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CLAIMS

We claim:

A combination comprising:

(i) a first'gompound of Structure (1):

10
or a pharmaceutically acceptable salt thereof.

15 2 A combination according to claim 1 where the compotnd of Structure (1) is in the
form of a methanesulfonate salt and the compound of Structure\{ll) is in the form of a free
base. )

20 3. A combination kit comprising a combination according to claim 1 ohglaim 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 (1} 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}

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

5.
together with

‘}qmbination kit comprising a combination according to any one of claims 1-4

pharmaceutically acceptable carrier or carriers.

6. A method of £
vivo administration of a Yerapeutically effective amount of a combination of N-{3-[5-(2-
xdimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyi}-2,6-

difluorobenzenesulfonamide

ating ¢ancer in a human in need thereof which comprises the in

amino-4-pyrimidinyl}-2-(1,
®r a pharmaceutically acceptable salt thereof and 2,4-
difluoro-N-{2-(methyloxy}-5-{4-(Apyridazinyl)-6-quinolinyl}-3-
pyridinyllbenzenesulfonamide, to sych human,

wherein the combinatityn is administered within a specified period, and

wherein the combinationNs administered for a duration of time.

7. A method of claim 6, which comprises th¢ in vivo administration of a
N-{3-[5-(2-amino-4-pyrimidinyl)-2-
(1,1-dimethylethyl}-1,3-thiazol-4-yl]-2-fluorophenyl}-2

methanesulfonate salt and 2,4-difluoro-N-{2-(methyloxy¥k5-[4-(4-pyridazinyl)-6-quinolinyl]-

therapeutically effective amount of a combination &

-difluorobenzenesulfonamide

3-pyridinylthenzenesulfonamide, to such human,
wherein the combination is administered withina specified period, and

wherein the combination is administered for a dusation of time.

8. A method according to claim 6 wherein the amount of NA3-[5-(2-amino-4-
pyrimidinyl}-2-(1, 1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
difluorcbenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from about 10mg to about 300mg, and that amount is administered from 1 to 3 times per
day, and the amount of 2,4-difluoro-N-{Z-(methyloxy)-5-[4-(4-pyridazinyl)-6-quinglinyl]-3-
pyridinyl}benzenesulfonamide is selected from about 0.5 mg to about 10 mg. '
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9. A method according fo claim 6 wherein the amount of N-{3-[5-(2-amino-4-
Ryrimidinyl)-2-(1, 1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
diftiyorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from gbout 70mg to about 260mg, and that amount is administered twice per day, and the
amount\of 2.4-difluoro-N-{2-(methyloxy)-5-[4-(4-pyridazinyi)-6-quinolinyl]-3-
pyridinyl}b'nzenesulfonamide is selected from about 0.5 mg to about 6 mg

10. A methodN\according to claim 8 wherein N-{3-[5-(2-amino-4-pyrimidinyl)-2-(1,1-
dimethylethyl)-1,3-thigzol-4-yl]-2-flucrophenyl}-2,6-diflucrobenzenesulfonamide or  a
pharmaceutically acceRtable salt thereof, and 2,4-difluoro-N-{2-(methyloxy)-5-[4-(4-
pyridazinyl)-6-quinolinyl]-3\pyridinylibenzenesulfonamide are administered within 12
hours of each other each day for a period of at least 7 consecutive days, optionally
followed by one of more repeatiqg cycles.

11. A method according to claim 6 Wherein N-{3-[5-(2-amino-4-pyrimidinyl})-2-(1,1-
dimethylethyl)-1,3-thiazol-4-yi]-2-fluoropheqyl}-2,6-difluorobenzenesulfonamide
methanesulfonate salt and the amount of 2, A\difluoro-N-{2-(methyloxy}-5-[4-{4-
pyridaziny!)-6-quinolinyl]-3-pyridinyl}benzenesuonamide are administered within 12
hours of each other each day for a period of at leagt 14 consecutive days, optionally

followed by one of more repeating cycles.

12. A method of treating cancer in a human in need thereof which comprises ong or
more dosing cycles, wherein each said cycle comprises (1) administering to the human
from about 10 to 300 mg of N-{3-[5-(2-amino-4-pyrimidinyl)-2-(N\1-dimethylethyl)-1,3-
thiazol-4-yl}-2-fluorophenyl}-2,6-difluorobenzenesulfonamide, or a\pharmaceuticaily
acceptable salt or solvate thereof, 1-4 times a day for 1-30 days; and\(2} periodicaily
administering to the human from about 0.05 mg to 10 mg of 2,4-difluordgN-{2-(methyloxy)-
5-[4-(4-pyridazinyl)-6-quinolinyl]-3-pyridinyl}benzenesulfonamide, or a pha
acceptable salt or solvate.
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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-{3-[5-(2-amino-4-pyrimidinyl)-2-(1,1-dimethylethyf)-1,3-
hiazol-4-yl]-2-fluorophenyi}-2,6-diflucrobenzenesulfonamide, or a pharmaceutically
acgeptable salt or solvate therecof, 1-4 times for 1-30 days; and (2) periodically
admigistering to the human from about 0.5 mg to 5 mg of 2,4-difluoro-N-{2-(methyloxy)-5-
[4-(4-pyidazinyl)-6-quinclinyi]-3-pyridinyl}benzenesulfonamide, or a pharmaceutically

acceptabll salt or solvate thereof for 1-30 days.

i4. A methdd of treating cancer in a human in need thereof which comprises one or
more dosing cycleg, wherein each said cycle comprises (1) administering to the human
from about 0.05 to 1§ mg of 2,4-difluoro-N-{2-(methyloxy)-5-[4-(4-pyridazinyl)-6-
guinolinyi]-3-pyridinyl}benzenesulfonamide, or a pharmaceutically acceptable salt or
solvate thereof, once or tijce a day for 1-30 days; and (2) periodically administering to
the human from about 10 to°\300 mg of N-{3-[5-(2-amino-4-pyrimidinyl}-2-(1,1-
dimethylethyl)-1,3-thiazol-4-yIP-fluorophenyl}-2,6-difluorobenzenasulfonamide, or a
pharmaceutically acceptable salt\gr solvate thereof for 1-30 days.

15. A method of treating cancer in a buman in need thereof which comprises one or
more dosing cycles, wherein each said cyclg comprises (1) administering to the human
from about 0.5 to 5 mg of 2,4-diflucro-N-{2-({m¥&thyloxy)-5-[4-(4-pyridaziny|)-6-quinolinyl]-
3-pyridinyilbenzenesulfonamide, or a pharmaceWically acceptable salt or solvate thereof,
once or twice a day for 1-30 days; and (2) periodically administering to the human from
about 70 to 260 mg of N-{3-[5-(2-amino-4-pyrimidinyl\2-(1,1-dimethylethyl)-1,3-thiazol-4-
vi]-2-fluorophenyl}-2,6-difluorobenzenesulfonamide, or a\pharmaceutically acceptable salt

or solvate thereof for 1-30 days.

16. A method of claim 12 or 13, wherein 2,4-difluoro-N-{2-(methyloxy)-5-[4-(4-
pyridazinyl}-6-quinolinyl]-3-pyridinyl}benzenesulfonamide is administeged, once every 2-4
days.
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17. A method of claim 12 or 13, wherein 2,4-difluoro-N-{2-(methyloxy}-5-[4-(4-
pyridazinyl)-6-quinolinyl]-3-pyridinyl}benzenesulfonamide is administered, once every 5-7
days.

A methQd of claim 14 or 15, wherein N-{3-[5-(2-amino-4-pyrimidinyl)-2-(1,1-
dimethylethyl)-1,8
methanesulfonate iy administered, once every 2-4 days.

-thiazol-4-y|]-2-flucrophenyl}-2,6-diflucrobenzenesulfonamide

20. A method of claim W or 15, wherein N-{3-[5-(2-amino-4-pyrimidinyl)-2-(1,1-
dimethylethyl)-1,3-thiazol-4-y

methanesulfonate is administeraéd once every 5-7 days.

-2-flucrophenyl}-2,6-difluorobenzenesulfonamide

21. A method of claim 14 or 15, whegein N-{3-[5-(2-amino-4-pyrimidinyl)-2-(1,1-
dimethylethyl)-1,3-thiazol-4-yl}-2-fluoroph
methanesulfonate is administered once every 8-15 days.

yl}-2,6-difluorobenzenesulfonamide

22. A method of treating cancer in @ human izneed thereof which comprises one or

more repeating dosing cycles, wherein each said cix¢le comprises administering to the
human from akout 10 to 300 mg of N-{3-[5-(2-amino-

1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-difluorobenzenesulfopamide, or a pharmaceutically

Apyrimidinyl)-2-(1,1-dimethylethyl)-
acceptable salt or solvate thereof, 1-4 times a day for 5-14{ays, followed by
administering to the human from about 0.05 mg to 10 mg of 2\¢-difluoro-N-{2-(methyloxy)-
5-[4-(4-pyridazinyl)-6-quinolinyl]-3-pyridinyl}benzenesulfonamide, or a pharmaceutically

acceptable salt or solvate for 5-14 days.

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

more repeating dosing cycles, wherein each said cycle comprises administgring to the
human from about 70 to 260 mg of N-{3-[5-(2-amino-4-pyrimidinyl)-2-(1, 1-diMegthylethyl)-

1,3-thiazol-4-yl}-2-fluorophenyl}-2,6-difluorobenzenesulfonamide, or a pharmacaytically
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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-pyridazinyl)-6-quinolinyl]-3-pyridinyl}benzenesulfonamide, or a pharmaceufically
acceptable salt or solvate for 5-14 days.

24.\, A method according any one of claims 12-23, wherein said cancer is melancma or
colon.

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

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 acdording to any proceeding claim for use in therapy.

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

29. A pharmaceutical compositioQ comprising a combination according to any of
claims 1 -4 together with a pharmacewjcally acceptable carrier.

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

medicament for the treatment of cancer.

31. A method of claim 8 or 9, wherein said cancex is melanoma, lung, pancreatic,

breast or colon.

32. A method of claim 17, wherein said cancer is melandga or colon.

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

34. A method according to any one of ¢claims 12-15, wherein said cpcer 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‘pelanoma
which is resistant to a BRaf inhibitor.

_43




WO 2011/046894 PCT/US2010/052242

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.

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

canceg which is resistant to a BRaf inhibitor.




CLAIMS

We claim:

1. Use of a combination comprising:

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

F H,C, CH,
o
S:oF N=
F HN YA
Z N

. |
N/I\NHZ

or a pharmaceutically acceptable salt or solvate thereof; and
(i) a second compound of Structure (I}:

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

treatment of cancer.
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