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We claim: 

1. 	A combination comprising: 

(i) a compound of Structure (I): 
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or a pharmaceutically acceptable salt or solvate th 	eof; and 

(ii) a compound of Structure (II): 

CI 
110 

H 
N 

CI 	0 
0 	NH, 
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or a pharmaceuticall, acceptable salt thereof. 

2. A combination according to claim 1 where the compound of Structure (I) is 

in the for 	of a dimethyl sulfoxide solvate. 

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

gether 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 o 

the compound of Structure (I) is an amount selected from 0.125mg to 10mg, and 	e 

amount of the compound of Structure (II) is an amount selected from 5mg to 500mg 

5. Use of a combination according to any of claims 1 to 4 in the 	anufacture 

of a 	medicament or medicaments for the treatment of cancer or 	• e-cancerous 

syndromes. 

6. A method of treating cancer in a human in need 	e eof which comprises 

the in vivo administration of a therapeutically effective amoun of a combination of N-{3- 

[3-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl- ,4,7-trioxo-3,4,6,7- 

tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamie . 	dimethyl 	sulfoxide 	and 	N- 

{(1 S)-2-amino-1-[(3,4-difluorophenyOmethyl]ethyl)-5-c 	•ro-4-(4-chloro-1-methy1-1H- 

pyrazol-5-y1)-2-furancarboxamide, or a pharmaceut 	ally acceptable salt thereof, to such 

human, 

wherein the combination is ad 	istered within a specified period, and 

wherein the combination is a, 	inistered fora duration of time. 

7. A method according e claim 6 wherein the amount of N-{343-cyclopropy1- 

5-(2-fluoro-4-iodo-phenylamino)-6, -dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H- 

pyrido[4,3-d]pyrimidin-1-yl]phen 	acetamide dimethyl sulfoxide is selected from about 

0.125mg 	to 	about 	10 	g, 	and 	the 	amount 	of 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)methyflethy, -5-chloro-4-(4-chloro-1-methy1-1H-pyrazol-5-y1)-2-

furancarboxamide, or a •harmaceutically acceptable salt thereof, is selected from about 

10mg to about 300m 

8. method according to claim 7 wherein the amount of N-{3-[3-cyclopropy1- 

5-(2-fluoro- 	odo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H- 

pyrido[4, 	cl]pyrimidin-1-yllphenyl}acetamide dimethyl sulfoxide is selected from about 

0.25m 	to about 9mg, and that amount is administered once per day, and the amount of 

N-{ 	S)-2-amino-1-[(3,4-difluorophenyl)methygethyl}-5-chloro-444-chloro-1-methyl-1 H- 

p 	azol-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-fl 	ro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]p 	midin- 

1-yl]phenyl}acetamide 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-a 	o-1-[(3,4- 

difluorophenyOmethyl]ethyll-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)- - 

furancarboxamide, or a pharmaceutically acceptable salt thereof, are a 	inistered within 

12 hours of each other for from 1 to 3 consecutive days followed by .dministration of N- 

{3-[3-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4 	ioxo-3,4,6,7- 

tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamide dim 	yl sulfoxide for from 3 

to 7 consecutive days, optionally followed by one or more cyc 	s of repeat dosing. 

10. A method treating a cancer selected fro 	: brain (gliomas), glioblastomas, 

astrocytomas, glioblastoma multiforme, Bannayan- 	ana syndrome, Cowden disease, 

Lhermitte-Duclos disease, breast, inflammatory •reast cancer, Wilm's tumor, Ewing's 

sarcoma, Rhabdomyosarcoma, ependymoma, 	edulloblastoma, colon, head and neck, 

kidney, lung, liver, melanoma, ovarian, p. 	creatic, prostate, sarcoma, osteosarcoma, 

giant cell tumor of bone, thyroid, 

Lymphoblastic T cell le i emia, Chronic myelogenous leukemia, Chronic 

lymphocytic 	leukemia, 	Hairy-cell 	eukemia, 	acute 	lymphoblastic 	leukemia, 	acute 

myelogenous 	leukemia, 	Chronic 	neutrophilic 	leukemia, 	Acute 	lymphoblastic T 	cell 

leukemia, 	Plasmacytoma, 	1m 	unoblastic 	large 	cell 	leukemia, 	Mantle 	cell 	leukemia, 

Multiple myeloma Megaka 	blastic leukemia, multiple myeloma, acute megakaryocytic 

leukemia, promyelocytic I< 	kemia, Erythroleukemia, 

	

maligna 	lymphoma, 	hodgkins 	lymphoma, 	non-hodgkins 	lymphoma, 

lymphoblastic T cell 	mphoma, Burkitt's lymphoma, follicular lymphoma, 

	

neuroblas sma, 	bladder cancer, urothelial cancer, lung cancer, vulval cancer, 

cervical canc 	, endometrial cancer, renal cancer, mesothelioma, esophageal cancer, 

salivary gl 	d cancer, hepatocellular cancer, gastric cancer, nasopharangeal cancer, 

buccal c 	cer, cancer of the mouth, GIST (gastrointestinal stromal tumor) and testicular 

canoe 

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

tr -rapeutically effective amount of a combination of N-{3-[3-cyclopropy1-5-(2-fluoro-4- 
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iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyllacetamide 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

- difluorophenyOmethyl]ethyl)-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-2 	71  

furancarboxamide, or a pharmaceutically acceptable salt thereof, to such human, 

wherein the combination is administered within a specified period,  

	

wherein the combination is administered for a duration of time. 	r f  

11. A 	method 	according 	to 	claim 	10 	wherein 	the 	am. nt 	of 	N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo- 	4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamide dimethyl sulfoxide 	selected from about 

0.125mg 	to 	about 	10mg, 	and 	the 	amount 	of 	-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethyl}-5-chloro-4-(4-chloro-1-methyl-1H-Jyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceutically acceptable salt 	ereof, 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,; dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}aceta 	de dimethyl sulfoxide is selected from about 

0.25mg to about 9mg, and that amount i 	.dministered once per day, and the amount of 

N-{(1S)-2-amino-1-[(3,4-difluoropheny 	ethyl]ethy11-5-chloro-4-(4-chloro-1-methyl-1H- 

pyrazol-5-y1)-2-furancarboxamide, 	a 	pharmaceutically 	acceptable 	salt 	thereof, 	is 

selected from about 10mg to ab 	t 300mg, and that amount is administered once per 

day. 

method .ccording 	claim 	wherein 13. A 	 to 	12 	N-{3-[3-cyclopropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6, 	dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-Aphenyl}acetam 	e 	dimethyl 	sulfoxide 	and 	N-1(1S)-2-amino-1-[(3,4- 

difluorophenyl) 	thyl]ethy1}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-2- 

furancarboxa 	ide, or a pharmaceutically acceptable salt thereof, are administered within 

12 hours o' each other for from 1 to 3 consecutive days followed by administration of N- 

{3-[3-cy 	propy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7- 

tetra 	dro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide dimethyl sulfoxide for from 3 

to 	consecutive days, optionally followed by one or more cycles of repeat dosing. 
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14. A method according to claim 10 wherein the cancer selected from ovarian, 

breast, pancreatic and prostate. 
it 

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

breast, pancreatic and prostate. 

16. A method according to claim 12 wherein the cancer selec •d from ovarian, 

breast, pancreatic and prostate. 

17. A method according to claim 13 wherein the can,  -r selected from ovarian, 

breast, pancreatic and prostate. 

18. A method of treating a cancer that is e her wild type or mutant for Ras/Raf 

and either wild type or mutant for PI3K/PTE 	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-fl oro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7- 

trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]. rimidin-1-yl]phenyl}acetamide 	dimethyl 

NfluorophenyOmethyl]ethy1}-5-chloro-4-(4-chloro-1- sulfoxide and 	-{(1S)-2-amino-1-[(3,4- 

methyl-1H-pyrazol-5-y1)-2-furancarb• amide, 	or 	a 	pharmaceutically 	acceptable 	salt 

thereof, to such human, 

wherein the co 	nation is administered within a specified period, and 

wherein the combination is administered for a duration of time. 

19. A 	me 	od 	according 	to 	claim 	18 	wherein 	the 	amount 	of 	N-{343- 

cyclopropy1-5-(2- lu c. ro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d] 	imidin-1-yllphenyllacetamide dimethyl sulfoxide is selected from about 

0.125mg 	t 	about 	10mg, 	and 	the 	amount 	of 	N-{(1S)-2-amino-1-[(3,4- 

difluorophe yOmethygethy1}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-2- 

furanca 	xamide, or a pharmaceutically acceptable salt thereof, is selected from about 

10m• o about 300mg. 
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20. A 	method 	according 	to 	claim 	19 	wherein 	the 	amount 	of 	N-{3-[3- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide dimethyl sulfoxide is selected from ab 	, 

0.25mg to about 9mg, and that amount is administered once per day, and the amo 	t of 

N-{(1S)-2-amino-1-[(3,4-difluorophenyOmethyflethy1}-5-chloro-4-(4-chloro-1-methyl 	H 

pyrazol-5-y1)-2-furancarboxamide, 	or 	a 	pharmaceutically 	acceptable 	salt 	ereof, 	is 

selected from about 10mg to about 300mg, and that amount is administer d once per 

day. 

21. A method according to claim 20 wherein N-{3-[3-cy 	spropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2. -pyrido[4,3-d]pyrimidin- 

1-yl]phenyl}acetamide 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)methyl]ethy11-5-chloro-4-(4-chloro-1-methyl- 	-pyrazol-5-yl)-2-

furancarboxamide, or a pharmaceutically acceptable sal thereof, are administered within 

12 hours of each other for from 1 to 3 consecutive d• 	s followed by administration of N- 

{343-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)- 	.-dimethy1-2,4,7-trioxo-3,4,6,7-

tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl . cetamide dimethyl sulfoxide for from 3 

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

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

breast, pancreatic and prostate. 

23. A method acco 	ng to claim 19 wherein the cancer selected from ovarian, 

breast, pancreatic and pros ate. 

24. A met. •d according to claim 20 wherein the cancer selected from ovarian, 

breast, pancreatic 	nd prostate. 

25. A method according to claim 21 wherein the cancer selected from ovarian, 

breast, p. 	creatic 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, Ewing : 

sarcoma, Rhabdomyosarcoma, ependymoma, medulloblastoma, colon, head and 	k, 

kidney, lung, liver, melanoma, ovarian, pancreatic, prostate, sarcoma, osteos 	coma, 

giant cell tumor of bone, thyroid, 

Lymphoblastic T cell leukemia, Chronic myelogenous leuke 	a, Chronic 

lymphocytic 	leukemia, 	Hairy-cell 	leukemia, 	acute 	lymphoblastic 	1- 4 kemia, 	acute 

myelogenous 	leukemia, 	Chronic 	neutrophilic 	leukemia, 	Acute 	ly 	ihoblastic T 	cell 

leukemia, 	Plasmacytoma, 	Immunoblastic large cell 	leukemia, 	n le cell 	leukemia, 

Multiple myeloma Megakaryoblastic leukemia, multiple myelom. 	acute megakaryocytic 

leukemia, promyelocytic leukemia, Erythroleukemia, 

malignant 	lymphoma, 	hodgkins 	lymphom., 	non-hodgkins 	lymphoma, 

lymphoblastic T cell lymphoma, Burkitt's lymphoma, follic 	ar lymphoma, 

neuroblastoma, 	bladder cancer, urothelial ca - cer, lung cancer, vulval cancer, 

cervical cancer, endometrial cancer, renal cancer 	mesothelioma, esophageal cancer, 

salivary gland cancer, hepatocellular cancer, 	. .: stric cancer, nasopharangeal cancer, 

buccal cancer, cancer of the mouth, GIST (g.. rointestinal stromal tumor) and testicular 

cancer; 

in a human in need thereof w ch comprises the in vivo administration of a 

therapeutically effective amount of 	combination of N-{343-cyclopropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4 	-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyllacetamide 	dime 	yl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethy1}-5 	loro-4-(4-chloro-l-methy1-1H-pyrazol-5-y1)-2- 

furancarboxamide, or a ph 	aceutically acceptable salt thereof, to such human, 

wherein t 	compounds of the combination are administered sequentially. 

27. A 	ethod 	according 	to 	claim 	26 	wherein 	the 	amount 	of N-{343- 

cyclopropy1-5- 	uoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4, 	d]pyrimidin-1-yl]phenyl}acetamide dimethyl sulfoxide is selected from about 

0.125mg 	to 	about 	10mg, 	and 	the 	amount 	of 	N-{(1S)-2-amino-1-[(3,4- 

difluoro 	enyOmethyl]ethy1}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-2- 

fura 	arboxamide, or a pharmaceutically acceptable salt thereof, is selected from about 

1 t, 	g to about 300mg. 
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28. A 	method 	according 	to 	claim 	27 	wherein 	the 	amount 	of 	N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamide dimethyl sulfoxide is selected from a,  ut  

0.25mg to about 9mg, and that amount is administered once per day, and the am 	nt of 

N-{(1S)-2-amino-1-[(3,4-difluorophenyOmethygethyll-5-chloro-4-(4-chloro-1-met 	1H- 

pyrazol-5-y1)-2-furancarboxamide, 	or a 	pharmaceutically 	acceptable 	sal /thereof, 	is 

selected from about 10mg to about 300mg, and that amount is adminis • ed once per 

day. 

29. A 	method 	according 	to 	claim 	28 	wherein 	-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethy11-5-chloro-4-(4-chloro-1-methyl-1 H- 	razol-5-yl)-2-

furancarboxamide, or a pharmaceutically acceptable salt the eof, is administered for from 

1 to 21 consecutive days, followed by an optional drut holiday of from 1 to 14 days, 

followed 	by 	administration 	of 	N-{3-[3-cyclopropyl-5 2-fluoro-4-iodo-phenylamino)-6,8- 

dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4 	-d]pyrimidin-1-Aphenyllacetamide 

dimethyl sulfoxide for from 1 to 21 days. 

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

breast, pancreatic and prostate. 

31. A method accordi 	to claim 27 wherein the cancer selected from ovarian, 

breast, pancreatic and prostat 

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

breast, pancreatic an 	prostate. 

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

breast, panc •atic and prostate. 

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

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

omprises 	the 	in 	vivo 	administration 	of 	a 	therapeutically 	effective 	amount 	of 	a 
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combination 	of 	N-{3-[3-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7- 

trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-Aphenyllacetamide 	dimethyl 

sulfoxide and N-{(1S)-2-amino-1-[(3,4-difluorophenyOmethyl]ethy11-5-chloro-4-(4-chloro-/. 

methyl-1H-pyrazol-5-y1)-2-furancarboxamide, 	or 	a 	pharmaceutically 	acceptable, 	alt 

thereof, to such human, 

wherein the compounds of the combination are administered se*.entially. 

35. A 	method 	according 	to 	claim 	34 	wherein 	the 	am. int 	of 	N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo- ,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide dimethyl sulfoxide . selected from about 

0.125mg 	to 	about 	10mg, 	and 	the 	amount 	of 	-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethy1}-5-chloro-4-(4-chloro-1-methyl-1H- yrazol-5-y1)-2-

furancarboxamide, or a pharmaceutically acceptable salt thereof, is selected from about 

10mg to about 300mg. 

36. A 	method 	according 	to 	claim 	wherein 	the 	amount 	of 	N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6 : dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}aceta 	se dimethyl sulfoxide is selected from about 

1mg to about 9mg, and that amount is a. 	inistered once per day, and the amount of N- 

{(1S)-2-amino-1-[(3,4-difluorophenyl)m; 	yflethy11-5-chloro-4-(4-chloro-1-methyl-1H- 

pyrazol-5-y1)-2-furancarboxamide, 	a 	pharmaceutically 	acceptable 	salt 	thereof, 	is 

selected from about 10mg to ab 	300mg, and that amount is administered once per 

day. 

37. A 	me ho 	according 	to 	claim 	36 	wherein 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)methyl 	hy1}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-2- 

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

1 to 21 consec 	e days, followed by a drug holiday of from 1 to 14 days, followed by 

administratio 	of N-{313-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7- 

trioxo-3,4,6 	tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamide 	dimethyl 

sulfoxid 	o from 1 to 21 days. 

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

•reast, pancreatic and prostate. 
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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 fro-'ovarian, 

breast, pancreatic and prostate. 

41. A method according to claim 37 wherein the cancer sek ted from ovarian, 

breast, pancreatic and prostate. 

42. A 	method 	according 	to 	claim 	37 	whe 	in 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)methyl]ethy1}-5-chloro-4-(4-chloro-1-methy 	H-pyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceutically acceptable s> t thereof, is administered for from 

2 to 21 consecutive days, followed by a drug holi • Jy of from 3 to 10 days, followed by 

administration of N-{3-[3-cyclopropyl-5-(2-fluoro 4- odo-phenylamino)-6,8-dimethy1-2,4,7- 

trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyri 	1 n-1-yl]phenyllacetamide 	dimethyl 

sulfoxide for from 2 to 21 days. 

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

breast, pancreatic and prostate. 

44. A 	metho 	according 	to 	claim 	29 	wherein 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)methyl 	thy1}-5-chloro-4-(4-chloro-1-methy1-1H-pyrazol-5-y1)-2- 

furancarboxamide 	a pharmaceutically acceptable salt thereof, is administered for from 

2 to 21 consec 	ve days, followed by a drug holiday of from 3 to 10 days, followed by 

administratio 	of N-{3-[3-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7- 

trioxo-3,4 	-tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide 	dimethyl 

sulfoxid 	or from 2 to 21 days. 
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45. A method according to claim 44 wherein the cancer selected from ovarian, 

breast, pancreatic and prostate. 

46. A method according to claim 9 wherein N-{343-cyclopropy1-5-(2- 	oro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d 	imidin- 

1-yl]phenyllacetamide 	dimethyl 	sulfoxide 	and 	N-{(1S)-2- 	ino-1-[(3,4- 

difluorophenyOmethygethy1}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1 	- 

furancarboxamide, or a pharmaceutically acceptable salt thereof, are -.ministered within 

12 hours of each other for 2 consecutive days followed by adm' 'station of N-(343-

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7- ri• o-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-Aphenyllacetamide 	dimethyl 	su oxide 	for from 	4 	to 	6 

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

47. A method according to claim 8 wher 	N-{343-cyclopropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7 etrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyllacetamide 	dimethyl 	sulfoxi,  - 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethygethyl}-5-chloro-4-(4-ch • o-1-methy1-1H-pyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceutically 	ceptable salt thereof, are administered within 

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

day period N-{3[3-cyclopropy1-5-(2- i 	oro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo- 

3,4,6,7-tetrahydro-2H-pyrido[4,3-d 	yrimidin-1-yl]phenyllacetamide dimethyl 	sulfoxide is 

administered alone, optionally f• owed by one or more cycles of repeat dosing. 

method 	ccording 	claim 	wherein 48. A 	 to 	13 	N-{3-[3-cyclopropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6,8- imethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyllacetami 	- 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)m- yflethy11-5-chloro-4-(4-chloro-1-methy1-1H-pyrazol-5-y1)-2- 

furancarboxa 	''•e, or a pharmaceutically acceptable salt thereof, are administered within 

12 hours o 	each other for 2 consecutive days followed by administration of N-{3-[3- 

cyclopro•> 	5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-py • o[4,3-d]pyrimidin-1-yl]phenyllacetamide 	dimethyl 	sulfoxide 	for 	from 	4 	to 	6 

con -cutive days, optionally followed by one or more cycles of repeat dosing. 
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49. A method according to claim 12 wherein N-{3-[3-cyclopropy1-5-(2-fluoro-4-

iodo-phenylamino)-6,8-dimethy1-2,4,7-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 

difluorophenyl)methyl]ethy1}-5-chloro-4-(4-chloro-l-methyl-1H-pyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceutically acceptable salt thereof, are administere 	within 

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

day period N-{3[3-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy 	4,7-trioxo- 

3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yliphenyl}acetamide dimet' 	I sulfoxide is 

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

method according 	claim 	wherein 	clopropy1-5-(2-fluoro-4- 50. A 	 to 	21 	N-{3-[3- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydn 	H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyllacetamide 	dimethyl 	sulfoxide 	an. 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenypmethyl]ethyl}-5-chloro-4-(4-chloro-1-meth 	1H-pyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceutically acceptable 	It thereof, are administered within 

12 hours of each other for 2 consecutive days 	allowed by administration of N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-. imethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1-yllphenyl}acetamr. e 	dimethyl 	sulfoxide 	for 	from 	4 	to 	6 

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

51. A method according 	claim 20 wherein N-{343-cyclopropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimethy1-2 	,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyl}acetamide 	di 	hyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethyly -chloro-4-(4-chloro-1-methy1-1H-pyrazol-5-y1)-2-

furancarboxamide, or a p armaceutically acceptable salt thereof, are administered within 

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

day period N-{343 	clopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo- 

3,4,6,7-tetrahydrs 	H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide dimethyl 	sulfoxide is 

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

A method according to claim 8 wherein N-{3-[3-cyclopropy1-5-(2-fluoro-4- 

iodo- 	enylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-01]pyrimidin- 

1-y phenyl}acetamide 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

fluorophenyOmethygethyl}-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-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 N-(343-

cyclopropy1-5-(2-flu oro-4-iod o-ph enylamin o)-6,8-d imethy1-2,4,7-trioxo-3,4,6,7-tetrahydro 

2H-pyrido[4,3-d]pyrimidin-1-yl]phenyl}acetamide 	dimethyl 	sulfoxide 	for 	2 	conse 	ive 

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

53. A method according to claim 12 wherein N-{3-[3-cyclopropy 	-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido 4 3-d]pyrimidin- 

1-yflphenyl}acetamide 	dimethyl 	sulfoxide 	and 	N-{( 	)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethy1}-5-chloro-4-(4-chloro-1-methyl-1H-pyra 	-5-yl)-2- 

furancarboxamide, or a pharmaceutically acceptable salt thereo 	are administered within 

12 hours of each other for 5 consecutive days followed b 	administration of N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2 	7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-c]pyrimidin-1-yl]phenyllacetamide 	dimet 	sulfoxide 	for 	2 	consecutive 

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

54. A method according to claim 20 	herein N-{3-[3-cyclopropy1-5-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimethy1-2,4,7-trioxo- 	4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yliph enyl}aceta mid e 	di methyl 	• Ifoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethyl)-5-chloro-4- 	-chloro-1-methy1-1H-pyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceu 	ally acceptable salt thereof, are administered within 

12 hours of each other for 5 c. secutive days followed by administration of N-{3-[3- 

cyclopropy1-5-(2-fluoro-4-iodo- 	enylamino)-6,8-dimethy1-2,4,7-trioxo-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-1- 	phenyl}acetamide 	dimethyl 	sulfoxide for 2 	consecutive 

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

55. A 	hod of treating pre-cancerous syndromes in a human in need thereof 

which compris 	the in vivo administration of a therapeutically effective amount of a 

combination 	of 	N-{343-cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethyl-2,4,7- 

trioxo-3,4„7-tetrahydro-2H-pyrido[4,3-d]pyrimidin-1-yl]phenyllacetamide 	dimethyl 

sulfoxi . . and N-{(1S)-2-amino-1-[(3,4-difluorophenyOmethyl]ethyl)-5-chloro-4-(4-chloro-1- 

met 	-1H-pyrazol-5-y1)-2-furancarboxamide, 	or 	a 	pharmaceutically 	acceptable 	salt 

th reof, 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 sel 	ed 

from: cervical intraepithelial neoplasia, monoclonal gammapathy of unknown sign 	cance 

(MGUS), myelodysplastic syndrome, aplastic anemia, cervical lesions, skin ;'evi (pre- 

melanoma), prostatic intraepithleial (intraductal) neoplasia (PIN), Ductal Car 	oma in situ 

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

57. A method according to claim 20 wherein N-{3-[3-c 	lopropy1-5-(2-fluoro-4- 

iodo-ph enyla mi no)-6,8-di methy1-2,4,7-trioxo-3,4,6,7-tetra hydro 	-pyrido[4,3-d]pyrimidin- 

1-yl]phenyllacetamide 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyl]ethy11-5-chloro-4-(4-chloro-1-methyl 	H-pyrazol-5-yl)-2- 

furancarboxamide, or a pharmaceutically acceptable s 	t thereof, are administered within 

12 hours of each other for 5 days over a 14 day pe' od, and during the other days of the 

14 	day 	period 	N-{3-[3-cyclopropyl-5-(2-fluoro- -iodo-phenylamino)-6,8-dimethy1-2,4,7- 

trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrim 	in-1-yl]phenyllacetamide 	dimethyl 

sulfoxide is administered alone, optionally 'ollowed by one or more cycles of repeat 

dosing. 

58. A method accordir • to claim 20 wherein N-{3-[3-cyclopropyl-5-(2-fluoro-4- 

iodo-phenylamino)-6,8-dimeth 	-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 

1-yl]phenyl}acetamide 	methyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyOmethyget 	1}-5-chloro-4-(4-chloro-1-methy1-1H-pyrazol-5-y1)-2- 

furancarboxamide, or 	pharmaceutically acceptable salt thereof, are administered within 

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

day 	period 	N- 	1S)-2-amino-1-[(3,4-difluorophenyl)methygethyl)-5-chloro-4-(4-chloro-1- 

methyl-1H-pyr zol-5-y1)-2-furancarboxamide, 	or 	a 	pharmaceutically 	acceptable 	salt 

thereof, is . 	ministered alone, optionally followed by one or more cycles of repeat dosing. 

59. A method according to claim 20 wherein N-{343-cyclopropy1-5-(2-fluoro-4- 

' do-phenylamino)-6,8-dimethyI-2,4,7-trioxo-3,4,6,7-tetrahydro-2H-pyrido[4,3-d]pyrimidin- 
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1-Aph enyl}ace1a mid e 	dimethyl 	sulfoxide 	and 	N-{(1S)-2-amino-1-[(3,4- 

difluorophenyl)methyl]ethy11-5-chloro-4-(4-chloro-1-methyl-1H-pyrazol-5-y1)-2-

furancarboxamide, or a pharmaceutically acceptable salt thereof, are administered wit 

12 hours of each other for 5 days over a 14 day period, and during the other days 	the 

14 day 	N-{(1S)-2-amino-1-[(3,4-difluorophenyl)nethyl]ethy1}-5-chloro-4-(4- period 	 oro-l- 

methyl-1H-pyrazol-5-y1)-2-furancarboxamide, 	or 	a 	pharmaceutically 	acce 	.ble 	salt 

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

60. A 	method 	according 	to 	claim 	20 	wherein 	the 	compound 	N-{343- 

cyclopropy1-5-(2-fluoro-4-iodo-phenylamino)-6,8-dimethy1-2,4,7-tri, 	o-3,4,6,7-tetrahydro- 

2H-pyrido[4,3-d]pyrimidin-l-yliphenyllacetamide dimethyl sul o 	de is first administered in 

a loading dose for from 1 to 3 days followed by maintena 	e dose administration of the 

compound. 

61. A method according to claim 20 wherein the compound N-{(1S)-2-amino-1- 

[(3,4-difluorophenyl)methyl]ethy1}-5-chloro-4-(4 	hloro-1-methyl-1H-pyrazol-5-y1)-2- 

furancarboxamide, or a pharmaceutically a 	eptable salt thereof, is first administered in a 

loading dose for from 1 to 3 days folio ed by maintenance 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): 

O HN el 

LK 

o"'” 

N 
 ...ILL.,. 

N
„CH, 

'%'"% O 

0 40 

H (I); 

or a pharmaceutically acceptable salt or solvate thereof; and 

(H) a compound of Structure (II): 

,,, 	--C1 
l'i 	/ 	IP N 

N / 	\ 
CI 	0 

0 	NH
2 	(II) 

or a pharmaceutically acceptable salt thereof 

wherein the compound of Structure (I) and the compound of Structure (II) are provided 

synergistic amounts. 

in 

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

form of a dimethyl sulfoxide solvate. 

the 



3. A combination kit comprising a synergistic combination according to claim 1 

claim 2 together with a pharmaceutically acceptable carrier or carriers. 

or 

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 0.125mg to 10mg, and the amount 

of the compound of Structure (II) 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): 

• HN Mk 

.----- 	N
CH, 

0 

is CH3  

AH 
H,C 

(I); 

or a pharmaceutically acceptable salt or solvate thereof in the preparation of a 

medicament for the treatment of cancer or pre-cancerous syndromes; 

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

CI 

N 	 0 
CI 	

N 
0 

0 	NHL, 
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or a pharmaceutically acceptable salt thereof. 

7. 	Use of a compound of Structure (II): 

N
%------CI IP N 

CI 	0 	
N 

0 	NH2 	(1) 

or a pharmaceutically acceptable salt or solvate thereof in the preparation of a 

medicament for the treatment of cancer or pre-cancerous syndromes; 

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

F * 1  

0 	HN 

/1\ 	 CH 

0N 

el  H C 3 	H 	 (1); 

or a pharmaceutically acceptable salt thereof. 
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