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WHAT IS CLAIMED IS: 

1. 	A compound of Formula I: 

R5 

\ 	/  
N—N 	 X 	N—R' 

R3 	I2R 

Y 

it. 	N 
H 

1 

or a pharmaceutically acceptable salt thereof; wherein: 

X is N or Cle; 

W is N or CR6; 

Y is N or CR7; 

Rl  is C1.6 alkyl, C1 6 haloalkyl, C3-6 cycloallcyl 	f  3.6  cycloalkyl-C1.3 alkyl, 4-6 

membered heterocycloalkyl, or 4-6 membered hete 	ycloalkyl-C1.3  alkyl; wherein 

said C1.6 alkyl, C3.6 cycloalkyl, C3-6 cycloalkyl- 	alkyl, 4-6 membered 

heterocycloalkyl, and 4-6 membered heterocy cloalkyl-C13 alkyl are each optionally 

substituted with 1, 2, or 3 substituents ind 	endently selected from fluoro, -OH, 

-0(C13 alkyl), -CN, -CF3, C1.3  alkyl, - 	2, -NH(C 1.3 alkyl), -N(Ci.3 allcy1)2, - 

C(0)N(C E.3 alkyl)2, -C(0)NH(C 1 _3 al 	1), -C(0)NH2, -00)0(Ci_3  alkyl), -S(0)2(C1.3  

alkyl), -S(0)2(C3.6cycloallcyl), -C 	)(C3-6cycloalkyl), and  -C(0)(CI-3 alkyl); 

R2  is H or C1.3  alkyl; w 	:cm said C1 -3 alkyl is optionally substituted by I, 2, 

or 3 substituents independely selected from fluoro, -OH, -0(C1-3 alkyl), -CN, -CF3, 

NH2, -NH(Ct.3 alkyl), an 	-N(C1.3 alkyl),; or 

RI  and R2  togc 	cr with the nitrogen atom to which they are attached form a 4- 

, 5- or 6-membered} eterocycloalkyl ring; which is optionally substituted with I, 2, or 

3 substitutents in ependently selected from fluoro, -0H, -0(C i .3 alkyl), -CN, C1.3 

alkyl, C1.3  hal alkyl, -NH2, -NH(Ci.3  alkyl), -N(Ci.3  alkyl),, and -CH2CN; 

R3  i 	1, F, Cl, -CN, C1.3 alkyl, -OCF3, -CF3, or -0(C1-3  alkyl); 

is H, F, Cl, -CN, CI .3 alkyl, or -0(C1-3 alkyl); 

.,, Rs  is H, F, CI, -CN, C1.3 alkyl, or -0(C1.3 alkyl); 

R6  is H, F, CI, -CN, or C1 	alkyl; and 
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R7 is H, F, CI, -CN, C1.3 alkyl, -CH2CN, -C(0)N(Ci _3  alkyl)", -C(0)NH(C1.3  

alkyl), or -C(0)NH". 

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

thereof, wherein Y is N. 

3.  The compound according to claim I, or a pharmaceutically acceptable s 

thereof, wherein Y is CR7. 

4.  The compound according to claim 3, or a pharmaceutically acceptable salt 

thereof, wherein 127 is H. 

5.  The compound according to any one of claims 1 to 4, or pharmaceutically 

acceptable salt thereof, wherein X is N. 

6.  The compound according to any one of claims 1 1) 4, or a pharmaceutically 

acceptable salt thereof, wherein X is CR4. 

7.  The compound according to claim 6, or .,• larmaceutically acceptable salt 

thereof, wherein R4  is H or F. 

8.  

9.  

The compound according to any 	ne of claims 1 to 7, or a pharmaceutically 

acceptable salt thereof, where/W is N. 

i 
The compound accordingito any one of claims 1 to 7, or a pharmaceutically , if 
acceptable salt thereof/Wherein W is CR6. 

i 

it 
10.  The compound acEording to claim 9, or a pharmaceutically acceptable salt 

. .1 
thereof, wherein R

6 
 is H, F, or Cl. 

11.  The com ound according to any one of claims 1 to 10, or a pharmaceutically 

acceptable salt thereof, wherein R5  is H or F. 
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12. The compound according to any one of claims 1 to 11, or a pharmaceutically 

acceptable salt thereof, wherein R6  is H or F. 

13. The compound according to any one of claims 1 to 11, or a pharmaceutically 

acceptable salt thereof, wherein R6  is H. 

14. The compound according to any one of claims I to 13, or a pharmace 	ically 

acceptable salt thereof, wherein R2  is H or methyl. 

15. The compound according to any one of claims 1 to 13, or a ph rmaceutically 

acceptable salt thereof, wherein R2  is H. 

16. The compound according to any one of claims Ito 13 /or a pharmaceutically 

acceptable salt thereof, wherein R2  is methyl. 

17. The compound according to any one of claims/to 16, or a pharmaceutically 

acceptable salt thereof, wherein R1  is CI-6a' /y l, C1-6 haloalkyl, C3_6 cycloalkyl, 

C3-6 cycloalkyl-CL3  alkyl, 5-6 membered, e erocycloalkyl, or 5-6 membered 

heterocycloalkyl-C1:3  alkyl, wherein s 	C1-6 alkyl, C3-6 cycloallcyl, C3-6 

cycloalkyl-C1 _3  alkyl, 5-6 membere 	teterocycloalkyl, or 5-6 membered 

heterocycloalkyl-C1 _3  alkyl are ea 	i optionally substituted with 1, 2, or 3 

substituents independently seledied from fluoro, -CF3, and methyl. 

'18. 	The compound accordingto any one of claims I to 16, or a pharmaceutically 

acceptable l  salt thereofkierein R1  is isopropyl, ethyl, 1-methylpropyl, 2,2,2-
e 

trifluoro- 1-methylethcil, 1-cyclopropylethyl, 1-cyclohexylethyl, cyclopropyl, 1- 

trifluoromethylcy/opropyl , 3 ,3-difluorocyclobutyl , 1 -(1 -methylpi peridin-4-

yflethyl, 1-cyc4ropy1-2,2,2-trifluoroethyl, 2,2,2-trifluoroethyl, or 2,2- 

difluoroethyl 
/ 

/ 
i 

19. 	The "Impound according to claim 1, or a pharmaceutically acceptable salt 

thereof, wherein: 

?As N or CR4; 

W is N or CR6; 
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Y is N or CR7; 

R.' is C1-6 alkyl, C1.6 haloalkyl, C3_6 cycloallcyl, C3.6 cycloalkyl-C1.3 alkyl, 4-6 

membered heterocycloalkyl, or 4-6 membered heterocycloalkyl-C1 _3  alkyl; wherein 

said C1.6 alkyl, C3.6 cycloallcyl, C3_6 cycloalkyl-C1.3 alkyl, 4-6 membered 

heterocycloalkyl, or 4-6 membered heterocycloalkyl-C_3  alkyl are each optionally 

substituted with 1, 2, or 3 substituents independently selected from fluoro, -OH  

-0(C1 _3  alkyl), -CN, -CF3, C1_3 alkyl, -NH2, -NH(C1.3  alkyl), -N(Ci_3  alkyl),,  

C(0)1\I(Ci_3 alky1)2, -C(0)NH(C1.3 alkyl), -C(0)NH2, -C(0)0(C153 alkyl), - (0)2(Ci.3 

alkyl), -S(0)2(C3_6 cycloallcyl), -C(0)(C3.6 cycloalkyl), and -C(0)(C 1-3 a 	I) 

R2  is H or Ct.3 alkyl; wherein said C1.3 alkyl is optionally sub 	tilted by I, 2, 

or 3 substituents independently selected from fluoro, -OH, -0(C1.1 	lkyl), -CN, -CF3, 

NH,, -NH(C1.3 alkyl), and -N(C1-3 a1ky1)2; or 

R3  is H, F, Cl, -CN, C1.3 alkyl, -OCF3, -CF3, or -0(C 5  alkyl); 

R4  is H, F, Cl, -CN, C1.3 alkyl, or -0(C[53 alkyl); 
, 

R5  is H, F, Cl, -CN, C1 .3  alkyl, or -0(Ci..3  alkyl), 

R6  is H, F, Cl, -CN, or C E.3  alkyl; and 

R' is H, F, Cl, -CN, Ci.3 alkyl, or -CH2CN 

20. 	The compound according to claim 1, 	r a pharmaceutically acceptable salt 

thereof, wherein: 

X is N or CR4; 

W is N or CR6; 

Y is N or CR7; 

R' is Ci_o alkyl, C1.6 halo
/

alkyl, C3-6 cycloalkyl, C3-6 cycloalkyl-Ci.3  alkyl, 5-6 

membered heterocycloalkyl, or 5-6 membered heterocycloalkyl-C15.3 alkyl, wherein 

said CE.6 alkyl, C3.6 cycloalkyl, C3.6 cycloalkyl-C1.3 alkyl, 4-6 membered 
_3 

heterocycloalkyl, or 4-kinembered heterocycloalkyl-Cr_3  alkyl are each optionally 

ir 3 substituents independently selected from fluoro, -OH, substituted with 1, 2,.6 

-0(Ci..3  alkyl), -CM' -CF3, C1.3 alkyl, -NH2, -NFL(Ci.3  alkyl), and -N(C1.3 alky02; 
, 

R2  is H of methyl; 

R3  is g, F, CI, or methyl; 

R4  iiH F, Cl,or methyl; 

R.:  is H, F, Cl, or methyl; 

./ R6  is H, F, CI, or methyl; and 
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R7  is H. 

21. 	The compound according to claim I, or a pharmaceutically acceptable salt 

thereof; wherein: 

X is N or CR4; 

W is N or CR6; 

Y is N or CR7; 

R I  is C j.6 alkyl, Ci.6 haloalkyl, C3.6 cycloalkyl, C3.6 cycloalkyl-Chi/llkyl, 5-6 
i 

membered heterocycloalkyl, or 5-6 membered heterocycloalkyl-C L3a1150, wherein 
/ 

said C1-6 alkyl, C3_6 CyClOalkyl, C3.6 cycloalkyl-Ci_3 alkyl, 4-6 metnbemd 

/heterocycloalkyl, or 4-6 membered heterocycloalkyl-C1.3  alkyl are 	ach optionally 

substituted with I, 2, or 3 substitucnts independently selected fr6 m fluoro, -CF3, and 

methyl; 

R2  is H or methyl; 

R3  is H, F, or Cl; 

R4  is H or F; 

R5  is H or F; 

R6  is H; and 

R7  is H. 

22. 	The compound according to any 	e of claims 1 to 4, 7, and 10 to 21, having 

Formula II: 

R5  

— 	

®0 

N—R1  
3 	R4 	i, 

R- 

I 
N 
H 

/ 
II 

i 
or a pharmacetically acceptable salt thereof. 

f 

23. 	Th compound according to any one of claims 1 to 4 and 10 to 21, having 
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R5  
N=  0 

/ 
N—N N 	N—R1  

R I 
R2  

/ v-  

k N 

Y ------n - N H 

III 

or a pharmaceutically acceptable salt thereof 

24. 	The compound according to any one of claims I to 4 and o 21, having 

Formula IV: 

R5  
N= 	 — 0 

\ / 
N—N 

R3 I  
N 	— 

/ V 

Y 	"--- \ 
Q. 	— NON 

H 

IV 

or a pharmaceutically acceptable salt they 	f. 

25. The compound according to a Sty one of 
/ 

claims 1, 7, and 10 to 21, having 

Formula Ha: 

Rs 	R5  

N * ° 
N—R1  N—N 

/ I R4  R2  

k 

..., 

N 
H 

Ha 
// or a pharmaceutically acceptable salt thereof 

/ 
/ 

26. The compound according to any one of claims 1, 7, and 10 to 21, having 
/ 

Form& lib: 
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Rs 	R5  
N — 	 0 

N—N 	

®

N—R1  
O) 	R3 	R4 	I, 

R - 

\ 
N 
H 

lib wf  

or a pharmaceutically acceptable salt thereof. 

27. 	The compound according to any one of claims 1 and 10 to (having Formula 

Ma: 

6 	R5  

N 	 0 
N 	\ 

N—N 	N 	N—R 
R  V 	3 	

R2 

....„ 	\ 

N 
H 

Illa 

or a pharmaceutically acceptable salt thereo 

28. 	The compound according to an - one of claims 1 and 

rub:  

10 to 21, having Formula 

R6 	R5  
N....,,  

i 
i / N—N N 	N—R1  

/ 	 I R3 
R2  

N 
H 

IIIb 

or a pharmaccdtically acceptable salt thereof. 
..-..,' 

et 
29. 	"Tle compound according to any one of claims I and 

i 
IVa: / 

11 to 21, having Formula 
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R5 
N 	

N 
l< 

N—N 
/ 	, 

' N 	N—R 
I R3 	
2 V 	 R 

/ 

---- 	\ 

IVa 

or a pharmaceutically acceptable salt thereof 

/ 
30. The compound according to any one of claims 1 and 11 to 21/,' havmg Formula 

IVb: 

R5 
N= _ 	0 

(( \ 	/ ,/ 
N—N N 	N—RI 

R3 	e 
R21 

\ 
tJ 	N 

H 

IVb 

or a pharmaceutically acceptable salt thereof. 

I 
31. The compound according to cidim 1, selected from: 

4- f 3-(Cyanomethyl)-344-1'H-pyrrolo[2,3-b]pyriclin-4-y0- I H-pyrazol- I - 

yflazetidin- I -yll -N-isopropylbetilamide; 

5- f 3-(CyanomethyI)-/3[4-( I H-pyrrolo [2,3-b]pyridin-4-y1)-1H-pyrazol- 1 - 

yl] azetidin- I -yl } -N-[( I S)- 1/cyclopropylethyl]pyridine-2-carboxamide; 

4- {3-(Cyanomettl/  )-34447H-pyrrolo[2,3-cl]pyrimidin-4-y1)- I H-pyrazol- I - 

yllazetidin-1 -y1) -3-flphro-N-isopropylbenzamide; 

4-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- I H-pyrazol- I - 

yl]azetidin- I -y1144-[( I R)- I -cyclopropylethy1]-3-fluorobenzamide; 

4-13-(4anomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)- I H-pyrazol- I - 

yllazetidirtit -yll -N-[( I S)- I -cyclopropylethyI]-3-fluorobenzamide; 

4/213-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol- I - 

yllazetfidin- I -yll -2,5-difluoro-N-isopropylbenzamide; 
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4-13-(Cyanomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)- 1H-pyrazol-1-

yllazetidin-1 -y1 } -N-cyclopropy1-3-fluoro-N-mothylbenzamide; 

5-Chloro-4- }3-(cyanomethyl)-314-(71-1-pyrrolo[2,3-d]pyrimidin-4-y1)-11-1-

pyrazol-1-yliazeticlin-1-y11-2-fluoro-N-isopropylbenzarnide; 

5-13-(Cyanomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)- 1 H-pyrazol+ 

yl]azetidin- 1-y1 } -N-isopropylpyridine-2-carboxamidc; 

4- 13-(Cyanomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1H-pyralZol-1-

yljazetidin- 1-y1 } -3-fluoro-N-[( 1 S)-2,2,2-trifluoro-1-methylethyl]benzamide; 

5- 13-(Cyanomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)- 11tipyrazol-1-

yllazetidin- 1-yl 1-N-[( 1S)- 1-cyclopropylethyl]pyridine-2-carboxamid4 

5-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-/)-1H-pyrazol-1-

yllazetidin-1-yll -N-(3,3-difluorocyclobutyl)pyridinc-2-carboxaMide; 

4- 13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimi 	1-4-y1)-1H-pyrazol-1 - 

yl] azetidin- 1-y1 } -N-isopropylbenzamide;  
41  

4- 13-(Cyanornethyl)-34 	 [2,3-(7H-pyrrolo [2,3-d]pm idin-4-yI)-1 H-pyrazol- I - 
z 

yllazetidin- 1-y1 } -2-fluoro-N-isopropylbenzamide; 

4- 13-(Cyanomethyl)-3 -[4-(7H-pyrrolo[2,3 d]pyrimidin-4-y1)-1H-pyrazol- 1- 

/ 

yllaze din-1 -yl }-N-[(IS)-1-cyclohcxylethyl]-2,Auorobenzamidc; 

4- 13-(Cyanomethyl)-3 44-(7H-pyrroh512,3-d] pyrimidin-4-y1)-1 H-pyrazol-1-

yllazetidin-l-y1} -3-fluoro-N-[(12)-2,2,241fluoro-1-methylethyl]benzamide; 
I 

5-13-(Cyanomethyl)-3 [4-(7H-Orrolo [2,3-c]pyrimidin-4-y1)- 11-1-pyrazol-1-

yllazetid in-1 -y1) -N41-(trifluoromet/l)cyclopropylipyridine-2-carboxamide; 

5- (3-(Cyanomethyl)-34417H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1- 

yl]azetidin-l-yll -N-isopropylp/Mzinc-2-carboxamidc; 

4-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1 H-pyrazol- 1- 

yflazetidin-1-y11-N4 1 -(1-me 
/ 

thylpiperidin-4-yflethylThenzamide; 

4- 13-(Cyanomnthyl)-3-[4-(7H-pyrrolo[2,3-d] pyri midin-4-yI)-1 H-pyrazol- 1 - 

yllazetidin-l-y1 1-N-V1R)- 1-cyclopropylethy1]-2,5-d ifluorobenzamide; 

5-Chlorol-P  13-(cyanomethyl)-344-(7 H-pyrro 1o[2,3-d]pyrimidin-4-y1)- 1H-

pyrazol-1 -yl]azoltidin- 1-y1} -N-[( I R)-1 -cyclopropylethyl]-2-fluorobenzamide; 

4-13/Cyanomethyl)-344-(7H-pyrrolo[2,341]pyrimidin-4-y1)-1H-pyrazol-1-

yl]azeticli/1-yll -2-fluoro-N-[(1S)-2,2,2-trifluoro-1-methylethyl]benzamide; 

1,4- 3-(Cyanomethyl)-3 -[4-(7H-pyrol o[2,3-d]pyrimidin-4-y1)- 1 H-pyrazol-1 - 

yllaz6tidi n- 1 -y1) -N-[( 1R)-2,2,2-trifluo ro-l-methylethyl]benzamide; 
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5-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-

yl]azetidin-1-yll -N-ethylpyridine-2-carboxamide; 

4-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1H-pyrazol-1-

yliazetidi n-1 -y1I-N-R1R)-1 -methylpropylThenzamide; and 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- I H-pyrazol-1 -7 

yl]azetidin-1-y1 } -N-(2,2,2-trifluoro- 1-methylethyl)benzamide; 	 / 

or a pharmaceutically acceptable salt thereof 

/ 
32. 	A compound according to claim 1, selected from: 	 1 

/ 
4-13-(Cyanomethyl)-344-(1H-pyrrolo[2,3-b]pyridin-4-y1)- H 	Yrazol-1-

yl]azetidin-1-yl } -3 - fluoro-N-isopropylbenzamide; 

4-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-41)- I H-pyrazol-1-

yl]azetidin-l-yll -2,5-difluoro-N-[( IS)-2,2,2-trifluoro-1-methylethyl]benzami de; 

4-13-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidX-4-y1)-1H-pyrazol-l-

eyl]azetidin- 1 -y11-2,5-difluoro-N-R 1 R)-2,2,2-trifluoro- 1 -01 thylethyl]benzami de; 

5- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyylmidin-4-y1)-1H-pyrazol-1-

yljazetidin- l -y1} -N-[( 1R)-2,2,2-trifluoro-1 -methylphyl]pyrazine-2-carboxamide; 

5- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol- l - 

yl]azetidin- l -y1},-N-[( I S)-2,2,2-trifluoro-1 -m y thylethyl]pyrazine-2-carboxamide; 

5-13-(Cyanomethyl)-344-(7H-pyrro 	2,3-d]pyrimidin-4-y1)-1H-pyrazol-1- 

yl]azetidin-l-y11-N-[( I S)-1-cyclopropyl ,2,2-trifluoroethyl]pyrazine-2-carboxamide; 

5-13-(Cyanomethyl)-3-[4-(71-1-pyfrolo[2,3-d]pyrimidin-4-y1)-11-1-pyrazol-1 - 

yl] azetidin- 1 -yl I-N-[ I -(trifluorome41)cyclopropyl]pyrazine-2-carboxamide; 

5- {3-(Cyanomethyl)-344-(H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yl]azetidin- 1-y1} -N-isopropylp/razine-2-carboxamide; 

5-13-(Cyanomethyl)-3/4-(1H-pyrrolo[2,3-1Apyridin-4-y1)- I H-pyrazol-1-

yliazetidin- I -y1I-N-[( 1 S)=2,2,2-trifluoro-1 -methylethyl]pyrazine-2-carboxamide; 

5- { 3-(Cyanomethgl )-344-( I H-pyrrolo[2,3-14yridin-4-y1)- 1H-pyrazol- I - 

yflazetidin-l-y1} -N/2,2-trifluoroethyppyrazine-2-carboxamide; 

4- {3-(Cyanolnethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- I H-pyrazol-1- 
/ 

yl]azetidin- I -yill-N-(2,2-difluoroethyt)-2,5-difluorobenzamide; 

4- 13-0anomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)- 1H-pyrazol- l - 

yliazetiditil- 1 -yl }-N-[( 1 S)- 1 -cyclopropy1-2,2,2-trifluoroethyl]benzamide; 
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4-{3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol-1- 

Mazetidin- l -y1) -N-[(IR)-1-cyc lopropylethy1]-2-fluorobenzamide; 

5-{3-(Cyanomethyl)-344-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yl]azetidin- I -y1) -N-[1-(trifluoromethyl)cyclopropyl]pyridine-2-carboxami de; 

5- {3-(Cyanomethyl)-344-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yl]azetidin-1-y1) -N-[(1S )-1-cyclopropylethyl]pyrazinc-2-carboxami de; and 

5-13-(Cyanomethyl)-344-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-16 
i 

yflazetidin-l-y1 } -N-[(1 S)-1-cyclopropy1-2,2,2-trifluoroethyflpyrazine-2-carboxamide; 

or a pharmaceutically acceptable salt thereof. 

33. A composition comprising a compound according to claim 1i  ,nr a 
/ pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 

carrier. 	 / 
/ 

34. A method of inhibiting an activity of JAK I comprignig contacting JAK I with a 

compound according to any one of claims I to 32, or a pharmaceutically 

acceptable salt thereof. 	 , 

35. A method according to claim 34, wherein said compound, or pharmaceutically 

JAKI over JAK2. acceptable salt thereof, is selective fol
/  

/
/ 

36. A method of treating an autoim nun e disease, a cancer, a myeloproliferative 
dt  

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

rejection in a patient in need thereof, comprising administering to said patient a 

therapeutically effectitamount of a compound of any one of claims 1 to 32, or 

a pharmaceutically acceptable salt thereof. 

37. A method according to claim 36, wherein said autoimmune disease is a skin 

disorder, multiple sclerosis, rheumatoid arthritis, psoriatic arthritis, juvenile 
i 

arthritis, type I diabetes, lupus, inflammatory bowel disease, Crohn's disease, 
T. 

myasthenia gravis, immunoglobulin nephropathies, myocarditis, or autoimmune 

thyroid disorder. 
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38.  A method according to claim 36, wherein said autoimmune disease is 

rheumatoid arthritis. 

39.  A method according to claim 36, wherein said autoimmune disease is a skin 

disorder. 

40.  A method according to claim 39, wherein said skin disorder is atopic dmatitis, 
i 

psoriasis, skin sensitization, skin irritation, skin rash, contact dermatitis or 
if 

allergic contact sensitization. 	 // 

i 

41.  A method according to claim 36, wherein said cancer is a solid tumor. 
.f i i 

42.  A method according to claim 36, wherein said cancer/prostate cancer, renal 

cancer, hepatic cancer, breast cancer, lung cancer, thi;roid cancer, Kaposi's 
i 

sarcoma, Castleman's disease or pancreatic cancgr. 
i 
i 
/ 

43.  A method according to claim 36, wherein said cancer is lymphoma, leukemia, or 

multiple mycloma. 

44.  
, 

A method according to claim 36, vOferein said myeloproliferative disorder is 

polycythemia vera (PV), essential thrombocythemia (ET), primary 

myelofibrosis (PMF), chroniglinyelogenous leukemia (CML), chronic 

myelomonocytic leukemia/ON/EVIL), hypereosinophilic syndrome (TIES), 

idiopathic myclofibrosis,"(IMF), or systemic mast cell disease (SMCD). 

/ 

45.  A method according to claim 36, wherein said myeloproliferative disorder is 

myelofibrosis. 

46.  A method according to claim 36, wherein said myeloproliferative disorder is 

primarytnyelofibrosis (PMF). 
i 

,.- z 

47.  A
/ 

 Method according to claim 36, wherein said myeloproliferative disorder is 

,post polycythemia vera myelofibrosis (Post-PV MF). 
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48.  A method according to claim 36, wherein said myeloproliferative disorder is 

post-essential thrombocythemia myelofibrosis (Post-ET MF). 

49.  A method according to claim 36, wherein said bone resorption disease is 

osteoporosis, osteoarthritis, bone resorption associated with hormonal 

imbalance, bone resorption associated with hormonal therapy, bone reso2 , tion 

associated with autoimmune disease, or bone resorption associated wii 	cancer. 
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The Claims defining the invention are as follows: 

1. 	A compound of Formula I: 

R5  
N= 	 W=K 	0 

\ 	/) 
N—N 	 X 	N—R1  
/ 	R3 	I

2 R2  R 

kN-- 

I 

or a pharmaceutically acceptable salt thereof; wherein: 

X is N or CR4; 

W is N or CR6; 

Y is N or CR7; 

R' is C1-6 alkyl, C1.6 haloalkyl, C3.6 cycloalkyl, C3.6 cycloalkyl-C1_3 alkyl, 4-6 

membered heterocycloalkyl, or 4-6 membered heterocycloalkyl-C1-3 alkyl; wherein 

said C1.6 alkyl, C3-6 cycloalkyl, C3-6 cycloalkyl-C1-3 alkyl, 4-6 membered 

heterocycloalkyl, and 4-6 membered heterocycloalkyl-CI-3 alkyl are each optionally 

substituted with 1, 2, or 3 substituents independently selected from fluoro, -OH, 

-0(C1-3 alkyl), -CN, -CF3, CI-3 alkyl, -NH2, -NH(C1.3 alkyl), -N(C1-3 alkyl)2, - 

C(0)N(Ci -3 alkyl)2, -C(0)NH(C1-3 alkyl), -C(0)NH2, -C(0)0(Ci_3 alkyl), -S(0)2(C1_3 

alkyl), -S(0)2(C3_6 cycloalkyl), -C(0)(C3_6 cycloalkyl), and -C(0)(Ci_3 alkyl); 

R2  is H or C1.3  alkyl; wherein said C I-3 alkyl is optionally substituted by 1, 2, 

or 3 substituents independently selected from fluoro, -OH, -0(C1_3 alkyl), -CN, -CF3, 

NH2, -NH(C1-3 alkyl), and -N(CI-3 alkyl)2; or 

R' and R2  together with the nitrogen atom to which they are attached form a 4- 

, 5- or 6-membered heterocycloalkyl ring; which is optionally substituted with 1, 2, or 

3 substitutents independently selected from fluoro, -OH, -0(C1-3 alkyl), -CN, C1_3 

alkyl, C1-3 haloalkyl, -NH2, -NH(C1-3 alkyl), -N(Ci_3 alkyl)2, and -CH2CN; 

R3  is H, F, Cl, -CN, C1_3 alkyl, -OCF3, -CF3, or -0(Ci.3 alkyl); 

R4  is H, F, Cl, -CN, C1_3 alkyl, or -0(Ci_3 alkyl); 

R5  is H, F, Cl, -CN, C1_3 alkyl, or -0(Ci_3 alkyl); 

R6  is H, F, Cl, -CN, or C1.3 alkyl; and 
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R7  is H, F, Cl, -CN, C1-3 alkyl, -CH2CN, -C(0)N(C1_3alky1)2, -C(0)NH(C1-3 

alkyl), or -C(0)NH2. 

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

thereof, wherein Y is N. 

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

thereof, wherein Y is C127. 

4.  The compound according to claim 3, or a pharmaceutically acceptable salt 

thereof, wherein R7  is H. 

5.  The compound according to any one of claims 1 to 4, or a pharmaceutically 

acceptable salt thereof, wherein X is N. 

6.  The compound according to any one of claims 1 to 4, or a pharmaceutically 

acceptable salt thereof, wherein X is CR4. 

7.  The compound according to claim 6, or a pharmaceutically acceptable salt 

thereof, wherein R4  is H or R 

8.  The compound according to any one of claims 1 to 7, or a pharmaceutically 

acceptable salt thereof, wherein W is N. 

9.  The compound according to any one of claims 1 to 7, or a pharmaceutically 

acceptable salt thereof, wherein W is CR6. 

10.  The compound according to claim 9, or a pharmaceutically acceptable salt 

thereof, wherein R6  is H, F, or Cl. 

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

acceptable salt thereof, wherein R5  is H or R 
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12.  The compound according to any one of claims 1 to 11, or a pharmaceutically 

acceptable salt thereof, wherein R6  is H or F. 

13.  The compound according to any one of claims 1 to 11, or a pharmaceutically 

acceptable salt thereof, wherein R6  is H. 

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

acceptable salt thereof, wherein R2  is H or methyl. 

15.  The compound according to any one of claims 1 to 13, or a pharmaceutically 

acceptable salt thereof, wherein R2  is H. 

16.  The compound according to any one of claims 1 to 13, or a pharmaceutically 

acceptable salt thereof, wherein R2  is methyl. 

17.  The compound according to any one of claims 1 to 16, or a pharmaceutically 

acceptable salt thereof, wherein R' is C1-6 alkyl, C1_6 haloalkyl, C3_6 cycloalkyl, 

C3_6 cycloalkyl-C1-3 alkyl, 5-6 membered heterocycloalkyl, or 5-6 membered 

heterocycloalkyl-C1_3 alkyl, wherein said Ci_6 alkyl, C3.6 cycloalkyl, C3.6 

cycloalkyl-C1-3 alkyl, 5-6 membered heterocycloalkyl, or 5-6 membered 

heterocycloalkyl-C i -3 alkyl are each optionally substituted with 1, 2, or 3 

substituents independently selected from fluoro, -CF3, and methyl. 

18.  The compound according to any one of claims 1 to 16, or a pharmaceutically 

acceptable salt thereof, wherein R' is isopropyl, ethyl, 1-methylpropyl, 2,2,2-

trifluoro-1 -methylethyl, 1-cyclopropylethyl, 1-cyclohexylethyl, cyclopropyl, 1-

trifluoromethylcyclopropyl, 3,3-difluorocyclobutyl, 1-(1-methylpiperidin-4-

yl)ethyl, 1-cyclopropyl-2,2,2-trifluoroethyl, 2,2,2-trifluoroethyl, or 2,2-

difluoroethyl. 

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

thereof, wherein: 

X is N or CR4; 

W is N or CR6; 
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Y is N or CR7; 

R' is C1.6 alkyl, CI.6 haloalkyl, C3.6 cycloalkyl, C3.6 cycloalkyl-C1.3 alkyl, 4-6 

membered heterocycloalkyl, or 4-6 membered heterocycloalkyl-C: -3 alkyl; 

wherein said C1-6 alkyl, C3-6 cycloalkyl, C3.6 cycloalkyl-C1-3 alkyl, 4-6 

memberedheterocycloalkyl, or 4-6 memberedheterocycloalkyl-CI-3 alkyl are 

each optionally substituted with 1, 2, or 3 substituents independently selected 

from fluoro, -OH, -0(Ci..3 alkyl), -CN, -CF3, CI-3 alkyl, -NH2, -NH(C1..3 alkyl), 

-N(C:.3 alkyl)2, -C(0)N(C1-3 alkyl)2, -C(0)NH(C1-3 alkyl), -C(0)NH2, 

-C(0)0(C1-3 alkyl), -S(0)2(C1-3 alkyl), -S(0)2(C3-6 cycloalkyl), -C(0)(C3-6 

cycloalkyl), and -C(0)(C1.3 alkyl); 

R2  is H or C1-3 alkyl; wherein said C1-3 alkyl is optionally substituted by 1, 2, 

or 3 substituents independently selected from fluoro, -OH, -0(CI_3 alkyl), -CN, 

-CF3, NH2, -NH(Ci.3 alkyl), and -N(C1-3 alkyl)2; or 

R3  is H, F, Cl, -CN, CI -3 alkyl, -OCF3, -CF3, or -0(C1-3 alkyl); 

R4  is H, F, Cl, -CN, C1-3 alkyl, or -0(C1-3 alkyl); 

R5  is H, F, Cl, -CN, CI -3 alkyl, or -0(C1-3 alkyl); 

R6  is H, F, Cl, -CN, or CI -3 alkyl; and 

R7  is H, F, CI, -CN, C1.3 alkyl, or -CH2CN. 

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

thereof, wherein: 

X is N or CR4; 

W is N or CR6; 

Y is N or CR7; 

R' is C1.6 alkyl, Ci.6 haloalkyl, C3.6 cycloalkyl, C3-6 cycloalkyl-C1.3 alkyl, 5-6 

membered heterocycloalkyl, or 5-6 membered heterocycloalkyl-C1.3 alkyl, 

wherein said C1-6 alkyl, C3-6 cycloalkyl, C3-6 cycloalkyl-C1_3 alkyl, 4-6 

memberedheterocycloalkyl, or 4-6 memberedheterocycloalkyl-C1-3 alkyl are 

each optionally substituted with 1, 2, or 3 substituents independently selected 

from fluoro, -OH, -0(C1-3 alkyl), -CN, -CF3, C1.3 alkyl, -NH2, -NH(C1-3 alkyl), 

and -N(C1-3 alkyl)2; 

R2  is H or methyl; 

R3  is H, F, Cl, or methyl; 

R4  is H, F, CI, or methyl; 
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R5  is H, F, CI, or methyl; 

R6  is H, F, CI, or methyl; and 

R2  is H. 

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

thereof, wherein: 

X is N or CR4; 

W is N or CR6; 

Y is N or C122; 

R' is C1.6 alkyl, CI-6haloalkyl, C3-6 cycloalkyl, C3.6 cycloalkyl-C1_3 alkyl, 5-6 

membered heterocycloalkyl, or 5-6 membered heterocycloalkyl-C1-3 alkyl, 

wherein said C1.6 alkyl, C3.6 cycloalkyl, C3.6 cycloalkyl-C13 alkyl, 4-6 

membered heterocycloalkyl, or 4-6 membered heterocycloalkyl-C1 -3 alkyl are 

each optionally substituted with 1, 2, or 3 substituents independently selected 

from fluoro, -CF3, and methyl; 

R2  is H or methyl; 

R3  is H, F, or Cl; 

R4  is H or F; 

R5  is H or F; 

R6  is H; and 

R7  is H. 

22. The compound according to any one of claims 1 to 4, 7, and 10 to 21, having 

Formula II: 

R5 

N= 	 0 

N—N N—R1  
/ 	 Ra 	I 7 	 R2 

Y 

-:.-----N N H 

II 

or a pharmaceutically acceptable salt thereof 
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23. 	The compound according to any one of claims 1 to 4 and 10 to 21, having 

Formula III: 

N= 
R5  

S_
40 

N-N N 	N-R1  

\ 
k

Y 

R3 	I2R 

N 	N H 

III 

or a pharmaceutically acceptable salt thereof 

24. 	The compound according to any one of claims 1 to 4 and 11 to 21, having 

Formula IV: 

R5  
N —  N 	0 

N—N 
c) 

\ 

\ 	i 	'l  
N 	N—R1  

Rs 	I 
R2  

k
Y 

N-- N H 

IV 

or a pharmaceutically acceptable salt thereof 

25. 	The compound according to any one of claims 1, 7, and 10 to 21, having 

Formula IIa: 

R6 	R5 
0  N= 

N -N 

® 	

N-R1  
/ , 

N 	"--- 	\ 

R3 	R4 
R

1
2 

Q. 	NI  
- N-- 
H 

Ha 

or a pharmaceutically acceptable salt thereof 
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26.  The compound according to any one of claims 1, 7, and 10 to 21, having 

Formula IIb: 

R5  
N= 0  it  

N —N N—R1  
/ Z Ra 
	 R4 	

R
I
2 

\ 

NON 

or a pharmaceutically acceptable 

IIb 

salt thereof 

27.  The compound according to any one of claims 1 and 10 to 21, having Formula 

IIIa: 

R6 	R5  
_ N= 

N—N N—RI 
R3 	I 

R2 
/ 7 

N 	."--. 	\ 

N 
H 

or a pharmaceutically acceptable 

Ma 

salt thereof 

28.  The 

Mb: 

compound according to any one of claims 1 and 10 to 21, having Formula 

R5  
N= 

N—N N 	N—R1  
I R3 / 

V R2 

N 
H 

or a pharmaceutically acceptable 

Mb 

salt thereof 
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29.  The compound according to any one of claims 1 and 11 to 21, having Formula 

IVa: 

R5  
Nn 	N_... 	0 

\ 	/ 
N—N 	N 	N—R1  
/ 	IR3 	I z 	 R2 

N 
NON H 

IVa 

or a pharmaceutically acceptable salt thereof. 

30.  The compound according to any one of claims 1 and 11 to 21, having Formula 

IVb: 

R5 

N= 	N-
, 
	0 

/ 
N—N N 	N—R1  
/ 	 I R3 Z 	 132 

r-- 
-P---- N N H 

IVb 

or a pharmaceutically acceptable salt thereof. 

31.  The compound according to claim 1, selected from: 

4- {3-(Cyanomethyl)-344-(1 H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol- 

1-yl] azetidin-l-y1) -N-isopropylbenzamide; 

5- {3-(Cyanomethyl)-3-[4-(1 H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol- 

1-yl] azetidin- l -yl } -N-[ (1  

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-l-yll -3-fluoro-N-isopropylbenzamide; 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-l-y11-N-[(1R)-1-cyclopropylethyl]-3-fluorobenzamide; 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yll azetidin-l-yl } -N-[(1S)-1-cyclopropylethy1]-3-fluorobenzamide; 

128 



4- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo [2,3 -d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-1-y11-2,5-difluoro-N-isopropylbenzamide; 

4- {3-(Cyanomethyl)-3 -[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H-

pyrazol-1 -yl] azetidin-1 -y1 } -N-cyclopropy1-3-fluoro-N-methylbenzamide; 

5-Chloro-4- {3-(cyanomethyl)-3-[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)- 

1 H-pyrazol- 1 -yl] azetidin-l-y11-2-fluoro-N-isopropylbenzamide; 

5- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-l-yll -N-isopropylpyridine-2-carboxamide; 

4- {3-(Cyanomethyl)-314-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin- 1 -y11-3-fluoro-N-R1S)-2,2,2-trifluoro-1-

methylethylThenzamide; 

5- {3-(Cyanomethyl)-3 -[4-(7H-pyrrolo[2,3-d] pyrimidin-4-y1)-1 H-

pyrazol-1-yl] azetidin- 1 -y11-N-[(1 S)-1 -cyclopropylethyl]pyridine-2-

carboxamide; 

5- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1 H-

pyrazol-1-yl]azetidin-l-y11-N-(3,3-difluorocyclobutyl)pyridine-2- 

carboxamide; 

4- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1 -yl]azetidin-1 -y1 } -N-isopropylbenzamide; 

4- {3-(Cyanomethy0-3 44-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1 H-

pyrazol-1 -yl] azetidin-1 -y1} -2-fluoro-N-isopropylbenzamide; 

4- {3-(Cyanomethyl)-3 -[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H-

pyrazol-1 -yl] azetidin- 1 -y11-N-[( 1 S)-1 -cyclohexylethy1]-2-fluorobenzamide; 

4- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo[2,3-cl]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-l-yll -3-fluoro-N-R1R)-2,2,2-trifluoro-l-

methylethyllbenzamide; 

5- {3-(Cyanomethyl)-3 -[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H-

pyrazol-1 -yl] azetidin-1 -y1} -N-[1 -(trifluoromethypcyclopropyl]pyridine-2-

carboxamide; 

5- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-l-y11-N-isopropylpyrazine-2-carboxamide; 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-l-yll -N-[1 -(1 -methylpiperidin-4-Dethyl]benzamide; 

4- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H- 
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pyrazol- 1-yl] azetidin-1-y1 1 -N-[ ( 1R)- 1 -cyclopropylethyI]-2,5-

difluorobenzamide; 

5-Chloro-4- {3-(cyanomethyl)-3 -[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)- 

1 H-pyrazol-1 -yl] azetidin-1 -y1 1 -N-[(1R)-1-cyclopropylethy1]-2-

fluorobenzamide; 

4- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yl]azetidin-1-y1) -2-fluoro-N-R1S)-2,2,2-trifluoro-l-

methylethylThenzamide; 

4- P-(Cyanomethyl)-3-[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1H-

pyrazol- 1 -yl] azetidin-1-y1 1 -N-[( 1R)-2,2,2-trifluoro- 1 -methylethyl]benzamide; 

5- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-

pyrazol-1-yliazetidin-1-y1)-N-ethylpyridine-2-carboxamide; 

4- {3-(Cyanomethyl)-3 44-(7H-pyn-olo[2,3-d]pyrimidin-4-y1)-1 H-

pyrazol- 1 -yl] azetidin- 1-yl 1 -N-R 1 RH -methylpropylThenzamide; and 

4- 13-(Cyanomethyl)-3 -[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H-

pyrazol- 1 -yl] azetidin- 1-y1) -N-(2,2,2-trifluoro- 1-methylethyl)benzamide; 

or a pharmaceutically acceptable salt thereof. 

32. A compound according to claim 1, selected from: 

4- {3-(Cyanomethyl)-3-[4-(1 H-pyrrolo [2,3-b]pyridin-4-y1)-1 H-pyrazol- 1-

yl] azetidin-l-y1) -3-fluoro-N-isopropylbenzamide; 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)- 1 H-pyrazol- 

1 -yll azetidin- 1 -y1) -2,5-difiuoro-N-R 1 S)-2,2,2-trifluoro-1- 

methylethylIbenzamide; 

4- {3-(Cyanomethyl)-3 -[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H-pyrazol- 

1 -yl] azetidin-1 -y1) -2,5-difluoro-N-R1R)-2,2,2-trifluoro-1- 

methylethylThenzamide; 

5- {3-(Cyanomethyl)-3 -[4-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1 H-pyrazol- 

1-yl] azetidin- 1-y1 1 -N-R1R)-2,2,2-trifluoro-l-methylethyllpyrazine-2-

carboxamide; 

5- 13-(Cyanomethyl)-3-[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1 H-pyrazol- 

1 -yl] azetidin- 1 -yl 1 -N-[(1S)-2,2,2-trifluoro-l-methylethyl]pyrazine-2-

carboxamide; 
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5- 13-(C yanomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1H-pyrazol- 

1-yl]azetidin-l-y1)-N-[(1S)-1-cyclopropy1-2,2,2-trifluoroethyl]pyrazine-2-

carboxamide; 

5- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol- 

1-yl]azetidin-l-y1)-N-[1-(trifluoromethyl)cyclopropyl] pyrazine-2-carboxamide; 

5- {3-(Cyanomethyl)-344-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yl]azetidin-l-y1 } -N-isopropylpyrazine-2-carboxamide; 

5- {3-(Cyanomethyl)-344-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yflazetidin-1-yll-N-[(1 S)-2,2,2-trifluoro-l-methylethyl]pyrazine-2- 

carboxamide; 

5- {3-(Cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yl]azetidin-1-yll -N-(2,2,2-trifluoroethyflpyrazine-2-carboxamide; 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo[2,3-d]pyrimidin-4-y1)-1H-pyrazol- 

1-yl]azetidin-l-y1)-N-(2,2-difluoroethyl)-2,5-difluorobenzamide; 

4- {3-(Cyanomethyl)-3-[4-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1H-pyrazol- 

1-yl]azetidin-l-yll -N-[(1S)-1-cyclopropy1-2,2,2-trifluoroethyl]benzamide; 

4- {3-(Cyanomethyl)-344-(7H-pyrrolo [2,3-d]pyrimidin-4-y1)-1H-pyrazol- 

1-yl]azetidin-l-y1 } -N-[(1R)-1-cyclopropylethy1]-2-fluorobenzamide; 

5- {3-(Cyanomethyl)-3-[4-(1H-pyrrolo[2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yflazetidin-l-yll-N-[1-(trifluoromethyl)cyclopropyl]pyridine-2-carboxamide; 

5- {3 -(Cyanomethyl)-3 - [4-(1H-pyrrolo[2,3 -b] pyridin-4-y1)-1H-pyrazol-1 - 

yl] azetidin-1 -yll-N-[(1S)-1-cyclopropylethyl]pyrazine-2-carboxamide; and 

5- {3-(Cyanomethyl)-3 -[4-(1H-pyrrolo [2,3-b]pyridin-4-y1)-1H-pyrazol-1-

yllazetidin-l-y1 1 -N-[(15)-1-cyclopropy1-2,2,2-trifluoroethyl]pyrazine-2-

carboxamide; 

or a pharmaceutically acceptable salt thereof. 

33.  A composition comprising a compound according to claim 1, or a 

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 

carrier. 

34.  Use of a compound according to any one of claims 1 to 32, or a 

pharmaceutically acceptable salt thereof for the preparation of a medicament for 
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use in a method of inhibiting an activity of JAK1 comprising contacting JAK I 

with the compound. 

35.  The use according to claim 34, wherein said compound, or pharmaceutically 

acceptable salt thereof, is selective for JAK1 over JAK2. 

36.  Use of a compound of any one of claims 1 to 32, or a pharmaceutically 

acceptable salt thereof for the preparation of a medicament for use in a method 

of treating 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, the method comprising administering to said patient a 

therapeutically effective amount of the compound. 

37.  The use according to claim 36, 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. 

38.  The use according to claim 36, wherein said autoimmune disease is rheumatoid 

arthritis. 

39.  The use according to claim 36, wherein said autoimmune disease is a skin 

disorder. 

40.  The use according to claim 39, wherein said skin disorder is atopic dermatitis, 

psoriasis, skin sensitization, skin irritation, skin rash, contact dermatitis or 

allergic contact sensitization. 

41.  The use according to claim 36, wherein said cancer is a solid tumor. 

42.  The use according to claim 36, wherein said cancer is prostate cancer, renal 

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

sarcoma, Castleman's disease or pancreatic cancer. 
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43.  The use according to claim 36, wherein said cancer is lymphoma, leukemia, or 

multiple myeloma. 

44.  The use according to claim 36, wherein said myeloproliferative disorder is 

polycythemia vera (PV), essential thrombocythemia (ET), primary 

myelofibrosis (PMF), chronic myelogenous leukemia (CML), chronic 

myelomonocytic leukemia (CMML), hypereosinophilic syndrome (HES), 

idiopathic myelofibrosis (IMF), or systemic mast cell disease (SMCD). 

45.  The use according to claim 36, wherein said myeloproliferative disorder is 

myelofibrosis. 

46.  The use according to claim 36, wherein said myeloproliferative disorder is 

primary myelofibrosis (PMF). 

47.  The use according to claim 36, wherein said myeloproliferative disorder is post 

polycythemia vera myelofibrosis (Post-PV MF). 

48.  The use according to claim 36, wherein said myeloproliferative disorder is post-

essential thrombocythemia myelofibrosis (Post-ET MF). 

49.  The use according to claim 36, 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. 

133 


