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WE CLAIM:

1. A compound of Formula Ia:

a

)—/NH
o N
H

in which:

Y is selected from N and CRg; _

Ry R3, Rs5 and R¢ are independently selec ' from hydrogen, halo, cyano, C,.
salkyl, halo-substituted-Cj.4alkyl, Ci4alkoxy and o—substituted—C 1-aalkoxy; with the
proviso that when Rs is fluoro and R; is selectrom hydrogen, —X Rz, —X10X:2Rs,, —
X C(O)NRg.Rgp, —X | NRg,X>Rgp, —X1NRsg, 0 1X20Rgp and —X1NRg,S(O)ooRsn, R3 and Rg
are not both hydrogen; )

Ry is selected from —Rg 4 NRIORH; wherein Ry is selected from C,.salkyl, Cs.
scycloalkyl, Cs_gheterocycloalkyl, and heteroaryl; wherein said alkyl, cycloalkyl,
heterocycloalkyl, aryl or heter'l of Ry is optionally substituted with 1 to 3 radicals
independently selected cyano, Cj_4alkyl, halo-substituted-C,_salkyl, C; salkoxy

and halo-substituted—Q oxy; and Ry and R are independently selected from hydrogen

2. The compound of claim 1 in which R, is —Rg; wherein Ry is selected from C;.
and Cs.gcycloalkyl; wherein said alkyl or cycloalkyl of Ry is optionally substituted
with 1 to 3 radicals independently selected from halo and halo-substituted-C;_4alkyl.
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3. The compound of claim 2 in which: R is selected from hydrogen and fluocro; '
selected from chloro, fluoro and methyl; Rs is selected from hydrogen, chloro and ﬂu' '

is selected from N and CRg; and Rg is selected from hydrogen and fluoro.

4. The compound of claim 3 selected from: methyl N-[(28)-1-({ . hloro—S—
methanesulfonamidophenyl)-1-(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2,
yl }amino)propan-2-yl]carbamate; methyl N-[(2S)-1-[(4-{3- [2—ﬂuoro-3'opane— 1-
sulfonamido)phenyl]-1-(propan-2-yl)-1H-pyrazol-4-yl } pyrimidin-2-¥ amjno]pr()pan-2-
yl]carbamate; methyl N-[(25)- 1—({4-[3-(2—ﬂuoro—3—methanesulfonidophenyi)— 1-(propan-
2-y1)-1H-pyrazol-4-yl]pyrimidin-2-yl jamino)propan-2-yl]carh ate; methyl N-[(25)-1-[(4-
{3-[3-chloro-5-(propane-1-sulfonamido)phenyl]-1 —(propayl)- 1H-pyrazol-4-
yl}pyrimidin-2-yl)amino]propan-2-yl]carbamate; methy) -[(2S)-1-({4-[3-(2,6-difluoro-3-
methanesulfonamidophenyl)- 1-(pr0pan—2-yl)—1H—py'01—4—yl]pyrimidin—2—
yl}amino)propan-2-yljcarbamate; methyl N—[(ZS[(4-{ 3-[2,6-difluoro-3-(propane-1-
sulfonamido)phenyl]-1 —(propan~2—yl)~1H~pyra ~4~y1 }pyrimidin-2-yl)amino]propan-2-
yl]carbamate; methyl N-[(28)-1-{[4-(3-{2-1 1‘0—3—[(3,3,3—
trifluoropropane)sulfonamido]phenyl }-1 1'opan—2—yl)— 1H-pyrazol-4-yl)pyrimidin-2-
yl]amino }propan-2-yl]jcarbamate; N-[(2S)-1-({4-[3-(3-chloro-2-
methanesulfonamidopyridin—4-yl)propan—Z—yl)— 1H-pyrazol-4-yl]pyrimidin-2-
yl }amino)propan-Znyl]carbam " methyl N-[(2S)-1-({4-[3~(3-fluoro-2-
methanesulfonamidopyridin yI)—l—(propan—Z—yl)— 1H-pyrazol-4-yl]pyrimidin-2-
yl }amino)propan-2-yljc mate; methyl N-[(28)-1-({4-[3-(2-chloro-3-ethanesulfonamido-
4,5-difluorophenyl)-1 - ‘o pan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-yl }amino)propan-2-
yl]carbamate; methy’ [(28)-1-({4-[3-(2,4-difluoro-3-methanesulfonamidophenyl)-1-
(propan-2-yl)-1L yrazol~4~yl} pyrimidin-2-yl }amino)propan-2-yljcarbamate; methyl N-
[(28)-1-({ propan~2—yl)—3—(2,4,5 -trifluoro-3-methanesulfonamidophenyl)- 1 H-pyrazol-4-
yllpyrimi 2—y1}amjno)propan—Z—yl]carbamate; methyl N-[(2S)-1-({4-[3-(3-
methang lfonamidophenyl)— 1-(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-
yl} o)propan—Z—yl]carbamate; methyl N-[(25)-1-({4-[3-(3-ethanesulfonamido-2,4-
d orophenyl)— 1-(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-yl }Jamino)propan-2-
l]carbamate; methyl N-[(2S)-2-({4-[3-(5-chloro-2-fluoro-3-methanesulfonamidophenyl)-1-
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(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-yl }amino)propyljcarbamate; methyl N-[(25)-1- /
({4-13-(5-chloro-2-fluoro-3-methanesulfonamidophenyl)-1-(oxan-2-yl)-1H-pyrazol-4- : /
yl]pyrimidin-2-yl }amino)propan-2-yljcarbamate; methyl N-[(2S)-1-[(4-{3-[2.4-difluoy .
(propane-1-sulfonamido)phenyl]-1-(propan-2-yl)-1H-pyrazol-4-yl }pyrimidin-2-
yl)amino]propan-2-ylJcarbamate; methyl N-[(2S)-1-({4—[3-(3—cyclopropanesulfmido-2,5-
difluorophenyl)-1-(propan-2-yl)- 1H-pyrazol-4-yl] pyﬂmidin—Z-yi}amino)pro-2-
yllcarbamate; methyl N-[(2S)-1-({4-[3-(5-chloro-3-cyclopropanesulfona : r
fluorophenyl)-1-(propan-2-yl)- 1H-pyrazol-4-yl]pyrimidin-2-yl }aminopan—Z—
yl]carbamate; and methyl N-[(25)-1-[(4-{ 3—[5—ch10ro—2—ﬂuoro~3~(ane— 1-
sulfonamido)phenyl}-1-(propan-2-yl)-1H-pyrazol-4-yl} pyrirnid -yl)amino} propan-2-

yl]carbarmate.

5. The compound of claim 1 of Formula Ib:

O, Rs
NH
N O N/ %O
/S N= H
/ \ Ry

N
i
Ry
Ib

in which:

R; is sgf feted from chloro, fluoro and methyl;

Rs from fluore and chloro; and

Ry / is selected from ethyl and isopropyl.

. The compound of claim 5 selected from: methyl N-[(2S)-1-({4-[3-(5-chloro-2-

fluogh 3-methanesulfonamidophenyl)-1-(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-

famino)propan-2-yl]carbamate; methyl N-[(2S)-1-({4-[3-(2,5-difluoro-3-

ethanesulfonamidophenyl)- 1-(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-
yl}amino)propan-2-yl]carbamate; methyl N-[(25)-1-({4-[3-(5-chloro-2-fluoro-3-
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methanesulfonamidophenyl)-1-ethyl-1H-pyrazol-4-yl]pyrimidin-2-yl }amino)propan-2- '_
yl]carbamate; methyl N-[(25)-1-{{4-[3-(2-fluoro-3-methanesulfonamido-5 -methylphenyl) A-
(propan-2-yl)-1H-pyrazol-4-yllpyrimidin-2-yl } amino)propan-2-yl]carbamate; methyl b
[(25)-1-({4-[3-(2-chloro-3-methanesuifonamido-5-methylphenyl)-1-(propan-2-yl)- 4
pyrazol-4-yl]pyrimidin-2-yl }amino)propan-2-yl]carbamate; methyl N-[(2S)-1-({4 [3-(2-
chloro-5-fluoro-3-methanesulfonamidophenyl)-1-(propan-2-yl)- 1H-pyrazol-4 4 ]pyn'midin-
2-yl}amino)propan-2-yl]carbamate; methyl N-[(2R)-1-({ 4-[3-(5-ch101'0-2— oro-3-
methanesulfonamidophenyl)-1-(propan-2-yl)- 1H-pyrazol-4-yl]pyrimidig £2-
yl}amino)propan-2-yl]jcarbamate; methyl N-[(25)-1-({ 4—[3-(2,5-di(:'0~3~
methanesulfonamidophenyl)-1-(propan-2-yl}-1H-pyrazol-4-yl]pyidl 1din-2-
yl}amino)propan-2-yl]carbamate; and methyl N-[{25)-1-({ 4-[34(5-chloro-2-fluoro-3-
methanesulfonamidophenyl)- 1H-pyrazol-4-yl] pyrimjdin-fl- anﬂno)propan-il—yl]carbamate.

7. A compound selected from: N—[S—chioro—3{2—[(2—
cyanoethyl)amino]pyrimidin-4-yl}-1-(propan-2-yl -pyrazol-B-yi)~2-
fluorophenyllmethanesulfonamide; N-{5-chloro/3-[4-(2-{[2-

(dimethylamino)ethyllamino} pyrimidin-4-yl) -(propan-2-yl)- 1H-pyrazol-3-yl}-2-
fluorophenyl }methanesulfonamide; N-(5-¢ 01'0—2—ﬂu oro-3-{4-[2-(methylamino)pyrimidin-
4-y1]-1-(propan-2-yl)-1H-pyrazol-3-yl enyl)methanesulfonamide; and N-{3-[4-(2-
aminopyrimidin-4-yl)-1-(propan-2-yf . 1H-pyrazol-3-yl]-5-chloyo-2-

fluorophenyl}methanesulfonamigé .

8. A compound from: 3-Bromo-5-chloro-2-fluoroaniline; cyano-(2-
methylthio~pyrimidin—4)—acetic acid tert-butyl ester; 1-Isopropyl-4-(2-
(methylthio)pyrimjd~yl)»lH»pyrazolw?:wamine; 2-((2-Benzylidene-1-
ethylhydrazinyl) ylene)—malononitrile; 1-(3-Amino-1-isopropyl-1H-pyrazol-4-
ylethanone; 1Iodo-l—isopropyl—1H—pyrazol—4—yl)ethanone; 1-(3-Icdo-1-ethyl-1H-
pyrazol-4-yLy hanone; 1-(3-Todo-1-methyl-1H-pyrazol-4-yl)ethanone; 3-(Dimethylamino)-
1-G-iodg/f-

-isopropyl-1H-pyrazol-4-yl)prop-2-en-1-one; 3-(Dimethylamino)-1-(3-iodo-1-
M- pyrazol-4-yl)prop-2-en-1-one; 3-(Dimethylamino)-1-(3-iodo-1-methyl-1H-pyrazol-

A-ethyl-1H-pyrazol-4-yl)pyrimidin-2-amine; 4-(3-Iodo-1-methyl-1H-pyrazol-4-yl)pyrimidin-
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2-amine; 4-(3-Iodo-1-isopropyl-1H-pyrazol-4-yl)pyrimidin-2-ol; 2-Chloro-4-(3-iodo-1-
isopropyl-1H-pyrazol-4-yl)pyrimidine; (S)-Methyl 1-(4-(3-iodo-1-isopropyl- ‘
yl)pyrimidin-2-ylamino)propan-2-ylcarbamate; (R)-Methyl 1-(4-(3-iodo-1-isopropyl-1} 4
pyrazol-4-yl)pyrimidin-2-ylamino)propan-2-ylcarbamate; (S)-tert-butyl 1-(4-(3-iodg# -
isopropyl-1H-pyrazol-4-yl)pyrimidin-2-ylamino)propan-2-ylcarbamate; 3-(4-(3+ , 1-
isopropyl-1H-pyrazol-4-yl)pyrimidin-2-ylamino)propanenitrile; 4-(3-iodo- 1—iropy1— 1H-
pyrazol-4-yl)-N-methylpyrimidin-2-amine; N'-(4-(3-iodo-1 -isopropyl-1H-p 'azol—4—
yl)pyrimidin-2-y1)-N* N*-dimethylethane-1,2-diamine; N—(3—bromo~2,4
difluorophenyl)propane- 1-sulfonamide; 3-Fluoro-4-iodopyridin-2-a u 3-chloro-4-

iodopyridin-2-amine; 3-Bromo-2,5,6-trifluorcaniline; 2,4-Dibromg-3,6-dichloroaniline; 3-

bromo-2-chloro-5-methylaniline; 3—b1’0m0—2,S—diﬂuoroaniline 2-Bromo-35-chloro-2-
fluorobenzoic acid; 7ert-butyl 3-bromo-5-chloro-2-fluorop ylcarbamate; tert-butyl 3-
bromo-2-fluoro-5-methylphenylcarbamate; Tert-butyl 5oro—2—ﬂuoro~3-(4,4,5,5—
tetramethyl-1,3,2-dioxaborolan-2-yl)phenylcarbamat rt—butyl 2,6-difluoro-3-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yl)phenylcarba N-(2,4-difluoro-3-(4,4,5,5-

tetramethyl- 1,3,2—dioxaborolan~2—y1)pheny1)prne— 1-sulfonamide; 2-(2-fluoro-3-

nitrophenyl)-4,4,5,5-tetramethyl-1,3,2-dioxal
fluoro-3-(4,4,5,5-tetramethyl-1,3,2-
-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-

rolane; 2,5-difluoro-3-(4,4,5,5-tetramethyl-
1,3,2-dioxaborolan-2-yl)aniline; 2-chlor:

dioxaborolan-2-yl)aniline; 2,5—dichlor
yhaniline; 2-chloro-5-methyl-3-(4
butyl 2»ﬂuoro-5-methyl~3~(4,4, '
fluoro-4-(4,4,5,5-tetramethyl-
(4,4.5,5-tetramethyl-1,3,2-gloxaborolan-2-yl)aniline; 3-chloro-4-(4,4,5,5-tetramethyl-1,3,2-

S-tetramethyl-1,3,2-dioxaborolan-2-yl)aniline; tert-

-tetramethyl-1,3,2-dioxaborolan-2-yl)phenyicarbamate; 3-

,2—dioxaborolan~2~yl)pyridin-Z-amine; 2.3,6-trifleoro-3-

dioxaborolan-2-yl)pyri -2-amine; 3-chloro-5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-

yDaniline; and 3-m xy-2-methyl-5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)aniline.
9. Ap} 4rmaceutical composition comprising a compound of any one of claims 1-7,

admixed wig } at least one pharmaceutically acceptable excipient.

0. The pharmaceutical composition of claim 9, wherein the excipient is selected

the group consisting of corn starch, potato starch, tapioca starch, starch paste, pre-

latinized starch, sugars, gelatin, natural gums, synthetic gums, sodium alginate, alginic
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acid, tragacanth, guar gum, cellulose, ethyl cellulose, cellulose acetate, carboxymethyl
cellulose calcium, sodium carboxymethylcellulose, methyl cellulose, hydroxypropyl
methylcellulose, microcrystalline cellulose, magnesium aluminum silicate, polyvinyl /
pyrrolidone, tale, calcium carbonate, powdered cellulose, dextrates, kaolin, mannito] ilicic
acid, sorbitol, agar-agar, sodium carbonate, croscarmellose sodium, crospovidong, olacrilin
potassium, sodium starch glycolate, clays, sodium stearate, calcium stearate, gnesium
stearate, stearic acid, mineral oil, light mineral oil, glycerin, sorbitol, mannj I, polyethylene
glycol, other glycols, sodium lauryl sulfate, hydrogenated vegetable oileanut oil,
cottonseed oil, sunflower oil, sesame oil, olive cil, corn oil, soybean, zinc stearate,

sodium oleate, ethyl oleate, ethyl laureate, silica, and combinatio thereof.

11. The pharmaceutical composition of claim 9, furfier comprising an additional

therapeutic agent.

12. The pharmaceutical composition of cl #n 11, wherein the additional therapeutic
agent is selected from an anticancer compound analgesic, an antiemetic, an
antidepressant, and an anti-inflammatory agg t.

13. A compound according one of claims 1-7 for the treatment of cancer.

14. The compound e to claim 13, wherein the cancer to be treated is

treatment an e fective amount of a compound of any of claims 1-7 or a pharmaceutical

compositi - any one of claims 9-12.

16. The method of claim 15, wherein the cancer is selected from the group

sisting of lung carcinoma, pancreatic carcinoma, bladder carcinoma, colon carcinoma,
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myeloid disorders, prostate cancer, thyroid cancer, melanoma, adenomas and carcinomas of

the ovary, eye, liver, biliary tract, and nervous system.

17. The method of claim 15 or 16, further comprising administering to the subfect an

additional therapeutic agent.

18. The method of claim 17, wherein the additional therapeutic agent€omprises an
anticancer drug, a pain medication, an antiemetic, an antidepressant or an gnti-inflammatory

agent.

19. The method of claim 18, wherein the additional therageutic agent is a different
Raf kinase inhibitor or an inhibitor of MEK, mTOR, HSPOO, AKT, PI13K, CDK9, PAK,
Protein Kinase C, a MAP kinase, a MAPK Kinase, or ERK /

20, The method of claim 19, wherein the MEK inhibitor is selected fro: AS703026;
MSC1936369B; GSK1120212; AZD6244; PD-O3 ) 901; ARRY-438162; RDEA119;

GDC0941; GDC0973; TAK-733; RO5126766; And X1-518.

21, The method of claim 20, whepéin the additional therapeutic agent is administered

to the subject concurrently with the copfpound.

22. A method to treat a cghdition mediated by Raf kinase, comprising administering
to a subject in need thereof an, £ffective amount of a compound according to any one of
claims 1-7, or a pharmace composition according to any one of claims 9-12.

23. The met a of claim 22 wherein the Raf kinase is a mutant b-Raf kinase,

24. The ethod of claim 23, wherein the mutant b-Raf kinase is b-Raf(VG00E).
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We claim;

1. A compound of Formula la:

Ia

7;’7/\ Be

in which:

Y is selected from N and CRg; R,, Rs, Rsand Rgare independently selected from hydrogen,
halo, cyano, Cy4alkyl, halo-substituted-C,_salkyl, C,.salkoxy and halo-substituted-C,_4alkoxy;
with the proviso that when Rsis fluoro Ryand Rgare not both hydrogen; R,is selected from
—Rgand —NRgR1; wherein Rqyis selected from Cialkyl, Csgcycloalkyl, Cs.
gheterocycloalkyl, aryl and heteroaryl; wherein said alkyl, cycloalkyl, heterocycloalkyl, aryl or
heteroaryl of Ry is optionally substituted with 1 to 3 radicals independently selected from
halo, cyano, Cqsalkyl, halo-substituted-Cs salkyl, Cqsalkoxy and halo-substituted-Cy_4alkoxy;
and Ripand R, are independently selected from hydrogen and Rg; R;is selected from
hydrogen, Cysalkyl, Cascycloalkyl and Cs.sheterocycloalkyl; wherein said alkyl, cycloalkyl or
heterocycloalkyl of R;is optionally substituted with 1 to 3 radicals independently selected
from halo, cyano, hydroxyl, Ci.4alkyl, halo-substituted-Cs.;alkyl, Cy.salkoxy and halo-
substituted-C_salkoxy; or the tautomers, sterecisomers or pharmaceutically acceptable salts
thereof.

2. The compound of claim 1 in which R4is —Rg; wherein Rgis selected from C,.; alkyl and
Ca.scycloalkyl; wherein said alkyl or cycloalkyl of Reis optionally substituted with 1 to 3
radicals independently selected from halo and halo-substituted-C4alkyl.

3. The compound of claim 2 in which: R, is selected from hydrogen and fluoro; Rz is selected
from chloro, fluoro and methyl; Rsis selected from hydrogen, chioro and fluoro; Y is selected
from N and CRg; and Rglis selected from hydrogen and fluoro.

4. The compound of claim 1 selected from: methyl N-[(2S)-1-({4-[3-(3-chloro-5-
methanesulfonamidophenyl)-1-(propan-2-yl)-1H-pyrazol-4-ylJpyrimidin-2-yl}amino}propan-2-
yllcarbamate; methyl N-[(28)-1-[(4-{3-[3-chloro-5-(propane-1-sulfonamido)phenyl]-1-(propan-
2-y1)-1H-pyrazol-4-yl}pyrimidin-2-ylYamino]propan-2-yljcarbamate; methyl N-[(28)-1-({4-[3-(3-
chloro-2-methanesulfonamidopyridin-4-yl)-1-(propan-2-yi)- 1H-pyrazol-4-yllpyrimidin-2-
yl}amino)propan-2-yljcarbamate; methyl N-[(2S)-1-({4-[3-(3-fluoro-2-
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methanesulfonamidopyridin-4-yl)-1-(propan-2-yi)-1H-pyrazol-4-yllpyrimidin-2-
yllamino)propan-2-yljcarbamate; methyl N-([25)-1-({4-[3-(2-chloro-3-ethanesulfonamido-4,5-
difluorophenyl)-1-(propan-2-yl}-1H-pyrazol-4-ylpyrimidin-2-yl}amino)propan-2-yllcarbamate;
methyl N-(2S)-1-({4-[3-(2,4-difluocro-3-methanesulfonamidophenyl)-1-{propan-2-yl)-1H-
pyrazol-4-yilpyrimidin-2-yl}Jamino)propan-2-yllcarbamate; methyl N-[(23)-1-{({4-[1-(propan-2-
y1)-3-(2,4,5-trifluoro-3-methanesuifonamidophenyl)-1H-pyrazol-4-yllpyrimidin-2-
yllamino)propan-2-yllcarbamate; methyl N-[(25)-1-({4-[3-(3-methanesulfonamidophenyl})-1-
(propan-2-yl)-1H-pyrazol-4-yljpyrimidin-2-yl}amino)propan-2-yllcarbamate; methyl N-[(25)-1-
({4-[3-(3-ethanesulfonamido-2,4-diflucrophenyl}-1-(propan-2-yl)-1H-pyrazol-4-yllpyrimidin-2-
yl}amino)propan-2-yljcarbamate; methyl N-[(25)-2-({4-[3-(5-chloro-2-fluoro-3-
methanesulfonamidophenyl)-1-(propan-2-yi}-1H-pyrazol-4-ylJpyrimidin-2-
ylYamino)propylicarbamate; methyl N-{{25)-1-({4-[3-(5-chioro-2-fluoro-3-
methanesulfonamidophenyl)-1-(oxan-2-yl}-1H-pyrazol-4-yllpyrimidin-2-yl}amino)propan-2-
ylJcarbamate; methyl N-[(2S)-1-[(4-{3-{2,4-difluoro-3-(propane-1-sulfonamido)phenyf}-1-
{propan-2-yi)-1H-pyrazol-4-yl}pyrimidin-2-yl)amino]propan-2-yl]carbamate; methyl N-{[(25)-1-
({4-[3-(3-cyclopropanesulfonamido-2,5-difluorophenyl)-1-(propan-2-yl}-1H-pyrazol-4-
ylipyrimidin-2-yl}amino)propan-2-yllcarbamate; methyl N-[(23)-1-({4-[3-(5-chloro-3-
cyclopropanesulfonamido-2-fluorophenyl}-1-(propan-2-yl}-1H-pyrazol-4-yl]pyrimidin-2-
yl}amino)propan-2-yljcarbamate; methyl N-[(2S)-1-({4-[3-(5-chloro-2-fluoro-3-
methanesulfonamidophenyl)-1H-pyrazol-4-ylipyrimidin-2-yl}amino)propan-2-ylJcarbamate;
and methyl N-[(2S)-1-[(4-{3-[5-chloro-2-fluoro-3-(propane-1-sulfonamido)phenyt]-1-(propan-
2-y»-1H-pyrazol-4-yl}pyrimidin-2-yllamino]propan-2-yljcarbamate.

5. The compound of claim 1 of Formula Ib:

in which:

R:is selected from chloro, fluoro and methyl;
Rsis selected from fluoro and chloro; and

R, is selected from ethyl and isopropyl.

6. The compound of claim 5 selected from: methyl N-[(2S5)-1-({4-[3-(5-chloro-2-fluoro-3-

methanesulfonamidophenyl)-1-(propan-2-yl)-1H-pyrazol-4-yllpyrimidin-2-yl}amino)propan-2-

yllcarbamate; methyl N-[(2S)-1-({4-[3-(2,5-difluoro-3-methanesulfonamidophenyl}-1-(propan-
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2-y)-1H-pyrazol-4-yl]pyrimidin-2-yl}amino)propan-2-ytlcarbamate; methyl N-[(25)-1-({4-[3-(5-
chloro-2-fluoro-3-methanesulfonamidophenyl}-1-ethyl-1H-pyrazol-4-yljpyrimidin-2-
yllaminoc)propan-2-yllcarbamate; methyl N-[(25)-1-({4-[3-(2-fluoro-3-methanesulfonamido-5-
methylphenyl)-1-(propan-2-yl}-1H-pyrazol-4-yllpyrimidin-2-yl}amino)propan-2-yljcarbamate;
methyl N-[(25)-1-({4-[3-(2-chloro-3-methanesulfonamido-5-methylphenyl}-1-(propan-2-yl)-
1H-pyrazol-4-ylpyrimidin-2-yl}amino)propan-2-yljcarbamate; methyl N-[(2S)-1-({4-[3-(2-
chloro-5-fluoro-3-methanesulfonamidophenyl)-1-(propan-2-yl}-1H-pyrazol-4-yl|pyrimidin-2-
yltamino)propan-2-yllcarbamate; methyl N-[(2R)-1-({4-[3-(5-chloro-2-fluoro-3-
methanesulfonamidophenyl)-1-(propan-2-yl)-1H-pyrazol-4-yl]pyrimidin-2-yl}amino)propan-2-
yllcarbamate; and methyl N-[(23)-1-({4-[3-(2,5-dichloro-3-methanesulfonamidophenyl}-1-
(propan-2-yi)-1H-pyrazol-4-yllpyrimidin-2-yl}amino)propan-2-yljcarbamate.

7. A compound selected from: N-[5-chloro-3-(4-{2-[(2-cyanoethyljamino]pyrimidin-4-yl}-1-
(propan-2-yl)-1H-pyrazol-3-yi)-2-fluorophenyl]methanesulfonamide; N-{5-chloro-3-{4-(2-{[2-
{dimethylamino)ethyllamino}pyrimidin-4-yl)-1-{propan-2-yl}-1H-pyrazol-3-yi]-2-
fluorophenylimethanesulfonamide; N-{5-chloro-2-fluoro-3-{4-[2-({methylamino)pyrimidin-4-yl]-
1-(propan-2-yi)-1H-pyrazol-3-yl}phenyl)methanesulfonamide; N-{3-[4-(2-aminopyrimidin-4-
yI}»-1-{propan-2-yl}-1H-pyrazol-3-yl}-5-chloro-2-flucrophenyl}methane sulfonamide; methyi N-
[(2S)-1-[(4-{3-[2-flucro-3-(propane-1-sulfonamide)phenyl]-1-(propan-2-yl}-1H-pyrazol-4-
yl}pyrimidin-2-ylYamino]propan-2-yllcarbamate; methyl N-[(25)-1-({4-[3-(2-fluoro-3-
methanesulfonamidophenyl)-1-{propan-2-yl}-1H-pyrazol-4-yljpyrimidin-2-yl}amino}propan-2-
yllcarbamate; methyl N-[(2S5)-1-({4-[3-(2,6-difluoro-3-methanesulfonamidophenyl)-1-(propan-
2-yh-1H-pyrazol-4-ylpyrimidin-2-ylfamino)propan-2-yllcarbamate; methyl N-[(23)-1-[{4-{3-
[2,6-difluoro-3-(propane-1-suifonamido)phenyl]-1-(propan-2-yl)-1H-pyrazol-4-yl}pyrimidin-2-
yhaminolpropan-2-yllcarbamate; and methyl N-[(25)-1-{[4-(3-{2-fluoro-3-[(3,3,3-
triflucropropane)sulfonamido]phenyl}-1-(propan-2-yl)-1H-pyrazol-4-ylpyrimidin-2-
yllamino}propan-2-yljcarbamate.

8. A compound selected from: 3-Bromo-5-chloro-2-fluoroaniline; cyano-(2-methylthio-
pyrimidin-4-yi)-acetic acid tert-butyl ester; 1-Isopropyl-4-(2-(methylthio)pyrimidin-4-y|}-1H-
pyrazol-3-amine; 2-({2-Benzylidene-1-ethylhydrazinyl)methylene}-malononitrile; 1-(3-Amino-
1-isopropyl-1H-pyrazol-4-yl)ethanone; 1-(3-lodo-1-isopropyl-1H-pyrazol-4-yl)ethanone; 1-(3-
lodo-1-ethyl-1H-pyrazol-4-yllethanone; 1-(3-lodo-1-methyl-1H-pyrazol-4-yl)ethanone; 3-
(Dimethylamino)-1-(3-iodo-1-isopropyl-1H-pyrazol-4-yl)prop-2-en-1-one; 3-(Dimethylamino)-
1-{3-iodo-1-ethyl-1H-pyrazol-4-yl)prop-2-en-1-one; 3-(Bimethylamino)-1-(3-iodo-1-methyl-
1H-pyrazol-4-yl)prop-2-en-1-one; 4-(3-lodo-1-isopropyl-1+-pyrazol-4-yl)pyrimidin-2-amine; 4-
(3-lodo-1-ethyl-1H-pyrazol-4-yl}pyrimidin-2-amine; 4-(3-lodo-1-methyl-1H-pyrazol-4-
yhpyrimidin-2-amine; 4-(3-lodo-1-isopropyl-1H-pyrazol-4-yhpyrimidin-2-ol; 2-Chloro-4-(3-
iodo-1-isopropyl-1H-pyrazol-4-ylpyrimidine; (S)-Methyl 1-(4-(3-iodo-1-isopropyl-1H-pyrazol-
4-ylpyrimidin-2-ylamino)propan-2-yicarbamate; {R)-Methyl 1-(4-(3-iodo-1-isopropyl-1H-
pyrazol-4-yl)pyrimidin-2-ylamino)propan-2-ylcarbamate; (S}-tert-butyl 1-(4-(3-iodo-1-
isopropyl-1H-pyrazol-4-yl)pyrimidin-2-ylamino)propan-2-ylcarbamate; 3-(4-(3-iodo-1-
isopropyl-1H-pyrazol-4-yl)pyrimidin-2-ylamino}propanenitrile; 4-(3-iodo-1-isopropyl-1H-
pyrazol-4-yl)-N-methylpyrimidin-2-amine; N'-(4-(3-iodo-1-isopropyl-1H-pyrazol-4-
yl)pyrimidin-2-y)-N* N*-dimethylethane-1,2-diamine; N-(3-bromo-2,4-
diflucrophenylpropane-1-sulfonamide; 3-Fluoro-4-iodopyridin-2-amine; 3 Bromo-2,5,6-
trifluoroaniline; 2,4-Dibromo-3,6-dichloroaniline; 3-bromo-2-chloro-5-methylaniline; 3-bromo-
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2 ,5-difluoroaniline; 3-Bromo-5-chloro-2-fluorobenzoic acid; Tert-butyl 3-bromo-5-chloro-2-
fluorophenylcarbamate; tert-buiyl 3-bromo-2-fluoro-5-methylphenylcarbamate; Tert-butyl 5-
chloro-2-fluoro-3-(4,4,5,5-tetramethyi-1,3,2-dioxaborolan-2-yl)phenylcarbamate; tert-butyl
2,6-difluoro-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl}phenylcarbamate; N-(2,4-difluoro-
3-(4,4,5 5-tetramethyl-1,3,2-dioxaborolan-2-yliphenyl)propane-1-sulfonamide; 2,5-difluoro-3-
(4,4.5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)aniline; 2-chloro-5-flucro-3-(4,4,5,5-tetramethyl-
1,3,2-dioxaborolan-2-ylaniline; 2,5-dichloro-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-
yhaniline; 2-chloro-5-methyl-3-{4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yhaniline; tert-butyl
2-fluoro-5-methyl-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenylcarbamate; 3-fluoro-
4-(4,4,5,5-tetramethyl-1,3,2-dioxaborclan-2-yt)pyridin-2-amine; 2,3,6-trifluore-5-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yhaniline; 3-chloro-4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolan-2-yh)pyridin-2-amine; 3-chloro-5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-
yhaniline; and 3-methoxy-2-methyl-5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-ylaniline.

9. A pharmaceutical composition comprising a compound of any one of claims 1-7, admixed
with at least one pharmaceutically acceptable excipient.

10. The pharmaceutical composition of claim 9, wherein the excipient is selected from the
group consisting of corn starch, potato starch, tapioca starch, starch paste, pre-gelatinized
starch, sugars, gelatin, natural gums, synthetic gums, sodium alginate, alginic acid,
fragacanth, guar gum, cellulose, ethyl celiulose, cellulose acetate, carboxymethyl cellulose
calcium, sodium carboxymethylcellulose, methyl cellulose, hydroxypropyl methylcellulose,
microcrystalline cellulose, magnesium aluminum silicate, polyvinyl pyrrolidone, talc, calcium
carbonate, powdered cellulose, dextrates, kaolin, mannitol, silicic acid, sorbitol, agar-agar,
sodium carbonate, croscarmellose sodium, crospovidone, polacrilin potassium, sodium
starch glycolate, clays, sodium stearate, calcium stearate, magnesium stearate, stearic acid,
mineral oil, light mineral oil, glycerin, sorbitol, mannitol, polyethylene glycol, other glycols,
sodium lauryl sulfate, hydrogenated vegetable oil, peanut oil, cottonseed cil, sunflower oil,
sesame oil, olive oil, corn oil, soybean oil, zinc stearate, sodium oleate, ethyl oleate, ethyl
laureate, silica, and combinations thereof.

11. The pharmaceutical composition of claim 9, further comprising an additional therapeutic
agent.

12. The pharmaceutical composition of claim 11, wherein the additional therapeutic agent is

selected from an anticancer compound, an analgesic, an antiemetic, an antidepressant, and
an anti-inflammatory agent.
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