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CLAIMS 

1. A combination comprising: 

(i) a first 	ompound of Structure (I): 

H3C CH3  40 P 	CH3 
,..0 F 	N— 

F HN 	S 40 	
N 

N
*

NH2 

or a pharmaceutically ac 	ptable salt or solvate thereof; and 

10 (H) a second compound whi• 	is a compound of Structure (II) 
F 

1. 

=0 	 N 

N 	 \N
/   

or a pharmaceutically acceptable salt thereof. 

N 

15 2. A combination according to claim 1 where the compo nd of Structure (I) is in the 

form of a methanesulfonate salt and the compound of Structur 

base. 

II) is in the form of a free 

20 3. A combination kit comprising a combination according to claim 1 o claim 2 

together with a pharmaceutically acceptable carrier or carriers. 
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4. A combination according to any one of claims 1 to 3 where the amount of the 

compound of Structure (I) is an amount selected from 10mg to 300mg, and that amount is 

administered from 1 to 4 times per day, and the amount of the compound of Structure (II) 

an amount selected from 0.5 mg to 20 mg, and that amount is administered once per 

5 da . 

5. A 	mbination kit comprising a combination according to any one of claims 1-4 

together with 	pharmaceutically acceptable carrier or carriers. 

10 

6. A method oft -acing cancer in a human in need thereof which comprises the in 

vivo administration of a 	erapeutically effective amount of a combination of N-{3-[5-(2- 

amino-4-pyrimidinyl)-2-(1, 	dimethylethyl)-1,3-thiazol-4-y1]-2-fluoropheny1}-2,6- 

15 difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof and 2,4-

difluoro-N-{2-(methyloxy)-5-[4-(• pyridazinyl)-6-quinolinyl]-3-

pyridinyl}benzenesulfonamide, to - ch human, 

wherein the combination is administered within a specified period, and 

wherein the combination 	administered for a duration of time. 

20 

7. A method of claim 6, which comprises t 	in vivo administration of a 

effective amount of a combination therapeutically 	 N-{315-(2-amino-4-pyrimidiny1)-2- 

(1,1-dimethylethyl)-1,3-thiazol-4-y1]-2-fluoropheny1}-2, -difluorobenzenesulfonamide 

25 methanesulfonate salt and 2,4-difluoro-N-{2-(methyloxy 	544-(4-pyridaziny1)-6-guinolinyll- 

3-pyridinyllbenzenesulfonamide, to such human, 

wherein the combination is administered withi 	a specified period, and 

wherein the combination is administered for a d ',.tion of time. 

30 

8. A 	 to 	6 	the method according 	claim 	wherein 	amount of 	-{345-(2-amino-4- 

pyrimidiny1)-2-(1,1-dimethylethyl)-1,3-thiazol-4-y11-2-fluorophenyll-2,6- 

difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereo 	is selected 

from about 10mg to about 300mg, and that amount is administered from 1 to 	times per 

35 day, and the amount of 2,4-difluoro-N-{2-(methyloxy)-5-[4-(4-pyridaziny1)-6-guin, linyI]-3-

pyridinyllbenzenesulfonannide is selected from about 0.5 mg to about 10 mg. 
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9. A method according to claim 6 wherein the amount of N-{3-[5-(2-amino-4-

lyr midiny1)-2-(1,1-dimethylethyl)-1,3-thiazol-4-y1]-2-fluoropheny11-2,6- 

5 d 	orobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected 

from 	bout 70mg to about 260mg, and that amount is administered twice per day, and the 

amount .f 2,4-difluoro-N-{2-(methyloxy)-5-[4-(4-pyridazinyI)-6-quinoliny1]-3- 

pyridinyllb nzenesulfonamide is selected from about 0.5 mg to about 6 mg 

10 

10. A method .ccording to claim 8 wherein N-{345-(2-amino-4-pyrimidiny1)-2-(1,1- 

dimethylethyl)-1,3-th 	zol-4-y11-2-fluorophenyl}-2,6-difluorobenzenesulfonamide 	or 	a 

pharmaceutically 	acce.table 	salt 	thereof, 	and 	2,4-difluoro-N-{2-(methyloxy)-544-(4- 

pyridaziny1)-6-quinolinyll- 	syridinyl}benzenesulfonamide 	are 	administered 	within 	12 

15 hours of each other each ..y for a period of at least 7 consecutive days, optionally 

followed by one of more repeat 	g cycles. 

11. A 	 to 	6 	N-{3-[5-(2-amino-4-pyrimidinyl)-2-(1,1- method according 	claim 	erein 

20 dimethylethyl)-1,3-thiazol-4-y1]-2-fluoroph- yl}-2,6-difluorobenzenesulfonamide 

methanesulfonate salt and the amount of 2, 	difluoro-N-{2-(methyloxy)-544-(4-

pyridazinyI)-6-quinoliny11-3-pyridinyllbenzenesu onamide are administered within 12 

hours of each other each day for a period of at le 	14 consecutive days, optionally 

followed by one of more repeating cycles. 

25 

12. A method of treating cancer in a human in need th reof which comprises one or 

more dosing cycles, wherein each said cycle comprises (1) ..ministering to the human 

from about 10 to 300 mg of N-{3-[5-(2-amino-4-pyrimidinyl)-2-( 	1-dimethylethyl)-1,3- 

thiazol-4-y1]-2-fluoropheny11-2,6-difluorobenzenesulfonamide, or a sharmaceutically 

30 acceptable salt or solvate thereof, 1-4 times a day for 1-30 days; an* (2) periodically 

administering to the human from about 0.05 mg to 10 mg of 2,4-difluors N-{2-(methyloxy)- 

544-(4-pyridaziny1)-6-quinolinyl]-3-pyridinyl)benzenesulfonamide, or a ph. maceutically 

acceptable salt or solvate. 

35 
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13. A method of treating cancer in a human in need thereof which comprises one or 

more dosing cycles, wherein each said cycle comprises (1) administering to the human 

from about 70 to 260 mg of N-{345-(2-amino-4-pyrimidiny1)-2-(1,1-dimethylethyl)-1,3-

iazol-4-y1]-2-fluoropheny11-2,6-difluorobenzenesulfonamide, or a pharmaceutically 

5 a 	eptable salt or solvate thereof, 1-4 times for 1-30 days; and (2) periodically 

adm 	istering to the human from about 0.5 mg to 5 mg of 2,4-difluoro-N-{2-(methyloxy)-5- 

[4-(4-p 	dazinyI)-6-guinoliny1]-3-pyridinyllbenzenesulfonamide, or a pharmaceutically 

acceptab 	salt or solvate thereof for 1-30 days. 

10 14. A meth.. of treating cancer in a human in need thereof which comprises one or 

more dosing cycle.., wherein each said cycle comprises (1) administering to the human 

from about 0.05 to 	3 mg of 2,4-difluoro-N-{2-(methyloxy)-514-(4-pyridaziny1)-6-

guinoliny1]-3-pyridinyll.-nzenesulfonamide, or a pharmaceutically acceptable salt or 

solvate thereof, once or t 	ice a day for 1-30 days; and (2) periodically administering to 

15 the human from 	10 to 	00 	N-{315-(2-amino-4-pyrimidiny1)-2-(1,1- about 	mg of 

dimethylethyl)-1,3-thiazol-4-y1 	-fluorophenyl}-2,6-difluorobenzenesulfonamide, or a 

pharmaceutically acceptable salt ir solvate thereof for 1-30 days. 

20 15. A method of treating cancer in a 	man in need thereof which comprises one or 

more dosing cycles, wherein each said cyc 	comprises (1) administering to the human 

from about 0.5 to 5 mg of 2,4-difluoro-N-{2-(m thyloxy)-544-(4-pyridaziny1)-6-guinoliny1]- 

3-pyridinyllbenzenesulfonamide, or a pharmace 	ically acceptable salt or solvate thereof, 

once or twice a day for 1-30 days; and (2) periodic. y administering to the human from 

25 70 to 260 	N-{3-[5-(2-amino-4-pyrimidinyl) about 	mg of 	 (1,1-dimethylethyl)-1,3-thiazol-4- 

y1]-2-fluoropheny1}-2,6-difluorobenzenesulfonamide, or a rharmaceutically acceptable salt 

or solvate thereof for 1-30 days. 

30 16. A method of claim 12 or 13, wherein 2,4-difluoro-N-{2-(met 	loxy)-544-(4- 

pyridaziny1)-6-quinoliny1]-3-pyridinyllbenzenesulfonamide is administe. ed, once every 2-4 

days. 
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17. 	A method of claim 12 or 13, wherein 2,4-difluoro-N-{2-(methyloxy)-544-(4- 

pyridaziny1)-6-quinoliny1]-3-pyridinyl}benzenesulfonamide is administered, once every 5-7 

days. 

5 1 t. 	A method of claim 12 or 13, wherein 2,4-difluoro-N-{2-(methyloxy)-514-(4-

pyri•-zinyl)-6-quinoliny11-3-pyridinyl}benzenesulfonamide is administered, once every 8- 

15 da 

10 19. A met 	d of claim 14 or 15, wherein N-{345-(2-amino-4-pyrimidiny1)-2-(1,1-

dimethylethyl)-1, -thiazol-4-y1]-2-fluoropheny1}-2,6-difluorobenzenesulfonamide 

methanesulfonate i 	administered, once every 2-4 days. 

15 20. A method of claim 	A or 15, wherein N-{345-(2-amino-4-pyrimidiny1)-2-(1,1- 

dimethylethyl)-1,3-thiazol-4-y -2-fluorophenyl}-2,6-difluorobenzenesulfonamide 

methanesulfonate is administer 	once every 5-7 days. 

20 21. A method of claim 14 or 15, wh:. ein N-{345-(2-amino-4-pyrimidiny1)-2-(1,1- 

dimethylethyl)-1,3-thiazol-4-y1]-2-fluoroph 	yl}-2,6-difluorobenzenesulfonamide 

methanesulfonate is administered once eve 	8-15 days. 

22. A method of treating cancer in a human i 	need thereof which comprises one or 

25 more repeating dosing cycles, wherein each said c 	le comprises administering to the 

human from about 10 to 300 mg of N-{345-(2-amino-4 •yrimidiny1)-2-(1,1-dimethylethyl)- 

1,3-thiazol-4-y1]-2-fluoropheny11-2,6-difluorobenzenesul • 	amide, or a pharmaceutically 

acceptable salt or solvate thereof, 1-4 times a day for 5-14 Jays, followed by 

administering to the human from about 0.05 mg to 10 mg of 	-difluoro-N-{2-(methyloxy) 

30 5-[4-(4-pyridazinyI)-6-guinoliny1]-3-pyridinyl}benzenesulfonamid 	or a pharmaceutically 

acceptable salt or solvate for 5-14 days. 

23. A method of treating cancer in a human in need thereof which comprises one or 

more repeating dosing cycles, wherein each said cycle comprises admini 	-ring to the 

35 human from about 70 to 260 mg of N-{345-(2-amino-4-pyrimidiny0-2-(1,1-di 	hylethyl)- 

1,3-thiazol-4-y1]-2-fluoropheny11-2,6-difluorobenzenesulfonamide, or a pharmacc. tically 
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acceptable salt or solvate thereof, 1-2 times a day for 5-14 days, followed by 

administering to the human from about 0.5 mg to 5 mg of 2,4-difluoro-N-{2-(methyloxy)-5- 

[4-(4-pyridaziny1)-6-guinoliny1]-3-pyridinyllbenzenesulfonamide, or a pharmaceutically 

acceptable salt or solvate for 5-14 days. 

5 
24.  

colon. 

A method according any one of claims 12-23, wherein said cancer is melanoma or 

25.  A method of claim 24, wherein said cancer is a BRAF mutant. 

10 

26.  A combination according to any of claims 1 — 4 wherein said second compound is 

in the form of free b se. 

27.  A combination according to any proceeding claim for use in therapy. 

15 

28.  A combination accordi * to any of claims 1 — 4 for use in treating cancer. 

29.  A pharmaceutical compositi. 	comprising a combination according to any of 

claims 1 —4 together with a pharmace 	cally acceptable carrier. 

20 

30.  Use of a combination according to a 	of claims 1 — 4 in the manufacture of a 

medicament for the treatment of cancer. 

25 

31.  

breast 

A method of claim 8 or 9, wherein said canc- 	is melanoma, lung, pancreatic, 

or colon. 

32.  A method of claim 17, wherein said cancer is melan. i a or colon. 

33.  A method of claim 32, wherein said cancer is a BRaf mutant. 

30 

34.  A method according to any one of claims 12-15, wherein said ca cer is melanoma 

which has progressed after being treated with a BRaf inhibitor. 

35.  A method according to any one of claims 12-15, wherein said cancer is a elanoma 

35 which is resistant to a BRaf inhibitor. 
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36. A method according to any one of claims 12-15, wherein said cancer is colon 

cancer which has progressed after being treated with a BRaf inhibitor. 

3 	. 

cant 

A method according to any one of claims 12-15, wherein said cancer 

which is resistant to a BRaf inhibitor. 

is colon 
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CLAIMS 

We claim: 

1 	. 	Use of a combination comprising: 

(i) a first compound of Structure (I): 

H3C CH3 F
o 

 
H 

St F 	N— 
F HN 	S 0 	

N 
-,N*NH2 

or a pharmaceutically acceptable salt or solvate thereof; and 

(ii) a second compound of Structure (II): 

F 

1101 F 

0=S=0 
HN

1  

4.1  
or a pharmaceutically 

treatment of cancer. 

N 

acceptable salt thereof, in the manufacture of a medicament for the 
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