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WHAT IS CLAIMED IS:

1. A pharmaceutical combination comprising (@) @ Hsp90 inhibitor compound accordin
Formula (I}

R# O
R
/l\ A
HoN N RP

or a pharmaceutically acceptable salt or prodrug thereof, wh€rein
R? is selected from the group consisting of

{1) hydrogen,

(2) . halogen,

(3)  hydroxyl,

(4) C4-Cs afkoxy,

(8) thiol,

(6)  C1-Ce alkyithiol,

(7)  substituted or unsubstifed C{-Cg alkyi,

(8}  amino or substituted@mino,

(8)  substituted or ungfibstituted aryl,

(10) substituted or yfisubstituted heteroaryl, and

(11) substituted gf unsubstituted heterocyciyt;
Ris selected from the gyfup consisting of

(1)  hydro

{2) sub

3
4
(5

1

ted or unsubstituted C4-Cg alky),
sybstituted or unsubstituted Co-Cg alkenyl,
substituted or unsubstituted C2-Cg alkynyl,
substituted or unsubstituted C3-C7 cycloalkyl,

substituted or unsubstituted C5-C7 cycloalkenyl,

substituted or unsubstituted aryi,
supstituted or unsubstituted heteroaryl, and



=78 -

(9)  substituted or unsubstituted heterocyclyl;
R® is selected from the group consisting of
(1)  substituted or unsubstituted C3-Cy7 cycloalkyl,

(2)  substituted or unsubstituted C5-C7 cycloalkenyl,

(8)  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 R® is not phenyl, 4-alkyi-pjnyi, 4-alkoxy-
phenyl, or 4-halo-phenyl, or
a compound of formula (E)

wherein

Rs is selected from methylaminocarbonyl CEACHNHC{=0)- , ethylaminocarbonyl
CH3CHzNHC(=0)-~, propylaminocarbonyl CH;C2CHNHC(=0)-, or isopropylaminacarbonyl
{CHa).CHNHC({=0}),

Rg is selected from methyl, ethyl, isgfropyl, bromo, or chloro; and

Rg is ~CH,NRR*! or -NRR" wferein the substituted amina group ~-NR™R™ is a
morpholinyl, piperidinyl, piperazinyl, #yrrolidinyl, ethylarino, isopropylamino, diethylamino,
cyclohexylamino, cyclopentylamin$, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N-
methylpiperazinyl, methylsulfop#lamino, thiororpholiny), thiomorpholinyl-dioxide, 4-
hydroxyethyipiperidinyl or 4-ffydroxypiperidinyt

a —CHz~ that links With a morpholinyl, piperidinyl, piperazinyl, pyrrolidinyl, ethylamino,
isopropylamino, diethyjdmIno, cyclohexylamino, cyclopentylamino, methoxyethylamino,
piperidin-4-yl, N-acgiipiperazinyl, N-methylpiperazinyl, methylsulfonylamino, thiomorpholinyl,
thiomorphalinyl-dixide, 4-hydroxyethylpiperidinyl or 4-hydroxypiperidinyl,

or a phaghaceutically acceptable salt or prodrug thereof,

and ) a Pi3Kinase inhibitor.
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2. The pharmaceutical combination according to claim 1, wherein the PI3Kinase inhibitor igf
3H-Furof4,3,2-dejindenc[4,5-h}-2-benzapyran-3,6,9-trione, 11-(acetyloxy)~1,6b,7,8,92,10,11,11#
octahydro-1-{methoxymethyl)-9a, 11b-dimethyl-, (1S,6bR,8aS,11R,11bR)- (9Cl); 8-phenyl-24

3. The pharmaceutical combination according to claim 2, wherein the P8 mase inhibitor is
4-(trifluoromethyi)-5-(2,6-dimorpholinopyrimidin-4-yl)pyridin-2-amine or a p m'naceuncally

acceptable salt thereof.

4, The pharmaceutical combination according to claim 2, whg in the PI3Kinase inhibitor Is
2-Methyl-2-{4-(3-methyl-2-oxo-8-quinolin-3-yl-2,3-dihydro-im!daz {4.5-clquinolin-1-yi)-phenyl]-
propionitrile or a pharmaceutically acceptable salt thereof. £

5. The pharmaceutical comblnation accerding to cléim 1, wherein the Hsp90 inhibitor is
(R)-2-amino-7-[2-(2-fluoro-pyridin-3-yl)-phenyij-4-methyl-7,8-dihydro-6H-pyridof4, 3-d1pyrimidin-
5-one, -
(8)-2-amino-6-benzyl-7-{4-fluoro-2-(2 ﬂ
6H-pyridof4,3-d)pyrimidin-S-one, .
(R)-2-am|n0-7»[4-fluoro-2-(2-ﬂuor 8 yndm-3-yl)-phenyl]-4—methyl -7 ,8-dihydrc-6H-
pyrido[4,3-dJpyrimidin-5-one,
{R}-2-amino-7-(2-bromo-4-flyro-phenyl)-6-{(S)-1-(4-methoxy-phenyl)-ethyl-4-methyl~
7,8-dlhydro-6H-pyrido[4,3-d]pyrimiin-5-one,
(R)~2-amino-7-[2-(6-mejfioxy-pyridin-2-yl}-phenyt]-4-methyl-7,8-dihydro-6H-pyrido(4,3-
d]pyrimidin-5-one,
(R)-2-amino-7-[4-fioro-2-(6-methoxy-pyridin-2-yi)-phenyl}-4-methyl-7 8-dihydro-6 H-
pyrido[4,3~d]pyrimidin-§one,
2-amino-7-[4#luorc-2-(6-methoxy-pyridin-2-yl)-phenyi]-4,6-dimethyl-7,8~dihydro-6H-
pyrido[4,3-d]pyrimfdin-5-one,
2-amingf7-[4-fluore-2-(2-flucro-pyridin-3-yl)-phenyl]-4,6-dimethyi-7,8-dihydra-6H-
pyrido[4,3-d}fyrimidin-5-one,

bro-pyridin-3-yl)-phenyl]-4-methyl-7,8-ditiydro-
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2-amino-7-[2-(6-methoxy-pyrazin-2-yi)-phenyll-4-methyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one,
(R}-2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-2-yi)-phenyil-4-methyl-7, 8~d|hydro-6
pyrido[4,3-djpyrimidin-5-one; /
2-amino-7-[4-fluoro-2-(8-methoxy-pyrazin-2-yl}-phenyl]-4,6-dimethyl-7,8-dihyds -6H-
pyridof4,3-d]pyrimidin-5-one,
2-amino-7-[2-(2-methoxy-pyridin-3-yi)-phenyl}-4-methyl-7, 8-d|hydro-6H- ofrido{4,3-
d]pyrimidin-5-one, /
2-aming-7-(5,2"-difluaro-biphenyl-2-yl}-4-methyl-7,8-dihydro-6H-pyrjé [4.3-d]pyrimidin-5—
one,
2-amino-7-(5-fluoro-2" tnfluoromethoxy-buphenyl-z-yl)-4-meth 7 ,8-dihydro-6H-
pyrido(4,3-d]pyrimidin-5-one, / '
2—8mino-7-[2-(2~chloro-pynd|n-3~yl)~4-ﬂuoro-phenyl]-4-m yl-7,8-dihydro-6H-pyrido[4,3~
d]pyrimidin-S-one,
2-armno-?-[4~ﬂuoro-2~(6-ﬂuoro-pyndm—3~yl)~phenyl
d]pyrimidin-5-one,
2-am[no-?-(4-ﬂuoro~2-|soqu|nolin-4-yl~pheny!) . methyl-?.B»d|hydro-6H-pyndo[4 3-
dlpyrimidin-5-one, 4
2~am|no-7-(5.3'-diﬂuoro-biphenyl-2—yl)- ‘ lhyl»‘f,a-dthydro-GH-pyﬁdo[4.3-d]pyrimidin-5—

methyl-?,S-dihydro-GH~pyrido[4,3-

one,
2-amino-7-[2-(4-chloro-pyrid{n-3~yl) : uoro~phenyl]—4-methyl-?,B-dihydro-GH-pyrido[4,3—
d)pyrmidin-5-one, .
2-amino-7-{5,2'-diflucro-3"-me oxy-b|phenyl-2-yl)-4~methyl-7 8-dihydro-6H-pyrido[4,3-
d)pyrimidin-5-one, ‘
2-amino-7-{5,4"-difluoro-:
dlpyrimidin-5-one, 4
2-amino-7-(5-fluoro,

Fmethyl-biphenyl-2-i}-4-methyl-7,8-dihydro-6H-pyrido[4,3-

-methoxy-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-
dlpyrimidin-5-one, f
2-gmino-7-{4-fforo-2-pyrimidin-5-yl-phenyl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-
dipyrimidin-5-one, £
2-amino-gf4-fluoro-2-(2-methoxy-pyridin-3-yi)-phenyll-4-methyl-7,8-dihydro-6 H-
pyridof4,3-d]pyfimidin-5-one,
2-argno-7-{5-fluoro-3"-methoxy-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimigh-~5-cne,



-81-

(R)~-2-amino-6-(3-amino-propyl)-7-[4-flucro-2-(6-methoxy-pyridin-2-yl)-phenyl}-4-methyl-
7,8-dihydro-6H-pyrido[4,3-dIpyrimidin-5-one, 4
2-amino-7-{4-fluoro-2-pyridin-3-yl-phenyl)-4-methyl-7,8-dihydro-6 H-pyrido[4,3-
d]pyrimidin-5-one,
2-amino-7-{5,2difluora-4-methyl-biphenyl-2-yl)-4-methyl-7, 8-d)hydro-6H-pyn [4,3-
dipyrimidin-5-one,
2-amine-7-[4-fluoro-2-(1-methyl-1H-pyrazol-4-yl)-phenyl]-4-methyl-7, 8- dx ) ro-eH-
pyrido[4,3-dlpyrimidin-5-one,
2-amino-7-[4-fluoro-2-{1H-pyrazel-4-yl)-phenyl]-4-methyl-7,8- dnhydr 0 £ H—pyndo[4 3-
d]pyrimidin-5-one, ‘
2-amino-4-methyl-7-(5,2' 3"-trifluoro-biphenyl-2-yl)-7,8-dihydro-gt 1. pyridof4,3-d]pyrimidin-
5-one, .."
2-am|no-?-(2-bromo-4-ﬂuoro-phenyl)~4-methyl-6—(2-meth -morpholin-4-yl-propyi)-7,8-
dihydro-6H-pyridof[4,3-d]pyrimidin-5-one; '
2-ammo—?—(3’-dxmethylammo-5-ﬁuoro-buphenyl-z-yl) methyI-7,8-dihydro-6H-pyrido[4,3-

d]pyrimidin-5-one, /
2-amino-7-{2-(2, 4-d:methoxy—pynmidin—S—yl)~4~ '3 oro-phenyl]-4~methyl-7.8-dihydro-BH-
pyrido[4,3-d]jpyrimidin-5-one, £
2~am1no-?'-[4—ﬂuoro-2-(5-methoxy-pynd1n- I)-phenyl]-4-methyl-7.8—dihydro-6H-
pyrido[4,3-dlpyrimidin-S-one, A

2-amino-7—(4—ﬂuoro-2—pynmidin-s-yl- enyl)-4—methyl-6—(2—methy[-2—morpholm-4-yl-
propyl)-7,8-dihydro-6H-pyrido[4,3-d]pyrimj# in-5-one,

2-amine-7-{4-fluoro-2-(2-methoy pyridin-a-yl)-phenyl]-4-methyl-6-(2-methy!-2—
morpholin-4-yl-propyl)-7,8-dihyd ro-ﬁ yrido[4 3-d)pyrimidin-5-one,

2-amino-7-(5-fluoro-3-metioxy-biphenyl-2-yl)-4-methyl-6-(2-methyl-2-morpholin-4-yl-
propyl)-7,8-dihydro-6H-pyrido[48-d]pyrimidin-5-one,

(R)-2-amino-7-[4-ﬂuo2—(4-methoxy~5-methyl-pyrimidin»Z—yl)-phenyl]-4-methyl-7.8-
dihydro-6H-pyridof4,3-d]py imidin-5-one,
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6. A pharmaceutical combination comprising
{a)  an Hsp S0 inhibitor according to formuta (itf)

(1)
or a pharmaceutically acceptable salt or prodrug theregf wherein
wherein R? is selected from the group consisting of # |

(1)  hydrogen,

(2}  halogen,

(3}  hydroxwi,

(4)  GCy-Csalkony,

(5) thiol,

(6)  Cy-Cg alkylthiof, .

(7) substituted or unsyfstituted C4-Cg alkyl,
(8)  amino or substij fied amino,
(9)  substituied opinsubstituted aryl,

(10)  substitutegfor unsubstituted heteroaryl, and
(11) :

gbmpound of formula (E)
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(E)

whetein
Ra is selected from methylaminocarbonyl CHzCH.NHC(=0}- , ethylamingftarbonyl
CH3CHaNHC(=0)-, propylaminocarbonyl CHsCH,CHNHC(=0)-, or isoprogyflaminocarbanyl
(CH3)2CHNHC(=0)-),
Ra Is selected from methyi, ethyl, isopropyl, bromo, or chioro; a
Rg is ~CH.NR®R™ or -NR™R" wherein the substituted amin
morpholinyi, piperidinyl, piperazinyl, pyrralidinyl, ethylamino, Isoppylamino, diethylamino,
cyclohexytamino, cyclopentylamino, methoxyethylamino, pipegflin-4-yi, N-acetylpiperazinyl, N-
methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thigmorpholinyl-dioxide, 4-
hydroxyethylpiperidinyl or 4-hydroxypiperidinyl,
or a pharmaceutically acceptable salt or prodrugdhereof,
and (b) a PI3Kinase inhibitor.

roup -NR'R" is a

7. The pharmaceutical combination accorgfng to claim 6, wherein the P13Kinase inhibitor
comprises 3H-Furo{4,3,2-dejindenof4,5-h]-2-#enzopyran-3,8,8-triane, 11-(acetyloxy)-
1,6b,7,8,93,10,11,11b-octahydro-1-(methofymethyl)-9a,11b-dimethyl-, (18,6bR,828,11R,11bR)-
(9CH); 8-phenyl-2-(morpholin-4-yl)-chrorgén-4-one, 4-(trifluoromethyl)-5-(2,6-
dimorpholinopysimidin-4-y)pyridin-2-gfnine, 2-Methyi-2-{4-(3-methyl-2-oxo-8-quinolin-3-y1-2,3-
dihydro-imidazo[4,5-clquinolin-1-y})fphenyl]-propionitrite or Quercetin Dihydrate or a
pharmaceutically acceptable salpthereof,

8. A phamaceutical gfmbination comprising (a) an HspS0 inhibitor that is

(R)-2-amino-7-{242-lucro-pyridin-3-yi)-phenyif-4-methyl-7,8-dihydro-6 H-pyrido[4, 3-
d)pyrimidin-5-one,
(8)-2-amingfB-benzyl-7-[4-fluoro-2-(2-fluoro-pyridin-3-yl)-phenyl}-4-methyl-7,8-dihydro-
6H-pyrido[4,3 yﬁmidin-5~one,
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(R)-2-amino-7-{2-bromo-4-flucro-phenyl)-8-[{S)-1-(4-methoxy-phenyl)-ethyl}-4-methyl-
7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, '
(R)-2-amino-7-[2-(6-methoxy-pyridin-2-yl}-phenyl]-4-methyl-7,8-dihydro-6H-pyrido[¢/3-
dipyrimidin-5-one,
(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyridin-2-yl)-phenyi}-4-methyl-7,8-dihyd/b-6H-
pyrido[4,3-dlpyrimidin-5-one,
2-amino-7-[4-fluoro-2-(6-methoxy-pyridin-2-yi}-phenyl]-4,6-dimethyl-7,8-gllhydro-6H-
pyridof4,3-d]pyrimidin-5-one, .
2-amino-7-[4~fluora-2-(2-fluoro-pyridin-3-yl}-phenyl}-4,6-dimethyt-7 £-dihydro-6H-
pyrido[4,3-d]pyrimidin-5-one,
2-amino-7-[4-flucro-2-(6-methoxypyridin-2-yljphenyi]-4-methyF7,8-dihydropyridof4,3-
dipyrimidin-5(6H)-one, "
2-amino-7-[2-(6-methoxy-pyrazin-2-yl)-phenyl]-4-methy8-dihydro-6H-pyrido[4,3-
dipyrimidin-5-one,
(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyrazin-2-yl enyll—d—methyl-?, 8-dihydro-6H-
pyrido{4,3-dJpyrimidin-5-one, /
2-amino-7-{4-fluoro-2-(6-methoxy-pyrazin-2-gf-phenyll-4,6-dimethyl-7,8-dihydro-6H-
pyridof4,3-dJpyrimidin-5-cne, /
2-amino-7-[2-(2-methoxy-pyridin-3-yi}-pMenyl]-4-methyl-7,8-dihydro-6H-pyrido[4,3-
dipyrimidin-5-one, V4
2-amino-7-(5,2'-difluoro-biphenyl-2 l)—4—methyl-7.8-dihydro-BH-pyrido[4,3-d]pyn’midin-5-
one, ,_
2-amino-7-(5-fiuoro-2'trifluorgimethoxy-biphenyl-2-yl}-4-methyl-7,8-dihydro-6H-
pyridof4,3-dlpyrimidin-5-one; £
2-aminho-7-[2-(2-chloro-p4 ridin-3-yl)-4-fluoro-phenyll-4-methyl-7,8-dihydro-8H-pyrido[4,3-
d]pyrimidin-5-one, /
2-amino-7-[4-fluorgF2-(6-fluoro-pyridin-3-yi}-phenyl}-4-methyl-7,8-dihydro-6H-pyrido[4,3-
dlpyrimidin-5-one,  /
2-amino-7-(4fluore-2-isoquinolin-4-yl-phenyl)-4-methyl-7,8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one /
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2-amino-7-(5,2'-diflucro-3'-methoxy-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-pyridof4,3~
dipyrimidin-5-one, |
2-amino-7-(5,4"-difluoro-2"-methyl-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-pyrido[448-
d]pyrimidin-5-one,
2-amino-7-(5-fluoro-2'-methoxy-biphenyl-2-yl)-4-methyl-7, 8-d|hydro-6H-pyrsd g
d]pyrimidin-5-one,
2-amino-7-(4-fluoro-2-pyrimidin-5-yl-phenyl}-4-methyl-7,8-dihydro-6H-p
dipyrimidin-5-ohe,
2-amino-7-[4-fluora-2-(2-methoxy-pyridin-3-yl)}-phenyll- 4-methyl-7 %
pyrido[4,3-d]pyrimidin-5-one, '
2-amino-7-(5-fluoro-3-methoxy-biphenyl-2-yl}-4-methyl-7,8-dij
d]pyrimidin-5-one,
(R)-2-amino-6-(3-amina-propyl)~7-[4-fluoro-2~6-methoxy;
7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-one, 4
2-amino-7-(4-fluoro-2-pyridin-3-yl- phenyl)-4—methy!—
d]pyrimidin-5-one,
2-amino~7-(5,2-difluoro-4’-methyl-biphenyl-2-ylj
dipyrimidin-5-one, '
2-amino~7-[4-flucro-2-(1-methyl-1 H-pyraz
pyridof4,3-d]pyrimidin-5-one, 4
2-amino-7-[4-fluoro-2-{1 H~pyrazol-4-
d]pyrimidin-5-one, '
2-amino-4-methyl-7-(5,2',3'"-trifly

do[4,3-
Gihydro-6H-
dro-6H-pyrido[4.3—
yridin-2-yl)-phenyl]-4-methy[-
-dIhydro-6H-pyrido[4, 3-
methyl-7,8-dihydro-6H-pyrido[4,3-
«4~y!)-phenyl]-4-methyl—7‘8-dihydrb-BH-
henyt]—4-methyl-7.8—dlhydro-6H-pyrido[4,3~

o-biphenyl-2~yl)-7,8-dihydro-6H—pyrldo[4,3-d]pyrimidin—
S5-ane, y ;
2-amino~7-(2-bromo-4-fluogg-phenyl)-4-methyl-6-(2-methyl-2-morpholin-4-yl-propyl)-7,8-
dihydro-6H-pyridoj4,3-djpyrimidif5-one,
Z-amln0~7a(3'~dlmeﬁ1y fmina-5-fluoro-biphenyl-2-yt)-4-melhyl-7,8-dihydro-6H-pyridof4,3-
d]pyrimidin-5-one, 4
2-amino-~7-{2-{2 443 imethoxy-pyrimidin-5-y|)-4-ﬂuoro—ph enyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d)pyrimidin.g Cone,
2-amino~7-{44lluoro-2-(5-methoxy-pyridin-3-yl)-phenyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d]pyrirgfdin-5-one,
g#7-(4-fluoro-2-pyrimidin-5-yi-phenyl)-4-methyl-6-(2-methyk-2-morpholin-4-yl-
propyl)-7,8-gfnydro-6H-pyridof4,3-d]pyrimidin-5-one,
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2-amino-7-[4-fluore-2-(2-methoxy-pyridin-3-yl)-phenyi]-4-methyl-6-(2-methyt-2-
morpholin-d.yi-propyl)~7,8-dihydro-6H-pyrido[4,3-d]pyrimidin-§-one,

2-amino-7~(5-fluoro-3'-methoxy-biphenyl-2-yl}-4-methyl-6-(2-methyl-2-morpholin-4-
propyl)-7,8-dihydro-6H-pyrido[4,3-d)pyrimidin-5-one,

{R)-2-amino-7-[4-flucra-2-{4-methoxy-5-methyl-pyrimidin-2-yl)-phenyi]-4-methy¥f7,8-
dihydro-6H-pyrido[4,3-d]pyrimidin-5-ons,

2-amino-7-{4-flucro-2-furan-3-yi-phenyl)-4-methyl-7, 8—d|hydro-6H-pyndo ,3~d]pyrimidin-
§-one,

5-(2,4-0|hydroxy~5-xsopropyI-phenyl)»Htt-morpholEn—4—ylmethyl-phe I)-1soxazo!e-3-
carboxylic acid ethylamide or f

a pharmaceutically acceptable sait or prodrug thereof; and
(b) a Pi3Kinase inhibltor that Is 8H-Furo[4,3,2-delindeno[4,5- 2-benzopyran-3,6.9—tﬁone,

11-(acetyloxy)-1,6b,7,8,9a,10,11,11b-octahydro-1-{methoxymethyl¥ba, 1 1b-dimethyl-,
(18.6bR,928,11R,11bR)}- (3Cl); 8-phenyl-2-{morphelin-4-yi}-chrofmen-4-ane, 4-(trifluoromethyl)-5-
(2,6-dimorphalinopyrimidin-4-y)pyridin-2-amine, 2-Methyl- 2-[ { ethyi-2-oxo—8-quinolln-3-yf-2,3«-
dihydro-imidazo[4,5-clquinolin-1 -yl)-phenyI]-proplomtnIe ar fuercetin Dlhydrate; or &
pharmaceutically acceptable salt thereof.

g. An effective amount of a first pharmaceuffcal component and a second
pharmaceutical component, wherein the first, $harmaceutical component is & Hsp90 inhibitor
that is a compound according to formuta (I4]

R/ O
,'\l R4
WA N~ R®
A / Re
H N7 N
RS RS
R7
Iy

or a ppermaceutically acceptable salt or prodrug thereof, whereln
whefein R? is selected from the group consisting of
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(1}  hydrogen,
{2) halogen,
(3)  hydroxyl,
4) C4-Cg alkoxy,
(5) thio,
(6)  C4-Cgalkyithiol,
(7)  substituted or unsubstituted C4-Cg alkyl,
(8)  amino or substituted amino,
(9)  substituted or unsubstituted amyl,
(10)  substituted or unsubstituted heteroaryl, and
(11)  substituted or unsubstituted heterocyclyl;
R is hydrogen or substituted or unsubstituted C4-Cg alkyl; #
R® is hydrogen, alkyl, atkoxy, or halo; 4
each of R%, R7, R®, and R® are independently selected ffom the group consisting of
hydrogen, alkyl, alkoxy, halo, substituted or unsubstituted gfyl, and substituted or unsubstituted
heteroaryl; V4
with the proviso that when R? is amino and REAR’, R?, and R? are hydrogen, then R® is
not hydrogen, alkyl, atkoxy, or halo or
a compound of formula (E)

wherein
Rz is selected from
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methylipiperazinyl, methylsulfonylamino, thiomorpholinyl, thiomorphalinyl-dioxide, 4~
hiydroxyethylpiperidiny} 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 treaiment of a proliferative disease.

10. The use of an effective amount of a first pharmaceutical comp Aent and a second
pharmaceutical component in the manufacture of a medicaraent for the tre'

proliferative disease, wherein the first pharmaceutical component is a Hspt
is a compound according to formula (I11) 4

(1)}
salt or prodrug thereof, whereln
wherein R? is selected from group consisting of X

or a pharmaceutically acceptah 4
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(1)  hydrogen,

(2)  halogen,

(3)  hydroxyl,

(4) C4Cs alkoxy,

{5 thiol,

(6)  GC4-Csalkylthial,

(7)  substituted or unsubstituted C4-Cg alkyl,

(8)  amina or substituted amino,

(9)  substituted or unsubstituted aryl,

{10}  supstituted or unsubstituted heteroary), and

{(11)  substituted or unsubstituted heterocyalyk
R*is hydrogen or substituted or unsubstituted C4-Cg alkyl;_, 4

R%is hydrogen, alkyl, alkoxy, or halo; 4
each of R, R, R", and R® are independenlly selected a the group consisting of
hydrogen, alkyl, atkoxy, hale, substituted or unsubstituted ag f, and substituted or upsubstituted
heteroarvi: f -
with the proviso that when R®* Is amino and RS, B, R®, and R® are hydrogen, then R®is
not hydrogen, alkyl, alkoxy, or halo or §
_acompound of formula (E)

wherein ,
Ry is selected from me; "]aminocarbonyl CH;CH,NHC({=0)-, ethylaminocarbony]
CHaCHNHC(=Q)-, propylgft inocarbonyl CHaCH,CHNHC(=0)~, or isopropylaminocarbonyl
(CHa)2CHNHC(=0)-),

Ra is selected fj Y methyl, ethyl, isopropyl, bromo, or chioro; and

—Rs Is CHNGPR™ or —-NR™R™ wherein the substituted amino group -NR"R" is a
morpholinyt, pipgfiding, piperazinyl, pymolidinyl, ethylamino, isopropylamino, diethylamine,
cyclohexylamifio, cyclopentylamino, methoxyethylamino, piperidin-4-y), N-acetyipiperazinvl. N-
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methylpiperazinyl, methylsulfonylamino, thiomorpholiny, thiomorpholinyl-dioxide, 4-
hydroxysthylpipetldinyl or 4-hydroxyplperiding,
or a pharmaceutically acceptable salt or prodrug thereof,
and whereln the second pharmaceutical component is a Pi3Kinase inhibitor,

1. The 1pharmacsutical components of claim 9 or the use of
" claim 10, wherein the PI3Kinase inhibitor is ‘
3H-Furof4,3,2-delindenoc(4,5-h]-2-benzapyran-3,8,9-frione, 11-(acetyloxy)-1,6547,8,92,10,11,11b-
actahydro-1-(methoxymethyl}-8a,11b-dimethyl-, (1S,6bR,%a8,11R,11bR)- (&1); 8-phenyl-2-
(morpholin-4-y1)-chromen-4-one, 4-{triflucromethyl)-5-(2,8-dimorpholinopyimidin-4-yl)pyddin-2-
amine, 2-Methyi-2-[4-(3-methyl-2-oxo-8-quinolin-3-yl-2,3-dihydro-imidagh[4,5-clquinofin-1-y)-
phenyil-propionitrile or Quercetin Dihydrate or a pharmaceuticaly aggfepiable salt thereod.,

12.  The pharmaceutical coraponents or the use of glalm 11, wherein
the compound according to Formula (IN) is
(R)-2-amlno~7-[2-(2-ﬂuoro-pyndin-s-yl)-phenyl]-d-m yl-?’ 8-dihydra-6H-pyrido[4,3-
dlpyrimlidin-5-one,
{S)-2-amino-6-benzyl-7-[4-luorc-2-{2-fluoro-pyijfin-3-yl}-phenyl}-4-methyi-7,8-dihydro-
BH-pyridol4,3~-djpyrimidin-6-one, 4
(R)-2~amlno-?-[d-ﬂuoro~2-(2-ﬂuoro-pyndln-~yl)-phenyl]—4-methyl-7,8-dlhydro-6H-
pyrido{4.3-dlpyrimidin-5-one, /
(R)-2-amino-7-(2-brome-4-fluora-phegél)-6-{(S)}-1-(4-methoxy-phenyl}-ethyl}-4-methyl-
7,8-lhydro-8H-pyrido[4,3-dpyrimidin-5-ongf]
(R)-2-amino-7-{2-{6-methoxy-pyridin-2-yl)-phenyl]-4methy-7,8-dihydro-6H-pyrido[4,3~
d]pyrimidin-5-one

pyrido[4,3-d]pyrimidin-5-one,
2-amino~7-{4-fluoro-2-(64 ethoxy-pyridin-2-yl}-phenyl}-4,6-dimethy}-7,8-dihwdro-6H-

dlpyrimidin-5-ghe,
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(R)-2-amino-~7-[4-fluoro-2-(6-methoxy-pyrazin-2-yl}-phenyl]-4-methyl-7,8-dihydro-6H-,
pyrido[4,3-d]pyrimidin-5-one,

2-aminoc-7-[4-fluoro-2~(6-methoxy-pyrazin-2-yl)-phenyll-4,6-dimethyl-7,8-dihydrgfo H-
pyrido[4,3-d}pyrimidin-5-one,

2-amino-7-{2-(2-methoxy-pyridin-3-yl)-phenyll-4-methyl-7 8-dihydro-6H-pyg
d]pyrimidin-5-one,

2-amino-7-(5,2"-diflucro-biphenyl-2-yl)-4-methyl-7, 8-d|hydro~6H~pynd _ 4 3-d]pyrimidin-5-

one,
2-amino-7-(5-fluoro-2'rifluoromethoxy-biphenyl-2-yi)-4-methyl-#8-dihydro-6H-
pyrido[4,3-dJpyrimidin-5-one,
2—am|no-7-[2-(2-chloro-pyr|d|n-3—yl)-4-fluoro—pheny!]r4—mei ¥ ~7 ,8-dihydro-§H-pyrido[4,3-
dipyrimidin-5-one, -

2-amino-7-[4-fluore-2-(6-fluoro-pyridin-3-yl)-phenyl]- ,A eihy!-? 8-dihydro-6H-pyridof4,3-
d]pyrimidin-5-one, 4

2-amino-7-{4-fluora-2-isoquinolin-4-yl-phenyl)-4
dlpyrimidin-5-one, 4

2-amino~7+(5, 3'-d|ﬂuoro-b|phenyl-2-yl)-4-m > y!-?’ 8-dihydro-6H-pyrido[4,3-d]pyrimidin-5-

éthyl-7,8-dihydro-6H—pyﬁdo[4,3-

one,
2-amino-7-[2-{4-chloro-pyridin-3-yl}-4- i ro-phenyl]—4—methyl—7,8-dihydro-ﬁH—pyrido[4,3-
~ d]pyrimidin-5-one, d
2-amino-7-(5, 2'-diﬂuoro-3’-metho A
dipyrimidin-5-one,
2-amino-7-(5,4'-difluoro-2'-
dlpyrimidin-5-one,
2-amino-7-(5-fluoro-2'-
dipyrimidin-5-one, /
2—amino-7¢(4-ﬂuor 2-pyrfmidln~5-y|-phenyl)-4-methy[-7 8-dihydro-6H-pyrido[4,3-
dlpyrimidin-5-one, ’
" 2-amino-7-f4#uoro-2{2-methoxy-pyridin-3-yl)-phenyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d]pyrimpli

bipheny[-2-yl)-4-methyl-7.8-dihydro-6H~pyrid0[4.3—

I-biphenyl-2-y1)-4-methyl-7 8-dihydro-6H-pyrido[4,3-

= ™

gethoxy-biphenyl-2-yl)-4-methyl-7,8-dihydro-6 H-pyrido[4,3-

7,8-dihy/ 0-6H-pyndo[4,3~d]pynmldm-s-one.
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2-amino-7-(4-flucro-2-pyridin-3-yl-phenyi)-4-methyl-7,8-dihydro-6H-pyridoj4, 3-
dlpyrimidin-5-one,

2-amino-7-{5,2™-difluoro-4'-methyl-biphenyl-2-y1}-4-methyl-7, B-dnhydro-GH-pyndo[4 A
dlpyrimidin-5-one,

pyrido(4,3-d]pyrimidin-5-one,
2-amino-7-[4-fluoro-2-{1H-pyrazol-4-yl)-phenyi}-4-methyl-7,8-dihydra-6H Pyridof4,3-
d]pyrimidin-5-one, /
2-amino-4-methyl-7-(5,2" 3"-trifluorc-biphenyl-2-yi}-7,8-dihydro-6H-ghrido[4,3-d]pyrimidin-
5-one, V4
2-amino-7-(2-bromo-4-fluoro-phenyi)- 4-methy!~6—(2—methyl~2- (orpholin-4~yl-propyl)-7,8-
dihydro-6H-pyrido{4,3-d]pyrimidin-S-one, /
2-amino-7-(3'-dimethylamino-5-fiuoro-biphenyl-2-y1)-4-myhhyl-7,8-dihydro-6H-pyrido[4,3-
dlpyrimidin-§-one,
2~amino-7-{2-(2,4-dimethoxy-pyrimidin-5-yi)-4-fluorg henyl]-4—melhyl-?.B-dihydro-sH-
pyrido[4,3-dipyrimidin-5-one,
2-amino-7-[4-flucro-2-(5-methoxy-pyridin-3-yl}fhenyil-4-methyl-7,8-dihydro-6H-
pyrido[4,3-dJpyrimldin-5-one,
2-amino-7-{4-fluocro-2-pyrimidin-5-yl-pheny )-4-methyl 6-(2-methyl-2-morpholin-4-yl-
propy!)-7,8-dihydro-8H-pyridof4,3-dJpyrimidin-gFone,
2-amino-7-[4-fluoro-2-(2-methoxy-pyhAdin-3-yl)-phenyi]-4-methyl-6-(2-methyi-2-
morpholin-4-yl-propyl)-7 8-dihydro-8H-pypfticf4,3-d]pyrimidin-5-one,
2-amino-7-(5-fluorc-3'-methoxybiphenyt-2-yl)-4-methyl-6-{2-methy)-2-morpholin-4-yl-
propyl)-7,8-dihydro-BH-pyrido[4,3-d}fyrimidin-5-one,
(R)-2-amino-7-{4-fluora-2;8-methoxy-5-methyl-pyrimidin-2-yi}-phenyi]-4-methyl-7,8-
dihydro-6H-pyrido[4,3-d]pyrimiplin-5-one,
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3H-Furo[4,3,2-defindenold,5-h]-2-benzopyran-3,6,8-cione, 11-(acetyloxy)-1,6b,7,8,8a,10,11,11b-~
octahydro-1-(methoxymethyi)-8a, 11b-dimethyl-, (18.6bR 2aS,11R,11bR}- (3CH); 8-phenyl-2-

(morpholin-4-yl)-chromen-4-one, 4-(trlfluoromethyl)-6-(2,8-dimespholinepyrimidin-4-y)pyridin-2-
amine, 2-Methy+-2-[4-(3-methyl-2-oxo-8-quinalin-3-yl-2,3-dihydro-imidazo[4,5-clquinolin-1-y)-
phenyl}-propionitrile or Quercetin Dihydrate; or a pharmaceulically acceptable salt thereof.

14. The pharmaceutical components or the use of ciairﬂ 3
for the administration of -4-(frifluoromethyl)-5-(2,6- *

dimorpholinopyrimidin-4-y)pyridin-2-amine or a pharmaceutically acceptablg <’ thereaf,

55‘ The iphammaceutical cémnomnts or the use of claim 1 3, forthe 4 '
adminlstration of-2-Methyl-2-[4-{3-msthyl-2-oxo0-8~ /
quinofin-3-y}-2,3-dihydra-imidazof4,5-clquinotin-1-yi}-phenyl]-propig tﬂle or a pharmaceutically
acceptable salt thereof. 4
* 18. The pharmacautical comoonents of claim 9 or
“the use of glalm-10, whereln fraating sald proifferative dig@rder Is treatment
ot fumors, myelomas, leukemias, angiogenesis, psorias f, restanosis, sclerodemitis or fibrosis,
carcinoma of the braln, kidney, Uver, adrenal gfand, bj# dder, breast, stomach, gastric tumors,
ovaries, colon, rectum, prostate, pancreas, {ung, vadina or thyrold, sarcoma, glioblastomas,
multiple myeloma ar gastrolntestinal eancer, colg carcinoma. coloraectal adenoma, a tumor of
{he neck and head, an epidermal hyperprolifegbtion, prostaie hyperplasta, a neoplasia, a
neoplasia of epithelial character, lymphoma# , a mammary carcinoma, Cowden syndrome,

Lhermitte-Dudos disease or Bannayan-Zénana syndrome.

17. The :pharmaceuticat compong ts of claim 9 or the use of
claim 10, wherein the compound agfording to Formula (1) and the PI3Kinase inhibitor are fo ba
administered together as a singlg/bharmaceutical composition.

18. The-pharmaceutical gémponents of claim 9 or tha use of
claim 10, wherein the compgéund according to Formula (i1} and the PI3Kinase inhibitor are to be
administered as separatgfcomposltions. ’

19. The -pharmdceutical components of claim. 9 or the use of
clalm 10, wherelinghe compound according to Formula {lll) and the PI3Kinase

inhibltor are to /6 administered sequentially,

20. -An gfifective amount of an Hsp 80 Inhibitor and a PI3Kinase inhibitor for use in the therapeutic
treatment o 4 proliferative disease.

21 Tha use of an effective amount of an Hsp 90 inhibitor and a P(3KInase inhibitor in the
manufaciure of a medicament for therapeutic treatment of a proiferative disease,
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Ra 0
R
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HoN N RP
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or a pharmaceutically acceptable salt or prodrug thereaof, in g

rst pharmaceutically
acceptable carrier, wherein
R? is selected from the group consisting of
(1) hydrogen,
{2)  halogen,
(8} hydroxyl,
(4)  C1-Cgalkoxy,
(6) thiol,
(6)  C4+Cs alkylthiol, _
(7)  substituted or unsubstityed C4-Cg alky,
(8)  amino or substituted
{9)  substituted or unsy¥stituted aryl,
{10)  substituted or unglbstituted heteroaryl, and
{11} substituted or nsubstituted heterocyclyl;
R Is selected from the groyf consisting of
(1) hydrogen/f '
(2)  substityfed or unsubstituted C4-Cg alkyl,
(3)  subgfluted or unsubstituted Co-Cg alkenyl,
4 bstituted or unsubstituted C2-Cg alkynyl,

(5) ASubstituted or unsubstituted Cg-C7 cycloalkyl,

" substituted or unsubstituted C5-C7 cycloalkenyl,

substituted or unsubstituted aryi,
substituted or unsubsfituted heteroaryl, and
substituted or unsubstituted heterocyclyl;
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R® is selected fram the group consisting of
(1)  substituted or unsubstituted C3-C7 cycloalkyl,

(2)  substituted or unsubstituted C5-C7 cycloalkenyl,

(3)  substituted or unsubstituied aryl,
(4}  substituted or unsubstituted heteroaryl, and
(6)  substituted or unsubstituted heterocyclyl; and
with the proviso that when R® is amino, then R is not phenyl, 4-ajyl-phenyl, 4-alkoxy-
phenyl, or 4-halo-phenyl, or ‘
a compound of formula (E}

wherein

Ra is selected from methylaminocarbon HQCHzNHC(‘=O)‘ , ethylaminocarbonyl
CHsCH,NHC(=0)-, propylaminocarbony} CifzCH.CHNHC(=0)~, or isopropylaminosasbonyl
(CHs).CHNHC(=O)-),

Rg is selected from methyl, athyly opropyl, bromo, or chloro; and

Re Is ~CHNR"R™ or ~NR™R¥ 'wherein the substituted amine group -NRR' Is a
morphelinyl, piperidinyl, piperazingl, pyrrolidinyl, ethylamino, isopropylamino, diethylamino,
cyclohexylamino, cyclopentylaglino, methoxyethylamino, piperidin-4-yl, N-acetylpiperazinyl, N-
methylpiperazinyl, methylsulfonylamino, thiomorpholinyl, thiomorpholinyl-dioxide, 4~
hydroxyethylpiperidinyl orA-hydroxypiperidingt,

or a pharmaceutighily acceptable salt or predrug thereof,

and (b) a PI3Kkmase inhibitor, in a second pharmaceutically acceptable carrier.

wherein

thefAsp90 inhibitor is
K)-2-amino-7-[2-(2-fluora-pyridin-3-yl)-phenyil-4-methyl-7,8-dihydro-6H-pyrido[4,3-
djpyrphidin-5-one,
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(8)-2-amino-8-benzyl-7-{4-fluorc-2-(2-fluora-pyridin-3-yi)-phenyi]-4-methyl-7,8-dihydrg
BH-pyrido{4,3-d]pyrimidin-5-one,
(R)-2~amino-7-{4-fluoro-2-(2-fluoro-pyridin-3-vi)-phenyl]-4-methyl-7,8-dihydro-6
pyrido{4, 3-dJpyrimidin-g-one,
{R)-2-amino-7-(2-bromo-4-fluora-phenyl)-6-(S)-1-(4-methoxy-phenyl}-ethyl}fd-methyl-
7,8-dihydro-6H-pyride{4,3-dpyrimidin-5-one,
(R)-2-amino-7-[2-(6-methoxy-pyridin-2-yl}-phenyi]-4-methyl-7,8-dihydrg 6 H-pyrido[4, 3«
dipyrimidin-5-one, '
(R)-2-amino-7-[4-fluoro-2-(6-methoxy-pyridin-2-yl)-phenyl]-4-metj
pyrido(4,3-d]pyrimidin-5-one, A
2-amino-7-{4-11 uoro-2-(6-methoxy—pyndin-2-yl)~phenyll—4 6-dj
pyrido[4,3-d]pyrimidin-5-one, ;
2-amino-7-{4-fluoro-2-(2-flucro-pyridin-3-yl)-phenyil-4, ’ '1methyl-7 8-dihydro-6H-
pyrido[4,3-dlpyrimidin-5-one, p
2-amino-7-[4—ﬂuoro-2-(6—methoxypyridm—2~yl)phe Iy
dJpyrimidin-5(6)-one, ;
2-amino-7-[2-(6-methoxy-pyrazin-2-y)}-phen -4-methyl-7 8-dihydro-6H-pyrido[4,3-
d]pyrimidin-5-one, ;
(R)-2-ammo-7—{4—ﬂuoro-2-(6-methoxy-p Aazin-2-yl}-phenyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-d]pyrimidin-5-one,
2-amino-7-[4-fluoro-2-(6-methoxy-pA
pyrido{4,3-dpyrimidin-5-one, i
2-amino-7-[2-(2-methoxy-pyrign-3-yi)-phenyi]-4-methyl-7, 8-dihydro-6H-pyridof4,3-
dlpyrimidin-&-one,
2-amino-7-(5,2"-difluore-} phenyl-z—yl)-4-methyl~7 8-dihydro-6H-pyrido[4,3-d]pyrimldin-5-

1-7,8-dihydro-6H-

ethyl-7,8-dihydro-6H-

T-4-methyl-7,8-dihydropyrido[d,3-

razin-2-yl)-phenyl]-4,6-dimethyl-7,8-dihydro-6H-

2-amino-7-{2 hlore-pyridin-3-yl)-4-fluoro-phenylj-4-methy}-7,8-dihydro-6H-pyridof4,3-
d]pyrimidin-5-one, 4

dlpyrimidgi ‘
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2-aminc-7-(5,3"-difluoro-biphenyl-2-yl)-4-methyl-7,8-dihydro-8H-pyrido[4,3-d]pyrimidin-

one,

d]pyrimidin-5-one,
2-amine-7-(5,2-diflucrc-3-methoxy-biphenyl-2-yl)-4-methyl-7,8-dihydro-6H-
d]pyrimidin-5-one, 4
2-amino-7-(5,4-difluora-2'-methyl-biphenyl-2-ylj-4-methyl-7, B-dlhydro-ﬁ -pyrido{4,3-
dlpyrimidin-5-one, y
2-amino-7-{5- ﬂuoro~2'-methoxy-blphenyl~2-yl)~4-meﬂ1yl-7 B-dlhyd g-6H-pyridof4,3-
d}pyrimidin-5-one, /
2-amino-7-{4-flucro-2-pyrimidin-5-yl-phenyl)-4-methyl-7 8-di ro-6H~pyrido[4.3-
d]pyrimidin-5-one, 4
2-amino-7-[4-fluoro-2-{2-methoxy- pyrldin-3-y!)—phenyl] # T
pyrido[4,3-d]pyrimidin-5-one,
2-amino-7-(5-fluaro-3-methoxy-biphenyi-2-yi)-4 Byl-?.&dihydro-SH-pyrido[4,3-
d]pyrimidin-5-one, (
(R}-2-amino-6-~ (3-ammo—propyl)-7-[4-ﬂuoron2 -S-methoxy- yridin-2-y1}-phenyi]-4-methyi-
7,8-dihydro-8H-pyrido[4,3-d]pyrimidin-5-one, .
2-amino-7-(4—ﬂuoro—2-pyrxdin-3-yl-phen : -4-methyl-7 8-dihydro-6H-pyrido[4,3-

dlpyrimidin-5-one,

2-amino-7-(5, 2’~dlﬂuoro-4'~methyl- phenyl-2~yl}-4~methyl-?,8-dihydro-6H—pyrido[4.3-
d]pyrimidin-5-one,

2-amino-7-[4-fluoro-2-(1-meth i-1H-pyrazoI-4-y|)-phenyl]-4-methyf-7,8—dihydro-6H-
pyrido[4,3-dlpyrimidin-5-one, £

2-amino-7-[4-fluoro-2-( ~pyrazol-4-yi)-phenyl]-&methyl-?,s-dihydro-6H~pyrido[4.3—

d]pyrimidin-5-cne, /

2-amino-4-methyl- (5,2",3"-trifluoro-biphenyl-2-yi)-7,8-dihydro-6H-pyridof4, 3-djpyrimidin-
5-one,

2-amino-7-{2#ramo-4-fluoro-phenyl)-4-methyl-6-(2-methyl-2-morpholin-4-yl-propyl)-7,8-
dihydro-6H-pyridgé,3-dlpyrimidin-5-one,

2-amingff-(3-dimethylamino-5-fluoro-biphenyl-2-y})-4-methyl-7,8-dihydro-6H-pyrido[4, 3-
dlpyrimidin-gone,
'fno-?-I2~(2,4-dimethoxy-pyrimidin-5-yl)-4-fluoro-phenyl]-4-methyl—7.8-dihydro-SH—
pyrido[gf3-dlpyrimidin-5-one,
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2-amino-7-{4-fluorc-2-(5-methoxy-pyridin-3-yi)-phenyl]-4-methyl-7,8-dihydro-6H-
pyrido[4,3-dlpyrimidin-5-one,

2-aming-7-(4-fluoro-2-pyrimidin-5-yl-phenyl)-4-methyl-6-(2-methyl-2-morpholin-4-yl4 '
propyl)-7,8-8ihydro-6H-pyridof4,3-d]pyrimidin-5-one,

2-ammo-7~[4~f|uoro-2-(2~methoxy-pynd1n—3—yl)-phenyl}~4-meihyl-6«(2~methy!~ 4
morpholin-4-yl-propyl}-7,8-dihydro-6H-pyrldof4, 3-d]pyrimidin-5-one, 4

2-amino-7-(5- ﬂuoro—3'-methoxy-blphenyl-2-yl)-4-methy!-6—(2—methy]-z-m pholin-d-yl-
propyl)-7,8-dihydro-6H-pyrido[4,3-dlpyrimidin-5-one,

(R)-2-amino-7 —[4-ﬂuoro—2—(4-methoxy—5—methyl—pynmsdin-z-yl)-phe 7 I]-4-methy(-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-dihydrg, H—pyrido[4,3—d]pyrimidin-
5-one, 4
5-(2,4-Dihydroxy-S-isopropyl-phenyl}-4-(4-morphalin-4-y, ethyl-phenyl)‘lsoxazole-3-
carboxylic acid ethylamide or

a pharmaceutically acceptable salt or prodrug thergbf; and

the PI3Kinase inhibitor is 3H-Furo[4,3,2-delindepb{4,5-h]-2-benzopyran-3,6,8-trione, 11-
(acetyloxy)-1,6b,7,8,92,10,11,11b-octahydro-1-(methy ethy!)-ga,‘! 1b-dimethyl-,
(18,6bR,9a8,11R,11bR)~ (9Cl); 8-phenyl-2-{morphgflin-4-yl)-chromen-4-one, 4-(trifluoramethyl)-5-
(2,6-dimorpholinopyrimidin-4-yi)pyridin-2-amine Melhyl~2«[4-(3~metl-\yl-z-oxo-a-quinolin-s-yl-z,s-
dihydro-imidazof4,5-¢]quinolin-1-yl}-phenyi]-pgbplonitrile 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 that is 5-(2,4-Dihydroxy-5-
isopropyl-phenyl)-4-(4-maorpholin-4-ylmethyl-phenyl)-isoxazole-3-carboxylic acid ethylamide or

a pharmaceutically acceptable salt or prodrug thereof;

and (b) an mTOR inhibitor that is everolimus

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 inhbitor that is 5-(2,4-Dihydroxy-5-isopropyl-phenyl}-4-(4-
morpholin-4-ylmethyl-phenyi)-isoxazole-3-carboxylic acid ethylamide or

a pharmaceutically acceptable salt or prodrug thereof;

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

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

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

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

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

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 pharmaceutically acceptable salt or prodrug thereof;

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



