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WHAT IS CLAIMED IS: 

1. A pharmaceutical combination comprising (a) a Hsp90 inhibitor compound accordin: 

Formula (I) 

(I) 
or a pharmaceutical^ acceptable salt or prodrug thereof, wherein 
Ra is selected from the group consisting of 

(1) hydrogen, 
halogen, 
hydroxy!, 
CI-CQ afkoxy, 
thiol, 
C1-C0 alkylthiol, 
substituted or unsubstiJ^Ted C-\-CQ alkyl, 

amino orsubstitutec^Gmino, 
substituted or unarostituted aryl, 
substituted or unsubstituted heteroary], and 
substituted orunsubstituted heterocyclyl; 

(2). 
(3) 
(4) 
(5) 
(6) 
(7) 

(6) 
(9) 
(10) 
(11) 

R is selected from the gj 
(1) hydrot 

ip consisting of 

sub^ftuted orunsubstituted C-J-CB alky), 

si/Dstituted orunsubstituted C2-C5 alkenyl, 

'substituted orunsubstituted C2-C0 alkynyl, 

substituted or unsubstituted C3-C7 cycloalkyl, 

substituted or unsubstituted C5-C7 cycloalkenyl, 

substituted or unsubstituted aryl, 
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 C3-C7 cycloalkyl, A 
(2) substituted or unsubstituted C5-C7 cycloalkenyl, / 
(3) substituted or unsubstituted aryl, / 
(4) substituted or unsubstituted heteroary!, and / 
(5) substituted or unsubstituted heterocyclyl; and / 

with the proviso that when Ra is amino, then Rb is not phenyl, 4-alkyI-pbfenyl, 4-alkoxy-
phenyi, or4-halo-phenyf, or / 

a compound of formula (E) / 

(E) / 
wherein / 

R3 is selected from melhylaminocarbonyl CH5CH2NHC{=0)-, ethylaminocarbonyl 
CH3CH2NHC(^O)-, propylaminocarbonyl CH3C^2CH2NH0(=0)-, or isopropylamtnocarbonyl 
(CH3)2CHNHC(=0)-), / 

Re is selected from methyl, ethyl, Isopropyl, bromo, or chloro; and 
R9 is -CH2NR1DR" or-NR10R11 wherein the substituted amino group -NR1DR" is a 

morphollnyl, piperidlnyl, piperazinyl,iyrroIidinyl, ethylaminoT isopropylamino, diethylamino, 
cyclohexylamtno, cyclopentylaminjC methoxyethylamino, piperidin-4-yl, N-acetylpiperaziny), N-
methylpipera2inyl, methyisuiforalamino, thiomorpholiny), thiomorpholinyl-dioxide, 4-
hydroxyethylpiperidinyl or 4~$droxyp)perid!nyl 

a -CH2- that links wffh a morphollnyl, piperidinyl, piperazinyi, pyrrolldinyl, ethylamino, 
isopropylamino, dlethybfmlno, cyclohexylamino, cyclopentylamino, methoxyethylamino, 
piperidin-4-yl, N-acatflpiperazinyl, N-methylpipera2inyl, methylsulfonylamino, thiomorpholinyl, 
thiomorpholinyl-dkoxlde, 4-hydroxyethyIplperfdinyl or 4-hydroxypiperidinyl, 

or a phacmaceutlcally acceptable salt or prodrug thereof, 
andjD) a PI3Kinase inhibitor. 
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2. The pharmaceutical combination according to claim 1, wherein the PJ3K»nase inhibitor ia 
SH-Furo^.S^-delindeno^.S-h^-benzopyran-S^-trione, 11-(acety!oxy)-l ,6b,7,8,98,10,11,11^ 
octahydro-1-(methoxymethyi)-9a,11b-dimethyI-, (1Sl6bR,9aS»11R,11bR)-(9CI); 8-phenyl-2^ 
(morphoIin-4-yl)-chromen-4-one, 4-(Mfiuoromethyl)-5-(2,6-dimorpholinopyrjmidin-4-yl)py^in-2-
amine, 2-MethyI-2-[4-(3"methy!-2-oxo-8-quinolin-3-yI-2,3-dihydro-imidazo[4,5-c]quino!«R-^}-
phenyfl-propionitrile or Quercetin Dlhydrate; or a pharmaceuticaily acceptable salt thereof. 

3. The pharmaceutical combination according to claim 2, wherein the PUlkinase inhibitor is 
4-(trifluoromethyi)-5-(2l6-dlmorpholinopyrimidin-4-yI)pyridin-2-amine or a plwrnaceutically 
acceptable salt thereof. / 

4. The pharmaceutical combination according to claim 2, wherein the Pl3Kinase inhibitor is 
2-Methyl-2-[4-{3-methyI-2-oxo-8-qulno[in-3-yl-2)3-d!hydro-imIda^f4l5-c]quInolin-1-yl)-pheny]]-
propionitnle or a pharmaceuticaily acceptabfe salt thereof. / 

5. The pharmaceutical combination according to cjetm 1, wherein the Hsp90 inhibitor is 
(R)-2-arntno-7-[2-(2-fluoro-pyridin-3-yl)-phenylI-4-melnyI-7J8-dihydro-6H-pyrido[4>3-d3pyrimidin~ 
5-one, / 

(S)-2-amina~6-benzyl-7-[4-fluoro-2-(2-flu6ro-pyridin-3-yJ)-phenyl]-4-methyl-7,8-dihydro-
6H-pyrido[4,3-d]pyrimidin-5-one, / 

(R)-2-amino-7-{4-fluoro-2-(2-fiuor^yridin-3-yi)-phenyl]~4-methyl-7,8-dihydro-6H-
pyrido[4,3-dJpyrimidin-5-one, / 

(R)-2-amino-7-(2-bromo-4-fliisro-phenyl)-6-[(S)-1-(4-methoxy-pheny))-ethyi]-4-methyI-
7t8-dlhydro-6H-pyrido[4,3-d]pyrirnroin-5-one, 

(R)-2-amino-7-[2-(6-meJnoxy-pyridin-2-yl)-phenyl]-4-methyl-7l8-dihydro-6H-pyrido[4,3-
dJpyrimidin-5-one, / 

(R)-2-amino-7-[4-Moro-2-(6-methoxy-pyridin-2-yO-phenyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d]pyrimldin-^ne, 

2-amino-7-[^fluoro-2-(6-methoxy-pyridln-2-y]}-phenyl]-4,6-dimethyl-718-dihydro-6H-
pyrido[4,3-d]pyrimrain-5-one, 

2-amina^7-[4-fluoro-2-(2-fIuoro-pyridin-3-yI)-phenyl]-4l6-dimethyi-7l8-dihydro-6H-
pyrido^S-dlpyrlmldin-S-one, 

2-dmino-7-[4-fIuoro-2-(6-methoxypyridin-2-yl)phenyl]-4-methyI-7,8-dihydropyrido[4,3-
cflpyrirarain-5(6H)-one; 
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2-amino-7-[2-(6-methoxy-pyfazin-2-yl)-pheny!]-4-methy!-7>8-dihydro-6H-pyrido[413-
d]pyrimidin-5-one, / 

(R)-2-amin0-7-[4-fIu0r0-2-C6-meth0xy-pyrazin-2-y|)-phenyIH-I1fiethyl-7,8-dihydr0'6Hp 
pyrido[4,3-d]pyrirnid(n-5-one; f 

2-amino-7-[4-fIuoro-2-(6-methoxy-pyra2in-2-yl)-phenyl]-4l6-dimeihyl-7>8-dihy^D-6H-
pyrid0[4,3-d]pyrimidin-5-0fie, / 

2-amino-7-[2-(2-methoxy-pyridin-3-yl)-phenylM-me%l-7,8^ihydro-6H-p$doj4,3-
d3pyrimidin-5-one, / 

2-amino-7-(5,2'-difIuorQ-biphenyI-2-yl)-4-methyl-7,8-dihydro-6H-pyrwK)[4,3-d]pyrimidin-5-
one, / 

2-amino-7-(5-fluoro-2'-trlfluoromethoxy-biphenyI-2-yI)-4-methN^7,8-dihydro-6H-
pyrido[4,3-d]pyrImidln-5-onet / 

2-amino-7-[2-(2-chloro-pyridin-3-yl)-4-fluoro-phenyl]-4-ms(fiiyl-7J8-dihydro-6H-pyrIdo[4,3-
d]pyrimldln-5-one, / 

2-amino-7-[4-fluoro-2-(6-fluoro-pyridin-3-y|)-phenylj^PmethyI-7I8-dihydrO'6H-pyrido[4<3-
d]pyrfmIdin-5-one, / 

2-amtno-7-(4-fluoro-2-isoquinolfn-4-yl-pheny!W£methyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, / 

2-amino-7-(5t3,-difluoro-biphenyl-2-yl)-4^fethyl-7,8-d[hydro-6H-pyrido[4I3-d]pyrimidin-5-
one, / 

2-amino-7-[2-(4-chloro-pyridfn-3-ylWRluoro-phenyl]-4-methy!-7,8-dihydro-6H-pyrido[4,3-
d] pynmidin-5-one, / 

2-amino-7-(5l2,-d(fluoro-3,-rnettfoxy-biphenyl-2-yl)-4-methyl-7l8-dihydro-6H-pyrido[4l3-
d]pyrimidin-5-one, / 

2-amino-7-(514'-difluoro-2jtfnethyl-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-pyrtdo[4I3-
d]pyrimidin-5-one, / 

2-amlno-7-(5-fIuoroJT-meihoxy-biphenyl-2-yl)-4-niethyI-7,8-dihydro-6H-pyridD[4,3-
d]pyrimidin-5-one, / 

2-amino-7-(4-fbdoro-2-pyrImidin-5-yI-phenyl)-4-methyl-7,8-dihydro-6H-pyrido[4l3-
d}pyrImfdin-5-one, / 

2-amino-^4-fIuoro-2-(2-methoxy-pyrIdin-3-yI)-phenyiJ-4H7iethyl-718-dihydro-6H-
pyrido[4I3-d3pvnmidIn'-5-onet 

2-ararno-7-(5-fIuoro-3'-methoxy-biphenyI-2-yI)-4-methyI-7,8-dihydro-eH-pyrido[4,3-
d]pyrimidjn-5-one. 
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(R)-2-amIno-6-(3-amino-propyl)-7-[4-fluoro-2-(6-methoxy-pyridin-2-y])-phenyl3-4-methyl-
7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, / 

2-amlno-7-(4-fluoro-2-pyrIdin-3-yl-phenyl)-4-roethyl-7l8-dihydro-6H-pyrido[413- / 
djpyrimfdin-5-one, / 

2-amino-7-(5,2'-diftuoro-4'-methyI-biphenyl-2-yI)-4-methyI-718Ki)hydro-6H-pyrM4I3-
d]pyrimidin-5-one, / 

2-arnino-7-[4-fluoro-2-(1-methyMH-pyrazol-4-y^phenyl]-4-methyl-7t8-dilmJra-6H-
pyridofrS-djpyn'midin-S-one, / 

2-amino-7-[4-fluoro-2-(1 H-pyrazo!-4-yl)-phenyI]-4-methyl-7t8-dihydrQ^eH-pyrido[4,3-
djpyrimidin-5-one, / 

2-amino-4-methyl-7-(512,l3l-trlf]uoro-falphenyl-2-yI)-7,8-dihydro-^H-pyrIdo[413-d]pyrimldJn-
5-one, / 

2-aminQ-7-(2-bromo-4-fluoro-phenyl)-4-methyI-6-(2-meth\^2-rnorpholIn-4-yl-propyf)-7,8-
dihydro-6H-pyrido[4,3-d]pyrimidin-5-one; / 

2-amino-7-(3'-dlrnethylamino-5-fluoro-biphenyl-2-yl)^methyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimldin-5-one, £ 

2-amino-7-[2-(2,4-dimethoKy-pyrimidin-5-yt)-4-jdoro-pheny)J-4-methyI-7,8-dihydro»6H-
pyrldo^-dJpyrimidin-S-one, £ 

2-amino-7-[4-fiuoro-2-(5-methoxy-pyridin-3^,l)-phenyi]-4-methyl-7I8-dihydro-6H-
pyrido[4,3-d]pyrimidln-5-one, / 

2-amino-7-{4-fluoro-2-pyrimld[n-5-yt-oftenyI}-4-methyI-6-(2-methy[-2-morpho!in-4-yl-
propyl^.S-dihydro-eH-pyiido^.S-djpyrimpn-S-one, 

2-amino-7-[4-fluoro-2-(2-methow-pyridin-3-yl)-phenyl]-4-methyl-6-(2-methyl-2-
morpholin-4-yl-propy])-7,8-dIhydro-6fefpyr!do[4,3-d]pyrimidin-5-oneJ 

2-amino-7-(5-fluoro-3'-metpxy-biphenyl-2-yl)-4-methyl-6-(2-methyl-2-morpholin-4-yl-
propyl)-718-dihydro-6H-pyrido[46-d]pyrimidIn-5-or»e1 

(R)-2-amino-7-[4-fluooB-2-{4-methoxy-5*methyl-pyrimidin-2-yl)-phenyI]-4-methyl-7,8- * 
dihydro-6H-pyrido[4,3-d]pynmidin-5-one, 

2'amino-7-(4-f!u(ro-2-furan-3-yNphenyl)-4-methyl-7l8-dihydro-6H-pyrido[4I3-d3pyrimidin-
5-one, f 

5-(2I4-Dihvfffoxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazo!e-3-
carboxylic acid Wthylamide or 
a pharmaceuticaily acceptable sa!t or prodrug thereof. 
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6. A pharmaceutical combination comprising 
(a) an Hsp 90 Inhibitor according to formula (Hi) 

H?N 

(II!) 
or a pharmaceuticaily acceptable salt or prodrug thereofwherein 
wherein Ra is selected from the group consisting of 

(1) hydrogen, 
halogen, 
hydroxy!, 
CrCs alkoxy, 
thiol, 
CpCs alkylthiol, 
substituted or unsubstituted C-j-Cg alkyl, 

amino or substituted amino, 
substituted (^Unsubstituted aryi, 
subsfitutedror unsubstituted heteroaryl, and 
substituted or unsubstituted heterocyclyl; 

R4 is hydrogen orsyostituted or unsubstituted C-j-Cg alkyl; 

R5 is hydrogen, alfcyl, alkoxy, or halo; 
each of R6, Hyk\ and R9 are independently selected from the group consisting of 

hydrogen, alkyl, aljgexy, halo, substituted or unsubstituted aryl, and substituted or unsubstituted 
heteroaryl; 

with tb#proviso that when Rfl is amino and R6, R7, R8, and R9 are hydrogen, then R5 is 
not hydrogwi, alkyl, alkoxy, or halo; or 

a flcmpound of formula (E) 

(2) 
(3} 
(4) 
(5) 
(6) 
(7) 

(8) 
(9) 
(10) 

(11) 
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(E) / 

wherein / 
R3 is selected from methylaminocarbonyl CH3CH2NHC(=0)-, ethytaminjrcarbonyi 

CHaCHzNHCC^O)-, propylaminocarbonyl CH3CH2CH2NHC(=0)-, or isoprog/aminocarbonyl 
(CH3)2CHNHC(=OH, / 

Rs Is selected from methyl, ethyl, fsopropyl, bromo, or chloro; zxf 
Rg is -CH2NR10R" or -NR10R11 wherein the substituted amfng^roup -NR10R11 is a 

morpholinyl, plperidinyf, piperazinyl, pyrrolidinyl, ethylamino, Isopropylamino, diethylamino, 
cyclohexytamino, cyclopentylamino, methoxyethylamino, pipenGin-4-yl, N-acetylpiperazinyl, N-
methylpiperazinyl, methylsulfonylamino, thlomorphollnyl, IhWmorphoIinyl-dtoxide, 4-
hydroxyethylpiperidinyl or 4-hydroxypiperidfnyl, / 

or a pharmaceuticaily acceptable salt or prodru&mereof, 
and (b) a Pl3Kinase inhibitor. / 

7. The pharmaceutical combination according to claim 6, wherein the P?3KInase inhibitor 
comprises SH-Furo^.S^-delindeno^.S-hJ^-jrenzopyran-S.B.^triane, 11-(acetyloxy)-
1,6^7,8,98,10,11,11 b-octahydro-l^metho^ymethyO-Qa.Hb-dimethyl-, (1S,6bR,9aSt11R,11bR)-
(9CI); 8-phenyl-2-(morpholin-4-yI)-chroraen-4-one, 4-(trifiuoromethyI)-5-(2l6-
dimorpholinopyrimidin-4-yl)pyridin-2-amine, 2-Methyl-2-[4^3-methyI-2-oxo-8-quinolin-3-yl~213-
dihydro-imidazo^s-clquinolin-l-yj^phenyn-propionitrile or Quercetin Dihydrate or a 
pharmaceuticaily acceptable sawhereof. 

8. A pharmaceutical combination comprising (a) an Hsp90 inhibitor that is 
(RJ^-amino^-E^^-fluoro-pyridin-S-ylJ-phenylH-rtiethyl-^S-dihydro-eH-pyricfo^.S-

d]pyrimidin-5-one, / 
(S)-2-aminQ^-benzyI-7-[4-fIuoro-2-(2-fluoro-pyridin-3-yl)-phenyI3-4-methyl-7,8-dihydro-

6H-pyrido[4,3-dJ|^rimidin-5-one, 
(R)-2^miinow7-[4-fluoro-2-(2-fluoro-pyridin-3-yl)-phenyl]-4-methyl-718-dihydro-6H-

pyrido[4t3-filpyrimidtn-5-one, 
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(R)-2-amino-7-(2-bromo-4'fIuoro-phenyl)-6-[(S)-1-(4-methoxy-phenyl)-ethyl3-4-methyl- . 
7,8<iihydro-6Hi3yrojo[4,3Hj]pyrimidin-5-one, / 

(R)-2-amino-7-[2-(6-methoxy-pyridin-2-yl)-phenyl]-4-methyI-718-dihydro-6H-pyridoF^5-
d]pyrimidin-5-one, / 

(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyridin-2-yl)-phenyl>4-methyI-7,8-dihy^-6H-
pyrIdo[4,3-d]pyrimidin-5-one, / 

2-amino-7-[4-fTuoro-2-(6-methoxy-pyndin-2-y])-phenyl]-4)6-dimethyl-718y(hydro-6H-
pyrido[4,3-dJpyrimidin-5-one, / 

2-amino-7-[4-fluoro-2-(2-fluoro-pyridin-3-yl)-phenyl]-416-dimethyl-^fdihydro-6H-
pyridoK.S-dlpyrimidln-S-one, / 

2-amino-7-[4-nuoro-2-(6-methoxypyrfdin-2-yl)phenyfJ-4-methjF718-dihydropyrido[4,3-
cflpyrtmidin-5(6W)-one, / 

2-amino-7-[2-(6-methoxy-pyrazin-2-yl)-phenyl]-4-methyl^,8-dihydro-6H-pyrido[4,3-
djpyrimfdin-5-one, / 

(R)-2-amino-7-I4-fIuoro-2-(6-methoxy-pyraHin-2-yiy?heayI]-4-methyl-7l8-d[hydro-6H-
pyrido[4,3-d3pyrimidin-5-one, / 

2-arnIno-7-[4-fIuoro-2-(6-methoxy-pyrazin~2-^fphenyl]-416-dimethyl-7,8'dihydro-6H-
pyrido^.S-dJpyrimldin-S-one, / 

2-amino-7-[2-(2-raethDxy-pyridin-3-yI)-Djfenyl]-4-methyl-7l8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, / 

2-amino-7-(512,-drfIuoro-bfphenyI-^l)-4-methyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-
one, / 

2-amirio-7-(5-fluoro-2,-trifluowrnethoxy-bfphenyI-2-yl)-4-methyI-7,8-dihydro-6H-
pyrido[4T3-d]pyrimidin-5-one; / 

2-amino-7-[2-(2-chloro-ayrldin-3-y!)-4-fluoro-phenyl]-4-methyI-7,8-dihydro-6H-pyrido[4,3-
dJpyrimidin-5-one, / 

2-amino-7-[4-f)uorafe-(6-fluoro-pyridin-3-yl)-phenyO"4~methyl-7I8-dihydro-6H-pyrido[413-
d]pyrimidin-5-one, / 

2-amino-7-(^mioro-2-isoquinolin-4-yl-phenylJ-4-methyl-7l&-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one/ 

2-amino^-(5»3'-difluoro-bfpheny]-2-yl)-4-methyl-7>8-dihydro-6H-pyrido[4l3-d]pyrimidin-5-
one, / 

2-^imtno-7-[2-(4-chloro-pyridirt-3-yl)-4-"fIuoro-pheny^4-methyl-7l8-dihydro-6H-pyrido[4,3-
djpyrimjflln-5-one, 
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2-amlno-7-(5J2,-difluoro-3,-methoxy-biphenyi-2-yl)-4-methyl-7,8-dihydro-6H-pyrido[4|3-V 
d]pyrimidlr>5-one, / 

2-amino-7-{5,4'^ifluoro-2Mriethyl-biphenyJ-2~yl)-4-methy!-7l8-dihydro-6H-pyrido[4G~ 
dJpyrimidin-5-one, / 

2-amIno-7-(5-fluoro-2J-methoxy-biphenyl-2-yt)-4-methyl-7,8-dihydro-6H-pyrida^(3-
dJpyrimidin-5-one, / 

2-amino-7-(4-fluoro-2-pyrimidIn-5-yl-phenyl)-4~methy!-7t8-dihydro-6H-pyao[4,3-
djpyrimidiri-5-orie, / 

2-amino-7-[4-f]uoro-2-(2-methoxy-pyridin-3-yl)-phenyi]-4-methyl-7,8raihydro-6H-
pyrido[4(3-dJpyrimidin-5-one, / 

2-amino-7-(5-fluoro-3'-methoxy-bipheny!-2-yl)-4-methyl-7,8-diJ#ydro-6H-pyrido[4p3-
dlpyrimtdin-5-one, £ 

(R)-2-amino-6-(3-amino-propyl)-7»[4-fIuoro-2^6-methoxy*pyridin-2-yI)-phenyl]-4-rnethy[-
7l8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-onef £ 

2-amIno-7-(4-fluoro-2-pyrIdin-3-y]-phenyl)-4-rnethyl-^8-dihydro-6H-pyrido[413-
dj py ri m Idi n-5-one, £ 

2-amino-7-(512'-difluoro-4'-me0iyl-blphenyl-2-yl)^-methyi'-7l8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, £' 

2-amtno-7~[4-fIuoro-2-(1-methyMH-pyrazo&-y!)-pheny]]-4-methyl-7l8-dihydro-6H-
pyrido{4,3-d]pyrimidin-5-one, £ 

2-amino-7-[4-fluoro-2-{1 H-pyrazoI-4-vff-phenyl]-4-methyl-7,8-dlhydro-6H-pyrido[4,3-
d]pyrimidfn-5-one, £ 

2-amino-4-methyl-7-(5l2,l3'-trifIu^ro-bipheriy!-2-yl)-7,8-dihydro-6H-pyrido[413-d]pyrimidin-
5-one, £ 

2-amino-7-(2-bromo-4-fluo^-phenyl)-4-methy!-6-{2-methyI-2-morphoKn-4-yl-propyl)-7,8-
dihydro-6H-pyrido[4,3-d]pyrimidUH5-one, 

2-amino-7"(3'-dimelhypnino-5-fluoro-biphenyl-2-y!)-4-melhyl-7,8-dihydro-6H-pyrido[4,3-
dJpyrlmidln-5-one, £ 

2-amino-7-[2-E2l4f8imethoxy-pyrimidin-5-yl)-4-fluoro-phenyl]-4-methy!-7,8-dihydro-6H-
pyrIdo[4,3-d]pyriinidin-^one, 

2-amlno-7-[4ffluoro-2-(5-methoxy-pyridin-3-y])-phenyl]-4-methyI-7)8-dihydro-6H-
pyridofrS-dJpyrirorain-B-one, 

2-amln<^-(4-fIuoro-2-pyrimidin-5-yi-phenyl)-4-methyl-6-(2-methyI-2-rnorphonn-4-yl-
propylJ-^S-dmydro-eH-pyrido^S-dJpyrimidin-S-one, 
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2-amino-7-[4-f!uoro-2-(2-methoxy-pyridin-3-yI)-phenyI]-4-methyi-6-(2-methy[-2- , 
morpholin^^yl-propyO-T.S-dihydro-SH-pyrfdo^S-dJpyrimidin-S-one, / 

2-amfnO"7-(5-fluoro-3'-methoxy-bipheny!-2-yl)-4-methyl-6-(2-methyl-2-morpholin-4-yF 
propyO-7,8-cjihydro-6H-pyrIdo[4,3-d]pyrimid{n-5-onet / 

(R)-2-amino-*7-[4-fluoro-2-(4-methoxy-5-mBthyI-pyr(micfin-2-yl)-phenyJj-4-methvF7,8-
dihydro-6H-pyrido[4,3-d]pyrlmidln-5-on9, / 

2-amino-7-{4-fluoro-2-furan-3-yl-phenyl)-4-methyI-7(a-dihydro-6H-pyrido|^S3-d]pynmidin-
5-one, / 

5-(2,4-Dihydroxy-5-isopropyI-phenyI)-4-(4-moipholln-4-ylmethyI-ph^l)-isoxa2ole-3-
carboxyJic acid ethylamide or / 

a pharmaceuticaily acceptable salt or prodrug thereof; and / 
(b) a Pl3Kinase inhibitor that Is SH^ura^,S^-deJmdeno^jjfz-benzopyran-S.e.Q-trione, 

11-(acetyloxy)-1,6b,7,8,9a,10,11,11b-octahydro-1-(methoxyrnethyiy9a,l1b-dlniethyl-, 
(1S,6bR,9aS,l iR.HbR)- (9CI); 6-phenyI-2-(morphc!ln-4-yl)-chrQmen-4-Qne, 4-(trifluoromethyI)-5-
(2,6-djmorpholinopyr/mkf{n-4-^)pyrJd^n-2-amjne,2-MethyI-2-(^^-methyf-2-oxo-S-cjuinoJin-3-yf-2>3-
dihydro4mfdazo[4,5-c]qulnolin-1-yl)-phenyl]-proplQrutriIearifluercetin Dlhydrate; or a 
pharmaceuticaily acceptable salt thereof. / 

g An effective amount of a first pharmaceutical component and a second 
pharmaceutical component, wherein the firstpharmaceutlcal component is a Hsp90 Inhibitor 
that is a compound according to formula (l>0 

Ra/ 0 
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(-1) hydrogen, 
(2) halogen, 
(3) hydroxyl, 
(4) C1-C5 alkoxy. 
(5) thiol, 
(6) Ci-C6 alkylthiol, 
(7) substituted or unsubstituted C-)-C6 alkyl, 

(8) amino or substituted amino, 
(9> substituted or unsubstituted aryl, 
(10) substituted or unsubstituted heteroaryl, and / 
(11) substituted or unsubstituted heterocyclyl; / 

RA IS hydrogen or substituted or unsubstituted C1-C5 alkyl;/ 

R5 is hydrogen, alkyl, alkoxy, or halo; / 
each of R®, R7, R6, and R9 are Independently selectedirom the group consisting of 

hydrogen, alky!, alkoxy, halo, substituted or unsubstituted afyl, and substituted or unsubstituted 
heteroaryl; / 

with the proviso that when Ra is amino and R®^R7, R8, and R9 are hydrogen, then R5 is 
not hydrogen, alkyl, alkoxy, or halo or / 

a compound of formula (E) / 

(E) / 
wherein / 

R3 is selected from rnefhy lam in 0 ca rb ony] CH3CH2NHC(=0)-, ethylaminocarbonyl 
CH3CH2NHC(=0)-, proDyfeminocarbonyl CH3CH2CH2NHC(=0)-1 orisopropylaminocarbonyl 
(CH3)£CHNHC(=0)-)/ 

Re is setectedfrom methyl, ethyl, isopropyl, bromo, or chlcro; and 
-R9 is CHz^Rt0R11 or-NR10R11 wherein the substituted amino group -NR^R11 is a 

morphollnyl, gjperidinyl, piperazinyl, pyrrolidinyl, ethylamino, Isopropylamino, diethylamino, 
cyclohexylajnlno, cyclopentyiamfno, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N-
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methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thiomorpholinyl-dioxide, 4-
hydroxyethylpiperidinyl or 4-hydroxypiperIdinyl, 

or a pharmaceuticaily acceptable salt or prodrug thereof, 
and wherein the second pharmaceutical component is a P13Kinase inhibitor 
for use in the treatment of a proliferative disease. 

10. -The use of an effective amount of a first pharmaceutical comoAent and a second 
pharmaceutical comDonejit in the.maflyfacture_of a medicament for the tresrftent of a 
proliferative disease, ̂ wherein the firstpharmaceutical component is a Hsj^sO inhibitor that 
is a compound according to formula (111) 

Ra 0 

(111) 
or a pharmaceuticaily acceptable salt or prodrug thereof, wherein 
wherein R0 is selected from tlfe group consisting of 
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(1) hydrogen. 
(2) halogen, 
(3) hydroxyl, 
(4) CI-CQ alkoxy, 
{5) thiol, 
(6) CrC6 alkylthiol. 
(7) substituted or unsubstituted C-J-C6 alkyl, 

(8) amino or substituted amino, 
(9) substituted orunsubstituted aryl, 
(10) substituted or unsubstituted heteroary), and / 
(11) substituted or unsubstituted heterocyclyl: / 

R4 Is hydrogen or substituted or unsubstituted Ci-Cg alky!;./ 

Rs is hydrogen, alkyl, alkoxy, or halo; / 
each of Rs, R7, RB, and R9 are Independently selected fiprn the group consisting of 

hydrogen, alkyl, alkoxy, halo, substituted or unsubstituted am, and substituted or unsubstituted 
heteroarvl: / 

with the proviso that when Ra Is amino and R6, Rs, and R9 are hydrogen, then R5 is 
not hydrogen, alkyl, alkoxy, or hafo or / 

a compound of formula (E) / 

(E) f 
wherein / 

R3 IS selected from metjfylarninocarbonyl CH3CH2NHC(=0)-, ethylaminocarbonyl 
CH3CH2NHC(=0)-( propylaminocarbonyl CHaC^Ch^NHC^O)-, or isopropylaminocarbonyl 
(CHa)2CHNHC(=0)-), / 

Ra is selected farfm methyl, ethyl, isopropyl, bromo, or chloro; and 
-Rg Is CHaNB^R11 or-NR10R11 wherein the substituted amino group -NR10R11 is a 

morpholinyi, piparidlnyi, piperaanyi, pyrrofidinyl, ethylamino, isopropylamino, dlethylamlno, 
cyclohexvlamjjro, cyclopentylamino, methoxyethylamino, piperidin-4-y), N-acetyfpiperazinvi. N-



- 90 - j 

rrielhylpiperazinyl, nvethylsulfonylamino, thiornorphollnyj, thrornorpholinyl-dioxide, 4- i 
hydroxyethylpfperldinyl or 4-hydroxyplpertdinyl, / 

or a pharmaceutical^ acceptable salt or prodrug thereof, / 
and wherein the second pharmaceutical component is a Pi3Kinase inhibitor. / 

11. The \ pharmaceutical components of claim 9 or the use of / 
claim 10, wherein the Pl3Kinase inhibitor is / 

3H-f:uro[4l312-de]indeno[4t5-h]-2-benzopyrar\:3,6,9-trione,11-(acetyloxy)-1,6yf,8t9a,10l11>11b-
octahydro-1-(methoxymethyl)-9a,lib-dimethyl-, (IS^bRdaSJ 1R,11 bR)- (9CI); 8-phenyl-2-
(morpho)tn-4-yl)-chromen-4-one, 4-(trifIuoromethyl)-5-{2l6-dimorphoiinopwnidJn-4-yl)pyrid[n-2-
amine, 2-Methyl-2-[4-(3-methyl-2-oxa-8-qulnol{n-3-yl-2,3-dihydro-imfdaaD[4,5-c3quIno)jn-1-yl)-
phenyij-propioni(ri!e orQuercetin Dihydrate or a pharmaceutical^ adaptable salt thereof., 

12. The pharmaceutical componentsj>r.the use of aralm 11, wherein 
the compound according to Formula (IN) is I 

(R)-2-amtno-7-[2-(2-fluoro-pyn*din-3-yl)-phenyi]-4-mj(nyl-718-dihydro-6H-pyrido[4I3- j 
d]pyrlmldin-5-one, / 

{S)-2-amino-6-benzyl-7-t4-fluoro-2-(2-fiuoro-pyrjffin-3-yl)-phenyJI-4-methyl-7l8-dlhydro-
6H-pyridoI4,3-dJpyrimidin-5-one, f 

(R)-2-amlno-7-[4-fluoro~2-(2-fluoro-pyridln-^-y{)-pheny)]-4-methyl-718-dJhydro-6H-
pyridof^.S-dJpyrlmidin-S-orte, / 

(R)-2-amino-7-(2-bromo-4-fiuoro-phenP)-6-[(S)-1-(4-methoxy-phenyJ)-ethyl3-4-methyI-
7,8-d!hydro-6H-pyrido[4,3-d]pyrimidin-5-ot/ 

{RJ^-amino^-p-Ce-methoxy-pyj^fn^-ylJ-phenyJj^methyl-^B-dihydro-eH-pyridoE^a-
d]pyrimidin-5-one / 

(R)-2-am[no-7-[4-f!uoro-2-(^methoxy-pyrldln-2-yl)-phenyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d]pyrimidin-5-one, / 

2-aminO"7-[44Juoro-2-(QmieUioxy-pyrldin-2-yl)-phenyl]-4J6-dlmethyl-718-dfhydro-6H-
pyrido[4,3-d]pyrimldin-5-one^ 

2-amlno-7-[4-fiuoro^-(2-fIuoro-pyrIdtn-3-yi)-phenyl]-4,6'dimethyl-7,8-dihydro-6H-
pyrid0[4,3-d]pyrimidin-5|pnep 

2-amino-7-[4^&ro-2-(6-methoxypyridin-2-yl)phenyl]-4-methyl-718-dlhydropyrido[4l3-
d]pyrimidln-5(6H)-yfe, 

2-amlno-j^2-(6-methoxy-pyrazin-2-yl)-phenyl]-4Hn9thyl-7,8-dIhydro-6H-pyr|do[413-
d]pyi1mIdin-5-«ie, 
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(R)-2-am]no-7-[4-tluoro-2-(6-methoxy-pyraziri-2-yl)-phenyIH-me{hyl-7,8-dihydro-6H/ 
pyrido[4,3-d]pyrirnldin-5-one, / 

2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-2-y3)-phenylj-416-dlmethyl-7,8-dihydra^H~ 
pyr]do[4,3-d3pyrimidin-5-onel / 

2-amino-7-[2-(2-methoxy-pyrId[n~3-yl)-phenyl3-4-methyl-7l8-dihydro-6H-pwrao[4,3-
dlpyrimidin-5-one, / 

2-amino-7-(5,2'^ifhJoro-biphenyJ-2-yl)-4-methyI-7,8^ihydr<>6Hi3yrid^I3-d]pyrimidin-5-
one, / 

2-amino-7-(5-fluoro-2'-trifluoromethoxy-bipheny]-2-yl)-4-methyl-J^8-dihydro-6H-
pyrtdo^-dJpyrimidirvS-one, / 

2-amino-7-[2-(2-chloro-pyridin-3-yI)-4-fluoro-pheny!]-4-metlwj-7,8-dihydrO"6H-pyfido[4,3-
d]pyrimIdin-5-one, jf 

2-amino-7-[4-fluorG-2-(6-fluoro-pyridin-3-yl)-phenyl]-4ifiethyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, g 

2-amFno-7-(4-fIuoro»2-isoquinolin-4-yl-pheny])-4jJlfethyl-7,8-dihydro-6H-pyndo[4,3-
d]pyrimidin-5-one, / 

2-amino-7-(5t3'-difluoro-biphenyl-2-yl)-4-me^nyl-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-
one, jf 

2-amino-7-[2-(4-chloro-pyridln-3-yl)-4-QQoro-phenyl]-4-methyl-7)8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, / 

2-amino-7-(5,2'-difluoro-3,-methOi|^biphenyI-2-yI>4-methyl-718-dihydro-6H-pyridot4,3-
d]pyrimidin-5-one, / 

2-amino-7-(514,-difIuoro-2'-nmhyl-biphenyl-2-yl}-4-metN-7,8-dihydro-6H-pyrido[4I3-
dJpyrimtdin-5-one, / 

2-amino-7-(5-fluoro-2'-i|fethoxy-biphenyl-2-yl)-4-methyI-718-dihydro-6H-pyrido[4)3-
d]pyrimidin-5-one, / 

2-amino-7-(4-fIuor^-pyiirnldin~5-yl-phenyl)-4-metbyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimIdin-5-one, / 

2-amino-7-l4^woro-2-(2-melhoxy-pyndin-3-yl)-phenyl]-4-methy!-7l8-dihydro-6H-
pyrido[4,3-d]pyriny&n-5-one, 

2-amino^-(5-fluoro-3,-methoxy-bIphenyl-2-yl)-4-methy!-7l8-dihydro-6H-pyrido[4,3-
dJpyrimidin-^Dne, 

(R^E-amIno-6-(3-amino-propy])-7-E4-fluoro-2-(6-methoxy-pyiidin-2-yI)-phenylH-methyl-
7,8-dihwo-6H-pyrido[4I3-d]pyrimidin-5-one; 
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2-amino-7-(4-fluoro-2«pyrldin-3-y|-phenyl)-4-methyl-7,8-dihydro-6H-pyrido[4.3- A 
d]pyrimidin-5»one, / 

2-amino-7-(5,2-difiuo;o-4'-meihyl-biphenyl-2-yi)-4-methyl-7,8-dihydro-6H-pyrido[4Jr 
d]pyrimldin-5-one, / 

2-amino-7-t4-fIuoro-2-(1-methyl-1H-pyrazoM-yl)-phenyQ-4-methyl-7la-dihydra^6H-
pyrjdo[4,3-d]pyr?mldln-5-one, / 

2-amino-7-[4-fluoro-2-(1 H-pyrazoM-yO-phenylJ^methyl-AS-dihydro-eiySyndoH.S-
djpyrimidin-5-orie, / 

2-amino-4-methyI-7-(5I2,,3'-trifluoro-biphenyl-2-yl)-7,8-dihydra-6H^yr!do[413-d]pyrimfdin-
5-one, / 

2-amino-7-(2-bromo-4-fIuoro-phenyl)-4-metfiy!-6-(2-methyl"2^(orpholirh4-yl-propyI)-7,8-
dihydro-0H-pyrrdo[4,3-d]pyrimidm-5-one, / 

2-amfno-7-(3'-dim©thyIamfno-5-fluoro-biphenyl-2-yi}-4-m^hyl-7l8-dihydro-6H-pyfido[4s3-
cQpyrimidin-5-one, / 

2-amfno~7-{2-(2,4-dimethoxy-pyrlnnidln-5-yJ)-4-fluor/)henylM-methyl-7,8-dihydro-6H-
pyrido^S-dJpyrfmldin-S-one, / 

2-amino-7-[4-fluoro-2-(5-methoxy-pyridin-3»yl)*phenyl]-4-ir)ethyl-7,8-dihydro-6H-
pyrtdo[4,3-d]pyriinldln-5-onev / 

2-amlno-7-(4-fluoro-2-pyrfmldln-5-y|-pheiyr)-4-methy!-6-(2-melhyl-2'morpholin-4-yl-
propyl>7,8-dihydro-6H-pyrido[4,3-d]pyrimidin/one, 

2-amino-7-[4-fluoro-2-(2-methoxy-pviain-3-yl)-phBnyi]-4-methyl-6-(2-methyl-2-
morpholin-4-yl-propyl)-7,8«djhydro-6H-py^rao[4l3-d]pyrimidin-5-onel 

2-amino-7-(5-fIuoro-3'-methoxWbiphenyi-2-yl)-4-methyl-6-(2-methyl-2-morpho!in-4-yl-
propyl)-7t8-d{hydro-6H-pyrido[4,3-djiyrim[dm-5-one, 

(R)-2-am!no-7-[4-fluoro-^p-methoxy-5-methy[-pyrImtdin*2-yl)-phenyl]-4-melhyl-7,8-
dihydro-6H-pyrido[4I3-d3pyrimWn-5-oneI 

2-amlno-7-(4-fluoro«uran-3-yl-phenyl)-4-methyI-7,8-dihydro-6H-pyrido[4I3-d]pyrirnidln-
5-one, / 

5-(2»4-Dihydrox^5-IsopropyI-phenyJ)-4-{4-morpholin-4-ylm0thyI-phenyl)4soxazo!e-3-
carboxylic acid ethyUmilde, or 

a pharmaaeutfcally acceptable salt or prodrug thareof. 

13. /he Pharmaceutical components of claim 9 or the use of 

claijln 10., wherein the PI3Kinase inhibitor Is 
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SH-Furo^.S^eJfndeno^.S-hJ^-benzopyran-S^JMrione, 11-(acBWoxy)-1l6b,7,8,9a,10l11,11b- / 
octahydro-1-(methoxymetbyl).-9a,11b-dimethyl-, (1S.6bRl9aS,11R,11bR)- (9CI); 8-phenyl-2- / 
(morpholln-4-yl)-chromen-4-one14-(lrIf]uoromethyl)-5-(2,6-dimorphollnopyrlmidin-4-yi)py^dirv2- / 
amine, 2-Methyt-244-(3-mefhyJ-2^xa-8-quinalin^-yl-2,3-dihydro-imidazo[4I5<QquInolln-1-yl}- / 
phenylj-propionltriie or Quercetln Dlhydrate; or a pharmaceuticaily acceptable salt thereof. / 

14. The pharmaceutical components or.tHey£© of clainLl 3, / 
for the administration of 4-(irlfluoromethyl)-5-{2,6-! / 

dimorpholfnopyrfmTdIn-4-y|)pyrldIn-2-amine ora pharmaceuticaily acceptab!(»alUhereof. 

15. The (pharmaceutical compooente or the use of cfairnl 3, for th<=> / 
administration of-2-Methyl-2-[4-{3-methyJ-2-oxo-8- / 

qulnolin-3-yI-2»3-dthydro-im)dazot4l5-D]quinolin-1-yi)-phenyIJ"Prop1aWtrlle or a pharmaceuticaily 
acceptable salt thereof. / 

* 16. The.pharmaceutical comoone.nts of claim 9 or / " 
the use ofclalm lO, wherein treating said proliferative disorder Is treatment 

ot tumors, myelomas, ieukemlas, angiogenesis, psoriasj^; restenosis, sclerodermas or fibrosis, 
carcinoma of the brain, kidney, liver, adrenal gland, braider, 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 hyperprolifeption, prostate hyperplasia, a neoplasia, a 
neoplasia of epithelial character, lymphomas, a rnammajy 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 ac^rding to Formula (III) and the PI3Kinase Inhibitor are to be 
administered together as a single^harmaceutical composition. 

18. The-pharmaceutical oomponents of claim 9. or the use of 
claim 10, wherein the comopund according to Formula (111) and the PI3KInase inhibitor are to be 
administered as separat/omposltlons. 

19. The -pharnftKe.qtlcal components of claim 9 or.the use of 
claim 10, wherelry&e compound according to Formuia (III) and the Pi3Kinase 
inhibitor are to/ administered sequentially. 

20. -Aiyfffectlve amount of an Hsp 90 inhibitor and a Pi3Kinase inhibitor for use in the therapeutic 
treatment oy -a proliferative disease. 

21/ The use of an effective amount.of an Hsp 90 inhibitor and a Pl3Klnase inhibitor in the 
manufacture of a medicament fpr therapeutic treatment of a proliferative disease. 
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22.; A kit, comprising; (a) a first pharmaceutical composition comprising an Hsp9Q inhibitor a 
compound according to Formula (I) 

CD 
or a pharmaceuticaily acceptable salt or prodrug thereof, in 

acceptable carrier, wherein 
Ra is selected from the group consisting of 

(1) hydrogen, 
halogen, 
hydroxyl, 
Ci-C6 alkoxy, 
thiol, 
CrCe alkyithiol, 
substituted or unsubstitiild C-j-Cg alky), 

amino or substituted arfnlno, 
substituted or unsubstituted aryl, 
substituted or unsubstituted heteroaryl, and 
substituted orunsubstituted heterocyclyl; 

consisting of 

(2) 
(3) 
(4) 
(5) 
(6) 
(?) 

(8) 
(9) 
(10) 
(11) 

R is selected from the groi 

irst pharmaceuticaily 

(1) hydrogen/ 
(2) substituted or unsubstituted C<j-C§ alkyl, 

(3) substituted or unsubstituted C2-Cg alkenyl, 

(4) substituted or unsubstituted C2-C5 alkynyl, 

(5) ^substituted or unsubstituted C3-C7 cycloalkyi, 

mJ substituted or unsubstituted C5-C7 cycloalkenyl, 

substituted or unsubstituted aryl, 

fs) 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 cycloalkyi, / 
(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-a(Ryl-phenyl, 4-a!koxy-
phenyl, or4-halo-phenyl> or / 

a compound of formula (E) / 

<E) / 
wherein / 

R3 is selected from methylamiYtocarbonuTCHsCHzNHC^O)-, ethylaminocarbonyl 
ChfeCHaNHC^O)-, propylaminocarbonyl cy5CH2CH2NHC(=0)-, or isopropylamlnocarbonyl 
(CH3)2CHNHC(=0)-), / 

Rs is selected from methyl, ethy^sopropyl, bromo, or chloro; and 
R9 is -CHZNR10R" or-NRi0R^whereln the substituted amino group -NR10R11 Is a 

morphplinyi, piperidinyl, piperazln/f, pyrrolidinyl, ethyiamino, isopropylamino, diethylamino, 
cyclohexylamino, cyclopsntylaofino, methoxyethylamino, plperidin-4-yl, N-acetylplperazinyl, N-
methylpiperazlnyl, methylsuUonylamino, thiomorpholinyl, thlomorphollnyl-dloxlde, 4-
hydroxyethytpiperidinyloi^-hydroxypiperidinyl, 

or a pharmaceutjflBtly acceptable salt or prodrug thereof, 
and (b) a PI3^rnase inhibitor, in a second pharmaceuticaily acceptable carrier. 

wherein / 

th&flsp90 inhibitor is 
tf(]-2-amino-7-[2-(2-fIuoro-pyridin-3-yl)-phenylI-4-methyl-7»8-dihydro-6H-pyrido[4,3-

d]pyrjjnidin-5-one, 
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(S)-2-amino-6-benzyl-7-[4"fluoro-2-(2-fluoro-pyridin-3-yl)-phenyiJ-4-methyl"7,8"dihydrV^ 
6H-pyrldo[4,3-dJpyrimidin-5-one, / 

(R)-2-amino-7~[4-fiuoro-2-(2~fluoro-pyridin-3-yl)-phenyl]-4-methyl-7t8-dihydro-6y 
pyrido[4,3-djpyrimidin-5-one, / 

{R)-2-amino-7-(2-bromo-4-fIuom-phenyl)-6-[(S)-1-(4-methoxy-phenyl)-ethyll^-methyl-
7,8-dihydro-6H-pyrido[4t3-d3pyrimIdin-5-one, / 

(R)-2-amino-7-[2-(6-methoxy-pyridin-2-yl}-phenyi]-4-meihyl-7)a-dihydr^6H-pyrido[4,3-
d]pyrimidin-5-one, / 

(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyridin-2-yl)-phenylM-metjjfyI-7,8-dihydro-6H-
pyrido[4,3-d]pyrimidin-5-one, / 

2-amino-7-[4-fIuoro-2-(6-methoxy-pyridIn-2-yl)-phenyt]-4)6-d|methyI-7,8-dihydro-6H-
pyrldo[4,3-d]pyrimidin-5-one, / 

2-amino-7-[4-fIuoro-2-(2-fIuoro-pyridln-3-yl)-phenyl]-4l6w}rnethyl-718-dihydro*6H-
pyrido[4,3-d]pyrimidin-5"0nel / 

2-amfno-7-[4-fluoro-2-(6-methoxypyrldin-2-y])pheQyl3-4-methyl-718-dihydropyrido[413-
c/|pyrimidin-5(6H)-one, / 

2-amino-7-[2-(6-methoxy-pyrazin-2-y))-phenyff4-methyl-7,8-<Jihydro-6H-pyrldo[4l3-
dJpyrimidfn-5-one, / 

(R^-amino^-^fluoro^S-methoxy-pyrazin^-ylJ-phenylJ^methyl^.S-dihydro-eH-
pyridoi&S-dJpyrlmidin-S-one, / 

2-amlno-7-[4-fluoro-2-(6-methoxyHB(yra2Jn-2-yI)-phenyl]-4,6-dimethyl-7I8-dihydro-6H-
pyrido^.S-djpyrimidin-S-one, / 

2-am!no*7-[2-(2-methoxy-pyr#m-3-yi)-phenylM-methy!"718-dihydrc>6H-pyrido[4t3-
dJpyrimIdln-5-one, / 

2-amino-7-(5I2'-difluoroj$henyI-2-yl)-4-methyl-7,8-dihydro-6H-pyrido[413-d]pyrimldin-5-
one, f 

2-amino-7-(5-f]uoro^-{rrfIuorornelhoxy-biphenyl-2-yl)-4-methyi-7I8-dlhydro-6H-
pyrido[4,3-d]pyrimldln-5yne, 

2-amino-7-t2*^chtoro-pyridin-3-yI)-4-fluoro-phenyl]-4-methyI-7,8-dihydro-6H-pyridoE4,3-
d]pyrimidin-5-one, / 

2-am!no-jF[4-fluoro-2-(6-fluoro-pyridin-3-yO-phenyI]»4-methyl-7,8-dihydro-6H-pyrido[4l3-
d]pyrimidin-5-one, 

2-aramo-7-(44!uoro-2-isoquinolin-4-y)-phenyl)-4-methyl-7l8<Jihydro-6H-pyrido[4l3-
d]pyrimidjfr-5-one, 
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2-amlno-7-{5,3,-difluoro-biphenyl-2-yl)-4-methyI-7,8-dihydro-6H-pyrido[413-d]pyrimidin-^ 
one, / 

2-amino-7-[2-(4"Ctiloro-pyridin-3-yl)-4-fIuoro-phenylH-methyl-7J8-dIhydro-6H-pyrid^[413-
d]pyrimldln-5-one, / 

2-amino-7-(512,-difluoro-3,-melhoxy-biphenyi-2-y])-4-methyl-7>8-dihydrD-6H-Dj^ndo[413-
d]pyrlmidfn-5-one, / 

2-amino-7-(5t4'-difluora-2'-methyI-biphenyl-2-yl)-4-methy]-7,8-dihydra-6j£pyrido[413-
d]pyrimfdin-5-one, / 

2-amino-7-(5-fIuoro-2'-methoxy-biphenyl-2-yi)-4-methyl-7,8-dihydi^H-pyrido[4l3-
dJpyrimidin-5-one, / 

2-amino~7-{4-fluoro-2-pyfimidln-5-yl-phenyl)-4-melhyl-7,8-dj|Waro-6H-pyrido[4,3-
d]pyrlmidin-5-one, £ 

2-amfno-7-[4-fluoro-2-(2-methoxy-pyridIn-3-yl)-phenyl]^ftiethyI-7,8-dlhydro-6H-
pyrido[4,3-dJpyrim[din-5-one, / 

2-amlno-7-(5-fIuora-3'-methoxy-biphenyl-2-y!)-4-n^thyI-7,8-dihydro-6H-pyrido[4,3-
d]pyrimldin-5-one, £ 

(R)-2-amino-6~(3-amino-propyl)-7-[4-fluoro-^(6-methoxy-pyridin-2-yl)-phenyl]-4-methyl~ 
7,8-dihydro-6H-pyrido[4,3-d]pyrimidm-5-one, / 

2-am{no-7-(4-fluoro-2-pyridin-3-yl-phen\0-4-methyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrirnldin-6-onef £ 

2-amino-7-{512'-difiuoro^,~methyI-J*iphenyl-2-yl}-4-methyi-7,8-dihydro-6H-pyrido[413-
dJpyrimidin-5-one, £ 

2-amino-7-[4-fluoro-2-(1-metbyMH-pyrazol-4-yl)-phenyl3-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d]pyrimidln-5-one, / 

2-amino-7-[4-fluoro-2~(1^-pyrazol-4-yl)-phenyl]-4-methyl-7l8-dlhydro-6H-pyr1da[4,3-
d]pyrimidIn-5-one, / 

2-amlno-4-nrtethyl^(5,2\3Mrifluora-biphenyi-2-y[)-7,8-dihydro-6H-pyrido[4,3-dJpyrimidii> 
5-one, £ 

2-amino-7-(2Jfrorno-4-flLJoro-pheriyl)-4-methyl-6-(2-methy]-2-morphoHn-4-yl-pfopyl)-7l8-
dihydro-6H-pyridgf4t3-d3pyrimidin-5-one, 

2-aminQ^7-(3'-dimeihylam!no-5-fluoro-biphenyl-2-yI)-4-methyi-7,8-dihydro-6H-pyrEdo[4,3-
djpyrlmidin-^ne, 

2-jm{no-7-l2-(2,4-dImetboxy-pyrimIdin-5-yl)-4-fJuoro-phenyl]-4-methyl-718-dihydro-8H-
pyrido[/3-d]pyrimidin-5-one, 
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2-amino-7-[4-fluoro-2-(5-methoxy-pyridin-3-yi)-phenyl]-4-methyl-7,8-dihydro-6H- A 
pyrido[4,3-d]pyrimidin-5-one, / 

2-amino-7-(4-fluoro-2-pyrirnidin-5-yl-phenyl)-4-methyl-6-(2-methyJ-2-morpholIn-4-y|Tf 
propy^^.S-dlhydro-eH-pyrido^.S-dJpyrimidfn-S-one, / 

2-amino-7-[4-f!uoro-2-(2-methoxy-pyridin-3-yl)-phenyl]-4-methyl-6-(2-methyl-2^ 
morphoiin-4-yI-propyl)-7,8-dihydro-6H-pyrldo[413-d]pyrimidin-5-onet / 

2-amino-7-(5-fluoro-3,-methoxy-bIphenyl-2-yl)-4-methyI-6-(2-methy!-2-iWphofin-4-yl-
propyl)-7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, / 

(R)-2-amfno-7-[4-fluoro-2-(4-methoxy-5-methyl-pyrimidln-2-yl)-pheByQ-4-rnethyl-7,8-
dihydro-6H-pyrido[4,3-d]pyrlmidln-5-one, / 

2-amino-7-(4-fluoro-2-ftiran-3-yl-phenyl)-4-methyl-7,8-dihydra/EH-pyrido[4,3-d]pyrimidjn-
5-one, / 

5-(2,4-Dihydroxy-54sopropyl-phenyl)-4-(4-morphQlin-4-Yjmethyi-phenylHsoxazole-3-
carboxyiic acid ethylamide or / 

a pharmaceuticaily acceptable salt or prodrug thereof; and 
the PI3Kinase inhibitor is 3H-Furo[4A2-de]inder$4,5-h]-2-benzopyran-3l6,94rionel 11-

(acetyloxy)-l ,6^7,8,98,10,11,11 b-octahydro-1-(methQfymethyO-9a,11 b-dimethyh 
(1 S,6bRt9aS ,11R, 11 bR)- (9Ci); 8-phenyl-2-(morphpn-4-yl)-chromen-4-one, 4-(trifluoramethyl)-5-
(2,6-dimorphoiinopyrimidin-4-yi}pyridin-2-amlne^Melhyl-2-[4-(3-methyf-2-QXo-8-quinDlin-3-yl-213-
dihydro-imidazo^S^quinolin-l-ylJ-phenylJ-MCplonltrile or Quercetin Dihydrate; or a 
pharmaceuticaily acceptable salt thereof. / 
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WHAT IS CLAIMED IS: 

1. A pharmaceutical combination comprising (a) a Hsp90 inhibitor compound that is 5-(2,4-Dihydroxy-5-
isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazoie-3-carboxylic acid ethylamide or 

a pharmaceuticaily acceptable salt or prodrug thereof; 

and (b) an mTOR inhibitor that is everolimus 

2. Use of a first pharmaceutical component for the manufacture of a medicament for treating a 
proliferative disease in combination with a second pharmaceutical component, wherein the first 
pharmaceutical component is a Hsp90 inhbitorthat is 5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-
morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide or 

a pharmaceuticaily acceptable salt or prodrug thereof; 

and wherein the second pharmaceutical component is an mTOR inhibitor that is everolimus. 

3. The use according to claim 2, wherein treating said proliferative disorder is treatment of tumors, 
myelomas, leukemias, angiogenesis, psoriasis, restenosis, sclerodermitis or fibrosis. 

4. The use according to ciaim 2, wherein said medicament and the mTOR inhibitor are administered 
together as a single pharmaceutical composition. 

5. The use according to claim 2, wherein said medicament and the mTOR inhibitor are administered as 
separate compositions. 

6. The use according to claim 2, wherein said medicament and the mTOR inhibitor are administered 
sequentially. 

7. A combination comprising: (a) a first pharmaceutical composition comprising an Hsp90 inhibitor that 
is 5-(2,4-Dihydroxy-5-isopropyl-phenyl)-4-(4-morpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid 
ethylamide or 

a pharmaceuticaily acceptable salt or prodrug thereof; 

and (b) an mTOR inhibitor that is everolimus, in a second pharmaceuticaily acceptable carrier. 


