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We claim:
1. A combination comprising:
(i) @ compound of Structure (1):
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or a pharmaceutically acceptable salt or solvate thgreof; and

(i) a compound of Structure (I1):

(I

A combination kit comprising a combination according to claim 1 or ¢claim 2
bgether 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
the compound of Structure (I) is an amount selected from 0.125mg to 10mg, and
amount of the compound of Structure (Il) is an amount selected from 5mg to 500mgy

5. Use of a combination according to any of claims 1 to 4 in theanufacture
of a medicameni or medicamenis for the freatment of cancer or fre-cancerous
syndromes.

6. A method of treating cancer in a human in need {fereof which comprises
the in vivo administration of a therapeutically effective amouny/of a combination of N-{3-
[3-cyclopropyl-5-(2-flucro-4-icdo-phenylamino)-6,8-dimethyl-Z,4, 7-trioxo-3,4,6,7-
tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamidé dimethyl sulfoxide and N-
{(1S)-2-amino-1-[(3,4-difluorophenyl)methyl]ethyl}-5-chjoro-4-(4-chloro-1-methyl-1H-

pyrazol-5-yl)-2-furancarboxamide, or a pharmaceutjfally acceptable salt thereof, to such

human,
wherein the combination is admyfiistered within a specified period, and
wherein the combination is agfninistered for a duration of time.
7. A method according tg/claim 6 wherein the amount of N-{3-[3-cyclopropyl-

5-(2-fluoro-4-iodo-phenylamino)-6,#dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-
pyrido[4,3-d]pyrimidin-1-yl]pheny cetamide dimethyl sulfoxide is selected from about
0.125mg to about 10pg, and the amount of N-{(1S)-2-aminc-1-[(3,4-
difluorophenyl)methyl]lethyjf-5-chloro-4-(4-chicro-1-methyl-1H-pyrazol-5-yl)-2-
furancarboxamide, or afharmaceutically acceptable salt thereof, is selected from about
10mg to about 300mg.

8. & method according to claim 7 wherein the amount of N-{3-[3-cyclopropyl-
5~(2-fluoro-4 do~phenyiamino)—6,8-dimethy|—2,4,7—trioxo—3,4,6,7—tetrahydro-2H—
pyrido[4,; }pyrimidin-‘l—yl]phenyl}acetamide dimethyl sulfoxide is selected from about
0.25mgto about 9mg, and that amount is administered once per day, and the amount of
N-{(¥S)-2-amino-1-[(3,4-difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-
pyrazol-5-yl)-2-furancarboxamide, or a pharmaceutically acceptable salt thereof, is
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selected from about 10mg to about 300mg, and that amount is administered once per
day.

9. A method according to claim 8 wherein N-{3-[3-cyclopropyl-5-(2-l

1-yllphenyl}acetamide dimethyl sulfoxide and N-{(18)-2-a r
difluorophenyhmethyl]lethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-
furancarboxamide, or a pharmaceutically acceptable salt thereof, are adinistered within
12 hours of each other for from 1 fo 3 consecutive days followed by gdministration of N-
trioxo-3,4,6,7-

yl sulfoxide for from 3

{3-[3-cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7
tetrahydro-2H-pyridof4, 3-d]pyrimidin-1-yi]phenyllacetamide dime
to 7 consecutive days, optionally followed by one or more cycl¢s of repeat dosing.

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

Lymphoblastic T cell ledkemia, Chronic myelogenous leukemia, Chronic
lymphocytic leukemia, Hairy-cell Aeukemia, acute Ilymphoblastic leukemia, acute
myelogenous [eukemia, Chronig/ neutrophilic leukemia, Acute lymphoblastic T cell
leukemia, Plasmacytoma, Imy unoblastic large cell leukemia, Mantle cell leukemia,
Multiple myeloma MegakaryOblastic leukemia, multiple myeloma, acute megakaryocytic
leukemia, promyelocytic Igukemia, Erythroleukemia,

lymphoma, hodgkins lymphoma, non-hodgkins lymphoma,

in a human in need thereof which comprises the in vivo administration of a

rapeutically effective amount of a combination of N-{3-[3-cyclopropyl-5-(2-fluoro-4-

[F

-53.




WO 2011/038082 PCT/US2010/049946

iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,8,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin-
1-yllphenyl}acetamide dimethyl sulfoxide and N-{(18)-2-amino-1-[(3,4-
difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1 H-pyrazol-5-yl)-2-
furancarboxamide, or a pharmaceutically acceptable salt thereof, to such human,

wherein the combination is administered within a specified period, Z

wherein the combination is administered for a duration of time.

1. A method according to claim 10 wherein the amglnt of N-{3-[3-
cyclopropyt-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-# 4,6, 7-tetrahydro-
2H-pyrido[4,3-d]pyrimidin-1-yllphenyl}acetamide dimethyl sulioxide j& selected from about
0.125mg to about 10mg, and the amount of -{(1S)-2-amino-1-[(3,4~
diflucrophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-gyrazol-5-yl)-2-
furancarboxamide, or a pharmaceutically acceptable salt tffereof, is selected from about

10mg to about 300mg.

12. A method according to claim #1 wherein the amount of N-{3-[3-
cyclopropyl-5-{2-fluoro-4-iodo-phenylamino)-6,84dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-
Z2H-pyrido[4,3-d]pyrimidin-1-yllphenyllacetamide dimethyl sulfoxide is selected from about
0.25mg to about 9mg, and that amount ig/administered once per day, and the amount of
N-{(1S5)-2-amino-1-[(3,4-diflucrophenylhethyllethyl}-5-chloro-4-{4-chloro-1-methyl-1H-
pyrazol-5-yl)-2-furancarboxamide, of a pharmaceutically acceptable salt thereof, is
selected from about 10mg to abgut 300mg, and that amount is administered once per

day.

13. A method, ccording to claim 12 wherein N-{3-[3-cyclopropyl-5-(2-fluoro-4-
iodo-phenylamino)-6,84dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4, 3-d]pyrimidin-
1-yl]phenyl}acetamjde dimethyl sulfoxide and N-{{1S)-2-amino-1-[(3,4-

furancarboxar |e, or a pharmaceutically acceptable salt thereof, are administered within
12 hours ach other for from 1 to 3 consecutive days followed by administration of N-
{3-{3-cygopropyl-5-(2-flucro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6, 7-

tetrahyfdro-2H-pyrido[4, 3-d]pyrimidin-1-ylJphenyl}acetamide dimethyl sulfoxide for from 3

to Fconsecutive days, optionally followed by one or more cycles of repeat dosing.
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14. A method according fo claim 10 wherein the cancer selected from ovarian,
breast, pancreatic and prostate. /

15. A method according to claim 11 wherein the cancer selected from r

breast, pancreatic and prostate.

16. A method according to claim 12 wherein the cancer selecjéd from ovarian,
breast, pancreatic and prostate. '

17. A method according to claim 13 wherein the canger selected from ovarian,

breast, pancreatic and prostate.

18. A method of freating a cancer that is efther wild type or mutant for Ras/Raf
and either wild type or mutant for PISBK/PTEN/in a human in need thereof which
comprises the in vivo administration of a/therapeutically effective amount of a
combination of N-{3-[3-cyclopropyl-5-(2-flforo-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-
trioxo-3,4,8,7-tetrahydro-2H-pyrido[4, 3-d]pg#rimidin-1-yl]phenyl}acetamide dimethyl
sulfoxide and N-{(1S)-2-amino-1-[(3,4-glfluorophenylmethyljethyl}-5-chloro-4-(4-chloro-1-
methyl-1H-pyrazol-5-yl)-2-furancarbgkamide, or a pharmaceutically acceptable salt
thereof, to such human,

wherein the comfination is administered within a specified period, and

wherein the ¢gmbination is administered for a duration of time.

19. A metffod according fo claim 18 wherein the amount of N-{3-[3-
cyolopropyE-S-(z-ﬂ #ro-4-iod o-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-
2H-pyrido4,3-d]g¥rimidin-1-yllphenyl}acetamide dimethyl sulfoxide is selected from about
0.125mg tg/ about 10mg, and the amount of N-{(1S)-2-amino-1-[(3,4-
difluorophey l)m ethyl]ethyi}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-

furancarxamide, or a pharmaceutically acceptable salt thereof, is selected from about
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20. A method according to claim 19 wherein the amount of N-{3-[3- ,
cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6, 7-tetrahydro-  /
2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide dimethyl sulfoxide is selected from o

pyrazol-3-yl)-2-furancarboxamide, or a pharmaceutically acceptable salt Yereof, is
selected from about 10mg to about 300mg, and that amount is administe £d once per
day.

21. A method according to claim 20 wherein N-{3-[3-cyglopropyl-5-(2-fluoro-4-
iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6, 7-tetrahydro-2{-pyrido[4, 3-d]pyrimidin-
1-yllphenyllacetamide dimethyl sulfoxide and N-{{15)-2-amino-1-{(3,4-
difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1#£-pyrazol-5-yl)-2-
furancarboxamide, or a pharmaceutically acceptable salfthereof, are administered within
12 hours of each other for from 1 to 3 consecutive dgys followed by administration of N-
/B-dimethyl-2,4,7-trioxo-3,4,6,7-
tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yllphenyl}acetamide dimethyl sulfoxide for from 3

{3-[3-cyclopropyl-5-(2-fiucro-4-iodo-phenylamino)

to 7 consecutive days, optionally followed by ghe or more cycles of repeat dosing.

22. A method according to giaim 18 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

23. A method accogling to claim 19 wherein the cancer selected from ovarian,
breast, pancreatic and prosjéte.

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

breast, pancreatic £nd prostate.

/ A method according to claim 21 wherein the cancer selected from ovarian,
ficreatic and prostate.
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26. A method treating a cancer selected from: brain (gliomas), glioblastomas,
astrocytomas, glioblastoma multiforme, Bannayan-Zonana syndrome, Cowden disease,

Lhermitte-Duclos disease, breast, inflammatory breast cancer, Wilm's tumor, -.
sarcoma, Rhabdomyosarcoma, ependymoma, medulloblastoma, colon, head and
kidney, lung, liver, melanoma, ovarian, pancreatic, prostate, sarcoma, osteosoma,
giant cell tumor of bone, thyroid,
Lymphaoblastic T cell leukemia, Chronic myelogenous leuke, Chronic
lymphocytic leukemia, Hairy-cell leukemia, acute Iymphoblastic ledkemia, acute
myelogenous leukemia, Chronic neutrophilic leukemia, Acute lymphoblastic T cell
leukemia, Plasmacytoma, Immunoblastic large cell leukemia, Méntle cell leukemia,
Multiple myeloma Megakaryoblastic leukemia, muitiple myeloma/ acute megakaryocytic
leukemia, promyelocytic leukemia, Erythroleukemia,
malignant lymphoma, hodgkins lymphomg/ non-hodgkins lymphoma,
lymphoblastic T cell lymphoma, Burkitt's lymphoma, follicidar lymphoma,
neuroblastoma, bladder cancer, urcthelial caglcer, lung cancer, vulval cancer,
cervical cancer, endometrial cancer, renal cancer/mesothelioma, esophageal cancer,
salivary gland cancer, hepatocellular cancer, géstric cancer, nasopharangeal cancer,
buccal cancer, cancer of the mouth, GIST (ggétrointestinal stromal tumor) and testicular
cancer;
in a human in need thereof whith comprises the in vivo administration of a
therapeutically effective amount of g/combination of N-{3-[3-cyclopropyl-5-(2-fluoro-4-
-trioxo-3,4,8,7-tetrahydro-2H-pyrido[4, 3-dlpyrimidin-

1-yllphenyl}acetamide dimety I sulfoxide and N-{(1S5)-2-amino-1-{(3,4-

iodo-phenylamino)-6,8-dimethyl-2,4
difluorophenylymethyllethyl}-5-¢hloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl}-2-

furancarboxamide, or a phagmaceutically acceptable sait thereof, to such human,

2H-pyrido[4,3 }pyrimidin-1-yl]phenyl}acetamide dimethyl sulfoxide is selected from about
0.125mg fto about 10mg, and the amount of N-{(1S)-2-amino-1-{(3,4-
difluorog enyi)methyl]ethyl}-S—chIoro—4-(4—chioro-1-methyi-1 H-pyrazol-5-yl)-2-

fura rboxamide, or a pharmaceutically acceptable salt thereof, is selected from about
10/g to about 300mg.
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28. A method according to claim 27 wherein the amount of N-{3-[3-

cyclopropyl-5—(2-ﬂuoro—4—iodo—phenylamino)-6,8~dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro
2H-pyrido[4,3-d]pyrimidin-1-ylJphenyl}acetamide dimethy! sulfoxide is selected from ro
0.25mg to about 9mg, and that amount is administered once per day, and the nt of

pyrazol-5-yl}-2-furancarboxamide, or a pharmaceutically acceptable is
selected from about 10mg to about 300mg, and that amount is adminisjered once per

day.

29. A method according to claim 28 wherein KX-{(1S)-2-amino-1-[(3.4-

difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pfrazol-5-yl)-2-
furancarboxamide, or a pharmaceutically acceptable salt thgfeof, 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-[3-cyclopropyl-5A2-flucro-4-iodo-phenylamino)-6,8-
dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4

dimethyl sulfoxide for from 1 to 21 days.

5-d]pyrimidin-1-yllphenyilacetamide

30. A method according to clairg’26 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

31. A method according to claim 27 wherein the cancer selected from ovarian,
breast, pancreatic and prostatg

32. A method&ccording to claim 28 wherein the cancer selected from ovarian,

breast, pancreatic ang/prostate.

33. 5 fmethod according to claim 29 wherein the cancer selected from ovarian,
breast, panc Latic and prostate.

/ 34,
an either wild type or mutant for PI3K/PTEN in a human in need thereof which

A method of treating a cancer that is either wild type or mutant for Ras/Raf

omprises the in vivo administration of a therapeutically effective amount of a
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combination of N-{3-{3-cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-
trioxo-3,4,6,7-tetrahydro-2H-pyrido[4, 3-d]pyrimidin-1-yl]phenyl}acetamide dimethyl
sulfoxide and N-{(1S)-2-amino-1-[(3,4-diftuorophenyl)methyllethyl}-5-chloro-4-(4-chloro -
methyl-1H-pyrazol-5-yl)}-2-furancarboxamide, or a pharmaceutically

alt
thereof, to such human,

wherein the compounds of the combination are administered sentialiy.

35. A method according to claim 34 wherein the amgdnt of N-{3-[3-
4.,6,7-tetrahydro-
2H-pyrido[4,3-d]pyrimidin-1-ylJphenyl}acetamide dimethyl sulfoxide j§ selected from about
AN-{(15)-2-amino-1-[(3,4-
pyrazol-5-yl)-2-

cyclopropyl-5-(2-flucro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-

0.126mg to about 10mg, and the amount of
difluorophenyl)methyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-
furancarboxamide, or a pharmaceutically acceptable salt ffereof, is selected from about

10mg to about 300mg.

36. A method according to claim wherein the amount of N-{3-[3-
dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-

e dimethyl sulfoxide is selected from about

cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,
2H-pyridof4,3-d]pyrimidin-1-ylJphenyl}aceta
1mg to about 9mg, and that amount is ag
{(18)-2-amino-1-[(3,4-difluorophenyl)mefthyllethyl}-5-chloro-4-(4-chloro-1-methyl-1H-

pyrazol-5-yl)-2-furancarboxamide, a pharmaceutically acceptable salt thereof, is

inistered once per day, and the amount of N-

selected from about 10mg to abglit 300mg, and that amount is administered once per
day. /

37. A methog
hyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl}-2-

according to claim 36 wherein N-{(1S)-2-amino-1-[(3,4-
difluorophenyl)methyllg

furancarboxamide, #r a pharmaceutically acceptable salt thereof, is administered for from

A method according to claim 34 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.
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39. A method according to claim 35 wherein the cancer selected from

breast, pancreatic and prostate.

40. A method according to claim 36 wherein the cancer selected

breast, pancreatic and prostate.

41, A method according to claim 37 wherein the cancer seletted from ovarian,

breast, pancreatic and prostate.

42. A method according to claim 37 whepéin N-{(1S)-2-amino-1-[(3,4-
difluorophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methylf1 H-pyrazol-5-yl)-2-
furancarboxamide, or a pharmaceutically acceptable s#lt thereof, is administered for from
2 to 21 consecutive days, followed by a drug holiday of from 3 to 10 days, followed by
administration of N-{3-[3-cyclopropyl-5-(2-flucroA-iodo-phenylamino)-6,8-dimethyl-2,4,7-
trioxo-3,4,8,7-tetrahydro-2H-pyrido[4, 3-d)pyrimydin-1-yljphenyl}acetamide dimethyl

sulfoxide for from 2 {o 21 days.

43. A method according 4 claim 42 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.
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45, A method according to claim 44 wherein the cancer selected from ovarian,

breast, pancreatic and prostate.

48. A method according to claim 9 wherein N-{3-[3-cyclopr0pyi-5-(2-ro-4-
iodo-pheny]amino)-6,8-dimethyi-.?,4,7-trioxo—3,4,6,7-tetrahydro-2H-pyrido[4,3-drimidin-
1-yllphenyllacetamide dimethyl sulfoxide and N-{(15)-2-g -[(3,4~
difluorophenyl)methyljethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl }2-
furancarboxamide, or a pharmaceutically acceptable salt thereof, are gdministered within
12 hours of each other for 2 consecutive days followed by admjpistration of N-{3-3-
cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7 -trighko-3,4,6, 7-tetrahydro-
2H-pyridol4,3-d]pyrimidin-1-yiJphenyl}acetamide dimethyl sulfbxide for from 4 to 6
consecutive days, optionally followed by one or more cycles 6f repeat dosing.

47. A method according to claim 8 whergih N-{3-[3-cyclopropyl-5-(2-fluoro-4-
iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7Aetrahydro-2H-pyrido[4, 3-d]pyrimidin-
1-yl]phenyl}acetamide dimethy! sulfoxighe and N-{(15)-2-amino-1-[(3,4-
difluorophenyhmethyllethyl}-5-chloro-4-(4-chlofo-1-methyl-1H-pyrazol-5-yl}-2-
furancarboxamide, or a pharmaceutically g€ceptable salt thereof, are administered within
12 hours of each other for 2 days over g/7 day period, and during the other days of the 7
day period N-{3-[3-cyclopropyl-5-(2-ffioro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-
3,4,6,7-tetrahydro-2H-pyrido[4,3-d]gyrimidin-1-ylJphenyllacetamide dimethy! sulfoxide is

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

48. A method gccording to claim 13 wherein N-{3-[3-cyclopropyl-5-(2-fluoro-4-
iodo~pheny!amino)~6,8iethyl~2,4,7-trioxo~3,4,6,7-tetrahydro—2Hupyrido[4,3-d]pyrimidin-
1-yllphenyllacetamig dimethyl sulfoxide and N-{(1S)-2-amino-1-{(3,4-
diflucrophenyl)methyljethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl}-2-
furancarboxamyille, or a pharmaceutically acceptable salt thereof, are administered within
12 hours oach other for 2 consecutive days foliowed by administration of N-{3-[3-

cycloprop#l-56-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-
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48. A method according to claim 12 wherein N-{3-[3-cyclopropyi-5-{2-fluoro-4-
iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido{4, 3-d]pyrimidin-

1-yllphenyl}acetamide dimethyl sulfoxide and N-{(15)-2-amino-1
difluorcphenyl)methyliethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yl)-2-

furancarboxamide, or a pharmaceutically acceptable salt thereof, are administerwithin
12 hours of each other for 2 days over a 7 day period, and during the other of the 7
day period N-{3-[3-cyclopropyl-5-(2-fiucro-4-iodo-phenylamino)-6,8-dimethy, 4, 7-trioxo-
3.4,6,7-tetrahydro-2H-pyrido[4,3-d)pyrimidin-1-yllphenyl}acetamide dimetiy! sulfoxide is

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

50. A method according to claim 21 wherein N-{3-[3-gyclopropyl-5-(2-fluoro-4-

iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydrgf2H-pyrido[4, 3-d]pyrimidin-
N-{(18)-2-amino-1-[(3,4~

~1H-pyrazol-5-yl)-2-

1-yl]phenyllacetamide dimethyl sulfoxide ang
difluorophenylmethyllethyl}-5-chloro-4-(4-chloro-1-meth
furancarboxamide, or a pharmaceutically accepiable galt thereof, are administered within
12 hours of each other for 2 consecutive days j0llowed by administration of N-{3-[3-
dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-

de dimethyl sulfoxide for from 4 to 6

cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-
2H-pyrido[4,3-d]pyrimidin-1-yilphenyl}acetami

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

51. A method according 6 claim 20 wherein N-{3-[3-cyclopropyl-5-(2-flucro-4-
, 7-triox0-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin-
) hy] sulfoxide and N-{{1S)-2-amino-1-[(3,4-

iodo-phenylamino)-6,8-dimethyl-2
1-yllphenyl}acetamide di
difluorophenylimethyl]ethyl}-Z

1-y#phenyllacetamide dimethyl sulfoxide and N-{{18)-2-amino-1-[(3,4-
difiuorophenyl)methyi]lethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-yi)-2-
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furancarboxamide, or a pharmaceutically acceptable salt thereof, are administered within
12 hours of each other for 5 consecutive days followed by administration of
cyclopropyl—s-(fz-ﬂuoro-4-iodo-phenytamino)—6,8-dimethy[—2,4,?-trioxo—3,4,6,?’~tetrahydr
2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamide dimethyl sulfoxide for 2

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

53. A method according to claim 12 wherein N-{3-[3-cyciopropy -(2—ﬂuoro—4~
iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrid o}, 3-d]pyrimidin-
1-yllphenyllacetamide dimethyl sulfoxide and N-{(16)-2-amino-1-[(3,4-
diflucrophenyl)methyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazgl-5-yl)-2-
furancarboxamide, or a pharmaceutically acceptable salt thereof/are administered within
12 hours of each other for 5 consecutive days followed by administration of N-{3-[3-
cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2 4, 7-trioxo-3,4,6,7-tetrahydro-
2H-pyrido[4,3-d]pyrimidin-1-yllphenylacetamide dimet sulfoxide for 2 consecutive
days, optionally followed by one or more cycles of repgat dosing.

54. A method according to claim 20vherein N-{3-[3-cyclopropyl-5-(2-fluoro-4-
iodo-phenylamino)-6,8-dimethyl-2,4,7-trioxo-2,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin-
1-ylJphenyl}lacetamide dimethyl Julfoxide and N-{(1S)-2-amino-1-[(3,4-
difiucrophenyl)methyljethyl}-5-chloro-4-f#4-chloro-1-methyl-1H-pyrazol-5-yl)-2-
furancarboxamide, or a pharmaceutigally acceptable salt thereof, are administered within
12 hours of each other for 5 cofisecutive days followed by administration of N-{3-[3-
cyclopropyl-5-(2-fluoro-4-iodo-pAenylamino)-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-
2H-pyrido[4,3-d]pyrimidin-1-#]phenyl}acetamide dimethyl sulfoxide for 2 consecutive

days, optionally followed B% one or more cycles of repeat dosing.

55. A mfthod of treating pre-cancerous syndromes in a human in need thereof
which comprisgé the in vivo administration of a therapeutically effective amount of a
combination fof N-{3-[3-cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-

thgreof, to such human,

wherein the combination is administered within a specified period, and
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wherein the combination is administered for a duration of time.

56.  The method of claim 56 wherein the pre-cancerous syndrome is :
from: cervical intraepithelial neoplasia, monoclonal gammapathy of unknown Sigance
(MGUS), myelodysplastic syndrome, aplastic anemia, cervical lesions, (pre-
melanoma), prostatic intraepithleial (intraductal) neoplasia {PIN), Ductal Carg oma in situ

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

57. A method according to claim 20 wherein N-{3-[3-cytlopropyl-5-(2-fluoro-4-

iodo-phenylamino}-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-tetrahydro-ZH-pyrido[4, 3-d]pyrimidin-
N-{(15)-2-amino-1-[(3,4-

H-pyrazol-5-yl)-2-

1-yllphenyl}acetamide dimethyi sulfoxide and
difluorophenyhmethyllethyl}-5-chloro-4-(4-chloro-1-methyl
furancarboxamide, or a pharmaceutically acceptable sglt thereof, are administered within
12 hours of each other for 5 days over a 14 day pegod, and during the other days of the
14 day period N-{3-[3-cyclopropyl-5-(2-fluoro-A-iodo-phenylamino)-6,8-dimethyl-2,4,7-
trioxo-3,4,6,7-tetrahydro-2H-pyrido[4, 3-d]pyrimj

sulfoxide is administered alone, optionally/followed by one or more cycles of repeat

din-1-yl]phenyl}acetamide dimethyl

dosing.

58. A method accordig§ to claim 20 wherein N-{3-[3-cyclopropyl-5-(2-fluoro-4-
iodo-phenylamino)-6,8-dimethy-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4, 3-d]pyrimidin-
Aimethyl sulfoxide and N-{(18)-2-amino-1-[(3,4-
difluorophenyl)methyl]ethy l—5-ch!oro—4—(4~ch|oro—1 -methyl-1H-pyrazol-5-yl)-2-

1-yllphenyllacetamide

furancarboxamide, or £ pharmaceutically acceptable salt thereof, are administered within

12 hours of each o fer for 2 days over a 7 day period, and during the other days of the 7

A method according to claim 20 wherein N-{3-[3-cyclopropyl-5-(2-fluoro-4-
do-phenylamino)-6,8-dimethyl-2,4, 7-trioxo-3,4,8,7-tetrahydro-2H-pyrido[4, 3-d]pyrimidin-
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1-yllphenyl}acetamide dimethyl sulfoxide and N-{(1S)-2-amino-1-[(3,4-
diftuorophenyl)methyllethyl}-5-chloro-4-(4-chioro-1-methyl-1H-pyrazol-5-yh)-2- _
furancarboxamide, or a pharmaceutically acceptable salt thereof, are administered
12 hours of each other for 5 days over a 14 day period, and during the other days g
14 day period N-{(1S5)-2-amino-1-[(3,4-difluorophenyl)methyljethyl}-5-chloro-4-(4-
methyl-1H-pyrazol-5-yl)-2-furancarboxamide, or a pharmaceutically accep salt

thereof, is administered alone, optionally followed by one or more cycles of r¢beat dosing.

60. A method according to claim 20 wherein the /compound N-{3-[3-
cyclopropyl-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7-trigko-3,4,6, 7-tetrahydro-
2H-pyrido[4,3-d]pyrimidin-1-yliphenyl}acetamide dimethyl sulfo)ide is first administered in
a loading dose for from 1 to 3 days followed by maintenange dose administration of the

compound.

61. A method according to claim 20 witbrein the compound N-{(15)-2-amino-1-
[(3,4-difluorophenyl)methyllethyl}-5-chloro-4-
furancarboxamide, or a pharmaceutically agfeptable sait thereof, is first administered in a

———

chloro-1-methyl-1H-pyrazol-5-yl)-2-

loading dose for from 1 to 3 days folloyed by mainienance dose administration of the

compound.
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. A combination comprising:

{i) a compound of Structure (I}:

= N7

(I
or a pharmaceutically acceptable sali or solvate thereof; and

{ii} a compound of Structure ({l):

F
F
N.// Cl
/N H
7 Y. N
Cl 0O
O TNH

or a pharmaceutically acceptable salt thereof

whetrein the compound of Structure {1} and the compound of Structure (Il) are provided in

synergistic amounts.

2. A combination according to claim 1 where the compound of Structure (1) is in the
form of a dimethyl sulfoxide solvate.
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3. A combination kit comprising a synergistic combination according to claim 1 or
claim 2 together with a pharmaceutically acceptable carrier or carriers.

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 0.125mg to 10mg, and the amount
of the compound of Structure (11} is an amount selected from 5mg to 500mg.

5, Use of a combination according to any one of claims 1 to 4 or a composition
according to claim 5 or 6 in the manufacture of a medicament or medicaments for the

treatment of cancer or pre-cancerous syndromes.

6. Use of a compound of Structure (I):

FU'
HN

N > N,CH:,
PN
o CH,
) .
(I

or a pharmaceutically acceptable salt or solvate thereof in the preparation of a
medicament for the treaiment of cancer or pre-cancerous syndromes;

wherein the medicament is formulated for administration with a compound of Structure {I}:

E
=

N-/l Cl
N
/ H

/ N\ N
Ci 0

NH
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or a pharmaceutically acceptable sali thereof.

7. Use of a compound of Structure (11):
F
F
N‘// Cl
/N H
/ N\ N
Cl™™q
NH,

1

or a pharmaceutically acceptable salt or soivate thereof in the preparation of a
medicament for the treaiment of cancer or pre-cancerous syndromes;

wherein the medicament is formulated for administration with a compound of Structure (1):
F 1

= N

or a pharmaceutically acceptable salt thereof.
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