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W is -F, -Cl or -Br;

Vis-Hor-F,

R3 is selected from the group consisting of lower alkoxy, substituted lower alkoxy,
alkylamino, dialkylamino, glucuronic acid, hexoses, aminohexoses, pyranoses,
aminoglycosides, natural and unnatural amino acids, ~-OCH,C(O)N(CH3),, -(OCH,CH;),-OH,
-(OCH;,CH,),-OCHj3, -(OCH,CH;),-OP(O)(OR4),, -OCH,C(O) -(OCH,CH,;),-OH,
-OCH,C(0O) -(OCH,CH,),-OCH3, -NH(CH,CH,0),,-CH3, -NH(CH,CH,0),-H,
-OCH,C(O)NH(CH,CH,0),-CH3, -O-Rs, -OCH;,-Rs5, OCH,CH,-Rs, -OCH,C(O) -Rs,
-NH(OCH,CH;),-NH; and -OCH,CH,-amino acid, wherein n is from 3 to 80;

R4 is hydrogen or benzyl;

Rs is selected from the group consisting of heterocycles, substituted heterocycles,
dialkylamino, alkylamino and aminoalkyl alcohols; or

a pharmaceutically acceptable salt or ester thereof,

and wherein said compound is selected from the group consisting of
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2-(Phosphonooxy)ethyl 4-((2R,3S,4R,55)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-

fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate,
trifluoroacetate salt,
(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-
dimethyl-propyl)-pyrrolidine-2-carboxylic acid [4-(2-hydroxy-1-methyl-ethylcarbamoyl)-2-
methoxy-phenyl]-amide,
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-methox y-benzoic acid 2-
diethylamino-ethyl ester,
4-{[(2R,38,4R,5S)-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 1-methyl-
piperidin-4-yl ester,
4-{[(2R,35,4R,5S)-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 1-methyl-
piperidin-4-ylmethyl ester,
4-{[(2R,3S,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino} -3-methoxy-benzoic acid 2-(4-methyl-
piperazin-1-yl)-ethyl ester,
4-{[(2R,3S,4R,55)-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
[1,2,3]triazolo[4,5-b]pyridin-3-yl ester,
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4-{[(2R,38S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid 1-methyl-2-
morpholin-4-yl-ethyl ester,
4-{[(2R,35,4R,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 2-morpholin-
4-yl-ethyl ester,
(2R,3S,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-
dimethyl—propyl)—pyfrolidine—Z—carboxylic acid  [4-(2-diethylamino-ethylcarbamoyl)-2-
methoxy—phenyl]-amide, hydrochloride, and
4-{[(2R,385,4R,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
dimethylcarbamoylmethyl ester, hydrochloride ;4—+{{2R;3S5:4R;583-4-(4-Chloro-2-fluoro-

VO [r-pa=ssss Y -PFOEY SR EBReswLT .“’2"
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In a second aspect, there is provided the compound 2-(Phosphonooxviethvl 4-

((2R.35.4R.55)-3-(3-chloro-2-fluorophenvyl)-4-(4-chloro-2-fluorophenvl)-4-cvano-5-

neopentylpyrrolidine-2-carboxamido)-3-methoxvbenzoate,  trifluoroacetate  salt or a

pharmaceuticallv acceptable ester thereof,

In a seeend-third aspect, there is provided a compound as defined herein for use as a
medicament.
In a third—fourth aspect, there is provided a pharmaceutical composition comprising a

compound as defined herein, and _a therapeutically inert carriertegether—with

=N g oy >

In a feurth—fifth aspect, there is provided use of a compound as defined herein for the
preparation of a medicament for the treatment of cancer, in particular solid tumors, more
particularly breast, colon, lung and prostate tumors.

In a Hfh-sixth aspect, there is provided a compound as defined herein for the treatment or
prophylaxis of cancer, in particular solid tumors, more particularly breast, colon, lung and

prostate tumors.
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Detailed Description of the Invention

There are provided compounds of the formula

U]

wherein

X is selected from the group consisting of -H, -F, -Cl, -Br, -I, cyano, nitro, ethynyl,
cyclopropyl, methyl, ethyl, isopropyl, vinyl and methoxy;

Y is one to four group(s) independently selected from the group consisting of -H, -F, -Cl, -Br,
-1, -CN, -OH, nitro, lower alkyl, cycloalkyl, lower alkoxy, lower alkenyl, cycloalkenyl and
lower alkynyl;

Z is 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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86= 85

2-(Phosphonooxy)ethyl 4-((2R,3S,4R,58)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-
4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, trifluoroacetate salt,
(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-carboxylic acid [4-(2-hydroxy-1-methyl-ethylcarbamoyl)-2-methoxy-phenyl]-
amide,
4-{[(2R,38S,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 2-diethylamino-ethyl
ester,

4-{[(2R,35,4R,5 S)-4—(4-Chlofo-Z-ﬂuoro-pllenyl)-3—(3-chloro—Z—ﬂuoro-phenyl)-4-cyano-S-(2,2—

' dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino} -3-methoxy-benzoic acid 1-methyl-piperidin-4-yl

ester,

4-{[(2R,35,4R,5S)-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 1-methyl-piperidin-4-
ylmethyl ester,
4-{[(2R,385,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino} -3-methoxy-benzoic acid 2-(4-methyl-
piperazin-1-yl)-ethyl ester,
4-{[(2R,35,4R,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 [1,2,3]triazolo[4,5-
blpyridin-3-yl ester,
4-{[(2R,35,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 1-methyl-2-
morpholin-4-yl-ethyl ester,
4-{[(2R,385,4R,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 2-morpholin-4-yl-ethyl
ester,
(2R,38,4R,585)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-dimethyl-
propyl)-pyrrolidine-2-carboxylic acid [4-(2-diethylamino-ethylcarbamoyl)-2-methoxy-phenyl]-amide,
hydrochloride, and
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 dimethylcarbamoylmethyl

ester, hydrochloride;.
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-2 2-A-HERRS3SARS SH-4-td-Chlere-2-Huere-phenyb-3-B-eblore-2-flusre-phenyl-4-cvane-5-
22 dimethyd )t lidine 2-earbonyi]-amine . ] »
jamino] anedioic-aeid:

aingl
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2. The compound 2-(Phosphonooxv)ethyl 4-((2R.35.4R._58)-3-(3-chloro-2-fluorophenvl)-4-

(4-chloro-2-fluorophenyD-4-cvano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate,

trifluoroacetate salt or a pharmaceutically acceptable ester thereof.

23. A compound according to claim 1 or 2 for use as a medicament,

34. A pharmaceutical composition comprising a compound in accordance with claim 1_or 2 and a

therapeutically inert carriers-togother-with-pharmaceutcally-aceeptable-corriers-or-excipients,

45. The use of a compound according to claim 1 or 2 in the preparation of a medicament for the
treatment of cancer, in particular solid tumors, more particularly breast, colon, lung and prostate

tumors.

56. A compound according to claim 1 or 2 for use in the treatment or prophylaxis of cancer, in

particular solid tumors, more particularly breast, colon, lung and prostate tumors.



