1. A compound of Formula I:

A

L/
(Rs),;évp)m

R3 N

or a pharmaceutically acceptable salt thereof; wherein:

XisCHorN;

Y is H, cyano, halo, Cy.3 alkyl, or Cy_3 haloalkyl;

ZisCR or N;

Wis CHor N;

when W is CH, then L is O, S, C(R%),, C(=0), C(=0)N(R"), C(=0)0, C(=O0)CR®),
S(=0), S(=0),, S(=OIN(R"), S(=0).N(R"), or C(=NR"™N(R"); or

when W is N, then L is C(R%),, C(=0), C(=0)0, C(=0)N(R"), C(=0)C(R®),, S(=0),
S(=0)z, S(FOIN(R), S(=012N(R’), or C(=NR™)N(R");

R!, R%, R?, and R? are each independently H, hydroxy, halo, C,.; alkyl, or C.3 haloalkyl;

each R® is independently hydroxy, Cy4 alkoxy, fluorine, Cy4 alkyl, hydroxy-C,.4-alkyl,
C4alkoxy-Cj_4-alkyl, or Cy4 fluorcalkyl;

each R® is, independently, H or C.4 alkyl; 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 Cy4 alkyl;

R™is H, OH, CN, C; alkoxy, or Cy alkyl;

or R” and R", taken to gether with the C(=N)N moiety to which they are attached, form a

4-, 5-, 6-, or 7-membered heterocycloalkyl ring or a 5- or 6-membered heteroaryl ring;
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A is H, Cgalkyl, Cs.gcycloalkyl, Cs. 10 heterocycloalkyl, Ce.1g aryl, or Cj.jg heteroaryl;
wherein said C,.s alkyl, Cs. 10 cycloalkyl, Cy.1p heterocycloalkyl, Ce.jg aryl, and Cj.i¢ heteroaryl are
each optionally substituted with p independently selected R® substituents; wherein pisl,2,3,4,
or 5; provided when L is O, S, C(=0), C(=0)0, S(=0), or S(=0),, then A is not H;

each R® is independently selected from halo, cyano, nitro, C alkyl, C,.c haloalkyl, Cs.4
alkenyl, Ca.¢ alkynyl, Cs. g cycloalkyl, Cs. g cycloalkyl-Cy4-alkyl, Ca.io heterocycloalkyl, Ca 1o
heterocycloalkyl-C.4-alkyl, Ce.50 aryl, Ce.j0 aryl-Ci4-alkyl, Ci.joheteroaryl, Cy.ip heteroaryl-Ci -
alkyl, -OR?, -SR?, -S(=0)R", -S(=0),R", -S§(=0),NR°Rf, -C(=0)R®, -C(=0)OR?, -C(=0)NR‘R/,
-OC(=0)R?, -OC(=ONRR', -NR°R!, -NR°C(=0)R¢, -NR°C(=0)OR?, -NR*C{=0NR’;
“NRS(=0),RY, and -NR°S(=0),NRR"; wherein said C, alkyl, Ca¢ alkenyl, Ca alkynyl, Cs.10
cycloalkyl, Cs_i¢ cycloalkyl-Cj4-alkyl, Co 10 heterocycloalkyl, Cy. g heterocycloalkyl-Cy4-alkyl,
Cs.aparyl, Cgqo aryl-Cyg-alkyl, Cy.i0 heteroaryl, and C,. g heteroaryl-Cy4-alkyl are each
- optionally substituted by 1, 2, 3, or 4 independently selected R® groups;

each R%, R®, RY R, and R' is independently selected from H, Cy.4alkyl, C;¢haloalkyl, C,.
¢ alkenyl, Cag alkynyl, Ci.jo cycloalkyl, Cs.jo cycloalkyl-Ci4-alkyl, Ca.jo heterocycloalkyl, Ca 1o
heterocycloalkyl-C.4-alkyl, Cg.19 aryl, Ce.1o aryl-C,.4-alkyl, C;_jg heteroaryl, and C;_ip heteroaryl-
Cju-alkyl; wherein said Cy.¢ alkyl, Cy.6 alkenyl, Casalkynyl, Cy o cycloalkyl, Cs.qg cycloalkyl-Cy.
q-alkyl, Cy. 10 heterocycloalkyl, Cs. g heterocycloalkyl-C4-alkyl, Cg.1garyl, Ce.1p aryl-Ci4-alkyl,
Cy.jp heteroaryl, and C,. g heteroaryi-C, 4-alkyl are each optionally substituted by 1, 2, 3, or 4
independently selected R® groups;

each R®is independently selected from Cy; alkyl, Cy.¢ haloalkyl, Ca¢ alkenyl, Cag
alkynyl, Ci.ig cycloalkyl, Cs.1p cycloalkyl-Ci4-alkyl, Ca g heterocycloalkyl, Ca g
heterocycloalkyl-Cy.4-alkyl, Ce.jgaryl, Ce.10 aryl-C4-alkyl, C,. ¢ heteroaryl, and Ci.ig heteroaryl-
Ci.4-alkyl; wherein said C.¢alkyl, Cy.6 alkenyl, Ca.s alkynyl, Cs.9 cycloalkyl, Cs.1g cycloalkyl-C;.
s-alkyl, Cs. g heterocycloalkyl, Ca.10 heterocycloalkyl-C.4-alkyl, Ce.10 aryl, Ce.1p aryl-Cr4-alkyl,
Ci.1g heteroaryl, and C)_jg heteroaryl-C, 4-alkyl are each optionally substituted by 1, 2, 3, or 4
independently selected R® groups;

each R® is independently selected from halo, cyano, nitro, Cygalkyl, C).¢haloalkyl, Cy
alkenyl, Co alkynyl, Cs.; cycloalkyl, C;55 cycloalkyl-C, 3-alkyl, Cs.7 heterocycloalkyl, Cs7
heterocycloalkyl-C,.3-alkyl, phenyl, phenyl-C; 3-alkyl, Ci.7heteroaryl, C,_ heteroaryl-C;3-alkyl,
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-OR™, -SR¥, -§(=0)R"", -S(=0),R", -S(=0),NR*'R", -C(=0)R"!, -C(=0)OR*, -C(=0)NR*'R",
-OC(=0)R", -OC(=ONR 'R, -NR¥'R" -NR®'C(=0)R*, -NR®'C(=0)OR?, -NR7C{=GINR";
NRY'S(=0),R¥, and -NR®'S(=0),NR*'R": wherein said C}.¢ alkyl, Cs.¢ alkenyl, Ca¢ alkynyl, Cs.
seyeloalkyl, Cs.7 cycloalkyl-C)3-alkyl, Ca.7 heterocycloalkyl, Ca 7 heterocycloalkyl-C).3-alkyl,
phenyl, phenyl-Cj.;-alkyl, C;.7 heteroaryl, and C,.; heteroaryl-C,;-alkyl are each optionally
substituted with 1, 2, 3, or 4 independently selected R" groups;

each R, R®', R, R¥, and R" is independently selected from H, Cgalkyl, Cy.q
haloalkyl, Ca.¢ alkenyl, Ca. alkynyl, Cs7 cycloalkyl, Cs.7 cycloalkyl-C;_s-alkyl, Ca.7
heterocycloalkyl, Co.7 heterocycloalkyl-Cy_s-alkyl, phenyl, phenyl-Cs-alkyl, C_7 heteroaryl, and
Ci.7heteroaryl-C_s-alkyl; wherein said C). alkyl, Ca¢ alkenyl, Ca.¢ alkynyl, Cs.7 cycloalkyl, C;4
cycloalkyl-Cy_s-alkyl, Ca7heterocycloalkyl, Cs7 heterocycloalkyl-Ci_s-alkyl, phenyl, phenyl-C,.
s-alkyl, Cy.7heteroaryl, and Ci.7heteroaryl-C;.s-alkyl are each optionaily substituted by 1, 2, 3, or
4 independently selected R" groups;

each RY is independently selected from Cys alkyl, C,_¢ haloalkyl, C,.¢alkenyl, Cag
alkynyl, C;.7cycloalkyl, C;7 cycloalkyl-Cy3-alkyl, Ca.7 heterocyeloalkyl, Ca.7heterocycloalkyl-
C,3-alkyl, phenyl, phenyl-Cs-alkyl, C,7heteroaryl, and C;_; heteroaryl-Cy_s-alkyl; wherein said
Cirealkyl, Cog alkenyl, Cagalkynyl, Cs7cycloalkyl, Cs.7 cycloalkyl-C;.3-alkyl, Cs.z
heterocycloalkyl, Ca7 heterocycloalkyl-Cy_3-alkyl, phenyl, phenyl-C,_;-alkyl, Ci.7 heteroaryl, and
C,.7heteroaryl-Cy s-alkyl are each optionally substituted by 1, 2, 3, or 4 independently selected
R" groups;

each R" is independently selected from cyano, halo, hydroxy, Cy alkyl, C, .4 haloalkyl,
Ci4alkoxy, C4 haloalkoxy, amino, C;4 alkylamino, di-C, 4-alkylamino, hydroxy-C;4alkyl, Ci4
alkoxy-C,.4 alkyl, cyano-C).4 alkyl, thio, C,.¢ alkylthio, C,¢alkylsulfinyl, C; alkylsulfonyl,
carbamyl, C,.¢ alkylcarbamyl, di(C;.¢ alkyl)carbamyl, carboxy, Cy alkylcarbonyl, Ci4
alkoxycarbonyl, Ci.¢ alkylcarbonylamino, Cy alkylsulfonylamine, aminosulfonyl, Ci
alkylaminosulfonyl, di(C,4 alkyl)aminosulfonyl, aminosulfonylamino, Cy¢
alkylaminosulfonylamino, di(C.¢ alkyl)aminosulfonylamino, aminocarbonylamino, Cj.¢
alkylaminocarbonylamino, and di(Cy.¢ alkyl)aminocarbonylamino;

mis 0, 1, or 2; and

nis, 1,2, 3, or 4.
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2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:

XisCHorN;

Y is H, cyano, halo, Cy alkyl, or C,_; haloalkyl;

Zis CR* or N;

WisCHor N;

when W is CH, then L is O, S, C(R%)s, C(=0), C(=O)N(R"), C(=0)0, C(=0)C(R%),,
S(=0), S(=0),, SOIN(R), or S(=0),N(R); or

when W is N, then L is C(R%», C(=0), C(=0)0, C(=0)N(R"), C(=0)C(R®), S(=0),
S(=0)2, S(FOIN(R”), or S(=0):N(R);

R' R? R’, and R* are each independently H, hydroxy, halo, C,_; alkyl, or C;.3 haloalkyl;

each R’ is independently hydroxy, Ci.4 alkoxy, fluorine, C 4 alkyl, hydroxy-Ci4-alkyl,
Cis alkoxy-Ci4-alkyl, or Cy4 fluorcalkyl;

each R® is, independently, H or C,4 alkyl; 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 Cy4 alkyl;

A is Cgalkyl, Ci.jgcycloalkyl, Ca o heterocycloalkyl, Cq 1o aryl, or Cy.jo heteroaryl;
wherein said C alkyl, Cs.19 cycloalkyl, Cs.jg heterocycloalkyl, Ce 10 aryl, and C,_ g heteroaryl are
each optionally substituted with p independently selected R® substituents; wherein pis1,2,3,4,
or 5;

each R% is independently selected from halo, cyano, nitro, Cj¢ alkyl, Ci.¢ haloalkyl, C1.6
alkenyl, Co4alkynyl, Cs_jp cycloalkyl, Cy.19 cycloalkyl-Cy4-alkyl, Ca. g heterocycloalkyl, Co o
heterocycloalkyl-C 4-alkyl, Cg.10 aryl, Ce.10 aryl-C4-alkyl, Cy.1o heteroaryl, Cy.jg heteroaryl-Cj4-
alkyl, -OR?, -SR®, -S(=O)R", -S(=0):R", -S(=01LNR°R’, -C(=0)R", -C(=0)OR?, -C(=0)NR°R’,
-OC(=0)R®, -OC(=0)NR°R, -NR°R/, -NR‘C(=0)R?, -NR°C(=0)OR", -NR*C{=0NR";
-NR°S(=0%R", and -NR°S(=0),NRR’; wherein said C,.¢ alkyl, Ca.s alkenyl, Ca.¢ alkynyl, Cs.10
cycloalkyl, Cs.qo cycloalkyl-C).4-alkyl, Ca.qp heterocycloalkyl, Ca.g heterocycloalkyl-Cy 4-alkyl,
Ce.10aryl, Ce.10 aryl-Cy4-alkyl, C).jg heteroaryl, and C,.jg heteroaryl-C; 4-alkyl are each
optionally substituted by 1, 2, 3, or 4 independently selected R® groups;
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each R® RS, RY RS and R'is independently selected from H, Cy.4alkyl, C¢haloalkyl, Cs.
salkenyl, Cagalkynyl, Ci.1g cycloalkyl, Ca.p cycloalkyl-C)4-alkyl, Cs. 10 heterocycloalkyl, Ca g
heterocycloalkyl-C; 4-alkyl, Ce.j0 aryl, Cs. 0 aryl-Ci4-alkyl, C;_jg heteroaryl, and C.ip heteroaryl-
C4-alkyl; wherein said C,4alkyl, Cy.¢ alkenyl, Co alkynyl, Cs.1pcycloalkyl, Ci 1o cycloalkyl-C,.
s-alkyl, Cy.10 heterocycloalkyl, Ca 10 heterocycloalkyl-C.4-alkyl, Cs. 10 arvl, Ceop aryl-Ci4-alkyl,
Ci.oheteroaryl, and Cy.jgheteroaryl-C;4-alkyl are each optionally substituted by 1,2, 3, or 4
independently selected R® groups;

each R" is independently selected from C,¢alkyl, C\.; haloalkyl, Cs.¢ alkenyl, Ca6
alkynyl, Cs.jg cycloalkyl, Cs_ig cycloalkyl-Cy4-alkyl, Ca. g heterocycloalkyl, Co.o
heterocycloalkyl-C4-alkyl, Cg.1g aryl, Ce.10 aryl-C4-alkyl, Cy.j¢ heteroaryl, and Cy. 1o heteroaryl-
Ci4-alkyl; wherein said C;.¢alkyl, Caalkenyl, Cy6alkynyl, C;_jg cycloalkyl, Cs.1g cycloalkyl-Cy.
s-alkyl, Cy. g heterocycloalkyl, Ca.yp heterocycloalkyl-Ci4-alkyl, Ce. 10 aryl, Cg.10 aryl-C4-alkyl,
Ci.p heteroaryl, and C_jg heteroaryl-C, 4-alkyl are each optionally substituted by 1, 2, 3, or 4
independently selected R® groups;

each RE is independently selected from halo, cyano, nitro, Cy.¢ alkyl, C).¢ haloalkyl, Ca
alkenyl, C,¢alkynyl, Cs.7 cycloalkyl, C37 cycloalkyl-Cs-alkyl, C;; heterocycloalkyl, Cs7
heterocycloalkyl-C)3-alkyl, phenyl, phenyl-C,3-alkyl, Cy_7heteroaryl, C;.; heteroaryl-C3-alkyl,
-OR™, -SR*, -S(=0)R", -5(=0),R", -8(=0)NR*'R", -C(=0)R", -C(=0)OR"', -C(=0)NR*'R",
-OC(=0)R", -OC(=O)NR®'R", NR¥R", -NR'C(=0)RY, -NR*'C(=0)OR", -NR¥C(=0INR"';
-NRY'S(=0),RY, and -NR'S(=0),NR*'R"; wherein said C,. alkyl, Cy.¢alkenyl, Ca.¢ alkynyl, C.
7cycloalkyl, Cs; cycloalkyl-Cy 3-alkyl, Co7 heterocycloalkyl, Ca7 heterocycloalkyl-C, 3-alkyl,
phenyl, phenyl-C;;-alkyl, C,.7 heteroaryl, and C,; heteroaryl-C,;-alkyl are each optionally
substituted with 1, 2, 3, or 4 independently selected R" groups;

each R*, R, RY, R, and R" is independently selected from H, Cy.salkyl, Cy¢
haloalkyl, Ca.¢ alkenyl, Ca. alkynyl, Cs.7 cycloalkyl, Cs.7 cycloalkyl-C.5-alkyl, Ca7
heterocycloalkyl, Cs.7 heterocycloalkyl-C) s-alkyl, phenyl, phenyl-C,;-alkyl, C|.7 heteroaryl, and
C).7 heteroaryl-C | 3-alkyl; wherein said C.¢ alkyl, Co alkenyl, C2¢ alkynyl, Cs7cycloalkyl, Ci4
cycloalkyl-C, ;-alkyl, Cs.7 heterocycloalkyl, Cs.7 heterocycloalkyl-Cy.s-alkyl, phenyl, phenyl-C;.
s-alkyl, Cy_7 heteroaryl, and C;;heteroaryl-C;3-alkyl are each optionally substituted by 1, 2, 3, or
4 independently selected R" groups;
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each R™ is independently selected from C, 4 alkyl, C. haloalkyl, Cs.4 alkenyl, Cz¢
alkynyl, Cs.7 cycloalkyl, Cy.7 cycloalkyl-C).s-alkyl, Cs.7 heterocycloalkyl, Ca.7 heterocycloalkyl-
Ci;-alkyl, phenyl, phenyl-C,_s-alkyl, Ci;heteroaryl, and C;; heteroaryl-C,.s-alkyl; wherein said
Cgalkyl, Caalkenyl, Cogalkynyl, C35cycloalkyl, Cs7 cycloalkyl-Cy.3-alkyl, Ca7
heterocycloalkyl, Ca.s heterocycloalkyl-Cy.3-alkyl, phenyl, phenyl-C,3-alkyl, C,7 heteroaryl, and
Ci7heteroaryl-C.;-alkyl are each optionally substituted by 1, 2, 3, or 4 independently selected
R" groups;

each R" is independently selected from cyano, halo, hydroxy, C 4alkyl, C,.4haloalkyl,
Ci4 alkoxy, Cy4haloalkoxy, amino, C4 alkylamino, di-C|4-alkylamino, thio, Cy.¢alkylthio, C;.¢
alkylsulfinyl, Cy.¢ alkylsulfonyl, carbamyl, Cy¢ alkylcarbamyl, di(C;.¢ alkyl)carbamyl, carboxy,
Cisalkylcarbonyl, Ci¢ alkoxycarbonyl, Ci alkylcarbonylamino, Cy alkylsulfonylaminoe,
aminosulfonyl, Ci¢alkylaminosulfonyl, di(C.¢ alkyl)aminosulfonyl, aminosulfonylamino, C,.¢
alkylaminosulfonylamine, di{C, alkyl}aminosulfonylamino, aminocarbonylamino, Cy¢
alkylaminocarbonylamino, and di(C,.¢ alkyl)aminocarbonylamino;

mis 0, 1, or 2; and

nis0,1,2,3,or4.

3. The compound of either claim I or 2, or a pharmaceutically acceptable salt thereof,

wherein X is N.

4. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt thereof,

wherein Z is N.

5. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt thereof,

wherein 7 is CH.

6. The compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof,
wherein W is N.
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7. The compound of claim 6, or a pharmaceutically acceptable salt thereof, wherein L is

C(R®),, C(=0), C(=O)0, C(=0)N(R"), S(=0)s, S(=0)N(R") or CENR™NR).

8. The compound of any one of claims 1 to 7, or a pharmaceutically acceptable salt thereof,

wherein R®is H, R7 is H or methyl, and R™ is CN.

9. The compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof,
wherein W is CH.

10.  The compound of claim 9, or a pharmaceutically acceptable salt thereof, wherein L is O.
I1.  The compound of any one of claims 1 to 10, or a pharmaceutically acceptable salt

thereof, wherein Y is cyano.

12.  The compound of any one of claims 1 to 11, or a pharmaceutically acceptable salt

thereof, wherein R!, R%, R?, and R* are each H.

13.  The compound of any one of claims I to 12, or a pharmaceutically acceptable salt

thereof, wherein n is 0.

14.  The compound of any one of claims 1 to 13, or a pharmaceutically acceptable salt

thereof, wherem m is 1.

15. The compound of any one of claims 1 to 14, or a pharmaceutically acceptable salt
thereof, wherein A is H, methyl, ethyl, propyl, isopropyl, isobutyl, sec-butyl, 1,2-dimethylpropyl,
1-(tert-butylymethyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, phenyl, a tetrahydropyran
ring, a pyrrolidine ring, a piperidine ring, a pyridine ring, a pyrimidine ring, a thiazole ring, or a
pyrazine ring; each of which is optionally substituted with p independently selected R®
substituents; provided when L is O, S, C(=0), C(=0)0, S(=0), or S(=0)>, then A is not H.
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16.  The compound of any one of claims | to 15, or a pharmaceutically acceptable salt
thereof, wherein each R%is independently selected from halo, cyano, nitro, C.galkyl, Cie
haloalkyl, -OR?, -SR?, -S(=0)R?, -S(=0),R", -S(=0),NR°R’, -C(=0)R®, -C(=0)OR?,
-C(=0)NR°R, -OC(=0)R?®, -OC(=0)NR°R], -NR*R, -NR°C(=0)R", -NR°C(=0)OR",
MNRCE=ONRINRS(=0),RY, and -NR°S(=0),NR°R'; wherein said C,.¢ alkyl is optionally
substituted by 1, 2, 3, or 4 independently selected R® groups.

17.  The compound of any one of claims 1 to 15, or a pharmaceutically acceptable salt
thereof, wherein each R%is independently selected from halo, cyano, C,.alkyl, Cy.¢ haloalkyl,
Cs.7cycloalkyl, Ca.; heterocycloalkyl, -OR?, -C(=0)OR?, or NR°R": wherein said Ci.¢ alkyl is
optionally substituted by 1, 2, 3, or 4 independently selected R® groups; and wherein each R?, R°,
and R is independently selected from H, Cj.¢ alkyl, and C;_¢ haloalkyl.

18.  The compound of any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein each R® is independently selected from halo, cyano, Ci¢alkyl, Cihaloalkyl,
C3.; cycloalkyl, Cy.7 heterocycloalkyl, -OR™, -S(=0),R", -S(=0),NR*'R", -C(=0)R",
-C(=0)OR, and -NR®'R"; wherein said C . alkyl, C37 cycloalkyl, Cs7heterocycloalkyl and are
each optionally substituted by 1, 2, 3, or 4 independently selected R" groups.

19. The compound of any one of claims 1 to 17, or a pharmaceutically acceptable salt
thereof, wherein each R¥ is independently selected from C,.; heterocycloalkyl, —OR‘”, -NR':]RH;
wherein said C».7 heterocycloalkyl is optionally substituted by 1 or 2 R® groups independently
selected from fluoro, OH, C,.; alkyl, C,.; alkoxy, and hydroxy-C,4 alkyl; and wherein each Ral,
R® and R" are independently selected from H, Cs.; cycloalkyl, and C, 4 alkyl.

20.  The compound of any one of claims 1 to 18, or a pharmaceutically acceptable salt
thereof, wherein each R" is independently selected from fluoro, OH, C.; alkyl, Cy.; alkoxy, and

hydroxy-Cj_4 alkyl.

21.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:
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XisN;

Z1sN;

RE, RE, and R? are each H;

Y is cyano;

W is N and L is C(R%);, C(=0), C(=0)N(R"), S(=0),, or S(=0):N(R"); or

WisCHand L is O;

A is Crgalkyl, Cyy9 cycloalkyl, Ca o heterocyceloalkyl, Cg.10aryl, or Cy_jo heteroaryl;
wherein said Cy.g alkyl, Cs.jgcycloalkyl, Cs 19 heterocycloalkyl, Ce.1 aryl, and Cy.p heteroaryl are
each optionally substituted with p independently selected R® substituents; wherein p is 1, 2, 3, 4,
or 5;

each R%is independently selected from halo, cyano, nitro, Cy.¢ alkyl, C;.¢ haloalkyl, -OR?,
-SR*, -S(=0)R”, -S(=0)R", -$(=0),NR°RY, -C(=0)R?, -C(=0)OR?, -C(=0)NR°R’, -OC(=0)R",
-OC(=0)NRR’, -NR°R{, -NR°C(=0)RY, -NR°C(=0)OR?, MR C{H=OINR*-NR’S(=0)%R", and -
NR°S(=0).NR°R'; wherein said Cy.s alkyl is optionally substituted by 1, 2, 3, or 4 independently
selected R® groups;

each R® is independently selected from halo, cyano, Cialkyl, Cy.¢haloalkyl, Cs
cycloalkyl, Cs.7 heterocycloalkyl, -ORY, -§(=0),R", -S(=0),LNR*'R", -C(=0)R", -C(=0)OR",
and -NR*'R™: wherein said Cy alkyl, Cs57 cycloalkyl, Cs.7heterocycloalkyl are each optionally
substituted by 1, 2, 3, or 4 independently selected R" groups;

each R*, R, R, R®, and R’ is independently selected from H, Calkyl, and C
haloalkyl;

each R® is independently selected from C alkyl and C;haloalkyl;

each R™, R®!, RY', R®!, and R" is independently selected from H, Ci.alkyl, and C\.¢
haloalkyl;

each R" is independently selected from C.¢ alkyl and C,.4 haloalkyl;

nis (; and

misl.

22.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:

XisN;
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ZisN;

R, Rz, and R® are each H;

Y is cyano;

W is N and L is C(R%), C(=0), C(=O0IN(R"), S(=0)a, or S(=0)N(R"); or

Wis CHand L is O;

A is Cigalkyl, Caypcycloalkyl, Ca o heterocycloalkyl, Cg.19 aryl, or C.io heteroaryl;

wherein said Cy.¢alkyl, Cs.19 cycloalkyl, Cs.10 heterocycloalkyl, Ce.10 aryl, and C,.j heteroaryl are

each optionally substituted with p independently selected RS substituents; wherein pis 1, 2, 3, 4,

or 5;

each R® is independently selected from halo, cyano, Cy.¢alkyl, Ci.¢ haloalkyl, -OR?, or -

NR°R'; wherein said Cy.¢ alkyl is optionally substituted by 1, 2, 3, or 4 independently selected R®

groups;

each R® is independently selected from C,.7 heterocycloalkyl and -NR'R™; wherein said

Cs.7 heterocycloalkyl is optionally substituted by 1, 2, 3, or 4 independently selected R" groups;

23.

each R is independently selected from Cj4alkyl;

each R*, R®, and R is independently selected from H, C\.¢alkyl, and Cy.¢ haloalkyl;
each R*, R®", and R" is independently selected from H, Cy.¢alkyl, and Cy haloalkyl;
nis 0; and

mis 1.

The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:
XisN;

Z1sN;

R Rl, and R? are each H;

Y is cyano;

W is N and L is C(R),, C(=0), C(=O)N(R"), $(=0),, or S(=0):N(R");

R®is H;

R is H or methyl;
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A is methyl, ethyl, cyclopropyl, phenyl, a pyrrolidine ring, a piperidine ring, a pyridine

ring, a pyrimidine ring, a thiazole ring, or a pyrazine ring; each of which is optionally substituted

with p independently selected R® substituents; wherein p is 1, 2, or 3;

each R%is independently selected from halo, cyano, Ci¢alkyl, C.haloalkyl, -OR?, or -

NRRY; wherein said C).¢ alkyl is optionally substituted by 1, 2, 3, or 4 independently selected RE

groups;

each R® is independently selected from C,.7 heterocycloalkyl and —NR“ERH; wherein said

C,.7 heterocycloalkyl is optionally substituted by 1, 2, 3, or 4 independently selected R groups;

24,

each R" is independently C\ alkyl;

each R*, R, and Rfis independently selected from H, C; alkyl, and C).¢ haloalkyl;
each R, R°!, and R% is independently selected from H, Ci.¢ alkyl, and C.¢ haloalkyl;
nis 0; and

mis 1.

The compound of claim 1, or a pharmaceutically acceptable sait thereof, wherein:
XisN;

Zis N;

Rl, Rz, and R? are each H;

Y is cyano;

WisCHand L 15 O;

R®is H;

R’isHor methyl;

A is phenyl, which is optionally substituted with p independently selected R®

substituents; wherein p is 1, 2, or 3;

each R® is independently selected from halo, cyano, Cy.¢alkyl, C.¢haloalkyl, -OR?, or -

NRR’; wherein said Cy.6 alkyl is optionally substituted by p independently selected R® groups;

each R® is independently selected from C,.7 heterocycloalkyl and -NR“IR”; wherein said

C».1 heterocycloalkyl is optionally substituted by 1, 2, 3, or 4 independently selected R groups;

each R" is independently Cy4 alkyl;
each R®, R", and Riis independently selected from H, C,4alkyl, and C,.¢ haloalkyl;

348



each R*, R®', and R" is independently selected from H, C 4 alkyl, and Cy.¢haloalkyl;
nis 0; and

mis 1.

25.  The compound seeesdineivof to claim 1, or a pharmaceutically acceptable salt thereof,
wherein:

XisN;

ZisN;

R, Rz, and R® are each H;

Y is cyano;

W is N and L is C(R®), C(=0), C(=0)0, C(=O)N(R"), S(=0),, S(=0),N(R") or
C(=NR™N(R"; or

Wis CH and L is O;

R®is H;

R’ is H or methyl;

R’ is CN;

A is H, methyl, ethyl, propyl, isopropyl, isobutyl, sec-butyl, 1,2-dimethylpropyl, 1-(tert-
butyl)methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, phenyl, a tetrahydropyran ring, a
pyrrolidine ring, a piperidine ring, a pyridine ring, a pyrimidine ring, a thiazole ring, or a
pyrazine ring; wherein said methyl, ethyl, propyl, isopropyl, isobutyl, sec-butyl, 1,2-
dimethylpropyl, 1-(tert-butyl)methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, phenyl, a
tetrahydropyran ring, pyrrolidine ring, piperidine ring, pyridine ring, pyrimidine ring, thiazole
ring, and pyrazine ring are each optionally substituted with p independently selected R®
substituents; provided when L is O, S, C(=0), C(=0)0, S(=0), or S(=0),, then A is not H;

each R® is independently selected from halo, cyano, Cysalkyl, Cy.¢ haloalkyl, Cs.7
cycloalkyl, Ca.7 heterocycloalkyl, -OR?, -C(=0)OR’, or NR°R%: wherein said Cy.galkyl is
optionally substituted by 1, 2, 3, or 4 independently selected R® groups; and wherein each R*, R®,
and Rfis independently selected from H, C, alkyl, and Cy¢ haloalkyl,

each R is independently selected from C,.; heterocycloalkyl, -OR* -NR®'R™; wherein

said Cy.7 heterocycloalkyl is optionally substituted by I or 2 R" groups independently selected
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from fluoro, OH, C, alkyl, C,_ alkoxy, and hydroxy-C,¢alkyl; and wherein each R*', R! and
R are independently selected from H, Csycycloalkyl, and C, ¢ alkyl;
pisl,2,or3;

m1is 1; and

nis 0.
26. The compound #eeasdinelstool claim 1, or a pharmaceutically acceptable salt thereof,
wherein:

XisN;

Z isN;

R', R% and R® are each H;

Y is ¢yano;

W is N and L is C(R®),, C(=0), C(=0)0, C(=0)N(R"), $(=0),, or S(=0):N(R); or

WisCHand L is O;

R®is H;

R’ is H or methyl;

A is methyl, ethyl, propyl, isopropyl, isobutyl, sec-butyl, 1,2-dimethylpropyl, 1-(tert-
butyl)methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, phenyl, a tetrahydropyran ring, a
pyrrolidine ring, a piperidine ring, a pyridine ring, a pyrimidine ring, a thiazole ring, or a
pyrazine ring; each of which is optionally substituted with p independently selected R®
substituents;

each R® is independently selected from halo, cyano, Cygalkyl, Ci¢haloalkyi, Ci4
eycloalkyl, Ca.; heterocycloalkyl, -OR?, -C(=0)OR?, or -NR°R'; wherein said Cp.¢ alkyl is
optionally substituted by 1, 2, 3, or 4 independently selected R® groups; and wherein each R*, RS,
and R'is independently selected from H, C;. alkyl, and C,.haloalkyl;

each R¥ is independently selected from C,_; heterocycloalkyl, -OR‘”, —NRclRﬂ; wherein
said Ca.7 heterocycloalkyl is optionally substituted by 1 or 2 R" groups independently selected
from fluoro, OH, Cy3 alkyl, C,; alkoxy, and hydroxy-C,_4 alkyl; and wherein each R"l, R and
R are independently selected from H, C;.7cycloalkyl, and C,¢ alkyl;

pisl,2 or3;
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mis 1; and

nis0.

27, The compound asearding-teo! any one of claims 1-2, 21-23, and 25-26, wherein said
compound has Formula IV:
A
N3
N
QCN
—N

}_

n

\

=
= \
Xz o

or a pharmaceutically acceptable salt thereof.

28. The compound assording-tool any one of claims 1-2, 21-22, and 24-26, wherein said

A
L/
)
N

compound has Formula V:

CN

or a pharmaceutically acceptable salt thereof.
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29.  The compound seessdinatsot claim 1, selected from:
3-[(4-{3-(cyanomethyl)-3-[4-{ 7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- |H-pyrazol-1-
yl]eyclobutyl} piperazin-1-yl)methyl]-5-fluorobenzonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yleyclobutyl}piperazin-1-ylymethyl]-6-(dimethylamino)-2-fluorobenzonitrile;
4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yl]cyclobutyl} -N-[4-fluoro-2-(trifluoromethyl)phenyl]piperazine- 1 -carboxamide;
{3-(4-{[(28)-2-methylpyrrolidin-1-yllcarbonyl } piperazin-1-yl)-1-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
{3-(4-{[(28)-2-ethylpyrrolidin-1-yl]carbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-
d|pyrimidin-4-yl)-1H-pyrazol-1-yl]Jcyclobutyl}acetonitrile;
{3-{4-[3-fluoro-2-(trifluoromethyl)isonicotinoyl]piperazin-1-yl} - 1-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
[1-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-y1}- 1 H-pyrazol-1-y1]-3-(4- {[2-
(trifluoromethyl)pyrimidin-4-yllcarbonyl} piperazin-1-yl)cyclobutyllacetonitrile;
{3-[4-(3,5-difluorobenzoyl)piperazin-1-yi]-1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- TH-
pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-{4-[(2-chloro-5-fluoropyridin-3-yl)carbonylJpiperazin-1-yl} -1-[4-(7TH-pyrrolo[ 2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-{4-[(5-fluoropyridin-3-yl)carbonyl]piperazin-1-yl} -1-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-y1)-1H-pyrazol-1-yl]cyclobutyl}acetonitrile;
{3-{4-[2-(difluoromethyl)-3-fluoroisonicotinoyl]piperazin-1-yl} -1-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
3-[(4-{3-(cyanomethyl)-3-[4-(7H-pyrrolo{2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]eyelobutyl} piperazin-1-ylcarbonyl]-5-fluorobenzonitrile;
[1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-y)- 1 H-pyrazol-1-yl]-3-(4- {[4-(trifluoromethyl)-
1,3-thiazol-2-yl]carbonyl} piperazin-1-yl)cyclobutyl]acetonitrile;
[1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y)-1H-pyrazol-1-yl]-3-(4- {[6-
(trifluoromethyl)pyrazin-2-yljcarbonyl} piperazin- 1 -yl)cyclobutyl]acetonitrile;
{3-[4-(3,4-difluorobenzoyl)piperazin-1-yl}-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yI)- 1 H-
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pyrazol-1-yl]cyclobutyl} acetonitrile;
{3-[4-(2-chloro-3,6-difluorobenzyl)piperazin-1-yl]-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-
yl)-1H-pyrazol-1-yljcyclobutyl} acetonitrile;
{3-{4-[3-fluoro-5-(trifluoromethyl)benzoyl]piperazin-1-yl} -1 -[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-yl}-1H-pyrazol-1-yljcyclobutyl } acetonitrile;
{3-{4-[2-fluoro-4-(trifluoromethyl)benzoylpiperazin-1-yl} - 1-[4-(7H-pyrrolo[2,3-
dlpyrimidin-4-yl)-1H-pyrazol-1-ylJcyclobutyl} acetonitrile;
{3-[4-(pyrrolidin-1-ylcarbonyl)piperazin-1-yl]-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
IH-pyrazol-1-yl]cyclobutyl} acetonitrile;
{1-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-yl}-1H-pyrazol-1-yl]-3-(4- {[6-
(trifluoromethyl)pyridin-2-yl]carbonyl} piperazin- 1-yl)cyclobutyl } acetonitrile;
{3-(4-{[6-(difluoromethyl)pyridin-2-yl]carbonyl } piperazin-1-yI)-1-[4-(7H-pyrrolo[2,3-
dlpyrimidin-4-yl)-1H-pyrazol-1-ylJcyclobutyl} acetonitrile;
{3-{4-[2-fluoro-3-(trifluoromethyl)benzoylipiperazin-1-y1}-1-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-y1)-1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
{3-{4-[(5-fluoropyridin-3-yl)methyl]piperazin-1-yl}-1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-
4-y)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-{4-{(2-isopropylpyrimidin-4-yl)carbonyl]piperazin-1-yl}-1-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl}acetonitrile;
{3-[4-(piperidin-1-ylcarbonyl)piperazin-1-yl]-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-
1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-{4-[4-fluoro-3-(trifluoromethoxy)benzoyl piperazin-1-yl}-1-[4-(7H-pyrrolo[2,3-
d]pyrimidin-4-yl)- 1H-pyrazol-1-ylJeyclobutyl} acetonitrile;
{3-(4-{[3-fluoro-5-(trifluoromethyl)pyridin-2-yl]carbonyl} piperazin-1-yl)- 1-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-{4-[4-chlorobenzoyl|piperazin-1-y1}-1-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-y1)- 1H-
pyrazol-1-ylcyclobutyl} acetonitrile;
{3-{4-[2-fluoro-4-(trifluoromethyl}benzoyl]piperazin-1-yl} -1-[4-(7TH-pyrrolo[2,3-
d]pyrimidin-4-y1)-1H-pyrazol-1-vl]cyclobutyl} acetonitrile;
4-{3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-yl}- 1 H-pyrazol-1-
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ylleyclobutyl} -N,N-dimethylpiperazine-1-carboxamide;
{3-(4-{3-[(dimethylaminoymethyl]-5-flucrobenzoyl } piperazin-1-yi}-1-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-(4- {3-[(dimethylamino)methyl]-5-fluorobenzyl } piperazin- 1 -y1)- 1-[4-(7H-pyrrolo[ 2,3-
d]pyrimidin-4-yl)- I H-pyrazol-1-yl]cyclobutyl} acetonitrile;
{3-[4-(ethylsulfonyl)piperazin-1-yl1]-1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-
1-yl]cyclobutyl}acetonitrile;
{3-[4-(cyclopropylsulfonyl)piperazin-1-yl}-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-
pyrazol-1-yl]cyclobutyl } acetonitrile;
4-{3-(cyanomethyl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]cyclobutyl}-N,N-dimethylpiperazine- 1 -sulfonamide;
4-{3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yi)-1 H-pyrazol-1-
yllcyclobutyl}-N-ethyl-N-methylpiperazine- 1 -carboxamide;
{3-{4-[3-[(dimethylamino)methyl]-5-(trifluoromethyl)benzoyl Ipiperazin-1-yl} - 1-[4-(7TH-
pyrrolo[2,3-dlpyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-[4-(3-fluoro-5-{[(2S}-2-methylpyrrolidin-1-yljmethyl} phenoxy)piperidin-1-y1]-1-[4-
(7TH-pyrrolol2,3-dlpyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{3-(4-{3-[(dimethylamino)methyl]-5-fluorophenoxy} piperidin- 1-yl}-1-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
[1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-y1]-3-(4-{[2-
(triflaoromethyl)pyrimidin-4-yl]carbonyl } piperazin-1-yl)cyclobutyl]acetonitrile-d 1; and

or a pharmaceutically acceptable salt of any of the aforementioned.

30. The compound of claim 1, selected from:
3-[(4-{cis-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1H-pyrazol-1-
ylleyclobutyl}piperazin-1-yl)carbonyl}-5-[(dimethylamino)methyl ]benzonitrile;
3-[(4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-yl}-1 H-pyrazol-1-
ylleyclobutyl} piperazin-1-yhmethyl]-5-{(dimethylamino)methyl Jbenzonitrile;
3-[(4-{cis-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl}- 1 H-pyrazol-1-
ylleyclobutyl} piperazin-1-ylmethyl]-5-[(dimethylamino)methyl Jbenzonitrile;
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{trans-3-{4-[3-[(dimethylamino)methyl]-5-(trifluoromethyl)benzyl]piperazin-1-yl} -1-[4-
(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-yljcyclobutyl } acetonitrile;

{cis-3- {4-[3-[(dimethylamino)methyl]-53-(trifluoromethyl)benzyl]piperazin-1-yl} -1-{4-
(TH-pyrrolo[2,3-dJpyrimidin-4-yl)- 1 H-pyrazol-1-yl]cyclobutyl } acetonitrile;

{trans-3-(4- {[6-[(ethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperazin-1-y1)-1-[4-(7H-pyrrolo[2,3-d]Jpyrimidin-4-yl}- 1 H-pyrazol-1-
yl]eyclobutylacetonitrile;

6-[(4-{trans-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yl]eyclobutyl} piperazin-1-ylcarbonyl]-2-(trifluoromethyl)pyrimidine-4-carboxylic acid;

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

{trans-3-{4- {[6-[(methylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yi)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]cyclobutyl} acetonitrile;

{trans-3-(4- {[6-(hydroxymethyl)-2-(trifluoromethyl)pyrimidin-4-yl]carbonyl} piperazin-
1-yD)-1-[4-(7TH-pyrrolo[2,3-djpyrimidin-4-yl)-1H-pyrazol-1-yljcyclobutyl} acetonitrile;

{trans-3-(4-{[6-[(dimethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl}piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-djpyrimidin-4-yl)- 1 H-pyrazol-1-
yllcyclobutyl}acetonitrile;

{trans-3-(4-{[6-(pyrrolidin-1-ylmethyl)-2-(trifluoromethyl)pyrimidin-4-
yllcarbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazel-1-
yl]eyclobutyl}acetonitrile;

{trans-3-(4- {[6-(aminomethyl)-2-(trifluoromethyl)pyrimidin-4-yljcarbonyl } piperazin-1-
y)-1-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-y1}-1H-pyrazol-1-ylJcyclobutyl} acetonitrile;

{trans-3-(4- {[6-[(isopropylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-y1)-1-[4-(7TH-pyrrolo|2,3-dpyrimidin-4-yl)- 1H-pyrazol-1-
yl]cyclobutyl}acetonitrile;

{trans-3-(4-{[6-[(cyclobutylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
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yl]eyclobutyl} acetonitrile;

{trans-3-(4- {[6-[(tert-butylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-
yl]earbonyl}piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl}- 1 H-pyrazol-1-
ylleyclobutyl} acetonitrile;

{trans-3-(4- {[6-(1-hydroxy-1-methylethyl)-2-(trifluoromethyl)pyrimidin-4-
yl]earbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yllcyclobutyl} acetonitrile;

{cis-3-(4-{[6-(1-hydroxy-1-methylethyl)-2-(trifluoromethyl)pyrimidin-4-
yllcarbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1H-pyrazol-1-
yl]cyclobutyl} acetonitrile;

{trans-3-(4-{[6-{methoxymethyl)-2-(trifluoromethyl)pyrimidin-4-ylJcarbonyl} piperazin-
1-y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-yl]cyclobutyl } acetonitrile;

{trans-3-(4- {[6-(1-aminocyclobutyl)-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
ylleyclobutyl} acetonitrile;

{cis-3-(4-{[6-(1-aminocyclobutyl)-2-(trifluoromethyl)pyrimidin-4-yllcarbonyl } piperazin-
1-yD)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;

{trans-3-(4- {[6-[1-(dimethylamino)cyclobutyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-
vlJeyclobutyl}acetonitrile;

{cis-3-(4-{[6-[1-(dimethylamino)cyclobutyl]-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d}pyrimidin-4-yl)- 1H-pyrazol-1-
yl]cyclobutyl}acetonitrile;

{trans-3-(4-{[4-[(dimethylamino)methyl}-6-(trifluoromethyl)pyridin-2-
yljcarbonyl} piperazin-1-yl)-1-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1 H-pyrazol-1-
yl]eyclobutyl} acetonitrile ;

{trans-3-(4- {[4-(hydroxymethyl)-6-(trifluoromethyl}pyridin-2-yl]carbonyl} piperazin-1-
y1)-1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- | H-pyrazol- 1 -ylJcyclobutyl} acetonitrile;
{trans-3-(4-{[4-(aminomethyl)-6-(trifluoromethyl)pyridin-2-yl]carbonyl} piperazin-1-yl)-1-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yI}- 1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
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{trans-3-(4- {[4-[(methylamino)methyl]-6-(trifluoromethyl)pyridin-2-
ylJcarbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yljcyclobutyl} acetonitrile;

{trans-3-(4- {[6-(1-methoxy-1-methylethyl)-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1 H-pyrazol-1-
yl]eyclobutyl} acetonitrile;

{trans-3-(4-{[6-[ 1 -(methylamino)cyclobutylj-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yt)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]eyclobutyl} acetonitrile;

2-[(4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
ylleyclobutyl} piperazin-1-yl)carbonyl]-6-(trifluoromethyl)isonicotinonitrile;

{trans-3-(4-{[6-(1-hydroxycyclobutyl)-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
ylleyclobutyl} acetonitrile;

{trans-3-(4-{[4-(4,5-dihydro-1H-imidazol-2-yl)-6-(trifluoromethyl)pyridin-2-
yljcarbonyl} piperazin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]eyclobutyl} acetonitrile;

{trans-3-(4- {3-(difluoromethyl)-3-[(dimethylamino)methyl]benzoyl} piperazin-1-yl)-1-
[4-(TH-pyrrolo[2,3-d]pyrimidin-4-y1}- 1 H-pyrazol-1-yl]cyclobutyl } acetonitiile;

{trans-3-(4-{[4-(1-hydroxy-1-methylethyl)-6-(trifluoromethyl)pyridin-2-
yljcarbonyl}piperazin-1-yl)-1-[4-(7TH-pyrrolo{2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yl]lcyclobutyl}acetonitrile;

{trans-3-(4- {[4-(methoxymethyl)-6-(trifluoromethyl)pyridin-2-ylJcarbonyl} piperazin-1-
yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yljcyclobutyl} acetonitrile;

{trans-3-(4- {[6-(1-hydroxy-I-methylethyl)-2-(trifluoromethyl)pyrimidin-4-
yl]carbonyl} piperazin-1-y1)-1-[4-(1 H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-
ylleyclobutyl} acetonitrile;

4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d}pyrimidin-4-yl}- 1 H-pyrazol-1-
ylleyclobutyl} -N-isopropyl-N-methylpiperazine- 1 -carboxamide;

4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
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yl]cyclobutyl}-N-methyl-N-propylpiperazine-1-carboxamide;
4-{trans-3-(cyanomethyl}-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yl]eyclobutyl }-N-ethylpiperazine- I -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d}pyrimidin-4-yl)- 1 H-pyrazol-1-
yl]eyclobutyl} -N-[3-(dimethylamino)propyl]-N-methylpiperazine-1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
ylleyelobutyl}-N-cyclopropyl-N-methylpiperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
vllcyclobutyl}-N-methyl-N-(2,2,2-trifluoroethyl)piperazine-1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl}-1H-pyrazol-1-
yllcyclobutyl} -N-isopropylpiperazine- 1-carboxamide;
4-{trans-3-{cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yllcyclobutyl} -N-(trans-4-hydroxycyclohexyl)piperazine-1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-y1)- 1 H-pyrazol-1-
yl]eyclobutyl}-N-[(3R)-tetrahydrofuran-3-yl]piperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-dJpyrimidin-4-yl})- 1H-pyrazol-1-
yl]eyclobutyl}-N-{2-hydroxycyclopentyl)piperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yllcyclobutyl}-N-[(18,2R)-2-hydroxycyclopentyl ]piperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- IH-pyrazol-1-
yllcyclobutyl} -N-cyclopentylpiperazine-1-carboxamide;
{trans-3-(4-{[(38)-3-hydroxypyrrolidin-1-yl]carbonyl} piperazin-1-y1)-1-[4-(7H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
4-{trans-3-(cyanomethyl)-3-[4-{7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
ylleyclobutyl}-N-(cyclopropylmethyl)piperazine- [ -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]eyclobutyl} -N-[(1R)-1,2-dimethylpropyl]piperazine-1-carboxamide;
4-{trans-3 —(cyanqmethyl)-B-[4—(7H-pyn‘010[2,3—d]pyrimidin—éi—yl)— 1H-pyrazol-1-
yl]cyclobutyl }-N-[(18)-1,2-dimethylpropyl]piperazine-1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
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yllcyclobutyl} piperazine-1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
ylleyclobutyl}-N-[(1S)-1-cyclopropylethyl]piperazine-1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yllcyclobutyl} -N-[(1R)-I-cyclopropylethyl]piperazine- 1 -carboxamide;
4-{trans-3~(cyanomethyl)-3-[4-(7H-pyrrolo{2,3-dJpyrimidin-4-yl)-1H-pyrazol-1-
yl]eyclobutyl} -N-cyclopropylpiperazine- 1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d Jpyrimidin-4-yl)-1H-pyrazol-1-
yl]eyclobutyl} -N-cyclobutylpiperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)-1 H-pyrazol-1-
yl]eyclobutyl}-N-(2,2-dimethylpropyl)piperazine- I -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d ]pyrimidin-4-yl)- 1 H-pyrazol-1-
yljcyclobutyl} -N-isobutylpiperazine- 1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4~(7H-pyrrolo[2,3-d |pyrimidin-4-yl)-1H-pyrazol-1-
ylleyclobutyl} -N-[(1R)-1-methylpropyl]piperazine- 1-carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl}-1H-pyrazol-1-
ylleyclobutyl} -N-[{18)-1-methylpropyl]piperazine- 1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[ 2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-
ylleyclobutyl}-N-cyclobutylpiperazine- i -carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1 H-pyrazol-1-
yijeyclobutyl}-N-[(1R)-1-methylpropyl]piperazine- 1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-dpyrimidin-4-y])-1 H-pyrazol-1-
ylleyclobutyl}-N-[(1S)-1-methylpropyl]piperazine-1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-dpyrimidin-4-yl)-1H-pyrazol-1-
yllcyclobutyl} -N-cyclopropylpiperazine- 1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yl]cyclobutyl}-N-isopropylpiperazine- 1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yllcyclobutyl} -N-cyclopentylpiperazine-1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
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yllcyclobutyl}-N-[(1R)-1,2-dimethylpropyl]piperazine-1-carboxamide;
4-{cis-3-(cyanomethyl)-3-[4-(TH-pyrrolo{ 2,3-d]pyrimidin-4-yl)- | H-pyrazol-1-
yl]eyclobutyl }-N-[(18)-1,2-dimethylpropyl]piperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
ylleyclobutyl}-N-methylpiperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-yl)-1H-pyrazol-1-
yllcyclobutyl}-N-[(1R)-2,2,2-trifluoro-1-methylethyl |piperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d ]pyrimidin-4-yl)- 1H-pyrazol-1-
yl]cyclobutyl}-N-[(15)-2,2,2-trifluoro-1-methylethyl piperazine- 1 -carboxamide;
4-{trans-3-(cyanomethyl)-3-{4-(7H-pyrrolo[ 2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
yl]eyclobutyl} -N-[(18)-1-(trifluoromethyl)propyl]piperazine- 1 -carboxamide;
[trans-I-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-y1]-3-(4- {[(2R)-2-
(trifluoromethyl)pyrrolidin- 1-yl]carbonyl } piperazin-1-yl)cyclobutyl Jacetonitrile;
[trans-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-y1]-3-(4- {[(28)-2-
(trifluoromethyl)pyrrolidin- I -yl]carbonyl } piperazin- 1-yl)cyclobutyl]acetonitrile;
N'-cyano-4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d Jpyrimidin-4-y1)-1H-pyrazol-
1-ylJcyclobutyl} -N,N-dimethylpiperazine-1-carboximidamide;
{trans-3-{4-(methylsulfonyl)piperazin-1-yl]-1-[4-(7H-pyrrolo[2,3-d Jpyrimidin-4-y])-1 H-
pyrazol-1-yl]cyclobutyl} acetonitrile ;
isopropyl 4-{trans-3-(cyanomethyl}-3-[4-(7H-pyrrolo{2,3-d]pyrimidin-4-y1}- 1 H-pyrazol-
1-yllcyclobutyl} piperazine-1-carboxylate;
{cis-3-(4- {[4-(methoxymethyl)-6-(trifluoromethyl)pyridin-2-yl]Joxy} piperidin-1-yl}-1-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{trans-3-(4-{[4-(methoxymethyl)-6-(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-yl)-1-
[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl|cyclobutyl } acetonitrile;
{trans-3-(4- {[4-(hydroxymethyl)-6-(trifluoromethyl)pyridin-2-ylJoxy}piperidin-1-yl1)-1-
[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]eyclobutyl } acetonitrile;
{cis-3-(4-{[4-(hydroxymethyl}-6-(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-yl)-1-[4-
(7TH-pyrrolo[2,3-d]pyrimidin-4-yl}-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{trans-3-(4-{[4-(1-hydroxy-1-methylethyl)-6-(trifluoromethyl)pyridin-2-
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yljoxy}piperidin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yljeyclobutyl} acetonitrile;
{trans-3-(4- {[4-[(tert-butylamino)methylJ-6-(trifluoromethyl)pyridin-2-yl]oxy} piperidin-
1-y1)-1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol- 1-yl]cyclobutyl } acetonitrile;
{cis-3-(4-{{4-[(tert-butylamino)methyl]-6-(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-
y1)-1-{4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- IH-pyrazol-1-yl]cyclobutyl} acetonitrile;
{trans-3-(4-{[4-(aminomethyl)-6-(trifluoromethyl)pyridin-2-yljoxy} piperidin-1-yl)-1-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{trans-3-(4- {[4-[(dimethylamino)methyl]-6-(trifluoromethyl)pyridin-2-yl]oxy} piperidin-
1-y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
{trans-3-(4-{[4-[(ethylamino)methyl]-6-(trifluoromethyl)pyridin-2-yljoxy} piperidin-1-
y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-yl]cyclobutyl} acetonitrile;
{trans-3-(4- {[4-[(methylamino)methyl]-6-(trifluoromethyl)pyridin-2-yl]oxy} piperidin-1-
y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl}- 1 H-pyrazol-1-yl]eyclobutyl } acetonitrile;
2-[(1-{cis-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
ylleyclobutyl} piperidin-4-ylyoxy]-6-(trifluoromethyl)isonicotinonitrile;
2-[(1-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
yllcyclobutyl} piperidin-4-yljoxy]-6-(trifluoromethyl)isonicotinonitrile;
{cis-3-{4-[3-[(dimethylamino)methyl]-5-(trifluoromethyl)benzoyl |piperazin-1-yt}-1-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-ylleyclobutyl} acetonitrile;
3-[(4-{trans-3-(cyanomethyl)-3-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
ylleyclobutyl} piperazin-1-yl)carbonyl]-5-[(dimethylamino)methylJbenzonitrile;
{cis-3-(4-{[6-(pyrrolidin- 1-ylmethyl)-2-(trifluoromethyl)pyrimidin-4-ylJoxy} piperidin-1

y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yljeyclobutyl} acetonitrile;
{cis-3-(4- {[6-(morpholin-4-yimethyl)-2-(trifluoromethyl)pyrimidin-4-ylJoxy} piperidin-
1-yD)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-ylJcyclobutyl } acetonitrile;
{cis-3-(4-{[6-(azetidin-1-ylmethyl)-2-(trifluoromethyl)pyrimidin-4-yljoxy} piperidin-1-
yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl}-1H-pyrazol-1-yljcyclobutyl } acetonitrile;
3-[(1-{cis~3~(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
ylleyelobutyl} piperidin-4-yloxy]-5-[ (dimethylamino)methyl |benzonitrile;
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{cis-3-{4-[3-[(dimethylamino)methyl]-5-(trifluoromethyl}phenoxylpiperidin-1-yl }-1-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{cis-3-{4-[3-[(diethylamino)methyl]-5-(trifluoromethyl)phenoxy]piperidin-1-yl }-1-[4-
(7TH-pyrrolo[2,3-d]pyrimidin-4-yli)-1H-pyrazol-1-yl|cyclobutyl } acetonitrile;
{cis-3-(4-{3-(difluoromethyl)-5-[(dimethylamino)methyl]Jphenoxy} piperidin-1-yl}-1-[4-
(7TH-pyrrolo[2,3-dJpyrimidin-4-yl)- 1 H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{cis-3-[4-({6-chloro-4-[(dimethylamino}methyl|pyridin-2-yl} oxy)piperidin-1-yl]-1-[4-
(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-yljcyclobutyl } acetonitrile;
{cis-3-(4-{[6-[(dimethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]oxy} piperidin-
1-yI)-1-[4-(7H-pyrrolof2,3-d}pyrimidin-4-yl)- 1 H-pyrazol-1-yljcyclobutyl} acetonitrle;
{cis-3-(4-{[6-[(ethylamino)methyl]-2-(trifluoromethyl)pyrimidin-4-yl]Joxy} piperidin-1-
yD-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{cis-3-(4-{[6-[(3-hydroxyazetidin-1-y])methyl]-2-(trifluoromethyl)pyrimidin-4-
ylloxy}piperidin-1-yl}-1-[4-(7H-pyrrolo[ 2,3-d Jpyrimidin-4-yl)-1H-pyrazol-1-
yl]cyclobutyl} acetonitrile;
{cis-3-(4-{[6-methyl-2-(trifluoromethyl)pyrimidin-4-yljoxy}piperidin-1-y1)-1-[4-(7TH-
pyrrolof2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{cis-3-(4-{[6-(hydroxymethyl)-2-(trifluoromethyl)pyrimidin-4-ylloxy} piperidin-1-yl)-1-
[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;
{cis-3-(4-{[6-(aminomethyl)-2-(trifluoromethyl)pyrimidin-4-yljoxy} piperidin-1-y1)-1-[4-
(7TH-pyrrolo[2,3-d)pyrimidin-4-yl)-1H-pyrazol-1-ylleyclobutyl } acetonitrile;
4-{trans-3-(cyanomethyl)-3-[4-(7H-pyrrolo[2,3-dJpyrimidin-4-y1)- 1 H-pyrazol-1-
yllcyclobutyl}-N-[2,2,2-trifluoro-1-(trifluoromethyl)ethyl]piperazine- I -carboxamide;
{trans-3-(4-{[4- {[(2-hydroxy-1,1-dimethylethyl)aminoJmethyl }-6-
(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-yl)-1-[4-(7H-pyrrolof2,3-d]pyrimidin-4-yl)- 1 H-
pyrazol-1-yl]cyclobutyl } acetonitrile;
{trans-3-(4-{[4- {[(2-hydroxyethyl)amino methyl} -6-(trifluoromethyl)pyridin-2-
yljoxy}piperidin-1-yl)-1-[4-(7TH-pyrrolo[2,3-d]pyrimidin-4-yl)- IH-pyrazol- 1 -
ylleyclobutyl} acetonitrile;
{trans-3-(4-{[4-{[(3-hydroxypropyl)amino)methyl }-6-(trifluoromethyl)pyridin-2-
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yloxy}piperidin-1-y1)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1 H-pyrazol-1-
vi]eyclobutyl}acetonitrile;

{trans-3-(4-{[4-(azetidin-1-ylmethyl)-6-(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-
y)-1-[4-(7H-pyrrolof2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl|cyclobutyl } acetonitrile;

{trans-3-(4- {[4-[(3-hydroxyazetidin-1-yl)methyl]-6-(trifluoromethyl)pyridin-2-
ylJoxy}piperidin-1-y1}-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl}- 1 H-pyrazol-1-
yl]cyclobutyl} acetonitrile;

{trans-3-(4-{[4-(pyrrolidin-1-ylmethyl)-6-(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-
yl)-1-[4-(7TH-pyrrolo[2,3-d|pyrimidin-4-yl)- 1H-pyrazol-1-ylJcyclobutyl } acetonitrile;

{trans-3-(4-{[4-(morpholin-4-ylmethyl)-6-(trifluoromethyl)pyridin-2-ylJoxy} piperidin- 1 -
yI)-1-[4-(TH-pyrrolo[2,3-d]pyrimidin-4-yl}- 1H-pyrazol-1-yl]cyclobutyl} acetonitrile;

{trans-3-(4-{[4-[(3,3-difluoropyrrolidin-1-yl)methyl]-6-(trifluoromethyl)pyridin-2-
ylJoxy}piperidin-1-yI)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- | H-pyrazol-1-
yllcyclobutyl}acetonitrile;

{trans-3-(4-{[4- {[(28)-2-(hydroxymethyl)pyrrolidin-1-yl]methyl } -6-
(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-
pyrazol-1-yl]cyclobutyl} acetonitrile;

{trans-3-(4-{[4- {[(2R)-2-(hydroxymethyl)pyrrolidin-1-ylJmethyl} -6-
(trifluoromethyl)pyridin-2-ylJoxy} piperidin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-
pyrazol-1-yl]cyclobutyl} acetonitrile;

{trans-3-(4- {[4-(1-hydroxy-1-methylethyl)-6-(trifluoromethyl)pyridin-2-
yl]carbonyl} piperazin-1-yl)-1-[4-(1H-pyrrolo[2,3-b]pyridin-4-yl)- 1 H-pyrazol-1-
yllcyclobutyl}acetonitrile;

{cis-3-(4-{[6-(2-hydroxyethyl)-2-(trifluoromethyl)pyrimidin-4-ylloxy} piperidin-1-yl)-1-
{4-(7TH-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;

{trans-3-(4- {[6-(2-hydroxyethyl)-2-(trifluoromethyl)pyrimidin-4-ylJoxy} piperidin-1-yl})-
1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl1)-1H-pyrazol-1-yl]cyclobutyl } acetonitrile;

{cis-3-(4-{[4-[(2-0%0-1,3-0xazolidin-3-y])methyl}-6-(trifluoromethyl}pyridin-2-
yl]oxy}piperidin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1 H-pyrazol-1-
ylleyclobutyl } acetonitrile; and
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{trans-3-(4-{[4-[(2-ox0-1,3-0xazolidin-3-yl)methyl]-6-(trifluoromethyl)pyridin-2-
ylloxy}piperidin-1-yl)-1-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- 1H-pyrazol-1-
ylleyclobutyl} acetonitrile;

or a pharmaceutically acceptable salt of any of the aforementioned.

31.  The compound sesesding-teci any one of claims 1 to 29, or a pharmaceutically

acceptable salt thereof, wherein the cyclobutyl ring in Formula I is the cis form.

32.  The compound aeesrdingtoot any one of claims 1 to 29, or a pharmaceutically

acceptable salt thereof, wherein the cyclobutyl ring in Formula I is the trans form.

33, The compound of claim 1. wherein the compound is frans-1-[4-{7H-pyvirolo[2.3-

dlpvrimidin-4-vh-1H-pyrazol-1-vI{-3-(4- 112 -{trifluoromethvpvrimidin-4-

vllearbonyl piperazin- | -vDevelobutvllacetonitrile. or a pharmaceutically acceptable salt thereof.

34. The compound of claim |. wherein the compound is {frans-3-(4-{[4-1(3-

hyvdroxvazetidin-1-vlimethvi]-6-(trifluoromethvipvridin-2-viloxv} piperidin- 1 -y}~ 1 -[4-(7H-

pyvrrolo[2.3-dIpvrimidin-4-v1)- | H-pvrazol- 1 -vilevelobuivl} acetonitrile. or a pharmaceutically

acceptable salt thereof.

3335. A composition comprising a compound aeeardivu—too! any one of claims 1 to 32, ora

pharmaceutically acceptable salt thereof, and at least one pharmaceutically acceptable carier.

36. A composition comprisine a compound of claim 33. or a pharmaceuticallv acceptable salt

thereof, and at least one pharmaceutically acceptable carrier,

37. A composition comprising a compound of ¢laim 34, or a pharmaceutically acceptable salt

thereof, and at least one pharmaceutically acceptable carrier.

3438. A-Use of a compound according to any one of claims | to 34, or a phanuaceutically

acceptable salt thereof, for the preparation of a medicament for method-ef-medulatine-inhibiting
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pharmaceutically acceptable salt thereof, is selective for JAK1 over JAK2.

3640, Use ol a compound of anv one of claims | 10 34, or a pharmaceutically acceptable salt

thereof, for the preparation of a medicament for A-methed-of-treating-the treatment of an

autoimmune disease, a cancer, a myeloproliferative disorder, an inflammatory disease, a bone

resorption disease, or organ transplant rejection in a patient in need thereof--comprising

} o ..G 1 - ] ~ . ”
3 i . - 3 : =

[~ %

3741, A-methedThe use seesrdinustoof claim 3640, 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.

3842, S-methedThe use seeardingtoo! claim 3640, wherein said autoimmune disease is

rheumatoid arthritis.

3943, A-methodThe use sccerdig-teot claim 3640, wherein said autoimmune disease is a skin

disorder.
4044, A-methed | he use secordingtoonf claim 3943, wherein said skin disorder is atopic
dermatitis, psoriasis, skin sensitization, skin irritation, skin rash, contact dermatitis or allergic

contact sensitization.

4145, A-methedThe use aceardingtool claim 3640, wherein said cancer is a solid tumor.
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4246, A-methed The use aseerdinstoo! claim 3640, wherein said cancer 1s prostate cancer,
renal cancer, hepatic cancer, breast cancer, lung cancer, thyroid cancer, Kapos!’s sarcoma,

Castleman’s disease or pancreatic cancer.

4347, A-methedThe use sccardimateoi claim 3640, wherein said cancer is lymphoma,

leukemia, or multiple myeloma.

4448, A-methedThe use secordingtoof claim 3640, wherein said myeloproliferative disorder
(MPD) 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).

4349, A-methedThe use secordingoof claim 3640, wherein said myeloproliferative disorder is

myelofibrosis.

4650, A-methodThe use aceordinzton] claim 3640, wherein said myeloproliferative disorder is
primary myelofibrosis (PMF).

4751, “A-methedThe use sceardingteo! claim 3640, 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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