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as antagonists of mdm?2 interactions and hence are useful as potent and selective anticancer

agents. The present compounds are of the general formula

(H
wherein X, Y, Z, Ry, R; and R; are as described herein
and enantiomers and pharmaceutically acceptable salts and esters thereof.

In a Grst aspect, there s provided 2 compound of the formuda

)

wherein

¥ 1s selected from the groun consisting of H, F. CL Br. L cvano. nitro, ethvnyl, ovelonropyl

methvl, ethvl, tsopropyl, vinvl and methoxy:

Y is one to four group(s) independently sclected from the group consisting of -H, -F, -C1, -Br,

I -ON, -OH, nitro, lower alkvl oveloalkvl lower allkoxvy, lower alkenvyl, cveloalkenvl and

lower allovnvi

7 s tower alkoxy:

R, is selected from the group consisting of lower allyl, substituted lower alkvl, lower alkenvl

substituted  lower alkenvl, arvl, substituted arvl  heteroarvl, subsitituted  heteroaryl,

heterocvele, substituted hetercovele, oveloalkyl, substitnted cveloalkvl, cvcloalkenyl, and

substituted eveloalkenvl:

Fo 1w a substitited phenvi selected fronu
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Wois -, -Clor -8B
Vs -H or-F,

Rs is selected from the group consisting of lower alkoxv. substituted lower alkoxy,

alkvlaming,  dialkviamino.,  plucoronic  acid.,  hexoses, aminohexoses, pyranoses,

aminoglyeosides, natural and wonatural amine acids, ~OCHCIOIN(CHs b, -«{OCH,CH, },-OH,
SOCHCHo3-OCHs, -(OCHCH ) -OPOVOR ), -OCHC(O) - OCHCH,1,-0H,

Rgis hydrogen or benzvl,

Rs_is selected from the group consisting of heterceveles, substituted heterocveles,

diallcviamino. allkovlamino and aminoalkvl alcohols: or

a pharmacentically acceptable salt or ester thergof.

In a second aspect, there is provided a compound as defined herein for use as a medicament,

In a third asnect. there 15 provided g pharmaceutical commosition comprising a compound as
1 o4 :

defined herein, together with pharmaceutically accentable carriers or exciments,

In a fourth zspect, there ig provided use of a compound as defined herein for the preparation

of a medicament for the treatment of cancer. in particular solid tumors, more particular]

breast, colon, lune and prostate tumors,

Inn 2 fifth asnect, there is wroviged z commound as defined hergin for the treabment or

rophviaxis of cancer, in particular solid tumors. more particularly breast, colon, lung and

prostate fumors.
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Detailed Description of the Invention

There are provided compounds of the formula

U

wherein

X ié selected from the group consisting of -H, -F, -Cl, -Br, -1, cyano, nitro, ethynyl,
cyclopropyl, methyl, ethyl, 1sopropyl, vinyl and methoxy;

Y is one to four group(s) independently selected from the group consisting of -H, -F, -Cl, -Br,
-I, “CN, -OH, nitro, lower alkyl, cycloalkyl, lower alkoxy, lower alkenyl, cycloalkenyl and
lower alkynyl;

Z 1s lower alkoxy;

R, is selected from the group consisting of lower alkyl, substituted lower alkyl, lower alkenyl,
substituted lower alkenyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl,
heterocycle, substituted heterocycle, cycloalkyl, substituted cycloalkyl, cycloalkenyl and
substituted cycloalkenyl;
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4-{[(2R.3 S,4R,5S)-4—(4-Chloro—2—ﬂuoro—phenyl)%~(3~chioro~2~ﬂu6ro~phenyl)»4~cyan0—5—
(2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid ((S)-1-
allyloxycarbonyl-5-tert-butoxyearbonylamino-pentylcarbamoyl)-methyl ester,
4-{[(2R,3S,4R,55)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-
(2,2-dimethyl-propyl}-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid, mPEG-1000
amide,
4-{[(2R,38,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl}-4-cyano-3-
(2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid, mPEG-1000
ester,
4-{[(2R,38,4R,58)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-
(2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid, mPEG-2000
amide, and
4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chioro-2-fluoro-phenyl}-4-cyano-5-
(2,2-dimethyl-propyl}-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid, mPEG-2000

ester.
11. A compound according to any one of claims I to 10 for use as a medicament.

12. A pharmaceutical composition comprising a compound in accordance with any one of

claims 1 to 10, together with pharmaceutically acceptable carriers or excipients.
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1413, The use of a compound according to any one of claims 1 to 10 for the preparation of
a medicament for the treatment of cancer, in particular solid tumors, more particularly breast,

colon, lung and prostate fumors.-

+514. A compound according to any one of claims 1 to 10 for the treatment or prophylaxis

of cancer, in particular solid tumors, more particularly breast, colon, lung and prostate

tumors.-



