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WHAT IS CLAIMED IS: 

1. 	A pharmaceutical combination comprising (a) a Hsp90 inhibitor compound amen ng to 

Formula (I) 

Ra  0 

N N 	
R 

H2N NIRID 

(I) 
or a pharmaceutically acceptable salt or prodrug thereof, 	herein 

Ra is selected from the group consisting of 

(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) Cl-C6  alkoxy, 

(5) thiol, 

(6) C1-C6 alkylthiol, 

(7) substituted or unsubs 	ted C1-C6 alkyl, 

(8) amino or substitut- 	amino, 

(9) substituted or u 	bstituted aryl, 

(10) substituted or •nsubstituted heteroaryl, and 

(11) substituted •r unsubstituted heterocyclyl; 

R is selected from the • • up consisting of 

(1) hydro• •n, 

(2) sub- ituted or unsubstituted C1-C6 alkyl, 

(3) . estituted or unsubstituted C2-C6 alkenyl, 

(4) substituted or unsubstituted C2-C6 alkynyl, 

(5 	substituted or unsubstituted C3-C7 cycloalkyl, 

•) 	substituted or unsubstituted C5-C7 cycloalkenyl, 

(7) substituted or unsubstituted aryl, 

(8) substituted or unsubstituted heteroaryl, and 
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(9) 	substituted or unsubstituted heterocyclyl; 

R°  is selected from the group consisting of 

(1) substituted or unsubstituted C3-C7 cycloalkyl, 

(2) substituted or unsubstituted C5-07 cycloalkenyl, 

(3) substituted or unsubstituted aryl, 

(4) substituted or unsubstituted heteroaryl, and 

(5) substituted or unsubstituted heterocyclyl; and 

with the proviso that when Ra  is amino, then Rb  is not phenyl, 4-alk 	phenyl, 4-alkoxy- 

phenyl, or 4-halo-phenyl, or 

a compound of formula (E) 

R 

9  HO 	* 

--- 
OH 0-N 

(E) 

wherein 

R3  is selected from methylaminocarbonyl 	'3CH2NHC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=0)-, propylaminocarbonyl CH3t 2CH2NHC(=O)-, or isopropylaminocarbonyl 

(CH3)2CHNHC(=O)-), 

R8 is selected from methyl, ethyl, is' • opyl, bromo, or chloro; and 

R9 is —CH2NR10R11   or—NRI°rill 

	

rc 	erein the substituted amino group —NR10R" is a 

morpholinyl, piperidinyl, piperazinyl, ayrrolidinyl, ethylamino, isopropylamino, diethylamino, 

cyclohexylamino, cyclopentylami • methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N- 

methylpiperazinyl, methylsulfo 	!amino, thiomorpholinyl, thiomorpholinyl-dioxide, 4-

hydroxyethylpiperidinyl or 4 • droxypiperidinyl 

a —CH2— that links 	a morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino, 

isopropylamino, diethyl. 	ino, cyclohexylamino, cyclopentylamino, methoxyethylamino, 

piperidin-4-yl, N-ace 	piperazinyl, N-methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, 

thiomorpholinyl-di. ide, 4-hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a phar • .ceutically acceptable salt or prodrug thereof, 

and (. 	a PI3Kinase inhibitor. 
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2. The pharmaceutical combination according to claim 1, wherein the PI3Kinase inhibit. 	is 

3H-Furo[4,3,2-de]indeno[4,541]-2-benzopyran-3,6,9-trione, 11-(acetyloxy)-1,66,7,8,9a,10,11 	1b- 

octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, (18,6bR,9a8,11R,11bR)- (9CI); 8-pheny 	- 

(morpholin-4-y1)-chromen-4-one, 	 , ridin-2- 4-(trifluoromethyl)-5-(2,6-dimorpholinopyrimidin-4-y1). 

amine, 2-Methy1-2-[4-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]guin,  n-1-y1)- 

phenylkpropionitrile or Quercetin Dihydrate; or a pharmaceutically acceptable sal 	hereof. 

3. The pharmaceutical combination according to claim 2, wherein the ' I3Kinase inhibitor is 

4-(trifluoromethyl)-5-(2,6-dimorpholinopyrimidin-4-yl)pyridin-2-amine or a , 	armaceutically 

acceptable salt thereof. 

4. The pharmaceutical combination according to claim 2, w,  -rein the PI3Kinase inhibitor is 

2-Methyl-244-(3-methy1-2-oxo-8-guinolin-3-y1-2,3-dihydro-imid. o[4,5-c]guinolin-1-yI)-phenyll-

propionitrile or a pharmaceutically acceptable salt thereof. 

5. The pharmaceutical combination according to 	aim 1, wherein the 1-Isp90 inhibitor is 

(R)-2-amino-7-[2-(2-fluoro-pyridin-3-yl)-phenyl]-4-m• hyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

(S)-2-amino-6-benzyl-7-[4-fluoro-2-(2- Aoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro- 

6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(2-fluor' pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-(2-bromo-4-fl • o-pheny1)-6-[(S)-1-(4-methoxy-pheny1)-ethyl]-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyri 	din-5-one, 

(R)-2-amino-7-[2-(6-m- 	oxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

(R)-2-amino-744-/ oro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidin- 	one, 

2-amino-7-[4 	uoro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4,6-dimethy1-7,8-dihydro-61-1- 

pyrido[4,3-d]pyr 	• n-5-one, 

2-amin• 	14-fluoro-2-(2-fluoro-pyridin-3-y1)-pheny1]-4,6-dimethy1-7,8-dihydro-6H- 

pyrido[4,3-d 	yrimidin-5-one, 

2-• 	ino-744-fluoro-2-(6-methoxypyridin-2-yl)pheny1)-4-methyl-7,8-dihydropyrido[4,3- 

cipyri 
	

n-5(6H)-one; 
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2-amino-742-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydro - - 

pyrido[4,3-d]pyrimidin-5-one; 

2-amino-714-fluoro-2-(6-methoxy-pyrazin-2-y1)-pheny1]-4,6-dimethy1-7,8-dih 	ro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6 	syrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H- 	rido[4,3-dlpyrimidin-5- 

one, 

2-amino-7-(5-fluoro-2'-trifluoromethoxy-biphenyl-2-y1)-4-me y1-7,8-dihydro-6H- 

pyrido[4,3-djpyrimidin-5-one, 

2-amino-742-(2-chloro-pyridin-3-y1)-4-fluoro-pheny11-4- 	ethy1-7,8-dihydro-611-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(6-fluoro-pyridin-3-yl)-phe 	-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-isoquinolin-4-yl-phen 	-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,3'-difluoro-biphenyl-2-y1) 	-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5- 

one, 

2-amino-7-[2-(4-chloro-pyridin-3- -4-fluoro-pheny11-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-3'- 	thoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,4'-difluo • 2'-methyl-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

2-amino-7-(5-fl • o-2'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7- 	fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-o 

2-ami• •-744-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny11-4-methy1-7,3-dihydro-6H- 

pyrido[4,3- 	pyrimidin-5-one, 

amino-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyr' din-5-one, 
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ethy  

7,8-dihydro-6F1-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyridin-3-yl-phenyl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2-difluoro-4'-methyl-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-p 	do[4,3-

d]pyrimidin-5-one, 

2-amino-714-fluoro-2-(1-methyl-1H-pyrazol-4-y1)-phenyl]-4-methyl-7,8 • ihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-714-fluoro-2-(1H-pyrazol-4-y1)-phenyl]-4-methyl-7,8-dih • o-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-4-methyl-7-(5,2',3'-trifluoro-biphenyl-2-y1)-7,8-dihy.  a o-61-1-pyrido[4,3-d]pyrimidin- 

5-one, 

2-amino-7-(2-bromo-4-fluoro-phenyl)-4-methyl-6-(2-m y1-2-morpholin-4-yl-propy1)-7,8- 

dihydro-61-1-pyrido[4,3-d]pyrimidin-5-one; 

2-amino-7-(3'-dimethylamino-5-fluoro-biphenyl-2 	)-4-methyl-718-dihydro-6F1-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-[2-(2,4-dimethoxy-pyrimidin-5-y 	4 	uoro-phenyl]-4-methyl-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(5-methoxy-pyri. 	-3-yI)-phenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin- 	-phenyl)-4-methyl-6-(2-methyl-2-morpholin-4-yl- 

propy1)-7,8-dihydro-6H-pyrido[4,3-dlp 	midin-5-one, 

2-amino-7-[4-fluoro-2-(2-m: 	oxy-pyddin-3-yI)-phenyl]-4-methyl-6-(2-methyl-2-

morpholin-4-yl-propyI)-7,8-dihyd .-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3' 	ethoxy-biphenyl-2-y1)-4-methyl-6-(2-methyl-2-morpholin-4-yl- 

propy1)-7,8-dihydro-6H-py( o[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-[4 	uoro-2-(4-methoxy-5-methyl-pyrimidin-2-yI)-phenyl]-4-methyl-7,8-

dihydro-6H-pyrido[4,3 o]pyrimidin-5-one, 

2-amino-7- 	fluoro-2-furan-3-yl-phenyI)-4-m ethyl-7,8-dihydro-6H-pyrido[4,3-dlpyrimidin- 

5-one, 

542,4- iihydroxy-5-isopropyl-pheny1)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3- 

carboxylic 	d ethylamide or 

a pharm 	eutically acceptable salt or prodrug thereof. 
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6. 	A pharmaceutical combination comprising 

(a) 	an Hsp 90 inhibitor according to formula (III) 

Ra 	0 

R4  

0 

 

R7  

(Ill) 

or a pharmaceutically acceptable salt or prodrug then. , wherein 

wherein Ra  is selected from the group consisting of 

(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) Ci-C6  alkoxy, 

(5) thiol, 

(6) C1-C6  alkylthiol, 

(7) substituted or un .bstituted C1-C6 alkyl, 

(8) amino or subs 	uted amino, 

(9) substituted 	unsubstituted aryl, 

(10) substitut: • or unsubstituted heteroaryl, and 

(11) substi 	ed or unsubstituted heterocyclyl; 

R4  is hydrogen or - bstituted or unsubstituted C1-C6 alkyl; 

R5  is hydrogen, - lkyl, alkoxy, or halo; 

each of R6, - , R8, and R9  are independently selected from the group consisting of 

hydrogen, alkyl, . 	oxy, halo, substituted or unsubstituted aryl, and substituted or unsubstituted 

heteroaryl; 

with 	e proviso that when Ra  is amino and R6, R7, R8, and R9  are hydrogen, then R5  is 

not hydro 	-n, alkyl, alkoxy, or halo; or 

. 	ompound of formula (E) 

H2 N 

R9  
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Re 

HO 	* 

OH O-N 

(E) 

wherein 

R3 is selected from methylaminocarbonyl CH3CH2NHC(=0)- , ethyla 	nocarbonyl 

CH3CH2NHC(=0)-, propylaminocarbonyl CH3CH2CH2NHC(=0)-, or isop •pylaminocarbonyl 

(C1-13)2CHNHC(=O)-), 

R8 is selected from methyl, ethyl, isopropyl, bromo, or chloro• - nd 

R9 is —CH2NR10R11  or —NR1°R" wherein the substituted a 4 no group —NR1°R" is a 

morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino, • • propylamino, diethylamino, 

cyclohexylamino, cyclopentylamino, methoxyethylamino, p seridin-4-yl, N-acetylpiperazinyl, N- 

methylpiperazinyl, methylsulfonylamino, thiomorpholinyl 	hiomorpholinyl-dioxide, 4-

hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a pharmaceutically acceptable salt or pro• 	g thereof, 

and (b) a PI3Kinase inhibitor. 

7. The pharmaceutical combination a 	ording to claim 6, wherein the P13Kinase inhibitor 

comprises 3H-Furo[4,3,2-de]indeno[4,5-r -2-benzopyran-3,6,9-trione, 11-(acetyloxy)- 

1,6b,7,8,9a,10,11,11b-octahydro-1-(m• hoxymethyl)-9a,11b-dimethyl-, (1S,6bR,9aS,11R,11bR)- 

8-phenyl-2-(morpholin-4-y1)-c• 	-one, 4-(trffluoromethyl)-5-(2,6- (9C1); 	 omen-4 

dimorpholinopyrimidin-4-y1)pyridi,  2-amine, 2-Methy1-24443-methyl-2-oxo-8-quinclin-3-y1-2,3- 

dihydro-imidazo[4,5-c]quinclin 	-yl)-phenyl]-propionitrile or Quercetin Dihydrate or a 

pharmaceutically acceptabl 	salt thereof. 

8. A pharmaceut• al combination comprising (a) an Hsp90 inhibitor that is 

(R)-2-amine 	42-(2-fluoro-pyridin-3-y1)-pheny11-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-on 

(S)-2-- 	ino-6-benzy1-744-fluoro-2-(2-fluoro-pyridin-3-y1)-pheny11-4-methyl-7,8-dihydro- 

6H-pyrido[4 	-d]pyrimidin-5-one, 

-2-amino-714-fluoro-2-(2-fluoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H- 

pyrid 	3-d]pyrimidin-5-one, 
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(R)-2-amino-7-(2-bromo-4-fluoro-pheny1)-6-[(S)-1-(4-methoxy-phenyl)-ethyl)-4-methyl 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-742-(6-methoxy-pyridin-2-y1)-pheny1]-4-methyl-7,8-di hydro-6 H-pyr". . [4,3-

d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-di , ro-614 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7[4-fluoro-2-(6-m ethoxy-pyridin-2-y1)-phenyfl-4,6-dimethy1-7 “dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-am ino-714-fluoro-2-(2-fluoro-pyridi n-3-y1)-pheny11-4,6-d i methy 	,8-dihydro-6H-

pyrido[4.3-d]pyrimidin-5-one, 

2-amino-7[4-fluoro-2-(6-methoxypyridin-2-Apheny11-4-me 	y1-7,8-dihydropyrido[4,3- 

o]pyrimidin-5(61-0-one, 

2-amino-742-(6-methoxy-pyrazin-2-y1)-pheny1]-4-met' I-7,8-di hydro-6H-pyrido[4,3- 

*yam idin-5-one, 

(R)-2-am ino-744-fluoro-2-(6-methoxy-pyrazi n-2 	)-phenyl]-4-methyl-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin- 	y1)-pheny1]-4,6-dimethyl-7,8-dihydro-6H- 

pyrido[4,3-d)pyrimidin-5-one, 

2in-3-y' 	. henyfl-4-methy1-7,8-dihydro-6H-pyrido[4,3--amino-712-(2-m ethoxy-pyrid 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-biphen 	2-yI)-4-m ethy1-7,8-dihyd ro-61-1-pyrido[4,3-d]pyrimidin-5- 

one, 

2-amino-7-(5-fluoro-2'-trifl 	i romethoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one; 

2-a mino-7-[2-(2-chlor -pyridin-3-y1)-4-fluoro-phenyl]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-[4-fl 	o-2-(6-fluoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

24 fluoro-2-isoquinolin-4-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3--amino-7 

d]pyrimidin-5-o I -, 

2-am 	o-7-(5,3'-difluoro-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5- 

one, 

-amino-712-(4-chloro-pyridin-3-y1)-4-fluoro-pheny11-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]py • idin-5-one, 
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2-amino-7-(5,2'-difluoro-3'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido • ,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,4'-difluoro-2'-methyl-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrp •[4,3-

d]pyrimidin-5-one, 

2-am ino-7-(5-fluoro-2'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H- 	rido[4,3-

d]pyrimidin-5-one, 

2-am ino-7-(4-fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-7,8-dihydro-6 	-pyrido[4,3-

d]pyrimidin-5-one, 

2-a mino-714-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-meth -7,8-dihydro-614 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methyl-7 :-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-6-(3-amino-propyl)-7-[4-fluoro-2-(6-me 	oxy-pyridin-2-y1)-pheny1]-4-methy1- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyridin-3-yl-phenyl)-4-m- y1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-a m ino-7-(5,2'-d ifluoro-4'-methyl-biphen 	2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrim idin-5-one, 

2-am ino-7-[4-fluoro-2-(1-methyl-1H-• razol-4-y1)-pheny1]-4-methy1-7,8-dihydro-61-1-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1H-pyra .1-4-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-4-methyl-7-(5,2', 	-trifluoro-bipheny1-2-y1)-7,8-dihyd ro-61-1-pyrido[4,3-d]pyrimidin- 

5-one, 

2-amino-7-(2-bromo 	fluoro-pheny1)-4-methy1-6-(2-methy1-2-morpholin-4-yl-propy1)-7,8- 

dihydro-6H-pyrido[4,3-d] 	'midin-5-one, 

2-amino-7-(3'-•'ethylamino-5-fluoro-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2 -amino-7 	-(2,4-dimethoxy-pyrimidin-5-y1)-4-fluoro-phenyl]-4-methyl-7,8-dihydro-6H- 

pyrido[4,3-d]py 	idin-5-one, 

2-a 	o-744-fluoro-2-(5-methoxy-pyridin-3-y1)-pheny1]-4-methyl-7,8-dihydro-6H- 

pyrido[4,3 	pyrimidin-5-one, 

amino-7-(4-fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-6-(2-methyl-2-morpholin-4-yl- 

prop 	-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 
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2-amino-744-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methyl-6-(2-methy1-2- 

morpholin-4-yl-propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methy1-6-(2-methy1-2-morphof -4-yl- 

propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7q4-fluoro-2-(4-methoxy-5-methyl-pyrimidin-2-y1)-pheny11-4- 	ethy1-7,8- 

dihydro-61-1-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fiuoro-2-furan-3-yl-pheny1)-4-methyl-7,8-dihydro-6H-p 	ido[4,3-d]pyrimidin- 

5-one, 

5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmeth 

carboxylic acid ethylamide or 

-phenyl)-isoxazole-3- 

a pharmaceutically acceptable salt or prodrug thereof; a 

(b) a Pl3Kinase inhibitor that is 3H-Furo[4,3,2-de]inde • [4,5-h]-2-benzopyran-3,6,9-trione 

11-(acetyloxy)-1,6b,7,8,9a,10,11,11b-octahydro-1-(methoxy 	ethyl)-9a,11b-dimethyl-, 

(1S,6bR,9aS,11R,11bR)- (9CI); 8-phenyl-2-(morpholin-4 	)-chromen-4-one, 4-(trifluoromethyl)-5- 

(2,6-dimorpholinopyrimidin-4-yppyridin-2-amine, 2-Me 	y1-244-(3-methy1-2-oxo-8-quinolin-3-y1-2,3 

dihydro-imidazo[4,5-c]quinolin-1-yl)-phenyl]-propio 	ile or Quercetin Dihydrate; or a 

pharmaceutically acceptable salt thereof. 

9. 	A method of treating a prof' • rative disease comprising administering to a patient 

in need thereof an effective amount of , first pharmaceutical component and a second 

pharmaceutical component, wherein 	e first pharmaceutical component is a Hsp90 inhibitor 

that is a compound according to f,  mula (Ill) 

Ra 

R4  
R°  

Rs 

H2N 	N/  

0 
R6  R5  

(Ill) 

or a pharmaceutically acceptable salt or prodrug thereof, wherein 

wherein Ra  is selected from the group consisting of 
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(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) 01-06  alkoxy, 

(5) thiol, 

(6) 01-C6  alkylthiol, 

(7) substituted or unsubstituted 01-C6 alkyl, 

(8) amino or substituted amino, 

(9) substituted or unsubstituted aryl, 

(10) substituted or unsubstituted heteroaryl, and 

(11) substituted or unsubstituted heterocyclyl; 

R4  is hydrogen or substituted or unsubstituted C1-C6 - 	yl; 

R5  is hydrogen, alkyl, alkoxy, or halo; 

each of R9, R7, R6, and R9  are independently set: ted from the group consisting of 

hydrogen, alkyl, alkoxy, halo, substituted or unsubstit 	ed aryl, and substituted or unsubstituted 

heteroaryl; 

with the proviso that when Ra is amino a.: R6, R7, R8, and R9  are hydrogen, then R5  is 

not hydrogen, alkyl, alkoxy, or halo or 

a compound of formula (E) 

Re 	tRs 

HO 	gr 

OH 0-N 

(E) 

wherein 

R3 is selected 	om methylaminocarbonyl CH3CH2NFIC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=0 , propylaminocarbonyl CH3CH2CH2NFIC(=0)-, or isopropylaminocarbonyl 

(CH3)2CHNHC 	0)-), 

R5 is 	• lected from methyl, ethyl, isopropyl, bromo, or chloro; and 

—R 	a CH2NR10Rii  or —NR19R11 wherein the substituted amino group —NR19R11  is a 

morp 	, inyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino, isopropylamino, diethylamino, 

cyc ihexylamino, cyclopentylamino, methoxyethylamino, piperidin-4-yl, NI-acetylpiperazinyl, N- 
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methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thiomorpholinyl-dioxide, 4- 

hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a pharmaceutically acceptable salt or prodrug thereof, 

and wherein the second pharmaceutical component is a PI3Kinase inhibitor. 

10. The method of claim 9, wherein the PI3Kinase inhibitor is 

3H-Furo[4,3,2-de]indeno[4,5-h]-2-benzopyran-3,6,9-trione, 11-(acetyloxy)-1,• ,7,8,9a,10,11,11b- 

octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, (1S,6bR,9aS,11R,11bR)- 	CI); 8-phenyl-2-

(morpholin-4-y1)-chromen-4-one, 4-(trifluoromethyI)-5-(2,6-dimorpholino,  rimidin-4-yl)pyridin-2-

amine, 2-Methyl-244-(3-methyl-2-oxo-8-guinolin-3-y1-2,3-dihydro-imi. :zo[4,5-c]quinolin-1-y1)- 

phenylkpropionitrile or Quercetin Dihydrate or a pharmaceutically 	ceptable salt thereof.. 

11. The method of claim 10, wherein the compound ac 	ding to Formula (Ill) is 

(R)-2-amino-7-[2-(2-fluoro-pyridin-3-yl)-phenyl]-4- 	ethyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

(S)-2-amino-6-benzyl-7-[4-fluoro-2-(2-fluoro •yridin-3-y1)-pheny11-4-methyl-7,8-dihydro- 

6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(2-fluoro-py '. in-3-y1)-phenyI]-4-methyl-7,6-dihydro-6H- 

pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-(2-bromo-4-fluoro . enyI)-6-[(S)-1-(4-methoxy-phenyl)-ethyl]-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidi 	.-one, 

(R)-2-amino-7-[2-(6-metho 	-pyridin-2-y1)-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one 

(R)-2-amino-7-[4-fluor -2-(6-methoxy-pyridin-2-y1)-phenyl]-4-methyl-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidin-5-o 	, 

2-amino-7-[4-flu. 	-2-(6-methoxy-pyridin-2-y1)-phenyl]-4,6-dimethy1-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidi 	-one, 

2-amino-7- 	fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl]-4,6-dimethyl-7,8-dihydro-6H- 

pyrido[4,3-d]pyr 	idin-5-one, 

2-am*,  . 7-[4-fluoro-2-(6-methoxypyridin-2-yl)phenyI]-4-methyl-7,8-dihydropyrido[4,3- 

d]pyrimidi 	(6H)-one, 

amino-742-(6-methoxy-pyrazin-2-y1)-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]py • idin-5-one, 
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(R)-2-amino-744-fluoro-2-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-2-y1)-pheny1]-4,6-dimethy1-7,8-dihydr -6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-a mino-7-[2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H-p 	o[4,3-

d]pyrimidin-5-one, 

2-a mino-7-(5,2'-difluoro-bipheny1-2-y1)-4-m ethy1-7,8-dihydro-61-1-pyri. a[4,3-d]pyrimidin-5-

one, 

2-a mino-7-(5-fluoro-Z-trifluoromethoxy-bipheny1-210-4-methy 	,8-dihydro-61-1-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[2-(2-chloro-pyridin-3-y1)-4-fluoro-phenyl]-4-me y1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(6-fluoro-pyriclin-3-y1)-phenyl] 	ethy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-isoquinolin-4-yl-phenyl)-4 	ethyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,3'-difluoro-biphenyl-2-y1)-4- 	hyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5- 

one, 

2-amino-712-(4-chloro-pyridin-3-y0-4 	uoro-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-3'-meth' 	y-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,4'-difluoro-2'-' ethyl-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-2' 	ethoxy-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-flu. 	-2-pyrimidin-5-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7- 	-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-m ethy1-7,8-dihydro-6H-

pyrido[4,3-d]pyri,  idin-5-one, 

2-ami 	.-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin •-one, 

(r -2-amino-6-(3-amino-propy1)-7-[4-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4-methyl- 

7,8-di,  dro-6H-pyrido[4,3-d]pyrimidin-5-one; 
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2-amino-7-(4-fluoro-2-pyridin-3-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-4'-methyl-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrid 	4,3- 

djpyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1-methy1-1H-pyrazol-4-y1)-phenyl]-4-methyl-7,8-di 	ro-61-1- • 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1H-pyrazol-4-y1)-pheny1]-4-methy1-7,8-dihydr. • H-pyrido[4,3-

djpyrimidin-5-one, 

2-amino-4-methy1-7-(5,2',3'-trifluoro-bipheny1-2-y1)-7,8-dihydro ' 	-pyrido[4,3-d]pyrimidin• 

5-one, 

2-amino-7-(2-bromo-4-fluoro-phenyl)-4-methyl-6-(2-meth 	2-morpholin-4-yl-propy1)-7,8- 

dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(3'-dimethylamino-5-fluoro-biphenyl-2-y1) methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-[2-(2,4-dimethoxy-pyrimidin-5-y1)-4 i A oro-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(5-methoxy-pyridin- -y1)-pheny1]-4-methy1-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin-5-y1 	eny1)-4-methy1-6-(2-methyl-2-morpholin-4-yl- 

propyl)-7,8-dihydro-6H-pyrido[4,3-d]pyn 	• n-5-one, 

2-amino-7[4-fluoro-2-(2-meth. 	-pyridin-3-y1)-pheny1]-4-methyl-6-(2-methyl-2- 

morpholin-4-yl-propy1)-7,8-dihydro • '-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-mt oxy-bipheny1-2-y1)-4-methyl-6-(2-methyl-2-morpholin-4-yl- 

propy1)-7,8-dihydro-6H-pyrido 	,3-d]pyrimidin-5-one, 

(R)-2-amino-7-[4-flu' o-2-(4-methoxy-5-methyl-pyrimidin-2-y1)-pheny1]-4-methy1-7,8-

dihydro-6H-pyrido[4,3-d]• rimidin-5-one, 

2-amino-7-(4- 	•ro-2-furan-3-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

5-(2,4-Di 	roxy-5-isopropyl-pheny1)-4-(4-morpholin-4-ylmethyl-pheny1)-isoxazole-3-

carboxylic ad . -thylamide, or 

a p 	maceutically acceptable salt or prodrug thereof. 

12. 	he method of claim 9, wherein the P13Kinase inhibitor is 
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3H-Furo[4,3,2-de]indeno[4,5-h]-2-benzopyran-3,6,9-trione, 11-(acetyloxy)-1,6b,7,8,9a,10,11,1 	e- 

octahydro-1-(methoxymethy1)-9a,11b-dimethyl-, (1S,6bR,9a8,11R,11bR)- (9C1); 8-phenyl- 

-2- (morpholin-4-y1)-chromen-4-one, 4-(trifluoromethyl)-5-(2,6-dimorpholinopyrimidin-4-yOpy 	in 

amine, 2-Methy1-214-(3-methy1-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]quinol 	-1-y1)- 

pheny1]-propionitrile or Quercetin Dihydrate; or a pharmaceutically acceptable salt 	- eof. 

13. The method of claim 12, comprising administering 4-(trifluoromethyl) 	-(2,6- 

dimorpholinopyrimidin-4-yOpyridin-2-amine or a pharmaceutically accepta 	salt thereof. 

14. The method of claim 12, comprising administering 2-Methyl- 	4-(3-methy1-2-oxo-8- 

quinolin-3-14-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-phenyll-proa initrile or a pharmaceutically 

acceptable salt thereof. 

15. The method according to claim 9, wherein treating 	d proliferative disorder is treatment 

of tumors, myelomas, leukemias, angiogenesis, psoria 	, restenosis, sclerodermitis or fibrosis, 

carcinoma of the brain, kidney, liver, adrenal gland, .adder, breast, stomach, gastric tumors, 

ovaries, colon, rectum, prostate, pancreas, lung, v • Ina or thyroid, sarcoma, glioblastomas, 

multiple myeloma or gastrointestinal cancer, co 	carcinoma, colorectal adenoma, a tumor of 

the neck and head, an epidermal hyperprolit7 .tion, prostate hyperplasia, a neoplasia, a 

neoplasia of epithelial character, lympho 	, a mammary carcinoma, Cowden syndrome, 

Lhermitte-Dudos disease or Bannayan- onana syndrome. 

16. The method according to c - m 9, wherein the compound according to Formula (Ill) and 

the PI3Kinase inhibitor are ad 	' istered together as a single pharmaceutical composition. 

17. The method accord 	g to claim 9, wherein the compound according to Formula (III) and 

the PI3Kinase inhibitor 	administered as separate compositions. 

18. The method 	cording to claim 9, wherein the compound according to Formula (III) and 

the PI3Kinase in 	a itor are administered sequentially. 

19. A me 	•d of treating a proliferative disease comprising administering to a patient in need 

thereof an 	ective amount of an !Asp 90 inhibitor and a PI3Kinase inhibitor for therapeutic 

treatme' 	of the proliferative disease. 
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20. 	A kit, comprising: (a) a first pharmaceutical composition comprising an Hsp90 inhib 

compound according to Formula (I) 

Ra  0 

R 
N N'z  

H2N
z"--. N -1"-\„/"\

R  h 
- 

(I) 
or a pharmaceutically acceptable salt or prodrug thereof, i 	. first 

acceptable carrier, wherein 

pharmaceutically 

Ra  is selected from the group consisting of 

(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) C.-c6 alkoxy, 

(5) thiol, 

(6) C1-C6  alkylthiol, 

(7) substituted or unsu 	ituted C1-C6 alkyl, 

(8) amino or substit 	ed amino, 

(9) substituted or insubstituted aryl, 

(10) substitute. .r unsubstituted heteroaryl, and 

(11) substit 	d or unsubstituted heterocyclyl; 

R is selected from t 	group consisting of 

(1) by ogen, 

(2) bstituted or unsubstituted C1-C6 alkyl, 

(3) substituted or unsubstituted c2-C6 alkenyl, 

• substituted or unsubstituted C2-C6 alkynyl, 

(5) substituted or unsubstituted C3-C7 cycloalkyl, 

(6) substituted or unsubstituted C5-C7 cycloalkenyl, 

(7) substituted or unsubstituted aryl, 

(8) substituted or unsubstituted heteroaryl, and 

(9) substituted or unsubstituted heterocyclyl; 
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Rb  is selected from the group consisting of 

(1) substituted or unsubstituted C3-C7 cycloalkyl, 

(2) substituted or unsubstituted C5-C7 cycloalkenyl, 

(3) substituted or unsubstituted aryl, 

(4) substituted or unsubstituted heteroaryl, and 

(5) substituted or unsubstituted heterocyclyl; and 

with the proviso that when R° is amino, then Rb  is not phenyl, 4-alky • henyl, 4-alkoxy- 

phenyl, or 4-halo-phenyl, or 

a compound of formula (E) 

R9  

HO is  fik 

OH 	O-N 

(E) 

wherein 

R3  is selected from methylaminocarbonyl 	l-13CH2NHC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=0)-, propylaminocarbonyl C 	H2CH2NHC(=O)-, or isopropylaminocarbonyl 

(CH3)2CHNHC(=O)-). 

R8  is selected from methyl, ethyl 	opropyl, bromo, or chloro; and 

R9  is -CH2NR10R11  or -NR1°R1 	herein the substituted amino group -NR10R11  is a 

morpholinyl, piperidinyl, piperazi 	pyrrolidinyl, ethylamino, isopropylamino, diethylamino, 

cyclohexylamino, cyclopentyla' mo, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N- 

methylpiperazinyl, methylsu 	nylamino, thiomorpholinyl, thiomorpholinyl-dioxide, 4-

hydroxyethylpiperidinyl or 4 -hydroxypiperidinyl, 

or a pharmaceu 	-fly acceptable salt or prodrug thereof, 

and (b) a PI 	inase inhibitor, in a second pharmaceutically acceptable carrier. 

wherein 

th• Hsp90 inhibitor is 

")-2-amino-742-(2-fluoro-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]p midin-5-one, 
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(S)-2-amino-6-benzy1-744-fluoro-2-(2-fluoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihy. •- 

6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(2-fruoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-• 	- 

pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-(2-bromo-4-fluoro-pheny1)-6-[(S)-1-(4-methoxy-pheny1)-etr , -4-methyl- 

7,8-dihydro-611-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-712-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-dih 	ro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyridin-2-y1)-phenyl]-4- 	thy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7[4-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4 	-dimethy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl,6-dimethy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7[4-fluoro-2-(6-methoxypyridin-2-y1) 	eny11-4-methyl-7,8-dihydropyrido[4,3-

d]pyrimidin-5(6H)-one, 

2-amino-7-[2-(6-methoxy-pyrazin-2-yl)-p• - y1]-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(6-metho 	-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(6-meth 	y-pyrazin-2-y1)-pheny1]-4,6-dimethy1-7,8-dihydro-61-1-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[2-(2-methox 	syridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difl . o-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

one, 

2-amino-7-(5-0 	oro-2'-trifluoromethoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimi• n-5-one, 

2-amino- 12-(2-chloro-pyridin-3-y1)-4-fluoro-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5 	e, 

2-a, 	no-714-tluoro-2-(6-fluoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimi• n-5-one, 

2-amino-7-(4-fluoro-2-isoquinolin-4-yl-pheny1)-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d] imidin-5-one, 
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2-amino-7-(5,3'-difluoro-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-d]pyrimid',  5 - 

one, 

2-amino-712-(4-chloro-pyridin-3-y1)-4-fluoro-pheny1]-4-methy1-7,8-dihydro-6H-p 	do[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-3'-methoxy-bipheny1-2-y1)-4-methy1-7,8-dihydro-6 	pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,4'-difluoro-2'-methyl-bipheny1-2-y1)-4-methy1-7,8-dihyd a .11-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-2'-methoxy-biphenyl-2-y1)-4-methyl-7,8-dih 	o-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin-5-yl-phenyl)-4-methyl-7,8-. 	ydro-61-1-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7[4-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny 	4  -methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-methoxy-biphenyl-2-y1)-4 	ethyl-7,8-dihydro-611-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-6-(3-amino-propyl)-7-[4-fluoro 	-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyridin-3-yl-ph- y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-4'-meth 	-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1-m 	y1-1H-pyrazol-4-y1)-pheny1]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2 	H-pyrazol-4-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

-meth 2-amino-47-(5,2',3'-trifluoro-bipheny1-2-y1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

2-amino-7- 	-bromo-4--fluoro-pheny1)-4-methy1-6-(2-methyl-2-morpholin-4-yl-propy1)-7,8- 

dihydro-6H-pyri.,[4,3-d]pyrimidin-5-one, 

2-ami 1 .-7-(3'-dimethylamino-5-fluoro-bipheny1-2-y1)-4-methy1-7,8-dihydro-61-1-pyrido[4,3- 

d]pyrimid 	•-one, 

-rmno-742-(2,4-dimethoxy-pyrimidin-5-y1)-4-fluoro-pheny11-4-methyl-7,8-dihydro-61-1- 

pyrid 4,3-d]pyrimidin-5-one, 
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2-amino-714-fluoro-2-(5-methoxy-pyridin-3-y1)-phenya-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-6-(2-methyl-2-morpholin-, 	- 

propy1)-7,8-clihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-714-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methy1-6-(2-meth 	2-

morpholin-4-yl-propy1)-7,8-dihydro-61-1-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methyl-6-(2-methyl-2 	orpholin-4-yl- 

propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(4-methoxy-5-methyl-pyrimidin-2-y1)-p : - ny1]-4-methy1-7,8-

dihydro-6H-pyrido[4,3-tyrimidin-5-one, 

2-amino-7-(4-fluoro-2-furan-3-yl-phenyl)-4-methyl-7,8-dihy. .-61-1-pyrido[4,3-d]pyrimidin- 

5-one, 

5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin- 	methyl-phenylyisoxazole-3- 

carboxylic acid ethylamide or 

a pharmaceutically acceptable salt or prodrug the eof; and 

the PI3Kinase inhibitor is 3H-Furo[4,3,2-de]ind• 	o[4,5-hi-2-benzopyran-3,6,9-trione, 11- 

(acetyloxy)-1,6b,7,8,9a,10,11 ,11b-octahyd ro-1-(met: .xymethy1)-9a,11b-dimethyl-, 

8-phenyl-2-(mor. 	 4-(trifluoromethy0-5- (1S,6bR,9aS,11R,11bR)- (9CI); 	 Olin-4-yI)-chromen-4-one, 

(2,6-dimorpholinopyrimidin-4-yOpyridin-2-amin: 2-Methyl-214-(3-methy1-2-oxo-8-guinolin-3-y1-2,3 

dihydro-imidazo[4,5-c]guinolin-1-y1)-phenyl]- 	opionitrile or Quercetin Dihydrate; or a 

pharmaceutically acceptable salt thereof. 
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WHAT IS CLAIMED IS: 

1. 	A pharmaceutical combination comprising (a) a Hsp90 inhibitor compound according to 

Formula (I) 

Ra 0 

N ..  --%%%'N---  
R 

H2N N-7--- --------%%%%Rb 

(I) 
or a pharmaceutically acceptable salt or prodrug thereof, wherein 

fe is selected from the group consisting of 

(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) C1-C8  alkoxy, 

(5) thiol, 

(6) Ci-Co alkyithiol, 

(7) substituted or unsubstituted C1-C6 alkyl, 

(8) amino or substituted amino, 

(9) substituted or unsubstituted aryl, 

(10) substituted or unsubstituted heteroaryl, and 

(11) substituted or unsubstituted heterocyclyl; 

R is selected from the group consisting of 

(1) hydrogen, 

(2) substituted or unsubstituted C1-C6 alkyl, 

(3) substituted or unsubstituted C2-C6 alkenyl, 

(4) substituted or unsubstituted C2-C6 alkynyl, 

(5) substituted or unsubstituted C3-C7 cycloalkyl, 

(6) substituted or unsubstituted C5-C7 cycloalkenyl, 

(7) substituted or unsubstituted aryl, 

(8) substituted or unsubstituted heteroaryl, and 
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(9) 	substituted or unsubstituted heterocyclyl; 

Rb  is selected from the group consisting of 

(1) substituted or unsubstituted 03-C7 cycloalkyl, 

(2) substituted or unsubstituted C5-C7 cycloalkenyl, 

(3) substituted or unsubstituted aryl, 

(4) substituted or unsubstituted heteroaryl, and 

(5) substituted or unsubstituted heterocyclyl; and 

with the proviso that when Ra  is amino, then Rb  is not phenyl, 4-alkyl-phenyl, 4-alkoxy- 

phenyl, or 4-halo-phenyl, or 

a compound of formula (E) 

ages 

HO  

OH 	0-N 

(E) 

wherein 

R3  is selected from methylaminocarbonyl CH3CH2NHC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=O)-, propylaminocarbonyl CH3CH2CH2NHC(=0)-, or isopropylaminocarbonyl 

(CH3)2CHNHC(=0)-), 

R9  is selected from methyl, ethyl, isopropyl, bromo, or chloro; and 

R9  is -CH2NR10R" or -NR"R" wherein the substituted amino group -NR10R11  is a 

morpholinyl, piperidlnyl, piperazinyl, pyrrolidinyl, ethylamino, isopropylamino, diethylamino, 

cyclohexylamino, cyclopentylamino, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N-

methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thiomorpholinyl-dioxide, 4-

hydroxyethylpiperidinyl or 4-hydroxypiperidinyl 

a -CHr- that links with a morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino, 

isopropylamino, diethylamino, cyclohexylamino, cyclopentylamino, methoxyethylamino, 

piperidin-4-yl, N-acetylpiperazinyl, N-methylpiperazinyl, methylsulfonylamino, thiomorphollnyl, 

thiomorpholinyl-dioxide, 4-hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a pharmaceutically acceptable salt or prodrug thereof, 

and (b) a PI3Kinase inhibitor. 
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2. The pharmaceutical combination according to claim 1, wherein the PI3Kinase inhibitor is 

31-1-Furo[4,3,2-dejindeno[4,5-h]-2-benzopyran-3,6,9-trione, 11-(acetyloxy)-1,6b,7,8,9a,10,11,11b-

octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, (16,6bR,9a8,11R,11bR)- (901): 8-pheny1-2-

(morpholin-4-y1)-chromen-4-one, 4-(trifluoromethyl)-5-(2,6-dimorpholinopyrimidin-4-yl)pyridin-2-

amine, 2-Methy1-214-(3-methy1-2-oxo-8-quinolin-3-34-2,3-dihydro-imidazo[4,5-c]quinolin-i-y1)-

phenyll-propionitrile or Quercetin Dihydrate; or a pharmaceutically acceptable salt thereof. 

3. The pharmaceutical combination according to claim 2, wherein the PI3Kinase inhibitor is 

4-(trifluoromethyl)-5-(2,6-dimorpholinopyrimidin-4-Apyridin-2-amine or a pharmaceutically 

acceptable salt thereof. 

4. The pharmaceutical combination according to claim 2, wherein the PI3Kinase inhibitor Is 

2-Methy1-244-(3-methy1-2-oxo-8-quinclin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolin-1-y1)-phenyl]-

propionitrile or a pharmaceutically acceptable salt thereof. 

5. The pharmaceutical combination according to claim 1, wherein the Hsp90 inhibitor is 

(R)-2-amino-742-(2-fluoro-pyridin-3-y1)-phenylj-4-methyl-7,8-dihydro-61-1-pyrido[4,3-cl]pyrimidin- 

5-one, 

(S)-2-amino-6-benzy1-7-(4-fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro- 

6H-pyrido[4,3-d]pyrimiclin-5-one, 

(R)-2-amino-7-[4-fluoro-2-(2-fluoro-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-dipyrimidin-5-one, 

(R)-2-amino-7-(2-bromo-4-fluoro-pheny1)-6-[(S)-1-(4-methoxy-pheny1)-ethyll-4-methyl- 

7,8-clihydro-6H-pyrido[4,3-cl]pyrimidin-5-one, 

(R)-2-amino-742-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-dihydro-61-1-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-744-fluaro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny11-4,6-dimethy1-7,8-dlhydro-61-1-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl]-4,6-dimethy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(6-methoxypyridin-2-yOphenylj-4-methyl-7,8-dihydropyrido[4,3-

ci]pyrimkin-5(6H)-one; 



- 80 - 

2-amino-712-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydra-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(6-methoxy-pyrazin-2-y1)-phenylk4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one; 

2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-2-y1)-phenyl]-4,6-dimethy1-718-dihydro-6H-

pyrido[4,3-d]ayrimidin-5-one, 

2-amino-7-(2-(2-methoxy-pyridin-3-A-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluono-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

one, 

2-amino-7-(5-fluaro-2'-trifluoromethoxy-biphenyl-2-y1)-4-methyl-7,8-dihydra-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-712-(2-chloro-pyridin-3-y1)-4-fluoro-pheny11-4-methyl-7,8-dihydro-61-1-pyrido[4,3-

ci]pyrimiclin-5-one, 

2-amino-744-fluoro-2-(6-fluaro-pyridin-3-yl)-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

cl]pyrimidln-5-one, 

2-amino-7-(4-fluoro-2-isoquinolin-4-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,3'-difluoro-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

one, 

2-amino-712-(4-chloro-pyridin-3-y1)-4-fluoro-pheny1]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-3'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-61-1-pyrido[4,3-

tyrimidin-5-one, 

2-amino-7-(5,4'-ditluoro-T-methyl-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

2-amlno-7-(5-fluoro-2'-methoxy-biphenyl-2-y1)-4-methyl-7,8-dihydro-61-1-pyrido[4,3- 

c]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrImidin-5-yl-pheny1)-4methyl-7,8-dihydro-6H-pyricloR,3-

djpyrimidin-5-one, 

2-amina-744-fluoro-2-(2-methoxy-pyrldin-3-y1)-pheny11-4-methyl-7,8-dihydro-6H- 

pyrido[4,3-d]pyrimiciln-5-one, 

2-amlno-7-(5-fluoro-V-methoxy-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

c]pyrimidin-5-one, 
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(R)-2-amino-6-(3-amino-propy1)-7-[4-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-arnino-7-(441uoro-2-pyridin-3-y1-phenyl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(517-difluoro-42-methyl-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(1-methy1-1H-pyrazol-4-y1)-phenyl]-4-methyl-7,8-dihydro-61-1-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1H-pyrazol-4-y1)-phenyl]-4-methyl-7,8-dihydro-51-1-pyddo[4,3-

d]pyrimidin-5-one, 

2-amino-4-methy1-7-(5,2',3'41fluoro-biphenyl-2-y1)-7,8-dihydro-6H-pyrido(4,3-d]pyrimidin- 

5-one, 

2-amino-7-(2-bromo-4-fluoro-pheny1)-4-methy1-6-(2-methyl-2-morpholin-4-yl-propyi)-7,8- 

dihydro-6H-pyrido[4,3-d]pyrimidin-5-one; 

2-amino-7-(3'-dimethylamino-5-tluoro-biphenyl-2-y1)-4-methyl-718-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, 

2-amino-742-(2,4-dimethoxy-pyrimidin-5-y1)-4-fluoro-phenyl]-4-methyl-718-dihydro-6H-
pyrido[4,3-d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(5-methoxy-pyridin-3-y1)-phenyl]-4-methy1-7,8-dihydro-6F1-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-6-(2-methyl-2-morpholin-4-yl- 

propyI)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-744fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methy1-6-(2-methyl-2-

morpholin-4-yl-propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-31-methoxy-bipheny1-2-y1)-4-methyl-6-(2-methyl-2-morpholin-4-yl- 

propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(4-methoxy-5-methyl-pyrimidin-2-y1)-pheny11-4-methyl-718-

dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-furan-3-yl-phenyI)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

5-(2,4-Dihydroxy-5-isopropA-pheny1)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3- 

carboxylic acid ethylamide or 

a pharmaceutically acceptable salt or prodrug thereof. 
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6. 	A pharmaceutical combination comprising 

(a) 
	

an Hap 90 Inhibitor according to formula (III) 

Ra 	0 

,R4  
N...- 	R

9 

%,.,,. 
H2N
z 

 N C, 
R7  

(Ill) 

or a pharmaceutically acceptable salt or prodrug thereof, wherein 

wherein Ra  is selected from the group consisting of 

(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) Cl-C6  alkoxy, 

(5) thiol, 

(6) CrCa  alkylthiol, 

(7) substituted or unsubstituted C1-C6 alkyl, 

(8) amino or substituted amino, 

(9) substituted or unsubstituted aryl, 

(10) substituted or unsubstituted heteroaryl, and 

(11) substituted or unsubstituted heterocyclyl; 

R4  is hydrogen or substituted or unsubstituted C1-C6 alkyl; 

R5  is hydrogen, alkyl, alkoxy, or halo; 

each of Re, R7, R8, and R9  are independently selected from the group consisting of 

hydrogen, alkyl, alkoxy, halo, substituted or unsubstituted aryl, and substituted or unsubstituted 

heteroaryl; 

with the proviso that when R8  is amino and R6, R7, R8, and R9  are hydrogen, then R5  is 

not hydrogen, alkyl, alkoxy, or halo; or 

a compound of formula (E) 
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Rs 

R8 	*HO 

--- 
OH O-N 

(E) 

wherein 

R3  is selected from methylaminocarbonyl CH3CH2NHC(=O)- , ethylaminocarbonyt 

CI-13CH2NHC(=0)-, propylaminocarbonyl CH3CH2CH2NHC(=0)-, or isopropylaminocarbonyl 

(CH3)2CHNHC(=0)-), 

R8  is selected from methyl, ethyl, isopropyl, bromo, or chioro; and 

R9  is —CH2NR10Ril  or —NR"R" wherein the substituted amino group —NRI0RI1  is a 

morpholinyl, 

	

	 ethylamino, isopropylamino, diethylamino, piperidinyl, piperazinyl, pyrrolidinyl, 

cyclohexylamino, cyclopentylamino, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N- 

methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thlomorpholinyl-dioxide, 4- 

hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a pharmaceutically acceptable salt or prodrug thereof, 

and (b) a Pl3Kinase inhibitor. 

7. The pharmaceutical combination according to claim 6, wherein the Pl3Kinase inhibitor 

comprises 31-1-Furo(4,3,2-dejindeno[4,5-h]-2-benzopyran-3,6,9-trione, 11-(acetyloxy)- 

1,6b,7,8,9a,10,11,11b-octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, (18,6bR,9a8,11R,11bR)- 

8-phenyl-2-(morpholin-4-yl)-chromen-4-one, 4-(trifluoromethyl)-5-(2,6- (9C1); 

dimorpholinopyrimidin-4-yl)pyridin-2-amine, 2-Methy1-244-(3-methyl-2-oxo-6-quinolin-3-y1-2,3-

dihydro-imidazo[4,5-c]quinolin-1-y1)-phenylkpropionitrile or Quercetin Dihydrate or a 

pharmaceutically acceptable salt thereof. 

8. A pharmaceutical combination comprising (a) an lisp90 inhibitor that is 

(R)-2-amino-712-(2-fluoro-pyridin-3-y1)-phenyli-4-methyl-7,8-dihydro-61-1-pyrido[4,3-

d)pyrimidin-5-one, 

(S)-2-amino-6-benzy1-744-fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro- 

6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl]-4-methyl-7,6-dihydro-61-1-

pyrido[4,3-d]pyrimidin-5-one, 
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(R)-2-amino-7-(2-bromo-4-fluoro-pheny1)-61(3)-1-(4-methoxy-phenyl)-ethyl]-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-712-(6-methoxy-pyridin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(6-methoxy-pyridin-2-y1)-phenylj-4-methy1-7,8-dihydro-6H-

pyrido[4,3-djpyrimidin-5-one, 

2-amino-744-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny1]-4,6-dimethyl-7,8-clihydro-6H-

pyrido[4,3-djpyrimidin-5-one, 

2-arnino-714-fluoro-2-(2-fluoro-pyridin-3-y1)-pheny11-4,6-diniethyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(6-methoxypyridin-2-Aphenyl]-4-methy1-7,8-dihydropyrido[4,3-

tyrimidin-5(6H)-one, 

2-amino-742-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methyl-71 8-dihydro-6H-pyrido[4,3-

cl]pyrimidin-5-one, 

(R)-2-amino-744.-fluoro-2-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-714-fluoro-2-(6-methoxy-pyrezin-2-y1)-pheny1]-416-dimethyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-712-(2-methoxy-pyridin-3-y0-pheny11-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-blpheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

one, 

2-amino-7-(5-fluoro-Z-trifluoromethoxy-blphenyl-2-y1)-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one; 

2-amino-742-(2-chloro-pyridin-3-y1)-4-fluoro-phenyll-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(6-fluoro-pyridin-3-y1)-phenyg-4-methyl-7,8-dihydro-61-1-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-isoquinolin-4-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,3'-difluoro-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-cl]pyrimidin-5- 

one, 

2-amina-742-(4-chloro-pyridin-3-y1)-4-fluoro-pheny1]-4-methy1-7,8-dihydro-6H-pyrido14,3-

dipyrimidin-5-one, 
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2-amino-7-(5,2'-difluoro-3'-methoxy-bipheny1-2-y1)-11-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidln-5-one, 

2-amino-7-(514'-difluoro-2'-methyl-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-Pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-2'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidln-5-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

2-a mino-7-R-fluoro-2-(2-methoxy-pyridin-3-y1)-phenyll-4-methyl-7,8-dihydro-61-1-

pyrido[4,3-dlpyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-methoxy-blphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrIdo[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-6-(3-amino-propy1)-714-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny11-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyridin-3-yl-pheny1)-4-rnethyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-4'-methyl-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1-methy1-1H-pyrazolt1)-phenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-arnino-744-fluoro-2-(1H-pyrazol-4-y1)-pheny1]-4-methy1-7,8-d1hydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-4-methy1-7-(5,2,3'-trifluoro-bipheny1-2-y1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

2-amino-7-(2-bromo-4-fluoro-pheny1)-4-methyl-6-(2-methyl-2-morpholin-4-yl-proPy1)-7,8-

dihydro-6H-pyrido[4,3-d]pyrkildin-5-one, 

2-amino-7-(3'-dimethylamino-5-fluoro-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-742-(2,4-dimethoxy-pyrimidin-5-y1)-4-fluoro-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d)pyrimidln-5-one, 

2-amlno-744-fluoro-2-(5-methoxy-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-611-

pyrido[4,3-d]pyrimidin-5-one, 

2-emlno-7-(4-41uoro-2-pyrimidin-5-yl-pheny1)-4-methyl-6-(2-methyl-2-morpholin-4-yl-

propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 
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2-amino-7-[4-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methy1-5-(2-methyl-2- 

morpholin-4-yl-propy1)-7,8-dihydro-5H-pyrido[4,3-d]Pyrimidin-6-one, 

2-amino-7-(5-fluoro-31-methoxy-bipheny1-2-y1)-4-methyl-6-(2-methyl-2-morpholin-4-14- 

propy1)-7,8-dihydro-611-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(4-methoxy-5-methyl-pyrimidin-211)-pheny11-4-methy1-7,8- 

dihydro-61-1-pyrido[4,3-d]pyrimidin-5-one, 
2-amino-7-(4-fluoro-2-furan-3-yl-phenyl)-4-methyl-7,8-dihydro-6H-Pyrido[4,3-d]Pyrimidin- 

5-one, 
5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholln-4-ylmethyl-Pheny1)-isoxazole-3-

carboxylic acid ethylamide or 
a pharmaceutically acceptable salt or prodrug thereof; and 

(b) a PI3Kinase inhibitor that Is 3H-Furo[4,3,2-de]indeno[4,5-h]-2-benzopyran-3,6.9-trione, 

11-(acetyloxy)-1 ,5b,7,8,9a,1 0,11,11 b-octahydro-1-(methoxymethyl)-9a,11 b-dlmethyl-, 

(18,6bR,9a5,11R,11bR)- (901); 8-phenyl-2-(morpholin-4-A-chromen-4-one, 4-(trifluoromethyl)-5- 

(2,6-dimorpholinopyrimidin-4-yl)pyrldln-2-amine, 2-Methy1-244-(3-methy1-2-oxo-8-quinolln-3-14-Z3- 

dihydro-imidazo[4,5-clquinolin-1-y1)-phenylkpropionitrile or Quercetin ()hydrate; or a 

pharmaceutically acceptable salt thereof. 

• 

9. 	An effective amount of a first pharmaceutical component and a second 

pharmaceutical component, wherein the first pharmaceutical component is a Hsp90 inhibitor 

that is a compound according to formula (III) 

Re 	O 

N ,.,  e 
R4 

R9 

Ra 

H2N 

0 
RS R5  

(Ill) 

or a pharmaceutically acceptable salt or prodrug thereof, wherein 

wherein Fe is selected from the group consisting of 
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(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) C1-C6 alkoxy, 

(5) thiol, 

(6) C7-C9  alkylthiol, 

(7) substituted or unsubstituted C1-C6 alkyl, 

(8) amino or substituted amino, 

(9) substituted or unsubstituted aryl, 

(10) substituted or unsubstituted heteroaryl, and 

(11) substituted or unsubstituted heterocyclyl; 

R4  is hydrogen or substituted or unsubstituted C1-C6 alkyl; 

R5  is hydrogen, alkyl, alkoxy, or halo; 

each of Re, R7, Re, and R9  are independently selected from the group consisting of 

hydrogen, alkyl, alkoxy, halo, substituted or unsubstituted aryl, and substituted or unsubstituted 

heteroaryl; 

with the proviso that when Ra is amino and R6, R7, R8, and R9  are hydrogen, then R5  is 

not hydrogen, alkyl, alkoxy, or halo or 

a compound of formula (E) 

ris2, 

HO 	w  

OH 	0-N 

(E) 

wherein 

R3 is selected from methylaminocarbonyl CH3CH2NHC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=0)-, propylaminocarbonyl C1-13CH2CH2NHC(=0)-, or isopropylaminocarbonyl 

(CH3)2CHNHC(=O)-). 

RBIs selected from methyl, ethyl, isopropyl, bromo, or chloro; and 

—R9  is CEI2NR10R11  or —NR19R11wherein the substituted amino group —NR19R" is a 

morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino, isopropylamino, diethylamino, 

cyclohexylamino, cyclopentylamino, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N- 
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methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thiomorpholinyl-dioxide, 4- 

hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a pharmaceutically acceptable salt or prodrug thereof, 

and wherein the second pharmaceutical component is a PI3Kinase inhibitor 
for use in the treatment of a proliferative disease. 

10. 	The use of an effective amount of a first pharmaceutical component and a second 

pharmaceutical component in the manufacture of a medicament for the treatment of a 

proliferative disease,_wherein the firstpharmaceutical component is a Hsp90 inhibitor that 

is a compound according to formula (III) 

N N/
124  

Rs  

Ra 

H2N 

0 
R6  Rs  

(III) 

or a pharmaceutically acceptable salt or prodrug thereof, wherein 

wherein R2  is selected from the group consisting of 
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(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) Cr-C6  alkoxy, 

(5) thiol, 

(6) C1-Ca alkylthiol, 

(7) substituted or unsubstituted C1-05 alkyl, 

(8) amino or substituted amino, 

(9) substituted or unsubstituted aryl, 

(10) substituted or unsubstituted heteroaryl, and 

(11) substituted or unsubstituted heterocyclyl: 

R4  is hydrogen or substituted or unsubstituted C1-C6 alkyl; 

R5  is hydrogen, alkyl, alkoxy, or halo; 

each of R5, R7, le, and R5  are independently selected from the group consisting of 

hydrogen, alkyl, alkoxy, halo, substituted or unsubstituted aryl, and substituted or unsubstituted 

heteroaryl: 

with the proviso that when Ra  is amino and R5, R7, R8, and R9  are hydrogen, then R5  is 

not hydrogen, alkyl, alkoxy, or halo or 

a compound of formula (E) 

itRa 

HO 	11111 

OH 0-N 

(E) 

wherein 

R3 is selected from methylaminocarbonyl CH3OH2NHC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=0)-, propylaminocarbonyl CF13CH2CH2NHC(=0)-, or isopropylaminocarbonyl 

(CI-12)2CHNHC(=0)-), 

Ra is selected from methyl, ethyl, isopropyl, bromo, or chloro; and 

—R9  is CH2NR10R11  or --NR1°R11 wherein the substituted amino group —NOR" is a 

morpholinyl, piperldinyl, piperazinyl, pyrrolidinyl, ethylamino, isopropyiamino, diethylamino, 

cyclohexvlamino, cyclopentylamlno, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinvl. N- 
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methylpiperazinyl, methylsulfonylamino, thiomorphollnyl, thiomorpholinyl-dioxide, 4- 
hydroxyethylpiperldinyl or 4-hydroxypiperldinyi, 

or a pharmaceutically acceptable salt or prodrug thereof, 

and wherein the second pharmaceutical component is a PI3Kinase inhibitor, 

11. The i pharmaceutical components of claim 9 or the use of 
claim 10, wherein the PI3Kinase inhibitor is  

3H-Furo[4,3,2-de]indeno[4,5-h]-2-benzopyran-3,6,9-trione, 11-(acetyloxy)-1,6b,7,8,9a,10,11,11b- 

octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, (19,6bR,9a8,11R,11bR)- (9CI); 8-phenyl-2-

4-(trifluoromethyl)-5-(2,6-dimorpholinopyrimidln-4-yOpyridin-2-(morpholln-4-yl)-chromen-4-one, 

amine, 2-Methyl-244-(3-methyl-2-oxo-8-quInolin-3-y1-213-dihydro-imIdazo[4,5-c]quinolin-1-y1)-

phenyl]-propionitrile or Quercetin Dihydrate or a pharmaceutically acceptable salt thereof.. 

12. 	The pharmaceutical components or the use of claim 11_, wherein 

the compound according to Formula (III) is 

(R)-2-amino-7-[2-(2-fluoro-pyridin-34)-pheny1]-4-methyl-7,8-dihydro-6H-pyrido[4,3- 
1 

cl]pyrimidin-5-one, 

(S)-2-amino-6-benzy1-744-fluoro-2-(2-fluoro-pyriclin-3-y1)-phenyll-4-methyl-7,8-dihydro- 
6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(2-fluoro-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro-61-1- 
pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-7-(2-bromo-4-fluoro-phenyl)-619)-1-(4-methoxy-pheny1)-ethyl]-4-methyl- 
7,8-d1hydro-61-1-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-742-(6-methoxy-pyrldln-2-y9-pheny11-4-methy1-7,8-clihydro-6H-pyrido[4,3- 
dlpyrimidin-5-one 

(R)-2-amino-744-fluoro-2-(6-methoxy-pyrldin-2-y1)-phenylj-4-methyl-7,8-dihydro-6H- 
pyrido[4,3-d]pyrimidln-5-one, 

2-amino-744-fluoro-2-(6-methoxy-pyridin-2-y1)-phenyl]-4,6-dImethyl-7,8-dihydro-61-1- 
pyrido[4,3-d]pyrimIclin-5-one, 

2-amino-7-[4-fluoro-2-(2-fluoro-pyrldin-3-y1)-phenyl]-4,6-dimethyl-7,8-dihydro-61-1- 
pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-14-fluoro-2-(6-methoxypyridin-2-yl)pheny1J-4-mathyl-7,8-dihydropyrido[4,3- 
rApyrimidin-5(6H)-one, 

2-amino-742-(6-methoxy-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-
d]pyrimIdin-5-one, 
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(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-211)-pheny1]-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-a mino-714-fluoro-2-(6-methoxy-pyrazin-2-y1)-phenyl]-4,6-dImethy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-742-(2-methoxy-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

one, 

2-amino-7-(5-fluoro-24dfluoromethoxy-biphenyl-2-y0-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-742-(2-chloro-pyridin-3-y1)-4-fluoro-phenyl]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(5-fluoro-pyridin-3-y1)-phenyl]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-isoquinolin-4-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,31-difluoro-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

one,  
2-amino-712-(4-ohloro-pyridln-3-y1)-4-tluoro-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,2'-difluoro-T-methoxy-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido14,3-

d]pyrimidin-5-one, 

2-amino-7-(5,4'-difluoro-2'-methyl-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

2-amino-7-(5-fluoro-2'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-7,8-dihydro-6H-Pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-14-fiuoro-2-(2-methoxy-pyridin-3-y1)-pheny11-4-methy1-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one. 

2-amino-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-6-(3-amino-propy1)-744-fluoro-2-(6-methoxy-pyddin-2-y1)-phenylj-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one; 
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2-amino-7-(4-fluoro-2-pyddin-3-yl-phenyl)-4-methyl-7,8-dihydro-61-1-pyrido[4.3-
d]pyrimidin-5-one, 

2-amino-7-(512'-difluoro-4'-methyl-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

ci]pyrimidin-5-one, 
2-amino-7-[4-fluoro-2-(1-methyl-11-1-pyrazol-4-y1)-phenyl]-4-methyl-7,8-dihydro-61-1-

pyrido(4,3-d]pyrimidln-5-one, 
2-a mino-7-[4-fluoro-2-(1 H-pyrazol-4-y1)-phenyl]-4-methyl-7,8-dihydro-6H-pyrida[4,3-

d]pyrimidin-5-one, 
2-amino-4-methy1-7-(5,2',34rifluoro-biphenyl-2-y1)-7,8-dihydro-61-1-pyrldo[4,3-d]pyrimidin- 

5-one, 
2-amino-7-(2-bromo-4-fluoro-pheny1)-4-methy1-6-(2-methyl-2-morpholin-4-yl-propyl)-7,8-

dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 
2-amIno-7-(3'-dimethylamino-5-fluoro-biphenyl-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 
2-amino-742-(2,4-climethoxy-pyrimIdin-5-y1)-4-tuoro-phenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 
2-amino-744-fluoro-2-(5-methoxy-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidln-5-one, 
2-amino-7-(4-fluoro-2-pyrimIdin-5-yl-pheny1)-4-methyI-6-(2-methy1-2-morpholin-4-yl-

propy1)-7,8-dihydro-61-1-pyrido[4,3-d]pyrimidin-5-one, 
2-amino-744-fluoro-2-(2-methoxy-pyridin-3-y1)-phenyli-4-methy1-6-(2-methy1-2-

morpholln-4-yl-propyI)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 
2-amino-7-(5-fluoro-31-methoxy-biphenyl-2-y1)-4-rnethyl-6-(2-methyl-2-morpholin-4-yl-

propyI)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-arnino-744-fluoro-2-(4-methoxy-5-methyl-pyrimidin-2-y1)-phenyl]-4-methyl-7.8-
dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amIno-7-(4-fluoro-2-furan-3-yi-phenyl)-4-methyl-7.8-dihydro-61-1-pyrido[4,3-d]pyrimidln- 

5-one, 
5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-

carboxylic acid ethylamide, or 
a pharmaceutically acceptable salt or prodrug thereof. 	 . 

13. 	The pharmaceutical components of claim 9 or the use of 

claim 19, wherein the PI3Kinase inhibitor Is 
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3H-Furo[4 3,2-de]indeno[4,5-h]-2-benzopyran-3,6,9-tdone, 11-(acetyloxy)-1,6b,7,8,98,10,11,11b- 

octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, (18,6bR,9a3,11R,11bR)- (9CI); 8-phenyl-2-

(morpholin-4-y1)-chromen-4-one, 4-(trilluoromethyl)-5-(2,6-dimorpholinoPyrImidin-4-14)pyridin-2-

amine, 2-Methy1-244-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-dihydro-imidazo[4,5-c]quinolln-l-y1)-

phenylkpropionitrile or Quercetin Dihydrate; or a pharmaceutically acceptable salt thereof. 

14. The pharmaceutical components or SAD of claim _13, 	 • 

for the administration of .4-(trifluoromethyl)-5-(2,6- ' 

dfmorpholinopyrimidin-4-yfipyridin-2-amine or a pharmaceutically acceptable salt thereof, 

15. The i pharmaceutical components or the use of claim 13, for the. 

administration of .2-Methyl-2-(4-(3-methyl-2-oxo-8— 

quinolln-3-yl-2,3-dIhydro-imidazo[4,5-c]quinolin-1-y1)-phenyll-propionitrile or a pharmaceutically 

acceptable salt thereof. 

' 16. The _Pharmaceutical components of claim 9 or 	 _ 

the use of claim 10, wherein treating said proliferative disorder is treatment 
of tumors, myeiomas, leukemias, angiogenesis, psoriasis, restenosis, scierodermitls or fibrosis, 

carcinoma of the brain, kidney, liver, adrenal gland, bladder, breast, stomach, gastric tumors, 

ovaries, colon, rectum, prostate, pancreas, lung, vagina or thyroid, sarcoma, glioblastomas, 

multiple myeloma or gastrointestinal cancer, colon carcinoma, colorectal adenoma, a tumor of 

the neck and head, an epidermal hyperproliferation, prostate hyperplasia, a neoplasia, a 

neoplasia of epithelial character, lymphomas, a mammary carcinoma, Cowden syndrome, 

Lhermitte-Dudos disease or Bannayan-Zonana syndrome. 

' 	17. The :pharmaceutical components of claim 9 or the use of 

claim 10, wherein the compound according to Formula (III) and the PI3Kinase inhibitor are to be 

administered together as a single pharmaceutical composition. 

18. The- pharmaceutical components of claim 9 or the use of 

claim 10, wherein the compound according to Formula (III) and the PI3Kinase inhibitor are to be 

administered as separate compositions. 

19- The -pharmaceutical components of &ring or the use of 
claim 10, wherein the compound according to Formula (III) and the PI3Kinase 

inhibitor are to be administered sequentially. 

20. .An effective amount of an Hsp 90 inhibitor and a PI3Kinase inhibitor for use in the therapeutic 

treatment of 	-a proliferative disease. 

21. 	The use of an effective amount of an I-1SP 90 inhibitor and a PI3Kinase inhibitor in the 

manufacture of a medicament for therapeutic treatment of a proliferative disease. 
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22. 	A kit, comprising: (a) a first pharmaceutical composition comprising an Hsp90 inhibitor a 

compound according to Formula (I) 

Ra  0 

NN R  ../ 

I 
H2N

/\ %. \z'\ N 	 R- 

(I) 
or a pharmaceutically acceptable salt or prodrug thereof, in a first 

acceptable carrier, wherein 

pharmaceutically 

R3  is selected from the group consisting of 

(1) hydrogen, 

(2) halogen, 

(3) hydroxyl, 

(4) C1-05  alkoxy, 

(5) thiol, 

(6) C1-C6  alkyithiol, 

(7) substituted or unsubstituted C1-C6 alkyl, 

(8) amino or substituted amino, 

(9) substituted or unsubstituted aryl, 

(10) substituted or unsubstituted heteroaryl, and 

(11) substituted or unsubstituted heterocyclyl; 

R is selected from the group consisting of 

(1) hydrogen, 

(2) substituted or unsubstituted C1-C6 alkyl, 

(3) substituted or unsubstituted 02-C6 alkenyl, 

(4) substituted or unsubstituted C2-C6 alkynyl, 

(5) substituted or unsubstituted C3-C7 cycloalkyl, 

(6) substituted or unsubstituted C5-C7 cycloalkenyl, 

(7) substituted or unsubstituted aryl, 

(8) substituted or unsubstituted heteroaryl, and 

(9) substituted or unsubstituted heterocyclyl; 
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Rb  is selected from the group consisting of 

(1) substituted or unsubstituted C3-C7 cycloalkyl, 

(2) substituted or unsubstituted C5-C7 cycloalkenyl, 

(3) substituted or unsubstituted aryl, 

(4) substituted or unsubstituted heteroaryl, and 

(5) substituted or unsubstituted heterocyclyl; and 

with the proviso that when R" is amino, then Rb  is not phenyl, 4-alkyl-phenyl, 4-alkoxy- 

phenyl, or 4-halo-phenyl, or 

a compound of formula (E) 

agps\R3 

I-10 io 	w. 
R3  

OH 0-N 

(9) 

wherein 

R3 is selected from methylaminocarbonyl CH3CH2NHC(=0)- , ethylaminocarbonyl 

CH3CH2NHC(=O)-, propylaminocarbonyl CH3CH2CH2NHC(=0)-, or isopropylaminocarbonyl 

(CH3)2CHNHC(=O)-), 

R3  is selected from methyl, ethyl, isopropyl, bromo, or chloro; and 

R9 is —CH2NRWR17  or —NR1°R" wherein the substituted amino group —NR10R11  Is a 

morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino, isopropylamino, diethylamino, 

cyclohexylamino, cyclopentylamino, methoxyethylamino, piperidln-4-yl, N-acetylpiperazinyl, N-

methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thlomorpholinyl-dioxide, 4-

hydroxyethylpiperidinyl or 4-hydroxypiperidinyl, 

or a pharmaceutically acceptable salt or prodrug thereof, 

and (b) a PI3Kinase inhibitor, in a second pharmaceutically acceptable carrier. 

wherein 

the lisp90 inhibitor is 

(R)-2-amino-742-(2-fluoro-pyridin-3-y1)-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 
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(S)-2-amino-6-benzy1-744-fluoro-242-fluoro-pyridin-3-y1)-phenyik4-methyl-7,8-dihydro- 

6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-242-fluoro-pyridin-3-y1)-pheny11-4-methyl-7,8-dihydro-6H- 

pyrido(4,3-d]pyrimidin-5-one, 

(R)-2-amino-742-bromo-4-fluoro-pheny1)-6-[(S)-1-(4-methoxy-phenyl)-ethyl]-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-742-(6-methoxy-pyridin-2-y1)-pheny1]-4-methyl-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

(R)-2-amino-714-fluoro-2-(6-methoxy-pyridin-2-y1)-pheny11-4-methyl-7,8-dihydro-6H-

pyrido[4,34pyrimidin-5-one, 

2-amino-744-fluoro-246-methoxy-pyridin-2-y1)-phenyl]-4,6-dimethyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 
2-amino-744-fluoro-242-fluoro-pyridin-3-ylyphenyl]-4,6-dimethyl-7,8-dihydro-6H-

pyrido[4,3-dipyrimidin-5-one, 

2-amino-744-fluoro-2-(6-metho>rypyridin-2-yl)pheny1]-4-methyl-7,8-dihydropyrido[4,3-

ir4pyrimidin-5(6H)-one, 

2-amino-74246-methoxy-pyrazin-2-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 
(R)-2-amino-744-fluoro-246-methoxy-pyrazin-2-ylyphenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 
2-amlno-7-[4-fluoro-2-(6-methoxy-pyrazin-2-0)-phenyl]-4,6-dimethyl-7,8-dihydro-6H-

pyrido[4,3-d]pyrImidin-5-one, 

2-amlno-742-(2-methoxy-pyridin-3-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 
2-amino-745,2'-difluoro-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimIdin-5-

one, 

2-amino-7-(5-fluoro4-trifluoromethoxy-biphenyl-2-y1)-4-methyl-7,8-dlhydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-74242-chloro-pyridin-3-y1)-4-fluoro-phenyIJ-4-methyl-7,8-dihydro-6H-pyrido[4,3-

djpyrimidin-5-one, 

2-amino-744-fluoro-2-(641uoro-pyridin-3-y1)-pheny11-4-methy1-7,8-dihydro-6H-pyrido[4,3-

dipyrimidin&one, 

2-amino-744-fluoro-2-Isoquinolin-4-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

dipyrimidin-5-one, 
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2-amlno-7-(5,3'-difluoro-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-d]pyrimIdin-5-

one, 

2-amino-742-(4-chloro-pyridin-3-y1)-4-fluoro-pheny1]-4-methy1-7,8-dlhydro-6H-pyrido[4,3-

d]pyrimidln-5-one, 

2-amino-7-(5,2'-difluoro-3'-methoxy-bipheny1-2-y1)-4-methy1-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5,4'-difluoro-2'-methyl-bipheny1-2-y1)-4-methyl-7,8-dihydro-61-1-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-2'-methoxy-bipheny1-211)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidln-5-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(2-methoxy-pyridln-311)-pheny1]-4-methy1-7,8-d1hydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(5-fluoro-3'-methoxy-bipheny1-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

(R)-2-amino-6-(3-amino-propy1)-714-fluoro-2-(6-methoxy-pyridin-2-y1)-phenylj-4-methyl- 

7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyridin-3-yl-pheny1)-4-methyl-7,8-dihydro-6H-pyrido[4,3- 

d]pyrimidin-5-one, 

2-amino-7-(5,2'-dlfluoro-4'-methyl-biphenyl-2-y1)-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimIdin-5-one, 

2-amino-744-fluoro-2-(1-methy1-111-pyrazol-4-y1)-phenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4,3-dipyrimidin-5-one, 

2-amino-7-[4-fluoro-2-(1H-pyrazol-4-y1)-pheny1]-4-methy1-7,8-dihydro-6H-pyrldo[4,3- 

d]pyrimidln-5-one, 

2-amlno-4-methy1-7-(5,2',34rifluoro-biphenyl-2-y1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

2-amino-7-(2-bromo-4-fluoro-pheny1)-4-methy1-6-(2-methyl-2-morpholin-4-yl-propy1)-7,8-

dihydro-6H-pyrldo[4,3-d]pyrimidin-5-one, 

2-amino-7-(3'-dimethylamlno-5-fluoro-bipheny1-2-y0-4-methyl-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, 

2-amino-7-[2-(2,4-dimethoxy-pyrimidin-5-y1)-4-fluoro-pheny1]-4-methy1-7,8-dthydro-6H-

pyrido[4,3-d]pyrimidin-5-one, 
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2-amino-744-fluoro-2-(5-methoxy-pyridin-3-A-phenyl]-4-methyl-7,8-dihydro-6H-

pyrido[4.,3-dlpyrimidin-5-one, 

2-amino-7-(4-fluoro-2-pyrimidin-5-yl-pheny1)-4-methyl-6-(2-methyl-2-morpholin-4-yl-

propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

2-amino-744-fluoro-2-(2-methoxy-pyridin-3-y1)-pheny1]-4-methyl-6-(2-methyl-2-

morpholin-4-yl-propy1)-7,8-dihydro-6H-pyrido[4,3-dlpyrimidin-5-one, 

2-amino-7-(5-fluoro-31-methoxy-bipheny1-2-y1)-4-methyi-6-(2-methyl-2-morpholin-4-yl-

propy1)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 

(R)-2-amino-744-fluoro-2-(4-methoxy-5-methyl-pyrimidin-2-y1)-phenyl]-4-methyl-7,8-

dihydro-6H-pyrido[4,3-d]pyrImidin-5-one, 

2-amino-7-(4-fluoro-2-furan-3-yl-phenyl)-4-methyl-7,8-dihyd ro-6H-pyrido[4,3-d]pyrimidin- 

5-one, 

5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenylyisoxazole-3- 

carboxylic acid ethylamide or 

a pharmaceutically acceptable salt or prodrug thereof; and 

the PI3Kinase inhibitor is 3H-Furo[4,3,2-de)indeno[4,5-h]-2-benzopyran-3,6,9-trione, 11- 

(acetyloxy)-1,6b.7,8,9a,10,11,11b-octahydro-1-(methoxymethyl)-9a,11b-dimethyl-, 

(9CI); 8-phenyl-2-(morpholin-4-y1)-chromen-4-one, 4-(trifluoromethyl)-5- (13,6bR,9a8,11R,11bR)- 

(2,6-dlmorpholinopyrimidin-4-yl)pyridin-2-amine, 2-Methyl-244-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-

dihydro-imidazo[4,51quinolin-1-y1)-phenylFproplonitrile or Quercetin Dihydrate; or a 

pharmaceutically acceptable salt thereof. 


