was heated at about 120 °C for about 15 min in a microwave reactor (250 psi maximum pressure, 1 min ramp, 300 max
watts). The crude material was purified by RP-HPLC (Table 2, Method h) to give 6-(3-(3,6-dihydropyrazolof4,3-djpyrro-
lo[2,3-b]pyridin-1-yl)piperidin-1-yl)pyridazine-3-carbonitrile (0.016 g, 24%): LC/MS (Table 2, Method a) R, =1.76 min;
m/z: 345 (M+H)*.

Example #36: 6-(3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)piperidin-1-yl)nicotinonitrile

[0796]

[0797] A mixture of 1-(piperidin-3-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine (0.16 g, 0.65 mmol, Example
#26, Step E) and 6-chloronicotinonitrile (0.090 g, 0.65 mmol) with DIEA (0.37 mL, 2.12 mmol) in EtOH (3 mL) was heated
at about 120 °C for about 15 min in a microwave reactor. The crude material was purified by RP-HPLC (Table 2, Method
h) to give 6-(3-(3,6-dihydropyrazolo[4,3-d]pyrrolof2,3-bjpyridin-1-yl)piperidin-1-yl)nicotinonitrile (0.012 g, 6%): LC/MS
(Table 2, Method a) R; =1.96 min; m/z: 344 (M+H)*.

Example #37: 1-(Piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine

[0798]

[0799] 1-(Piperidin-4-yl)-3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridine was prepared in a manner analogous to Ex-
ample #26, Steps A-E by substituting 1-benzylpiperidine-3-carbaldehyde with 1-benzylpiperidine-4-carbaldehyde. Pu-
rification by RP-HPLC (Table 2, Method t) gave 1-(piperidin-4-yi)-3,6-dihydropyrazolof4,3-dJpyrrolo[2,3-bjpyridine (0.038
g, 3% over 5 steps): LC/MS (Table 2, Method a) R; =0.84 min; m/z: 242 (M+H)*.
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Example #38: 6-((1R,3R)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentylamino)nicotinoni-
trile (A-1119778.0) and 6-((1R,3S)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentylami-

no)nicotinonitrile

[0800]

H

[0801] (3R)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (0.12 g, 0.48 mmol, Prepara-
tion #29), 6-chloronicotinonitrile (0.069 g, 0.48 mmol), and DIEA (0.13 mL, 0.75 mmol) were heated in EtOH (3.0 mL)
at about 80 °C for about 10 h. The solvent was removed under reduced pressure and the crude material was purified
by RP-HPLC (Table 2, Method h) to give 6-((1R,3R)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cy-
clopentylamino)nicotinonitrile (0.007, 4%): LC/MS (Table 2, Method a) R, =1.86 min; m/z: 344 (M+H)* and 6-((1R,3S)-
3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-bjpyridin-1-yl)cyclopentylamino)nicotinonitrile(0.009 g, 5%): LC/MS (Table 2,
Method a) R, =1.89 min; m/z: 344 (M+H)*.

Example #39: N-((1R,3R)-3-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentyl)cyclopropanesul-
fonamide (A-1119784.0) and N-((1R,3S)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentyl)cy-

clopropanesulfonamide

[0802]

[0803] (3R)-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (0.12 g, 0.48 mmol, Preparation
#29), cyclopropanesulfonyl chloride (0.070 g, 0.48 mmol), DIEA (0.11 mL, 0.60 mmol), and DMF (6.0 mL) were stirred
at room temperature for about 2.5 h. The solvent was removed under reduced pressure and the crude material was
purified by RP-HPLC (Table 2, Method q) to give N-((1R,3R)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cy-
clopentyl)cyclopropanesulfonamide (0.008 g, 5%): LC/MS (Table 2, Method a) R, =1.58 min; m/z: 346 (M+H)* and
N-((1R,3S)-3-(3,6-dihydropyrazolof4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentyl)cyclopropanesulfonamide  (0.017 g,
10%): LC/MS (Table 2, Method a) R; =1.71 min; m/z: 346 (M+H)*.

Example #40: 2-Cyano-N-(1R,3S)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentyl)aceta-
mide

[0804]

[0805] (3R)-(3,6-Dihydropyrazolo[4,3-d]pyrrolo[2,3-b]pyridin-1-yl)cyclopentanamine (0.12 g, 0.48 mmol, Preparation
#29) and 2-cyanoacetic acid (0.042 g, 0.48 mmol), were combined in DMF (6.0 mL) with EDC (0.12 g, 0.65 mmol) and
HOBLt (0.076 g, 0.48 mmol). The mixture was stirred for about 3 h at room temperature. Perfluorophenyl 2-cyanoacetate
(0.62 g, 2.5 mmol, Preparation #6) was added and the reaction mixture was stirred for about 48 h at room temperature.
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The solvent was removed under reduced pressure and the crude material was purified by RP-HPLC (Table 2, Method
q) to give 2-cyano-N-((1R,3S)-3-(3,6-dihydropyrazolo[4,3-d]pyrrolof2,3-b]pyridin-1-yl)cyclopentyl)acetamide (0.014 g,
9%): LC/MS (Table 2, Method a) R; =1.52 min; m/z: 307 (M-H)".

Example #41: 1-Methyl-7-(3-(methylsulfonyl)phenyl)-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b] pyridine

[0806]
/
N-N
i
pZ
| A\
\S
N~ N e
S
o}

Step A: 1-Methyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine

[0807]

o o N-N
i/
~
NT N N7 N
[0808] 4-Chloro-1H-pyrrolo[2,3-b]pyridine-5-carbaldehyde (1.37 g, 7.59 mmol, Adesis) and methylhydrazine (0.599
mL, 11.4 mmol) in n-BuOH (7 mL) were heated to about 95 °C. After about 15 min, concentrated HCI (0.500 mL, 16.4
mmol) was added and the reaction mixture was heated to about 120 °C. After about 4 h, water (10 mL) was added and
the mixture was extracted with EtOAc (20 mL). The organic layer was separated and the aqueous layer was basified
with saturated aqueous NaHCO; to about pH 8 and extracted with EtOAc (2 x 20 mL). The combined organic layers
were dried over anhydrous MgSQy, filtered, and concentrated under reduced pressure. The residue was purified by
silica gel chromatography (40 g column) eluting with a gradient of 5-60 % EtOAc in heptane to give 7-methyl-1,6-

dihydropyrazolo[3,4-djpyrrolof2,3-b]pyridine (0.960 g, 74%): LC/MS (Table 2, Method d) R; = 1.40 min; MS m/z: 173
(M+H)*.

Step B: 1-Methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine

[0809]
/
N-N
/
AN
‘N/ | pZ \
] N N
_%=0
| AN \ O’S
~
N N

[0810] To a solution of NaH (60% dispersion in mineral oil, 0.209 g, 5.23 mmol) in DMF (10 mL) at about 0 °C was
added a solution of 1-methyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.60 g, 3.5 mmol) in DMF (5 mL). The
cooling bath was removed and after about 20 min, p-toluenesulfonyl chloride (0.996 g, 5.23 mmol) was added. After
about 2 h at room temperature, water was added (15 mL) and the mixture was extracted with EtOAc (3 x 20 mL). The
organic layers were combined, dried over anhydrous MgSQO,, filtered, and concentrated under reduced pressure. The
residue was purified by silica gel chromatography eluting with a gradient of 5-45 % EtOAc in heptane to give 1-methyi-
6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[3,4-b]Jpyridine (0.50 g, 44%): LC/MS (Table 2, Method d) R; = 2.20 min; MS
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miz: 327 (M+H)*.

Step C: 7-lodo-1-methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine

[0811]
/ /
- ~N
)N /
BN
| N | P N—
NZ TN NT N
=0 — -g=0
O:S O’

[0812] Diisopropylamine (0.20 mL, 1.5 mmol) in THF (1.5 mL) was cooled to about -74 °C. A solution of n-BuLi (1.6
M solution in cyclohexane, 1.03 mL, 1.65 mmol) was added drop-wise over about 15 min. After about 20 min, the solution
was added to 1-methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.250 g, 0.766 mmol) in THF (10 mL)
at about -74 °C over about 10 min. After about 1 h at about -74 °C, a solution of iodine (0.226 g, 0.889 mmol) in THF (5
mL) was added over about 5 min. After about 2 h at about -74 °C, water (20 mL) was added and the reaction mixture
was extracted with EtOAc (3 x 20 mL). The organic layers were combined, dried over anhydrous MgSQy,, filtered, and
concentrated under reduced pressure. The residue was purified by silica gel chromatography eluting with a gradient of
5-40 % EtOAc in heptane to give 7-iodo-1-methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolof2,3-bjpyridine (0.27 g, 78%):
LC/MS (Table 2, Method d) R; = 2.34 min; MS m/z: 453 (M+H)*.

Step D: 1-Methyl-7-(3-(methylsulfonyl)phenyl)-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine

[0813]
/
N~
) N\ /N\n/
= B\
SN N § | N
04\340 N H S//o
Vi
O

[0814] A mixture of 7-iodo-1-methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.134 g, 0.296 mmol),
3-(methylsulfonyl)phenylboronic acid (0.711 g, 0.356 mmol, Combi-Blocks), Pd(PPh3), (0.24 g, 0.021 mmol, Strem),
Na,COj3 (0.790 g, 0.741 mmol) in 1,4-dioxane:water (3:1, 10 mL) was heated to about 90 °C for about 5 h. The reaction
mixture was filtered through a plug of Celite®. The filtrate was washed with water (10 mL), dried over anhydrous MgSOQOy,
filtered, and concentrated under reduced pressure to give 1-methyl-7-(3-(methylsulfonyl) phenyl)-6-tosyl-1,6-dihydro-
pyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.180 g, 0.375 mmol) that was dissolved in MeOH (3 mL) and treated with aqueous
NaOH (5 N, 0.75 mL, 3.8 mmol) The reaction vessel was sealed and heated in a CEM microwave at about 120 °C for
about 20 min (250 psi maximum pressure, 2 min ramp time, 300 max watts). The reaction mixture was filtered and
washed with MeOH (3 mL). The filtrate was concentrated in vacuo, and purified by silica gel chromatography eluting
with a gradient of 0-10% MeOH in DCM to give 1-methyl-7-(3-(methylsulfonyl)phenyl)-1,6-dihydropyrazolo[3,4-d]pyrro-
lof2,3-b]pyridine (0.65 g, 53%): LC/MS (Table 2, Method d) R, = 1.23 min; MS m/z: 327 (M+H)*.

Example #42: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-methyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine

[0815]
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[0816] A flask was charged with 7-iodo-1-methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.200 g,
0.442 mmol, Example #41, Step C), 5-methoxy-1-methyl-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-1H-indole
(0.140 g, 0.486 mmol, Preparation #31), Pd(PPhj3), (0.036 g, 0.031 mmol, Strem) and Na,CO5 (0.117 g, 1.11 mmol) in
1,4-dioxane:water (3:1,10 mL). The reaction mixture was heated at about 85-90 °C for about 5 h. The reaction mixture
was filtered, concentrated to dryness under reduced pressure to give a crude solid that was added to a microwave
reaction vessel. MeOH (3 mL) and aqueous NaOH (5 N, 0.412 mL, 2.06 mmol) were added and the vessel was.sealed
and heated to about 120 °C in a microwave for about 20 min (250 psi maximum pressure, 2 min ramp time, 300 max
watts). The reaction mixture was filtered and washed with MeOH. The filtrate was concentrated in vacuo, and purified
by silica gel chromatography eluting with a gradient of 5-68% EtOAc in heptane to give 7-(5-methoxy-1-methyl-1H-indol-
3-yl)-1-methyl-1,6-dihydropyrazolo[3,4-djpyrrolo[2,3-bjpyridine (0.015 g, 22% over 2 steps): LC/MS (Table 2, Method
d) R; = 1.30 min; MS m/z: 332 (M+H)*.

Example #43: 1-Methyl-7-(1-methyl-1H-pyrazol-4-yi)-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b] pyridine

[0817]
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[0818] A flask was charged with 7-iodo-1-methyl-6-tosyl-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.134 g,
0.296 mmol, Example #41, Step C), 1-methyl-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-1H-pyrazole (0.074 g, 0.36
mmol), (PPh3)4 (0.024 g, 0.021 mmol, Strem) and Na,CO3 (0.079 g, 0.74 mmol) in 1,4-dioxane:water (3:1,10 mL) The
reaction was heated at about 80 °C for about 12 h. The mixture was filtered and the filtrate was concentrated under
reduced pressure to give a solid that was added to a 5 mL microwave reaction vial. MeOH (3 mL) and aqueous NaOH
(5N, 0.77 ml, 3.8 mmol) were added and the reaction vessel was sealed and heated to about 120 °C in a microwave
for about 20 min (250 psi maximum pressure, 2 min ramp time, 300 max watts). The reaction mixture was filtered and
washed with MeOH. The filtrate was concentrated, redissolved in MeOH/DCM, and purified by silica gel chromatography
(12 g column) eluting with a gradient of 0-5 %MeOH in DCM. The product-containing fractions were combined and
concentrated to give 1-methyl-7-(1-methyl-1H-pyrazol-4-yl)-1,6-dihydropyrazolo[3,4-d]pyrrolo[2,3-b]pyridine (0.038 g,
39% over 2 steps): LC/MS (Table 2, Method d) R; = 1.13min; MS m/z: 253 (M+H)*.

Example #44: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6 H-pyrrolo[2,3-e][1,2,4]triazolo[4,3-a]pyrazine

[0819]
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Step A: tert-Butyl 2-(6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-
b]pyrazin-2-yl)hydrazinecarboxylate

[0820]
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[0821] A round bottom flask was charged with tris(dibenzylidineacetone)dipalladium(0) (0.066 g, 0.072 mmol) and di-
tert-butyl-(2’,4’,6-triisopropyl-biphenyl-2-yl)-phosphane (0.061 g, 0.14 mmol) in 1,4-dioxane (10 mL) to give a black
solution which was degassed via vacuum/nitrogen purge (3 times). The mixture was heated to about 80 °C for about 10
min. To the reaction mixture were added 2-bromo-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)me-
thyl)-5H-pyrrolo[2,3-b]pyrazine (0.35 g, 0.72 mmol, Example #20, Step D) and fert-butyl hydrazinecarboxylate (0.142 g,
1.08 mmol), followed by sodium tert-butoxide (0.104 g, 1.08 mmol). The mixture was heated at about 80 °C for about
20 min. The reaction mixture was cooled and filtered through Celite®. The filter pad was further rinsed with EtOAc (40
mL). The filtrate was concentrated under reduced pressure and purified by silica gel chromatography eluting with a
gradient of 0-100% EtOAc in heptane to give tert-butyl 2-(6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsi-
lyl)ethoxy)methyl)-6H-pyrrolo[2,3-bjpyrazin-2-yl)hydrazinecarboxylate (0.272 g, 70%): LC/MS (Table 1, Method d) R, =
1.78 min; MS m/z: 539 (M+H)*.

Step B: 2-Hydrazinyl-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy)methyl)-5H-pyrrolo[2,3-
b]pyrazine

[0822]
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[0823] To a round bottom flask were added fert-butyl 2-(6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsi-
lyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazin-2-yl)hydrazinecarboxylate (0.272 g, 0.505 mmol) and 1,4-dioxane (5 mL).
To the mixture was added HCI (4 N in 1,4-dioxane, 1.26 ml, 5.05 mmol) and the reaction mixture was heated to about
60 °C for about 1 h. The reaction mixture was cooled to room temperature and was diluted with EtOAc (50 mL). The
solution was washed with saturated aqueous NaHCO 4 (50 mL), dried over anhydrous MgSOy, filtered, and concentrated
under reduced pressure to give 2-hydrazinyl-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsilyl)ethoxy) methyl)-
5H-pyrrolo[2,3-b]pyrazine (0.19 g, 84%): LC/MS (Table 1, Method d) R; = 1.55 min; MS m/z: 439 (M+H)*.

Step C: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6-((2-(trimethylsilyl)ethoxy)methyl)-6 H-pyrrolo[2,3-
e][1,2,4]triazolo[4,3-a]pyrazine

[0824]
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[0825] To a round bottom flask were added 2-hydrazinyl-6-(5-methoxy-1-methyl-1H-indol-3-yl)-5-((2-(trimethylsi-
lyl)ethoxy)methyl)-5H-pyrrolo[2,3-b]pyrazine (0.181 g, 0.413 mmol), DCM (5 mL) and acetaldehyde (10.0 M in DCM,
0.206 mL, 2.06 mmol). The reaction mixture was stirred at room temperature for about 1 h. The reaction mixture was
concentrated under reduced pressure followed by the addition of DMF (8 mL) and copper(ll) chloride (0.107 g, 0.796
mmol). The reaction mixture was heated to about 90 °C for about 15 min. The reaction mixture was cooled to room
temperature and 10% aqueous ammonia (4.5 mL) and EtOAc (6 mL) were added. The reaction mixture was heated to
about 40 °C for about 30 min. The reaction mixture was cooled to ambient temperature and extracted with EtOAc (50
mL). The organic layer was washed with water (50 mL), dried over anhydrous MgSQy, filtered, and concentrated under
reduced pressure. The material was purified by silica gel chromatography eluting with a gradient of 0-100% EtOAc in
heptane to give 7-(6-methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6-((2-(trimethyisilyl)ethoxy)methyl)-6H-pyrrolof2,3-
ej[1,2,4jtriazolo[4,3-ajJpyrazine (0.040 g, 21%): LC/MS (Table 1, Method d) R; = 1.67 min; MS m/z: 463 (M+H)*.

Step D: 7-(5-Methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine
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[0827] To a round bottom flask was added 7-(5-methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6-((2-(trimethylsi-
lylyethoxy)methyl)-6H-pyrrolo[2,3-€][1,2,4]triazolo[4,3-a]pyrazine (0.040 g, 0.086 mmol), DMF (0.865 mL), ethylenedi-
amine (0.088 mL, 2.6 mmol) and TBAF (1.0 M in THF, 0.346 mL, 0.173 mmol). The reaction mixture was heated to
about 85 °C for about 4 h. To the reaction mixture was added ethylenediamine (0.088 mL, 2.6 mmol) and TBAF (1.0 M
in THF, 0.346 mL, 0.173 mmol). The reaction mixture was heated at about 85 °C for about 2 h. The reaction mixture
cooled to room temperature and diluted with water (50 mL). The mixture was extracted with EtOAc (50 mL) and the
organic layer was dried over anhydrous MgSQy, filtered, and concentrated under reduced pressure. The crude material
was purified by preparatory RP-HPLC (Table 2, Method u). The material was further purified by silica gel chromatography
eluting with a gradient of 0-10% MeOH in DCM to give 7-(5-methoxy-1-methyl-1H-indol-3-yl)-1-methyl-6H-pyrrolo[2,3-
eJ[1,2,4]triazolof4,3-a]pyrazine (0.0024 g, 8.4 %). LC/MS (Table 1, Method a) R; = 1.84 min; MS m/z: 333 (M+H)*.

Claims

1. A compound of formula (l)
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pharmaceutically acceptable salts thereof wherein

TisN,Uis N, Xis CR3and Y is N; or

Tis CR6, Uis N, X is CR3and Yis N; or

TisN, Uis CR4, XisCR3and Yis N; or

Tis CR6, Uis CR4, Xis CR3and Y is N;

R'and RZ are each independently hydrogen, deuterium, -N(R2)(RP), halogen, -OR?, -SR2, -S(0)R?, -S(0),R2, -NO,,
-C(O)OR®, -CN, -C(O)N(Ra)(Rb),-N(Ra)C(O)(RP), -C(O)R?, -C(OH)RaRP, -N(Ra)S(O),-Rb, -S(O),N(Ra)(Rb),
-CF3,-OCF5, optionally substituted (C4-Cg)alkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted
(C,-Cglalkynyl, optionally substituted (C5-Cg)cycloalkyl, optionally substituted (C4-C4g)heteroaryl, optionally sub-
stituted (C4-C4) heterocyclyl, or optionally substituted (Cg-Cqg)aryl;

R® is hydrogen, deuterium, -N(R2)(RP), halogen, -SR2, -S(0O)Ra, -S(0),Ra,-NO,, -C(O)OR?, -CN, -C(O)N(R3)(Rb),
-N(R3)C(O)(Rb); -C(O)R?, -C(OH)R@RP,-N(R2)S(0),-RP, -S(O),N(R?)(RP), -CF3, -OCF3, optionally substituted
(C41-Cglalkyl, optionally substituted (C,-Cg)alkenyl, optionally substituted (C,-Cg)alkynyl, optionally substituted
(C5-C4g)cycloalkyl, optionally substituted (C4-Cg)heteroaryl, optionally substituted (C4-Cq) heterocyclyl, or option-
ally substituted (Cg-Cqglaryl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R@ and RP may form a ring such that -N(R?)(RP) represents
an optionally substituted (C,-C4q)heterocyclyl or optionally substituted (C4-Cg)heteroaryl linked through a nitrogen;
R3is optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cyclopentyl, optionally
substituted cyclohexyl, optionally substituted phenyl, optionally substituted adamantanyl, optionally substituted aze-
tidinyl, optionally substituted bicyclo[2.1.1]hexyl, optionally substituted bicyclo[2.2.1]heptyl, optionally substituted
bicyclo[2.2.2]octyl, optionally substituted bicyclo[3.2.1]octyl, optionally substituted bicyclo[3.1.1]heptyl, optionally
substituted azabicyclo[3.2.1]octanyl, optionally substituted azabicyclo[2.2.1]heptanyl, optionally substituted 2-azabi-
cyclo[3.2.1]octanyl, optionally substituted azabicyclo[3.2.2]nonanyl, optionally substituted bicyclo[2.2.1]hept-2-enyl,
optionally substituted piperidinyl, optionally substituted pyrrolidinyl or optionally substituted tetrahydrofuranyl; or
R3 is -A-D-E-G, wherein:

A'is a bond or (C4-Cg)alkylene;

D is an optionally substituted azetidinyl, optionally substituted bicyclo[2.2.2]octanylene, optionally substituted
bicyclo[2.2.1]heptylene, optionally substituted bicyclo[2.1.1]hexylene, optionally substituted cyclobutylene, op-
tionally substituted cyclopentylene, optionally substituted cyclohexylene, optionally substituted bicyc-
lo[2.2.1]hept-2-enylene, optionally substituted piperidinyl, or optionally substituted pyrrolidinyl;

E is a bond, -R®-, -Re-C(O)-Re-, -Re-C(O)C(O)-Re-, -Re-C(O)O-Re-, -Re-C(O)C(O)N(Ra3)-Re-,
-Re-N(R?3)-C(O)C(0O)-Re-, -Re-O-Re-, -Re-5(0),-Re-, -Re-S(0)-Re-, -Re-S-Re-, -Re&-N(R?3)-Re-,
-R&-N(R®)C(0)-R®-, -ReC(O)N(R?)R®-, -Re-OC(O)N(R®-R®&-, -R&-N(R?¥)C(O)OR®-, -R&-OC(0O)-R®,
-Re-N(R?)C(O)N(RP)-Re-,-Re-N(R3)S(0),-Re-, or -Re-S(0),N(R?3)-Re-; or

Eis
O //o
A
- /
Re-
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where in all cases, E is linked to either a carbon or a nitrogen atom in D;

G is hydrogen, deuterium, -N(R2)(RP), halogen, -OR®3, -SR?, -S(O)R?,-S(0),Ra, -NO,, -C(O)OR?, -CN,
-C(O)N(Ra)(Rb), -N(R3)C(O)RP, -N(Ra)C(O)ORP, -OC(O)N(R?3), -N(R&)C(O)N(Rb),, -C(0-R3)(RP),, -C(O)R?,
-CF3, -OCF3,-N(R2)S(0),RP, -S(0),N(Ra)(RP), -S(0),N(R3)C(O)RP, an optionally substituted - (C4-Cg)alkyl, an
optionally substituted -(C,-Cg)alkenyl, an optionally substituted-(C,-Cg)alkynyl, an optionally substituted
-(C5-Cyp)cycloalkyl, an optionally substituted -(C4-C4g)heteroaryl, an optionally substituted -(C4-C,q) hetero-
cyclyl, an optionally substituted -(Cg-C4q)aryl, an optionally substituted -(C,-Cglalkyl-(C5-C4g)cycloalkyl, an op-
tionally substituted -(C4-Cg)alkyl-(Cg-Cqg)aryl, an optionally substituted -(C4-Cg)alkyl-(C4-C4g)heteroaryl, or an
optionally substituted -(C4-Cg)alkyl-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and R may form a ring such that -N(R3)(RP) rep-
resents an optionally substituted (C,-Cq)heterocyclyl or an optionally substituted (C4-C4q)heteroaryl linked
through a nitrogen;

R4 and R8 are each independently a hydrogen, halogen, deuterium, an optionally substituted bridged (C5-Cqo)ey-
cloalkyl group, optionally substituted bridged (C,-Cq)heterocyclyl group, optionally substituted (C4-Cg)alkyl,
optionally substituted (C3-Cyg)cycloalkyl, optionally substituted (C3-Cg)cycloalkenyl, optionally substituted
(Cg-Cqp)aryl, optionally substituted (C4-C4g)heteroaryl, optionally substituted (C,-C4g)heterocyclyl or -J-L-M-Q;
wherein:

J is a bond, -C(QO)-, optionally substituted (C4-Cg)alkylene, optionally substituted (C,-Cg)alkenylene, op-
tionally substituted (C,-Cg)alkynylene, optionally substituted (C3-C45)cycloalkylene, optionally substituted
(Co-Cg)heterocyclylene,-C(O)N(R?)-Re-, -N(R?)C(O)-R®-, -O-R®-, -N(R?)-R¢-, -S-R¢®-, -§(0),-R®-, -S(O)R®-,
-C(O-Ra)(RP)-Re-, -S(0),N(Ra)-Re-, -N(R3)S(0),-Re- or -N(Ra)C(O)N(RP)-Re-;

L is a bond, an optionally substituted (C-Cg)alkylene, optionally substituted bridged (C5-C4,)cycloalkylene,
optionally substituted (C5-C,g)cycloalkylene, optionally substituted bridged (C5-C,g)cycloalkenylene, op-
tionally substituted (C3-Cqg)cycloalkenylene, optionally substituted (Cg-Cqg)arylene, optionally substituted
(C4-Cqp)heteroarylene, optionally substituted bridged (C,-Cg)heterocyclylene or an optionally substituted
(C5-Cyp)heterocyclylene;

M is a bond, -R&, -Re-C(O)-Re-, =Re-C(O)C(0O)-Re=, -Re-C(O)O-Re-, -Re-OC(O)=Re,
-Re-C(O)C(O)N(R?)-R®-, -Re=N(R?)-C(0O)C(0O)-R¢®-, -Re-O-Re®-, -R®-5(0),-Re-, -Re-§(0)-Re®-, -R®-S-Re-,
-Re-N(R?3)-Re=; -Re-N(R?)C(0O)-Re-, -Re-C(O)N(R?¥)Re-, -Re-OC(O)N(R?)-Re-, -Re&-N(R?¥)C(O)OR®-,
-Re-N(Ra)C(O)N(Rb)-Re-, -Re-N(R2)S(0),-Re-, or -Re-S(0),N(R?)-Re=; or

Mis
O‘\§ //O
h N—Re
- /
Re-

where in all cases, M is linked to either a carbon or a nitrogen atom in L;

Q is hydrogen, deuterium, -N(R®)(RP), halogen, -OR?, -SR2, -S(O)R2a,-S(0),R?, -NO,, -C(0)OR?, -CN,
-C(O)N(R®)(Rb), -N(R?)C(O)RP, -N(R2)C(O)ORP, -N(R3)C(O)N(RP),, -C(0-R3)(RP),, -C(O)R?, -CF 5, -OCF3,
-N(R3)S(0),RP, - S(0),N(Ra)(Rb), =S(0),N(Ra)C(O)RP, an optionally substituted (C,-Cg)alkyl, an optionally
substituted (C,_Cg)alkenyl, an optionally substituted (C,-Cg)alkynyl, an optionally substituted (C5-C4q)cy-
cloalkyl, an optionally substituted (C4-C4g)heteroaryl, an optionally substituted (C4-C,,) heterocyclyl, an
optionally substituted (Cg-C4g)aryl, an optionally substituted -(C4-Cg)alkyl-(C5-C4g)cycloalkyl, an optionally
substituted -(C1-Cg)alkyl-(Cg-C4g)aryl, an optionally substituted -(C4-Cg)alkyl-(C4-Cg)heteroaryl, or an op-
tionally substituted -(C4-Cg)alkyl-(C4-C4g)heterocyclyl;

wherein in a moiety containing -N(R2)(RP), the nitrogen, R2 and R may form a ring such that -N(Ra)(RP)
represents an optionally substituted (C,-C4g)heterocyclyl or an optionally substituted (C4-C,q) heteroaryl
linked through a nitrogen;

R@ and RP are each independently hydrogen, deuterium, an optionally substituted (C4-Cyplalkyl, an optionally
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substituted (C,-Cyg)alkenyl, an optionally substituted (C,-C4q)alkynyl, an optionally substituted (C4-C,g)alkyl-
0O-(C4-C4)alkyl, an optionally substituted (C5-C4g)cycloalkyl, an optionally substituted (Cg-C4g)aryl, an optionally
substituted (C4-Cqg)heteroaryl, an optionally substituted (C4-Cqp)heterocyclyl, an optionally substituted
-(C4-Cg)alkylene-(C3-Cp)cycloalkyl, an optionally substituted -(C4-Cg)alkylene-(Cg-Cqp)aryl, an optionally sub-
stituted -(C4-Cg)alkylene-(C4-C4g)heteroaryl; or an optionally substituted -(C4-Cg)alkylene-(C4-C4g)heterocyclyl;
and

Re for each occurrence is independently a bond, an optionally substituted (C4-C,g)alkylene, an optionally sub-
stituted (C,-Cqg)alkenylene, an optionally substituted (C,-Cyg)alkynylene, an optionally substituted
-(C4-Cyp)alkylene-O-(C4-Cyp)alkylene group, an optionally substituted (C3-C¢g)cycloalkylene, an optionally sub-
stituted (Cg-Cqglarylene, an optionally substituted (C4-Cqg)heteroarylene, or an optionally substituted
(C4-Cyg)heterocyclylene; and

wherein the optional substituents are independently selected from (C4-Cg)alkyl groups, (C,-Cg)alkenyl groups,
(C5-Cg)alkynyl groups, (C5-Cg)cycloalkyl groups, halogen, halogenated (C4-Cg)alkyl groups, -O-(C4-Cg)alkyl
groups, -OH ,-S-(C4-Cg)alkyl groups, -SH, -NH(C4-Cg)alkyl groups, -N((C4-Cg)alkyl), groups,-NH,, -C(O)NH,,
-C(O)NH(C4-Cglalkyl groups, -C(O)N((C4-Cg)alkyl),,-NHC(O)H, =NHC(O) (C4-Cg)alkyl groups, -NHC(O)
(C3-Cg)eycloalkyl groups,-N((C4-Cg)alky)C(O)H, -N((C4-Cg)alkyl)C(O)(C4-Cg)alkyl groups,
-NHC(O)NH,,-NHC(O)NH(C4-Cg)alkyl groups, -N((C4-Cg)alky)C(O)NH, groups,-NHC(O)N((C-Cg)alkyl),
groups, -N((C4-Cglalkyl)C(O)N((C4-Cglalkyl), groups, - N((C4-Cg)alkyl)C(O)NH((C4-Cg)alkyl), -C(O)H,
-C(O)(C4-Cglalkyl  groups, -CN,-NO,,  -S(O)(C4-Cglalkyl  groups, -S(0)x(C4-Cglalkyl  groups,
-S(0),N((C4-Cglalkyl), groups, -S(O),NH(C-Cglalkyl groups, -S(O),NH(C3-Cg)cycloalkyl groups,-S(O),NH,
groups, -NHS(O),(C4-Cg)alkyl groups, -N((C4-Cg)alkyl)S(O),(C4-Cg)alkyl groups, -(C4-Cg)alkyl-O-(C4-Cg)alkyl
groups, -O-(C4-Cg)alkyl-O-(C4-Cg)alkyl groups, -C(O)OH, -C(O)O(C-Cg)alkyl groups, NHOH, NHO(C4-Cg)alkyl
groups, -O-halogenated (C4-Cg)alkyl groups, -S(O),-halogenated (C;-Cg)alkyl groups, -S-halogenated
(C4-Cglalkyl groups, -(C4-Cg)heterocycle, -(C4-Cg) heteroaryl, -phenyl, -NHC(O)O-(C,-Cglalkyl groups,
-N((C4-Cg)alkyl)C(O)O-(C4-Cglalkyl groups, -C(=NH)-(C4-Cg)alkyl groups, -C(=NOH)-(C4-Cg)alky! groups, or
-C(=N-0O-(C-Cg)alkyl)-(C4-Cg)alkyl groups.

The compound of claim 1 wherein E is -R8-C(O)-Re-, R®-O-R¢, -Re-S(0),-R®-, -R®-N(R?)-Re, -Re-N(R?3)C(O)-Re-,
-Re-C(O)N(R3)Re-, -R&-N(R?)S(0),-Re-, or-Re-S(0),N(R2)Re-.

The compound of claim 2 wherein G is -OR?3, -CN, -N(Ra)S(O)2Rb,-S(O)2N(Ra)(Rb), optionally substituted
(C4-Cg)alkyl, optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cyclopentyl,
optionally substituted phenyl, optionally substituted pyridazine, optionally substituted pyrazine, optionally substituted
pyrimidine, optionally substituted pyrazole, optionally substituted pyrrolidine, optionally substituted quinazoline, op-
tionally substituted pyridine, optionally substituted thiazolidine or optionally substituted triazole.

The compound of claim 3, wherein R', R2, R4, R5 and R8, where present, are each independently hydrogen or an
optionally substituted -(C4-Cy)alkyl.

The compound of claim 3 wherein

A is a bond;

D is optionally substituted cyclopentylene, optionally substituted bicyclo[2.2.2]octanylene, optionally substituted
azetidinyl, or optionally substituted piperidinyl;

E is -R®-C(0O)=R¢®-, -R®-N(R?)-R®-, -R®-S(0),N(R?)-R®, -R®=85(0),-R®-, or -R®-N(R?)S(0),-R®-;

wherein R for each occurrence is independently a bond or an optionally substituted (C4-Cg)alkylene; and

G is -CN, optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally substituted cyclopentyl,
optionally substituted phenyl, optionally substituted pyrazine, optionally substituted pyridazine, optionally substituted
pyrazole, or optionally substituted pyridine.

The compound of claim 5 wherein R!, R2, R4, R% and R® where present are each independently hydrogen or an
optionally substituted -(C4-Cy)alkyl.

The compound of claim 6 wherein the compound is selected from the group consisting of a compound of Formula (la)
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and

The compound of claim 7 wherein the compound is of formula (Ic), wherein

A is a bond;

D is optionally substituted cyclopentylene or optionally substituted piperidine;

E is -R®-N(R3)-R®-, -R®-5(0),N(R?)-R¢, -R®-C(0)-R¢, -R®-5(0),-R®, or -R®-N(R?)S(0),-R®-; and

G is -CN, optionally substituted phenyl, optionally substituted pyrazine, optionally substituted pyridazine, optionally
substituted pyrazole, or optionally substituted pyridine.

The compound of claim 7 wherein the compound is of formula (Ib), wherein the compound is

OQ(\:N

N
\é\%m

N=
XN

Y

N
N™ H

The compound of claim 6 wherein G is optionally substituted phenyl, optionally substituted pyrazine, optionally
substituted pyrazole, optionally substituted pyridazine or optionally substituted pyridine.

The compound of claim 1 wherein R3is optionally substituted cyclopropyl, optionally substituted cyclobutyl, optionally
substituted cyclopentyl, optionally substituted cyclohexyl, optionally substituted phenyl, optionally substituted ada-
mantanyl, optionally substituted azetidinyl, optionally substituted bicyclo[2.1.1]hexyl, optionally substituted bicyc-
lo[2.2.1]heptyl, optionally substituted bicyclo[2.2.2]octyl, optionally substituted bicyclo[3.2.1]octyl, optionally substi-
tuted bicyclo[3.1.1]heptyl, optionally substituted azabicyclo[3.2.1]octanyl, optionally substituted azabicyc-
lo[2.2.1]heptanyl, optionally substituted 2-azabicyclo[3.2.1]octanyl, optionally substituted azabicyclo[3.2.2]nonanyl,
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optionally substituted bicyclo[2.2.1]hept-2-enyl, optionally substituted piperidinyl, optionally substituted pyrrolidinyl
or optionally substituted tetrahydrofuranyl;

R2and R% are each independently hydrogen, deuterium, -N(R2)(RP), halogen, -OR?, -SR2, -S(0)R?, -S(0),R2, -NO,,
-C(O)OR®, -CN, -C(O)N(Ra)(RP), -N(Ra)C(O)(RP), -C(O)Ra, -C(OH)RaRb, -N(R2)S(0),-Rb, -S(O),N(Ra)(Rb), -CF3,
-OCF3, optionally substituted (C4-Cglalkyl, optionally substituted (C;-Cyo)cycloalkyl, optionally substituted
(Cg-Cqp)aryl, optionally substituted (C4-C4q)heteroaryl or optionally substituted (C4-C4g)heterocyclyl.

The compound of claim 12 wherein R is optionally substituted (Cg-Cqg)aryl or optionally substituted (C4-C4g)het-
eroaryl.

The compound of claim 13 wherein R2 is hydrogen, halogen, -CN,-C(O)NR2@RP, -CF5, optionally substituted
-(C4-Cgalkyl, optionally substituted -(C3-Cg)cycloalkyl, optionally substituted benzo(b)thienyl, optionally substituted
benzimidazolyl, optionally substituted benzofuranyl, optionally substituted benzoxazolyl, optionally substituted ben-
zothiazolyl, optionally substituted benzothiadiazolyl, optionally substituted furanyl, optionally substituted imidazolyl,
optionally substituted indolinyl, optionally substituted indolyl, optionally substituted indazolyl, optionally substituted
isoxazolyl, optionally substituted isoindolinyl, optionally substituted morpholinyl, optionally substituted oxadiazolyl,
optionally substituted phenyl, optionally substituted piperazinyl, optionally substituted piperidinyl, optionally substi-
tuted pyranyl, optionally substituted pyrazolyl, optionally substituted pyrazolo[3,4-d]pyrimidinyl, optionally substituted
pyridinyl, optionally substituted pyrimidinyl, optionally substituted pyrrolidinyl, optionally substituted pyrrolyl, option-
ally substituted optionally pyrrolo[2,3-d]pyrimidinyl, substituted quinolinyl, optionally substituted thiomorpholinyl, op-
tionally substituted tetrahydropyranyl, optionally substituted tetrahydrofuranyl, optionally substituted tetrahydroin-
dolyl, optionally substituted thiazolyl, or optionally substituted thienyl.

The compound of claim 14 wherein R is optionally substituted azaindole, optionally substituted benzofuran, op-
tionally substituted benzothiazole, optionally substituted benzoxazole, optionally substituted dihydropyrroloimida-
zole, optionally substituted furan, optionally substituted imidazole, optionally substituted imidazoxazole, optionally
substituted imidazopyrazine, optionally substituted imidazopyridine, optionally substituted indazole, optionally sub-
stituted indole, optionally substituted isoquinoline, optionally substituted isothiazole, optionally substituted isoxazole,
optionally substituted oxadiazole, optionally substituted oxazole, optionally substituted pyrazole, optionally substi-
tuted pyridine, optionally substituted pyrimidine, optionally substituted pyrazolopyridine, optionally substituted pyr-
role, optionally substituted quinoline, optionally substituted quinazoline, optionally substituted thiazole, or optionally
substituted thiophene.

The compound of claim 15 wherein R is hydrogen, halogen, -NH, or-N(Ra)(RP).

A pharmaceutical composition comprising a compound of Formula (1) as defined in claim 1

U-x - . R2.
/ 1
1

Formula (I)

a pharmaceutically acceptable carrier and excipient and a second therapeutic agent selected from the group con-
sisting of cytokine suppressive anti-inflammatory drugs, antibodies to or antagonists of other human cytokines or
growth factors, IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-12, IL-15, IL-16, IL-21, IL-23, interferons, EMAP-II, GM-
CSF, FGF, PDGF, CTLA or their ligands including CD154, adalimumab golimumab, certolizumab pegol (CDP870),
tocilizumab, CDP 571, soluble p55 or p75 TNF receptors, Lenercept, TNFo converting enzyme inhibitors, IL-1
inhibitors, Interleukin 11, IL-18 antagonists, IL-12 antagonists, IL-12 antibodies, soluble IL-12 receptors, IL-12 binding
proteins, non-depleting anti-CD4 inhibitors FK506, rapamycin, mycophenolate mofetil, leflunomide, NSAIDs, ibu-
profen, corticosteroids, phosphodiesterase inhibitors, adensosine agonists, antithrombotic agents, complement in-
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hibitors, adrenergic agents, IL-1f converting enzyme inhibitors, T-cell signalling kinase inhibitors, metalloproteinase
inhibitors, sulfasalazine, 6-mercaptopurines, derivatives p75TNFRIgG, sIL-1RI, sIL-1RIl, sIL-6R, celecoxib, hydrox-
ychloroquine sulfate, rofecoxib, infliximab, naproxen, valdecoxib, meloxicam, acetate, gold sodium thiomalate, as-
pirin, triamcinolone acetonide, propoxyphene napsylate/apap, folate, nabumetone, diclofenac, piroxicam, etodolac,
diclofenac sodium, oxaprozin, oxycodone HCI, hydrocodone bitartrate/apap, diclofenac sodium/misoprostol, fenta-
nyl, anakinra, tramadol HCI, salsalate, sulindac, cyanocobalamin/fa/pyridoxine, acetaminophen, alendronate sodi-
um, morphine sulfate, lidocaine hydrochloride, indomethacin, glucosamine sulf/chondroitin, amitriptyline HCI, sul-
fadiazine, oxycodone HCl/acetaminophen, olopatadine HCI misoprostol, naproxen sodium, omeprazole, cyclophos-
phamide, rituximab, IL-1 TRAP, MRA, CTLA4-IG, IL-18 BP, anti-IL-12, anti-IL15, VX-740, Roflumilast, IC-485, CDC-
801, S1P1 agonists, FTY720, PKC family inhibitors, Ruboxistaurin, AEB-071, Mesopram, methotrexate, budenoside,
dexamethasone, 5-aminosalicylic acid, olsalazine, IL-1ra, T cell signaling inhibitors, tyrosine kinase inhibitors, IL-
11, mesalamine, prednisone, azathioprine, mercaptopurine, methylprednisolone sodium succinate, diphenoxy-
late/atrop sulfate, loperamide hydrochloride, ciprofloxacin/dextrose-water, tetracycline hydrochloride, fluocinonide,
metronidazole, thimerosal/boric acid, cholestyramine/sucrose, ciprofloxacin hydrochloride, hyoscyamine sulfate,
meperidine hydrochloride, midazolam hydrochloride, promethazine hydrochloride, sodium phosphate, sulfameth-
oxazole/trimethoprim, polycarbophil, propoxyphene napsylate, hydrocortisone, multivitamins, balsalazide disodium,
codeine phosphate/apap, colesevelam HCI, cyanocobalamin, folic acid, levofloxacin, natalizumab, interferon-gam-
ma, methylprednisolone, cyclosporine, 4-aminopyridine, tizanidine, interferon-f1a, interferon-1b, interferon o-n3,
interferon-a,, interferon B1A-IF, Peginterferon o 2b, hyperbaric oxygen, intravenous immunoglobulin, cladribine,
FK506, prednisolone, antiinflammatory cytokines, interferon-f3, caspase inhibitors, inhibitors of caspase-1, antibodies
to CD40 ligand and CD80, alemtuzumab, dronabinol, daclizumab, mitoxantrone, xaliproden hydrochloride, fampri-
dine, glatiramer acetate, sinnabidol, a-immunokine NNSO3, ABR-215062, AnergiX.MS, chemokine receptor antag-
onists, BBR-2778, calagualine, CPI-1189, liposome encapsulated mitoxantrone, THC.CBD, cannabinoid agonists,
MBP-8298, MNA-715, anti-IL-6 receptor antibody, neurovax, pirfenidone allotrap 1258 (RDP-1258), sTNF-R1, ta-
lampanel, teriflunomide, TGF-beta2, tiplimotide, VLA-4 antagonists, interferon gamma antagonists, IL-4 agonists,
misoprostol, minocyclin, etanercept, betamethasone diprop augmented, dimethylsulfoxide, ketoprofen, tolmetin so-
dium, calcipotriene, glucosamine sulfate, risedronate sodium, thioguanine, alefacept, efalizumab, COX2 inhibitors,
hydroxychloroquine, steroids, cytotoxics, inhibitors of PDE4, purine synthesis inhibitor, CTLA-4-IgG, anti-B7 family
antibodies, anti-PD-1 family antibodies, anti-cytokine antibodies, fonotolizumab, anti-IFNg antibody, anti-receptor
receptor antibodies, antibodies to B-cell surface molecules, LJP 394, anti-CD20 antibody and lymphostat-B.

Patentanspriiche

1.

Eine Verbindung mit der Formel (I)

Formel (1),

pharmazeutisch vertragliche Salze davon, worin

T Nist, Uist N, X ist CR3 und Y ist N; oder

Tist CR6, U istN, X ist CR3 und Y ist N; oder

TistN, U ist CR4, X ist CR3 und Y ist N; oder

T ist CR6, U ist CR4, X ist CR3und Y ist N;

R1 und R2 sind jeweils unabh#ngig Wasserstoff, Deuterium, -N(R3)(RP), Halogen, -OR?, -SR2, -S(O)R?, -S(0O),R3,
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-NO,, -C(O)OR®, -CN, -C(O)N(R2)(Rb), -N(Ra)C(O)(RP), -C(O)R2, -C(OH)RaRb, -N(R2)S(0),-RP, -S(0),N(Ra)(Rb),
-CF3, -OCF3, wahlweise substituiertes (C4-Cg)Alkyl, wahlweise substituiertes (C,-Cg)Alkenyl, wahlweise substitu-
iertes (C,-Cg)AlKinyl, wahlweise substituiertes (C3-C4g)Cycloalkyl, wahlweise substituiertes (C4-C4) Heteroaryl,
wahlweise substituiertes (C¢-Cq) Heterocyclyl oder wahlweise substituiertes (Cg-Cg)Aryl;

RS ist Wasserstoff, Deuterium, -N(R3)(RP), Halogen, -SRa, -S(O)R?, -S(0O),R3, -NO,, -C(O)ORa, -CN,
-C(O)N(Ra)(Rb), -N(R2)C(O) (RP), -C (O)R?, -C(OH)R@RP, -N(R2)S(0),-RP, -S(0),N(Ra)(RP), -CF5, -OCF3, wahl-
weise substituiertes (C4-Cg)Alkyl, wahlweise substituiertes (C,-Cg)Alkenyl, wahlweise substituiertes (C,-Cg)Alkinyl,
wahlweise substituiertes (C3-C4¢)Cycloalkyl, wahlweise substituiertes (C4-Cqo)Heteroaryl, wahlweise substituiertes
(C4-Cqp)Heterocyclyl, oder wahlweise substituiertes (Cg-C4g)Aryl,

worin in einem Anteil, der -N(R2)(RP) enthalt, der Stickstoff, R2 und RP einen Ring bilden kénnen, so dass -N(R3)(R)
ein wahlweise substituiertes (C,-C,g)Heterocyclyl oder ein wahlweise substituiertes (C4-C,4) Heteroaryl, verbunden
durch einen Stickstoff, darstellt;

R3 ist wahlweise substituiertes Cyclopropyl, wahlweise substituiertes Cyclobutyl, wahlweise substituiertes Cyclo-
pentyl, wahlweise substituiertes Cyclohexyl, wahlweise substituiertes Phenyl, wahlweise substituiertes Adamantyl,
wahlweise substituiertes Azetidinyl, wahlweise substituiertes Bicyclo[2.1.1]hexyl, wahlweise substituiertes Bicyc-
lo[2.2.1]heptyl, wahlweise substituiertes Bicyclo[2.2.2]octyl, wahlweise substituiertes Bicyclo[3.2.1]octyl, wahlweise
substituiertes Bicyclo[3.1.1]heptyl, wahlweise substituiertes Azabicyclo[3.2,1]octanyl, wahlweise substituiertes Az-
abicyclo[2.2.1]heptanyl, wahlweise substituiertes 2-Azabicyclo[3.2.1]octanyl, wahlweise substituiertes Azabicyc-
lo[3.2.2]nonanyl, wahlweise substituiertes Bicyclo[2.2.1]hept-2-enyl, wahlweise substituiertes Piperidinyl, wahlweise
substituiertes Pyrrolidinyl oder wahlweise substituiertes Tetrahydrofuranyl; oder

R3 ist -A-D-E-G, worin:

A eine Bindung oder (C4-Cg)Alkylen ist;

D ist ein wahlweise substituiertes Azetidinyl, wahlweise substituiertes Bicyclo[2.2.2]octanylen, wahlweise sub-
stituiertes Bicyclo[2.2.1]heptylen, wahlweise substituiertes Bicyclo[2.1.1]hexylen, wahlweise substituiertes Cy-
clobutylen, wahlweise substituiertes Cyclopentylen, wahlweise substituiertes Cyclohexylen, wahlweise substi-
tuiertes Bicyclo[2.2.1]hept-2-enylen, wahlweise substituiertes Piperidinyl, oder wahlweise substituiertes Pyrro-
lidinyl;

E ist eine Bindung, -Re-, -Re-C(O)-Re, -Re-C(O)C(O)-Re, -Re-C(O)0O-Re, -Re-C(O)C(O)N(Ra3)-Re-,
-ReN(R?)-C(0)C(0)-R®, -R&-O-R#-, -R®-5(0),-R¢&-, -Re-5(0)-Re-, -R®-S-Re-, -Re-N(R?)-Re-, -Re-N(R3)C(O)-Re®-,
-ReC(O)N(R®)Re-, -Re-OC(O)N(R?)-Re-, -Re-N(R3)C(O)ORe-, -Re-OC(0)-Re, -Re-N(Ra)C(O)N(RP)-Re-,
-Re-N(R®)S(0),-R¢®-, oder -R®-5(0),N(R?)-R¢®-; oder

E ist

Dj &)
L i,N*’“’
(=W

worin in allen Fallen E entweder mit einem Kohlenstoff- oder Stickstoffatom in D verbunden ist;

G ist Wasserstoff, Deuterium, -N(R3)(RP), Halogen, -OR?, -SR?, -S(O)R?3, -S(0O),R3-, -NO,, -C(O)OR?, -CN,
-C(O)N(R?3) (Rb), -N(R®)C(O)RP, -N(Ra)C(O)ORP, -OC(O)N(R?), -N(R8)C(O)N(Rb),, -C(0-Ra) (Rb),, -C(O)Ra,
-CF3, -OCF3, -N(R2)S(0),RP, -S(0),N(R?)(RP), -S(O),N(R?)C(O)RP, ein wahlweise substituiertes (C4-Cg)Alkyl,
ein wahlweise substituiertes -(C,-Cg)Alkenyl, ein wahlweise substituiertes -(C,-Cg)AlKinyl, ein wahlweise sub-
stituiertes -(C3-C4¢)Cycloalkyl, ein wahlweise substituiertes -(C4-C,g)Heteroaryl, ein wahlweise substituiertes
- (C4-C4g)Heterocyclyl, ein wahlweise substituiertes - (C4-C4g)Aryl, ein wahlweise substituiertes -(C4-Cg) Alkyl-
(C3-Cyp)cycloalkyl, ein wahlweise substituiertes -(C4-Cg)Alkyl-(Cg-Cqplaryl, ein wahlweise substituiertes -
(C4-Cg)Alkyl-(C4-C4g)heteroaryl, oder ein wahlweise substituiertes - (C4-Cg)Alkyl-(C4-C4g)heterocyclyl;

worin in einem Anteil, der -N(R3)(RP) enthilt, der Stickstoff, R2 und RP einen Ring bilden kdnnen, so dass
-N(R3)(Rb) ein wahlweise substituiertes (C,-Cqg)Heterocyclyl oder ein wahlweise substituiertes (C4-Cg)Hete-
roaryl, verbunden durch einen Stickstoff, darstellt;

R4 und RS sind jeweils unabhangig ein Wasserstoff, Halogen, Deuterium, eine wahlweise substituierte iber-
briickte (C5-C45)Cycloalkylgruppe, wahlweise substituierte Uberbriickte (C,-Cyg)Heterocyclylgruppe, wahlweise
substituiertes (C4-Cg) Alkyl, wahlweise substituiertes (C5-C,q) Cycloalkyl, wahlweise substituiertes (C3-Cg)Cy-
cloalkenyl, wahlweise substituiertes (Cg-C4)Aryl, wahlweise substituiertes (C4-C4g)Heteroaryl, wahlweise sub-
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stituiertes (C,-C,g)Heterocyclyl oder -J-L-M-Q;
worin:

J eine Bindung ist, -C(O)-, wahlweise substituiertes (C4-Cg)Alkylen, wahlweise substituiertes (C,-Cg)Alke-
nylen, wahlweise substituiertes (C,-Cg)Alkinylen, wahlweise substituiertes (C5-C4,)Cycloalkylen, wahlwei-
se substituiertes (C,-Cg)Heterocyclylen, -C(O)N(R®)-Re-, -N(R?)C(O)-Re-, -O-R&-, -N(R3)-Re-, -S-Re-,
-S(0)y-Re-, -S(O)Re-, -C(0-Ra)(Rb)-Re-, -S(0),N(R3)-Re-, -N(R?)S(0),-Re- oder -N(R3)C(O)N (RP)-Re-;

L ist eine Bindung, ein wahlweise substituiertes (C4-Cg)Alkylen, wahlweise substituiertes Uberbriicktes
(C5-C4o)Cycloalkylen, wahlweise substituiertes (C3-C4)Cycloalkylen, wahlweise substituiertes Gberbrick-
tes (C5-Cqp)Cycloalkenylen, wahlweise substituiertes (C3-Cqq)Cycloalkenylen, wahlweise substituiertes
(Cs-Cqp)Arylen, wahlweise substituiertes (C4-C4p)Heteroarylen, wahlweise substituiertes Uberbricktes
(C5-C4g)Heterocyclylen oder ein wahlweise substituiertes (C,-C4g)Heterocyclylen;

M ist eine Bindung, -Re-, -Re-C(O)-Re-, -Re-C(O)C(0O)-Re-, -R6-C(0)O-R6-, -R4-OC(O)-Re,
-Re-C(O)C(O)N(R?)-R®-, -Ré-N(R?)-C(O)C(0)-Ré-, -R®-0O-R®-, -R&-5(0),-R®-, -Ré-§(0)-R?-, -Ré-S-R°®-,
-R&-N(R3)-R¢-, -R&-N(R®)C(O)-R®-, -Re&-C(O)N(R?)R®-, -Re&-OC(O)N(R?)-Re®-, -R&-N(R?)C(O)OR®-,
-Re-N(Ra)C(O)N(Rb)-Re-, -Re-N(R?3)S(0),-R¢, oder -Re-S(0),N(R3)-Re-; oder

M ist

@) O
N~
L\ — N"'H‘Ra V
- /
Re-

worin in allen Fallen M entweder mit einem Kohlenstoff- oder Stickstoffatom in L verbunden ist;

Q ist Wasserstoff, Deuterium, -N(Ra)(Rb), Halogen, -OR?,-SR?, -S(O)R3, -S(0),R3-, -NO,, -C(O)OR?, -CN,
-C(O)N(Ra)(RP), -N(R&)C(O)RP, -N(R2)C(O)ORP, -N(R)C(O)N(RD),, -C(O-Ra)(Rb),, -C(O)R?, -CF3,-OCF3,
-N(R2)S(0),Rb, -S(0),N(R3)(RP), -S(0),N(Ra)C(O)Rb, ein wahlweise substituiertes (C4-Cg)Alkyl, ein wahl-
weise substituiertes (C,-Cg)Alkenyl, ein wahlweise substituiertes (C,-Cg)AlkInyl, ein wahlweise substituier-
tes (C3-C4g)Cycloalkyl, ein wahlweise substituiertes (C4-C,g)Heteroaryl, ein wahlweise substituiertes
(C4-C4p)Heterocyclyl, ein wahlweise substituiertes (Cg-C4)Aryl, ein wahlweise substituiertes -(C4-Cg)Alkyl-
(C3-Cyp)eycloalkyl, ein wahlweise substituiertes -(C4-Cg)Alkyl-(Cg-Cqg)aryl, ein wahlweise substituiertes
-(C4-Cg)Alkyl-(C4-Cqg)heteroaryl, oder ein wahlweise substituiertes -(C4-Cg) Alkyl- (C4-Cp)heterocyclyl;
worin in einem Anteil, der -N(R3)(RP) enthalt, der Stickstoff, R2 und RP einen Ring bilden kénnen, so dass
-N(R2)(Rb) ein wahlweise substituiertes (C,-C4q)Heterocyclyl oder wahlweise substituiertes (C4-Co)Hete-
roaryl, verbunden durch einen Stickstoff, darstellt;

R2 und RP sind jeweils unabhingig Wasserstoff, Deuterium, ein wahlweise substituiertes (C4-Cqp)Alkyl, ein
wahlweise substituiertes (C,-Cg)Alkenyl, ein wahlweise substituiertes (C,-C4q)AlKinyl, ein wahlweise sub-
stituiertes (C4-C4g)Alkyl-O-(C4-Cyg)alkyl, ein wahlweise substituiertes (C3-C4g) Cycloalkyl, ein wahlweise
substituiertes (Cg-C40)Aryl, ein wahlweise substituiertes (C4-Cyp)Heteroaryl, ein wahlweise substituiertes
(C4-C4g)Heterocyclyl, ein wahlweise substituiertes -(C4-Cg)Alkylen-(C5-C4g)cycloalkyl, ein wahlweise sub-
stituiertes -(C4-Cg)Alkylen-(Cg-Cyg)aryl, ein wahlweise substituiertes -(C4-Cg)Alkylen-(C4-C,g)heteroaryl,
oder ein wahlweise substituiertes -(C4-Cg)Alkylen-(C4-C4() heterocyclyl; und

Re ist bei jedem Vorkommen unabhéngig eine Bindung, ein wahlweise substituiertes (C4-Cg)Alkylen, ein wahl-
weise substituiertes (C,-Cq)Alkenylen, ein wahlweise substituiertes (C,-C,g)Alkinylen, eine wahlweise substi-
tuierte -(C4-C4)Alkylen-O-(C4-Cp)alkylengruppe, ein wahlweise substituiertes (C5-C4)Cycloalkylen, ein wahl-
weise substituiertes (Cg-Cyg)Arylen, ein wahlweise substituiertes (C4-C,g)Heteroarylen, oder ein wahlweise
substituiertes (C4-C4g)Heterocyclylen; und worin die wahlweisen Substituenten unabhéngig gewahit sind aus
(C4-Ce)Alkylgruppen, (C,-Cg)Alkenylgruppen, (C,-Cg)Alkenylgruppen, (C3-C4o)Cycloalkylgruppen, Halogen,
halogenierten (C4-Cg)Alkylgruppen, -O-(C1-C,)Alkylgruppen, -OH, -S-(C4-Cg)Alkylgruppen, -SH, -NH(C4-Cg)Al-
kylgruppen, -N((C4-Cg)Alkyl), Gruppen, -NH,, -C(O)NH,, -C(O)NH(C,-Cg)Alkylgruppen, -C(O)N((C4-Cg)alkyl),,
-NHC(O)H, -NHC (O)(C4-Cg)Alkylgruppen, -NHC(O)(C5-Cg)Cycloalkylgruppen, -N((C4-Cg)Alkyl)C(O)H,
-N((C4-Cg)Alky)C(O)(C4-Cglalkylgruppen, -NHC(O)NH,, -NHC(O)NH(C,-Cg)Alkylgruppen, -N((C{-Cg)Al-
kyl)C(O)NH, Gruppen, -NHC(O)N((C4-Cg)Alkyl), Gruppen, -N((C¢-Cg)Alkyl)C(O)N((C4-Cg)alkyl), Gruppen,
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-N((C4-Cg)Alky)C(O)NH((C4-Cg)alkyl), -C(O)H, -C(O)(C4-Cg)Alkylgruppen, -CN, -NO,, -S(0O)(C,-Cg)Alkylgrup-
pen, -S(0O)x(C4-Cg)Alkylgruppen, -S(O)o,N((C4-Cg)Alkyl),  Gruppen,  -S(O),NH(C4-Cg)Alkylgruppen,
-S(0O),NH(C3-Cg)Cycloalkylgruppen, -S(O),NH, Gruppen, -NHS(O),(C4-Cg)Alkylgruppen, -N((C4-Cg)Al-
kyl)S(O)(C4-Cg) Alkylgruppen, -(C4-Cg)Alkyl-O-(C4-Cg) alkylgruppen, -O-(C4-Cg)Alkyl-O-(C4-Cg)alkylgruppen,
-C(O)OH, -C(O)O(C4-Cg)Alkylgruppen, NHOH, NHO(C4-Cg)Alkylgruppen, -O-halogenierte (C4-Cg)Alkylgrup-
pen, -S(0),-halogenierte (C4-Cg)Alkylgruppen, -S-halogenierte (C4-Cg)Alkylgruppen,- (C4-Cg)Heterozyklus,
-(C4-Cg)Heteroaryl, -Phenyl, -NHC(O)O-(C-Cg)Alkylgruppen, -N((C4-Cg) Alkyl) C(O)O-(C4-Cg)Alkylgruppen,
-C(=NH)-(C4-Cg)Alkylgruppen, -C(=NOH)-(C4-Cg)Alkylgruppen, oder -C(=N-O(C,-Cg)Alkyl)-(C4-Cg)alkylgrup-
pen.

Die Verbindung gemaR Anspruch 1, worin E -Re-C(O)-Re-, Re-O-Reé, -Re-§(0),-Re-, -Re-N(R?3)-Re,
-Re-N(R?)C(0O)-Re-, -Re-C(O)N(R?)Re-, -Re-N(R3)S(O),-Re-, oder -Re-S(0),N(R?)R®- ist.

Die Verbindung gemaR Anspruch 2, worin G -OR?&, -CN, -N(Ra)S(O)sz, -S(O)2N(Ra)(Rb), wahlweise substituiertes
(C4-Ce)Alkyl, wahlweise substituiertes Cyclopropyl, wahlweise substituiertes Cyclobutyl, wahlweise substituiertes
Cyclopentyl, wahlweise substituiertes Phenyl, wahlweise substituiertes Pyridazin, wahlweise substituiertes Pyrazin,
wahlweise substituiertes Pyrimidin, wahlweise substituiertes Pyrazol, wahlweise substituiertes Pyrrolidin, wahlweise
substituiertes Chinazolin, wahlweise substituiertes Pyridin, wahlweise substituiertes Thiazolidin oder wahlweise
substituiertes Triazol ist.

Die Verbindung gemaR Anspruch 3, worin R1, R2, R4, R5 und R, wo vorhanden, jeweils unabhingig Wasserstoff
oder ein wahlweise substituiertes -(C4-C4)Alkyl sind.

Die Verbindung gemal Anspruch 3, worin

A eine Bindung ist;

D ist wahlweise substituiertes Cyclopentylen, wahlweise substituiertes Bicyclo[2.2.2]octanylen, wahlweise substi-
tuiertes Azetidinyl, oder wahlweise substituiertes Piperidinyl;

E ist -Re-C(O)-R®-, -R®-N(R?)-Re®-, -Re-S(0),N(R?)-R¢, -R®-S(0),R¢®-, oder -R®-N(R?)S(0),-Re-;

worin R® bei jedem Vorkommen unabhéngig eine Bindung oder ein wahlweise substituiertes (C4-Cg)Alkylen ist; und
G ist -CN, wahlweise substituiertes Cyclopropyl, wahlweise substituiertes Cyclobutyl, wahlweise substituiertes Cy-
clopentyl, wahlweise substituiertes Phenyl, wahlweise substituiertes Pyrazin, wahlweise substituiertes Pyridazin,
wahlweise substituiertes Pyrazol, oder wahlweise substituiertes Pyridin.

Die Verbindung gemaR Anspruch 5, worin R1, R2, R4, R5 und R, wo vorhanden, jeweils unabhangig Wasserstoff
oder ein wahlweise substituiertes -(C,-C,)Alkyl sind.

Die Verbindung gemaR Anspruch 6, worin die Verbindung gewabhlt ist aus der Gruppe bestehend aus einer Verbin-
dung der Formel (la)

Formel (Ia),

einer Verbindung der Formel (Ib),
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Formel

und
einer Verbindung der Formel (Ic)

(Ib),

Formel (Ic).

Die Verbindung gemaR Anspruch 7, worin die Verbindung gewahlt ist aus der Gruppe bestehend aus

284



10

15

20

25

30

35

40

45

50

55

10.

11.

12.

13.

14.

EP 2 299 821 B1

o

und

Die Verbindung gemafl Anspruch 7, worin die Verbindung von Formel (lIc) ist, worin

A eine Bindung ist;

D ist wahlweise substituiertes Cyclopentylen oder wahlweise substituiertes Piperidin;

E ist -R&-N(R?) -Re-, -R®-5(0),N(R3)-R#, -Re-C(O)-R®, -Re-5(0),-R¢®, oder -Re-N(R3)S(0),-R®-, und

G ist -CN, wahlweise substituiertes Phenyl, wahlweise substituiertes Pyrazin, wahlweise substituiertes Pyridazin,
wahlweise substituiertes Pyrazol, oder wahlweise substituiertes Pyridin.

Die Verbindung gemafl Anspruch 7, worin die Verbindung von Formel (Ib) ist, worin die Verbindung

ist.

Die Verbindung gemal Anspruch 6, worin G wahlweise substituiertes Phenyl, wahlweise substituiertes Pyrazin,
wahlweise substituiertes Pyrazol, wahlweise substituiertes Pyridazin, oder wahlweise substituiertes Pyridin ist.

Die Verbindung gemaR Anspruch 1, worin R3 wahlweise substituiertes Cyclopropyl, wahlweise substituiertes Cyc-
lobutyl, wahlweise substituiertes Cyclopentyl, wahlweise substituiertes Cyclohexyl, wahlweise substituiertes Phenyl,
wahlweise substituiertes Adamantanyl, wahlweise substituiertes Azetidinyl, wahlweise substituiertes Bicyc-
lo[2.1.1]hexyl, wahlweise substituiertes Bicyclo[2.2.1]heptyl, wahlweise substituiertes Bicyclo[2.2.2]octyl, wahlweise
substituiertes Bicyclo[3.2.1]octyl, wahlweise substituiertes Bicyclo[3.1.1]heptyl, wahlweise substituiertes Azabicyc-
lo[3.2.1]octanyl, wahlweise substituiertes Azabicyclo[2.2.1]heptanyl, wahlweise substituiertes 2-Azabicyc-
lo[3.2.1]octanyl, wahlweise substituiertes Azabicyclo[3.2.2]nonanyl, wahlweise substituiertes Bicyclo[2.2.1]hept-2-
enyl, wahlweise substituiertes Piperidinyl, wahlweise substituiertes Pyrrolidinyl oder wahlweise substituiertes Te-
trahydrofuranyl ist;

R? und R sind jeweils unabhangig Wasserstoff, Deuterium, -N(R?2) (RP), Halogen, -OR®, -SR?, -S(O)R3, -S(O),Ra,
-NO,, -C(O)OR®, -CN, -C(O)N(R2)(Rb), -N(Ra)C(O)(RP), -C(O)R2, -C(OH)RaRb, -N(R2)S(0),-RP, -S(0),N(Ra)(Rb),
-CF3, -OCF3, wahlweise substituiertes (C4-Cg)Alkyl, wahlweise substituiertes (C5-C4,)Cycloalkyl, wahlweise sub-
stituiertes (Cg-C4g)Aryl, wahlweise substituiertes (C4-C4g)Heteroaryl oder wahlweise substituiertes (C4-Cg)Hete-
rocyclyl.

Die Verbindung gemaR Anspruch 12, worin R wahlweise substituiertes (Cg-Cqg)Aryl oder wahlweise substituiertes
(C4-Cyp)Heteroaryl ist.

Die Verbindung gemaR Anspruch 13, worin R2 Wasserstoff, Halogen, -CN, -C(O)NRaRb, -CF3, wahlweise substi-
tuiertes -(C4-Cg)Alkyl, wahlweise substituiertes -(C3-Cg)Cycloalkyl, wahlweise substituiertes Benzo(b)thienyl, wahl-
weise substituiertes Benzimidazolyl, wahlweise substituiertes Benzofuranyl, wahlweise substituiertes Benzoxazolyl,
wahlweise substituiertes Benzothiazolyl, wahlweise substituiertes Benzothiadiazolyl, wahlweise substituiertes Fu-
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ranyl, wahlweise substituiertes Imidazolyl, wahlweise substituiertes Indolinyl, wahlweise substituiertes Indolyl, wahl-
weise substituiertes Indazolyl, wahlweise substituiertes Isoxazolyl, wahlweise substituiertes Isoindolinyl, wahlweise
substituiertes Morpholinyl, wahlweise substituiertes Oxadiazolyl, wahlweise substituiertes Phenyl, wahlweise sub-
stituiertes Piperazinyl, wahlweise substituiertes Piperidinyl, wahlweise substituiertes Pyranyl, wahlweise substitu-
iertes Pyrazolyl, wahlweise substituiertes Pyrazolo[3,4-d]pyrimidinyl, wahlweise substituiertes Pyridinyl, wahlweise
substituiertes Pyrimidinyl, wahlweise substituiertes Pyrrolidinyl, wahlweise substituiertes Pyrrolyl, wahlweise sub-
stituiertes Pyrrolo[2,3-d]pyrimidinyl, substituiertes Chinolinyl, wahlweise substituiertes Thiomorpholinyl, wahlweise
substituiertes Tetrahydropyranyl, wahlweise substituiertes Tetrahydrofuranyl, wahlweise substituiertes Terahydro-
indolyl, wahlweise substituiertes Thiazolyl, oder wahlweise substituiertes Thienyl ist.

Die Verbindung gemaR Anspruch 14, worin R1 wahlweise substituiertes Azaindol, wahlweise substituiertes Benzo-
furan, wahlweise substituiertes Benzothiazol, wahlweise substituiertes Benzoxazol, wahlweise substituiertes Dihy-
dropyrroloimidazol, wahlweise substituiertes Furan, wahlweise substituiertes Imidazol, wahlweise substituiertes
Imidazoxazol, wahlweise substituiertes Imidazopyrazin, wahlweise substituiertes Imidazopyridin, wahlweise substi-
tuiertes Indazol, wahlweise substituiertes Indol, wahlweise substituiertes Isochinolin, wahlweise substituiertes Iso-
thiazol, wahlweise substituiertes Isoxazol, wahlweise substituiertes Oxadiazol, wahlweise substituiertes Oxazol,
wahlweise substituiertes Pyrazol, wahlweise substituiertes Pyridin, wahlweise substituiertes Pyrimidin, wahlweise
substituiertes Pyrazolopyridin, wahlweise substituiertes Pyrrol, wahlweise substituiertes Chinolin, wahlweise sub-
stituiertes Chinazolin, wahlweise substituiertes Thiazol, oder wahlweise substituiertes Thiophen ist.

Die Verbindung gemaR Anspruch 15, worin R® Wasserstoff, Halogen, -NH, oder -N(R?) (R) ist.

Eine pharmazeutische Zusammensetzung umfassend eine Verbindung der Formel (I) wie in Anspruch 1 definiert,

Formel (I)

einen pharmazeutisch vertraglichen Trager und Hilfsstoff, und einen zweiten therapeutischen Wirkstoff gewahlt aus
der Gruppe bestehend aus Cytokin-suppressiven entzindungshemmenden Medikamenten, Antikdrpern gegen oder
Antagonisten von anderen menschlichen Cytokinen oder Wachstumsfaktoren, IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7,
IL-8, IL-12, IL-15, IL-16, IL-21, IL-23, Interferonen, EMAP-II, GM-CSF, FGF, PDGF, CTLA oder ihren Liganden
einschlieRlich CD154, Adalimumab Golimumab, Certolizumab Pegol (CDP870), Tocilizumab, CDP 571, Iéslichen
p55 oder p75 TNF-Rezeptoren, Lenercept, TNFo. umwandelnde Enzym-Inhibitoren, IL-1 Inhibitoren, Interleukin 11,
IL-18 Antagonisten, IL-12 Antagonisten, IL-12 Antikorpern, I18slichen IL-12 Rezeptoren, IL-12 bindenden Proteinen,
nichterschopfenden anti-CD4 Inhibitoren FK506, Rapamycin, Mycophenolatmofetil, Leflunomid, NSAIDs, Ibuprofen,
Corticosteroiden, Phosphodiesteraseinhibitoren, Adenosinagonisten, antithrombotischen Wirkstoffen, ergdnzenden
Inhibitoren, adrenergen Wirkstoffen, 1L-1 umwandelndes Enzym-Inhibitoren, T-Zell-Signal-gebende Kinaseinhibi-
toren, Metalloproteinaseinhibitoren, Sulfasalazin, 6-Mercaptopurinen, Derivaten p75TNFRIgG, sIL-1RI, sIL-1Rll,
slL-6R, Celecoxib, Hydroxychloroquinsulfat, Rofecoxib, Infliximab, Naproxen, Valdecoxib, Meloxicam, Acetat, Gold
Natrium -thiomalat, Aspirin, Triamcinolonacetonid, Propoxyphen napsylat/apap, Folat, Nabumeton, Diclofenac, Pi-
roxicam, Etodolac, Diclofenac Natrium, Oxaprozin, Oxycodon HCI, Hydrocodon Bitartrat/apap, Diclofenac Natri-
um/Misoprostol, Fentanyl, Anakinra, Tramadol HCI, Salsalat, Sulindac, Cyanocobalamin/fa/Pyridoxin, Acetamino-
phen, Alendronat Natrium, Morphinsulfat, Lidocain hydrochlorid, Indomethacin, Glucosamin sulf/Chondroitin, Amit-
riptylin HCI, Sulfadiazin, Oxycodon HCl/Acetaminophen, Olopatadin HCI Misoprostol, Naproxen Natrium, Omepra-
zol, Cyclophosphamid, Rituximab, IL-1 TRAP, MRA, CTLA4-IG, IL-18 BP, anti-IL-12, anti-IL15, VX-740, Roflumilast,
IC-485, CDC-801, S1P1 Agonisten, FTY720, PKC Familie-Inhibitoren, Ruboxistaurin, AEB-071, Mesopram, Me-
thotrexat, Budenosid, Dexamethason, 5-Aminosalicylsaure, Olsalazin, IL-1ra, T-Zell-Signal-Inhibitoren, Tyrosinki-
naseinhibitoren, IL-11, Mesalamin, Prednison, Azathioprin, Mercaptopurin, Methylprednisolon Natriumsuccinat, Di-
phenoxylat/atrop Sulfat, Loperamid hydrochlorid, Ciprofloxacin/Dextrose-Wasser, Tetracyclin hydrochlorid, Fluoci-

286



10

15

20

25

30

35

40

45

50

55

EP 2 299 821 B1

nonid, Metronidazol, Thimerosal/Boronsaure, Cholestyramin/Saccharose, Ciprofloxacin hydrochlorid, Hyoscyamin-
sulfat, Meperidin hydrochlorid, Midazolam hydrochlorid, Promethazin hydrochlorid, Natriumphosphat, Sulfametho-
xazol/Trimethoprim, Polycarbophil, Propoxyphen napsylat, Hydrocortison, Multivitaminen, Balsalazid dinatrium, Co-
deinphosphat/apap, Colesevelam HCI, Cyanocobalamin, Folsaure, Levofloxacin, Natalizumab, Interferon-Gamma,
Methylprednisolon, Cyclosporin, 4-Aminopyridin, Tizanidin, Interferon-f1a, Interferon-1b, Interferon o-n3, Interfe-
ron-a, Interferon B1A-IF, Peginterferon a2b, hyperbarem Sauerstoff, intravendsem Immunoglobulin, Cladribin,
FK506, Prednisolon, antientziindlichen Cytokinen, Interferon-§, Caspaseinhibitoren, Inhibitoren von Caspase-1,
Antikoérpern gegen CD40 Ligand und CD80, Alemtuzumab, Dronabinol, Daclizumab, Mitoxantron, Xaliproden hy-
drochlorid, Fampridin, Glatirameracetat, Sinnabidol, o-Immunokin NNSO3, ABR-215062, AnergiX.MS, Chemokin-
rezeptorantagonisten, BBR-2778, Calagualin, CPI-1189, Liposom-vergekapseltem Mitoxantron, THC.CBD, Canna-
binoid-Agonisten, MBP-8298, MNA-715, anti-IL-6 Rezeptor-Antikdrper, Neurovax, Pirfenidon Allotrap 1258 (RDP-
1258), sTNF-R1, Talampanel, Teriflunomid, TGF-beta2, Tiplimotid, VLA-4 Antagonisten, Interferon Gamma Anta-
gonisten, IL-4 Agonisten, Misoprostol, Minocyclin, Etanercept, Betamethason diprop angereichert, Dimethylsulfoxid,
Ketoprofen, Tolmetin Natrium, Calcipotrien, Glucosaminsulfat, Risedronat Natrium, Thioguanin, Alefacept, Efali-
zumab, COX2 Inhibitoren, Hydroxychloroquin, Steroiden, Zytostatika, Inhibitoren von PDE4, Purin-Synthese-Inhi-
bitor, CTLA-4-1gG, anti-B7 Familie-Antikorpern, anti-PD-1 Familie-Antikdrpern, anti-Cytokin-Antikérpern, Fonotoli-
zumab, anti-IFNg Antikorper, anti-Rezeptor Rezeptor Antikdrpern, Antikdrpern gegen B-Zell-Oberflachenmolekille,
LJP 394, anti-CD20 Antikérper und Lymphostat-B.

Revendications

Composé de formule (l)

2
T,U_‘)ﬁy "
Ol >~
N N
RS Y
Formule (I)

et ses sels pharmaceutiquement acceptables,

formule dans laquelle

TestN,UetN, XestCR3etY estN ;ou

TestCR6, UestN, X est CR3etY estN ;ou

TestN, U est CR4 XestCR3etY estN :ou

T est CR6, U est CR4, X est CR3 et Y estN ;

chacun de R et R2 est indépendamment I'hydrogéne, le deutérium, -N(R8)(RP), un halogéne, -OR?, -SRa, -S(O)R?,
-S(O),Ra, -NO,, -C(O)OR?, -CN, -C(O)N(R3)(RP), -N(Ra)C(O)(Rb), -C(O)R?, -C(OH)RaRb, -N(R2)S(0),-Rb,
-S(O)ZN(Ra)(Rb), -CF3, -OCF3, ou un radical alkyle en C; & Cg éventuellement substitué, alcényle en C, a Cg
éventuellement substitué, alcynyle en C, & Cg éventuellement substitué, cycloalkyle en C5 & C,q éventuellement
substitué, hétéroaryle en C; & Cq éventuellement substitué, hétérocyclyle en C, & C, éventuellement substitué,
ou aryle en Cg & C4( éventuellement substitué ;

R5 est 'hydrogéne, le deutérium, -N(Ra)(Rb), un halogéne, -SR2, -S(O)R3, -S(0),R?3, -NO,, -C(O)OR?, -CN,
-C(O)N(Ra)(Rb), -N(Ra)C(O)(RP), -C(O)R?, -C(OH)RaRbP, -N(R2)S(0),-RP, -S(0),N(Ra)(RP), -CF5, -OCF, ou un
radical alkyle en C; a Cg éventuellement substitué, alcényle en C, a Cg éventuellement substitué, alcynyle en C,
a Cg éventuellement substitué, cycloalkyle en C5 & C4 éventuellement substitué, hétéroaryle en Cy & C, éven-
tuellement substitué, hétérocyclyle en C a Cyq éventuellement substitué, ou aryle en Cg & C4 éventuellement
substitué ;

ou, dans un fragment contenant -N(R3)(RP), 'azote, R2 et RP peuvent former un cycle de fagon que -N(R3)(RP)
représente un radical hétérocyclyle en C, a Cq éventuellement substitué ou hétéroaryle en C, & C,y éventuellement
substitué lié par lintermédiaire d’'un azote ;

R3 est un radical cyclopropyle éventuellement substitué, cyclobutyle éventuellement substitué, cyclopentyle éven-
tuellement substitué, cyclohexyle éventuellement substitué, phényle éventuellement substitué, adamantanyle éven-
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tuellement substitué, azétidinyle éventuellement substitué, bicyclo[2.2.1]hexyle éventuellement substitué, bicy-
clo[2.2.1]heptyle éventuellement substitué, bicyclo[2.2.2]octyle éventuellement substitué, bicyclo[3.2.1]octyle éven-
tuellement substitué, bicyclo[3.1.1]heptyle éventuellement substitué, azabicyclo[3.2.1]octanyle éventuellement
substitué, azabicyclo[2.2.1]heptanyle éventuellement substitué, 2-azabicyclo[3.2.1]octanyle éventuellement subs-
titué, azabicyclo[3.2.2]nonanyle éventuellement substitué, bicyclo[2.2.1]hept-2-ényle éventuellement substitué, pi-
péridinyle éventuellement substitué, pyrrolidinyle éventuellement substitué, ou tétrahydrofuranyle éventuellement
substitué ; ou bien

R3 est -A-D-E-G, oU :

A est une liaison ou un radical alkyléne en C4 & Cg ;

D est un radical azétidinyle éventuellement substitué, bicyclo[2.2.2]octanyléne éventuellement substitué, bicy-
clo[2.2.1]heptyléne éventuellement substitué, bicyclo[2.1.1]hexyléne éventuellement substitué, cyclobutyléne
éventuellement substitué, cyclopentyléne éventuellement substitué, cyclohexyléne éventuellement substitué,
bicyclo[2.2.1]hept-2-ényléne éventuellement substitué, pipéridinyle éventuellement substitué, ou pyrrolidinyle
éventuellement substitué ;

E est une liaison, -Re-, -Re-C(0)-Re, -Re-C(O)C(O)-Re, -Re-C(O)O-Re-, -Re-C(O)C(O)N(R?3)-Re-,
-Re-N(R?3)-C(O)C(0)-Re, -Re-O-Re-, -Re-§(0),-Re-, -Re-S(0)-Re-, -Re-S-Re-, -Reé-N(R?3)-Re-,
-Re-N(R?3)C(0)-Re-, -ReC(O)N(R?)Re-, -Re-OC(O)N(R?)-Re-, -Re&-N(R¥)C(O)OR®-, -Re-OC(0O)-Re,
-Re-N(Ra)C(O)N(RP)-Re-, -Re-N(Ra)S(O),-Re-, ou -Re-S(0),N(Ra)-Re- ; ou bien

E est

0 O

o

W,

Re-

oU, dans tous les cas, E est lié a un atome soit de carbone soit d’azote dans D ;

G est 'hydrogéne, le deutérium, -N(R3)(RP), un halogéne, -OR?, -SR2, -S(0)R?, -S(0),R3, -NO,, -C(O)ORa?,
-CN, -C(O)N(R3)(RP), -N(R3)C(O)RP, -N(R3)C(O)ORP, -OC(O)N(R?), -N(R3)C(O)N(RP),, -C(O-R3)(RP),,
-C(O)R2, -CF3, -OCF3, -N(R?)S(0),Rb, -S(0),N(R3)(RP), -S(0),N(R2)C(O)RP, ou un radical alkyle en C4 & Cg
éventuellement substitué, alcényle en C, a Cq éventuellement substitué, alcynyle en C, a Cg éventuellement
substitué, cycloalkyle en C5 & C, g éventuellement substitué, hétéroaryle en C, a Cyq éventuellement substitué,
hétérocyclyle en C; a C, éventuellement substitué, aryle en Cg & C4, éventuellement substitué, (alkyle en C4
a Cg)-cycloalkyle en C5 a Cyq éventuellement substitué, (alkyle en C, & Cg)-aryle en Cg a C4 éventuellement
substitué, (alkyle en C4 & Cg)-hétéroaryle en C4 & C4 éventuellement substitué, ou (alkyle en C; a Cg)-hété-
rocyclyle en C4 & Cyq éventuellement substitué ;

ou, dans un fragment contenant -N(R2)(RP), l'azote, R2 et RP peuvent former un cycle de fagon que -N(R8)(Rb)
représente un radical hétérocyclyle en C, a C,, éventuellement substitué ou hétéroaryle en C, a C4 éventuel-
lement substitué lié par l'intermédiaire d’'un azote ; chacun de R4 et R6 est indépendamment 'hydrogéne, un
halogéne, le deutérium, un groupe cycloalkyle en C5 a Cy, ponté éventuellement substitué, un groupe hétéro-
cyclyle en C, a Cyg ponté éventuellement substitué, ou un radical alkyle en C, a Cg éventuellement substitué,
cycloalkyle en C3 a Cq( éventuellement substitué, cycloalcényle en C5 a Cg éventuellement substitué, aryle en
Cg & Cyg éventuellement substitué, hétéroaryle en C4 & C4 éventuellement substitué, hétérocyclyle en C, &
C,o éventuellement substitué, ou -J-L-M-Q ;

ou:

J est une liaison ou un radical -C(O)-, alkyléne en C; & Cg éventuellement substitué, alcényléne en C, a
Cg éventuellement substitué, alcynyléne en C, a Cg éventuellement substitué, cycloalkylene en C5 & Cy5
éventuellement substitué, hétérocyclylene en C, & Cg éventuellement substitué, -C(O)N(R?3)-Re-,
-N(R8)C(0)-Re-, -O-Re-, -N(R?)-Re-, -S-Re-, -S(0),-Re-, -S(O)Re-, -C(O-R2)(Rb)-Re-, -S(0),N(R?)-Re-,
-N(R?2)S(0),-Re- ou -N(R3)C(O)N(Rb)-Re- ;

L est une liaison ou un radical alkylene en C; a Cg éventuellement substitué, cycloalkylene en C5 a Cy,
ponté éventuellement substitué, cycloalkylene en C5 & C4( éventuellement substitué, cycloalcényléne en
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Cs a Cyq ponté éventuellement substitué, cycloalcényléne en C; & C,g éventuellement substitué, aryléne
en Cg a Cyg éventuellement substitué, hétéroaryléne en C4 & C4( éventuellement substitué, hétérocyclyléne
en C, a Cyg ponté éventuellement substitué, ou hétérocyclylene en C, a C4 éventuellement substitué ;
M est une liaison, -R®-, -Re-C(O)-Re-, -Re-C(O)C(O)-Re, -Re-C(O)O-Re-, -Re-OC(O)-Re,
-Re-C(O)C(O)N(R?3)-R®-, -Re-N(R3)-C(O)C(0O)-Re-, -Re-O-Re-, -Re-§(0),-Re-, -Re-S(0)-Re-, -Re-S-Re-,
-Re-N(R?)-Re-, -Re-N(R?)C(0)-R®-, -Re-C(O)N(R?)Re-, -Re-OC(O)N(R?)-R®-, -Re-N(R3)C(O)OR®-,-
Re-N(Ra)C(O)N(Rb)-Re-, -Re-N(R?2)S(O),-Re-, ou -Re-S(0),N(Ra)-Re- ; ou bien

M esk

O N /O

W,

Re- .

ou, dans tous les cas, E est lié & un atome soit de carbone soit d’'azote dans L ;

Qest 'hydrogéne, le deutérium, -N(R23)(Rb), un halogéne, -OR?, -SR?, -S(O)R?3, -S(0),R3,-NO,, -C(O)ORa,
-CN, -C(O)N(Ra)(Rb), -N(R2)C(O)RP, -N(Ra)C(O)ORP, N(R2)C(O)N(Rb),, -C(0O-R?)(RP),, -C(O)R?, -CF3,
-OCF3, -N(R3)S(0),RP, -S(O),N(Ra)(Rb), -S(0),N(R2)C(O)RP, ou un radical alkyle en C4 & Cg éventuelle-
ment substitué, alcényle en C, & Cg éventuellement substitué, alcynyle en C, & Cg éventuellement substitué,
cycloalkyle en C5 & Cyq éventuellement substitué, hétéroaryle en C; a C4, éventuellement substitué, hé-
térocyclyle en C; a C, éventuellement substitué, aryle en Cg a C, éventuellement substitué, (alkyle en
C, a Cg)-cycloalkyle en C5 a Cy éventuellement substitué, (alkyle en C, a Cg)-aryle en Cg a C, éventuel-
lement substitué, (alkyle en C4 a Cg)-hétéroaryle en C4 a C4q éventuellement substitué, ou (alkyle en C4
a Cg)-hétérocyclyle en C a Cqq éventuellement substitué ;

ou, dans un fragment contenant -N(R3)(Rb), I'azote, R2 et RP peuvent former un cycle de fagon que
-N(R3)(Rb) représente un radical hétérocyclyle en C, a Cyq éventuellement substitué ou hétéroaryle en C,
a Cyq éventuellement substitué lié par intermédiaire d’'un azote ;

chacun de R? et RP est indépendamment 'hydrogéne, le deutérium, ou un radical alkyle en CiacCy
éventuellement substitué, alcényle en C, & C4( éventuellement substitué, alcynyle en C, & Cy, éventuel-
lement substitué, (alkyle en C4 & C4p)-O-alkyle en C4 a Cyq éventuellement substitué, cycloalkyle en C5 a
Cq0 éventuellement substitué, aryle en Cg a C¢q éventuellement substitué, hétéroaryle en Cy a C4 éven-
tuellement substitué, hétérocyclyle en C, & C,, éventuellement substitué, (alkylene en C, & Cg)-cycloalkyle
en C; a Cyq éventuellement substitué, (alkyléne en C; a Cg)-aryle en Cg & Cy éventuellement substitué,
(alkyléne en C; a Cg)-hétéroaryle en C, a C, éventuellement substitué, ou (alkylene en C, & Cg)-hétéro-
cyclyle en C4 & Cy( éventuellement substitué ; et

R®, & chaque occurrence, estindépendamment une liaison ou unradical alkylene en C4 a C4g éventuellement
substitué, alcényléne en C, a C¢q éventuellement substitué, alcynyléne en C, a C4g éventuellement subs-
titué, (alkylene en C4 a C4q)-O-alkylene en C4 a C, éventuellement substitué, cycloalkylene en C5 a Cyq
éventuellement substitué, aryléne en Cg a C4 éventuellement substitué, hétéroarylene en C4 a C4 éven-
tuellement substitué, ou hétérocyclylene en C, a C,y éventuellement substitué ; et

ou les substituants éventuels sontindépendamment choisis parmiles groupes alkyle en C4 a Cg, les groupes
alcényle en C, & Cg, les groupes alcynyle en C, & Cg, les groupes cycloalkyle en C3 & Cy, les halogénes,
les groupes halogénoalkyle en C; & Cg, les groupes -O-alkyle en C4 & Cg, -OH, les groupes -S-alkyle en
C,aCg, -SH, les groupes -NH-alkyle en C, a Cg, les groupes -N-(alkyle en C4 a Cg),, -NH,, -C(O)NH,, les
groupes -C(O)NH-alkyle en C4 a Cg, les groupes -C(O)N-(alkyle en C; a Cg),, -NHC(O)H, les groupes
-NHC(O)-alkyle en C4 a Cg, les groupes -NHC(O)-cycloalkyle en C; & Cg, les groupes -N-(alkyle en C; a
Cg)-C(O)H, les groupes -N-(alkyle en C4 a Cg)-C(O)-alkyle en C; & Cg, -NHC(O)NH,, les groupes
-NHC(O)NH-alkyle en C, a Cg, les groupes -N-(alkyle en C; & Cg)-C(O)NH,, les groupes -NHC(O)N-(alkyle
en C, & Cg)y, les groupes -N-(alkyle en C4 a Cg)-C(O)N-(alkyle en C4 & Cg),, les groupes -N-(alkyle en C
a Cg)-C(O)NH-alkyle en C; & Cg, -C(O)H, les groupes -C(O)-alkyle en C, & Cg, -CN, -NO,, les groupes
-S(O)-alkyle en C, a Cg, les groupes -S(O),-alkyle en C; & Cg, les groupes -S(O),N-(alkyle en C, & Cg),,
les groupes -S(O),NH-alkyle en C; & Cg, les groupes -S(O),NH-cycloalkyle en C5 a Cg, -S(O),NH2, les
groupes -NHS(O),-alkyle en C4 a Cg, les groupes -N-(alkyle en C; a Cg)-S(O),-alkyle en C a Cg, les
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groupes -(alkyle en C & Cg)-O-alkyle en C; & Cg, les groupes -O-(alkyle en C; & Cg)-O-alkyle en C; & Cg,
-C(O)OH, -C(O)O-alkyle en C; & Cg, NHOH, les groupes NHO-alkyle en C; & Cg, les groupes -O-halogé-
noalkyle en C; & Cg, les groupes -S(0),-halogénoalkyle en C4 & Cg, les groupes -S-halogénoalkyle en C4
a Cg, les hétérocycles en C4 a Cg, les groupes hétéroaryle en C4 a Cg, phényle, les groupes -NHC(O)O-
alkyle en C, a Cg, les groupes -N-(alkyle en C; & Cg)-C(O)O-alkyle en C4 & Cg, les groupes -C(=NH)-alkyle
en C,; & Cg, les groupes -C(=NOH)-alkyle en C, a Cg, et les groupes -C(=N-O-alkyle en C, a Cg)-alkyle en
C,aCg.

Composé selon la revendication 1, dans lequel E est -R®-C(O)-R®-, R®-O-R®, -Re-§(0),-Ré-, -Ré-N(R?)-R®
-Re-N(R3)C(O)Re-, -Re-C(O)N(R?)Re-, -Re-N(R3)S(0),-Re®-, ou -Re-S(0),N(R?)Re.

Composé selon la revendication 2, dans lequel G est -ORa, -CN, -N(Ra)S(O)sz, —S(O)2N(Ra)(Rb), ou un radical
alkyle en C4 & Cg éventuellement substitué, cyclopropyle éventuellement substitué, cyclobutyle éventuellement
substitué, cyclopentyle éventuellement substitué, phényle éventuellement substitué, pyridazine éventuellement
substitué, pyrazine éventuellement substitué, pyrimidine éventuellement substitué, pyrazole éventuellement subs-
titué, pyrrolidine éventuellement substitué, quinazoline éventuellement substitué, pyridine éventuellement substitué,
thiazolidine éventuellement substitué, ou triazole éventuellement substitué.

Composé selon la revendication 3, dans lequel chacun de R, R2, R4, R5 et RS, g’ils sont présents, est indépen-
damment I’hydrogéne ou un radical alkyle en C4 & C, éventuellement substitué.

Composé selon la revendication 3, dans lequel A est une liaison ;

D est un radical cyclopentyléne éventuellement substitué, bicyclo[2.2.2]octanyléne éventuellement substitué, azé-
tidinyle éventuellement substitué, ou pipéridinyle éventuellement substitué ;

E est -Ré-C(0O)-R®-, -R®-N(R?)-R¢-, -R&-S(0),N(R?)-R®-, -R¢-5(0),-R®-, ou -R&-N(R?)S(0),-R®- ;

ol Reé, & chaque occurrence, est indépendamment une liaison ou un radical alkylene en C; & Cg éventuellement
substitué ; et

G est-CN ou un radical cyclopropyle éventuellement substitué, cyclobutyle éventuellement substitué, cyclopentyle
éventuellement substitué, phényle éventuellement substitué, pyrazine éventuellement substitué, pyridazine éven-
tuellement substitué, pyrazole éventuellement substitué, ou pyridine éventuellement substitué.

Composé selon la revendication 5, dans lequel chacun de R1, R2, R4, R% et RS, s’ils sont présents, est indépen-
damment ’hydrogene ou un radical alkyle en C4 & C4 éventuellement substitué.

Composé selon la revendication 6, lequel composé est choisi dans 'ensemble constitué par un composé de formule

(Ia)

RS

Ir&

Formule (Ia)

un composé de formule (Ib)
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et
un composé de formule (lc)

Composé selon la revendication 7, lequel composé est choisi dans 'ensemble constitué par

0P
o’s‘bo

et
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R3
=]
A, N
| N

Formule (Ih)

Rl

R3
F—(__ R?
Na N
I‘ I \ R1
/N
R H

Formule (Ic)

HHC "”Q ut

3
r

N=y
Na N

o

\

H
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13.

14.
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{
1= &

\
H

Composé selon la revendication 7, lequel composé est de formule (Ic), ou

A est une liaison ;

D est un radical cyclopentyléne éventuellement substitué ou pipéridine éventuellement substitué ;

E est -R®-N(R?3)-R®-, -R®-5(0),N(R?)-R¢, -R®-C(0)-R¢, -R®-5(0),-R®, ou -R&-N(R?)S(0),-R®- ; et

G est-CN ou un radical phényle éventuellement substitué, pyrazine éventuellement substitué, pyridazine éventuel-
lement substitué, pyrazole éventuellement substitué, ou pyridine éventuellement substitué.

Composé selon la revendication 7, lequel composé est de formule (Ib), lequel composé est

OﬁN

N

\%N CH,
N

Composé selon la revendication 6, dans lequel G est un radical phényle éventuellement substitué, pyrazine éven-
tuellement substitué, pyrazole éventuellement substitué, pyridazine éventuellement substitué, ou pyridine éventuel-
lement substitué.

Composé selon la revendication 1, dans lequel R3 est un radical cyclopropyle éventuellement substitué, cyclobutyle
éventuellement substitué, cyclopentyle éventuellement substitué, cyclohexyle éventuellement substitué, phényle
éventuellement substitué, adamantanyle éventuellement substitué, azétidinyle éventuellement substitué, bicy-
clo[2.1.1]hexyle éventuellement substitué, bicyclo[2.2.1]heptyle éventuellement substitué, bicyclo[2.2.2]octyle éven-
tuellement substitué, bicyclo[3.2.1]octyle éventuellement substitué, bicyclo[3.1.1]heptyle éventuellement substitué,
azabicyclo[3.2.1]octanyle éventuellement substitué, azabicyclo[2.2.1]heptanyle éventuellement substitué, 2-azabi-
cyclo[3.2.1]Joctanyle éventuellement substitué, azabicyclo[3.2.2]nonanyle éventuellement substitué, bicy-
clo[2.2.1]hept-2-ényle éventuellement substitué, pipéridinyle éventuellement substitué, pyrrolidinyle éventuellement
substitué, ou tétrahydrofuranyle éventuellement substitué ;

chacun de R? et R® est indépendamment I'hydrogéne, le deutérium, -N(R3)(RP), un halogéne, -OR?, -SR2, S(O)R?,
-S(0),Ra, -NO,,- C(O)OR?, -CN, -C(O)N(R?)(RP), -N(Ra)C(O)(RP), -C(O)R?, -C(OH)RaRP, -N(R2)S(0),-Rb,
-S(0),N(R®)(RP), -CF3, -OCF3 ou un radical alkyle en C; & Cg éventuellement substitué, cycloalkyle en C5 a Cyp
éventuellement substitué, aryle en Cg & C4 éventuellement substitué, hétéroaryle en C; & C4, éventuellement
substitué, ou hétérocyclyle en C, a C,q éventuellement substitué.

Composé selon la revendication 12, dans lequel R est un radical aryle en Cg & Cqg éventuellement substitué ou
hétéroaryle en C4 & Cyq éventuellement substitué.

Composé selon la revendication 13, dans lequel R2? est 'hydrogéne, un halogéne, -CN, -C(O)NR2Rb, -CF3, ouun
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radical alkyle en C; & Cg éventuellement substitué, cycloalkyle en C; & Cg éventuellement substitué, benzo(b)thiényle
éventuellement substitué, benzimidazolyle éventuellement substitué, benzofuranyle éventuellement substitué, ben-
zoxazolyle éventuellement substitué, benzothiazolyle éventuellement substitué, benzothiadiazolyle éventuellement
substitué, furanyle éventuellement substitué, imidazolyle éventuellement substitué, indolinyle éventuellement subs-
titué, indolyle éventuellement substitué, Indazolyle éventuellement substitué, isoxazolyle éventuellement substitué,
isoindolinyle éventuellement substitué, morpholinyle éventuellement substitué, oxadiazolyle éventuellement subs-
titué, phényle éventuellement substitué, pipérazinyle éventuellement substitué, pipéridinyle éventuellement subs-
titué, pyranyle éventuellement substitué, pyrazolyle éventuellement substitué, pyrazolo[3,4-d]pyrimidinyle éventuel-
lement substitué, pyridinyle éventuellement substitué, pyrimidinyle éventuellement substitué, pyrrolidinyle éventuel-
lement substitué, pyrrolyle éventuellement substitué, pyrrolo[2,3-d]pyrimidinyle éventuellement substitué, quinoli-
nyle substitué, thiomorpholinyle éventuellement substitué, tétrahydropyranyle éventuellement substitué, tétrahydro-
furanyle éventuellement substitué, tétrahydroindolyle éventuellement substitué, thiazolyle éventuellement substitué,
ou thiényle éventuellement substitué.

Composé selon la revendication 14, dans lequel R est un radical azaindole éventuellement substitué, benzofurane
éventuellement substitué, benzothiazole éventuellement substitué, benzoxazole éventuellement substitué, dihydro-
pyrroloimidazole éventuellement substitué, furane éventuellement substitué, imidazole éventuellement substitué,
imidazoxazole éventuellement substitué, imidazopyrazine éventuellement substitué, imidazopyridine éventuelle-
ment substitué, indazole éventuellement substitué, indole éventuellement substitué, isoquinoline éventuellement
substitué, Isothiazole éventuellement substitué, isoxazole éventuellement substitué, oxadiazole éventuellement
substitué, oxazole éventuellement substitué, pyrazole éventuellement substitué, pyridine éventuellement substitué,
pyrimidine éventuellement substitué, pyrazolopyridine éventuellement substitué, pyrrole éventuellement substitué,
quinoline éventuellement substitué, quinazoline éventuellement substitué, thiazole éventuellement substitué, ou
thiophéne éventuellement substitué.

Composé selon la revendication 15, dans lequel RS est 'hydrogéne, un halogéne, -NH, ou -N(Ra)(Rb).

Composition pharmaceutique comprenant un composé de formule (I) tel que défini dans la revendication 1

Rz

U—x
o)
NT N

RS H
Formule (I)

un véhicule et un excipient pharmaceutiquement acceptables, et un deuxiéme agent thérapeutique choisi dans
'ensemble constitué par les médicaments anti-inflammatoires supprimant les cytokines, les anticorps ou antago-
nistes d’autres cytokines humaines ou de facteurs de croissance, IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-12,
IL-15, IL-16, IL-21, IL-23, les interférons, EMAP-II, GM-CSF, FGF, PDGF, CTLA ou leurs ligands, y compris CD154,
'adalimumab golimumab, le certolizumab pégol (CDP870), le tocilizumab, CDP 571, les récepteurs de TNF p75 ou
p55 solubles, le Iénercept, les inhibiteurs d’enzymes de conversion du TNFa, les inhibiteurs d’IL-1, linterleukine
11, les antagonistes d’IL-18, les antagonistes d’IL-12, les anticorps anti-IL-12, les récepteurs d’IL-12 solubles, les
protéines se liant a IL-12, les inhibiteurs anti-CD4 non déplétifs FK5086, la rapamycine, le mycophénolate mofétil,
le 1&flunomide, les AINS, I'ibuproféne, les corticostéroides, les inhibiteurs de phosphodiestérase, les agonistes
d’adensosine, les agents antithrombotiques, les inhibiteurs de complément, les agents adrénergiques, les inhibiteurs
de I'enzyme de conversion d’IL-18, les inhibiteurs de kinase de signalisation des cellules T, les inhibiteurs de
métalloprotéinase, la sulfasalazine, les 6-mercaptopurines, les dérivés p75TNFRIgQG, sIL-1RI, sIL-1RII, sIL-6R, le
célécoxib, le sulfate d’hydroxychloroquine, le rofécoxib, I'infliximab, le naproxéne, le valdécoxib, le méloxicam,
'acétate, le thiomalate sodique d’or, I'aspirine, le triamcinolone acétonlde, le napsylate de propoxyphéne/apap, le
folate, la nabumétone, le diclofénac, le piroxicam, I’étodolac, le diclofénac sodique, 'oxaprozine, 'oxycodone HCI,
le bitartrate d’hydrocodone/apap, le diclofénac sodique/misoprostol, le fentanyl, 'anakinra, le tramadol HCI, le sal-
salate, le sulindac, la cyanocobalamine/fa/pyridoxine, 'acétaminophéne, I'alendronate sodique, le sulfate de mor-
phine, le chlorhydrate de lidocaine, 'indométhacine, le sulfate de glucosamine/chondroitine, 'amitriptyline HCI, la
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sulfadiazine, 'oxycodone HCl/acétaminophéne, I'olopatadine HCI misoprostol, le naproxéne sodique, 'oméprazole,
le cyclophosphamide, le rituximab, IL-1 TRAP, MRA, CTLA4-IG, IL-18 BP, I'anti-IL-12, I'anti-IL15, VX-740, le roflu-
milast, IC-485, CDC-801, les agonistes de S1P1, FTY720, les inhibiteurs de la famille PKC, la ruboxistaurine, AEB-
071, le mésopram, le méthotrexate, le budénoside, la dexaméthasone, I'acide 5-aminosalicylique, l'olsalazine, IL-
1ra, les inhibiteurs de la signalisation des cellules T, les inhibiteurs de tyrosine kinase, IL-11, la mésalamine, la
prednisone, 'azathioprine, la mercaptopurine, le succinate sodique de méthylprednisolone, le diphénoxylate/sulfate
d’atropine, le chlorhydrate de lopéramide, la ciprofloxacine/dextrose-eau, le chlorhydrate de tétracycline, le fluoci-
nonide, le métronidazole, le thimérosal/acide borique, le cholestyramine/saccharose, le chlorhydrate de ciprofloxa-
cine, le sulfate d’hyoscyamine, le chlorhydrate de mépéridine, le chlorhydrate de midazolam, le chlorhydrate de
prométhazine, le phosphate de sodium, le sulfaméthoxazole/triméthoprim, le polycarbophil, le napsylate de pro-
poxyphene, I'’hydrocortisone, les multivitamines, le balsalazide disodique, le phosphate de codéine/apap, le colé-
sévélam HCI, la cyanocobalamine, I'acide folique, la |évofloxacine, le natalizumab, l'interféron-gamma, la méthyl-
prednisolone, la cyclosporine, la 4-aminopyridine, la tizanidine, I'interféron-f1a, I'interféron-f1b, l'interféron a-n3,
linterféron-a, linterféron B1A-IF, le PEG-interféron o 2b, 'oxygéne hyperbare, limmunoglobuline par vole intravei-
neuse, la cladribine, FK5086, la prednisolone, les cytokines anti-inflammatoires, linterféron-f3, les inhibiteurs de
caspase, les inhibiteurs de caspase-1, les anticorps dirigés contre le ligand CD40 et CD80, l'alemtuzumab, le
dronabinol, le daclizumab, la mitoxantrone, le chlorhydrate de xaliprodéne, la fampridine, 'acétate de glatiramer,
le sinnabidol, 'o-immunokine NNS03, ABR-215062, AnergiX.MS, les antagonistes de récepteur de chimiokine,
BBR-2778, la calagualine, CPI-1189, la mitoxantrone encapsulée dans des liposomes, THC.CBD, les agonistes de
cannabinoide, MBP-8298, MNA-715, l'anticorps anti-récepteur d’IL-6, le neurovax, le pirfénidone allotrap 1258
(RDP-1258), sTNF-R1, le talampanel, le tériflunomide, TGF-béta2, le tiplimotide, les antagonistes de VLA-4, les
antagonistes d’interféron gamma, les agonistes d’IL-4, le misoprostol, la minocycline, I'étanercept, la bétaméthasone
diprop augmentée, le diméthylsulfoxyde, le kétoproféne, la tolmétine sodique, le calcipotriéne, le sulfate de gluco-
samine, le risédronate sodique, la thioguanine, I'aléfacept, I'éfalizumab, les inhibiteurs de COX2, 'hydroxychloro-
quine, les stéroides, les cytotoxiques, les inhibiteurs de PDE4, 'inhibiteur de synthése de purine, CTLA-4-1gG, les
anticorps de la famille anti-B7, les anticorps de la famille anti-PD-1, les anticorps anti-cytokine, le fonotolizumab,
I'anticorps anti-IFNg, les anticorps de récepteur anti-récepteur, les anticorps dirigés contre les molécules de surface
des cellules B, LJP 394, I'anticorps anti-CD20 et le lymphostat-B.

294



EP 2 299 821 B1

REFERENCES CITED IN THE DESCRIPTION

This list of references cited by the applicant is for the reader’s convenience only. It does not form part of the European
patent document. Even though great care has been taken in compiling the references, errors or omissions cannot be

excluded and the EPO disclaims all liability in this regard.

Patent documents cited in the description

WO 9945009 A [0003]

Non-patent literature cited in the description

MALEK TR et al. Immunity, 2002, vol. 17 (2), 167-78
[0079]

YAMANOUCHI J et al. Nat Genet., 2007, vol. 39 (3),
329-37 [0079]

WILLERFORD DM et al. Immunity, 1995, vol. 3 (4),
521-30 [0079]

Int. Immunity, 2000, vol. 12, 1499 [0079]
GUSCHIN D et al. EMBO J, 03 April 1995, vol. 14
(7), 1421-9 [0080]

PARGANAS E et al. Cell, 01 May 1998, vol. 93 (3),
385-95 [0080]

RODIG S.J. et al. Cell, 01 May 1998, vol. 93 (3),
373-83 [0080]

NISHIMOTO N. et al. Ann Rheum Dis., 2007, vol. 66
(9), 1162-7 [0080]

LAWLORK.E.etal. Proc Nat/Acad Sci U.S.A., 2004,
vol. 101 (31), 11398-403 [0080]

BAIER, G. et al. J. Biol. Chem., 1993, vol. 268, 4997
[0084]

MISCHAK, H. et al. FEBS Lett., 1993, vol. 326, 51
[0084]

LIU, Y. et al. J. Leukoc. Biol., 2001, vol. 69, 831
[0084]

MATTILA, P. et al. Life Sci.,, 1994, vol. 55, 1253
[0084]

MONKS, C. et al. Nature, 1997, vol. 385, 83 [0085]
BAIER-BITTERLICH, G. et al. Mol. Cell. Biol., 1996,
vol. 16, 842 [0086]

N. COUDRONNIERE et al. Proc. Nat. Acad. Sci.
U.S.A., 2000, vol. 97, 3394 [0087]

LIN, X. et al. Mol. Cell. Biol., 2000, vol. 20, 2933
[0087]

SUN, Z. et al. Nature, 2000, vol. 404, 402 [0088]
BERG-BROWN, N.N. et al. J. Exp. Med., 2004, vol.
199, 743 [0088]

MARSLAND, B.J. et al. J. Exp. Med, 2004, vol. 200,
181 [0088]

LIU, Y. et al. J. Leukoc. Biol.,, 2001, vol. 69, 831
[0089]

KIMATA, M. et al. Biochem. Biophys. Res. Com-
mun., 1999, vol. 257 (3), 895 [0089]

CIARLETTA, A.B. et al. poster presentation at the
2005 American Thoracic Society International Con-
ference, 2005 [0089]

295

US 6090382 A [0098] [0100] [0104] [0111] [0114]

Remington’s Pharmaceutical Sciences. Mack Pub-
lishing Co, [0137]

LAROCK, R.C. Comprehensive Organic Transfor-
mations: A Guide to Functional Group Preparations.
Wiley-VCH, 1999 [0202] [0207] [0208] [0211] [0212]
GREENE, T.W. ; WUTS, P.G.M. Protective Groups
in Organic Synthesis. Wiley-Interscience, 1999
[0202] [0205] [0206] [0208] [0211] [0213]
Advanced Synthesis & Catalysis, 2004, vol. 3486,
1599-1626 [0202] [0204]

Bioorganic & Medicinal Chemistry Letters, 2007, vol.
17 (12), 3373-3377 [0202]

Journal of Medicinal Chemistry, 1990, vol. 33 (9),
2326-34 [0202]

General Procedure |, General Procedure J.
GREENE, T.W. ; WUTS, P.G.M. Protective Groups
in Organic Synthesis. Wiley-Interscience, 1999
[0202]

General Procedure |. GREENE, T.W.; WUTS,
P.G.M. Protective Groups in Organic Synthesis. Wi-
ley-Interscience, 1999 [0204]

Journal of Medicinal Chemistry, 1987, vol. 30 (11),
2031-2046 [0204]

Tetrahedron Letters, 2006, vol. 47 (34), 6113-6115
[0204]

Journal of Medicinal Chemistry, 2005, vol. 48 (14),
4535-4546 [0204]

European journal of Medicinal Chemistry, 2001, vol.
36 (3), 255-264 [0204]

Bioorganic and Medicinal Chemistry Letters, 2007,
vol. 17 (5), 1233-1237 [0204]

Heterocycles, 2003, vol. 59 (1), 369-385 [0209]
Organic Letters, 2008, vol. 10 (18), 4109-4112[0209]
Tetrahedron, 2007, vol. 63 (12), 2695-2711 [0210]
LAROCK, R.C. Comprehensive Organic Transfor-
mations: A Guide to Functional Group Preparations.
Wiley-VCH, 1989 [0213]

Tetrahedron: Asymmetry, 2008, vol. 19, 302-308
[0290] [0420] [0423]

Org. Process Res. Dev., 2008, vol. 12 (6), 1114-1118
[0292]

Aust. J. Chem., 1985, vol. 38, 1705-18 [0306]
Tetrahedron Letters, 1995, vol. 36 (41), 7375-8
[0338]



EP 2 299 821 B1

. Tetrahedron:Asymmetry, 2008, vol. 19, 302-308
[0338]

296



STABADALMY IGENYPONTOK

L) képletl vegyiilat

X ﬁ“
T N ,':‘; VY\ - _*f
.’r'\\\\g \\(Mn~«~\ g;;w
s
% + \-N.f =~ N

®

*

ek gvdgyszerészetileg albalmadhatd sdja, abut

U felomdse N, X lelentéss CR & Y jelonténe N; vagy

pe

T ;»wiub ORY U jelentdse N, X jelentése CR ¢ Y jelentsse Ny vagy

T ielentése ML U jolentdse CRY, X jelontése OR és Y jelontdse Ny vagy

T felensése ORY U jelontdae CRY, X jolentéce OR &0 Y julentéos N;

w fontdse egwnkért éx egymintdl figeetient] hidrogdn, devtérivm, IRYRY, halugsa,

SORTCRRY SSEONRD, SSORKRE, NGy, IOOR®, AON, CEOMIRIRDY, -NERBCEHRY

).

CEORRIRY, NERHISEON-RY, SOLNRRY, -OFs, -OCF,, adott esetben saubsztitealt

SCHIRY

{CCoalkdl, adott eserhen szubseeitudh (U Cylalkentl, salott csetben seabsziudle (G0 atkanil,

ot escthen seubsetitoall (0 -Cigolkloatkil, adot psethen szubsatitudlt (C-Cyphteraart, ndot

easthen seuhaxtiteatt ik heterooihdil, vagy adott exetben saubsatinnal (O Uil
R jelentéss hidrogdn, tiezw;érium, SNERMNRY, haligsn, -8RY, SO, -SONRE, N0y, -C{OIORY,
ON, SCLOPRRRD, PERHCIONRD), IR, -COMIRTRY, SURISCN-RY, -SEORNRNR,

AOF,, -OCF,, adolt esetben seubsztitudlt (C-Catkil, adeat asetben szabsziiudlt ({‘.':yif.i\:}ai:keni.i,

adott evetbery snabyesitudlt (T Ol

i, adatt esethen seabsat il (0~ Uipieikloatbil, adott
ssethen ssobsatind (O pOyheterpanil, adott evetben szabsziitualt (U0 ) heterocikli, vagy
adott esetben saabserituah (G- lantly

ghol az N(R?

4.

KR réert tartalmaed osoportokban, @ nitrogén, R & R® eviiniit hépeahat ofy nude

B R o i
don, hogy MR jelemese adot ecetben szabsrtitedlt (0 -Cbeterocikbl vagy adoit esstben

N

seashartituak €O

ihsteroarll, aaly niropdocs Kevesztl kaposolily

P

"

R iplenidse adott ssetbun seubeztituilt cildbopropi], adott eaetben saubsztitudlt ciklobatil, adott
eacthen srubsatitudlt oiklopentll, adott ssethon szubsenitudll ciklobexil, sdott esvthen snubsatitndll
fondl, adolt eactben senbsziivudlt adamantant], adott esether szabsetitudl azstidingl, adodt esntben
szobsatiudlt bictkinf2 1.0 ﬁ;ex& adott ssethen szubsrrinualt beikiof2.2. 1 Theptil, adait esetben
szabsetitudl bicikin{ 2.2 okl adolt exatben szabgatitudlt bciklof 3.2.1 jokal, adott ssethen

szabsstitudlt bictklo3. 1.1 theptil, adott esetben szubsztimalt seabiotkio] 3.2 Hoktanll, adott eset-

TTER-85044 8L FEPIIemail Bt



2>

ben sexbsztitudlt azableikio] 2.2, theptanil, sdodt castben seubsztiteal 2-azabiciklol3 2. jokeanil,

oy
k]

adott sxethen srabszithadlt azabicikia] 3 2 2 onandl, sdots vesthen szubsxtitndit bicilklof2.2 Vihept
: f s

T-enil, adotl eactben snibeztnualt piporidingl, adott vastben a2  pirrohidingl vagy adott
eagthen szubsatitnd it etrshidrofranil vagy
R elentéor «&-DMB.05, ahnl:
A jeleméan kitds vagy {OrCoalkilem
D jelentése adott vesthew szubsstitadlt avetidinil, adott exethen sanbxetitnalt Tdekdnf 2.2 2okianilén,
scdott veethen srubsatitualt bivkklof2. 2. 1 fheptilén, adott evethen szobsatitudlt beillofZ, L1 thexiién,

adott ssethen srubsetitudll ciklobutilén, adowt esethen ssubsztitndlt ciklopentilén, adott esetben

senbsxtitaalt ciklohexiidén, adott geelben seubsatitudlt biolkde{ 22,1 [hept-Z-onilén, adott esstben
senhurtitedll piperiding, vagy adolt castben szubsztitualt plrrolidingl

E felentese kitds, R ;3,%{‘}{{}}4{‘2? SREGCENTTORRS, ROOMR S RMIONOMNRY-R,
RENEORCONCORR S, R-O-R, RSO 1R, -RJORR, -RES-R, ARORERRS,
RENROEOWRS, SRECEONGEORY, REQCIOMNERNR SRRCEOOR™, -REOC{ORRS

RENEOCIOMERNRE-RENGIS(OR-R -, vagy -R-SORNERIR® vagy

£ jelensése

O O

N D

£8
L {

£
Re-

2

!

¢ nitrogén stomishoz kaposelddik;

kS
" R

ahol B arinden cothen & valanwly sefn vgg
(G jelentéae hadrogén, deantdrium, RERRY, halogsn, SR SR, -SIOIRY, ~S{ORKY, NG
SCEONORY, ON, SCOONERMR, 3\{&"&“0 RE NRYC PHORT, SOCIOMRY, KRN _T.{{.}}N{'R:‘"}g,
ORISR, ~CIOIRY, ~CFy, ~OUF, -NEDSRRY, SSORRERNRDN, SORNERCOR?, adow

sethen srabsziiadlt O - Udaihll, aduttonetben xaubextitudlt ~{'{.‘.g—(ﬁ:3_}aikmil adott wacthen

srabsaital-oCe-Coraiiintl, adot exetbey srubsatinadlt |0 Cy o tidoatiil adott esotben woebastitadlt
{0 theteroart], sndott esetberoszubsstitedit 40 -Chol heterog ik adott sentban szubsatitadls

SCUmei, adott esetben srubsziitedlt {C-Ctallab{Ca i ieikloalkil adott seothen szubsatitudht

AC-Clall{Ca-Urpdaril, ndott esethen spubsatitndll G000k C-Chgheteroaril, vagy adott cost-

ben szehsrtita@t 4O - Caalki O thnteroctiidsl;

ahot gz - NOEROURY vésat tantabmand caopeortokban, a nittogén, R & s R gyiivdit képezhet oly médon,

SN

hogy MR R ) jelontése aditt esotben szubaxtitadi (O 3—{.2;:_,}hf:-ize-r{m:ikiii vagy adoft gentben

srahartitudlt (O -Cogheteroart], anely nitrogénen keveszti! kapeosobddiky

X

K éa RY edontése vgvenként s sgymistd] fgpetiond! hidrogdn, halogsa, doutdriuny, adutt esetben

v

szubsetitudl athidalt (Gl pietklnalbil csopint, sdott sxetben sxubsatindly athidal

Tibeteracikiil csoport, adott exetben saubszituilt {C-Cyalkil, adott ssethen srubsatitadl

w4



Lo

(C-Croleikinalkil, adots eesthen spubsutitedl {Co ok atkenil, adott esatbon srubsatitudle

(C-Crodantl, adott sesthen saubsatitedl {0 -Choheteroani, adott cestben spbartitudl
(U Chptbaterocik Bl vagy - LMy
shol:

P

¥ jelentése katds, -C{O}, adott esethen soubsztitadlt (CCalkilen, adott ssethen szubsatiteslt

{CrCoiatkenilin, adott esethen szabsatitudlt {0-Colalkindén, adott exetben sxuhsatimaly

I

{8
DERORHONRS, SO-R%, RROPR BR, SSOR-R™, SO, LY ORTERMR, S{OLNR
DRGSR vagy ~NROCENNERDRS

L icdontése kaids, adott eactben saubsaiitodt {Cyp

&

spikloalkilén, adott esetben szabsctiteatt {0,-Coheteronikiildn, ~CLOINR PR,
< e b N R 7 b

Ceafkifén, adot ssethen srubsetituall athidak

{0-Crloibloatkiitn, adott esethen saubsetiudl {(Cy cikloatkildn, adott seetben sahseiitadlt dhi-

CeCpiotkloalkeniin, adatt osetben saisztitadlt (O30 goikinatkenthin, adolt eselben

smubsanitualt (Cpd

o Reateroaniin, sdott evethen

ararilén, adolt essthen szubsetitnalt (O~

szubsetitudlt atudalt (00 bsterocik Blén vagy aduit esetben szubsatiudit (0 Unbaterocikiiléy
M jelentdse kotds, SR, SRCEORR -, RECEONCTORRS, -ROSCHAHG-R, ~REOCIORRY,
FRECEONCEOMNIRYRE, CRENRD-CIO IR, -RMO-KS, RESOR-RY, SRESOER, -RESRY
RERERIR ROERDIORRY, -R YRS Re-BCHNRER PR RENRHH{ONORY,

RERMCEOMNRRT, RN ﬁ“}S{{.}}rRK vty ~RO-SEORMR MR vagy

N e
i N 2%
v )

Row .

1

ahol M mindan esethen L valaroely sedn vagy u nitrogén atomiaboz kapesolodiky

¢ fedentése Todrogdn, deutérivam, NEAWRY, halogsn, ~ORY, SR SR -BORRY, -NO,,
CEHORY, ON, -CHNGERR, NRICEORY, RO, NRICOMIR Y, -CORRY;,
LIRS, -CFy, ~CIOFs, SNERDISICHRS, ~ SOLNEHER } SEORMRICENR"

adisstrosethen

o

szabsetind i (0 Coalki, adott esctben saubszitudlt (G <l yatkendl, adott seethen srubsztitoslt

(0-Coalkind, xdott esether szabsstiindlt (0-Cyeikloalkil, adott escthen soubustitadit
(O~ Cidheteroaril, adott ssetben szubsatiteal =) heterseikdil, adott esetben saubsetiudll

(oeCoaaril, ndott cactben spubiztitudlt CpCoriNCr-Crioibloalkd, adott esetben srubsatitualt

L0 CaptiU-Croartt, adott esetben szabsetitedlt {CUalkiy wigroaril, vagy adott exet-

ber xaubertitedit £ C-Coalh gl -Cyy theteronik il



wdin

shol mr -NORUKRY réazt totadmuzd stopotiokbas, a vitrogdn, R & R gyfivht képezhet aly mddon,
hagy KRR jdentése adott esethen spabstitodit {C- U thetervs kil vagy adott esstben

iy

seubszinstlt {0-Cro) heternart!, amely nitrogdoen Reresztlil kapesolodiy;

R és R jelontése egyenként d ppyméstol Rigaetienit! ldrogdn, dewdrium, adott peethen
rubsziingdlt (O-Canikil, adott esvtben szabartitudlt {C0-Chojatkent], adots contbrn szubsertitesdht
{050 dalkingt, adot esetbere seubsztingdht {00 dalb 8O -Cpalkil, adott contben szubsstitadlt

{4 i:-:.;.}t-iiii?@&{iki’i, adintt esatbon saubhszttiudlt (T C aril, adolt esetben seubszitudlt

Sidheteronril, adott esethen sxthartitadll (G0 o thsterociilil, adott esetben seabszitudlt

CCamikilénd CoUipieikloalkil, adot esethen seobsatitadlt {C-Colalkilén (O Cinanil, adott esgt
ben szubsrtitualt S0 Cotnlkilda-{C U isterosnl; vagy adott esetben subsenimall {C-Cgalkiléne

{Cptlpbeterocib il &s

K jelontdse minden eldfordalast balyen egyméatd! figgethnil kawds, adit esetben sanbsziiasile

Y

kilén, adott esetben srobsatitudlt (GO rikeniien, adott seathen saubertitudlt

(€€

(O mikiniién, adott esetben szabsztitndlt U -Coalklén-Qu{C il atkiién csoport, adott esetben

soabvtitealt (o oiklondkilén, adort esethen seabsatindlt (U Caanilén, adott conthen

senbratitefit {C-Ciobeteroniidn, vagy adott esetbon seebutitudlt (U Ch thaterooikliléng &

aiil az oADK kst vannak

ahol ar adott contben 18rduld saubsetitiensek egymastol Riggetis

siegvilanatva {0-Cylalki csoported, (Cr-Cylalkanil asoportok, {Tx-Colalkintl ssoportok,
{Calypinikioatial osoportok, halogés, hatogénezett (O iaiRi esoportok, 00O alkit esoportok,
SOH, Stk cooportok, -SH, NEC,-Calkil canportok, SNECH-Coindhilly ssoported, -MWH;,
SCHHNHy, CHOWHC,-Combkt esoportok, ~CIOMNHC-Caalkilhy, NECENH, -NHOOHC-Cgalkil
seoporiol, NEOHEORC-Coakloatkil esoportol N, SCaialkiBCEH, RGOl Ly
i psoportuk, MNHCIOWNH,, NHU{ODIHC -CHalkil Ssopeatok, SN -CgadbiDCIOINH, seapor-
ok, -MHCTODHC -Coaalkil), osoportol, ANH{CHChalldD{OMNEC-Caalkityy csoportok,
i,
N C-Cdathll esuportek, SO RNUC skl csoporiol,
~S§£€€3:};._N§~§z{(.l;~€Iég}a}§< soportok, ~SSENNRIC- Conikivalkit esoportok, -S{ORKH; csoportek,

R 2

N {c QR DCEOINEIC, -l

O, ~CEORUCoalkil osopartok, -ON -NOY;,

NHEE O -Caalkil esoportok, NEU-CoathilS{ORC-Caikil ceoporiok,
LCCRIHOH O atkil eonportol, - Qﬁaii\;%«}\{ Ouik caoportok, <C{CHOH,
osoportok, ~S{O-halogeneatt {C-C gm&szi canporiok, 3« %;;aiwgémzs&? {{Ip»i..s}a,-; s

S0 Coheterocikias, ~C-C) heteroaril, ~fend], -MHOIOINT-Calalkil oxoportad,

N Otk -Caalk i esopurtok, “CENHMO-Codkll caopertok,

N

0Okt csoportak.

o

LHC-Caralk

LENOH MO alkil wsnportok, vagy -4

2. Az 1, igénypont szerinth vegyiitet, shol E}ei-en'ié;»;cz SECEORRY, REO-RE -RE-SO-RY,

REDRDRS, -RENRICEORRS, Re-C{OMNERNR, ~RENERTISON-RS vagy-RE-SIOENERGR.




A 2. ipSaypont seerit \:'eg}-'ﬁ'iex st G Jelentése <ORE, <ON, NRYSORRY, SO LNERHERY,

adott osotben seabszitudlt {0 alkil, adolt esstben szubsetitodlt cildopropil, adwit esetben
szubsztitoalt ciklobutil, adott esetben senhsztitealt cildnpentil, adow evethey snubartitodl fendl, adott

\

preothen svabsaimdd

wiridazin, adott esetben sevhsziitudlt piravin, adot osortben szabsatingdle

¥

pivimidin, rdodl eastben srubsziitedlt plrazol, aditt esetben szubsrtitudl pirrolidin, adott esetben

§

szubstitedll kinasolin, adott ssethen szubsatitudll pividing adott cesthen saubastitual Gazolidin vagy
adott esetben senbsziitudlt frizzol.

o T I I ¢
4. A3, igdnypout szeriatl vepvifet abol R, RO R, R & R jelentdse, abol jelen vay, egyenként &

seymastdl figgetlondl! hidrogén vagy adott exetben saubsziitadlt {7 -Uyalkil

5. A3 igénypont sxennt vegyiilet, abot

A felenides Mids:
U5 nlentdse adott ssethen szubsatitadlt diklopemilén, adowt cactben soubwetitoalt Maklo{2.2 2 joktani-

{6n, adott exetben spubsatitualt azctidingl, vagy adwit esotbon seabsziitadlt pipenidingl;
£ jelentése ROGCIORRN, RINGERR -RASORNRMR®, SR-SH0-REvagy ~RE-NERHSEO-RY

Oay

shol R jelentdse minden eléfordulas holyon egymisiol figaeticolil Rids vagy adolt esetben
seabsziitudlt (G Cglaltkilen: &

{3 ielentdve ON, adott esethen szabsztituslt aiklopropil, adoft ssethben szubsatitudh cildolutl, adott
osetben szubstitadlt ciklopentil, adott esctben ssrubszitndlt fenil, adott evethen szubsstitudlt pirazia,

adutt exstben sheziituilt piridazin, adot setben srubsziitudlt pirarol, vagy adott ssethen

senbertitndl pindi

& Az 5. igéypont srerintd vegy@lat, ahol R B RO R S R jelw

cgvmastd! Rigeetientit idrogévayy adott ssethen ﬁztxbmis&ué&i SC-Caalial

ghoeies P oy

\ 53

sperinti vegyitfet, ahol & vegyiilet ax alSbbi vsoporthdl megvalasstolts (a) képletd

§od f
\

R {
Ny WL



o
w

{1b) képlet vegytilet

<8

-

5
%
o
¥
£
]

s
>

nypont ssetuti vegyitfer, alud a vegyitler sv aldbb ceoportbd! megvalasziowt



~3

; o
o f\f A
Nn:{' r,,,w-’ ,\"’7\\ T
\,..N. Y
i 1 S
N X &
e
K
H

%A T, lpdaypont seerirel vegylies, ahed @ vegyitler (o) képletl, ahol

A jrientise ROWs,

13 juleatése adott eserben seubsaiinedl oiklopentilén vagy adott esetben szubsatiludls pipensding

B jelontdas RENRRS RESIORNRHRT, -RECORRT, -RORO)-R, vagy -R ~\gR“}’S(O R

G jelentése UM, adott esctben spubartitodlt fonll, adott esetben srubsetitualt pirazin, adoit exetben

W

rubsziinsilt piridasin, adoit esetben maubsatitudlt pleavol, vagy adott esetbon seubsztisudlt piridin,

1. AT igtnype szerintl vegyvililet, shol o vegyitlet (1b) képletdl, abol o vagyiilat

T

11 A 6. igérypont saerint vegyiiet, abol (G jelentése adoit gsetben neuhsziitadlt fontl, adott exetben
suboatitedlt pivazin, sdott esetben spubatitealt plrarol, adott seathen szubsztitudlt pleidazin vagy

adott esetben szabsetitudly paridin,

filet, shol R jelensése adutt esetben seabsztitstlt ciklopropil, adott

2.0 Az L igduypont szermll vagy
enethen szebsaital ok, adott casthen snubsrtitudlt eiklorentdl, adott esetben seubsatitualt
oiklchexil, adott casthen sxubseiitedlt fontl, adott evetber saudnzitudll adsmsntand, adott exathen

srahsztiualt aretidinl, adolt esstbun seubsatitnah hicikiod 2 1 U hexil, adott esetben seubsziiiadlt

binikie]2 2. Uibemil, adott exeiben seubsetitudlt Metkin{2.2.2 ok, adott esetben szubsziinudlt
hicikiol 1.2, 1okt adott casthen snubartitedl] bieiklol3 1. heptil, adutt esetbern szubsztituglt

aabiciklof 3.2 }szskfami adott ssetben szubsstitual axabiciklof 2.3 1 Theplantl, adett esetben

srubsziitadlt Tazabloikio] 3.2 lokianil, adow esatben szobaetitudlt axabicikle3 2 2 inonant, adolt



conthan soubszritual hioikin{2 2 Uhept-2-snil, adott esetben szabsstitudlt piperidindl, adott ssethen
L=

senhartitealt pirrolidinll vagy adost exetben seebsetindlt tetrabidrofimanty

R ds R jelontese epyenként v egyaidstt] Riggrtlonitt ladrogdn, deutérium, NERMER, halogdn,
DR SSRE, SO, SS{ORRY, N0y, -CIOORY, ON, ~CROMIRY R, PRSCHONRY, <CIOR™,

SORIRRY, NG MYORS, BORNRIKR, -OF, ~OUF,, adots esetben senbsztitudlt (C-Cgatkil,

A

rari, adett esetben

shuternart! vagy adott osetben senbsatitualt {€-Cigtheteromiid,

foatkil, adoit esethern ssubmatitaall (80:-€

adott exatben seabsatindl 0Ty

szubsetitadly (0

f'/
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e srasheatitedl (U Ui artl &
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TLOA LD igdnypeadt sxerint vegyliet, abol R jelentéos adott ssat

adott esvtben seabertiteall {0 -Cagheteraaril

-

14, A 13, igénypont sxeristl vegyitler, abol B jelentésy hidrogén, hajogén, -ON, -4 HNRARS, R,

héed

fod

1 Sy
i

adott esctben szubsstitedlt {0

Ll adott esetben szubsztitudlt (Cp-Coleikloalkil, adott esetben

R

senbsztitudlt berzodhitionil, adott ssethen srubsziitudlt benzimidazolil, adott vsethen saubsatiuall

benzofican], adott conthen szubeztitudl buwosazolll, adott escthen seabartitudlt benzotiazadil, ndott

eacthen mahsziineil benrotimliazolll, sdott ssethen seubsatitudlt fuvanil, adolt esxdben sabertituaht

7

maidaredi, adudt exctben seahszimealt lndolinil, sdott ssethben szobsatitrdlt indolil, adott esethen

Hif, adott esetben seuhsztitudlt izoindoing

sepbartindlt mduroli, adott osethen szabs
adett escthen drudboritadl mosfolbdl, adolt esetben senbartitodll oxadiveelil, adott esetben
szabsrtingit fordl, ndott vesthen szubsstituall piperazinl, adotl exctben szebsetitudll piperidiail, adott

esethen saubsatitadlt piranil, adolt osetben seubartited pirazolll, adedtt exctben srubsztitualt

pirazal] 3, 4-pirinidini, adont esethen szubszitudlt plridinil, adott ssetbes seubsatitadl pirimiding,

adett conthen sxubszitudll plorolidinil, adots essthen szubsaiiudlt pirrolil, adot esetben seubsatitudlt

pirrol Gipirimiding, adett esethen srubsziitudlt kinolindl, adott esetben saubsziitudit

tiomerfolintl, adott eserben szabset Hudlt tetralidropivant], adott esetben srubszitdll tetrahudrolforani,
adeat esvthen srubertiteall etralidroindolil, adott exctben seahszinndlt tazohil, vagy adott oxetben

srubsziudl tentl

1504 14, igdaypont seevimtt vegyithel, ahed R jelentése adett esetben seabsziingdlt azaindol, adoyt
soathen saobsziindlt benzofurdn, adolt evsthen szubseiitudl bonzotazad, ndoft esethen szabutiteall
benmxazol, adott gasthen srubsrtitudlt dibidropirrolobm idazel, adott esotben szabsziitidlt furdy, adott
contben szubsetituall imidazol, adott eactben seubsatitudh inidazesazol, sdott esctben spubertitadlt
imidazopivazin, adodt eastben seubsztitedlt imtdaznpiridin, adott esethen srubsztibaalt tndazol, adott

escthen seubsziitoalt indad, adott esethen seubseiiudll lzokinoliy, adutt osorben seabsziinadlt xotiazol,

£
v

ador easvthen souharditeslt lzoxazol, adott esethen seabsetitudlt oxadians!, adet esetben sanbastitc
oxazod, adolt castber senbsstindlt pirazol, adott esctben saathertitadlt piriding adott ssetben

sevhawtitaslt gzxs:msém adott esathen sxubsziitudlt phrazclnpividin, sdoth vsothen saubartitadlt pleral,
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aditt esstben szbartitedlt Kinolin, adott ssethen ¢rubsziindlt kinarolin, adott exetben savhbszinuilt

tiged, vagy adatt esatbeon szabsatit

16, A 1S, igdrerpont szevint vegyitlet, ahol R jeleatése hidrogdn, halogén, N, vagy -

-

17, Gydguseerkdszitudny, amely tanabmmrea 3z 1. igdnypout aearinti {1} wépletit vegyiiletet
EAR je=

oy
s
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gydevsaerdszetilon albabnarbatt hosdond anyagot &y segddanyagot €s egy mdsodik terdpias szert,
mmely az alibbi csoporthad megvalasatmit: sitokin seapprasszlv gyalladisgdtlo hasdanyagok, mas ine
man citokinok vagy nivekeddsiaktoval cllon vagy szekkel amag&m‘is.ia antiestek, -1, L2, -3,
g, 305, TL6, BT, M-8, 1002, BA1S, 1L-38 1021, 23, mnterforonok, EMAP-H, GMATEE,
FOF, PDOF, CTLA vagy exek lganshanial, fgy OD154, adelinnumab golivuash, certolizamad pegal
{ODREN, weiliumab, CDP ST oldbatd p83 vagy o775 TNF receptorsk, Lenercept, TN konvertd-
16 cozioy ibithitorok, 1-1 inhibitorsd, Toterleukin 11 118 amagonistik, 112 antagonsetdl, L1232
antitestok, oldhatd 1L~12 recoptovok, 112 ktS proteimek, nem Eimeritd anti-OD4 inhibitonsk

fellunonygd, NSAIDLE, ibupreden, kortikosateratdok,

FRA06, rapumicin, mikofenoldt modetd

frszfodidsaterie inhibitorak, adenozin sgonistak, antitrombotius seerek, Remplemester inhibuoeok,

acvenerg sxerek, I 18 keuvertdld enzim inhibitorek, Tosejt jedadd kindz inbibitorak, wetalioproteindz
LR ol

6%, celekoxih, hidroxishlorsguin-sznifi, rofecoxh, inflidmab, aaproxen, valdeonxib, meloxicany

whibitorok, seelfaszadazin, SmerRaptapurinek, p73TNFRIEgS sehemazékok, ofL-1RY, s

avetht, arsny-ratriam-tiomaldl, aszpivis, tizmcivolnvavetondd, propoxifén-napszilitiepap, ol
pubunston, diklofenal, piroxikam, ctodolak, dikbsfonsh-ndtviurn, oxaprozing oxtkandonHOL
hidrokodon-bitartarit/apap, diklofenak-natriendmissprostol, fentanil, anslinrs, tramadobHCH
exlsealat, sealindak, clanokohalamin/fa/pinidoxin, acctaminofun, alondrindtndirium, morfin-szolidt,
fidokuin-hidroidortd, tndeanetacin, ghboransn-sulfkondrolting amiteiptifia-HOL seulladizin,
sxikodon-HCacotaminotfen, clopatadin-HO mizoprosstod, naproyen-ndirium, smepragsd,
siklofossfansid, ritaximab, Hl-1 TRAPR, MRA, CTLAGKSE, IL-18 BE, amti-lL-12, ant-IL13, VX740,
Rofhumitast, 10485, CHO-B{, SIP agonistak, FYY T, PR canldd inddbitorad, Raboxistaurn,
ABBGTE, Mesopram, metotresdl, hudenozid, dexametazon, S-aminoszaliotisay, olssalazin, i, T

sejt jeladd inhibitorak, teoein kindz inlibitorok, HL-11, mealanin, preduizen, azatioprin,

merkaptopurin, metilpreduizoton-nitrinm-sankeindt, difenontidvatrop-senlfat, foperan vid-hidrokbesid,
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ciproffovacin’dextndaviz, terraciiin-hidroldonid, Suotinonid, metronidazed, tiomerozslborsay,
kolesntirmnisavkede, <:»i.§3mf%stsxa&i:a#ﬁizima‘akjri{ig fosciansin-sadfd, mepenidin-hadrokloid,
midazalam-hidroklond, prometas sin-hidroklnrid, ndtriuoe-fossfi, sralfanmstosazolivimetopring,
poslikarbofil, propoxifin-napszilit, hideoksutizon, muliviteninek, balszalanid-dindom, kodetn-

Stfapap, colesevelane-HOL vianokobalamiy, fidsav, levoflonacin, natalizumab, interfersne

fosz
gamima, metilprednizolon, citlosporiy, dminepinidin, theanidin, interforon-§la, interfernn-Pib, huer-
send, inorfeonsn, interforon BLAAF, Pegloterforom o 20, tidnyomasos axigén, intravend

s ey
TP

&

tvamoglohuling kadvibin, FEI08, preduizoion, gralladiegdild sitobinek, inteeforneef, Kaszpés inhi-

bitorok, kasspde-l ndibitorad, CDA0 Heandar és CHSO ollent antitastek, alomtusumab, dronabina,

daclinmaly, sitoxantvon, xaliprodenhidroliond, fampriding glatrameracatdt, sonnalidol, -

IR
IR
SEAR RS

tnmnokin NNSQ3, ABR-Z1S062, AnergiXMS, komokin receptor antagonistik, BBR-2

1, CP1 1R, Hpossdandba kapuaildeots mitoxantron, THC.OBD, kannabineid agonistdk,

S ‘?.-\

N

MRP-RZOH, MINA-TES, anti-ILo6 receplor amtit foridon-aliotrap 1258 (RDP-12S

S, RERTGYAN, i
STRF-RE, talarmpaned, teriffonomid, TGE-besal, tiplimatid, VLA astagonistik, interfevon gamma

antagonistak, -4 agonintdk, mizoprosatol, minosikiin, ctavercept, betametazon-diprop disftott,

dimetilsraifonid, keloprofen, tolmetinndtium, kaloipairies, ghkdzaminesaulidt, mzedronat-natrivn,
tioguanin, alefacept, efalivumab, COX2 inhilvtowok, *sutexz‘i\k}mhm saperoidol, vitetoxikumeok,
FORY inkibitorok, parin sxintdeis iubibitor, CTLA-Ig0, anti-BT sealdd antitestek, apti-Fix-1 cealad

antitentek, anti-citokhn antiestel, fonmolizamab, anti-IFNg antitest, anti-rroeptor receptor antitestek,

it fetitlet molekulsk ollont antiiestel, LIP 394, anti-UDA0 antitest &s Hmbosztat-B.
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