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CLAIMS 

What i claimed is: 

1. 	A compound having the chemical structure of Formula I, 

R2  

0 
0 ti 

X 	F 	
HN—S—R1 

ii 

L 	 0 
N 	N 

H 

Formula I 

or a pharmaceutically acceptab < salt, hydrate or solvate thereof, 

wherein: 

X is —N= or —C(W)=; 

Y is selected from the group consist cr of fluoro, chloro, bromo, iodo, lower alkyl, lower alkoxy, 

haloalkyl, CN, -OH, cycloalkyl, -0 	and —N(R3)(R4); wherein: 

R3  is hydrogen and R4  is selected from 	le group consisting of (i) hydrogen, -OR! and lower alkyl 

optionally substituted with one or mo • R"; (ii) cycloalkyl or cycloalkylalkyl, each of which 

is optionally substituted with one or mon. W2; (iii) heterocycloalkyl or heterocycloalkylalkyl, 

each of which is optionally substituted with inc or more W3; (iv) aryl or arylalkyl, each of 

which is optionally substituted with one or mo • R14, optionally, wherein the two adjacent It.'4  

groups on the aryl ring are taken together to fonn 	5 or 6-membered hetero cyclic aromatic 

ring having from 1-4 heteroatoms selected from 0 o 	1; and (v) heteroaryl or heteroarylalkyl, 

each of which is optionally substituted with one or mor 	• 15; or 

R3  and R4  are both lower alkyl; or 

R3  and R4  combine with the nitrogen atom to which they are attac ed to form a 3-7 membered 

ring having 0-1 additional ring heteroatom selected from 0, N or 	, wherein the nitrogen or 

sulfur atom is optionally oxidized; 

R' is selected from the group consisting of lower alkyl, haloalkyl, haloalkoxy, 	oro substituted 

lower alkyl, cycloalkyl optionally substituted with one or more 127, hetcrocycl .1kyl, 

mono-alkylamino, di-alkylamino, cycloalkylamino, heterocycloalkylamino, aryl 6 tionally 

substituted with one or more R6  and heteroaryl optionally substituted with one or mw e R7; 

R2  is hydrogen, fluoro, chloro, or lower alkyl optionally substituted with one or more fluori •• 

R5  is selected from the group consisting of hydrogen, fluoro, chloro, -CN, lower alkyl optiona 

substituted with one or more RI6, and lower alkoxy optionally substituted with one or more R '•  
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each R6, when present, is independently selected from the group consisting of fluoro, chloro, -CN, 

-NO2, lower alkyl, fluoro substituted lower alkyl, lower alkoxy, fluoro substituted lower alkoxy, 

(0)-0-1215, -N(H)-C(0)-R'6,  and heteroaryl optionally substituted with one or more lower 

alk 	or two R5  on adjacent carbons combine to form a fused heterocycloalkyl optionally 

substit 2 ted with one or more lower alkyl; 

each R7, wl ei 	resent, is independently selected from the group consisting of lower alkyl, fluoro 

substituted 1 	er alkyl, lower alkoxy, -C(0)-0-1e, and heteroaryl optionally substituted with 

one or more lo 	-r alkyl; 

R8  is hydrogen, lower . kyl optionally substituted with one or more fluorine, or, when R8  is a C2.6 

alkyl, said alkyl may 	tionally be substituted with one or more R21; cycloalkyl optionally 

substituted with one or n 	re R21, or heterocycloalkyl optionally substituted with one or more R21; 

each R", when present, is indep ndently selected from the group consisting of fluoro, -OH, lower 

alkoxy, fluoro substituted low 	alkoxy, -NH,, mono-alkylamino, di-alkylamino, 

cycloalkylamino, heterocycloalky -mino, cycloalkyl optionally substituted with one or more R12, 

heterocycloalkyl optionally substitut: 	with one or more R13, aryl optionally substituted with one 

or more 1214, and heteroaryl optionally s 1 0 stituted with one or more 1215; 

each 1212, when present, is independently select. 	from the group consisting of fluoro, lower alkyl, 

fluoro substituted lower alkyl, -OH, lower alk, y, fluoro substituted lower alkoxy, -NH2, mono-

alkylamino, di-alkylamino, cycloalkylamino, het,* ocycloalkylamino, -N(H)-C(0)-R22, 

-N(H)-S(0)2-R23, C(0)-R24, and S(0)2-R25; 

each 1213, when present, is independently selected from then oup consisting of fluoro, -OH, lower 

alkoxy, fluoro substituted lower alkoxy, -NH2, mono-alky mino, di-alkylamino, 

cycloalkylamino, heterocycloalkylamino, -N(H)-C(0)-R26, 	H)-S(0)2-R27, C(0)-R25, 

S(0)2-R29, and lower alkyl optionally substituted with one or n • e R.36; 

each le and R15, when present, are independently selected from the gre p consisting of fluoro, 

chloro, -OH, -NE-12, -CN, -NO2,  -N(H)-C(0)-R31, -N(H)-S(0)2-R32, C(0 	R33, S(0),-R34, lower 

alkyl, fluoro substituted lower alkyl, lower alkoxy, fluoro substituted low. 	alkoxy, mono- 

alkylamino, di-alkylamino, cycloalkylamino, heterocycloalkylamino, aryl 01 	onally substituted 

with one or more R35, and heteroaryl optionally substituted with one or more R 6. 

each R16, when present, is independently fluoro, -OH, lower alkoxy, -NH2, mono-a lcy nnino, di-

alkylamino, cycloalkylamino, or heterocycloalkylamino; 

each R17, when present, is independently fluoro, -OH, lower alkoxy, -NFL, mono-alkylamine di-

alkylamino, cycloalkylamino, or heterocycloalkylamino; 
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each 11.13  and R29, when present, are independently hydrogen, lower alkyl or fluoro substituted lower 

alkyl; 

each 	19, R22, R23, R26
, 
 R27, Rif and R32, when present, are independently lower alkyl or fluoro 

sub i uted lower alkyl; 

each R21, 	ien present, is fluoro, -OH, lower alkoxy, -NH2, mono-alkylamino, di-alkylamino, 

cycloal 	.mino, or heterocycloalkylamino; 

each R24, R25, R 	R29, R'3, and R'4, when present, are independently lower alkyl, fluoro substuted 

lower alkyl, -O 	lower alkoxy, fluor substituted lower alkoxy, -NH,, mono-alkylamino, di- 

alkylamino, cyclo. 	]amino, or beterocycloallcylamino; 

each R39, when present, is 'idependently fluoro, aryl optionally substituted with one or more R35  or 

heteroaryl optionally sub, tituted with one or more R36; and 

each R3  and R36, when present, +re independently selected from the group consisting of fluoro, 

chloro, -OH, -NH', -CN, -NO,, ower alkyl, fluoro substituted lower alkyl, lower alkoxy, fluoro 

substituted lower alkoxy, mono-a $ amino, di-alkylamino, cycloalkylamino, and 

heterocycloalkylamino. 

2. The compound of claim 1, wherein: 

X is —N= or —C(R5)=, wherein Rs  is selected from 	the group consisting of hydrogen, fluoro, chloro, 

-CN, lower alkyl and lower alkoxy, wherein the ower alkyl or lower alkoxy is optionally 

substituted with from one or three groups selected 	om fluoro, -OH, lower alkoxy, -N11,, mono- 

allcylamino, di-alkylamino, cycloalkylamino, or hete • ycloalkylamino; 

Y is selected from the group consisting of fluoro, chloro, bro 	o, iodo, lower alkyl, lower alkoxy, 

haloalkyl, CN, -OH, cycloalkyl, -012.3, and —N(R3)(R4); whe -in: 

R3  is hydrogen and R4  is selected from the group consisting of 	hydrogen, -0R8  and lower alkyl 

optionally substituted with from one to three 11.11; (ii) cycloalk 	or cycloalkylalkyl, each of 

which is optionally substituted with from one to three 11.12; (iii) h- e ocycloalkyl or 

heterocycloalkylalkyl, each of which is optionally substituted with 	one to three R13; (iv) 

aryl or arylalkyl, each of which is optionally substituted with from one 	three R14  

optionally, wherein the two adjacent 11.14  groups on the aryl ring are taken 	gether to form a 5 

or 6-membered heterocyclic aromatic ring having from I -4 heteroatoms sele 	d from 0 or 

N; and (v) heteroaryl or heteroarylalkyl, each of which is optionally substituted 	5thfrom one 

to three R"; or 

12.3  and R4  are both lower alkyl; or 
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R' and R4  are combined with the nitrogen atom to which they are attached to form a three to 

seven membered ring having 0-1 additional ring heteroatom selected from 0, N or S, wherein 

the nitrogen or sulfur atom is optionally oxidized; 

R1  is se -cted from the group consisting of lower alkyl, haloalkyl, haloalkoxy, fluoro substituted 

lower . kyl, cycloalkyl optionally substituted with from one to three le, heterocycloalkyl, 

mono-alk lamino, di-alkylamino, cycloalkylamino, heterocycloalkylamino, aryl optionally 

substituted 	th from one to three R6  and heteroaryl optionally substituted with one to three R7; 

R2  is hydrogen, flu. o, chloro, or lower alkyl optionally substituted with from one to five fluorine 

atoms; 

each R6, when present, is 'dependently selected from the group consisting of fluoro, chloro, -CN, 

-NO,, lower alkyl, fluor. substituted lower alkyl, lower alkoxy, fluoro substituted lower alkoxy, 

-C(0)-0-R'5, -N(H)-C(0)- 	16, and heteroaryl optionally substituted with one or more lower 

alkyl; or two R5  on adjacent ca ions combine to form a fused heterocycloalkyl optionally 

substituted with one or more low • alkyl; 

each le, when present, is independently s- lected from the group consisting of lower alkyl, fluoro 

substituted lower alkyl, lower alkoxy, -♦ 0)-0-R20, and heteroaryl optionally substituted with 

one or more lower alkyl; 

R5  is hydrogen, lower alkyl optionally substituted 	ith one or more fluorine, or, when R8  is a 024  

alkyl, said alkyl may optionally be substituted wi i one or more R2; cycloalkyl optionally 

substituted with one or more R71, or heterocycloalk 	optionally substituted with one or more R21; 

each R", when present, is independently selected from the 	oup consisting of fluoro, -OH, lower 

alkoxy, fluoro substituted lower alkoxy, -NH,, mono-alky +min°, di-alkylamino, 

cycloalkylamino, heterocycloalkylamino, cycloalkyl option 	substituted with one or more R12, 

heterocycloalkyl optionally substituted with one or more RD, 	optionally substituted with one 

or more Rw, and heteroaryl optionally substituted with one or more 	5  

each le2, when present, is independently selected from the group consistin • of fluoro, lower alkyl, 

fluoro substituted lower alkyl, -OH, lower alkoxy, fluoro substituted lo 	s• alkoxy, -NH,, mono- 

alkylamino, di-alkylamino, cycloalkylamino, heterocycloalkylamino, -N(H)- (0)-R22, 

-N(H)-S(0),-R23, C(0)-R24, and S(0)2-R25; 

each R", when present, is independently selected from the group consisting of fluoro, 	OH lower 

alkoxy, fluoro substituted lower alkoxy, -NH,, mono-alkylamino, di-alkylamino, 

cycloalkylamino, heterocycloalkylamino, -N(H)-C(0)-R26, -N(H)-S(0)2-R'-', C(0)-R28
,  

S(0),-R28, and lower alkyl optionally substituted with one or more 1236; 

264 



WO 2011/063159 
	

PCT/US2010/057293 

each R" and 1115, when present, are independently selected from the group consisting of fluoro, 

chloro, -OH, -NH2, -CN, -NO,, -N(H)-C(0)-R31, -N(H)-S(0)2-R32, C(0)-R33, S(0)2-R34, lower 

kyl, fluoro substituted lower alkyl, lower alkoxy, fluoro substituted lower alkoxy, mono- 

allc 	amino, di-alkylamino, cycloalkylamino, heterocycloalkylamino, aryl optionally substituted 

with o e to three R35, and heteroaryl optionally substituted with one to three R36; 

each R'8  and 	-0, when present, are independently hydrogen, lower alkyl or fluoro substituted lower 

alkyl; 

each 12'9, R22, 	26
,  R27, R31 and R32, when present, are independently lower alkyl or fluoro 

substituted lower = kyl; 

each R21, when present, i 	uoro, -OH, lower alkoxy, -NH,, mono-alkylamino, di-alkylamino, 

cycloalkylamino, or het 	ocycloalkylamino; 

each R24, R25, R28, R29, R33, an. 	" when present, are independently lower alkyl, fluoro substuted 

lower alkyl, -OH, lower alkox • fluor substituted lower alkoxy, -NFI2, mono-allcylamino, di- 

alkylamino, cycloalkylamino, or 	erocycloallcylamino; 

each R30, when present, is independently 	uoro, aryl optionally substituted with one or more R35  or 

heteroaryl optionally substituted with o 	to three R36, and 

each R3'  and R36, when present, are independei ly selected from the group consisting of fluoro, 

chloro, -OH, -NH2, -CN, -NO,, lower alkyl, 	oro substituted lower alkyl, lower alkoxy, fluoro 

substituted lower alkoxy, mono-alkylamino, di-a 	lamino, cycloalkylamino, and 

heterocycloalkylamino. 

3. The compound of claim I or 2, having Formula II: 

R38  

R38  ° 
9 R4o 	,..., 

F 	HN—Q—R37 
0 

N 	
N 
H 	 II 

wherein: 

R37  is selected from the group consisting of lower alkyl, fluoro substituted lower alto , cycloalkyl, 

mono-alkylamino, di-allcylamino, cycloalkylamino, heterocycloallcylan3ino, phenyl , nionally 

substituted with one or more Ril  and heteroaryl optionally substituted with one or mor. R42; 

R38  is hydrogen, fluoro, chloro, or lower alkyl optionally substituted with one or more fluor n • 
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R'9  and 124°  are each independently selected from the group consisting of fluoro, chloro, -CN, -OH, 

-NH,, lower alkoxy, lower alkyl optionally substituted with one or more R43, lower alkenyl 

4 tionally substituted with C(0)-0-R44, lower alkynyl optionally substituted with lower alkyl 

opt onally substituted with one or more fluorine, or, on a non-alkynyl carbon thereof; R4', lower 

alkox 	optionally substituted with 1246, mono-alkylamino, di-alkylamino, cycloalkylamino, 

cycloal 	lkyl-NH-, heterocycloalkylamino and heterocycloalkylalkyl-NH-; 

each R41, when p esent, is independently selected from the group consisting of halogen, -CN, -NO,, 

lower alkyl, fluo o substituted lower alkyl, lower alkoxy, fluoro substituted lower alkoxy, 

-C(0)-0-R47, -N( 	-C(0)-R48, and heteroaryl optionally substituted with one or more lower 

alkyl; or two R4I  on a 	acent carbons combine to form a fused heterocycloalkyl optionally 

substituted with one or 1 ore lower alkyl; 

each R42, when present, is indep ndently selected from the group consisting of lower alkyl, fluoro 

substituted lower alkyl, lower : koxy, fluoro substituted lower alkoxy, -C(0)-0-R49, and 

heteroaryl optionally substituted 	1 one or more lower alkyl; 

each R43, when present, is independently . elected from the group consisting of fluoro, -OH, lower 

alkoxy, mono-a 	amino, di-alkylamn . cycloalkylamino, and heterocycloalkylamino; 

each R44, when present, is independently hydro en or lower alkyl optionally substituted with one or 

more fluorine; 

each R4', when present, is independently selected fro , the group consisting of -OH, lower alkoxy, 

mono-alkylamino, di-alkylamino, cycloalkylamino, . m.1 heterocycloalkylamino; 

each R46, when present, is independently selected from the ki oup consisting of -OH, lower alkoxy, 

mono-alkylamino, di-alkylamino, cycloalkylamino, and h- erocycloalkylamino; 

each R47, when present, is independently hydrogen or lower alky I ptionally substituted with one or 

more fluorine; 

each R43, when present, is independently lower alkyl optionally substi 	d with one or more fluorine; 

and 

each R49, when present, is independently hydrogen or lower alkyl optionally 	bstituted with one or 

more fluorine. 

4. The compound of claim 3, wherein R37  is lower alkyl, fluoro substituted lowe .1kyl or phenyl, 

optionally substituted with from 1-3 R4I  groups. 
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5. The compound of claim 4, wherein R37  is lower alkyl, fluoro substituted lower alkyl or phenyl 

subst 	ted with from 1-3 groups selected from fluoro, chloro, -CN, -NO2, lower alkyl, fluoro substituted 

lower al N I, lower alkoxy, fluoro substituted lower alkoxy, -C(0)-O-R47  or -N(H)-C(0)-R48. 

6. T - compound of claim 5, wherein R37  is lower alkyl or phenyl substituted with from 1-2 

groups selected 	om fluoro, chloro, -CN, -NO2, lower alkyl, fluoro substituted lower alkyl, lower alkoxy 

or fluoro substitute. lower alkoxy. 

7. The compou 	of claim 3, wherein R38  is H, -F or fluoro substituted lower alkyl. 

8. The compound o 	laim 3, wherein R39  is fluoro, chloro, -CN, -OH, -NH2, lower alkoxy, lower 

alkyl optionally substituted with one or more R43, cycloalkylamino, cycloalkylalkyl-NH-, 

heterocycloalkylamino and heteroc 	loalkylalkyl-NH-. 

9. The compound of claim 3, w erein R4°  is H, lower alkyl optionally substituted with one or 

more R43, halogen, lower alkoxy or —CN. 

10. The compound of any of claims 3 	wherein R37  is lower alkyl or phenyl optionally 

substituted with 1-2 members selected from CF3  or alogen. 

11. The compound of claim 10, wherein R37  is I opyl, 2-trifluoromethylphenyl, 3- 

trifluoromethylphenyl, 4-trifluoromethylphenyl, 2-fluoropl 	ryl, 3-fluorophenyl, 4-fluorophenyl or 2,5-

difluoro-substituted phenyl. 

12. The compound of claim 11, wherein R37  is propyl, 4-t 	uorom thylphenyl, 2-fluorophenyl, 

3-fluorophenyl or 2,5-difluoro-substituted phenyl. 

13. The compound of any of claims 3-9, wherein R38  is H, F or C 

14. The compound of any of claims 3-9, wherein 1238  is F. 

15. The compound of any of claims 3-9, wherein R39  is fluoro, chloro, -CN, OH 	NH2, lower 

alkyl optionally substituted with fluoro, lower alkoxy, cycloallcylanaino, cycloalkyla kyl 

heterocycloalkylamino and heterocycloalkylalkyl-NH-. 

16. The compound of claim 15, wherein R39  is fluoro, chloro, -CN, -OH, -NIL, CH3, C 	0-, 

CF3, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, cyclobutylrnethyl, 
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c 	opentylmethyl, cyclohexylmethyl, cyclopropylamino, cyclobutylamino, cyclopentylamino, 

cyclo exylamino, cyclopropylmethylamino, cyclobutylmethylamino, cyclopentylmethylamino, 

cyclohe 	Imethylamino, 2-tetrahydrofuranylamino, 3-tetrahydrofuranylamino or 4- 

tetrahyd op 	anylamino. 

17. The ompound of claim 1 or 2, having Formula III: 

R2 

0 	
0 

 
it 

F 	HN-S-R1 it 
0 

N 
H 	 III 

18. The compound of any o claims 1, 2 or 17, wherein X is selected from the group consisting 

of—N=, —CH=, -C(CH3)=, -C(OCH3)= 	(F)=, -C(CN)=, -C(CH2OH)= and —C(C1)=. 

19. The compound of any of claims 	2 or 17, wherein X is —N=, —CH=, -C(CH3)=, -C(F)= or - 

C(CN)=. 

20. The compound of any of claims 1, 2 or 	wherein Xis —N=. 

21. The compound of any of claims 1, 2 or 17, 	, erein Y is fluoro, chloro, bromo, iodo, lower 

alkyl, lower alkoxy, haloalkyl, CN, -OH, cycloalkyl, -0R8  o —NH(R4). 

22. The compound of any of claims 1, 2 or 17, wherein 	is CH3, ethyl, methoxy, ethyoxy, 

isobutyl, CN, OH, F, Cl, Br, I, NH,, butyoxy, 2-methylpropoxy, 4-te ahydropyranyloxy, 2-

tetrahyrofuranyloxy, 3-tetrahyrofuranyloxy, alkoxyamino or HO-NE-. 

23. The compound of claims 1 or 2, having Formula IIIa: 

R2  yl 
0 

NH 	 0 

N 	..--- 	\ 	F 	HN— S—R1 

	

LN N 	
0 

 

	

H 	 lila 
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wherein Y.' is lower alkyl optionally substituted with from one to three R'', cycloalkyl, 

cyc o 11 	lalkyl, aryl, arylalkyl, heterocycloalkyl, heterocycloalkylalkyl, heteroaryl or heteroarylalkyl, 

wherein. 

(v) the cycloalkyl and cycloalkylalkyl are each optionally substituted with from one to three 

(vi) heterocycloalkyl and heterocycloalkylalkyl are each optionally substituted with from 

one to three 1213; 

(vii) the ary • nd arylalkyl are each optionally substituted with from one to three lel  

optionally, wherein the tw. adjacent RI4  groups on the aryl ring are taken together to form a 5 or 6- 

membered hetero aromatic • 	having from 1-4 heteroatoms selected from 0 or N; and 

(viii) the heteroaryl al 1 heteroarylalkyl are each optionally substituted with from one to three 

R'5. 

24. The compound of claim 23, 	herein Y' is selected from lower alkyl, halogen substituted 

lower alkyl, 2-hydroxyethyl, cyclopropylai 'no, cyclobutyl, cyclopropylmethyl, cyclobutylmethyl, 

cyclopentyl, cyclopentylmethyl, cyclohexylme 	yl, cyclohexyl, 2-oxetanyl, 2-oxetanylmethyl, 3-oxetanyl, 

3-oxetanylmethyl, 2-tetrahydrofuranyl, 3-tetrahya • fiiranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-

tetrahydropyranyl, 2-tetrahydrofuranylmethyl, 3-tetr• ydrofuranylmethyl, 2-tetrahydropyranylmethyl, 3-

tetrahydropyranylmethyl, 4-tetrahydropyranylmethyl, 1 I ethyl-2-aziridinyl, 1-methyl-2-aziridinylmethyl, 

1-methyl-2-azetidinyl, 1-methyl-2-azetidinylmethyl, 1-me 	I-3-azetidinyl, 1-methyl-3-azetidinylmethyl, 

1 -methy1-2-pyrrolidinyl, 1 -methy1-2-pyrrolidinylmethyl, 1-m 	wl-3-pyrrolidinyl, 1 -methy1-3 - 

pyrrolidinylmethyl, 1-methyl-2-piperidinyl, 1-methyl-2-piperidi 	lmethyl, 1-methyl-3-piperidinyl, 1-

methyl-3-piperidinylmethyl, 1-methyl-4-piperidinyl, 1-methyl-4-pip ridinylmethyl, 1-methylsulfony1-2-

piperidinyl, 1-methylsulfony1-2-piperidinylmethyl, 1-methylsulfony1-3 .iperidinyl, 1-methylsulfony1-3-

piperidinylmethyl, 1-methylsulfonyl-4-piperidinyl, 1-methylsulfony1-4-pi -ridinylmethyl, 1,1-dioxo-4-

thianyl, 1,1-dioxo-4-thianylmethyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4 fluorophenyl, 2-benzyl, 2- 

fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 2-pyridyl, 2-pyridylmethyl, 3-pyn 	1, 3-pyridylmethyl, 4- 

pyridyl, 4-pyridylmethyl, 2-chlorophenyl, 3-chlorophenyl, 4-chlorophenyl, 2-dime 	laminophenyl, 3-

dimethylarninophenyl, 4-dimethylaminophenyl, 2-dimethylaminobenzyl, 2-dimethylin •inobenzyl, 3-

dimethylaminobenzyl, 4-dimethylaminobenzyl, 2-hydoxyphenyl, 3-hydoxyphenyl, 4-hy , yphenyl, 2-

hydroxybenzyl, 3-hydroxybenzyl, 4-hydroxybenzyl, 2-carboxyphenyl, 3-carboxyphenyl, 4-

carboxyphenyl, 2-carboxybenzyl, 3-carboxybenzyl, 4-carboxybenzyl, 2-methoxycarbonylphen 

methoxycarbonylphenyl, 4-methoxycarbonylphenyl, 2-methoxycarbonylbenzyl, 3-

methoxycarbonylbenzyl, 4-methoxycarbonylbenzyl, 1-alkyl-4-pyrazolyl, 1-alkyl-4-pyrazolylmethyl, 
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p • dazinyl, pyridazinylmethyl, 4-pyridazinyl, 4-pyridazinylmethyl, triazolyl, triazolymethyl, tetrazolyl, 

tetra 	lymethyl, 2,1,3,-benzoxadiazolyl, 2,1,3-benzoxadiazol-5-yl, 2,1,3,-benzoxadiazolyl-methyl, 2,1,3- 

benzoxa 	azol-5ylmethyl, 2,1,3,-benzothiadiazolyl, 2,1,3-benzothiadiazol-5-yl, 2,1,3,-benzothiadiazolyl- 

methyl, 2 	, -benzothiadiazol-5ylmethyl, 1H-1,2,4-triazol-5-yl, 1H-1,2,4-triazol-5-methyl, 2-

oxobenzimida.• l-4-yl, 2-oxobenzimidazol-4-methyl, 2-oxobenzimidazol-5-yl, 2-oxobenzimidazol-5-

methyl, 1,1,-diox • thiolan-3-yl, 1,1-dioxothiolan-3-methyl, 3-(2-methyl-1,2,3,4-tetrazol-5-yl)phenyl, 3- 

(2-methy1-1,2,3,4-te 	zol-5-yl)benzyl, 3-(5-methyl-1,2,3,4-tetrazol-1-yflphenyl, 3-(1,2,4-triazol-5- 

yl)phenyl, 3-(1,2„4-tria .. 	5-yl)benzyl, 3-3-methyl-4H-1,2,4-triazol-5-methyl or 2-(3-methy1-4H-1,2,4- 

triazol-5-yflethyl. 

25. The compound of . y of claims 17-23 or 24, wherein R2  is H or F. 

26. The compound of any o claims 17-23 or 24, wherein 12` is lower alkyl, cycloalkyl optionally 

substituted with 1-2 groups selected fro 	halogen or lower alkyl, heterocycloalkyl, heteroaryl optionally 

substituted with lower alkyl or lower alko 	phenyl optionally subtitued with 1-2 substitutents selected 

from lower alkyl, halogen, lower alkoxy, halo: kyl, haloalkoxy or CN. 

27. The compound of claim 26, wherein 	is methyl, propyl, isobutyl, 2-methylpropyl, CF3, 

CF3CH2-, CHF2CH2-, 4-trifluorophenyl, 2-trifluoroph ryl, 3-trifluorophenyl, 3,5-dimethylphenyl, 4- 

propylphenyl, 3-fluoro-4-methoxyphenyl, 2-cyanopheny 	3-cyanophenyl, 4-cyanophenyl, 4-fluoro-3- 

methoxyphenyl, 2,5-difluorophenyl, 2,6-difluorophenyl, 2, 	tuorophenyl, 2-pyridyl, 3-pyridyl, 5- 

methoxy-2-pyridyl, 3-methoxy-2-pyridyl, 4-methoxy-2-pyridy 	6-methyl-2-pyridyl, 5-methyl-2-pyridyl, 

4-methyl-2-pyridyl, 3-methyl-2-pyridyl, dialkylamino, 1-pyrrolid 	, 1-piperidinyl, 4-morpholinyl, 

cycloprpyl, cyclobutyl, cyclopentyl, cyclohexyl, 4,4-difluorocyclohe 	1 	-methyl-4-pyrazolyl, I-ethyl-4- 

pyrazolyl, 1-methyl-3-pyrazolyl, 1-ethyl-3-pyrazolyl, 6-methyl-3-pyrid 	5-methyl-3-pyridyl, 4-methyl- 

3-pyridyl or 2-methyl-3-pyridyl. 

28. The compound of claim 27, wherein 12` is 2-fluorophenyl, 3-fluorol 	enyl, 2,5-difluorophenyl 

or 4-lower alkyl-substituted phenyl, wherein lower alkyl is optionally substituted 	'th one or more 

fluorine. 

29. The compound of any of claims 17-22, wherein Y is -NR3R4, wherein R3  and ' are 

combined with the nitrogen atom to which they are attached to form a three to seven member • ring 

having 0-1 additional heteroatom selected from 0, N or S, wherein the nitrogen and sulfur atoms • e 

optionally oxidized. 
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30. The compound of claim 29, wherein Y is 1-aziridinyl, 1-azetidinyl, 1-pyrrolidinyl, 1- 

pipe 	nyl, 1-morpholinyl or 1-azepanyl. 

3 	A compound selected from the group consisting of: 

N[2,4-Diflu. o-344-methy1-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-phenyl]-4-trifluoromethyl-

benzenesulfonal 'ide (P-1001), 

Propane-1 -sulfonic ccid [3-(4-ethoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyll-

amide (P-1002), 

2-Methyl-propane-1-sul . is acid [2,4-difluoro-344-methy1-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyl)-

phenylFamide (P-1003), 

2-Methyl-propane-l-sulfonic as'd [2,4-difluoro-3-(4-methoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyl)-

phenylkamide (P-1004), 

N-[2,4-Difluoro-3-(4-methoxy-7H-p 	olo[2,3-d]pyrimidine-5-carbony1)-pheny11-4-propyl-

benzenesulfonamide (P-1005), 

N-[3-(4-Ethoxy-7H-pyrrolo[2,3-d]pyrimidi 	5-carbony1)-2,4-difluoro-phenyl]-4-trifluoromethyl-

benzenesulfonamide (P-1006), 

N-[2,4-Difluoro-3-(4-methyl-7H-pyrrolo[2,3-d]p 	imidine-5-carbonyl)-pheny1]-4-propyl-

benzenesulfonarnide (P-1007), 

N-[2,4-Difluoro-3-(4-methoxy-7H-pyrrolo[2,3-d]pyrim . ine-5-carbony1)-phenyl]-4-ethyl-

benzenesulfonamide (P-1008), 

N-[2,4-Difluoro-344-methyl-7H-pyrrolo[2,3-d]pyrimi dine-5-.. rbonyI)-pheny1]-4-isopropyl-

benzenesulfonamide (P-1009), 

N12,4-Difluoro-3-(4-methoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carb. ty1)-phenyl]-4-isopropyl-

benzenesulfonamide (P-1010), 

N42,4-Difluoro-3-(4-hydroxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyel leny1]-4-trifluoromethyl-

benzenesulfonamide (P-1012), 

Propane-l-sulfonic acid [2,4-difluoro-3-(4-isobuty1-7H-pyrrolo[2,3-d]pyrimidin -5-carbonyl)-phenyl]-

amide (P-1014), 

N42,4-Difluoro-3-(4-isobuty1-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyfl-phenyl]-4-tnluoromethyl-

benzenesulfonamide (P-1015), 

N43-(4-Chloro-7H-pyrrolo[2,3-d]pyrim d ne-5-carbonyl)-2,4-difluoro-phenyl]-4-trifluoron thyl-

benzenesulfonamide (P-1016), 

6-Methoxy-pyridine-3-sulfonic acid [2,4-difluoro-3-(4-methoxy-7H-pyrrolo[2,3-d]pyrimidine-5-

carbonyfl-phenyll-amide (P-1018), 
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N- 9,4-Difluoro-3-(4-methy1-7H-pyrrolo[2,3-d]pyrimi dine-5-carbony1)-pheny1]-4-ethyl- 

benz 	esulfonamide (P-1019), 

N- {2,4- 	uoro-3-[4-(tetrahydro-pyran-4-yloxy)-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyl]-phenyll -4- 

trifluorome 	yl-benzenesulfonamide (P-1021), 

Propane-l-sul >nic acid [2,4-difluoro-3-(4-hydroxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-pheny1]-

amide (P-1022), 

N-[3-(4-Cyano-7H-p 	olo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-pheny1]-4-trifluoromethyl- 

benzenesulfonamide (P 	023), 

N-[2,4-Difluoro-3-(4-meth 	y-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-pheny11-3,5-dimethyl-

benzenesulfonamide (P-1025 

N[2,4-Difluoro-344-methyl-7H lyrrolo[2,3-d]primidine-5-carbony1)-phenyl]-3,5-dimethyl-

benzenesulfonamide (P-1027), 

N-[2,4-Difluoro-3-(4-isobutoxy-7H py olo[2,3-d]pyrimidine-5-carbony1)-pheny1]-4-trifluoromethyl-

benzenesulfonamide (P-1028), 

N-[2,4-Difluoro-3-(4-isopropyl-7H-pyrrolo[ 	d]pyrirnidine-5-carbony1)-phenyl]-4-trifluoromethyl-

benzenesulfonarnide (P-1029), 

N[2,4-Difluoro-3-(4-hydroxy-7H-pyrrolo[2,3-d]p 	*midine-5-carbony1)-pheny11-4-propyl-

benzenesulfonamide (P1030), 

Propane-l-sulfonic acid [3-(4-chloro-7H-pyrrolo[2,3-d]p • imidine-5-carbony1)-2,4-difluoro-phenylk 

amide (P-1033), 

N43-(4-Chloro-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-c 'fluoro-pheny1]-4-propyl-

benzenesulfonamide (P-1034), 

N-[2,4-Difluoro-3-(4-methyl-7H-pyrrolo[2,3-d]pyrimidine-5-ca bon 	-phenyl]-3-fluoro-4-methoxy-

benzenesulfonamide (P-1036), 

N-[3-(4-Ethoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-p le 	1]-4-propyl-

benzenesulfonamide (P-1038), 

N43-(4-CycloPropylmethoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-di 	ro-pheny1]-4-

nifluoromethyl-benzenesulfonamide (P-1053), 

N-[2,4-Difluoro-3-(4-hydroxy-7H-pynolo[2,3-d]pyrimidine-5-carbonyl)-phenyl]-2-flu 	o-

benzenesulfonamide (P-1070), 

N43-(4-Chloro-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]-2-fluoro-

benzenesulfonamide (P-1071), 

N-P-(4-CycloproPY1-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]-2,5-difluoro 
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be zenesulfonamide (P-1107), 

N- [3 - 4-CycloPropylmethoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyl)-2,4-difluoro-phenyl]-2,5- 

difluoro 	enzenesulfonamide (P-1181), 

N-[2,4-Di 	oro-3-(4-isopropyl-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyl)-phenyl]-2,5-difluoro- 

benzenesulfoi 	ide (P-1182), 

N-[2,4-Difluoro- 	(4-hydroxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbonyl)-phenylj-2,5-difluoro-

benzenesulfonamide P-1183), 

N-[3-(4-Chloro-7H-py 	t lo[2,3-d]pyrimidine-5-carbonyl)-2,4-difluoro-phenyl]-2,5-difluoro- 

benzenesulfonamide (P- 	4) 

Propane-I -sulfonic acid [2,4- 'fluoro-3-(4-trifluoromethyl-1H-pyrrolo[2,3-b]pyridine-3-carbonyl)-

phenylkamide (P-2015), 

N-[2,4-Difluoro-3-(4-trifluorometh 	1H-pyrrolo[2,3-b]pyridine-3-carbonyl)-phenyl]-4-trifluoromethyl- 

benzenesulfonamide (P-2016), 

N[2,4-Difluoro-3-(4-trifluoromethy1-1H 	olo[2,3-b]pyridine-3-carbonyl)-phenyfl- 

benzenesulfonamide (P-2017), and 

any pharmaceutically acceptable salt thereof. 

32. A composition comprising a compound 	any of claims 1-31 and a pharmaceutically 

acceptable excipient or carrier. 

33. A pharmaceutical composition comprising a con 	ound of any of claims 1-31 and another 

drug. 

34. A kit comprising a compound according to any of claims 	-31 or a composition according to 

Claim 32 or 33. 

35. A method for treating a Raf protein kinase mediated disease or c ndition in a subject in need 

thereof, said method comprising administering to said subject an effective amou t of a compound 

according to any one of claims 1-31 or a composition of claims 32 or 33. 

36. A method for treating a Raf protein kinase mediated disease or condition in + subject in need 

thereof, said method comprising administering to said subject an effective amount of a cot 	ound 

according to any one of claims 1-31 and another drug or a pharmaceutically acceptable salt t 1- eof. 
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37. The method of claim 35 or 36, wherein the disease or condition is selected from the group 

consi' ing of multi-infarct dementia, head injury, spinal cord injury, Alzheimer's disease (AD), 

Parkinso ''s disease, seizures and epilepsy; neoplastic diseases including, but not limited to, melanoma, 

glioma, g 1 	lastoma multiforme, pilocytic astrocytoma sarcoma, carcinoma (e.g. gastrointestinal, liver, 

biliary tract, b 	duct (cholangiocarcinoma), colorectal, lung, gallbladder, breast, pancreatic, thyroid, 

renal, ovarian, ad •nocortical, prostate), lymphoma (e.g. histiocytic lymphoma) neurofibromatosis, 

gastrointestinal stron .1 tumors, acute myeloid leukemia, myelodysplastic syndrome, leukemia, tumor 

angiogenesis, neuroends rine tumors such as medullary thyroid cancer, carcinoid, small cell lung cancer, 

Kaposi's sarcoma, and phe ,chromocytoma; pain of neuropathic or inflammatory origin, including, but 

not limited to, acute pain, chr• is pain, cancer-related pain, and migraine; cardiovascular diseases 

including, but not limited to, hea 	failure, ischemic stroke, cardiac hypertrophy, thrombosis (e.g. 

thrombotic microangiopathy syndro les), atherosclerosis, and reperfusion injury; inflammation and/or 

proliferation including, but not limited ., psoriasis, eczema, arthritis and autoimmune diseases and 

conditions, osteoarthritis, endometriosis, s arring, vascular restenosis, fibrotic disorders, rheumatoid 

arthritis, inflammatory bowel disease (IBD); 	muunodeficiency diseases, including, but not limited to, 

organ transplant rejection, graft versus host d se. e, and Kaposi's sarcoma associated with HIV; renal, 

cystic, or prostatic diseases, including, but not limi 	d to, diabetic nephropathy, polycystic kidney disease, 

nephrosclerosis, glomerulonephritis, prostate hyperpla 	a, polycystic liver disease, tuberous sclerosis, 

Von Hippel Lindau disease, medullary cystic kidney disc• e, nephronophthisis, and cystic fibrosis; 

metabolic disorders, including, but not limited to, obesity; h ection, including, but not limited to 

Helicobacter pylori, Hepatitis and Influenza viruses, fever, H 	and sepsis; pulmonary diseases 

including, but not limited to, chronic obstructive pulmonary disea 	(COPD) and acute respiratory 

distress syndrome (ARDS); genetic developmental diseases, includin' but not limited to, Noonan's 

syndrome Costello syndrome, (faciocutaneoskeletal syndrome), LEOPA • D syndrome, cardio-

faciocutaneous syndrome (CFC), and neural crest syndrome abnormalities el using cardiovascular, 

skeletal, intestinal, skin, hair and endocrine diseases; and diseases associated 	h muscle regeneration or 

degeneration, including, but not limited to, sarcopenia, muscular dystrophies (inc 	ding, but not limited 

to, Duchenne, Becker, Emery-Dreifuss, Limb-Girdle, Facioscapulohumeral, Myoton , Oculopharyngeal, 

Distal and Congenital Muscular Dystrophies), motor neuron diseases (including, but no 	imited to, 

amyotrophic lateral sclerosis, infantile progressive spinal muscular atrophy, intennediate s 	nal muscular 

atrophy, juvenile spinal muscular atrophy, spinal bulbar muscular atrophy, and adult spinal rib scular 

atrophy), inflammatory myopathies (including, but not limited to, derrnatomyositis, polymyositi 	and 

inclusion body myositis), diseases of the neuromuscular junction (including, but not limited to, 
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m asthenia gravis, Lambert-Eaton syndrome, and congenital myasthenic syndrome), myopathies due to 

endo. Me abnormalities (including, but not limited to, hyperthyroid myopathy and hypothyroid 

myopat 	) diseases of peripheral nerve (including, but not limited to, Charcot-Marie-Tooth disease, 

Dejerine-S. tas disease, and Friedreich's ataxia), other myopathies (including, but not limited to, 

myotonia con 	nita, paramyotonia congenita, central core disease, nemaline myopathy, myotubular 

myopathy, and p: 'odic paralysis), and metabolic diseases of muscle (including, but not limited to, 

phosphorylase defic ncy, acid maltase deficiency, phosphofructokinase deficiency, debrancher enzyme 

deficiency, mitochondr 	myopathy, carnitine deficiency, carnitine palmatyl transferase deficiency, 

phosphoglycerate kinase 	ficiency, phosphoglycerate mutase deficiency, lactate dehydrogenase 

deficiency, and myoadenylat: deaminase deficiency). 

38. The method of claim 7 wherein the disease or condition is selected from the group 

consisting of melanoma, glioma, giro h astoma multiforme, pilocytic astrocytoma, colorectal cancer, 

thyroid cancer, lung cancer, ovarian can. r, prostate cancer, liver cancer, gallbladder cancer, 

gastrointestinal stromal tumors, biliary trac 	ancer, testicular cancer, and cholangiocarcinoma. 

39. A method for preparing a compoun of Formula I according to claim 1 

R 

0 	.Qi 
X

Q 	

\ 	F 	HN 	-R1  
• 

N 	N 
H 	 I 

said method comprising: 

contacting a compound of Formula IVc: 

R2  
0 

x 	\ 	F 	NH2 

L 	N 
H 	 IVc 

with a compound of Formula V: 
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° xl-s-R1 

u 	e • conditions sufficient to 

8 	v 
form the compound of Formula I, wherein: 

X' is 	halogen. 

40. The 	thod of claim 39, wherein Xis —N=, —CH=, -C(CH3)=, -C(OCH3)=, -C(F)=, -C(CN)=, 

-C(CH2OH)= or —C( I)=. 
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CLAIMS 

1. 	A compound having the chemical structure of Formula I, 

R2  

Y 	
0  

9 
x 	\ 	F 	HN-S-R1 

1 	 0 
N 	N H 

Formula I 

or a pharmaceutically acceptable salt, hydrate or solvate thereof, 

wherein: 

X is —N= 

Y is —N(R3)(R4); wherein: 

R3  is hydrogen and R4  is selected from the group consisting of (i) hydrogen, -0R8  and 

lower alkyl optionally substituted with one or more R11; (ii) cycloalkyl optionally 

substituted with one or more R12; (iii) heterocycloalkyl optionally substituted with 

one or more R13; (iv) aryl optionally substituted with one or more 12.14; and (v) 

heteroaryl optionally substituted with one or more R15; or 

R3  and R4  are both lower alkyl; or 

R3  and R4  combine with the nitrogen atom to which they are attached to form 

cycloalkylamino; 

R1  is selected from the group consisting of lower alkyl, haloalkyl, haloalkoxy, fluoro 

substituted lower alkyl, cycloalkyl optionally substituted with one or more R2, 

heterocycloalkyl, mono-alkylamino, di-alkylamino, cycloalkylamino, 

heterocycloalkylamino, aryl optionally substituted with one or more R6  and heteroaryl 

optionally substituted with one or more R2; 

R2  is hydrogen, fluoro, chloro, or lower alkyl optionally substituted with one or more 

fluorine; 

each R6, when present, is independently selected from the group consisting of fluoro, chloro, 

-CN, -NO2, lower alkyl, fluoro substituted lower alkyl, lower alkoxy, fluoro substituted 
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lower alkoxy, -C(0)-0-R18, -N(H)-C(0)-R19, and heteroaryl optionally substituted with 

one or more lower alkyl; 

each R7, when present, is independently selected from the group consisting of lower alkyl, 

fluoro substituted lower alkyl, lower alkoxy, -C(0)-0-R20, and heteroaryl optionally 

substituted with one or more lower alkyl; 

R8  is hydrogen, lower alkyl optionally substituted with one or more fluorine, or, when R8  is a 

C2.6  alkyl, said alkyl may optionally be substituted with one or more R21; cycloalkyl 

optionally substituted with one or more R21, or heterocycloalkyl optionally substituted 

with one or more R21; 

each R11, when present, is independently selected from the group consisting of fluoro, -OH, 

lower alkoxy, fluoro substituted lower alkoxy, -NH2, mono-alkylamino, di-alkylamino, 

cycloalkylamino, heterocycloalkylamino, cycloalkyl optionally substituted with one or 

more R12, heterocycloalkyl optionally substituted with one or more R13, aryl optionally 

substituted with one or more R14, and heteroaryl optionally substituted with one or more 

R15; 

each R12, when present, is independently selected from the group consisting of fluoro, lower 

alkyl, fluoro substituted lower alkyl,.-OH, lower alkoxy, fluoro substituted lower alkoxy, 

-NH), mono-alkylamino, di-alkylamino, cycloalkylamino, heterocycloalkylamino, 

-N(H)-C(0)-R22
, -N(H)-S(0)2-R

23
, C(0)-R24, and S(0)2-R25; 

each R13, when present, is independently selected from the group consisting of fluoro, -OH, 

lower alkoxy, fluoro substituted lower alkoxy, -NH2, mono-alkylamino, di-alkylamino, 

cycloalkylamino, heterocycloalkylamino, -N(H)-C(0)-R26, -N(H)-S(0)2-R27, C(0)-R28, 

S(0)2-R29, and lower alkyl optionally substituted with one or more R30; 

each R14  and R15, when present, are independently selected from the group consisting of 

fluoro, chloro, -OH, -NH2, -CN, -NO,, -N(H)-C(0)-R31, -N(H)-S(0)2-R32, C(0)-R33
, 

S(0)2-R34, lower alkyl, fluoro substituted lower alkyl, lower alkoxy, fluoro substituted 

lower alkoxy, mono-alkylamino, di-alkylamino, cycloalkylamino, 

heterocycloalkylamino, aryl optionally substituted with one or more R35, and heteroaryl 

optionally substituted with one or more R36; 

each R18  and R20, when present, are independently hydrogen, lower alkyl or fluoro 

substituted lower alkyl; 
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each R19, R22, R23, R26
,  R27, tc. ,-.31  and R32, when present, are independently lower alkyl or 

fluoro substituted lower alkyl; 

each R21, when present, is fluoro, -OH, lower alkoxy, -NH2, mono-alkylamino, di- 

alkylamino, cycloalkylamino, or heterocycloalkylamino; 
each R24, R25, R28

,  R29, R33, and R34, when present, are independently lower alkyl, fluoro 

substituted lower alkyl, -OH, lower alkoxy, fluoro substituted lower alkoxy, -NH2, mono- 

alkylamino, di-alkylamino, cycloalkylamino, or heterocycloalkylamino; 

each R30, when present, is independently fluoro, aryl optionally substituted with one or more 

R35  or heteroaryl optionally substituted with one or more R36; and 

each R35  and R36, when present, are independently selected from the group consisting of 

fluoro, chloro, -OH, -NH2, -CN, -NO2, lower alkyl, fluoro substituted lower alkyl, lower 

alkoxy, fluoro substituted lower alkoxy, mono-alkylamino, di-alkylamino, 

cycloalkylamino, and heterocycloalkylamino. 

2. 	The compound of claim I, wherein Y is —NH(R4). 

3. 	The compound of claim I, wherein Y is alkoxyamino or HO-NH-. 

4. 	The compound of claims 1, having Formula IIIa: 

R2  yl 

NH 0 	
*, 

9 
N  --.., 	\ 	F 	HN-S-R1  

El., 	N 	
0 

H 	 IIIa 

wherein Y1  is lower alkyl optionally substituted with from one to three R11, cycloalkyl, 

aryl, heterocycloalkyl or heteroaryl, wherein: 

(i) the cycloalkyl is optionally substituted with from one to three R12; 

(ii) the heterocycloalkyl is optionally substituted with from one to three R13; 

(iii) the aryl is optionally substituted with from one to three R14; and 

(iv) the heteroaryl is optionally substituted with from one to three R15. 

5. 	(Currently amended) The compound of claim 4, wherein Y1  is selected from 

lower alkyl, fluoro substituted lower alkyl, 2-hydroxyethyl, cyclobutyl, cyclopropylmethyl, 
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cyclobutylmethyl, cyclopentyl, cyclopentylmethyl, cyclohexylmethyl, cyclohexyl, 2-oxetanyl, 2-

oxetanylmethyl, 3-oxetanyl, 3-oxetanylmethyl, 2-tetrahydrofuranyl, 3-tetrahydrofuranyl, 2- 

tetrahydropyranyl, 3-tetrahydropyranyl, 4-tetrahydropyranyl, 2-tetrahydrofuranylmethyl, 3-

tetrahydrofuranylmethyl, 2-tetrahydropyranylmethyl, 3-tetrahydropyranylmethyl, 4-

tetrahydropyranylmethyl, 1-methyl-2-aziridinyl, 1-methyl-2-aziridinylmethyl, 1-methy1-2-

azetidinyl, 1-methyl-2-azetidinylmethyl, 1-methyl-3-azetidinyl, 1-methyl-3-azetidinylmethyl, 1-

methyl-2-pyrrolidinyl, 1-methyl-2-pynolidinylmethyl, 1-methyl-3-pyrrolidinyl, 1-methy1-3-

pyn-olidinylmethyl, 1-methyl-2-piperidinyl, 1-methyl-2-piperidinylmethyl, 1-methyl-3-

piperidinyl, 1-methyl-3-piperidinylmethyl, 1-methyl-4-piperidinyl, 1-methy1-4-

piperidinylmethyl, 1-methylsulfony1-2-piperidinyl, 1-methylsulfony1-2-piperidinylmethyl, 1-

methylsulfonyl-3-piperidinyl, 1-methylsulfony1-3-piperidinylmethyl, 1-methylsulfony1-4-

piperidinyl, 1-methylsulfony1-4-piperidinylmethyl, 1,1-dioxo-4-thianyl, 1,1-dioxo-4-

thianylmethyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 2-benzyl, 2-fluorobenzyl, 

3-fluorobenzyl, 4-fluorobenzyl, 2-pyridyl, 2-pyridylmethyl, 3-pyridyl, 3-pyridylmethyl, 4-

pyridyl, 4-pyridylmethyl, 2-chlorophenyl, 3-chlorophenyl, 4-chlorophenyl, 2-

dimethylaminophenyl, 3-dimethylaminophenyl, 4-dimethylaminophenyl, 2-

dimethylaminobenzyl, 2-dimethylaminobenzyl, 3-dimethylaminobenzyl, 4-

dimethylarninobenzyl, 2-hydoxyphenyl, 3-hydoxyphenyl, 4-hydoxyphenyl, 2-hydroxybenzyl, 3-

hydroxybenzyl, 4-hydroxybenzyl, 2-carboxyphenyl, 3-carboxyphenyl, 4-carboxyphenyl, 2- 

carboxybenzyl, 3-carboxybenzyl, 4-carboxybenzyl, 2-methoxycarbonylphenyl, 3-

methoxycarbonylphenyl, 4-methoxycarbonylphenyl, 2-methoxycarbonylbenzyl, 3-

methoxycarbonylbenzyl, 4-methoxycarbonylbenzyl, 1-alkyl-4-pyrazolyl, 1-alky1-4-

pyrazolylmethyl, 3-pyridazinyl, pyridazinylmethyl, 4-pyridazinyl, 4-pyridazinylmethyl, triazolyl, 

triazolymethyl, tetrazolyl, tetrazolyrnethyl, 2,1,3,-benzoxadiazolyl, 2,1,3-benzoxadiazol-5-yl, 

2,1,3,-benzoxadiazolyl-methyl, 2,1,3-benzoxadiazol-5ylmethyl, 2,1,3,-benzothiadiazolyl, 2,1,3-

benzothiadiazol-5-yl, 2,1,3,-benzothiadiazolyl-methyl, 2,1,3-benzothiadiazol-5ylmethyl, 1H- 

1,2,4-triazol-5-yl, 1H-1,2,4-triazol-5-methyl, 2-oxobenzirnidazol-4-yl, 2-oxobenzirnidazol-4-

methyl, 2-oxobenzimidazol-5-yl, 2-oxobenzimidazol-5-methyl, 1,1,-dioxo-thiolan-3-yl, 1,1-

dioxothiolan-3-methyl, 3-(2-methyl-1,2,3,4-tetrazol-5-yl)phenyl, 3-(2-methy1-1,2,3,4-tetrazol-5-

yObenzyl, 3-(5-methyl-1,2,3,4-tetrazol-1-y1)phenyl, 3-(1,2,4-triazol-5-yl)phenyl, 3-(1,2„4-

triazol-5-yflbenzyl, 3-3-methyl-4H-1,2,4-triazol-5-methyl or 2-(3-methy1-4H-1,2,4-triazol-5- 

ypethyl. 
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6. 	The compound of claim 1, wherein R2  is H or F. 

7. The compound of claim 1, wherein RI  is lower alkyl, cycloalkyl optionally 

substituted with 1-2 lower alkyl groups, heterocycloalkyl, heteroaryl optionally substituted with 

lower alkyl or lower alkoxy, phenyl optionally substituted with 1-2 substituents selected from 

lower alkyl, fluoro, chloro, lower alkoxy, fluoro substituted lower alkyl, fluoro substituted lower 

alkoxy or CN. 

8. The compound of claim 7, wherein RI  is methyl, propyl, isobutyl, 2-

methylpropyl, CF3, CF3CH2-, CHF2CH2-, 4-trifluorophenyl, 2-trifluorophenyl, 3-trifluorophenyl, 

3,5-dimethylphenyl, 4-propylphenyl, 3-fluoro-4-methoxyphenyl, 2-cyanophenyl, 3-cyanophenyl, 

4-cyanophenyl, 4-fluoro-3-methoxyphenyl, 2,5-difluorophenyl, 2,6-difluorophenyl, 2,4-

difluorophenyl, 2-pyridyl, 3-pyridyl, 5-methoxy-2-pyridyl, 3-methoxy-2-pyridyl, 4-methoxy-2-

pyridyl, 6-methyl-2-pyridyl, 5-methyl-2-pyridyl, 4-methyl-2-pyridyl, 3-methyl-2-pyridyl, 1-

pyrrolidinyl, 1-piperidinyl, 4-morpholinyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 4,4-

difluorocyclohexyl, 1-methyl-4-pyrazolyl, 1-ethyl-4-pyrazolyl, 1-methyl-3-pyrazolyl, 1-ethyl-3-

pyrazolyl, 6-methyl-3-pyridyl, 5-methyl-3-pyridyl, 4-methyl-3-pyridyl or 2-methyl-3-pyridyl. 

9. The compound of claim 8, wherein R I  is 2-fluorophenyl, 3-fluorophenyl, 2,5-

difluorophenyl or 4-lower alkyl-substituted phenyl, wherein lower alkyl is optionally substituted 

with one or more fluoro. 

10. The compound of claim 4, wherein Y is 1-aziridinyl, 1-azetidinyl, 1-pyrrolidinyl, 

1-piperidinyl, 1-morpholinyl or 1-azepanyl. 

11. A compound selected from the group consisting of: 

N-[2,4-Difluoro-3-(4-methy1-7H-pyrrolo[2,3-d]primidine-5-carbonyl)-phenyl]-4-

trifluoromethyl-benzenesulfonamide (P-1001), 

Propane-l-sulfonic acid [3-(4-ethoxy-7H-pyrrolo[2,3-d]primidine-5-carbony1)-2,4-difluoro-

phenylkamide (P-1002), 

2-Methyl-propane-l-sulfonic acid [2,4-difluoro-3-(4-methy1-7H-pyrrolo[2,3-d]primidine-5-

carbonyl)-phenylkamide (P-1003), 

2-Methyl-propane-l-sulfonic acid [2,4-difluoro-3-(4-methoxy-7H-pynolo[2,3-d]pyrimidine-5-

carbony1)-phenylkamide (P-I004), 
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N-[2,4-Difluoro-3-(4-methoxy-7H-pyiTolo[2,3-d]pyrinudine-5-carbony1)-phenyl]-4-propyl-

benzenesulfonamide (P-1005), 

N43-(4-Ethoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]-4-

trifluoromethyl-benzenesulfonamide (P-1006), 

N-[2,4-Difluoro-3-(4-methy1-7H-pyrrolo[2,3-d]pyrimidine-5-carbonye-phenyl]-4-propyl-

benzenesulfonamide (P-1007), 

N-[2,4-Difluoro-3-(4-methoxy-7H-pyn-olo[2,3-d]pyrimidine-5-carbony1)-phenyl]-4-ethyl-

benzenesulfonamide (P-1008), 

N-[2,4-Difluoro-3-(4-methy1-7H-pyrrolo[2,3-d]primidine-5-carbony1)-phenyl]-4-isopropyl-

benzenesulfonamide (P-1009), 

N-[2,4-Difluoro-3-(4-methoxy-7H-pyrrolo[2,3-d]pyr 	dine-5-carbony1)-pheny11-4-isopropyl-

benzenesulfonamide (P-1010), 

N42,4-Difluoro-3-(4-hydroxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-phenyl]-4-

trifluoromethyl-benzenesulfonamide (P-1012), 

Propane-1-sulfonic acid [2,4-difluoro-3-(4-isobuty1-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-

phenylkamide (P-1014), 

N-[2,4-Difluoro-3-(4-isobuty1-7H-pyrrolo[2,3-d]pyr 	dine-5-carbonye-pheny11-4-

trifluoromethyl-benzenesulfonamide (P-1015), 

N43-(4-Chloro-7H-pyrrolo[2,3-d]pylimidine-5-carbonyl)-2,4-difluoro-phenyl]-4-

trifluoromethyl-benzenesulfonamide (P-1016), 

6-Methoxy-pyridine-3-sulfonic acid [2,4-difluoro-3-(4-methoxy-7H-pyn-olo[2,3-d]pyrimidine-5-

carbony1)-phenylkamide (P-1018), 

N-[2,4-Difluoro-3-(4-methy1-7H-pyiTolo[2,3-d]pyri 	idine-5-carbony1)-pheny1]-4-ethyl-

benzenesulfonamide (P-1019), 

N- {2,4-Difluoro-3[4-(tetrahydro-pyran-4-yloxy)-7H-pyrrolo [2,3-d]primidine-5-carbonylk 

phenyl 1 -4-tHfluoromethyl-benzenesulfonamide (P-1021), 

Propane-l-sulfonic acid [2,4-difluoro-3-(4-hydroxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-

phenylkamide (P-1022), 

N-P-(4-Cyano-7H-pyiTolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]-4-

tifluoromethyl-benzenesulfonamide (P-1023), 

N-[2,4-Difluoro-3-(4-methoxy-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-pheny1]-3,5-dimethyl-

benzenesulfonamide (P-1025), 
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N-[2,4-Difluoro-3-(4-methy1-7H-pynolo[2,3-d]pyrimidine-5-carbony1)-phenyl]-3,5-dimethyl-

benzenesulfonamide (P-1027), 

N-[2,4-Difluoro-3-(4-isobutoxy-7H-pynolo [2,3 -d]pyrimidine-5-carbony1)-pheny1]-4-

tiifluoromethyl-benzenesulfonamide (P-1028), 

N-[2,4-Difluoro-3-(4-isopropyl-7H-pyiTolo [2,3-d]pyrimidine-5-carbony1)-phenyl]-4-

trifluoromethyl-benzenesulfonamide (P-1029), 

N-[2,4-Difluoro-3-(4-hydroxy-7H-pyn-olo[2,3-d]primidine-5-carbony1)-phenyl]-4-propyl-

benzenesulfonamide (P-1030), 

Propane- 1 -sulfonic acid [3-(4-chloro-7H-pyiTolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-

phenylkamide (P-1033), 

N-P-(4-Chloro-7H-pyrrolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]-4-propyl-

benzenesulfonamide (P-1034), 

N-[2,4-Difluoro-3-(4-methy1-7H-pyiTolo[2,3-d]primidine-5-carbony1)-phenyl]-3-fluoro-4-

methoxy-benzenesulfonamide (P-1036), 

N-P-(4-Ethoxy-7H-prTolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]-4-propyl-

benzenesulfonamide (P-1038), 

N-P-(4-Cyclopropylmethoxy-7H-pynolo [2,3 -d]pyrimidine-5-carbony1)-2,4-difluoro-pheny1]-4-

trifluoromethyl-benzenesulfonamide (P-1053), 

N42,4-Difluoro-3-(4-hydroxy-7H-pyrrolo[2,3-d]primidine-5-carbony1)-phenyl]-2-fluoro-

benzenesulfonamide (P-1070), 

N-P-(4-Chloro-7H-pyrrolo[2,3-d]pymnidine-5-carbonyl)-2,4-difluoro-phenyl]-2-fluoro-

benzenesulfonamide (P-1071), 

N-P-(4-Cyclopropy1-7H-prTolo[2,3-d]primidine-5-carbony1)-2,4-difluoro-phenyl]-2,5-

difluoro-benzenesulfonamide (P-1107), 

N-P-(4-Cyclopropylmethoxy-7H-pyiTolo[2,3-d]pyrimidine-5-carbony1)-2,4-difluoro-phenyl]- 

2,5-difluoro-benzenesulfonamide (P-1181), 

N-[2,4-Difluoro-3-(4-isopropy1-7H-pynolo[2,3-d]pyrimidine-5-carbony1)-phenyl]-2,5-difluoro-

benzenesulfonamide (P-1182), 

N42,4-Difluoro-3-(4-hydroxy-7H-pynolo[2,3-d]pyrimidine-5-carbony1)-phenyl]-2,5-difluoro-

benzenesulfonamide (P-1183), 

N-[3-(4-Chloro-7H-pyrrolo[2,3-d]primidine-5-carbony1)-2,4-d 	uoro-pheny1]-2,5-difluoro-

benzenesulfonamide (P-1184), 
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Propane-l-sulfonic acid [2,4-difluoro-3-(4-trifluoromethy1-1H-prTolo[2,3-b]pyridine-3-

carbony1)-phenylkamide (P-2015), 

N42,4-Difluoro-3-(4-trifluoromethy1-1H-pyrrolo[2,3-b]pyridine-3-carbonyl)-phenyl]-4-

trifluoromethyl-benzenesulfonamide (P-2016), 

N42,4-Difluoro-3-(4-trifluoromethy1-1H-pyrrolo[2,3-b]pyridine-3-carbony1)-phenyl]- 

benzenesulfonamide (P-2017), 

or a pharmaceutically acceptable salt thereof 

12. A composition comprising a compound of claim 1 and a pharmaceutically 

acceptable excipient or carrier. 

13. A pharmaceutical composition comprising a compound of claim 1 and another 

drug. 

14. A kit comprising a compound according to Claim 1. 

15. A pharmaceutical composition comprising a compound of claim 11 and a 

pharmaceutically acceptable excipient or cather. 
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