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entirety). Alternatively, bone density and architecture may be evaluated in control or
compound treated rodents in models of therapy (e.g. glucocorticoid) induced osteopenia
(Yaoyet al. Arthritis and Rheumatism, 2008, 58(6), 3485-3497; and id. 58(11), 1674-
1686, bath of which are incorporated herein by reference in its entirety). In addition, the
effects of dgmpounds on bone resorption and density may be evaluable in the rodent
models of arthyitis discussed above (Example E). Endpoints for all these models may
vary but often inglude histological and radiological assessments as well as
immunohisotology ¥nd appropriate biochemical markers of bone remodeling.

Various modifigations of the invention, in addition to those described herein, will
be apparent to those skilldd in the art from the foregoing description. Such modifications
are also intended to fall with¥p the scope of the appended claims. Each reference,
including all patent, patent appNgations, and publications, cited in the present application

is incorporated herein by reference\n its entirety.
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WHAT IS CLAIMED IS:

A compound of Formula (I):

or a pharmaceutically acceptable sakX thereof; wherein:
X is N or CR?;
Y is N or CR?;
7 is H, cyano, halo, C, 3 alkyl, or C; Naloalkyl;
L is C(RY),, C(=0), C(=0)N(R™), C(=0)C(R™),, S(=0),, C(=0)0,
C(=0)OC(R*™), or C(=O)NR*)C(R™),;
A is Cygalkyl, Cs.14 cycloalkyl, C; 13 heterocyclpalkyl, Cs 14 aryl, or Cy 14
heteroaryl; wherein said Cy ¢ alkyl, Cs_14 cycloalkyl, C; 13\eterocycloalkyl, Cg 14 aryl, and
Ci.14 heteroaryl are each optionally substituted with 1, 2, 3, & 5, or 6 independently
selected R’ groups;
each R' is, independently, Cy_s alkyl, hydroxyl, Cy.4 alkoxyNluoro, hydroxyl-C.4
alkyl, or Cy 4 alkoxy-C, 4 alkyl; or
two R' groups together form a 2- or 3-carbon bridge or a bridge &f formula -CH,-
O-CH,-;
R’ is H, halo, hydroxyl, cyano, C; 4 alkyl, C; 4 haloalkyl, or Cy4 alkoxy)
Ris H, cyano, nitro, halo, hydroxyl, C, alkyl, C, ¢ alkenyl, C, 4 alkynyl,
cycloalkyl, Ci. haloalkyl, C;_alkoxy, Ci haloalkoxy, amino, C;¢ alkylamino, di-C
alkylamino, C, ¢ alkylsulfonyl, carbamyl, C, s alkylcarbamyl, di-C, ¢ alkylcarbamyl,
carboxy, C, ¢ alkylcarbonyl, or C, ¢ alkoxycarbony];
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ecach R” is, independently, H or Cy 4 alkyl; or

two R* groups, together with the carbon atom to which they are attached, form a
<, 5-, or 6-membered cycloalkyl ring;
*is H or C 4 alkyl;
eagh R™ is, independently, H or Cy_4 alkyl; or
two R groups, together with the carbon atom to which they are attached, form a
3-, 4-, 5-, or 6-tkembered cycloalkyl ring;

each R is,\ dependently, halo, cyano, nitro, C, ¢ alkyl, Co4 alkenyl, C,¢ alkynyl,

Ci6 haloalkyl, halosw\{anyl, Cs 9 cycloalkyl, Cs 10 cycloalkyl-Cy 3 alkyl, Cy 10
heterocycloalkyl, C, 1o hgterocycloalkyl-C, 3 alkyl, Ce 19 aryl, Cg 10 aryl-Cy 3 alkyl, Cy 19
heteroaryl, Cy.1o heteroaryldC .3 alkyl, OR®, SR*, C(O)R®, C(O)NR‘RY, C(O)OR?,
OC(O)R", OC(O)NRRY, NRRY, NR°C(O)R", NR°C(O)OR?, NR°C(O)NR°R",
C(=NR®)R®, C(=NR®)NR‘R?, NRYC(=NR*)NR‘R?, NR°S(0)R", NRS(O),;R",
NRS(0),NRR?, S(O)R®, S(OINRRY, S(0),R®, or S(0),NR‘R?; wherein C, alkyl, Cy
alkenyl, C, alkynyl, C;¢ haloalkyl, Cyo cycloalkyl, Cs.10 cycloalkyl-C, s alkyl, Cs.10
salkyl, Ce.10 aryl, Ce.10 aryl-C s alkyl, Ci_io

heteroaryl, and C_1p heteroaryl-Cy 3 alkyl are’ach optionally substituted with 1, 2, 3, 4, or

heterocycloalkyl, C,.i0 heterocycloalkyl-

5 independently selected R® groups;
cach R® s, independently, halo, cyano, nitr
Cy.¢ haloalkyl, halosulfanyl, Cs 19 cycloalkyl, C; 19 cyQlpalkyl-Cy 5 alkyl, C,q
heterocycloalkyl, C, 19 heterocycloalkyl-C 3 alkyl, Co_1p &yl, Ce.10 aryl-C; 3 alkyl, Cy19
heteroaryl, Ci.1o heteroaryl-Cy.3 alkyl, OR™, SR*, C(O)R*' \C(O)NR*'RY, C(O)OR™,
OC(O)R", OC(O)NR'R", C(=ENRHNRRY, NREC(=NRHNR'RY, NR*'RY,
NR'C(O)R", NR®'C(O)OR™, NR®'C(O)NR®'RY, NR*'S(O)R", NR*'S(0O),R"",
NR'S(0),NR*'RY, S(O)R™, S(OINR®'RY, S(0),R™, or S(0),NR°'R"; wherein said Cy.

C]_s alkyl, C2_6 alkenyl, C2_6 alkynyl,

alkyl, Cy¢ alkenyl, C,¢ alkynyl, C; ¢ haloalkyl, Cs 1o cycloalkyl, Cs 1o cygloalkyl-C 3
alkyl, C, 19 heterocycloalkyl, C, 1o heterocycloalkyl-C, 5 alkyl, Cg19 aryl, C
alkyl, Cyi.10 heteroaryl, and C;.1¢ heteroaryl-C 5 alkyl are each optionally subsNtuted by 1,
2,3, 4, or 5 independently selected R" groups;

each R*, R, R, and R® is, independently, H, C ¢ alkyl, C, alkenyl, C,. alRynyl,

Cy.6 haloalkyl, C;_1¢ cycloalkyl, Cs.1o cycloalkyl-Cy_; alkyl, C,_10 heterocycloalkyl, C, 1o
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heterocycloalkyl-Cy 3 alkyl, Ce 19 aryl, Ce 10 aryl-C 3 alkyl, C; 10 heteroaryl, or C; 1o
hateroaryl-C, ; alkyl; wherein said C;¢ alkyl, C,¢ alkenyl, C,¢ alkynyl, C; ¢ haloalkyl,
halodylfanyl, Cs.1o cycloalkyl, Cs.9 cycloalkyl-C.3 alkyl, Cy.10 heterocycloalkyl, Cy.10
heterockcloalkyl-Cy 3 alkyl, Cq 1 aryl, Csq19 aryl-Cy 3 alkyl, Cyo heteroaryl, and Cy 1y

1.3 alkyl is optionally substituted with 1, 2, 3, 4, or 5 independently selected

or any R\and R¢ together with the N atom to which they are attached form a 3-, 4-
, 5-, 6-, or 7-membeged heterocycloalkyl group or a heteroaryl group, each optionally
substituted with 1, 2, 3\or 4 substituents independently selected from halo, cyano, nitro,
hydroxyl, C; alkyl, C,.¢&lkenyl, C, alkynyl, Cs7 cycloalkyl, C, ¢ haloalkyl, C;
alkoxy, Cj_¢ haloalkoxy, amino, C;¢ alkylamino, di-C,.¢ alkylamino, thio, C,.¢ alkylthio,
Ci.¢ alkylsulfinyl, C; alkylsulfenyl, carbamyl, C, ¢ alkylcarbamyl, di-C,.¢ alkylcarbamyl,
carboxy, C;.¢ alkylcarbonyl, and Cy¢ alkoxycarbonyl;
each R® is, independently, H, ;¢ alkyl, CN, hydroxyl, C;¢alkoxy, C;
alkylsulfonyl, carboxy, C,.s alkylcarbon¥, aminosulfonyl, C,s alkylaminosulfonyl, di-C;.
¢ alkylaminosulfonyl, carbamyl, C,s alkylcarbamyl, or di-C,s alkylcarbamyl;

each R*, R®, R®! and R¥ is, independgntly, H, Cy6 alkyl, Cy alkenyl, Cos
alkynyl, Cy¢ haloalkyl, Cs 19 cycloalkyl, C; 19 cySlpalkyl-C, 3 alkyl, C; 19 heterocycloalkyl,
C, 10 heterocycloalkyl-Cy 3 alkyl, Ce 1 aryl, Ce_1p arykCy 3 alkyl, Cy_1¢ heteroaryl, or C;_o
heteroaryl-Cy 5 alkyl; wherein said Cy ¢ alkyl, C, ¢ alketyl, C,¢ alkynyl, Cy haloalkyl,
halosulfanyl, C;_1y cycloalkyl, Cs_19 cycloalkyl-C; 3 alkyl, & 10 heterocycloalkyl, C; 19
heterocycloalkyl-Cy 3 alkyl, Cs 1 aryl, Ce.19 aryl-Cy 3 alkyl, C)\ heteroaryl, and Cy 19
heteroaryl-C,_; alkyl is optionally substituted with 1, 2, 3, 4, or

RE groups;

alkoxy, C_¢ haloalkoxy, amino, C, ¢ alkylamino, di-C; ¢ alkylamino, thio, C;¢ alkWthio,
Ci.¢ alkylsulfinyl, C;¢ alkylsulfonyl, carbamyl, C,_¢ alkylcarbamyl, di-C,.¢ alkylcarbaqyl,
carboxy, C,¢ alkylcarbonyl, C, ¢ alkoxycarbonyl, and C, ¢ alkylcarbonylamino;

292



WO 2011/112662 PCT/US2011/027665

each R° is, independently, H, C, ¢ alkyl, CN, hydroxyl, C; ¢ alkoxy, Ci¢
Isulfonyl, carboxy, C,¢ alkylcarbonyl, aminosulfonyl, C,¢ alkylaminosulfonyl, di-C;.
¢ alk}aminosulfonyl, carbamyl, C,¢alkylcarbamyl, or di-C_¢ alkylcarbamy];
ach R®, R, and R" is, independently, halo, cyano, nitro, hydroxyl, Cy alkyl, Co

2. A compound of clai
X is N or CR?;
Y is N or CR;

1, or a pharmaceutically acceptable salt thereof, wherein:

Z is H, cyano, halo, C, 5 alkyl\or C;_; haloalkyl;

L is C(R"),, C(=0), C(=ON(R* ) C(=0)C(R™),, or S(=0),;

Aiis Crsalkyl, Cs.14 cycloalkyl, C,\hcterocycloalkyl, Cs.14 aryl, or Cii4
heteroaryl; wherein said Cy ¢ alkyl, Cs_14 cyclodlkyl, C; 13 heterocycloalkyl, Cs 14 aryl, and
Ci.14 heteroaryl are each optionally substituted with 1, 2, 3, 4, 5, or 6 independently
selected R’ groups;

each R is, independently, Cy_4 alkyl; or

two R' groups together form a 2- or 3-carbon bridgx;

R?is H, halo, hydroxyl, cyano, Cy_4 alkyl, C, 4 haloalk¥l, or C;_4 alkoxy;

R*is H, cyano, nitro, halo, hydroxyl, C, alkyl, C, alkexyl, C,¢ alkynyl, Cs_;
cycloalkyl, C,.s haloalkyl, C,salkoxy, C, haloalkoxy, amino, C,lkylamino, di-C,.s
alkylamino, C, ¢ alkylsulfonyl, carbamyl, C, ¢ alkylcarbamyl, di-C, ¢ alkylcarbamy],
carboxy, Ci alkylcarbonyl, or Ci_¢ alkoxycarbonyl;

each R s, independently, H or C; 4 alkyl; or

two R* groups, together with the carbon atom to which they are attache
3-, 4-, 5-, or 6-membered cycloalkyl ring;
R*is H or C4alkyl;

each R™ is, independently, H or Cy_4 alkyl; or
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two R groups, together with the carbon atom to which they are attached, form a
4-, 5-, or 6-membered cycloalkyl ring;
cach R’ is, independently, halo, cyano, nitro, C; alkyl, C,6 alkenyl, C,.6 alkynyl,
Ci.¢ halpalkyl, halosulfanyl, Cs 19 cycloalkyl, Cs 14 cycloalkyl-Cy 3 alkyl, C,1
heterocycloalkyl, C, 1 heterocycloalkyl-Cy 3 alkyl, Ce_1p aryl, Ce 19 aryl-C; 3 alkyl, Cy 19
heteroaryl, C\1p heteroaryl-C 3 alkyl, OR?, SR*, C(O)R®, C(O)NR°RY, C(O)OR?,
OC(0)R®, OC(N)NRRY, NRRY, NR°C(0)R", NR°C(O)OR?, NR°C(O)NRR’,
C(=NR®)R", C(=NR°)NRR’, NR°C(=NR*)NR°R?, NR°S(0)R", NR°S(O),R",
NR°S(0),NRRY, S(OVR®, S(O)NRR?, S(O),R", or S(0);NR°RY; wherein Cy¢ alkyl, Co6
alkenyl, C, alkynyl, C; ) haloalkyl, C; 19 cycloalkyl, C; 1o cycloalkyl-C, 3 alkyl, C; 19
heterocycloalkyl, Cy.19 heterqeycloalkyl-Cy 3 alkyl, Ce_19 aryl, Ce.10 aryl-Cy3 alkyl, Ci.j9
heteroaryl, and C;_ 1 heteroaryNC, 3 alkyl are each optionally substituted with 1, 2, 3, 4, or
5 independently selected R® grou

each R® is, independently, halg, cyano, nitro, C;_¢ alkyl, C,4 alkenyl, C, alkynyl,

Ci.6 haloalkyl, halosulfanyl, Cs.io cyclodlkyl, Cs.io cycloalkyl-C,3 alkyl, Cs.10
heterocycloalkyl, Co o heterocycloalkyl-CN alkyl, Co 1o aryl, Ce 10 aryl-C, 3 alkyl, Cy 10
heteroaryl, Ci.1o heteroaryl-Cyz alkyl, OR™, SR*, C(O)R"", C(O)NR*'RY, C(0)OR™,
OC(0)R”, OC(O)NR®RY, C(=NR*")NR“'R* NR'C(=NR°")NR*'R*, NR*'R",
NR'C(O)R", NRY'C(O)OR™, NR“'C(O)NR®'RY, NR*'S(O)R"", NR“'S(0),R",
NRC'S(0),NR'RY!, S(O)R!, S(O)NR'RY, S(0),R",\gr S(O),NR*'RY'; wherein said Cy.¢

heteroaryl-C, 3 alkyl; wherein said C;¢ alkyl, C,.¢ alkenyl, C, alkynyl, Cis haoalkyl,
halosulfanyl, Cs.io cycloalkyl, Cs.j9 cycloalkyl-C,.3 alkyl, Cy.10 heterocycloalkyl, Gg10

heterocycloalkyl-Cy 3 alkyl, Cs 1 aryl, Ce.19 aryl-Cy 3 alkyl, Cyo heteroaryl, and Cy 1y
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heteroaryl-C, 3 alkyl is optionally substituted with 1, 2, 3, 4, or 5 independently selected
groups;

or any R° and R? together with the N atom to which they are attached form a 3-, 4-
, 5-, 6-,\0r 7-membered heterocycloalkyl group or a heteroaryl group, each optionally
substituted\with 1, 2, 3 or 4 substituents independently selected from halo, cyano, nitro,
hydroxyl, C;alkyl, C,¢ alkenyl, C,4 alkynyl, Cs.7 cycloalkyl, C;_¢ haloalkyl, C;
alkoxy, C,_¢ halowlkoxy, amino, C, ¢ alkylamino, di-C, ¢ alkylamino, thio, C, ¢ alkylthio,
Ci¢ alkylsulfinyl, Cy¢ alkylsulfonyl, carbamyl, Ci.s alkylcarbamyl, di-C,.¢ alkylcarbamyl,
carboxy, Ci¢ alkylcarbgnyl, and C;_¢ alkoxycarbonyl;

each R® is, indepehdently, H, C; ¢ alkyl, CN, hydroxyl, C;.¢alkoxy, C;
alkylsulfonyl, carboxy, C.¢ dlkylcarbonyl, aminosulfonyl, C; alkylaminosulfonyl, di-C;.
¢ alkylaminosulfonyl, carbamylNCi.¢ alkylcarbamyl, or di-C,_¢ alkylcarbamyl;

each R™, R*", R®', and R" Y, independently, H, Cy alkyl, C,.¢ alkenyl, Co6
alkynyl, Cy_¢ haloalkyl, Cs.;g cycloalk¥|, Cs.1¢ cycloalkyl-C,_; alkyl, C,.;o heterocycloalkyl,
Cz.10 heterocycloalkyl-Cy 3 alkyl, Ce 10 ar\W, Ce.10 aryl-Cy 3 alkyl, C;.10 heteroaryl, or Cy10
heteroaryl-C, 3 alkyl; wherein said Ci6 alky\ Co.6 alkenyl, Co6 alkynyl, Cs haloalkyl,
halosulfanyl, Cs 1o cycloalkyl, Cs_19 cycloalkyl-§ 3 alkyl, C; 10 heterocycloalkyl, Cy 19
heterocycloalkyl-C, 3 alkyl, Cg_jg aryl, Ce_1p aryl-Ch\s alkyl, Cy_19 heteroaryl, and Cy_;
heteroaryl-C, ; alkyl is optionally substituted with 1,], 3, 4, or 5 independently selected
RE groups;

or any R°' and R"' together with the N atom to whidy they are attached form a 3-,
4-, 5-, 6-, or 7-membered heterocycloalkyl group or a heteroaryl group, each optionally
substituted with 1, 2, 3 or 4 substituents independently selected figm halo, cyano, nitro,
hydroxyl, Ci alkyl, C,.¢ alkenyl, C. alkynyl, Cs_7 cycloalkyl, Ci.s haloalkyl, Ci
alkoxy, C,_¢ haloalkoxy, amino, C, ¢ alkylamino, di-C, ¢ alkylamino, thity, C, alkylthio,
Cie alkylsulfinyl, Ci_¢ alkylsulfonyl, carbamyl, Ci_s alkylcarbamyl, di-C;.¢®lkylcarbamyl,
carboxy, Cj¢ alkylcarbonyl, C, ¢ alkoxycarbonyl, and C,¢ alkylcarbonylaming

each R®! is, independently, H, C,¢ alkyl, CN, hydroxyl, C;.¢ alkoxy, Ci¢
alkylsulfonyl, carboxy, C,.¢ alkylcarbonyl, aminosulfonyl, C, alkylaminosulfonyl,
¢ alkylaminosulfonyl, carbamyl, C,¢ alkylcarbamyl, or di-C,_¢ alkylcarbamyl;
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cach R® R¥, and R is, independently, halo, cyano, nitro, hydroxyl, C, alkyl, Cy6

alkenyl, C,¢ alkynyl, C;; cycloalkyl, C, ¢ haloalkyl, C;_¢ alkoxy, C,¢haloalkoxy, amino,

10.

The compodad according to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wheretq X is N.
The compound acconing to claim 1 or 2, or a pharmaceutically acceptable salt

thereof, wherein X is C

The compound according to ckim 1 or 2, or a pharmaceutically acceptable salt

thereof, wherein X is C(H), C(F)\or C(CN).

The compound according to claim 1 or

thereof, wherein X is CH.

, or a pharmaceutically acceptable salt

The compound according to any one of claims No 6, or a pharmaceutically

acceptable salt thereof, wherein Y is N.

The compound according to any one of claims 1 to 6, or A pharmaceutically

acceptablc salt thercof, wherein Y is CR’.

The compound according to any one of claims 1 to 6, or a pharmabgutically

acceptable salt thereof, wherein Y is CH.

The compound according to any one of claims 1 to 9, or a pharmaceuticall

acceptable salt thereof, wherein Z is cyano.
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13.

14.

15.

16.

17.

18.

The compound according to any one of claims 1 to 10, or a pharmaceutically

Mg to any one of claims 1 to 12, or a pharmaceutically
acceptable salt thereof, wkerein niis 0, 1, or 2.
The compound according to ank one of claims 1 to 12, or a pharmaceutically

acceptable salt thercof, wherein n 1§ 0.

The compound according to any one of Naims 1 to 14, or a pharmaceutically
acceptable salt thereof, wherein R'isCi4a yl.
The compound according to any one of claims 1 g 14, or a pharmaceutically
acceptable salt thereof, wherein R' is methyl.
The compound according to any onc of claims 1 to 14, or a\pharmaccutically

acceptable salt thereof, wherein two R' groups form a 2-carbdy bridge.
The compound according to any one of claims 1 to 17, or a pharmadgutically

acceptable salt thereof, wherein A is Ce_14 aryl, which is optionally substituted

with 1, 2, 3, 4, 5, or 6 independently selected R’ groups.
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acceptable salt thereof, wherein L is C(=0)NH, C(=0), S(=0),, CH,, C(=0)CH,,



WO 2011/112662 PCT/US2011/027665

19.  The compound according to any one of claims 1 to 17, or a pharmaceutically
acceptable salt thereof, wherein A is phenyl, which is optionally substituted with

1,2, 3,4, or 5 independently selected R’ groups.

20. Thg compound according to any one of claims 1 to 17, or a pharmaceutically
acceptable salt thereof, wherein A is monocyclic Cs_o cycloalkyl or bicyclic C;o
cycloalkXl, each of which is optionally substituted with 1,2, 3,4, 5, 0r 6

independenty selected R® groups.

21, The compound acgording to any one of claims 1 to 17, or a pharmaceutically
acceptable salt thered{, wherein A is monocyclic C;.19 heterocycloalkyl or
bicyclic C;.19 heterocycgalkyl, each of which is optionally substituted with 1, 2,
3,4, 5, or 6 independently selected R” groups.

22. The compound according to any ®ne of claims 1 to 17, or a pharmaceutically
acceptable salt thercof, whercin A is\monocyclic C, .o heteroaryl or bicyclic Ci-o
heteroaryl, ecach of which is optionally Substituted with 1, 2, 3, 4, 5, or 6
independently selected R® groups.

23.  The compound according to any one of claims INo 17, or a pharmaceutically

acceptable salt thereof, wherein A is C¢ alkyl.

24, The compound according to any one of claims 1 to 17, or\a pharmaceutically
acceptable salt thercof, wherein A is Cis alkyl, phenyl, a naphthyl ring,
monocyclic or bicyclic Cs 1 cycloalkyl, monocyclic or bicyclic\Cz.10
heterocycloalkyl, or monocyclic or bicyclic C; jo heteroaryl; each of which is

optionally substituted with 1, 2, 3, 4, or 5 independently selected R gxoups.

25. The compound according to any one of claims 1 to 17, or a pharmaceutical

acceptable salt thereof, wherein A is phenyl, a naphthyl ring, monocyclic Cs.jo

cycloalkyl, bicyclic Cs.10 cycloalkyl, monocyclic C,.1o heterocycloalkyl, bicyclic

298



WO 2011/112662 PCT/US2011/027665

26.

27.

28.

29.

Cy.10 heteracycloalkyl, monocyclic Ci_io heteroaryl, or bicyclic Cy_i¢ heteroaryl;
each of which is optionally substituted with 1, 2, 3, 4, or 5 independently

selected R’ groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically
accepNable salt thereof, wherein A is methyl, ethyl, isopropyl, phenyl, a
naphthalene ring, a pyridine ring, a pyrimidine ring, a thiophene ring, a pyrazine
ring, an oxagole ring, an isoxazole ring, an imidazole ring, a thiazole ring, a
furan ring, a pxrazole ring, a quinoline ring, a benzothiophene ring, a
benzothiazole ring, a benzoimidazole ring, a benzofuran ring, cyclopropyl,
cyclopentyl, cyclohexyl, cycloheptyl, an indene ring, a tetrahydronaphthalene
ring, dihydro-1,4-benzddioxoxine ring, or a piperidine ring; each of which is
optionally substituted with\1, 2, 3, 4, or 5 independently selected R* groups, as
permitted by valency.

The compound according to any ong of claims 1 to 17, or a pharmaccutically
acceptable salt thereof, wherein A is pkenyl or a pyridine ring; each of which are

optionally substituted with 1, 2, 3, or 4 independently selected R’ groups.

The compound according to any one of claimsN\ to 17, or a pharmaceutically
acceptable salt thereof, wherein A is pyridin-4-yl;\yvhich is optionally substituted
with 1, 2, 3, or 4 independently selected R> groups.

The compound according to any onc of claims 1 to 28, or a\pharmaccutically
acceptable salt thercof, wherein wherein each R’ s, independdptly, halo, cyano,
Ci6 alkyl, C, 6 haloalkyl, Cg 19 aryl, C; 19 heteroaryl, OR?, SR*, (XO)OR®, NRRY,
NRCC(O)Rb; wherein said C ¢ alkyl, C; ¢ haloalkyl, Cg g aryl, and § o
heteroaryl are each optionally substituted with 1, 2, 3, 4, or 5 independgntly

selected R® groups.
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The compound according to any one of claims 1 to 28, or a pharmaceutically
acceptable salt thereof, wherein each R is, independently, chloro, fluoro, bromo,
cyano, methyl, ethyl, trifluoromethyl, hydroxyl, methoxy, trifluoromethoxy,
difluoromethoxy, phenoxy, dimethylamino, t-butylcarbonylamino,
mythoxycarbonyl, methylthio, phenyl, a pyridine ring, a thiazole ring, a
quing|ine ring, an isoquinoline ring, an imidazo[1,2-a]pyrimidine ring, a

benzoxagole ring, or an oxadiazole ring; wherein said phenyl, pyridine ring,

31.  The compound accordy
acceptable salt thereof,
each R’ is, independently, halg, cyano, Cy_ alkyl, Cy haloalkyl, Cq.1oaryl, Cy_g
heteroaryl, OR?, SR®, C(O)OR?, NR°RY, or NR°C(O)R”; wherein said C .6 alkyl, Cy6
haloalkyl, Ce.10 aryl, and C,_i¢ heteroaryl age cach optionally substituted with 1, 2, 3, 4,
or 5 independently selected R® groups;
cach R%, R® R®, and R% s, independentlyNH, C;¢ alkyl, C,¢ haloalkyl, or Cs.19
aryl; wherein said C, ¢ alkyl and Cg 1 aryl is optiona]ly substituted with 1,2, 3,4, or 5
independently selected R® groups;
each R® is, independently, halo, cyano, C1.s alkyl,\XC ¢ haloalkyl, OR™, NR'R!,
or OC(O)R""; and
each R*, R", R®', and R" is, independently, H or C,.s alkyl; wherein said C;.
alkyl is optionally substitutcd with a substitucnt indcpendently sclscted from C .4 alkoxy
and hydroxyl;
or any R®' and R together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-membered heterocycloalkyl group, optionally substituted with N 2, 3 or 4

substituents independently selected from halo.

32.  The compound according to any one of claims 1 to 28, or a pharmaceutical

acceptable salt thereof, wherein each R’ is, independently, halo or C,. haloalkX].
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The compound according to any one of claims 1 to 28, or a pharmaceutically
acceptable salt thereof, wherein each R’ is, independently, fluoro or

trifluoromethyl.

34.  The\¢ompound according to any one of claims 1 to 9 and 18 to 33, having

or a pharmaceutically acceptable salt thereof.

35.  The compound according to any one of claims

Formula (IIT):

1 to 9 and 18 to 33, having

A
HN

CN
YN
Vi
g
N
N
N" H
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or a pharmaceutically acceptable salt thereof.

The compound according to claim 1 or 2, or a pharmaceutically acceptable salt

hereof, wherein:

R?is H, halo,
R’isH;

Z is cyano;

O

L is C(=0)NH, C(=0), S(= ;

Ais Cygalkyl, phenyl, a naphthyl ring, monocyclic C;_jp cycloalkyl, bicyclic Ca
cycloalkyl, monocyclic C,.jo heterocyclonlkyl, bicyclic C;.1¢ heterocycloalkyl,
monocyclic C;.jp heteroaryl, or bicyclic C.yheteroaryl; each of which is optionally
substituted with 1, 2, 3, 4, or 5 independently sglected R’ groups;
cach R’ is, independently, halo, cyano, CiX alkyl, C,¢ alkenyl, C,¢ alkynyl, C;
haloalkyl, Cs.14 cycloalkyl, Cs.1p cycloalkyl-C, s alky\ C, i heterocyceloalkyl, Co 1o
heterocycloalkyl-Cy 3 alkyl, Ce 19 aryl, Ce10 aryl-C; 3 alkxl, Cy.10 heteroaryl, Cy 1o

heteroaryl-C 3 alkyl, OR®, SR*, C(O)R®, C(O)NRR?, C(OYOR?, OC(O)R", OC(O)NR°RY,

alkyl, C, 19 heterocycloalkyl, C, 1o heterocycloalkyl-Cy 3 alkyl, Ce.19 arX, Ce 19 aryl-Cy 3
alkyl, Ci.1o heteroaryl, and C;_1o heteroaryl-C, 5 alkyl are each optionally Sybstituted with
1,2, 3, 4, or 5 independently selected R® groups; and

nis 0, 1, or 2.

37.  The compound according to claim 1 or 2, or a pharmaceutically acceptable 8

thereof, wherein:
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X is N or CR%;

Y is N or CR?;

each R' is, independently, Cy_4 alkyl; or
wo R' groups form a 2-carbon bridge.

R"Ns H, halo, or cyano;

L is C(=O)NH, (=0), S(=0),, CH,, C(=0)CH,, or %)XE;

Ais Cysalkyl, phelyl, a naphthyl ring, monocyclic Cs_jp cycloalkyl, bicyclic Ca o
cycloalkyl, monocyclic Cz 1o heterocycloalkyl, bicyclic C; ¢ heterocycloalkyl,
monocyclic Cy 19 heteroaryl, or Bicyclic Cy 19 heteroaryl; each of which is optionally
substituted with 1, 2, 3, 4, or 5 indegendently selected R’ groups;

each R’ is, independently, halo\cyano, C, alkyl, Cy_¢ haloalkyl, Cs.1o cycloalkyl,
Cs.10 heterocycloalkyl, Cs 19 aryl, Co.19 ar-Cy.;3 alkyl, Ci_1¢ heteroaryl, OR?, SR?, C(O)Rb,
C(O)NRRY, C(O)OR?, OC(O)R", OC(O)NRSR?, NRR?, NR°C(O)R", NR°C(O)OR?,
NRC(O)NRRY, NR°S(0),R", NRS(0),NRR\S(0),R", or S(0),NRR"; wherein Cy.¢
alkyl, C,¢ alkenyl, C,¢ alkynyl, C;¢ haloalkyl, halgsulfanyl, Cs.1o cycloalkyl, Cs_1g
cycloalkyl-C, s alkyl, C, 10 heterocycloalkyl, Co jo hetdyocycloalkyl-C, s alkyl, Ce_i0 aryl,
Ce.10 aryl-Cyz alkyl, Cy 1 heteroaryl, and C) ¢ heteroaryN\C, 3 alkyl are each optionally
substituted with 1, 2, 3, 4, or 5 independently selected R®

nis 0, 1, or 2.

38.  The compound according to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wherein:
X is N or CR%;
Y is N or CR?;
cach R' is, independently, C,.4 alkyl; or
two R groups form a 2-carbon bridge.
R?is H, halo, or cyano;

R’is H;
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7 is cyano;
0]

L is C(=O)NH, C(=0), S(=0),, CH;, C(=0)CHg, or %)JXE;

is phenyl, a naphthyl ring, monocyclic Cs.1¢ cycloalkyl, bicyclic Cs.19
cycloalkyl,\nonocyclic C;. 1o heterocycloalkyl, bicyclic C; 10 heterocycloalkyl,
monocyclic Cl\yp heteroaryl, or bicyclic Cy_jp heteroaryl; each of which is optionally
substituted with N 2, 3, 4, or 5 independently selected R® groups;

ependently, halo, cyano, Cy ¢ alkyl, C; haloalkyl, Cs.4 cycloalkyl,
C,.10 heterocycloalkyl, Ke.1o aryl, Ce.1o aryl-Cy_s alkyl, C;_1o heteroaryl, OR?, SR? C(O)R”,
C(O)NRRY, C(O)OR?, OB(O)R®, OC(O)NRR?, NRR?, NR°C(O)R", NR°C(O)OR?,
NR°C(O)NRR?, NR°S(0);R{ NR°S(0);NRRY, S(0);R®, or S(0),NR°RY; wherein C ¢

S . .
each R’ is, i

alkyl, Cp¢ alkenyl, C,¢ alkynyl,\C; ¢ haloalkyl, halosulfanyl, Cs 1o cycloalkyl, Cs_10
cycloalkyl-C, 3 alkyl, C, 1 heterocygloalkyl, C, 1o heterocycloalkyl-C; 5 alkyl, Cg 10 aryl,
Ce.10 aryl-C; ;3 alkyl, C; 1o heteroaryl, ahd C;_ 1o heteroaryl-C, ; alkyl are each optionally
substituted with 1, 2, 3, 4, or 5 independextly selected RC groups; and
nis0, 1, or 2.
39.  The compound according to claim 1 or 2, )r a pharmaceutically acceptable salt
thercof, wherein:
X is N or CR?;
Y is N or CR?;
cach R' is, independently, C;_4 alkyl; or
two R' groups form a 2-carbon bridge.
R’ is H, halo, or cyano,
R’ is H;
Z is cyano;
0]

%
- K
L is C(=O)NH, C(=0), S(=0),, CH,, C(=0)CH,, or ;
Ais Cys alkyl, phenyl, a naphthyl ring, monocyclic Cs.1o cycloalkyl, bicyclic

cycloalkyl, monocyclic C,.10 heterocycloalkyl, bicyclic Cs.10 heterocycloalkyl,

304
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monocyclic Cy_jp heteroaryl, or bicyclic Cyio heteroaryl; each of which is optionally

haloalkyl

cach R’ is, independently, halo, cyano, C alkyl, C;¢ haloalkyl, Cs.19 aryl, Ci_1o
1, OR?, SR?, C(O)OR?, NR°R?, NR°C(O)R; wherein said C ¢ alkyl, C ¢
Ce10aryl, and C; 1o heteroaryl are each optionally substituted with 1, 2, 3, 4, or

5 independely selected R® groups;

and

40.

nis0,1,0
The compound agcording to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wherein:
X is N or CR?;
Y is N or CR?;
each R' is, independently, C alkyl; or
two R groups form a 2-carbon
R%is H, halo, or cyano;
R is H;

7 is cyano;

cycloalkyl, monocyclic Cy.1p heterocycloalkyl, bicyclic Cs.10 hgterocycloalkyl,

monocyclic C;_jp heteroaryl, or bicyclic Cy o heteroaryl; each of Which is optionally

substituted with 1, 2, 3, 4, or 5 independently selected R’ groups;

heteroaryl, OR?, SR*, C(O)OR?, NR°RY, NRCC(O)Rb; wherein said Ci a
haloalkyl, Ce_1paryl, and C,_o heteroaryl are each optionally substituted with\, 2, 3, 4, or
5 independently selected R® groups;

and

each R’ is, independently, halo, cyano, Cy alkyl, C;¢ haloalky\ Cs 1 aryl, Cy_19
15 C]—6

nis 0, 1, or 2.
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41. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wherein:
X is N or CR?;
is N or CR?;
each\R' is, independently, methyl; or
two R \groups form a 2-carbon bridge.
R%is H, halo, or cyano;
R®is H;

7 is cyano;

K
L is C(=O)NH, C(=0),\3(=0),, CH;,, C(=0)CH,, or ;

A is methyl, ethyl, isopropyl, phenyl, a naphthalene ring, a pyridine ring, a
pyrimidine ring, a thiophene ring, a Ppyrazine ring, an oxazole ring, an isoxazole ring, an
imidazole ring, a thiazole ring, a furan Nog, a pyrazole ring, a quinoline ring, a
benzothiophene ring, a benzothiazole ring,\¢ benzoimidazole ring, a benzofuran ring,
cyclopropyl, cyclopentyl, cyclohexyl, cyclohdptyl, an indene ring, a
tetrahydronaphthalene ring, dihydro-1,4-benzodigxoxine ring, or a piperidine ring; each
of which are optionally substituted with 1, 2, 3, 4, S\or 6 independently selected R’
groups, as pcrmitted by valency;

each R’ is, independently, chloro, fluoro, bromo, ¢yano, methyl, ethyl,
trifluoromethyl, hydroxyl, methoxy, trifluoromethoxy, difluoxpmethoxy, phenoxy,
dimethylamino, t-butylcarbonylamino, methoxycarbonyl, meth\Wthio, phenyl, a pyridine
ring, a thiazole ring, a quinoline ring, an isoquinoline ring, an imidyzo[1,2-a]pyrimidine
ring, a benzoxazole ring, or an oxadiazole ring; wherein said phenyl, pyridine ring,
thiazole ring, quinoline ring, isoquinoline ring, imidazo[1,2-a]pyrimidind\ring,
benzoxazole ring, and oxadiazole ring are each optionally substituted with N 2, 3,4, or 5
independently selected R® groups; and

nis 0, 1, or 2.

42.  The compound according to claim 1 or 2, or a pharmaceutically acceptable salt

thereof, wherein:
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X is N or CR%;

Y is N or CR?;

each R' is, independently, methyl; or
o R' groups form a 2-carbon bridge.

R’ H, halo, or cyano,

O

0%
L is C(=0)NH, §=0), S(=0),, CH;, C(=0)CH_, or ;

A is phenyl, a naphtalene ring, a pyridine ring, a pyrimidine ring, a thiophene
ring, a pyrazinc ring, an oxazol¢ ring, an isoxazolc ring, an imidazolc ring, a thiazolc
ring, a furan ring, a pyrazole ring\a quinoline ring, a benzothiophene ring, a
benzothiazole ring, a benzoimidazolg ring, a benzofuran ring, cyclopropyl, cyclopentyl,
cyclohexyl, cycloheptyl, an indene ringy a tetrahydronaphthalene ring, dihydro-1,4-
benzodioxoxine ring, or a piperidine ring;ach of which are optionally substituted with 1,
2,3, 4,5, or 6 independently selected R® growps;

each R’ is, independently, chloro, fluoroNbromo, cyano, methyl, ethyl,
trifluoromethyl, hydroxyl, methoxy, trifluoromethoxy, difluoromethoxy, phenoxy,
dimcthylamino, t-butylcarbonylamino, mcthoxycarbonyl, mcthylthio, phenyl, a pyridine
ring, a thiazole ring, a quinoline ring, an isoquinoline ring, an imidazo[1,2-a]pyrimidine
ring, a benzoxazole ring, or an oxadiazole ring; wherein said\phenyl, pyridine ring,
thiazole ring, quinoline ring, isoquinoline ring, imidazo[1,2-a]pyrimidine ring,
benzoxazole ring, and oxadiazole ring are each optionally substituéed with 1,2, 3,4, or 5
independently selected R® groups; and

nis 0, 1, or 2.

43. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wherein:
X is N or CR%;
Y is N or CR?;
each R'is, independently, C 4 alkyl; or
307
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two R groups form a 2-carbon bridge.

R? is H, halo, or cyano;

44. The compound\according to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wherein:

X is Nor CH;

YisN;

Z is cyano;

Lis C(=0) or C(=O)NH;

A is phenyl or a pyridine ring, eack of which is optionally substituted with 1, 2, 3,

or 4 independently sclected R’ groups;

each R’ is, independently, halo or Cy.s hloalkyl; and

nis 0.

45. The compound according to claim 1 or 2, or a pha
thereof, wherein:
X is Nor CH;
Y isN;
7 18 cyano;
Lis C(=0) or C(=O)NH;
A is phenyl or pyridin-4-yl, each of which is optionally substituted
independently selected R’ groups;
each R’ is, independently, fluoro or trifluoromethyl; and

nis 0.
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46. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt
thereof, wherein:

X is N or CR?;

is N or CR?;

7 is cyano;
O

O
=0),, CH,, C(=0)CIH,, C(=0)0, or

Ais Cygalkyl, phenyl, a napht

L is C(=0)NH, C(=0),
C(=0)OCHy;
1 ring, monocyclic Cs_jp cycloalkyl, bicyclic Ca
cycloalkyl, monocyclic C; 1y heterocyclodkyl, bicyclic C; ¢ heterocycloalkyl,
monocyclic C;._jp heteroaryl, or bicyclic Cj.joNeteroaryl; each of which is optionally
substituted with 1, 2, 3, 4, or 5 independently s&ected R’ groups;
cach R’ is, independently, halo, cyano, Cig\alkyl, C;¢ haloalkyl, Cs.19 aryl, Ci_jg
heteroaryl, OR?, SR®, C(O)OR?, NR°RS, NR°C(O)Rb; herein said Cy6 alkyl, Cy6
haloalkyl, Ce 10 aryl, and C 1o heteroaryl are each optiondly substituted with 1, 2, 3, 4, or
5 independently selected R® groups;
nis 0, 1, or 2;
each R’ is, independently, halo, cyano, C alkyl, C; haloalkyl, Cs 19 aryl, Cy g
heteroaryl, OR?, SR*, C(O)OR?, NRR?, or NR°C(O)R"; wherein sat C ¢ alkyl, C 16
haloalkyl, Ce.10 aryl, and C;_j¢ heteroaryl are each optionally substitutedwith 1, 2, 3, 4,
or 5 independently selected R® groups;
each R%, R® R®, and R is, independently, H, C, alkyl, C, haloalkyl,
aryl; wherein said C, ¢ alkyl and Ce 19 aryl is optionally substituted with 1, 2, 3,
independently selected R® groups;
each R® is, independently, halo, cyano, Cy alkyl, C1¢ haloalkyl, OR*, NR*'R
or OC(O)R"'; and
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cach R*, R®, R®!, and R¥ is, independently, H or C; ¢ alkyl; wherein said C; ¢
allyl is optionally substituted with a substituent independently selected from C, 4 alkoxy
and hydroxyl;
any R°' and R?' together with the N atom to which they are attached form a 4-,
5-, 6-, or 7-xnembered heterocycloalkyl group, optionally substituted with 1, 2, 3 or 4

substituents independently selected from halo.

47. The compongd according to claim 1, wherein the compound is selected from:
{ 1-{1-]3-fluoroX-(trifluoromethyl)isonicotinoyl |piperidin-4-yl } -3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4\yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-quinplin-6-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-13yl]azetidin-3-yl } acetonitrile;
{1-[1-(3,5-difluorobenzoyl)Riperidin-4-y1]-3-[4-(7H-pyrrolo[ 2,3-d[pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetQnitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(3,4,5-
trifluorobenzoyl)piperidin-4-yl]azctidin-3-ylNacctonitrile;
{1-[1-(3-fluoro-4-methoxybenzoyl)pipeNdin-4-yl]-3-[4-(7TH-pyrrolo|2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} agetonitrile;
{1-[1-(3-fluoro-4-hydroxybenzoyl)piperidin-&yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonityile;
{1-{1-[2-fluoro-3-(trifluoromethyl)benzoyl [piperidin-4-y1}-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{ 1-[1-(cyclohexylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrodp[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azctidin-3-yl} acctonitrilc;
{1-(1-benzoylpiperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d [pyrimidin~-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
2-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pkrazol-1-
ylJazetidin-1-yl}piperidin-1-yl)carbonyl]benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[ 2,3-d Jpyrimidin-4-y1)-1H-pyrazoN] -
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]benzonitrile;
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4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yNazetidin-1-yl} piperidin-1-yl)carbonyl]benzonitrile;
{1-{1-[(6-chloropyridin-2-yl)carbonyl]piperidin-4-yl }-3-[4-(7H-pyrrolo[2,3-
dpyrinNdin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{1\l-(pyrazin-2-lcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-1}acetonitrile;
{3-[4-(7Hpyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-yl]-1-[1-(3-
thienylcarbonyl)pipsridin-4-yl]azetidin-3-yl} acetonitrile;
{1-[1-(1,3-oxazql-2-ylcarbonyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[2,3-d ]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetdin-3-yl } acetonitrile;
{1-(1-{[2-methyl-5-(Xifluoromethyl)-1,3-0xazol-4-yl|carbonyl } piperidin-4-y1)-3-
[4-(7TH-pyrrolo[2,3-d]pyrimidinyg-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[%-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-5-fluorobenzonitrile;
{1-[1-(3-chlorobenzoyl)piperiding-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azctidin-3-yl} acctonitrilc;
{1-[1-(3-bromaobenzoyl)piperidin-4-yl [¥-[4-(7H-pyrrolo[ 2,3-d Jpyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
(3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-{1-[3-
(trifluoromethoxy)benzoylpiperidin-4-yl } azetidin-3-yl acetonitrile;
(3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazok 1-yl1]-1-{1-[3-
(trifluoromethyl)benzoyl]piperidin-4-yl}azetidin-3-yl)acetonite;
{ 1-{1-[3-fluoro-5-(trifluoromethyl)benzoyl]piperidin-4-yN.-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin-3-yl} acctonitrilc;
{1-[1-(3,5-dichlorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,Xd [pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{1-[1-(3-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d[pyrimiNin-4-yl)-
1H-pyrazol-1-ylJazetidin-3-yl} acetonitrile;
{1-[1-(4-fluoro-3-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
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{ 1-[1-(2-fluoro-5-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-chloro-5-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[ 2,3-
dlpyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{1-N~(3-bromo-5-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-43yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{ 1-{1-[(2,%-dichloro-3-thienyl)carbonyl]piperidin-4-yl }-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1N-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{ 1-[1-(3-methorybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-Xyl } acetonitrile;
{3-[4-(7H-pyrrolo[2,3xd|pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,4,5-trifluoro-3-
methoxybenzoyl)piperidin-4-yl]azetidin-3-y1} acetonitrile;
{1-[1-(3,5-dimethoxybenzo¥X|)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }atgtonitrile;
{1-[1-(3-chloro-4-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin-3-yl } acctonitrilc;
{1-[1-(3.,4-difluorobenzoyl)piperidin-4-XI|-3-[4-(7TH-pyrrolo| 2,3-d |pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-5-methoxybenzoyl)piperidin-4¢yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetoniile;
{1-[1-(2-chloro-6-methoxyisonicotinoyl)piperidin-4a\yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{ 1-[1-(5-fluoro-2-methoxybenzoyl)piperidin-4-yl]-3-[4-(Nd-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin-3-yl} acctonitrilc;
{1-[1-(2-fluoro-6-methoxybenzoyl)piperidin-4-yl]-3-[4-(7TH-pyrxolo|2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(4-fluoro-2-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
{1-[1-(2,3-difluorobenzoyl)piperidin-4-yl1]-3-[4-(7TH-pyrrolo[ 2,3-d Jpyrimidr
yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
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{1-[1-(2,4-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[ 2,3-d[pyrimidin-4-
-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,5-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-
yrazol-1-yl]azetidin-3-yl}acetonitrile;

{IN1-(2,6-difluorobenzoyl)piperidin-4-y1]-3-[4-(7H-pyrrolo[ 2,3-d[pyrimidin-4-
yl)-1H-pyrazgl-1-yl]azetidin-3-yl}acetonitrile;

H-{1-
d]pyrimidin-4-yl)-

3-[4-(TH-py
trifluorobenzoyl)piperidinc4-yl]azetidin-3-yl } acetonitrile;

{3-[4-(7H-pyrrolo[2¥-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,6-
trifluorobenzoyl)piperidin-4-ylfazetidin-3-yl } acetonitrile;

{3-[4-(7H-pyrrolo[2,3-d]pXximidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,4,5-
trifluorobenzoyl)piperidin-4-yl]azeti
{3-[4-(TH-pyrrolo[2,3-d]pyrimid\

uoro-6-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
lo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,4-

(n-3-yl }acetonitrile;
-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,4,6-
acctonitrilc;

iperidin-4-yl]-3-[4-(7TH-pyrrolo[ 2,3-

trifluorobenzoyl)piperidin-4-yl]azctidin-3-
{1-[1-(3,5-dibromo-4-methoxybenzoy
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3xd]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-6-(dimethylamyino)-2-fluorobenzonitrile;
{1-{1-[3-fluoro-4-(trifluoromethyl)benzoyl |piperidin-4-y1}-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

tetrafluorobenzoyl)piperidin-4-yl]azetidin-3-yl } acetonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-

ylJazetidin-1-yl}piperidin-1-yl)carbonyl]-2-methoxybenzonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,5,6-

tetrafluorobenzoyl)piperidin-4-yl]azetidin-3-yl } acetonitrile;
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(3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl1]-1-{1-[2-
(tr{luoromethyl)isonicotinoyl]piperidin-4-yl} azetidin-3-yl)acetonitrile;

{1-[1-(4-fluoro-3-hydroxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{ 1-{1-[4-tdimethylamino)-2,3,5,6-tetrafluorobenzoyl]piperidin-4-yl } -3-[4-(7H-
pyrrolo[2,3-d]pyrimMNin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{1-[1-(3,5-difluyroisonicotinoyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyragol-1-yl]azetidin-3-yl } acetonitrile;
{1-{1-[3-fluoro-4-(me&thylthio)benzoyl|piperidin-4-yl} -3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-13yl]azetidin-3-yl } acetonitrile;
{1-[1-(4-chloro-3-fluorobengoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]az&{idin-3-yl } acetonitrile;
{1-[1-(3-fluoro-4-methylbenzoyl)Riperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin-S-yl } acctonitrilc;
{1-[1+(2,5-dimethyl-3-furoyl)piperidin-¥-yl]-3-[4-(7H-pyrrolo[ 2,3-d |pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,33]]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-2-fluorobenzonjtrile;
{1-[1-(2-fluorobenzoyl)piperidin-4-y1]-3-[4-(7H-pyNolo| 2,3-d |pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{ 1-[1-(4-fluorobenzoyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[},3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azctidin-3-yl}acctonitrilc;
{1-[1-(2-thienylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-dpyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-methoxy-5-(trifluoromethyl)-2-thienylcarbonyl]piperidin-4-Xx| } -3-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
{ 1-{1-[3-hydroxy-5-(trifluoromethyl)-2-thienylcarbonyl]piperidin-4-yl }-3-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
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{ 1-{1-[(4-methoxy-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7TH-pyrrolo[2,3-
d]nyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{1-{1-[(5-methyl-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimi]in-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{1-N -[(5-chloro-4-methoxy-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-
pyrrolo[2,3-d]xyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{ I-{1-[(2Xyromo-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1N-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{ 1-{1-[(3-chlord¢2-thienyl)carbonyl]piperidin-4-yl } -3-[4-(7TH-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyragol-1-yl]azetidin-3-yl} acetonitrile;

{1-{1-[(5-chloro-2-thignyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-xl]azetidin-3-yl } acetonitrile;

{ 1-{1-[(3-methyl-2-thienyl)sarbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{1-{1-[(4-methyl-2-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin-3cyl } acctonitrilc;

{1-{1-[(5-methyl-2-thienyl)carbonyl |pipgridin-4-yl }-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } akgtonitrile;

{1-{1-[(3-methoxy-2-thienyl)carbonyl]|piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonriile;

{1-{1-[2-fluoro-4-(trifluoromethyl)benzoyl |piperidin4-yl}-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidinyd-yl)-1H-pyrazol-1-
ylJazctidin-1-yl}pipcridin-1-yl)carbonyl]-3,5-difluorobenzonitrile;

{1-[1-(3-chloro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(7TH-pyriQlo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;

[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[2-
(trifluoromethyl)pyrimidin-4-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitril¥;

[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-
(trifluoromethyl)pyrazin-2-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
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{ 1-[1-(1-naphthoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d[pyrimidin-4-yl)-TH-
pyxazol-1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(quinolin-3-

{ I-[1-(1-Benzothien-2-ylcarbonyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1N-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{ 1-{1-[(3-chlord¢6-fluoro-1-benzothien-2-yl)carbonyl |piperidin-4-yl} -3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-43\yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(3-chloro-4-fligro-1-benzothien-2-yl)carbonyl]piperidin-4-yl1}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-y1)-1N-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d[pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[4-
(trifluoromethyl)-1-benzothien-2-yl]caxponyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(7TH-pyrrolo[2,3-d]pyrimidin4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-
(trifluoromcthyl)-1-benzothien-2-yl]carbony¥ piperidin-4-yl)azctidin-3-yl]acctonitrilc;
[3-[4-(7TH-pyrrolo|2,3-d[pyrimidin-4-yl Nl H-pyrazol-1-yl]-1-(1-{[7-
(trifluoromethyl)-1-benzothien-2-yl]carbonyl } pipexidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(1-benzothien-3-ylcarbonyl)piperidin-41]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazok 1-yl]-1-[1-(1,2,3,4-
tetrahydronaphthalen-2-ylcarbonyl)piperidin-4-yl]azetidin-3-yN acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl [Nl -(1-{[4-
(trifluoromcthyl)cyclohexyl]carbonyl} piperidin-4-yl)azctidin-3-yl]acgtonitrilc;
{1-[1-(2,3-dihydro-1H-inden-2-ylcarbonyl)piperidin-4-yl]-3-[4-{H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(4,4-difluorocyclohexyl)carbonyl]piperidin-4-yl }-3-[4-(7H-pyr¥olo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
{ 1-[1-(cyclopentylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d Jpyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
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{ 1-[1-(cycloheptylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-
-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-{1-[(3-methoxycyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimnidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{ IN{1-[(4-phenylcyclohexyl)carbonyl|piperidin-4-yl}-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-¥-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{ I-(1-{[%-(4-chlorophenyl)cyclohexyl]carbonyl} piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyritnidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

6-{4-[(4-{3-(ckanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl} piperiding1-yl)carbonyl]piperidin-1-yl}nicotinonitrile;

{1-(1-{[1-(5-chloro-8-fluoropyridin-2-yl)piperidin-4-yl]carbonyl} piperidin-4-yl)-
3-[4-(7H-pyrrolo[2,3-dJpyrimidin-4-yl)- 1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

2-{4-[(4-{3~(cyanomethyl \3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-

—_

yl]azetidin-1-yl}piperidin-1-yl)carbo
{1-[1-(phenylacetyl)piperidin-4-¥]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-

]piperidin-1-yl}-6-methylnicotinonitrile;

pyrazol-1-yl]azctidin-3-yl }acctonitrilc;
{1-{1-[(1-phenylcyclopropyl)carbonyYpiperidin-4-yl} -3-[4-(7H-pyrrolo| 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl facetonitrile;
{1-(1-{[1-(4-chlorophenyl)cyclopropyl]carboqyl} piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidiln3-y1} acetonitrile;
{1-{1-[(2,6-dichlorophenyl)acetyl]piperidin-4-yl}-8-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{ 1-[1-(mesitylacetyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[2,3cd]pyrimidin-4-yl)- 1H-
pyrazol-1-yl]azctidin-3-yl }acctonitrilc;
{1-[1-(biphenyl-4-ylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrroloR,3-d Jpyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{1-[1-(3-fluoro-4-isoquinolin-6-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
{1-[1-(2,6-difluoro-4-pyridin-3-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolof2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
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{ 1-[1-(3-fluoro-4-pyridin-4-ylbenzoyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[ 2,3-
rimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{ I-[1-(2-ffyoro-4-pyridin-3-ylbenzoyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1

{1-{1-[4-fluoroN3-(1,3-thiazol-2-yl)benzoyl|piperidin-4-yl } -3-[4-(7TH-pyrrolo[ 2,3-

-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

d]pyrimidin-4-yl)-1H-pyragol-1-yl]azetidin-3-yl} acetonitrile;
{1-{1-[3-fluoro-4-(1,Xthiazol-2-yl)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-13yl]azetidin-3-yl } acetonitrile;
{ 1-[1-(3-fluoro-4-pyridin-33ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]az&{idin-3-yl } acetonitrile;
4'-[(4- {3-(cyanomethyl)-3-[4-(7H\pyrrolo[2,3-d]pyrimidin-4-yl)- IH-pyrazol-1-
yl]azctidin-1-yl}pipcridin-1-yl)carbonyl]-2'Xluorobiphcnyl-2-carbonitrilc;
4'-[(4-{3-(cyanomethyl)-3-[4-(TH-pyrrolo| 2,3-d |pyrimidin-4-y1)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-2'-fluor
4'-[(4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3xd]pyrimidin-4-yl)-1H-pyrazol-1-

iphenyl-3-carbonitrile;

yl]azetidin-1-yl}piperidin-1-yl)carbonyl|biphenyl-4-carbonitrile;
(3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl1]-1-{1-[(2,3",4'-
trifluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} azetidin-3-yl)agetonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
ylJazctidin-1-yl}pipcridin-1-yl)carbonyl]-2',5-difluorobiphenyl-3-caxponitrilc;
{1-[1-(3-fluoro-4-quinolin-5-ylbenzoyl)piperidin-4-yl]|-3-[4-(7TN-pyrrolo| 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluoro-4-isoquinolin-5-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pXrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
{ 1-[1-(3-fluoro-4-isoquinolin-8-ylbenzoyl)piperidin-4-yl1]-3-[4-(7H-pyrrolo
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
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{ 1-[1-(3-fluoro-4-quinolin-8-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
dYpyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-[1-(3-fluoro-4-isoquinolin-7-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
dlpyrinNdin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{1\l-(3-fluoro-4-quinolin-7-ylbenzoyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-A\yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{ I-[1-(3-Nuoro-4-imidazo[ 1 ,2-a]pyridin-6-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-
pyrrolo[2,3-d]pyrinNdin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{1-{1-]4-(1,3-Dgnzoxazol-2-yl)benzoyl |piperidin-4-yl } -3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{1-{1-[4-(1,3-benzoxgzol-2-yl)-3-fluorobenzoyl|piperidin-4-yl } -3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)- N-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

3-[(3-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[ 2,3-d |pyrimidin-4-y1)-1H-pyrazol-1-
yl]azetidin-1-yl}-8-azabicyclo[3.2.1]o¢t-8-yl)carbonyl]-5-fluorobenzonitrile;

{1-[8-(3,4-difluorobenzoyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7TH-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin\3-yl } acctonitrilc;

4-[(3-{3-(cyanomethyl)-3-[4-(TH-pyrrolo| 2,3-d Jpyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}-8-azabicyclo[3.2.1]oct-8-yl)carbonyl]-2-fluorobenzonitrile;

{ 1-[8-(4-chloro-3-fluorobenzoyl)-8-azabicyclg[3.2.1]oct-3-yl]-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidinA\3-yl } acetonitrile;

{1-{8-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]-8azabicyclo[3.2.1]oct-3-yl}-3-
[4-(TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yN-1-(8-{[6-
(trifluoromcthyl)pyridin-3-yl]carbonyl}-8-azabicyclo[3.2.1]oct-3-yNazctidin-3-
yl]acetonitrile;

(3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-y1]-1-{8-[
(trifluoromethyl)isonicotinoyl]-8-azabicyclo[3.2.1]oct-3-yl} azetidin-3-yl)actonitrile;

{ 1-[8-(cyclopentylcarbonyl)-8-azabicyclo[3.2.1]oct-3-y1]-3-[4-(7H-pyrrd]o[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[8-(tetrahydro-2N-
pyran-4-ylcarbonyl)-8-azabicyclo[3.2.1]oct-3-yl]azetidin-3-yl } acetonitrile;

319
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{1-[8-(cyclohexylcarbonyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-pyrrolo[ 2,3-
pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{1-{8-[(4,4-difluorocyclohexyl)carbonyl]-8-azabicyclo[3.2.1]oct-3-y1}-3-[4-(7H-
pyrroloy2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{ N[ 1-(3-fluorobenzoyl)-2-methylpiperidin-4-y1]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{ I-[1-(3\fluorobenzoyl)-2-methylpiperidin-4-y1]-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-NH-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{1-{1-[(4,4-diNuorocyclohexyl)carbonyl]-2-methylpiperidin-4-yl } -3-[4-(7TH-
pyrrolo[2,3-d]pyrimidin-¥-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-[1-(3-fluorobenzdyl)-4-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-\-yl]azetidin-3-yl } acetonitrile;

{ 1-[1-(cyclohexylcarbonyN-4-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]axetidin-3-yl } acetonitrile;

4-{3-(cyanomethyl)-3-[4-(7H-pyxrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azctidin-1-yl}-N-[4-fluoro-2-(trifluoromsthyl)phenyl]piperidine-1-carboxamidc;

4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[R,3-d [pyrimidin-4-yl)-1H-pyrazol-1-

—_

yl]azetidin-1-y1}-N-[3-(trifluoromethyl)pyridin-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d |xyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2,6-difluorophenyl)piperidine-1-cagboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}-N-[2-(trifluoromethyl)phenyl]piperidine- 1 -carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-43y1)-1H-pyrazol-1-
yl]azctidin-1-yl}-N-[2-(trifluoromcthoxy)phenyl]piperidine- 1 -carbdgamidc;
N-(4-bromo-3-thienyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo

—

3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyraxol-1-
ylJazetidin-1-yl}-N-(2,6-dichlorophenyl)piperidine-1-carboxamide;
N-(2-chloro-6-methylphenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine- 1-carboxamide;

5]
33
g
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N-(2-chloro-4-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-
yrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxamide;
N-(2-chlorophenyl)-4- {3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrszol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-R3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazol-1-
yl]azetidin-13y1}-N-[2-(difluoromethoxy)phenyl]piperidine- 1 -carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-dpyrimidin-4-yl)- | H-pyrazol-1-
yl]azetidin-1-yl}-N\[4-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazol-1-
yl]azetidin-1-yl}-N-[3-(t\\fluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)--[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-[4-(trifluorsmethyl)phenyl]piperidine-1-carboxamide;
N-(5-chloro-2-methylphenkl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazgtidin-1-y1} piperidine- 1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyxrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azctidin-1-yl}-N-(2-fluorophenyl)piperidine-1-carboxamidc;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[R,3-d [pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-[2-fluoro-3-(trifluoromethyl)Rhenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|xyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2,4-difluorophenyl)piperidine- 1 -cagboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimi]in-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2,3,4-trifluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-43y1)-1H-pyrazol-1-
yl]azctidin-1-y1}-N-(2,3,5-trifluorophenyl)piperidine-1-carboxami
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d [pyrimidin-4-yl)-1N-pyrazol-1-
yl]azetidin-1-yl1}-N-(2,5-difluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyragol-1-
ylJazetidin-1-y1}-N-(3,5-difluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1H-pyrazol-12
yl]azetidin-1-y1}-N-(3,4-difluorophenyl)piperidine-1-carboxamide;
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N-(3-chloro-2-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-
yrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxamide;
N-(4-chloro-2-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-
d]pyrityidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxamide;
4-\3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazol-1-
yl]azetidin-13y1}-N-3-thienylpiperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-dpyrimidin-4-yl)- | H-pyrazol-1-
yl]azetidin-1-yl}-N\(2-methoxyphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazol-1-
yl]azetidin-1-y1}-N-(3-m¥thoxyphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-8-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-[4-(trifluordmethoxy)phenyl]piperidine- 1 -carboxamide;
N-(3-chlorophenyl)-4- {3-(dyanomethyl)-3-[4-(7H-pyrrolo[ 2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
N-(4-chlorophenyl)-4- {3-(cyanomgethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azctidin-1-yl}pipcridine-13¢arboxamidc;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[ 3 3-d [pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2-methylphenyl)piperidine-Ihcarboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d
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yl]azetidin-1-y1}-N-(2,5-dimethoxyphenyl)piperidine-13¢arboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimdin-4-yl)- 1H-pyrazol-1-
yl]azetidin-1-yl}-N-(4-fluoro-2-methylphenyl)piperidine- 1 -caxpoxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-x1)-1H-pyrazol-1-
yl]azctidin-1-yl}-N-[6-(trifluoromcthy])pyridin-2-yl]piperidine- 1 -caxpoxamidce;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d [pyrimidin-4-yl)- 1 Bxpyrazol-1-
yl]azetidin-1-yl}-N-(2,6-dimethylpyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyraxpl-1-
ylJazetidin-1-y1}-N-1,3-thiazol-2-ylpiperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}-N-(4-methyl-1,3-thiazol-2-yl)piperidine-1-carboxamide;
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4-{3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yNazetidin-1-yl}-N-(4,5-dimethyl-1,3-thiazol-2-yl)piperidine-1-carboxamide;

N-1,3-benzothiazol-2-yl-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-y1)-1N-pyrazol-1-yl]azetidin-1-yl } piperidine-1-carboxamide;

pyrrolo[2,3-d]pyrimjdin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(1-ethyl-1H-pyrazol-5-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(1,3-dimethyl-1H-pyrazol-5-yl)piperidine- 1 -carboxamide;
4-{3-(cyanomethyl)-3-[4-(NH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2-methylpyridinx3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-p¥rolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yl]azctidin-1-yl}-N-(6-fluoro-2-methylpyridin-3-yl)pipcridine- 1 -carboxamidc;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrroloR,3-d [pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2-fluoro-6-methylpyridin-3\yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-dYpyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-[3-(trifluoromethyl)pyridin-2-yl]piperidine- 1 -carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d[pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}-N-(3-fluoropyridin-2-yl)piperidine-1-carbogamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-%-yl)- 1 H-pyrazol-1-
yl]azctidin-1-yl}-N-(3,5-difluoropyridin-2-yl)pipcridine- 1-carboxamidc;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d [pyrimidin-4-yl)-\H-pyrazol-1-
yl]azetidin-1-yl}-N-(2-methoxypyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyxazol-1-
ylJazetidin-1-yl}-N-[2-methyl-6-(trifluoromethyl)pyridin-3-yl]piperidine- 1 -cagboxamide;
methyl 2-{[(4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d |pyrimidin-4-y1)N H-
pyrazol-1-yl]azetidin-1-yl} piperidin-1-yl)carbonyl]amino } benzoate;
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methyl 2-{[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pXrazol-1-yl]azetidin-1-yl} piperidin-1-yl)carbonyl]amino} -5-fluorobenzoate;

methyl 4-{[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol\| -yl]azetidin-1-yl} piperidin-1-yl)carbonyl]amino } -3-fluorobenzoate;

3-[&-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-\l } piperidin-1-yl)methyl]-6-(dimethylamino)-2-fluorobenzonitrile;

{ 1-[1-(3,5:dichlorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yNazetidin-3-yl} acetonitrile;

{ 1-{1-]2-chlorogS-(trifluoromethyl)benzyl]piperidin-4-yl } -3-[4-(7TH-pyrrolo| 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

{1-{1-[2-fluoro-3-(trMluoromethyl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol- I\ylJazetidin-3-yl } acetonitrile;

{ 1-{1-[2-fluoro-6-(trifluoroxaethyl)benzyl|piperidin-4-yl}-3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azatidin-3-yl } acetonitrile;

{1-{1-[(2-chloroquinolin-3-yl)methyl]piperidin-4-yl} -3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin~§-yl } acctonitrilc;

{1-[1-(3,5-difluorobenzyl)piperidin-4-W]-3-[4-(7H-pyrrolo[ 2,3-d [pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;

{1-{1-[2-fluoro-4-(trifluoromethyl)benzyl]pipgridin-4-yl } -3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonXrile;

{1-[1-(2,4-difluorobenzyl)piperidin-4-y1]-3-[4-(7H-xyrrolo[2,3-d [pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{ 1-[1-(2-fluoro-6-methoxybenzyl)piperidin-4-yl]-3-[4-(7N-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azctidin-3-yl} acctonitrilc;

{1-[1-(2,3-dichlorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo] 2,33 |pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pxrazol-1-
ylJazetidin-1-yl}piperidin-1-yl)methyl]-2-fluorobenzonitrile;

{1-{1-[4-(1,2,3-0xadiazol-4-yl)benzyl]|piperidin-4-yl}-3-[4-(7TH-pyrrolo[2,3
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
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2-[(4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
azetidin-1-yl} piperidin-1-yl)methyl]benzonitrile;

3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)methyl]benzonitrile;

d]pyrimidin-4-yl)-\H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;

{ 1-{1-[(2-bromopyridin-4-yl)methyl|piperidin-4-yl } -3-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyxazol-1-yl]azetidin-3-yl } acetonitrile;

{1-[1-(2-chloro-6-flxprobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin\3-yl } acetonitrile;

{1-[1-(3-chloro-2,6-difluoxpbenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]aketidin-3-yl } acetonitrile;

4-[(4- {3-(cyanomethyl)-3-[4-(7N-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azctidin-1-yl}pipcridin-1-yl)methyl]-2-Buorobenzonitrilc;
{1-{1-[(5-methyl-3-phenylisoxazol-4-x)Ymethyl |piperidin-4-yl} -3-[ 4-(7H-

pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]axetidin-3-yl}acetonitrile;

{1-(1-{[3-fluoro-2-(trifluoromethyl)pyridin-{-yl]methyl } piperidin-4-yl)-3-[ 4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-yl]azytidin-3-yl } acetonitrile;

{ 1-[1-(1-benzofuran-2-ylmethyl)piperidin-4-yl]-3N4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl} acetonitrile

{ 1-[1-(3-phenoxybenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolQ[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azctidin-3-yl} acctonitrilc;

{1-[1-(2,3-dihydro-1,4-benzodioxin-6-ylmethyl)piperidin-4-yN-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile

N-{4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)N H-pyrazol-
1-yl]azetidin-1-yl} piperidin-1-yl)methyl]pyridin-2-y1}-2,2-dimethylpropanami{e;

{1-{1-[3-chloro-2-fluoro-6-(trifluoromethyl)benzyl Jpiperidin-4-yl1} -3-[4-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
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{1-{1-[(3,5-dichloropyridin-4-ylymethyl |piperidin-4-y1} -3-[4-(7H-pyrrolo[2,3-
yrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{1-{1-[(2-chloro-6-methoxyquinolin-3-yl)methyl]piperidin-4-yl}-3-[4-(7H-
,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

3-[(3-{3Xcyanomethyl)-3-[4-(7H-pyrrolo[ 2,3-d Jpyrimidin-4-y1)- 1 H-pyrazol- 1 -
yl]azetidin-1-yl}-8%zabicyclo[3.2.1]oct-8-yl)methyl]-6-(dimethylamino)-2-
fluorobenzonitrile;

{ 1-[8-(2-chloro-3)-difluorobenzyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-y\-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
3-[(4-{3-(cyanomethyl)

yl]azetidin-1-yl}-2-methylpiperidin-1-yl)methyl]-6-(dimethylamino)-2-

-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-

fluorobenzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7
yl]azctidin-1-yl} -2-mcthylpiperidin-1-yl)mythyl]-6-(dimcthylamino)-2-

yrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-

fluorobenzonitrile;
{1-[1-(2-chloro-6-fluorobenzyl)-2-methylgiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acMonitrile;
{ 1-[1-(2-chloro-6-fluorobenzyl)-2-methylpiperiin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrie;
{1-{1-[(1-methyl-1H-pyrazol-5-yl)sulfonyl]piperidin¥-yl }-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
2-[(4-{3-(cyanomcthyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-&yl)-1H-pyrazol-1-
yl]azetidin-1-yl} piperidin-1-yl)sulfonyl |benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- \]-pyrazol-1-
ylJazetidin-1-yl} piperidin-1-yl)sulfonyl]benzonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyryzol-1-
yl]azetidin-1-yl}piperidin-1-yl)sulfonyl|benzonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
yl]azetidin-1-yl}piperidin-1-yl)sulfonyl]-2-(dimethylamino)benzonitrile;
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{1-{1-[(1-methyl-1H-pyrazol-3-yl)sulfonyl]piperidin-4-yl } -3-[4-(7H-pyrrolo[2,3-
Ipyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclohexylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1N-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
-[1-(cyclopentylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[ 2,3-d |pyrimidin-4-
yl)-1H-pyragol-1-yl]azetidin-3-yl} acetonitrile;
{ I-[1-(xgethylsulfonyl)piperidin-4-yl]-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]agetidin-3-yl} acetonitrile;
{ 1-[1-(ethylsifonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]|pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-xl}acetonitrile;
{1-[1-(cyclopropylsylfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3gyl} acetonitrile;
{ 1-[1-(isopropylsulfonyl)Riperidin-4-y1]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(1-methyl-1H-imidazol-4-yl)sulfonyl]piperidin-4-yl}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazolN -yl]azctidin-3-yl} acctonitrilc;
{1-{1-[(1,2-dimethyl-1H-imidazol-4-W)sulfonyl |piperidin-4-yl } -3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]axetidin-3-yl}acetonitrile;
{1-{1-[(3,5-dimethylisoxazol-4-yl)sulfonyl |siperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
{1-{1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl |pyperidin-4-yl}-3-[3-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} 8¢etonitrile;
3-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimid¥-4-yl)- 1H-pyrrol-1-
yl]azctidin-1-yl} pipcridin-1-yl)carbonyl]benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo|2,3-d Jpyrimidin-4-yN- 1 H-pyrrol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-5-fluorobenzonitrile;
4-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-gyrrol-1-
ylJazetidin-1-yl}piperidin-1-yl)carbonyl]-3-fluorobenzonitrile;
4-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1 H-pyrrol\ -
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-3,5-difluorobenzonitrile;
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{ 1-{1-[5-fluoro-2-(trifluoromethyl)benzoyl |piperidin-4-yl } -3-[3-(7H-pyrrolo[2,3-
dlyyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} acetonitrile;

{1-{1-[3-fluoro-4-(trifluoromethyl)benzoyl|piperidin-4-yl }-3-[3-(7H-pyrrolo[2,3-
dlpyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} acetonitrile;

(3-N-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-{ 1-[ 3-
(trifluoromethyl)benzoyl]piperidin-4-yl}azetidin-3-yl)acetonitrile;

{ I-{1-[2Xluoro-5-(trifluoromethoxy)benzoyl]piperidin-4-yl}-3-[3-(7H-
pyrrolo[2,3-d]pyrim\din-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} acetonitrile;

{3-[3-(7H-pyrr&o[2,3-d|pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-[1-(2,3,6-
trifluorobenzoyl)piperidinng-yl]azetidin-3-yl } acetonitrile;

{3-[3-(7H-pyrrolo[2,3«d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-[1-(2-
thienylcarbonyl)piperidin-4-yl]agetidin-3-yl} acetonitrile;

{ 1-{1-[2-fluoro-4-(trifluorowethyl)benzoyl]piperidin-4-yl } -3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} acetonitrile;

{1-{ 1-[2-fluoro-5-(trifluoromethy\)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azctidin-3\yl } acctonitrilc;

{1-{1-[3-fluoro-5-(trifluoromethyl)ben2Qyl |piperidin-4-y1}-3-[3-(7H-pyrrolo| 2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} acgtonitrile;

{1-{1-[4-fluoro-3-(trifluoromethyl)benzoyl|piperidin-4-yl } -3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl} acetoniti]e;

{1-[1-(2,3-difluorobenzoyl)piperidin-4-yl1]-3-[ 3-(7Bpyrrolo[ 2,3-d |pyrimidin-4-
yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;

{ 1-[1-(3.4-difluorobenzoyl)piperidin-4-y1]-3-[3-(7H-pyrrolo[ 2,3-d]pyrimidin-4-
yl)-1H-pyrrol-1-yl]azctidin-3-yl} acctonitrilc;

{1-[1-(2,5-difluorobenzoyl)piperidin-4-yl]-3-[ 3-(7H-pyrrolo| 2,3xd |pyrimidin-4-
y)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;

{1-[1-(2,6-difluorobenzoyl)piperidin-4-yl]-3-[3-(7H-pyrrolo[2,3-d Jpyxmidin-4-
yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;

{3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-[1-(2,3,4-

trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl } acetonitrile;

5]
[
oo
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{ 1-{1-[2-fluoro-3-(trifluoromethoxy)benzoyl]piperidin-4-yl }-3-[3-(7H-
pXxrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[4-hydroxy-3-(trifluoromethyl)benzoyl|piperidin-4-y1}-3-[3-(7H-
pyrroloRR,3-d]pyrimidin-4-y1)-1H-pyrrol-1-yl]azetidin-3-yl } acetonitrile;
4-{%-(cyanomethyl)-3-[3-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-1-¥l } -N-[4-fluoro-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- | H-pyrrol-1-
yl]azetidin-1-yl}-N¥2-methoxypyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanometyyl)-3-[3-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-1-y1}-N-[2-methyl-6-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-1-y1}-N-(2,4-difluoryphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-('Nd-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-1-yl}-N-(2-cyanophenyl)piperidine- 1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7TH-pyrrplo[2,3-d]pyrimidin-4-yl)- 1 H-pyrrol-1-
yl]azctidin-1-y1}-N-(2-mcthoxyphenyl)pipeNdinc-1-carboxamidc;
N-(2-chloro-4-fluorophenyl)-4-{3-(cyanomethyl)-3-[ 3-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-yl} piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pxrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-1-y1}-N-[3-(trifluoromethyl)pyridin-2-ylpip¥ridine- 1 -carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d|pyrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-1-y1}-N-[4-(trifluoromethyl)pyridin-3-yl]piperidines I -carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-})-1H-pyrrol-1-
yl]azctidin-1-yl}-N-(3-fluoropyridin-2-yl)pipcridine-1-carboxamidc;
N-(4-chloro-2-cyanophenyl)-4-{3-(cyanomethyl)-3-[4-(7TH-pyrralo| 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxamids
{1-{1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl }-3-[4-( H-
pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-3-fluorobenzonitrile;

5]
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O




WO 2011/112662 PCT/US2011/027665

{ 1-[1-(3-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(1H-pyrrolo[2,3-
bYpyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{1-[1-(2-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(1H-pyrrolo[2,3-
blpyridig-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{1X 1-[5-chloro-2-(trifluoromethyl)isonicotinoyl|piperidin-4-yl}-3-[4-(1H-
pyrrolo[2,3-bYpyridin-4-yl)-1H-pyrazol-1-ylJazetidin-3-yl } acetonitrile;
[3-[4-(1Hcpyrrolo[2,3-b]pyridin-4-yl)- | H-pyrazol-1-yl]-1-(1-{[2-
(trifluoromethyl)pyxmidin-4-yl]carbonyl } piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(1H-pyrr§]o| 2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-
(trifluoromethyl)pyrazin-R-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(1H-pyrrolo[2,3:b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[5-
(trifluoromethyl)pyrazin-2-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-{1-[(4,4-difluorocyclohsxyl)carbonyl]piperidin-4-yl}-3-[4-(1H-pyrrolo[2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetNin-3-yl} acetonitrile;
4-{3-(cyanomethyl)-3-[4-(1 H-pyXxolo[2,3-b]pyridin-4-yl)- 1H-pyrazol-1-
yl]azctidin-1-yl}-N-[4-fluoro-2-(trifluoromdthyl)phenyl]piperidine-1-carboxamidc;
4-{3-(cyanomethyl)-3-[4-(1 H-pyrrolo|R,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2,4-difluorophenyl)piperiding-1-carboxamide;
N-(2-chloro-4-fluorophenyl)-4-{3-(cyanomeNyyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-
4-yl)-1H-pyrazol-1-ylJazetidin-1-yl}piperidine-1-carboXamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-(2-methoxypyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-y ) 1H-pyrazol-1-
yl]azctidin-1-yl}-N-[3-(trifluoromcthyl)pyridin-4-yl]piperidine- 1 -carboxamidce;
4-{3-(cyanomethyl)-3-[4-(1 H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}-N-[4-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol.1-
ylJazetidin-1-yl}-N-(2-fluorophenyl)piperidine-1-carboxamide;
N-(2-chlorophenyl)-4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-y1)-
1H-pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
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4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
azetidin-1-yl}-N-[4-cyano-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
N-(4-cyano-2-fluorophenyl)-4- {3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-
4-y1)-]-pyrazol-1-yl]azetidin-1-yl } piperidine-1-carboxamide;

2-(trifluoromethyl)igonicotinoyl]piperidin-4-yl} azetidin-3-yl)acetonitrile;
5-[(4-{3-(cyangmethyl)-3-[4-(5-tluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-y§\ piperidin-1-yl)carbonyl]isophthalonitrile;
3-[(4-{3-(cyanometh¥l)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl} pipexidin-1-yl)carbonyl]-5-fluorobenzonitrile;
4-[(4-{3-(cyanomethyl)-3-N-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl} piperidin-Nyl)carbonyl]-3-fluorobenzonitrile;
5-[(4- {3-(cyanomethyl)-3-[4-(5-flyoro- 1 H-pyrrolo[2,3-b]pyridin-4-yl)- 1H-
pyrazol-1-yl]azctidin-1-yl} pipcridin-1-yl)caxbonyl]-2-fluorobenzonitrilc;
{1-{1-[(5-fluoropyridin-2-yl)carbonyl |piperidin-4-yl  -3-[4-(5-fluoro-1H-
pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azeti{in-3-yl } acetonitrile;
{1-[1-(3-fluoroisonicotinoyl)piperidin-4-yl]-3[4-(5-fluoro- 1H-pyrrolo[ 2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrie;
{1-[1-(3,5-difluoroisonicotinoyl)piperidin-4-yl]-3-[¥~(5-fluoro- 1H-pyrrolo[2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{ 1-[1-(3-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(S\fluoro- 1H-pyrrolo[ 2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azctidin-3-yl}acctonitrilc;
{1-[1-(2-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(5-fluora- 1 H-pyrrolo| 2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
2-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yI)x 1 H-
pyrazol-1-yl]azetidin-1-yl} piperidin-1-yl)carbonyl ]terephthalonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[ 2,3-b]pyridin-4-y1)-1H-
pyrazol-1-yl]azetidin-1-yl} piperidin-1-yl)carbonyl]-2-fluorobenzonitrile;
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{1-{1-[5-chloro-2-(trifluoromethyl)isonicotinayl]piperidin-4-yl}-3-[4-(5-fluoro-
-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
{1-{1-[(4,4-difluorocyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(5-fluoro-1H-
pyrroloy2,3-b]pyridine-4-y1)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;
4-3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin- I\yl}-N-[4-fluoro-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cygnomethyl)-3-[4-(5-fluoro- I H-pyrrolo[2,3-b]pyridin-4-yl)- |H-pyrazol-1-
yl]azetidin-1-yl}-N¢[3-(trifluoromethyl)pyridin-2-yl]piperidine-1-carboxamide;
4-{3-(cyanomythyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b|pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-[4-(tNfluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-y1}-N-[3-(trifluotemethyl)pyridin-4-yl]piperidine-1-carboxamide;
4-[1-(3-(cyanomethyl)-1-{l -[ 3-fluoro-2-(trifluoromethyl)isonicotinoyl|piperidin-
4-yl}azetidin-3-yl)-1H-pyrazol-4-yl ]\l H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-{1-[1-[1-(3-cyano-5-fluorobengoyl)piperidin-4-yl]-3-(cyanomethyl)azetidin-3-
yl]-1H-pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyNdinc-5-carbonitrilc;
4-{1-[1-[1-(4-cyano-3-fluorobenzoyl)piperidin-4-yl |-3-(cyanomethyl)azetidin-3-
yl]-1H-pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyridine-§-carbonitrile;
4-(1-{3-(cyanomethyl)-1-[1-(2,5-dibromobehzoyl)piperidin-4-yl]azetidin-3-yl} -
1H-pyrazol-4-yl)-1H-pyrrolo[2,3-b]pyridine-5-carboniixile;
4-(1-{3-(cyanomethyl)-1-[1-(3,5-dibromobenzoyl )riperidin-4-yl]azetidin-3-y1} -
1H-pyrazol-4-yl)-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
2-[(4-{3-(cyanomethyl)-3-[4-(5-cyano-1H-pyrrolo[2,3-bYpyridin-4-yl)-1H-
pyrazol-1-yl]azctidin-1-yl} pipcridin-1-yl)carbonyl]tcrephthalonitrilkg;
5-[(4-{3-(cyanomethyl)-3-[4-(5-cyano-1H-pyrrolo[2,3-b]pyridig-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl} piperidin-1-yl)carbonyl]isophthalonitrile;
4-{1-[1-[1-(4-cyano-2-fluorobenzoyl)piperidin-4-yl]-3-(cyanomethyNazetidin-3-
yl]-1H-pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-{1-[1-[1-(4-cyano-2,6-difluorobenzoyl)piperidin-4-yl]-3-
(cyanomethyl)azetidin-3-yl]-1H-pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyridine-5-carbonittye;
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4-{1-[1-{1-[5-chloro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl }-3-
(cyanomethyl)azetidin-3-yl]-1H-pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
{1-{1-[5-Chloro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl }-3-[4-(7H-

—

pyrrolo[A3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{ 1-{X[5-Fluoro-2-(trifluoromethyl)isonicotinoyl|piperidin-4-yl1}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
[3-[4-(7THRyrrolo[2,3-d]pyrimidin-4-yl)- |H-pyrazol-1-yl]-1-(1-{[4-
(trifluoromethyl)-1,3~hiazol-2-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[3-(7H-Pyrrol[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-(1-{[2-
(trifluoromethyl)pyrimidin-¥-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[3-(7H-Pyrrolo[ 2,3~]pyrimidin-4-yl)- 1H-pyrrol-1-yl]-1-(1-{[4-
(trifluoromethyl)-1,3-thiazol-2-yl \carbonyl } piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[3-(7H-Pyrrolo[2,3-d]pyrixuidin-4-yl)-1H-pyrrol-1-yl]-1-(1-{[5-
(trifluoromethyl)pyrazin-2-yl]carbonyl Priperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(Methylsulfonyl)piperidin-4-W]-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrrol-1-yl]azctidin-3-yl} acctonitrilc;
[3-[4-(1H-Pyrrolo[2,3-b]pyridin-4-yl)- 1 H\pyrazol-1-yl]-1-(1- {[ 5-
(trifluoromethyl)pyrazin-2-yl]carbonyl} piperidin-4-\W)azetidin-3-yl]acetonitrile;
[3-[4-(1H-Pyrrolo[2,3-b]pyridin-4-yl)-1H-pyra2Ql-1-yl]-1-(1-{[4-
(trifluoromethyl)-1,3-thiazol-2-yl]carbonyl } piperidin-4-yl)szetidin-3-yl]acetonitrile;
{ 1-[1-(Methylsulfonyl)piperidin-4-yl]-3-[4-(1H-pyrrolg[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl }acetonitrile;
[3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)- 1 H-pyrazol N -yl]-1-(1-{[6-
(trifluoromcthyl)pyrazin-2-yl]carbonyl} pipcridin-4-yl)azctidin-3-yl]acStonitrilc;
[3-[4-(5-Fluoro-1H-pyrrolo|2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-\(1-{| 2-
(trifluoromethyl)pyrimidin-4-yl]carbonyl } piperidin-4-yl)azetidin-3-ylJacetoniile;
[3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{}}-
(trifluoromethyl)pyrazin-2-yl]carbonyl} piperidin-4-yl)azetidin-3-yl]acetonitrile;
{3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1Hpyrazol-1-yl]-1-[1-
(methylsulfonyl)piperidin-4-yl]azetidin-3-yl } acetonitrile;
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4-[1-(3-(Cyanomethyl)-1-{1-[5-fluoro-2-(trifluoromethyl)isonicotinoyl Jpiperidin-
l}azetidin-3-yl)-1H-pyrazol-4-yl]-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile; and
4-(1-{3-(Cyanomethyl)-1-[1-(methylsulfonyl)piperidin-4-ylJazetidin-3-yl} -1H-
pyrazohd-yl)-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;

or } pharmaceutically acceptable salt of any of the aforementioned.

{1-(cis-3-Methox¥-1-{[2-(trifluoromethyl)pyrimidin-4-yl]carbonyl} piperidin-4-
yl)-3-[4-(7H-pyrrolo[2,3-d
{1-{cis-3-Fluoro-1-[3-
[4-(7H-pyrrolo[2,3-d]pyrimidin-

rimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
oro-2-(trifluoromethyl)isonicotinoylJpiperidin-4-yl}-3-
1)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-(cis-3-Fluoro-1-{[2-(triflugromethyl)pyrimidin-4-yl]carbonyl } piperidin-4-yl)-
3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)N H-pyrazol-1-yl]azetidin-3-yl} acetonitrile;
{1-{1-[3-Fluoro-2-(trifluoromcthyl\sonicotinoyl]-4-dcutcropipcridin-4-yl } -3-[4-
(7H-pyrrolo| 2,3-d]pyrimidin-4-yl)-1H-pyrazdl-1-yl Jazetidin-3-yl } acetonitrile;
{1-{1-[3-Fluoro-2-(trifluoromethyl)isonisptinoyl]3,3.4,5,5-pentadeuteropiperidin-
4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pXrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{7-[3-Fluoro-2-(trifluoromethyl)isonicotinoxl ]-3-oxa-7-azabicyclo[3.3.1]non-
9-yl}-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazoN! -yl]azetidin-3-yl } acetonitrile;
{1-(1-{[4-[(dimethylamino)methyl]-6-(trifluoromethX)pyridin-2-
yl]carbonyl}piperidin-4-y1)-3-[4-(7H-pyrrolo[2,3-d pyrimidin-4.y1)-1H-pyrazol-1-
yl]azctidin-3-yl}acctonitrilc;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo|2,3-d[pyrimidin-4-yl)-
yl]azetidin-1-yl}-N-isopropylpiperidine-1-carboxamide;
{1-{1-[6-[(dimethylamino)methyl]-3-fluoro-2-
(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidyp-4-yl1)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol
yl]azetidin-1-yl}piperidin-1-yl)carbonyl]-5-[(dimethylamino)methyl]benzonitrile;

334



WO 2011/112662 PCT/US2011/027665

{1-(1-{[6-[(dimethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yNcarbonyl} piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yllax¢tidin-3-yl} acetonitrile;
1-(1-{[6-] (methylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbony} piperidin-4-y1)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-¥l } acetonitrile;

H-(1-4[
yl]carbonyl} piperi

(azetidin- 1 -ylmethyl)-2-(trifluoromethyl)pyrimidin-4-
N-4-y1)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}aceton\trile;
{1-(1-{[6-[(diethylmino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperidin-4-y1)-3\[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-(1-{[6-{[ethyl(methyl)amyjino]methyl}-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-y1)-3-[4-(7H-pyrrolo[ 2,3-d pyrimidin-4-y1)-1H-pyrazol-1-

yl]azetidin-3-yl}acetonitrile;

yl]azetidin-3-yl}acetonitrile;
{1-(1-{[6-{[(3R)-3-fluoropyrrolidin-1-yl]mcthyl} -2-(trifluoroicthyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo| 2,3-d Jpyrimidin-4-y1)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-(1-{[6-[(3,3-difluoropyrrolidin-1-yl)methyl]-2-(trifluoromethyl)pyrigidin-4-
yl]carbonyl} piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1
yl]azetidin-3-yl}acetonitrile;
{1-(1-{[6-[(tert-butylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-y1)-3-[4-(7H-pyrrolo[2,3-d pyrimidin-4-y1)-1H-pyrazol-1-
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yl]azetidin-3-yl}acetonitrile;

{1-(1-{[6-(hydroxymethyl)-2-(trifluoromethyl)pyrimidin-4-yl|carbonyl} piperidin-

4-yIX3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl } acetonitrile;

1-(1-{[6-[(isopropylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbony} piperidin-4-y1)-3-[4-(7H-pyrrolo[2,3-d|pyrimidin-4-y1)-1H-pyrazol-1-
yl]azetidin-33y1}acetonitrile;

{ I-(1-{[8&[(ethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d Jpyrimidin-4-y1)-1H-pyrazol-1-
yl]azetidin-3-yl}acetongtrile;

{1-(1-{[6-{[(2-m&thoxyecthyl)(methyl)amino]methyl}-2-

(trifluoromethyl)pyrimidin-4-yl]carbdnyl } piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetin-3-yl } acetonitrile;

propyl 4-{3-(cyanomcthyl)-3-[4-(7N-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-
1-yl]azetidin-1-yl} piperidine-1-carboxylate;

cyclobutylmethyl 4-{3-(cyanomethyl)-3-M-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxy\ate;

ethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3

—_

pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidine-1-carboxylate;

benzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pXrimidin-4-yl)-1H-pyrazol-
1-ylJazetidin-1-yl}piperidine-1-carboxylate;

isobutyl 4-{3-(cyanomcthyl)-3-[4-(7H-pyrrolo[2,3-d]pyrim¥]in-4-yl)- |H-pyrazol-
1-yl]azetidin-1-yl} piperidine-1-carboxylate;

cyclopropylmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pxrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-1-yl} piperidine-1-carboxylate;

(1-methylcyclopropyl)methyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl} piperidine- 1-carboxylate;

2,4-difluorobenzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d|pyrimidin-4-W)-
1H-pyrazol-1-yl]azetidin-1-yl}piperidine- 1-carboxylate;
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3,4-difluorobenzyl 4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-

-pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxylate;

3,5-difluorobenzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-

1H-pyrszol-1-yl]azetidin-1-yl}piperidine-1-carboxylate;

1H-pyrazol-

cydopentylmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1]azetidin-1-yl} piperidine-1-carboxylate; and
cyclohexxlmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-

1H-pyrazol-1-yl]azatidin-1-yl}piperidine- 1-carboxylate;

49.

50.

51.

52.

53.

54.

or a pharmaceutjcally acceptable salt of any of the aforementioned.

A compound accordiyg to claim 1, which is {1-{1-[3-Fluoro-2-

(trifluoromethyl)isonicotinoyl |piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yllazetidin-3-yl }acetonitrile, or a pharmaceutically
acceptable salt thercof.
A salt according to claim 49, which¥s {1-{1-[3-Fluoro-2-
(trifluoromethyl)isonicotinoyl |piperidingg-yl }-3-[4-(TH-pyrrolo[ 2,3-d]pyrimidin-

4-yl)-1H-pyrazol-1-ylJazetidin-3-yl} acetoNjtrile adipic acid salt.

The salt according to claim 50, which is charactegized by a melting point of
about 178 °C.
The salt according to claim 50 or 51 having a differential S¢canning calorimetry
thcrmogram which is characterized by an endothermic peak

temperature of about 176 °C.

The salt according to claim 50 or 51, having a differential scanning calqQrimetry

thermogram substantially as shown in Figure 1.

The salt according to any one of claims 50 to 53, having a thermal gravimetric

analysis thermogram substantially as shown in Figure 2.
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The salt according to any one of claims 50 to 54 having an X-ray powder
diffraction pattern comprising a characteristic peak expressed in degrees 20 at

about 10.4.

56. The Nlt according to any one of claims 50 to 54 having an X-ray powder
diffractign pattern comprising a characteristic peak expressed in degrees 20 at

about 6.9,

57.  The salt according to any one of claims 50 to 54 having an X-ray powder
diffraction pattern cymprising a characteristic peak expressed in degrees 26 at

about 21.0.

58. The salt according to any ondof claims 50 to 54 having an X-ray powder
diffraction pattern comprising a\characteristic peak expressed in degrees 20 at

about 23.3.

59.  The salt according to any one of claims 3) to 54 having an X-ray powder
diffraction pattern comprising a characterisNg peak expressed in degrees 20 at

about 6.9, 10.4, 21.0, and 23.3.

60. The salt according to any one of claims 50 to 54 havigg an X-ray powder

diffraction pattern substantially as shown in Figure 3.

61. A composition comprising a compound or salt according to ahy one of claims 1

to 60 and a pharmaceutically acceptable carrier.

62. A method of modulating an activity of JAK1 comprising contacting JAK1 with a

compound or salt according to any one of claims 1 to 60.
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63.

64.

65.

66.

67.

68.

69.

70.

A method according to claim 62, wherein said compound, or pharmaceutically

acceptable salt thereof, is selective for JAK1 over JAK2.

method of treating an autoimmune disease, a cancer, a myeloproliferative
disprder, an inflammatory disease, a bone resorption disease, or organ transplant
rejechon in a patient in need thereof, comprising administering to said patient a
therapewically cffective amount of a compound or salt according to any onc of

claims 1 t0\Q0.

A method accordigg to claim 64, wherein said autoimmune disease is a skin
disorder, multiple sci¢rosis, rheumatoid arthritis, psoriatic arthritis, juvenile
arthritis, type I diabetes\lupus, inflammatory bowel disease, Crohn’s disease,
myasthenia gravis, immung§globulin nephropathies, myocarditis, or autoimmune

thyroid disorder.

A method according to claim 64, whgrein said autoimmune disease is rheumatoid

arthritis.

A method according to claim 64, wherein saiy autoimmune disease is a skin

disorder.

A method according to claim 67, wherein said skin diSqQrder is atopic dermatitis,
psoriasis, skin sensitization, skin irritation, skin rash, contact dermatitis or

allergic contact sensitization.
A method according to claim 64, wherein said cancer is a solid tumor.
A method according to claim 64, wherein said cancer is prostate cancer, ¥¢nal

cancer, hepatic cancer, breast cancer, lung cancer, thyroid cancer, Kaposi’s

sarcoma, Castleman’s disease or pancreatic cancer.
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73.

74.

75.

A method according to claim 64, wherein said cancer is lymphoma, leukemia, or

multiple myeloma.

method according to claim 64, wherein said myeloproliferative disorder is
polxcythemia vera (PV), essential thrombocythemia (ET), myeloid metaplasia
with myelofibrosis (MMM), primary myelofibrosis (PMF), chronic myelogenous
lcukemia\CML), chronic myclomonocytic lcukecmia (CMML),
hypereosinoghilic syndrome (HES), idiopathic myelofibrosis (IMF), or systemic
mast cell disead¢ (SMCD).

A method according ¥ claim 64, wherein said myeloproliferative disorder is

myelofibrosis.

A method according to claim &4, wherein said myeloproliferative disorder is

primary myelofibrosis (PMF).

A method according to claim 64, wherin said bone resorption disease is
osteoporosis, osteoarthritis, bone resorptidn associated with hormonal imbalance,
bone resorption associated with hormonal thrapy, bone resorption associated

with autoimmune disease, or bone resorption associated with cancer.




10

15

20

entirety). Alternatively, bone density and architecture may be evaluated in control or
compound treated rodents in models of therapy (e.g. glucocorticoid) induced osteopenia
(Yao, et al. Arthritis and Rheumatism, 2008, 58(6), 3485-3497; and id. 58(11), 1674-1686,
both of which are incorporated herein by reference in its entirety). In addition, the effects of
compounds on bone resorption and density may be evaluable in the rodent models of
arthritis discussed above (Example E). Endpoints for all these models may vary but often
include histological and radiological assessments as well as immunohisotology and
appropriate biochemical markers of bone remodeling.

Various modifications of the invention, in addition to those described herein, will be
apparent to those skilled in the art from the foregoing description. Such modifications are
also intended to fall within the scope of the appended claims. Each reference, including all
patent, patent applications, and publications, cited in the present application is incorporated
herein by reference in its entirety.

Where the terms “comprise”, “comprises”, “comprised” or “comprising” are used in
this specification, they are to be interpreted as specifying the presence of the stated features,
integers, steps or components referred to, but not to preclude the presence or addition of one
or more other feature, integer, step, component or group thereof.

Further, any prior art reference or statement provided in the specification is not to be
taken as an admission that such art constitutes, or is to be understood as constituting, part of
the common general knowledge in Australia.
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. A compound of Formula (1):

or a pharmaceutically acceptable salt thereof; wherein:

Xis N or CR?;

Y is N or CR?;

Z is H, cyano, halo, Ci.3 alkyl, or C1-3 haloalkyl;

L is C(R*), C(=0), C(=0)N(R*), C(=0)C(R*),, S(=0)., C(=0)0, C(=0)OC(R*), or
C(=0)N(R*)C(R®);

A'is Cigalkyl, Cs14 cycloalkyl, Cy.13 heterocycloalkyl, Ce.14 aryl, or Ci-14 heteroaryl; wherein
said Cigalkyl, Cs.14 cycloalkyl, Cy.13 heterocycloalkyl, Ce.14aryl, and Ci.14 heteroaryl are each
optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R® groups;

each R? is, independently, Ci.salkyl, hydroxyl, Ci.4alkoxy, fluoro, hydroxyl-Ci.salkyl, or Ci.4
alkoxy-Ci-s alkyl; or

two R? groups together form a 2- or 3-carbon bridge or a bridge of formula -CH2-O-CH,-;

R?is H, halo, hydroxyl, cyano, Ci.salkyl, C1.4 haloalkyl, or Ci.4alkoxy;

R3is H, cyano, nitro, halo, hydroxyl, Ci.¢ alkyl, C2 alkenyl, Co. alkynyl, Cs.7 cycloalkyl, Ci.6
haloalkyl, C1.¢ alkoxy, Ci.¢ haloalkoxy, amino, Ci.¢ alkylamino, di-Ci.¢ alkylamino, C.¢ alkylsulfonyl,
carbamyl, Ci.¢ alkylcarbamyl, di-Ci.¢ alkylcarbamyl, carboxy, Ci.s alkylcarbonyl, or Ci.s
alkoxycarbonyl;

each R* is, independently, H or Ci.4alkyl; or

two R* groups, together with the carbon atom to which they are attached, form a 3-, 4-, 5-, or
6-membered cycloalkyl ring;

R*is H or Cy4alkyl;

each R* is, independently, H or Cy.salkyl; or
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two R* groups, together with the carbon atom to which they are attached, form a 3-, 4-, 5-, or
6-membered cycloalkyl ring;

each R°® is, independently, halo, cyano, nitro, C1.6 alkyl, Co alkenyl, Co alkynyl, Ci1.6
haloalkyl, halosulfanyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Cis alkyl, Cs-10 heterocycloalkyl, Cz-10
heterocycloalkyl-Ci-3 alkyl, Cs.10aryl, Ce.10aryl-Ci-z alkyl, Ci.10 heteroaryl, Ci.10 heteroaryl-Ci-z alkyl,
OR?, SR? C(O)RP, C(O)NRR?, C(O)OR?, OC(O)RP, OC(O)NR°RY, NR°RY NR°C(O)R®,
NRCC(O)OR?, NR°C(O)NR°RY, C(=NR®)R?, C(=NR?)NR°RY, NR°C(=NR?)NR°RY, NR°S(O)R®,
NR°S(0)2R?, NR°S(0),NR°R¢, S(O)R®, S(O)NR°RY, S(O)2R®, or S(0).NR°RY; wherein Cy.s alkyl, Cz
alkenyl, Co¢ alkynyl, Ci.6 haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci.3 alkyl, C..10 heterocycloalkyl,
C.-10 heterocycloalkyl-Ci.3 alkyl, Ce.10aryl, Ce.10aryl-Cizalkyl, Ci.10 heteroaryl, and Ci.10 heteroaryl-Cs.
salkyl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups;

each RS is, independently, halo, cyano, nitro, Cy.s alkyl, Co6 alkenyl, Co. alkynyl, Ci.6
haloalkyl, halosulfanyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Cisalkyl, Cz.10 heterocycloalkyl, Ca.10
heterocycloalkyl-Ci.3 alkyl, Ce.10aryl, Ce.a0aryl-Cizalkyl, Ci-10 heteroaryl, Ci-10 heteroaryl-Ciz alkyl,
OR#, SR, C(O)R", C(O)NR'R%, C(O)OR?, OC(O)R"?, OC(O)NRR™, C(=NR*})NR*R%,
NRC(=NR®)NRR™, NR°IR%, NR!C(O)R®?, NRIC(O)OR#, NRX'C(O)NRR", NR!S(O)R"™,
NR®IS(0),R"?, NRS(0),NRIR%, S(O)RP, S(O)NRIR%, S(0O).R®, or S(0).NR'R"; wherein said
Cus alkyl, Ca6 alkenyl, Cy.6 alkynyl, Ci.6 haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci-3 alkyl, Ca-10
heterocycloalkyl, C2-10 heterocycloalkyl-Cis alkyl, Cs.1paryl, Ce.10aryl-Ci-zalkyl, Ci.10 heteroaryl, and
C1.10 heteroaryl-Cy.3 alkyl are each optionally substituted by 1, 2, 3, 4, or 5 independently selected R"
groups;

each R?, R, RS, and R is, independently, H, Ci1.s alkyl, C2 alkenyl, Co.6 alkynyl, C1.6
haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-C;-3 alkyl, C2-10 heterocycloalkyl, Cz.10 heterocycloalkyl-Ci.3
alkyl, Cs.10aryl, Ce.10aryl-Cizalkyl, Ci.10 heteroaryl, or Ci.10 heteroaryl-Cy.3 alkyl; wherein said Ci.6
alkyl, Ca¢ alkenyl, Ca¢ alkynyl, C1.6 haloalkyl, Cs.10 cycloalkyl, Ca.1o cycloalkyl-Ci.zalkyl, Co.10
heterocycloalkyl, C..10 heterocycloalkyl-Cy.3alkyl, Ce.a0aryl, Ce.10aryl-Cizalkyl, Ci.10 heteroaryl, and
Ci.10 heteroaryl-Cqs alkyl is optionally substituted with 1, 2, 3, 4, or 5 independently selected R®
groups;

or any R and R together with the N atom to which they are attached form a 3-, 4-, 5-, 6-, or
7-membered heterocycloalkyl group or a heteroaryl group, each optionally substituted with 1, 2, 3 or 4
substituents independently selected from halo, cyano, nitro, hydroxyl, Ci alkyl, Co¢ alkenyl, Co
alkynyl, Cs.7 cycloalkyl, C1¢ haloalkyl, Ci.6 alkoxy, Ci.¢ haloalkoxy, amino, Cis alkylamino, di-Ci.6
alkylamino, thio, Cys alkylthio, Cialkylsulfinyl, C1alkylsulfonyl, carbamyl, C1. alkylcarbamyl, di-
Cuealkylcarbamyl, carboxy, Ci.¢ alkylcarbonyl, and C.c alkoxycarbonyl;
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each R® is, independently, H, Cialkyl, CN, hydroxyl, Ci.salkoxy, Ci.s alkylsulfonyl, carboxy,
Cusalkylcarbonyl, aminosulfonyl, Ci.s alkylaminosulfonyl, di-Ci.s alkylaminosulfonyl, carbamyl, Ci.s
alkylcarbamyl, or di-Ci.s alkylcarbamyl;

each R¥, R, R°!, and R% is, independently, H, C1. alkyl, C,.¢ alkenyl, Cs.¢ alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci-3 alkyl, C2.10 heterocycloalkyl, Cz.10 heterocycloalkyl-Ci.3
alkyl, Cs.10aryl, Cs.10aryl-Cizalkyl, Ci.10 heteroaryl, or Ci.10 heteroaryl-Cy.3 alkyl; wherein said Ci.6
alkyl, Ca¢ alkenyl, Ca¢ alkynyl, C1.6 haloalkyl, Cs.10 cycloalkyl, Ca.10 cycloalkyl-Ci.zalkyl, Cs.10
heterocycloalkyl, C..10 heterocycloalkyl-Ci.3 alkyl, Ce.10aryl, Ce.10aryl-Cizalkyl, Ci.10 heteroaryl, and
C1.10 heteroaryl-Ci3 alkyl is optionally substituted with 1, 2, 3, 4, or 5 independently selected R¢
groups;

or any R°* and R% together with the N atom to which they are attached form a 3-, 4-, 5-, 6-, or
7-membered heterocycloalkyl group or a heteroaryl group, each optionally substituted with 1, 2, 3 or 4
substituents independently selected from halo, cyano, nitro, hydroxyl, Ci alkyl, Co6 alkenyl, Co
alkynyl, Cs.7 cycloalkyl, C1¢ haloalkyl, Ci.6 alkoxy, Ci.¢ haloalkoxy, amino, Ci.s alkylamino, di-Ci.6
alkylamino, thio, C1.¢ alkylthio, Ci alkylsulfinyl, C1alkylsulfonyl, carbamyl, Ci. alkylcarbamyl, di-
Cisalkylcarbamyl, carboxy, Ci.¢ alkylcarbonyl, Ci-¢ alkoxycarbonyl, and C,.¢ alkylcarbonylamino;

each R®! is, independently, H, Ci.salkyl, CN, hydroxyl, Ci.salkoxy, Ci.salkylsulfonyl, carboxy,
Cusalkylcarbonyl, aminosulfonyl, C1.s alkylaminosulfonyl, di-Ci.s alkylaminosulfonyl, carbamyl, Ci.s
alkylcarbamyl, or di-Ci.s alkylcarbamyl;

each RY, R¢, and R" is, independently, halo, cyano, nitro, hydroxyl, C1.6 alkyl, C,.¢ alkenyl,
Ca6 alkynyl, Cs.7cycloalkyl, Ci haloalkyl, Ci.s alkoxy, Ci.s haloalkoxy, amino, Ci.salkylamino,
di-Ci6 alkylamino, thio, C1.¢ alkylthio, Ci¢ alkylsulfinyl, C1 alkylsulfonyl, carbamyl, Ci.s
alkylcarbamyl, di-C,.¢ alkylcarbamyl, carboxy, Ci.s alkylcarbonyl, Ci.¢ alkoxycarbonyl, or Ci.6
alkylcarbonylamino; and

nis0,1,2,3,or4.

2. A compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:

X is N or CR%;

Y is N or CR?;

Z is H, cyano, halo, Ci.3 alkyl, or C1-3 haloalkyl;

L is C(R%),, C(=0), C(=0)N(R*), C(=0)C(R™),, or S(=0);

Ais Cyigsalkyl, Cs.a4cycloalkyl, Co13 heterocycloalkyl, Ce.14aryl, or Ci.14 heteroaryl; wherein
said Cisalkyl, Czaacycloalkyl, Cy.13 heterocycloalkyl, Ce.14 aryl, and Ci.14 heteroaryl are each
optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R® groups;

each R is, independently, Ci.salkyl; or

two R groups together form a 2- or 3-carbon bridge;
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R2is H, halo, hydroxyl, cyano, Cisalkyl, Ci.4 haloalkyl, or Ci.salkoxy;

R%is H, cyano, nitro, halo, hydroxyl, Ci.¢ alkyl, C2 alkenyl, Co alkynyl, Cs.7 cycloalkyl, Ci.6
haloalkyl, C1.¢ alkoxy, Ci.s haloalkoxy, amino, Ci.¢ alkylamino, di-Ci.¢ alkylamino, Ci.¢ alkylsulfonyl,
carbamyl, Ci.s alkylcarbamyl, di-Ci.s alkylcarbamyl, carboxy, Ci.¢ alkylcarbonyl, or Ci.s
alkoxycarbonyl;

each R* is, independently, H or Cyi.4alkyl; or

two R* groups, together with the carbon atom to which they are attached, form a 3-, 4-, 5-, or
6-membered cycloalkyl ring;

R*is H or Cy4alkyl;

each R* is, independently, H or C.4alkyl; or

two R* groups, together with the carbon atom to which they are attached, form a 3-, 4-, 5-, or
6-membered cycloalkyl ring;

each R® is, independently, halo, cyano, nitro, C1. alkyl, Cz alkenyl, Co alkynyl, C1.6
haloalkyl, halosulfanyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Cisalkyl, Cz.10 heterocycloalkyl, Cz.10
heterocycloalkyl-Ci-3 alkyl, Cs.10aryl, Ce.10aryl-Ci-z alkyl, Ci-10 heteroaryl, Ci.10 heteroaryl-Ci-z alkyl,
OR?, SR?, C(0)RP, C(O)NRR?, C(O)OR?, OC(O)RP, OC(O)NR°RY, NR°RY, NR°C(O)R®,
NR°C(0)OR?, NR°C(O)NR°RY, C(=NR®)R?, C(=NR®)NR°R?, NR°C(=NR*)NR°RY, NR*S(O)R®,
NR°S(0)2R?, NR°S(0),NR°R¢, S(O)R®, S(O)NR°RY, S(O)2R®, or S(0).NR°RY; wherein Cy.s alkyl, Cz
alkenyl, Ca¢ alkynyl, Ci.¢ haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci-3 alkyl, C.10 heterocycloalkyl,
Cz-10 heterocycloalkyl-Ci.3 alkyl, Ce.10aryl, Ce.10aryl-Ci-zalkyl, Ci-10 heteroaryl, and Ci-10 heteroaryl-
Cisalkyl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups;

each R® is, independently, halo, cyano, nitro, C16 alkyl, Co alkenyl, Ca alkynyl, C1.6
haloalkyl, halosulfanyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci3 alkyl, C-10 heterocycloalkyl, Cz-10
heterocycloalkyl-Ci.z alkyl, Ce.10aryl, Ce.a0aryl-Ci-zalkyl, Ci-10 heteroaryl, Ci.10 heteroaryl-Ciz alkyl,
OR¥, SR, C(O)R", C(O)NRR%, C(O)OR¥, OC(O)R", OC(O)NRR™, C(=NR*})NR*R%,
NRC(=NRNRIR, NREIRY, NRIC(O)R", NREIC(O)OR?, NREIC(O)NRRY, NRS(O)R,
NR®S(0),R", NRIS(0),NRR", S(O)R", S(O)NR'R%, S(0),R"?, or S(O).NR'R"; wherein said
Cu.6 alkyl, Co. alkenyl, Cz. alkynyl, C1.¢ haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci.zalkyl, Ca.10
heterocycloalkyl, C..10 heterocycloalkyl-Ci.3alkyl, Ce.a0aryl, Ce.10aryl-Ci-zalkyl, Ci.10 heteroaryl, and
C1-10 heteroaryl-Cy.3 alkyl are each optionally substituted by 1, 2, 3, 4, or 5 independently selected R"
groups;

each R?, R, R¢, and RY is, independently, H, C1. alkyl, Co¢ alkenyl, Co. alkynyl, C1.6
haloalkyl, Cs.10 cycloalkyl, Cs.1 cycloalkyl-Ciz alkyl, Cy.10 heterocycloalkyl, Ca.10 heterocycloalkyl-Ci.3
alkyl, Ce.10aryl, Cea0aryl-Cazalkyl, Ci.10 heteroaryl, or Ci.10 heteroaryl-Cis alkyl; wherein said Ci.6
alkyl, Co6 alkenyl, Cy alkynyl, C1 haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci.z alkyl, Cs.10
heterocycloalkyl, Cz.10 heterocycloalkyl-Ci.3 alkyl, Ce.10aryl, Ce-10aryl-Ci-z alkyl, Ci.10 heteroaryl, and
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Ci-10 heteroaryl-Cyz alkyl is optionally substituted with 1, 2, 3, 4, or 5 independently selected R?
groups;

or any R¢ and R together with the N atom to which they are attached form a 3-, 4-, 5-, 6-, or
7-membered heterocycloalkyl group or a heteroaryl group, each optionally substituted with 1, 2, 3 or 4
substituents independently selected from halo, cyano, nitro, hydroxyl, Ci alkyl, Co¢ alkenyl, Co
alkynyl, Cs.7cycloalkyl, Ci.6 haloalkyl, Ci¢alkoxy, Ci.¢ haloalkoxy, amino, Cy.¢ alkylamino, di-Ci.6
alkylamino, thio, Cv alkylthio, Cy.¢alkylsulfinyl, Ci.¢ alkylsulfonyl, carbamyl, Ci.c alkylcarbamyl, di-
Cuisalkylcarbamyl, carboxy, Ci.¢ alkylcarbonyl, and Ci.c alkoxycarbonyl;

each Re¢ is, independently, H, Cisalkyl, CN, hydroxyl, Ci.salkoxy, Ci.alkylsulfonyl, carboxy,
Cusalkylcarbonyl, aminosulfonyl, C1.¢ alkylaminosulfonyl, di-Ci.¢ alkylaminosulfonyl, carbamyl, Ci.¢
alkylcarbamyl, or di-C1.¢ alkylcarbamyl;

each R%, R, R, and R is, independently, H, Cy. alkyl, Cz alkenyl, Cz.s alkynyl, Ci.6
haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci.3 alkyl, Cz.10 heterocycloalkyl, C..10 heterocycloalkyl-Ci.3
alkyl, Cs.10aryl, Cs.10aryl-Cizalkyl, Ci.10 heteroaryl, or Ci.10 heteroaryl-Cy.3 alkyl; wherein said Ci.6
alkyl, Co¢ alkenyl, Co alkynyl, Ci6 haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci.z alkyl, C.10
heterocycloalkyl, C2-10 heterocycloalkyl-Cis alkyl, Cs.1paryl, Ce.10aryl-Ci-zalkyl, Ci-10 heteroaryl, and
Ci-10 heteroaryl-Cy-z alkyl is optionally substituted with 1, 2, 3, 4, or 5 independently selected R¢
groups;

or any R and R% together with the N atom to which they are attached form a 3-, 4-, 5-, 6-, or
7-membered heterocycloalkyl group or a heteroaryl group, each optionally substituted with 1, 2, 3 or 4
substituents independently selected from halo, cyano, nitro, hydroxyl, Ci alkyl, Co¢ alkenyl, Co
alkynyl, Cs.7 cycloalkyl, Ci¢ haloalkyl, Ci.s alkoxy, Ci.¢ haloalkoxy, amino, Cialkylamino, di-Ci.6
alkylamino, thio, Ci.¢ alkylthio, Ci alkylsulfinyl, C1¢alkylsulfonyl, carbamyl, Ci.¢ alkylcarbamyl, di-
Cisalkylcarbamyl, carboxy, Ci.¢ alkylcarbonyl, Ci¢ alkoxycarbonyl, and Ci.¢ alkylcarbonylamino;

each R® is, independently, H, Ci.salkyl, CN, hydroxyl, Ci.salkoxy, Ci.salkylsulfonyl, carboxy,
Cuisalkylcarbonyl, aminosulfonyl, Ci.¢ alkylaminosulfonyl, di-Ci.s alkylaminosulfonyl, carbamyl, Ci.¢
alkylcarbamyl, or di-Ci.¢ alkylcarbamyl;

each RY, R¢, and R" is, independently, halo, cyano, nitro, hydroxyl, Ci.s alkyl, C,.¢ alkenyl, Co.
¢ alkynyl, Cs.7 cycloalkyl, Ci¢ haloalkyl, Ci.6 alkoxy, Ci.¢ haloalkoxy, amino, Ci.s alkylamino, di-Ci.6
alkylamino, thio, Cy.s alkylthio, Cis alkylsulfinyl, C1alkylsulfonyl, carbamyl, Ci.s alkylcarbamyl, di-
Cuisalkylcarbamyl, carboxy, Ci.¢ alkylcarbonyl, C1¢ alkoxycarbonyl, or Cy.¢ alkylcarbonylamino; and

nis0,1,2,3,or4.

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

wherein X is N.
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10.

11.

12.

13.

14.

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

wherein X is CR?.

The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein X is C(H), C(F), or C(CN).

The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein X is CH.

The compound according to any one of claims 1 to 6, or a pharmaceutically acceptable salt
thereof, wherein Y is N.

The compound according to any one of claims 1 to 6, or a pharmaceutically acceptable salt
thereof, wherein Y is CR®,

The compound according to any one of claims 1 to 6, or a pharmaceutically acceptable salt

thereof, wherein Y is CH.

The compound according to any one of claims 1 to 9, or a pharmaceutically acceptable salt

thereof, wherein Z is cyano.

The compound according to any one of claims 1 to 10, or a pharmaceutically acceptable salt
0

%
K
thereof, wherein L is C(=O)NH, C(=0), S(=0)2, CH,, C(=0)CHy, or .

The compound according to any one of claims 1 to 10, or a pharmaceutically acceptable salt
o)

%,
thereof, wherein L is C(=0)NH, C(=0), S(=0)z, CH., %‘)X , C(=0)0, or C(=0)CHs.

The compound according to any one of claims 1 to 12, or a pharmaceutically acceptable salt

thereof, whereinnis 0, 1, or 2.

The compound according to any one of claims 1 to 12, or a pharmaceutically acceptable salt

thereof, wherein n is 0.
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15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

The compound according to any one of claims 1 to 14, or a pharmaceutically acceptable salt

thereof, wherein R is Cy.4alkyl.

The compound according to any one of claims 1 to 14, or a pharmaceutically acceptable salt

thereof, wherein R* is methyl.

The compound according to any one of claims 1 to 14, or a pharmaceutically acceptable salt
thereof, wherein two R* groups form a 2-carbon bridge.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein Ais Ces.14 aryl, which is optionally substituted with 1, 2, 3, 4, 5, or 6
independently selected R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is phenyl, which is optionally substituted with 1, 2, 3, 4, or 5

independently selected R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is monocyclic Cs.g cycloalkyl or bicyclic Cs cycloalkyl, each of which is

optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is monocyclic Cz.10 heterocycloalkyl or bicyclic Cs.10 heterocycloalkyl,
each of which is optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R®

groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is monocyclic Ci.10 heteroaryl or bicyclic Ci-10 heteroaryl, each of which is

optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt

thereof, wherein A'is Cy alkyl.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein Ais C1salkyl, phenyl, a naphthyl ring, monocyclic or bicyclic Cz.10

cycloalkyl, monocyclic or bicyclic C-10 heterocycloalkyl, or monocyclic or bicyclic Ci-10
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25.

26.

27.

28.

29.

30.

heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently selected
R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is phenyl, a naphthyl ring, monocyclic Cs.10 cycloalkyl, bicyclic Cs.10
cycloalkyl, monocyclic C..10 heterocycloalkyl, bicyclic C,.10 heterocycloalkyl, monocyclic Ci-
10 heteroaryl, or bicyclic Ci.10 heteroaryl; each of which is optionally substituted with 1, 2, 3,
4, or 5 independently selected R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is methyl, ethyl, isopropyl, phenyl, a naphthalene ring, a pyridine ring, a
pyrimidine ring, a thiophene ring, a pyrazine ring, an oxazole ring, an isoxazole ring, an
imidazole ring, a thiazole ring, a furan ring, a pyrazole ring, a quinoline ring, a
benzothiophene ring, a benzothiazole ring, a benzoimidazole ring, a benzofuran ring,
cyclopropyl, cyclopentyl, cyclohexyl, cycloheptyl, an indene ring, a tetrahydronaphthalene
ring, dihydro-1,4-benzodioxoxine ring, or a piperidine ring; each of which is optionally

substituted with 1, 2, 3, 4, or 5 independently selected R® groups, as permitted by valency.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is phenyl or a pyridine ring; each of which are optionally substituted with

1, 2, 3, or 4 independently selected R® groups.

The compound according to any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein A is pyridin-4-yl; which is optionally substituted with 1, 2, 3, or 4
independently selected R® groups.

The compound according to any one of claims 1 to 28, or a pharmaceutically acceptable salt
thereof, wherein wherein each R® is, independently, halo, cyano, Ci. alkyl, C1.s haloalkyl, Cs.
waryl, Ci.10 heteroaryl, OR?, SR?, C(O)OR?, NR°RY, NR°C(O)R®; wherein said Ci.¢ alkyl, C1-6
haloalkyl, Cs.10aryl, and Ci-10 heteroaryl are each optionally substituted with 1, 2, 3, 4, or 5

independently selected R® groups.

The compound according to any one of claims 1 to 28, or a pharmaceutically acceptable salt
thereof, wherein each R® is, independently, chloro, fluoro, bromo, cyano, methyl, ethyl,
trifluoromethyl, hydroxyl, methoxy, trifluoromethoxy, difluoromethoxy, phenoxy,

dimethylamino, t-butylcarbonylamino, methoxycarbonyl, methylthio, phenyl, a pyridine ring,

297



HongGuan
Line


a thiazole ring, a quinoline ring, an isoquinoline ring, an imidazo[1,2-a]pyrimidine ring, a
benzoxazole ring, or an oxadiazole ring; wherein said phenyl, pyridine ring, thiazole ring,
quinoline ring, isoquinoline ring, imidazo[1,2-a]pyrimidine ring, benzoxazole ring, and
oxadiazole ring are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R®

groups.

31. The compound according to any one of claims 1 to 28, or a pharmaceutically acceptable salt
thereof, wherein:
each R® is, independently, halo, cyano, Cy alkyl, C1.6 haloalkyl, Ce.10aryl, Ci-10 heteroaryl,
OR?, SR?, C(0)OR?, NR°RY, or NR°C(O)RP; wherein said Ci-s alkyl, C1.¢ haloalkyl, Cs.10aryl, and Ci-
10 heteroaryl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups;
each R? R®, RS, and R%is, independently, H, C1. alkyl, Cy.¢ haloalkyl, or Ce.10 aryl; wherein
said Ci6 alkyl and Cg.0aryl is optionally substituted with 1, 2, 3, 4, or 5 independently selected RY
groups;
each RS is, independently, halo, cyano, Ci.s alkyl, C16 haloalkyl, OR*, NR*'R%, or OC(O)R";
and
each R, R, R°!, and R% is, independently, H or Ci.s alkyl; wherein said Cy.s alkyl is
optionally substituted with a substituent independently selected from Ci.s alkoxy and hydroxyl;
or any R° and R% together with the N atom to which they are attached form a 4-, 5-, 6-, or 7-
membered heterocycloalkyl group, optionally substituted with 1, 2, 3 or 4 substituents independently

selected from halo.

32. The compound according to any one of claims 1 to 28, or a pharmaceutically acceptable salt

thereof, wherein each R® is, independently, halo or Cy.¢ haloalkyl.

33. The compound according to any one of claims 1 to 28, or a pharmaceutically acceptable salt
thereof, wherein each R® is, independently, fluoro or trifluoromethyl.

34. The compound according to any one of claims 1 to 9 and 18 to 33, having Formula (I1):
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N
o
Y—-N
[ =
g%
NS
N
NTOH
I
or a pharmaceutically acceptable salt thereof.
35. The compound according to any one of claims 1 to 9 and 18 to 33, having Formula (111):

A
HN\(

¢

O
N

N
o
Y—-N
[ Y
g%
NS
N
N H
Il
or a pharmaceutically acceptable salt thereof.
36. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%
Y is N or CRS;

each R is, independently, C1.4 alkyl; or
two R* groups form a 2-carbon bridge.
R?is H, halo, or cyano;

R3is H;

Z is cyano;
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L is C(=O)NH, C(=0), S(=0)z, CHz, C(=O)CH., or ;

A'is Cigalkyl, phenyl, a naphthyl ring, monocyclic Cs.0 cycloalkyl, bicyclic Cs.10 cycloalkyl,
monocyclic Cs.10 heterocycloalkyl, bicyclic Cs.10 heterocycloalkyl, monocyclic Ci.10 heteroaryl, or
bicyclic Ci.10 heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently
selected R® groups;

each R® is, independently, halo, cyano, Ci.s alkyl, Co.6 alkenyl, C,.6 alkynyl, Ci.¢ haloalkyl, Cs.
10 cycloalkyl, Cs.10 cycloalkyl-Cisalkyl, Cx-10 heterocycloalkyl, Ca-10 heterocycloalkyl-Cis alkyl, Ce.10
aryl, Cg.0aryl-Cy-zalkyl, Ci-10 heteroaryl, Cy1.10 heteroaryl-Cy.; alkyl, OR?, SR?, C(O)R®, C(O)NR°RY,
C(O)OR?, OC(O)R®, OC(O)NR°RY, NR°RY NR°C(O)RP, NR°C(O)OR?, NR°C(O)NR°RY, NR°S(O)R®,
NR°S(0)2R?, NR°S(0),NR°R¢, S(O)RP, S(O)NR°R?, S(O)2R®, or S(0).NR°RY; wherein Ci.¢ alkyl, Cz-6
alkenyl, Co¢ alkynyl, Ci.6 haloalkyl, Cs.10 cycloalkyl, Cs.10 cycloalkyl-Ci.3 alkyl, C,.10 heterocycloalkyl,
Cz-10 heterocycloalkyl-Ci.3 alkyl, Ce.10aryl, Ce.10aryl-Cizalkyl, Ci-10 heteroaryl, and Ci-10 heteroaryl-C;-
salkyl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups; and

niso0, 1, or 2.

37. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%
Y is N or CRS;
each R! is, independently, C1.4 alkyl; or
two R? groups form a 2-carbon bridge.
R2is H, halo, or cyano;
R3is H;
Z is cyano;
o}

"
L is C(=O)NH, C(=0), S(=0)z, CHz, C(=O)CH., or ;

Ais Cyis alkyl, phenyl, a naphthyl ring, monocyclic Cs.1o cycloalkyl, bicyclic Cs.1o cycloalkyl,
monocyclic C..10 heterocycloalkyl, bicyclic Cz.10 heterocycloalkyl, monocyclic Ci.10 heteroaryl, or
bicyclic Ci.10 heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently
selected R® groups;

each R® is, independently, halo, cyano, Ci.s alkyl, C1.6 haloalkyl, Cs.10 cycloalkyl, Cs-10
heterocycloalkyl, Cs-10aryl, Ce.10aryl-Ci-s alkyl, Ci.10 heteroaryl, OR?, SR?, C(O)R®, C(O)NR°RY,
C(0)OR?, OC(O)R®, OC(O)NR°RY, NR°RY NR°C(O)R’, NR°C(O)OR?, NR°C(O)NR°RY, NR°S(0).R",
NR°S(0).NR°RY, S(0)2R?, or S(O).NR°R?; wherein Cy. alkyl, C1.¢ haloalkyl, Cs.10 cycloalkyl, Ca-10
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heterocycloalkyl, Cs.10aryl, Ce.10aryl-Ci-zalkyl, and Ci.10 heteroaryl are each optionally substituted
with 1, 2, 3, 4, or 5 independently selected R® groups; and
niso, 1, or 2.

38. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
Xis N or CR?;
Y is N or CR?;
each R is, independently, C1.4 alkyl; or
two R! groups form a 2-carbon bridge.
R?is H, halo, or cyano;
R3is H;
Z is cyano;
o}

0%
L is C(=O)NH, C(=0), S(=0)z2, CHz, C(=O)CH., or ;

Ais phenyl, a naphthyl ring, monocyclic Cs.10 cycloalkyl, bicyclic Cs.10 cycloalkyl, monocyclic
Caz-10 heterocycloalkyl, bicyclic C.10 heterocycloalkyl, monocyclic Ci-10 heteroaryl, or bicyclic Ci-10
heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently selected R®
groups;

each R°® is, independently, halo, cyano, Ci.s alkyl, C1.6 haloalkyl, Cs.10 cycloalkyl, Cz.10
heterocycloalkyl, Ce.10aryl, Ce10aryl-Ciz alkyl, C1.10 heteroaryl, OR?, SR?, C(O)R®, C(O)NR°RY,
C(O)OR?, OC(0O)RP, OC(O)NR°R?, NR°RY, NR°C(O)RP, NR°C(0O)OR?, NR°C(O)NR°RY, NR°S(O).R®,
NRCS(0).NR°RY, S(0)2R?, or S(O):NR°RY; wherein Cy. alkyl, C1.6 haloalkyl, Cs.10 cycloalkyl, Cs-10
heterocycloalkyl, Cs.10aryl, Ce-10aryl-Ci-zalkyl, and Ci.10 heteroaryl are each optionally substituted
with 1, 2, 3, 4, or 5 independently selected R® groups; and

niso, 1, or 2.

39. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%;
Y is N or CRS;
each R is, independently, C1.4 alkyl; or
two R* groups form a 2-carbon bridge.
R?is H, halo, or cyano;
R3is H;
Z is cyano;
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L is C(=O)NH, C(=0), S(=0)z, CHz, C(=O)CH., or ;

A'is Cigalkyl, phenyl, a naphthyl ring, monocyclic Cs.0 cycloalkyl, bicyclic Cs.10 cycloalkyl,
monocyclic Cs.10 heterocycloalkyl, bicyclic C,.10 heterocycloalkyl, monocyclic Ci.10 heteroaryl, or
bicyclic Ci.10 heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently
selected R® groups;

each R® is, independently, halo, cyano, Cy alkyl, C1.6 haloalkyl, Ce.10aryl, Ci-10 heteroaryl,
OR?, SR?, C(0)OR?, NR°RY, NR°C(O)RP; wherein said C1.s alkyl, C1.6 haloalkyl, Ce.10aryl, and Ci-10
heteroaryl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups;

and
niso, 1, or 2.
40. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%
Y is N or CRS;

each R! is, independently, C1.4 alkyl; or
two R? groups form a 2-carbon bridge.
R2is H, halo, or cyano;
R3is H;
Z is cyano;
o}

0.4
L is C(=O)NH, C(=0), S(=0)., CHz, C(=O)CH_, or ;

A is phenyl, a naphthyl ring, monocyclic Cs.1o cycloalkyl, bicyclic Cs.10 cycloalkyl, monocyclic
C.-10 heterocycloalkyl, bicyclic C,.10 heterocycloalkyl, monocyclic Ci.10 heteroaryl, or bicyclic Ci-10
heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently selected R®
groups;

each R® is, independently, halo, cyano, Ci.s alkyl, C1.6 haloalkyl, Cs.10aryl, Ci.10 heteroaryl,
OR?, SR?, C(0)OR?, NR°RY, NR°C(O)RP; wherein said Cy.s alkyl, C1.6 haloalkyl, Ce.10aryl, and Ci.10

heteroaryl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups;

and
nis0,1, or2.
41, The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
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X'is N or CR?
Y is N or CR3;
each R! is, independently, methyl; or
two R? groups form a 2-carbon bridge.
R2is H, halo, or cyano;
R3is H;
Z is cyano;
o}

0.4
L is C(=O)NH, C(=0), S(=0)z2, CHz, C(=O)CHz, or ;

A is methyl, ethyl, isopropyl, phenyl, a naphthalene ring, a pyridine ring, a pyrimidine ring, a
thiophene ring, a pyrazine ring, an oxazole ring, an isoxazole ring, an imidazole ring, a thiazole ring, a
furan ring, a pyrazole ring, a quinoline ring, a benzothiophene ring, a benzothiazole ring, a
benzoimidazole ring, a benzofuran ring, cyclopropyl, cyclopentyl, cyclohexyl, cycloheptyl, an indene
ring, a tetrahydronaphthalene ring, dihydro-1,4-benzodioxoxine ring, or a piperidine ring; each of
which are optionally substituted with 1, 2, 3, 4, 5, or 6 independently selected R® groups, as permitted
by valency;

each R°® is, independently, chloro, fluoro, bromo, cyano, methyl, ethyl, trifluoromethyl,
hydroxyl, methoxy, trifluoromethoxy, difluoromethoxy, phenoxy, dimethylamino, t-
butylcarbonylamino, methoxycarbonyl, methylthio, phenyl, a pyridine ring, a thiazole ring, a quinoline
ring, an isoquinoline ring, an imidazo[1,2-a]pyrimidine ring, a benzoxazole ring, or an oxadiazole
ring; wherein said phenyl, pyridine ring, thiazole ring, quinoline ring, isoquinoline ring, imidazo[1,2-
a]pyrimidine ring, benzoxazole ring, and oxadiazole ring are each optionally substituted with 1, 2, 3,
4, or 5 independently selected R® groups; and

niso, 1, or 2.

42, The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%;
Y is N or CR?;
each R is, independently, methyl; or
two R* groups form a 2-carbon bridge.
R?is H, halo, or cyano;
R3is H;

Z is cyano;
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L is C(=O)NH, C(=0), S(=0)z, CHz, C(=O)CH., or ;

Ais phenyl, a naphthalene ring, a pyridine ring, a pyrimidine ring, a thiophene ring, a pyrazine
ring, an oxazole ring, an isoxazole ring, an imidazole ring, a thiazole ring, a furan ring, a pyrazole ring,
a quinoline ring, a benzothiophene ring, a benzothiazole ring, a benzoimidazole ring, a benzofuran
ring, cyclopropyl, cyclopentyl, cyclohexyl, cycloheptyl, an indene ring, a tetrahydronaphthalene ring,
dihydro-1,4-benzodioxoxine ring, or a piperidine ring; each of which are optionally substituted with 1,
2,3, 4,5, or 6 independently selected R® groups;

each R® is, independently, chloro, fluoro, bromo, cyano, methyl, ethyl, trifluoromethyl,
hydroxyl, methoxy, trifluoromethoxy, difluoromethoxy, phenoxy, dimethylamino, t-
butylcarbonylamino, methoxycarbonyl, methylthio, phenyl, a pyridine ring, a thiazole ring, a quinoline
ring, an isoquinoline ring, an imidazo[1,2-a]pyrimidine ring, a benzoxazole ring, or an oxadiazole
ring; wherein said phenyl, pyridine ring, thiazole ring, quinoline ring, isoquinoline ring, imidazo[1,2-
a]pyrimidine ring, benzoxazole ring, and oxadiazole ring are each optionally substituted with 1, 2, 3,

4, or 5 independently selected R® groups; and

niso, 1, or 2.

43, The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%;
Y is N or CRS;
each R is, independently, C1.4 alkyl; or
two R! groups form a 2-carbon bridge.
R2is H, halo, or cyano;
R3is H;
Z is cyano;
L is S(=0);;
A'is Cigalkyl; and
nis0, 1, or 2.

44, The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
Xis N or CH;
YisN;
Z is cyano;
L is C(=0) or C(=O)NH,;
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Ais phenyl or a pyridine ring, each of which is optionally substituted with 1, 2, 3, or 4
independently selected R® groups;
each R® is, independently, halo or C1.¢ haloalkyl; and

niso.

45.  The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
Xis N or CH;
YisN;
Z is cyano;
L is C(=0) or C(=O)NH,;
A is phenyl or pyridin-4-yl, each of which is optionally substituted with 1 or 2 independently
selected R® groups;
each R® is, independently, fluoro or trifluoromethyl; and

niso.

46. The compound according to claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein:
X is N or CR%
Y is N or CRS;
each R! is, independently, Ci.salkyl, hydroxyl, Ci.4alkoxy, or fluoro;
two R? groups together form a 2- or 3-carbon bridge or a bridge of formula -CH2-O-CH,-;
R2is H, halo, or cyano;
R3is H;
Z is cyano;
0

%

L is C(=O)NH, C(=0), S(=0)2, CHz, C(=0)CHa, HL)JX C(=0)0, or C(=0)OCHpg;

Ais Cygsalkyl, phenyl, a naphthyl ring, monocyclic Cs.10 cycloalkyl, bicyclic Cs.1o cycloalkyl,
monocyclic C..10 heterocycloalkyl, bicyclic Cz.10 heterocycloalkyl, monocyclic Ci.10 heteroaryl, or
bicyclic Ci.10 heteroaryl; each of which is optionally substituted with 1, 2, 3, 4, or 5 independently
selected R® groups;

nis0,1,or2;
each R® is, independently, halo, cyano, Ci alkyl, Cy1.6 haloalkyl, Ce.10aryl, Ci-10 heteroaryl,
OR?, SR?, C(0)OR?, NR°RY, or NR°C(O)RP; wherein said C1. alkyl, C1.¢ haloalkyl, Cg.10aryl, and Ci-

10 heteroaryl are each optionally substituted with 1, 2, 3, 4, or 5 independently selected R® groups;
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each R?, R®, R¢, and R? is, independently, H, Ci1.s alkyl, C1.¢ haloalkyl, or Ce.10 aryl; wherein
said Ci¢ alkyl and Cg.10aryl is optionally substituted with 1, 2, 3, 4, or 5 independently selected R?
groups;
each RS is, independently, halo, cyano, Ci.s alkyl, C1.6 haloalkyl, OR*, NR*'R%, or OC(O)R";
and
each R¥, R, R°!, and R% is, independently, H or Ci.s alkyl; wherein said Cy.s alkyl is
optionally substituted with a substituent independently selected from Ci.4 alkoxy and hydroxyl;
or any R°* and R% together with the N atom to which they are attached form a 4-, 5-, 6-, or 7-
membered heterocycloalkyl group, optionally substituted with 1, 2, 3 or 4 substituents independently
selected from halo.

47, The compound according to claim 1, wherein the compound is selected from:
{1-{1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-quinolin-6-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,5-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(3,4,5-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-3-(trifluoromethyl)benzoyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclohexylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(1-benzoylpiperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
2-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]benzonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]benzonitrile;
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{1-{1-[(6-chloropyridin-2-yl)carbonyl]piperidin-4-yl1}-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(pyrazin-2-Icarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-1}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(3-thienylcarbonyl)piperidin-
4-yl]azetidin-3-yl}acetonitrile;
{1-[1-(1,3-0xazol-2-ylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(1-{[2-methyl-5-(trifluoromethyl)-1,3-o0xazol-4-yl]carbonyl}piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-5-fluorobenzonitrile;
{1-[1-(3-chlorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-bromobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
(3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-{1-[3-
(trifluoromethoxy)benzoyl]piperidin-4-yl }azetidin-3-yl)acetonitrile;
(3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-{1-[3-
(trifluoromethyl)benzoyl]piperidin-4-yl}azetidin-3-yl)acetonitrile;
{1-{1-[3-fluoro-5-(trifluoromethyl)benzoyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3,5-dichlorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(4-fluoro-3-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-fluoro-5-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-chloro-5-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-bromo-5-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(2,5-dichloro-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

307



HongGuan
Line


{1-[1-(3-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,4,5-trifluoro-3-
methoxybenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,5-dimethoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-chloro-4-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,4-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-5-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-chloro-6-methoxyisonicotinoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(5-fluoro-2-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-fluoro-6-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(4-fluoro-2-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,3-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,4-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,5-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,6-difluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-6-(trifluoromethyl)benzoyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,4-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,6-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,4,5-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
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{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,4,6-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,5-dibromo-4-methoxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-6-(dimethylamino)-2-fluorobenzonitrile;
{1-{1-[3-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-(1-{[4-chloro-6-(trifluoromethyl)pyridin-2-yl]carbonyl}piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,4,5-
tetrafluorobenzoyl)piperidin-4-yl]azetidin-3-yl }acetonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2-methoxybenzonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(2,3,5,6-
tetrafluorobenzoyl)piperidin-4-yl]azetidin-3-yl }acetonitrile;
(3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-{1-[2-
(trifluoromethyl)isonicotinoyl]piperidin-4-yl}azetidin-3-yl)acetonitrile;
{1-[1-(4-fluoro-3-hydroxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2-(dimethylamino)benzonitrile;
{1-{1-[4-(dimethylamino)-2,3,5,6-tetrafluorobenzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3,5-difluoroisonicotinoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-fluoro-4-(methylthio)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(4-chloro-3-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-methylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,5-dimethyl-3-furoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2-fluorobenzonitrile;
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{1-[1-(2-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(4-fluorobenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-thienylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-methoxy-5-(trifluoromethyl)-2-thienylcarbonyl]piperidin-4-yl}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-hydroxy-5-(trifluoromethyl)-2-thienylcarbonyl]piperidin-4-yl }-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(4-methoxy-3-thienyl)carbonyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(5-methyl-3-thienyl)carbonyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(5-chloro-4-methoxy-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(2-bromo-3-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(3-chloro-2-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(5-chloro-2-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(3-methyl-2-thienyl)carbonyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(4-methyl-2-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(5-methyl-2-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(3-methoxy-2-thienyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-3,5-difluorobenzonitrile;
{1-[1-(3-chloro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
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[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[2-
(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-(trifluoromethyl)pyrazin-
2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(1-naphthoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(quinolin-3-
ylcarbonyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(quinolin-6-
ylcarbonyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{1-[1-(1-benzothien-2-ylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(3-chloro-6-fluoro-1-benzothien-2-yl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(3-chloro-4-fluoro-1-benzothien-2-yl)carbonyl]piperidin-4-yl1}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[4-(trifluoromethyl)-1-
benzothien-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-(trifluoromethyl)-1-
benzothien-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[7-(trifluoromethyl)-1-
benzothien-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(1-benzothien-3-ylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[1-(1,2,3,4-
tetrahydronaphthalen-2-ylcarbonyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[4-
(trifluoromethyl)cyclohexyl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(2,3-dihydro-1H-inden-2-ylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(4,4-difluorocyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclopentylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cycloheptylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
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{1-{1-[(3-methoxycyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(4-phenylcyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(1-{[4-(4-chlorophenyl)cyclohexyl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
6-{4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yl}piperidin-1-yl)carbonyl]piperidin-1-yl}nicotinonitrile;
{1-(1-{[1-(5-chloro-3-fluoropyridin-2-yl)piperidin-4-yl]carbonyl}piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
2-{4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yl}piperidin-1-yl)carbonyl]piperidin-1-yl}-6-methylnicotinonitrile;
{1-[1-(phenylacetyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-{1-[(1-phenylcyclopropyl)carbonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(1-{[1-(4-chlorophenyl)cyclopropyl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(2,6-dichlorophenyl)acetyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(mesitylacetyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(biphenyl-4-ylcarbonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-isoquinolin-6-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(2,6-difluoro-4-pyridin-3-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[ 2,3-d] pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluoro-4-pyridin-4-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2'-fluorobiphenyl-4-carbonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2',3-difluorobiphenyl-4-carbonitrile;
{1-[1-(2-fluoro-4-pyridin-3-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
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{1-{1-[4-fluoro-3-(1,3-thiazol-2-yl)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[3-fluoro-4-(1,3-thiazol-2-yl)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluoro-4-pyridin-3-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2'-fluorobiphenyl-2-carbonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2'-fluorobiphenyl-3-carbonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]biphenyl-4-carbonitrile;
(3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-{1-[(2,3',4"-trifluorobiphenyl-4-
yl)carbonyl]piperidin-4-yl}azetidin-3-yl)acetonitrile;
4'-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-2',5-difluorobiphenyl-3-carbonitrile;
{1-[1-(3-fluoro-4-quinolin-5-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-isoquinolin-5-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluoro-4-isoquinolin-8-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluoro-4-quinolin-8-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-isoquinolin-7-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-quinolin-7-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-imidazo[1,2-a]pyridin-6-ylbenzoyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[4-(1,3-benzoxazol-2-yl)benzoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[4-(1,3-benzoxazol-2-yl)-3-fluorobenzoyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
3-[(3-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}-8-azabicyclo[3.2.1]oct-8-yl)carbonyl]-5-fluorobenzonitrile;
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{1-[8-(3,4-difluorobenzoyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-pyrrolo[ 2,3-d] pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-[(3-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}-8-azabicyclo[3.2.1]oct-8-yl)carbonyl]-2-fluorobenzonitrile;
{1-[8-(4-chloro-3-fluorobenzoyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{8-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]-8-azabicyclo[3.2.1]oct-3-yl}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
[3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(8-{[6-(trifluoromethyl)pyridin-
3-yl]carbonyl}-8-azabicyclo[3.2.1]oct-3-yl)azetidin-3-yl]acetonitrile;
(3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-{8-[2-
(trifluoromethyl)isonicotinoyl]-8-azabicyclo[3.2.1]oct-3-yl }azetidin-3-yl)acetonitrile;
{1-[8-(cyclopentylcarbonyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-[8-(tetrahydro-2H-pyran-4-
ylcarbonyl)-8-azabicyclo[3.2.1]oct-3-yl]azetidin-3-yl }acetonitrile;
{1-[8-(cyclohexylcarbonyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{8-[(4,4-difluorocyclohexyl)carbonyl]-8-azabicyclo[3.2.1]oct-3-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluorobenzoyl)-2-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluorobenzoyl)-2-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(4,4-difluorocyclohexyl)carbonyl]-2-methylpiperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(3-fluorobenzoyl)-4-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclohexylcarbonyl)-4-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-[4-fluoro-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[3-(trifluoromethyl)pyridin-4-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2,6-difluorophenyl)piperidine-1-carboxamide;
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4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[2-(trifluoromethoxy)phenyl]piperidine-1-carboxamide;
N-(4-bromo-3-thienyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2,6-dichlorophenyl)piperidine-1-carboxamide;
N-(2-chloro-6-methylphenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
N-(2-chloro-4-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
N-(2-chlorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[2-(difluoromethoxy)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[4-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[3-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[4-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
N-(5-chloro-2-methylphenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2-fluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-[2-fluoro-3-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2,4-difluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2,3,4-trifluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2,3,5-trifluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2,5-difluorophenyl)piperidine-1-carboxamide;
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4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(3,5-difluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(3,4-difluorophenyl)piperidine-1-carboxamide;
N-(3-chloro-2-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
N-(4-chloro-2-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-3-thienylpiperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2-methoxyphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(3-methoxyphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[4-(trifluoromethoxy)phenyl]piperidine-1-carboxamide;
N-(3-chlorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-1-yl}piperidine-1-carboxamide;
N-(4-chlorophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2-methylphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2,5-dimethoxyphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(4-fluoro-2-methylphenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-[6-(trifluoromethyl)pyridin-2-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2,6-dimethylpyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-1,3-thiazol-2-ylpiperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(4-methyl-1,3-thiazol-2-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(4,5-dimethyl-1,3-thiazol-2-yl)piperidine-1-carboxamide;

316



HongGuan
Line


N-1,3-benzothiazol-2-yl-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(1-methyl-1H-benzimidazol-2-yl)piperidine-1-carboxamide;
N-[4-(4-chlorophenyl)-1,3-thiazol-2-yl]-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl }piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(1-ethyl-1H-pyrazol-5-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(1,3-dimethyl-1H-pyrazol-5-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(2-methylpyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-(6-fluoro-2-methylpyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2-fluoro-6-methylpyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-[3-(trifluoromethyl)pyridin-2-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(3-fluoropyridin-2-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(3,5-difluoropyridin-2-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-y1}-
N-(2-methoxypyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-[2-methyl-6-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
methyl 2-{[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyllamino}benzoate;
methyl 2-{[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyllamino}-5-fluorobenzoate;
methyl 4-{[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidin-1-yl)carbonyllamino}-3-fluorobenzoate;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)methyl]-6-(dimethylamino)-2-fluorobenzonitrile;
{1-[1-(3,5-dichlorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
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{1-{1-[2-chloro-5-(trifluoromethyl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[2-fluoro-3-(trifluoromethyl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[2-fluoro-6-(trifluoromethyl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(2-chloroquinolin-3-yl)methyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,5-difluorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-4-(trifluoromethyl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,4-difluorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-fluoro-6-methoxybenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,3-dichlorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)methyl]-2-fluorobenzonitrile;
{1-{1-[4-(1,2,3-0xadiazol-4-yl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
2-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)methyl]benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)methyl]benzonitrile;
6-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)methyl]-2-methoxynicotinonitrile;
{1-{1-[(2,6-dibromopyridin-4-yl)methyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(2-bromopyridin-4-yl)methyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-chloro-6-fluorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-chloro-2,6-difluorobenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
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4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)methyl]-2-fluorobenzonitrile;
{1-{1-[(5-methyl-3-phenylisoxazol-4-yl)methyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-(1-{[3-fluoro-2-(trifluoromethyl)pyridin-4-ylJmethyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(1-benzofuran-2-ylmethyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-phenoxybenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,3-dihydro-1,4-benzodioxin-6-ylmethyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
N-{4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yl}piperidin-1-yl)methyl]pyridin-2-yl}-2,2-dimethylpropanamide;
{1-{1-[3-chloro-2-fluoro-6-(trifluoromethyl)benzyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(3,5-dichloropyridin-4-yl)methyl]piperidin-4-y1}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(2-chloro-6-methoxyquinolin-3-yl)methyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-[1-(2-chloro-3,4-dimethoxybenzyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
3-[(3-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}-8-azabicyclo[3.2.1]oct-8-yl)methyl]-6-(dimethylamino)-2-fluorobenzonitrile;
{1-[8-(2-chloro-3,6-difluorobenzyl)-8-azabicyclo[3.2.1]oct-3-yl]-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}-2-methylpiperidin-1-yl)methyl]-6-(dimethylamino)-2-fluorobenzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}-2-methylpiperidin-1-yl)methyl]-6-(dimethylamino)-2-fluorobenzonitrile;
{1-[1-(2-chloro-6-fluorobenzyl)-2-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-chloro-6-fluorobenzyl)-2-methylpiperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(1-methyl-1H-pyrazol-5-yl)sulfonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
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2-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)sulfonyl]benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)sulfonyl]benzonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)sulfonyl]benzonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)sulfonyl]-2-(dimethylamino)benzonitrile;
{1-{1-[(1-methyl-1H-pyrazol-3-yl)sulfonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclohexylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclopentylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(methylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(ethylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
{1-[1-(cyclopropylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d] pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(isopropylsulfonyl)piperidin-4-yl]-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[(1-methyl-1H-imidazol-4-yl)sulfonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(1,2-dimethyl-1H-imidazol-4-yl)sulfonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(3,5-dimethylisoxazol-4-yl)sulfonyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl }acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]benzonitrile;
3-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-5-fluorobenzonitrile;
4-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-3-fluorobenzonitrile;
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4-[(4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrrol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-3,5-difluorobenzonitrile;
{1-{1-[5-fluoro-2-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;
(3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-{1-[3-
(trifluoromethyl)benzoyl]piperidin-4-yl}azetidin-3-yl)acetonitrile;
{1-{1-[2-fluoro-5-(trifluoromethoxy)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl }acetonitrile;
{3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-[1-(2,3,6-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-[1-(2-thienylcarbonyl)piperidin-4-
yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-5-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-fluoro-5-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[4-fluoro-3-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrrol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,3-difluorobenzoyl)piperidin-4-yl]-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-
1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,4-difluorobenzoyl)piperidin-4-yl]-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-
1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,5-difluorobenzoyl)piperidin-4-yl]-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-
1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2,6-difluorobenzoyl)piperidin-4-yl]-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-
1-yl]azetidin-3-yl}acetonitrile;
{3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-[1-(2,3,4-
trifluorobenzoyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;
{1-{1-[2-fluoro-3-(trifluoromethoxy)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[4-hydroxy-3-(trifluoromethyl)benzoyl]piperidin-4-yl}-3-[3-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-3-yl }acetonitrile;
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4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-y1}-N-
[4-fluoro-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-y1}-N-
(2-methoxypyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-y1}-N-
[2-methyl-6-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-yl}-N-
(2,4-difluorophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-yl}-N-
(2-cyanophenyl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-yl}-N-
(2-methoxyphenyl)piperidine-1-carboxamide;
N-(2-chloro-4-fluorophenyl)-4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrrol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-y1}-N-
[3-(trifluoromethyl)pyridin-2-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-y1}-N-
[4-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]azetidin-1-y1}-N-
(3-fluoropyridin-2-yl)piperidine-1-carboxamide;
N-(4-chloro-2-cyanophenyl)-4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
{1-{1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl1}-3-[4-(1H-pyrrolo[2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-3-fluorobenzonitrile;
{1-[1-(3-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[5-chloro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-y1}-3-[4-(1H-pyrrolo[2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
[3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[2-(trifluoromethyl)pyrimidin-
4-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-(trifluoromethyl)pyrazin-2-
yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;

322



HongGuan
Line


[3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[5-(trifluoromethyl)pyrazin-2-
yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-{1-[(4,4-difluorocyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl }-N-
[4-fluoro-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-N-
(2,4-difluorophenyl)piperidine-1-carboxamide;
N-(2-chloro-4-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-N-
(2-methoxypyridin-3-yl)piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-N-
[3-(trifluoromethyl)pyridin-4-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-N-
[4-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-N-
(2-fluorophenyl)piperidine-1-carboxamide;
N-(2-chlorophenyl)-4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-N-
[4-cyano-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
N-(4-cyano-2-fluorophenyl)-4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
N-(2-chloro-4-cyanophenyl)-4-{3-(cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-
pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxamide;
(3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-{1-[3-fluoro-2-
(trifluoromethyl)isonicotinoyl]piperidin-4-yl}azetidin-3-yl)acetonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]isophthalonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]-5-fluorobenzonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]-3-fluorobenzonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]-2-fluorobenzonitrile;
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{1-{1-[(5-fluoropyridin-2-yl)carbonyl]piperidin-4-y1}-3-[4-(5-fluoro-1H-pyrrolo[2,3-
b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoroisonicotinoyl)piperidin-4-yl]-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-
1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3,5-difluoroisonicotinoyl)piperidin-4-yl]-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(3-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-[1-(2-fluoro-4-hydroxybenzoyl)piperidin-4-yl]-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-
yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
2-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]terephthalonitrile;
4-[(4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]-2-fluorobenzonitrile;
{1-{1-[5-chloro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl1}-3-[4-(5-fluoro-1H-
pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[(4,4-difluorocyclohexyl)carbonyl]piperidin-4-yl}-3-[4-(5-fluoro-1H-pyrrolo[2,3-
b]pyridine-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-y1}-N-[4-fluoro-2-(trifluoromethyl)phenyl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-y13}-N-[3-(trifluoromethyl)pyridin-2-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yI}-N-[4-(trifluoromethyl)pyridin-3-yl]piperidine-1-carboxamide;
4-{3-(cyanomethyl)-3-[4-(5-fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yI}-N-[3-(trifluoromethyl)pyridin-4-yl]piperidine-1-carboxamide;
4-[1-(3-(cyanomethyl)-1-{1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-
yl}azetidin-3-yl)-1H-pyrazol-4-yl]-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-{1-[1-[1-(3-cyano-5-fluorobenzoyl)piperidin-4-yl]-3-(cyanomethyl)azetidin-3-yl]-1H-
pyrazol-4-yI}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-{1-[1-[1-(4-cyano-3-fluorobenzoyl)piperidin-4-yl]-3-(cyanomethyl)azetidin-3-yl]-1H-
pyrazol-4-yI}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-(1-{3-(cyanomethyl)-1-[1-(2,5-dibromobenzoyl)piperidin-4-yl]azetidin-3-yl}-1H-pyrazol-4-
yl)-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-(1-{3-(cyanomethyl)-1-[1-(3,5-dibromobenzoyl)piperidin-4-yl]azetidin-3-yl}-1H-pyrazol-4-
yl)-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
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2-[(4-{3-(cyanomethyl)-3-[4-(5-cyano-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]terephthalonitrile;
5-[(4-{3-(cyanomethyl)-3-[4-(5-cyano-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidin-1-yl)carbonyl]isophthalonitrile;
4-{1-[1-[1-(4-cyano-2-fluorobenzoyl)piperidin-4-yl]-3-(cyanomethyl)azetidin-3-yl]-1H-
pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-{1-[1-[1-(4-cyano-2,6-difluorobenzoyl)piperidin-4-yl]-3-(cyanomethyl)azetidin-3-yl]-1H-
pyrazol-4-yI}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
4-{1-[1-{1-[5-chloro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-
(cyanomethyl)azetidin-3-yl]-1H-pyrazol-4-yl}-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;
{1-{1-[5-Chloro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{1-[5-Fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
[3-[4-(7H-Pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[4-(trifluoromethyl)-1,3-
thiazol-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[3-(7H-Pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-(1-{[2-
(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[3-(7H-Pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yl]-1-(1-{[4-(trifluoromethyl)-1,3-
thiazol-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[3-(7H-Pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-yI]-1-(1-{[5-(trifluoromethyl) pyrazin-
2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(Methylsulfonyl)piperidin-4-yl]-3-[3-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrrol-1-
yl]azetidin-3-yl}acetonitrile;
[3-[4-(1H-Pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[5-(trifluoromethyl)pyrazin-2-
yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(1H-Pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[4-(trifluoromethyl)-1,3-
thiazol-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
{1-[1-(Methylsulfonyl)piperidin-4-yl]-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-
yl]azetidin-3-yl}acetonitrile;
[3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[6-
(trifluoromethyl)pyrazin-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[2-
(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
[3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1H-pyrazol-1-yl]-1-(1-{[5-
(trifluoromethyl)pyrazin-2-yl]carbonyl}piperidin-4-yl)azetidin-3-yl]acetonitrile;
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{3-[4-(5-Fluoro-1H-pyrrolo[2,3-b]pyridin-4-yl)-1Hpyrazol-1-yl]-1-[1-
(methylsulfonyl)piperidin-4-yl]azetidin-3-yl}acetonitrile;

4-[1-(3-(Cyanomethyl)-1-{1-[5-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-
yl}azetidin-3-yl)-1H-pyrazol-4-yl]-1H-pyrrolo[2,3-b]pyridine-5-carbonitrile; and

4-(1-{3-(Cyanomethyl)-1-[1-(methylsulfonyl)piperidin-4-yl]azetidin-3-yl}-1H-pyrazol-4-yl)-
1H-pyrrolo[2,3-b]pyridine-5-carbonitrile;

or a pharmaceutically acceptable salt of any of the aforementioned.

48. The compound according to claim 1, wherein the compound is selected from:
cis-{1-{(3-Methoxy-1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-y1}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(cis-3-Methoxy-1-{[2-(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{cis-3-Fluoro-1-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(cis-3-Fluoro-1-{[2-(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-Fluoro-2-(trifluoromethyl)isonicotinoyl]-4-deuteropiperidin-4-yl}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-{1-[3-Fluoro-2-(trifluoromethyl)isonicotinoyl]3,3,4,5,5-pentadeuteropiperidin-4-yl }-3-[ 4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-{7-[3-Fluoro-2-(trifluoromethyl)isonicotinoyl]-3-oxa-7-azabicyclo[3.3.1]non-9-yl }-3-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;
{1-(1-{[4-[(dimethylamino)methyl]-6-(trifluoromethyl)pyridin-2-yl]carbonyl}piperidin-4-yl)-
3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-yl}-
N-isopropylpiperidine-1-carboxamide;
{1-{1-[6-[(dimethylamino)methyl]-3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-
3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidin-1-yl)carbonyl]-5-[(dimethylamino)methyl]benzonitrile;
{1-(1-{[6-[(dimethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]carbony!}piperidin-4-
yl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(1-{[6-[(methylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl }piperidin-4-yl)-
3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;
{1-(1-{[6-(azetidin-1-yImethyl)-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)-3-
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[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;

{1-(1-{[6-[(diethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)-
3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-(1-{[6-{[ethyl(methyl)amino]methyl}-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-1H-pyrazol-1-yl]azetidin-3-
yl}acetonitrile;

{1-(1-{3-(difluoromethyl)-5-[(dimethylamino)methyl]benzoy!}piperidin-4-yl)-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;

{1-(1-{[6-(pyrrolidin-1-ylmethyl)-2-(trifluoromethyl)pyrimidin-4-yl]carbony!}piperidin-4-yl)-
3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-(1-{[6-{[(3S)-3-fluoropyrrolidin-1-yl]methyl}-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-
yl}acetonitrile;

{1-(1-{[6-{[(3R)-3-fluoropyrrolidin-1-ylJmethyl}-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-1H-pyrazol-1-yl]azetidin-3-
yl}acetonitrile;

{1-(1-{[6-[(3,3-difluoropyrrolidin-1-yl)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)-1H-pyrazol-1-yl]azetidin-3-
yl}acetonitrile;

{1-(1-{[6-[(tert-butylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl }piperidin-4-
yl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-(1-{[6-(hydroxymethyl)-2-(trifluoromethyl) pyrimidin-4-yl]carbonyl}piperidin-4-yl)-3-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile;

{1-(1-{[6-[(isopropylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-
yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-(1-{[6-[(ethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl}piperidin-4-yl)-3-
[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile;

{1-(1-{[6-{[(2-methoxyethyl)(methyl)amino]methyl}-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-
yl}acetonitrile;

{1-(1-{[6-{[(3-hydroxypropyl)(methyl)amino]methyl}-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperidin-4-yl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-
yl}acetonitrile;

propy! 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yI}piperidine-1-carboxylate;

cyclobutylmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
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yllazetidin-1-yl}piperidine-1-carboxylate;

ethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-1-
yl}piperidine-1-carboxylate;

benzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-
1-yI}piperidine-1-carboxylate;

isobutyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidine-1-carboxylate;

cyclopropylmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-yl]azetidin-1-yl}piperidine-1-carboxylate;

(1-methylcyclopropyl)methyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]azetidin-1-yl}piperidine-1-carboxylate;

2,4-difluorobenzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yllazetidin-1-yl}piperidine-1-carboxylate;

3,4-difluorobenzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidine-1-carboxylate;

3,5-difluorobenzyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidine-1-carboxylate;

cyclopentylmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidine-1-carboxylate; and

cyclohexylmethyl 4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]azetidin-1-yl}piperidine-1-carboxylate;

or a pharmaceutically acceptable salt of any of the aforementioned.
49, A compound, which is {1-{1-[3-Fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-
[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile, or a

pharmaceutically acceptable salt thereof.

50. Asalt, which is {1-{1-[3-Fluoro-2-(trifluoromethyl)isonicotinoyl]piperidin-4-yl}-3-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile adipic acid salt.

51. The salt according to claim 50, which is characterized by a melting point of about 178 °C.

52. The salt according to claim 50 or 51 having a differential scanning calorimetry thermogram

which is characterized by an endothermic peak with an onset temperature of about 176 °C.
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53.

54,

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

The salt according to claim 50 or 51, having a differential scanning calorimetry thermogram

substantially as shown in Figure 1.

The salt according to any one of claims 50 to 53, having a thermal gravimetric analysis

thermogram substantially as shown in Figure 2.

The salt according to any one of claims 50 to 54 having an X-ray powder diffraction pattern

comprising a characteristic peak expressed in degrees 20 at about 10.4.

The salt according to any one of claims 50 to 54 having an X-ray powder diffraction pattern

comprising a characteristic peak expressed in degrees 20 at about 6.9.

The salt according to any one of claims 50 to 54 having an X-ray powder diffraction pattern

comprising a characteristic peak expressed in degrees 20 at about 21.0.

The salt according to any one of claims 50 to 54 having an X-ray powder diffraction pattern

comprising a characteristic peak expressed in degrees 20 at about 23.3.

The salt according to any one of claims 50 to 54 having an X-ray powder diffraction pattern

comprising a characteristic peak expressed in degrees 26 at about 6.9, 10.4, 21.0, and 23.3.

The salt according to any one of claims 50 to 54 having an X-ray powder diffraction pattern

substantially as shown in Figure 3.

A composition comprising a compound or salt according to any one of claims 1 to 60 and a

pharmaceutically acceptable carrier.

Use of a compound or salt according to any one of claims 1 to 60 for the manufacture of a

medicament for modulating an activity of JAK1.

The use according to claim 62, wherein said compound, or pharmaceutically acceptable salt
thereof, is selective for JAK1 over JAK2.

Use of a compound or salt according to any one of claims 1 to 60 for the manufacture of a

medicament for treating an autoimmune disease, a cancer, a myeloproliferative
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65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

disorder, an inflammatory disease, a bone resorption disease, or organ transplant

rejection in a patient in need thereof.

The use according to claim 64, wherein said autoimmune disease is a skin disorder, multiple
sclerosis, rheumatoid arthritis, psoriatic arthritis, juvenile arthritis, type I diabetes, lupus,
inflammatory bowel disease, Crohn’s disease, myasthenia gravis, immunoglobulin

nephropathies, myocarditis, or autoimmune thyroid disorder.

The use according to claim 64, wherein said autoimmune disease is rheumatoid arthritis.

The use according to claim 64, wherein said autoimmune disease is a skin disorder.

The use according to claim 67, wherein said skin disorder is atopic dermatitis, psoriasis, skin

sensitization, skin irritation, skin rash, contact dermatitis or allergic contact sensitization.

The use according to claim 64, wherein said cancer is a solid tumor.

The use according to claim 64, wherein said cancer is prostate cancer, renal cancer, hepatic
cancer, breast cancer, lung cancer, thyroid cancer, Kaposi’s sarcoma, Castleman’s disease or

pancreatic cancet.

The use according to claim 64, wherein said cancer is lymphoma, leukemia, or multiple

myeloma.

The use according to claim 64, wherein said myeloproliferative disorder is polycythemia vera
(PV), essential thrombocythemia (ET), myeloid metaplasia with myelofibrosis (MMM),
primary myelofibrosis (PMF), chronic myelogenous leukemia (CML), chronic
myelomonocytic leukemia (CMML), hypereosinophilic syndrome (HES), idiopathic
myelofibrosis (IMF), or systemic mast cell disease (SMCD).

The use according to claim 64, wherein said myeloproliferative disorder is myelofibrosis.

The use according to claim 64, wherein said myeloproliferative disorder is primary
myelofibrosis (PMF).
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75.

The use according to claim 64, wherein said bone resorption disease is osteoporosis,
osteoarthritis, bone resorption associated with hormonal imbalance, bone resorption
associated with hormonal therapy, bone resorption associated with autoimmune disease, or

bone resorption associated with cancer.
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