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We claim:

1. A combination comprising:

(i} a compound of Structure (I):

F H,C, CH,
O CH,
$:oF N=
F HN xS
Z N
o |
I\EJ\NH

or a pharmaceuticalli acceptable salt thereof, and

(if) a compound of Structuxe (I1):

or a pharmaceutically acceptable salt thereof.

2. A combination according to claim 1 where the ¢ompound of Structure (1) is
in the form of a methanesulfonate salt and the compound of Strusfure (If} is in the form of

a hydrochloride salt.

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

fogether 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

mount is administered from 1 to 4 times per day, and the amount of the compound of

Stucture (11} is an amount selected from dmg to 500mg, and that amount is administered
once\per day.

5. Use of a combination according to any of claims 1 o 4 in the manufacture
of a medicamegt or medicaments for the treatment of cancer andf/or pre-cancerous
syndromes.

6. A method of treating cancer in 2 human in need thereof which comprises
the in vivo administration of & therapeutically effective amount of a combination of N-{3-
[5-(2-Amino-4-pyrimidinyl)-2-(1, kdimethylethyl}-1,3-thiazol-4-yl}-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pRarmaceutically acceptable salt thereof, and N-{(15)-2-
amino-1-{{3-fluorophenylimethyllethylk5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochloride, tovsuch human,
wherein the combination is agministered within a specified period, and

wherein the combination is admjnistered for a duration of time.

7. A method according to claim 6 whereifwthe amount of N-{3-[5-(2-Amino-4-
pyrimidinyh)-2-(1,1-dimethylethyl}-1,3-thiazol-4-yl]-2-fluordphenyl}-2,6-
diflucrobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from about 10mg to about 300mg, and that amount is adminigtered from 1 to 3 times per
day, and the amount of N-{{15)-2-amino-1-[(3-fluorophenybmathyllethyl}-5-chloro-4-(4-
chloro-1-methyl-1H-pyrazol-5-yl}»2-thiophenecarboxamide hydrochlyride is selected from

about 10mg to about 300mg, and that amount is administered once pex day.

8. A method according to claim 7 wherein the amount of N-{3-[5-(8-Aming-4-
pyrimidinyf}-2-(1, 1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from about 70mg to about 260mg, and that amount is administered twice per day, andthe
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amount of N-{{18)-2-amino-1-[(3-flucrophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-
1H-pyrazol-5-yi)-2-thiophenecarboxamide hydrochloride is selected from about 10mg fo
bout 300mg, and that amount is administered once per day.

A method according to claim 8 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1, 1-dimetkylethyh)-1,3-thiazol-4-yl]-2-flucrophenyl}-2,6-difluorobenzenesulfonamide or a
pharmaceutisally acceptable salt thereof, and N-{(18)-2-amino-1-[(3-
fluorophenyl mathyllethyi}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yh)-2-
thiophenecarboxaljide hydrochloride are administered within 12 hours of each other for
from 1 to 3 consgeoutive days followed by administration of N-{3-[5-(2-Amino-4-
pyrimidinyh)-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl}-2-fluoropheny!}-2,6-
diflucrobenzenesulfonamide or a pharmaceutically acceptable salt thereof, for from 3 to 7

consecutive days, optionally Tollowed by one or more cycles of repeat dosing.

10. A method freating a canpcer selected from: brain (gliomas), glioblastomas,
astrocytomas, glioblastoma multiforme,\Bannayan-Zonana syndrome, Cowden disease,
Lhermitte-Duclos disease, breast, inflammatory breast cancer, Wilm's tumor, Ewing's
sarcoma, Rhabdomyosarcoma, ependymoma, medulloblastoma, colon, head and neck,
kidney, lung, liver, melanoma, ovarian, pancreatic, prostate, sarcoma, osteosarcoma,
giant cell tumor of bone, thyroid,

Lymphoblastic T cell leukemia, Chronic myelogenous leukemia, Chronic
lymphocytic leukemia, Hairy-cell leukemia, acute Nymphoblastic leukemia, acute
myelogenous leukemia, Chronic neutrophilic leukemia,\Acute lymphoblastic T cell
leukemia, Plasmacytoma, Immunoblastic large cell leukemja, Mantle cell leukemia,
Multiple myeloma Megakaryoblastic leukemia, multiple myelorma, acute megakaryocytic
leukemia, promyelocytic leukemia, Erythroleukemia,

malignant Ilymphoma, hodgkins lymphoma, non-hodgking lymphoma,
lymphoblastic T cell lymphoma, Burkitt's lymphoma, follicular lymphoma,
neuroblastoma, bladder cancer, urothelial cancer, lung cancer, Mulval cancer,
cervical cancer, endometrial cancer, renal cancer, mesothelioma, esophageal cancer,
salivary gland cancer, hepatocellular cancer, gastric cancer, nasopharangeal cancer,
buccal cancer, cancer of the mouth, GIST (gastrointestinal stromal tumor) and testicular

cancer;
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in a human in need thereof which comprises the in vivo administration of a
therapeutically effective amount of a combination of N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1,1-dimethylethyl}-1,3-thiazol-4-yl}-2-fluorophenyl}-2,6-diflucrobenzenesulfonamide or a
pharmaceutically acceptable salt thereof, and N-{(1S)-2-amino-1-[(3-
fluorgphenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
thiopherecarboxamide hydrochloride to such human,

wherein the combination is administered within a specified period, and

wherein the combination is administered for a duration of time.

11. A metkod according to claim 10 wherein the amount of N-{3-[5-(2-Amino-4-
pyrimidinyl)-2-(1,1-dimethylethyl)-1, 3-thiazol-4-yi]-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from about 10mg to about 360mg, and that amount is administered from 1 to 3 times per
day, and the amount of N-{(

—

-2-amino-1-[(3-flucrophenyl)methyl]ethyl}-5-chloro-4-(4-
chloro-1-methyl-1H-pyrazol-5-yl)-2xthiophenecarboxamide hydrochloride is selected from
about 10mg to about 300mg, and thatamount is administered once per day.

12. A method according to claim 1 wherein the amount of N-{3-[5-(2-Amino-4-
pyrimidinyl}-2-(1,1-dimethylethyt)-1,3-thiazol-4-yH-2-fluorophenyl}-2,6-
diflucrobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from about 70mg to about 260mg, and that amount is\administered twice per day, and the
amount of N-{(1S)-2-amino-1-[(3-fluorophenyl)methyljethyl}-5-chloro-4-(4-chloro-1-methyl-
1H-pyrazol-5-yi)-2-thiophenecarboxamide hydrochloride is\selected from about 10mg to

about 300mg, and that amount is administered once per day.

13. A method according to claim 12 wherein N-{3-[5-(2-Amigo-4-pyrimidinyl)-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl}-2-fluorophenyi}-2,6-difluorcbenzenesy/fonamide or a
pharmaceutically acceptable salt thereof, and N-{(18)yR-amino-1-[(3-
fluorophenyl)methyllethyl}-5-chloro-4-(4-chioro-1-methyl-1H-pyrazol-5-yl}-2-
thiophenecarboxamide hydrochloride are administered within 12 hours of eachgther for
from 1 fo 3 consecutive days followed by administration of N-{3-[5-(2-Amino-4-
pyrimidinyl}-2-(1,1-dimethylethyl}-1, 3-thiazol-4-yl]-2-fluoropheny!}-2,6-
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difiuorobenzenesulfonamide or a pharmaceutically acceptable salf thereof for from 3 10 7

consecutive days, optionally followed by one or more cycles of repeat dosing.

14, A method according to claim 10 wherein the cancer selected from ovarian,

breast,\pancreatic and prostaie.

15. method according to claim 11 wherein the cancer selected from ovarian,
breast, pancreatic\and prostate.

186. A method agcording to claim 12 wherein the cancer selected from ovarian,
breast, pancreatic and prostaie.

17. A method according i claim 13 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

18. A method of treating a cancer that is either wild type or mutant for Raf and
either wild type or mutant for PISK/PTEN in a humgn in need thereof which comprises the
in vivo administration of a therapeutically effective amount of a combination of N-{3-[5-(2-
Amino-4-pyrimidinyl)-2-(1, 1-dimethylethyl)-1,3-thiazol-4-~yl}-2-flucrophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, and N-{(15)-2-
amino-1-[(3-flucrophenyl)methyl]ethyl}-5-chloro-4-{4-chloro-13gnethyl-1 H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochloride to such human,

wherein the combination is administered within a specified period, and

wherein the combination is administered for a duration\of time.

19. A method according to claim 18 wherein the amount of N-{3-[5%2-Amino-4-
pyrimidiny[}-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is shlected

from about 10mg to about 300mg, and that amount is administered from 1 to 3 time
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day, and the amount of N-{(1S8)-2-amino-1-[(3-flucrophenyl)methyllethyl}-5-chloro-4-(4-
chloro-1-methyl-1H-pyrazol-5-yl)-2-thiophenecarboxamide hydrochloride is selected from
bout 10mg to about 300mg, and that amount is administered once per day.

A method according to claim 19 wherein the amount of N-{3-[5-(2-Amino-4-
pyrimidinyN-2-(1, 1-dimethylethyl)-1,3-thiazol-4-yl}-2-flucrophenyl}-2,6-
diftuorobenzepesulfonamide or a pharmaceutically acceptable salt thereof, is selected
from about 70mg to about 260mg, and that amount is administered twice per day, and the
amount of N-{{18)2-amino-1-[{3-flucrophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-
1H-pyrazol-5-yl)-2-thigphenecarboxamide hydrochloride is selected from about 10mg to
about 300mg, and that 3mount is administered once per day.

21. A method according to claim 20 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yIk2-fluorophenyl}-2,6-diflucrobenzenesulfonamide or a
pharmaceutically acceptable alt thereof, and N-{(18)-2-amino-1-[(3-
fluorophenylimethyllethyl}-5-chloro-4-(4sghloro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochloride are agministered within 12 hours of each other for
from 1 to 3 consecutive days followed\by administration of N-{3-[5-(2-Amino-4-
pyrimidinyl)-2-(1,1-dimethylethyl)-1,3-thiazol-4-yi-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically\acceptable salt thereof, for from 3 to 7

consecutive days, opticnally followed by one or moregycles of repeat dosing.

22, A method according fo claim 18 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

23. A method according to claim 19 wherein the cancer selecied from ovarian,
breast, pancreatic and prostate.

24, A method according to claim 20 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

-50 -




WO 2011/044415 PCT/US2010/051509

25. A method according to claim 21 wherein the cancer selected from ovarian,
breast, pancreatic and prostate.

26. A method treating a cancer selected from: brain (gliomas),
glicblastomas, astrocytomas, glioblastoma multiforme, Bannayan-Zonana syndrome,
Cowden disease, Lhermitte-Duclos disease, breast, inflammatory breast cancer, Wilm's
tumor, Ewing's sarcoma, Rhabdomyosarcoma, ependymoma, medulloblastoma, colon,
head and neck, kidkgy, lung, liver, melanoma, ovarian, pancreatic, prostate, sarcoma,
osteosarcoma, giant cell tumor of bone, thyroid,

Lymphoblasgic T cell leukemia, Chronic myelogenous leukemia, Chronic

“lymphocytic leukemia, Haigy-cell leukemia, acute lymphoblastic leukemia, acute

myelogenous leukemia, ChroRic neutrophilic leukemia, Acute lymphoblastic T celi
leukemia, Plasmacytoma, ImmuRoblastic large cell leukemia, Mantle cell leukemia,
Multiple myeloma Megakaryoblastic\eukemia, multiple myeloma, acute megakaryocytic
leukemia, promyelocytic leukemia, Erythroleukemia,

malignant lymphoma, hodgkins lymphoma, non-hodgkins lymphoma,
lymphoblastic T cell lymphoma, Burkitt's lymphoma, follicular lymphoma,

neuroblastoma, bladder cancer, urothglial cancer, lung cancer, vulval cancer,
cervical cancer, endometrial cancer, renal cancer, mesothelioma, esophageal cangcer,
salivary gland cancer, hepatocellular cancer, gastic cancer, nasopharangeal cancer,
buccal cancer, cancer of the mouth, GIST (gastrointestinal stromal tumor) and testicular
cancer;

in a human in need thereof which comprises the\in vivo administration of a
therapeutically effective amount of a combination of N-{3-[532-Amino-4-pyrimidinyl)-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl}-2-fluorophenyl}-2,6-diflucrobenzenesulfonamide or a
pharmaceutically acceptable salt thereof, and {{(18)-2-amino-1-[(3-
fluorophenylymethyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-
thiophenecarboxamide hydrochloride to such human,

wherein the compounds of the combination are administered

-51-




WO 2011/044415 PCT/US2010/051909

27. A method according to claim 26 wherein the amount of N-{3-[5-(2-Amino-4-
pyrimidinyl)-2-(1, 1-dimethylethyl}-1,3-thiazol-4-yl]-2-flucrophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is selected
frogn about 10mg to about 300mg, and that amount is administered from 1 to 3 times per
day,\and the amount of N-{(1S)-2-amino-1-[(3-fluorophenyiimethyllethyl}-5-chloro-4-(4-
chloro-tk.methyl-1H-pyrazol-5-yl }-2-thiophenecarboxamide hydrochloride is selected from
about 10mg to about 300mg, and that amount is administered once per day.

28. A method according to claim 27 wherein the amount of N-{3-[5-(2-Amino-4-
pyrimidinyl)-2-(1, 1-dirmethylethyi)-1,3-thiazol-4-yl}-2-flucrophenyl}-2,6-
difluorobenzenesuifonamide or a pharmaceutically acceptable salt thereof, is selected
from about 70mg to about 860mg, and that amount is administered twice per day, and the
amount of N-{{15)-2-amino-1>{(3-fluorophenyl)methyllethyl}-5-chloro-4-(4-chioro-1-methyl-
1H-pyrazol-5-yl}-2-thiophenecarhpxamide hydrochloride is selected from about 10mg to
about 300mg, and that amount is agministered once per day.

29. A method according to\claim 28 wherein N-{{18)-2-amino-1-[(3-
flucrophenylymethyllethyl}-5-chloro-4-(4-chlorog1-methyl-1H-pyrazol-5-yh)-2-
thiophenecarboxamide hydrochloride is administered for from 1 to 21 consecutive days,
followed by an optional drug holiday of from 1 to 14\days, followed by administration of N-
{3-[5-(2-Amino-4-pyrimidinyl)-2-(1,1-dimethylethyl)-1,3¥hiazol-4-yl]-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically accetable salt thereof, for from 1 to
21 days.

30. A method according to claim 26 wherein the cancer sglected from ovarian,

breast, pancreatic and prostaie.

31. A method according to claim 27 wherein the cancer selected froqm ovarian,

breast, pancreatic and prostate.
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32. A method according to claim 28 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

33. A method according to claim 29 wherein the cancer selected from ovarian,

breast\pancreatic and prostate.

34. method of treating a cancer that is either wild type or mutant for Raf and
either wild type or\nutant for PISK/PTEN in a human in need thereof which comprises the
in vive administratiotnof a therapeutically effective amount of a combination of N-{3-[5-(2-
Amino-4-pyrimidinyl}-2-{] , 1-dimethylethyi)-1,3-thiazol-4-yi}-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, and N-{(15)-2-
amino-1-[(3-fluorophenyl)metiyyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochigride to such human,

wherein the compotuds of the combination are administered sequentially.

35. A method according to claim\34 wherein the amount of N-{3-[5-(2-Amino-4-
1-2-fluorephenyl}-2,6-
difluorobenzenesuifonamide or a pharmaceutically acceptable salt thereof, is selected

pyrimidinyl)-2-(1, 1-dimethylethyl)-1,3-thiazol-

from about 10mg to about 300mg, and that amounyis administered from 1 to 3 times per
day, and the amount of N-{{1S)-2-amino-1-[(3-fluorgphenyl)methyl]ethyl}-5-chioro-4-(4-
chloro-1-methyl-1H-pyrazol-5-yl)-2-thiophenecarboxamidg hydrochloride is selected from
about 10mg to about 300mg, and that amount is administerad once per day.

36. A method according to claim 35 wherein the amount &f N-{3-[5-(2-Amino-4-
pyrimidinyl}-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
diflucrobenzenesuifonamide or a pharmaceutically acceptable salt theigof, is selected
from about 70mg to about 260mg, and that amount is administered from 1 ¥ 3 times per
day, and the amount of N-{{1S)-2-amino-1-[(3-flucrophenyl)methyllethyl}-5-chloro-4-(4-
chloro-1-methyl-1H-pyrazol-5-yl}-2-thiophenecarboxamide hydrochloride is selected from
about 10mg to about 300mg, and that amount is administered once per day.
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37. A method according to claim 36 wherein N-{(15)-2-amino-1-[(3-
uorophenyi)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
henecarboxamide hydrochloride is administered for from 1 to 21 consecutive days,
d by a drug holiday of from 1 to 14 days, followed by administration of N-{3-[5-(2-

39. A method according to claim 35 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

40. A method according to claim\36 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

41. A method according to claim 37 whereit the cancer selected from ovarian,

breast, pancreatic and prostate.

42. A method according to claim 37 wherein\ N-{(1S)-2-amino-1-[(3-
fluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-§-yl}-2-
thiophenecarboxamide hydrochloride is administered for from 2 to 21 \gonsecutive days,
of N-{3-[5-(2-
Amino-4-pyrimidinyl}-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,§-

followed by a drug holiday of from 3 to 10 days, followed by administrati

difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, fo\from 2 to
21 days.
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43. A method according fo claim 42 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

A method according to claim 29 wherein  N-{(15)-2-amino-1-[(3-

diflucrobenzenesu
21 days.

namide or a pharmaceutically acceptable salt therecf, for from 2 to

45. A method accdrding to claim 44 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

46. A method according to claim 9 wherein N-{3-[5-(2-Amino-4-pyrimidiny)-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-flucrophenyl}-2,6-difluorcbenzenesulfonamide or a
ereof, and N-{{1S)-2-amino-1-[(3-
fluorophenyl)methyllethyl}-5-chloro-4-(4-chioro-1

pharmaceutically acceptable salt
ethyl-1H-pyrazol-5-yl)-2-

thiophenecarboxamide hydrochloride are administered within 12 hours of each other for 2
-[5-(2-Amino-4-pyrimidinyl)-2-(1,1-
dimethylethyl)-1,3-thiazol-4-yi]-2-fluorophenyl}-2,6-difluorabenzenesulfonamide or a

consecutive days followed by administration of N-

pharmaceutically acceptable salt thereof, for from 4 to 6\consecutive days, optionally

followed by one or more cycles of repeat dosing.

47. A method according to claim 8 wherein N-{3-[5-(2-AmiNp-4-pyrimidinyl)-2-
(1,1-dimethylethyl}-1,3-thiazol-4-yl}-2-fluorophenyl}-2,6-diflucrobenzenestifonamide or a
pharmaceutically acceptable salt thereof, and NA{(18)-2.amino-1-[(3-
fluoraphenylymethyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenecarboxamide hydrochloride are administered within 12 hours of each otker for 2
days over a 7 day period, and during the other days of the 7 day period N-{3-[5-(2-Aqpino-
4-pyrimidinyl)-2-{1, 1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluoropheny!}-2,6-
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difluorobenzenesulfonamide or a pharmaceutically acceptable salt thereof, is

administered alone, optionally followed by one or more cycles of repeat dosing.

48. A method according to claim 13 wherein N-{3-[5-(2-Amino-4-pyrimidinyl}-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyi}-2,6-difluorcbenzenesulfonamide or a
tically acceptable salt thereof, and N-{(18}-2-amino-1-[(3-

thicphenecarboxamide hydrochloride are administered within 12 hours of each other for 2
consecutive days\followed by administration of N-{3-[56-(2-Amino-4-pyrimidinyl}-2-(1,1-
dimethylethyl)-1,3-thiqzol-4-yl]-2-flucrophenyl}-2,6-diflucrobenzenesulfonamide or  a
pharmaceutically accepiable salt thereof, for from 4 to € consecutive days, optionally

followed by one or more c¥¢les of repeat dosing.

49. A method according\to claim 12 wherein N-{3-[5-(2-Amino-4-pyrimidinyl}-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-

pharmaceutically acceptable sa

uorophenyl}-2,6-difluorobenzenesulfonamide or a
thereof, and N-{(15)-2-amino-1-[(3-
fluorophenyl)methyllethyl}-5-chloro-4-(4-chigro-1-methyl-1H-pyrazol-5-yi)-2-

inistered within 12 hours of each other for 2
s of the 7 day period N-{3-[5-(2-Amino-
-fluorophenyl}-2,6-

thiophenecarboxamide hydrochloride are ad
days over a 7 day period, and during the other
4-pyrimidinyl)-2-(1, 1-dimethylethyl)-1,3-thiazol-4-yl
difluorobenzenesulfonamide or a pharmaceutica acceptable salt thereof, is

administered alone, optionally followed by one or more cycles of repeat dosing.

50. A method according to claim 21 wherein N-{3-[5-(2:Amino-4-pyrimidinyl}-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-difluorcbenzgnesulfonamide or a

pharmaceutically acceptable salt thereof, and N-

pharmaceutically acceptable salt thereof, for from 4 to 6 consecutive days, optignally

followed by one or more cycles of repeat dosing.
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51. A method according to claim 20 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
{(N1-dimethylethyl)-1,3-thiazol-4-yl}-2-fluorophenyl}-2,8-difluorcbenzenesulfonamide or a
phaipaceutically acceptable salt thereof, and N-{(18)-2-aminc-1-[(3-
fluoropRenyl)methyllethyl}-5-chioro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
thiophenegarboxamide hydrochloride are administered within 12 hours of each other for 2
days over a ¥ day period, and during the other days of the 7 day period N-{3-[5-(2-Amino-
4-pyrimidinyl)-2(1, 1-dimethylethyl)-1, 3-thiazol-4-yi]-2-fluorophenyl}-2,6-
difluorobenzenestlfonamide or a pharmaceutically acceptable salt thereof, is
administered alone, sptionally followed by one or more cycles of repeat dosing.

52. A method accégrding to claim 8 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
{1,1-dimethylethyl)-1,3-thiazol-dwyl}-2-flucrophenyl}-2,6-difluorobenzenesulfonamide or a
pharmaceutically acceptable salt thereof, and N-{(1S}-2-amino-1-{(3-
fluorophenyymethyllethyl}-5-chloro-434-chloro-1-methyl-1H-pyrazol-5-yl}-2-
thiophenecarboxamide hydrochloride arg administered within 12 hours of each other for b
consecutive days followed by administration of N-{3-[5-(2-Amino-4-pyrimidinyl)}-2-(1,1-
dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenylk2,6-diflucrobenzenesulfonamide  or a
pharmaceutically acceptable salt thereof, for 2\consecutive days, optionally followed by
one or more cycles of repeat dosing.

53. A method according to claim 12 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1,1-dimethylethyi)-1,3-thiazol-4-yi}-2-fluorophenyl}-2,6-difluorgbenzenesulfonamide or a
pharmaceultically acceptable salt thereof, and N-{(18)-2-amino-1-(3-
fluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyi-1H-pyrazok5-yl)-2-

thiophenecarboxamide hydrochloride are administered within 12 hours of each other for 5
consecutive days followed by administration of N-{3-[5-(2-Amino-4-pyimidinyl)-2-(1,1-
dimethylethyl)-1,3-thiazol-4-yI]-2-flucrophenyl}-2,6-diflucrobenzenesulfonamide  or a
pharmaceutically acceptable salt thereof, for 2 consecutive days, optionally Yollowed by

one or more cycles of repeat dosing.
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54, A method according to claim 20 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yi]-2-fluorophenyl}-2,6-difluorobenzenesulfonamide or a
harmaceutically acceptable salt thereof, and N-{(18)-2-amino-1-[(3-
fldorophenylimethyilethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
ihiophenecarboxamide hydrochloride are administered within 12 hours of each other for §
consecitive days followed by administration of N-{3-[5-(2-Amino-4-pyrimidinyl}-2-(1,1-
dimethyletyyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-diflucrobenzenesulfonamide or  a
pharmaceutisally acceptable salt thereof, for 2 consecutive days, optionally followed by

one or more cyb|es of repeat dosing.

55, A methol of treating pre-cancerous syndromes in 2 human in need thereof
which comprises the in Wvo administration of a therapeutically effective amount of a
combination of N-{3-[5-(2-Amino-4-pyrimidinyl)-2-(1, 1-dimethylethyi)-1,3-thiazol-4-y1]-2-
fluorophenyl}-2 6-diftuorobenzengsulfcnamide or a pharmaceutically acceptable salt
thereof, and  N-{(1S)}-2-amino\]-[(3-fluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-
methyl-1H-pyrazol-5-yl »2-thiophenacgrboxamide hydrochloride to such human,
wherein the combination g administered within a specified period, and

wherein the combination is agdministered for a duration of time.

56. The method of claim 56 wherein thg pre-cancerous syndrome is selected
from: cervical intraepithelial neoplasia, monocional gagmmapathy of unknown significance
(MGUS), myelodysplastic syndrome, aplastic anemia, \¢ervical lesions, skin nevi (pre-
melanoma), prostatic intraepithleial (intraductal) neoplasia {2IN), Ductal Carcinoma in situ

(DCIS), colon polyps and severe hepatitis or cirrhosis.

57. A method according to ¢laim 20 wherein N-{3-[5-(2-Amigo-4-pyrimidinyl)-2-
{1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-flucrophenyi}-2,6-diflucrobenzenesi|fonamide or a
pharmaceutically acceptable salt thereof, and N-{{185)2-amino-1-[{3-
fluorophenyhimethyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl}-2-
thiophenecarboxamide hydrochloride are administered within 12 hours of each other for 5
days over a 14 day period, and during the other days of the 14 day period N-{35-(2-
Amino-d-pyrimidinyl}-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
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diflucrobenzenesulfonamide or a pharmaceutically acceptable salt thereof, optionally

followed by one or more cycles of repeat dosing.

58. A method according to claim 20 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1,1-digethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-difluorobenzenesulfonamide or a
pharmaceytically accepltable salt thereof, and N-{{1S)-2-amino-1-{(3-

1-[(3-fluorophenyl)mathyl]ethyl}-5-chloro-4-{4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
thiophenecarboxamideyydrochioride is administered alone, optionally followed by one or

more cycles of repeat dosig.

59. A method according, to claim 20 wherein N-{3-[5-(2-Amino-4-pyrimidinyl)-2-
(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2fluorophenyl}-2,6-diflucrobenzenesulfonamide or a
pharmaceutically acceptable salt thereof, and N-{{15)-2-amino-1-{(3-
fluorophenyh)methyl]ethyl}-5-chloro-4-(4-chipro-1-methyl-1H-pyrazol-5-yi)-2-
thiophenecarboxamide hydrochloride are administered within 12 hours of each other for 5
days over a 14 day period, and during the other days of the 14 day period N-{{15)-2-
amino-1-[(3-fluorophenylimethyllethyl}-5-chloro-4-f4-chloro-1-methyl-1H-pyrazol-5-y!)-2-
thiophenecarboxamide hydrochloride is administerechglone, optionally followed by one or

more cycles of repeat dosing.

60. A method according to claim 20 wherein the corqpound N-{3-[5-(2-Amino-
4-pyrimidinyl}-2-(1, 1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluoropheny!}2.6-
difluorobenzenesulfonamide or a pharmaceutically acceptable sglt thereof, is first
administered in a loading dose for from 1 to 3 days followed by maintenance dose

administration of the compound.

61. A method according to claim 20 wherein the compound N-{(18)-2-akjino-1-
[(3-fluorophenyhmethyljethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
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thiophenecarboxamide hydrochloride is first administered in a loading dose for from 110 3

days followed by maintenance dose administration of the compound.




CLAIMS

1. A combination comprising:

(i) a compound of Structure (1):

or a pharmaceutically acceptable salt thereof; and

(i} a compound of Structure (I[}:

or a pharmaceutically acceptable salt thereof;

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 (11} is an amount selected from 5mg to 500mg, and that amount is
administered once per day.
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