
-2a-

W is -F, -CI or -Br; 

V is -H or -F, 

R3 is selected from the group consisting of lower alkoxy, substituted lower alkoxy, 

5 alkylamino, dialkylamino. glucuronic acid, hexoses, aminohexoses, pyranoses, 

aminoglycosides, natural and unnatural amino acids, -0CH2C(0)N(CH3)2, -(OCH2CH2)n-OH, 

-(OCH2CH2)n-OCH3, -(0CH2CH2)n-0P(0)(0R4)2, -0CH2C(0) -(OCH2CH2)n-OH, 

-0CH2C(0) -(OCH2CH2)n-OCH3, -NH(CH2CH20)n-CH3, -NH(CH2CH20)n-H, 

-0CH2C(0)NH(CH2CH20)n-CH3, -0-Rs, -OCH2-R5, OCH2CH2-R5, -0CH2C(0) -R5, 

10 -NH(OCH2CI-12) 1,-NH2 and -OCH2CH2-amino acid, wherein n is from 3 to 80; 

R4 is hydrogen or benzyl; 

R5 is selected from the group consisting of heterocycles, substituted heterocycles, 

dialkylamino, alkylamino and aminoalkyl alcohols; or 

a pharmaceutically acceptable salt or ester thereof^ 

15 and wherein said compound is selected from the group consisting of 

2-Hydroxyethyl 4~ff2R,3S,4R,5S")-3-f3-chloro-2~fiuorophenyl)-4-f4-chloro-2-fluorophenyl)~ 

4-cyano-5-neopentylpyrrolidine-2-earboxamido)-3-methoxvbenzoate, 

2-C2-H ydroxyethox y)ethyl 4-((2R.3S,4R,5S)-3-(3-cMoro-2-fluorophenyl)-4-(4-chloro-2-

fliiorophenvl)-4-cvano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

20 4-1 f (2R.3 S.4R,5 S)~3 -(3-Chloro-2-flaoro-phenvI)-4-(4-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2-dimethvl-propyl)-pvrrolidme-2-carbonyl1-aiiiinol-3-methoxy-benzoic acid 2-f(S)-2-tert-

butoxycarbonvlammo-propionyloxvVethvl ester, 

4-(r(2R,3S,4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-f4-chloro-2-fluoro-phenyl)-4-cyano-5-

f2,2-dimethv1-propyl)-pvrrolidine-2-carbonyl.1-amino}-3-meth.oxv-be.nzoic acid. 2-(fS)-2-

25 amino-propionyloxy)-ethyl ester, 

4-{T(2R,3S.4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-(4-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,2-dimethyl-propyl)-pvrrolidine-2-carbonyll-amino|-3-methoxv-benzoic acid 2-(fR)-2-

terf-butoxyca.rbo.nylam.ino-propionyloxy)-ethvl ester, 

4-(r(2R,3S,4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-f4-chloro-2-fluoro-phenyl)-4-cvano-5-

30 (2.2-dim ethyl-T)ropyl)-pyrrolidiri.e-2-carbon.yll-amliiol-3 -methoxy-benzoic acid 2-((R)-2-

amino-propionyloxy)-ethvl ester. 
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2-(Dimethvlamino)ethyl 4-((2.R,3S,4R,5S)-3-(3-chloro-2-fluorophen.vl)-4-f4-chloro-2-

fluorophenyl)-4-cvaTio-S-neopentylT>yrrolidine-2-carboxamidoV3-methoxybenzoate. 

(2,2-Dimethvl-L3-dioxolaa-4-yl)methyj 4-ff2R.3S.4R,5S)-3-(3"Chloro-2-fluorophertyl)-4-(4-

chIoro-2-fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

5 3-Hvdroxy-2~fhydroxyroethyl)pfopyl 4-f(2R,3S,4R,5S)-3-f3-chloro-2-fluorophenyl)-4-f4-

chl()ro-2~fluorophenyl)-4-cyano-5-neopentylpyiTolidiiie-2-carboxaroid.o)~3-methoxybenzoate, 

2-MethoxyethyI 4-f(2R,3S.4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-

4-cvano-5-neopentylpyrrolidi.ne-2-carboxaniido)-3-methoxybenzoate, 

2-Iodoethyl 4-f(2R.3S,4R,5S)~3~(3-chloro-2-fluorophenyl)-4-f4-chloro-2-fluorophenyl)-4~ 

10 cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

2-(Di-tert-butoxyphosphoryloxy)ethyl 4-((2R3S,4R,5S)-3-(3-chloro-2-fluorophenvI)-4-("4-

ehloro-2-fluorophenyl)-4-cyano-5-neopentylpvrrolidine-2~carboxamido)-3-methoxybenzoate, 

2-(Phosphonooxy)ethvl 4-((2R,3S.4R,5S)-3-(3-chloro-2-fl'aorophenvl)-4-(4-chloro-2-

fluorophenyl)-4-cyano-5-neopentylpyiTolidine-2-carboxamido)-3-methoxybenzoate, 

15 trifluoroacetate salt, 

(2R,3S,4R„5S)-4-f4-Chloro-2-fl.uoro-phen.yl)-3-(3-chloro-2-fluoro-phenyl)-4-cyapo-5-(2,2-

dim ethyl-propyl)-pyrrolidine-2-carboxyli.c acid [~4-(2-hydroxy-1 -methvl~ethvlcarbamovIV2-

methox y-phenyl] -am ide, 

4-{r(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

20 (2,2-dimethyl-propyl.)-pyrrolidme-2-carboiiyl]-ammo}-3-methoxy-benzoic acid 2-

diethylamino-ethvl ester, 

4-{[f2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,2-dimetbyl-propvl)-pyrrolidine-2-carbonyl1-aminol-3-methoxv-benzoic acid 1 -m ethyl-

piperidin-4-yl ester, 

25 4-{rf2R.3S,4R.5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-pheiiyl)-4-cyano-5-

(2,2-dimethyl-propyl)-pyrrolidme-2-carbonyll-amino}-3-rnethoxy-benzoic acid 1-methyl-

piperidin-4-ylmethvl ester, 

4-{[(2R,3S,4R,5S)-4-f4-Chloro-2-fluoro-p.henyl)-3-(3-chlo.ro-2-fluoro-phenyl)-4-cvarK)-5-

(2,2dimethyl-p.ropyi)-pyiTolidin.e-2-carboD.yn-ammo}-3-methoxy-beri.zoic acid 2-(4~methyl-

30 piperazin-1 -yl)-ethyl ester, 

4-{[(2R,3S,4R,5S)-4-(4-Chioro-2-fluoro-phexiyl)-3-f3-chloro-2-fluoro-pheiiyl)-4-cvano-5-

f2,2-dimethvl-propvl)-pyrrolidine-2-earboiivll-amino|-3-methoxy-benzoic acid 

[1.2,31triazolof4,5-b]pyridin-3-yl ester. 
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4-(rf2R.3S.4R.5S)-4-(4-Chloro-2-flxioro-phenvl)-3-(3-chloro-2-fluoro-phenvD-4-cvano-5-

(2,2dimethvl-propyl)-pvrrolidin.e-2-carbonyll-ammo)-3-methoxy-benzoic acid l-methyl-2-

morpholin-4-vl-ethyl ester, 

4-{r(2R,3S.4R,5S)-4-(4-Chloro-2-fluoro-pheayl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

5 f 2.2-dim ethyl-prop ylVpyrrolidme-2-carbonyll -amino) -3 -m ethoxy-benzoi c acid 2-morpholin-

4-yl-ethvl ester, 

(2R,3S,4R,SSV4-(4-Chjoro-2-fl.uoro-piienylV3-(3-chloro-2-fluoro-phenylV4-cyano-5-(2,2-

dimethyl-propyl)-pyrroIidine-2-carboxylic acid [4-f2-diethylamino-ethyIcarbamoyl)-2-

methoxy-phenyll-amide, hydrochloride, 

10 4-|["(2R.3S,4R,5S)-4-(4-CMoro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,2-dimethyl-propyn-pyrrolidine-2-carbonyl1-amino}-3-methoxy-benzoic acid 

dimethvlcarbamoylmethyl ester, hydrochloride^- {[f2R,3S,4R.,5S)-4-(4-Chloro-2-fluoro-

phenvl)-3-(3-ehloro-2-fluoro-ph.envl)-4-cvano-5-(2,2-dimethvl-propvl)-pyrrolidine-2-

carboTiyll-amiiio'j -3-methoxy-betizoic acid 2-morpholin-4-yl-propyl ester, hydrochloride, 

15 f2R.3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-f3-chloro-2-fliioro-phenvl)-4-cyano-5-(2.2-

dim.ethvl-propylVpvrrolidine-2-carboxylic acid {2-.m.ethoxy-4-[2-(4-methyl-i3iperazin-l-yl)-

etfaylcarbamovll-phenyl \ -amide, hydrochloride, 

(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-dimethylcarbamoyl-2-methoxy-phenyl)-

20 amide. 

4- f f (2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-f3-chloro-2-fl.uoro-phenyl)-4-cyano-5-

(2,2-dimethyl-propvl)-pyrrolidine-2-carbo.nvll-amino}-3-iiiethoxy-benzolc acid 

(2S.3R,4R,5R)-2,3,4,5,6-pentahydroxy-hexyl ester, 

4-IT(2R.3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

25 f2,2-dimethyl-propyl)-pyrrolidine-2--carbonyl1-ammo}-3-methoxy-benzoic acid 2-(2-tert -

butoxycarbonylamino-acetoxyVethyl ester. 

4-(fY2R.3S.4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3-f3-chloro-2-fluoro-phenvlV4-cvano-5-

(2,2-dimethvl-pro-pyl)-pyiTolidine-2-carbonyll-ammol-3-methoxv-benzoic acid. 2-(2-amin.o-

acetoxv)-ethyl ester, 

30 4-(rf2R.3S,4R,5S)-4-(4-Chloro-2-fluoro-ph.enyl)-3-f3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,2 dimethyl-propyl)-pyrrolidiiie-2-carbonyn-amino 1 -3-methoxy-benzoic acid 242-fterf-

butoxycarbonvl-methvl-aminoVacetoxvl-ethyl ester. 

4- {r(2R,3S.4R,5SV4-(4-Chioro-2-fluoro-pheiiylV3-(3-chloro-2-fluoro-ph.enyl)-4-cyano-5-

f2,2-dimethvl-propvl)-pyrrolidine-2-carbonvll-aminoi-3-methoxy-benzoic acid 2-C2-

35 methvlamino-acetoxvVethyl ester, hydrochloride. 
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4-fr(2R,3S,4R,5S)-4-(4-Chloro-2~fhtoro-phenviy3~(3-chloro-2-fluoro-ph.envl)-4~cvan.o-5-

f2,2-dimethyl-propyl)-pvrrolidine-2-carbonvll-amino}-3-methoxy-benzoic acid 2-f(S)-3-

metlivl-2-((S)-2-terf-butoxvcarbonvl-methy1aniino-propioDYlammo)-butyrvloxYl-ethyl ester. 

4- {Tf2R,3S,4R,5S)-4-(4-Chloro-2~fluoro~phenyl)-3-f3-chloro-2~fiuoro~phenvl)-4-cyano-5-

5 f2,2-dimethyl~propyl)~pyrrolidine-2-carbonyll-ammoK3~methoxy-benzoic acid 2-[(S)-3-

methyl-2-f(S)-2-methylamino~propi.onylammo)-butvrvloxv1 -ethyl ester, hydrochloride, 

4-(r(2R,3S,4R„5S)-4-(4-Chloro-2-fluoro-phenyl)-3-f3-chloro-2-fluoro-phertvl)-4-cyano-5-

(2.2dimethyl-propyl)-pvrTolidine-2-carboiiyll-amifio}-3-methoxy-benzoic acid 

methoxycarbonylmethvl ester,4~(r(2R.3S.4R,5S)~4-(4~Chloro-2-fluoro-phenyl)~3-(3-chloro-

10 2-fluoro-phenvD-4-cyano-5-('2,2-dimethyl-prop vl)-pyrrolidine-2-catbonyl~l-ainino}-3-

m ethoxy-benzoic acid 3 -carbox v-propyl ester, 

4- (lY2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3~(3~chloro~2-fiuoro-phe.nvl)-4-cyano-5-

f2,2dimethyl-propvl)-pvrrolidine-2-carbonvn-amino}-3-methoxv-benzoic acid 2-tert-

butoxycarbonvl-ethyl ester, 

15 4-{r(2R,3S.4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

f2,2-dimethvl-p.ropyl)-pyr.rol.idine-2-carbonvll-amiiio}-3-m.ethoxy-benzoic acid 2-carboxy-

ethyl ester, 

(2R,3S.4R,5S')-4-(4-Chloro-2-fluoro-pheriyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyario-5-(2,2-

dimethyl-propyl)-pvrrolidine-2-carboxvlic acid (4-hydraziD.ocarboiiyl-2-m.ethox.v-ph.enyl)-

20 amide, 

2S.3S,4S,5R,6S)-6-(4-([Y2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-

phenyl)-4-CYano~5~(2,2-di:methvl-propvl)-pvrrolidine-2-carbonyl1-ammo)-3-methoxv-

benzoyloxy)-3,4.5-trihydroxy-tetrahydro-pyran-2-carboxvlic acid; compound with trifluoro-

acetic acid, 

25 4-(r(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-ph.envl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2,2-dimethyl-propyl)-pyrrolidine-2-carbo.nyl.l-amirio}-3-methoxy-benzoic acid 

f2R.3S.4S,5R.6R)~3,4,5.6-tetrahvdroxv~tetrahydro-pyran~2-ylmethyl ester; compound with 

trifluoro-acetic acid, 

4-{r(2R,3S.4R.5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fl.uoro-phenyl)-4-cvano-5-

30 (2,2-dimethyl-propvl)-pyrrolidine-2-carbonyl1-amino}-3-methoxy-benzoic acid. 2-(2-{2-[2-

(2-{2-[2-(2-hydroxv-ethoxy)-ethoxyl-ethoxvl-ethoxy)-ethoxy1-ethoxy)-ethoxy)-ethyl ester, 

trifluoroacetate salt, 

4-([Y2R,3S.4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2.2dimethyl-propyl)~pyrroli 

35 dodecaethylene glycol, ester. 
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4-{rf2R,3S,4R,5S)-4-(4-ChlorQ-2-fluoro-phenvl)~3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyl1-amino}-3-methoxv-benzoic acid, 

polyethylene glycol-600 ester, trifluoroacetate salt 

4-I[Y2R.3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4~cyano-5-

5 f2.2-dimethyl-propylVpvrrolidine-2-carbonyl1-aminol-3-methoxy-benzoic acid, 

polyethylene glvcol-200 ester, trifluoroacetate salt, 

4-|[f2R,3S.4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fliioro-phenyl)-4-cyano-5-

f2,2-dimethyl-propyl)-pvrrolidm.e-2-carbonvll-amino}-3-m.ethoxy-benzoic acid 2-(2-

dimethvlamino-ethoxy)-ethyl ester, hydrochloride^-{[Y2R,3S,4R.5S)-4-f4-Chloro-2-fluoro-

10 phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2dimethyl-propvl)-pvrrolidine-2-

carbon.vll-amino]--3-m.ethoxy-benzoic acid 2-r2-("2-hydroxy-ethoxv")-ethoxvl-ethvl ester, 

hydrochloride, 

4- (1 f2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-

("2.2-dim.ethyl-propyl)-pvrrolidi.ne-2-carbonyll-amino}-3-methoxv-benzoic acid 2~F2~(2~ 

15 methoxv-ethoxvVethoxvl-ethyl ester, hydrochloride. 

4- ([f2R,3S,4R,5S|-4-f4-Chloro-2-flitoro-phenvl)-3-(3-chloro-2~fluoro-phenvl)-4-cyano-5-

(2.2-dimethyl-propvl)-pvrrolidine-2-carbonvll-amino}-3-methoxy-benzoic acid 2-(2-[2-f2-

methoxy-ethoxy)-ethoxyl-ethoxvl-ethyl ester, hydrochloride, • 

4-(r(2R.3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyn-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

20 f2.2dimethvl-propvl)-pvrrolidine-2-carbonvll-amino|-3-methoxy-benzoic acid 2-f2-|2-f2-(2-

hvdroxv-ethoxv)-ethoxv1 -ethoxvl -ethoxy)-eth.yl ester, hydrochloride, 

4-(fY2R,3S,4R,5S)-4-(4-Chloro-2~fluorQ-phenvl)-3-(3~chloro-2-fiuoro~phenyl)-4~cvano-5-

(2.2dim.ethvl-propyl)-pyr.rolidine-2-carbonyl1-amin.ol-3-meth.oxy-benzoic acid 2-(2~{2~[2~(2-

methoxy-ethoxvVethoxvl-ethoxy)-ethoxvl-ethyl ester, hydrochloride, 

25 4-{[Y2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethyl-propyl Vpyrrolidlne-2-carbon yl]-aminoI-3-methoxy-benzoic acid 2-[2-(2- {2-

r2-f2-hvdroxy-ethoxvl-ethoxv1-ethoxy|-ethoxv)-ethoxv1-ethyl ester, hydrochlori.de. 

(R)-2-f4-{F(2R,3S,4R.5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenvl)-4-

cvano-5-f2,2-dimethvl~propvl}-pvrrolidine-2~carbonyl1~amino|~3-methoxv~benzovlainino|-

30 pentanedioic acid dimethyl ester, hydrochloride, 

rR)-2-(4-H(2R,3S,4R.5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyll-4-

cvano-5-(2,2-dimethvl-propvl)-pyrrolidme-2-carbonvll-aminol-3-methoxy-benzovlamino)-

pentanedioic acid, hydrochloride. 
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(2R3S,4R.5S')-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-i)hetivl)-4-CYano-5-(2.2-

dimethvl-propyl)-pvrrolidine-2-carboxyIic acid {2-methoxy-4-Fmethyl-ff2S.3R,4R.5R)-

2.3.4.5,6-pentahydroxy-bexylVcarbamoyll-phenyn-amide, hydrochloride, 

f2R.3S,4R,5S)-4-f4-Ch.loro-2-fluoro-phenvl|-3-(3-chloro~2-fhtoro-pherivl)-4-cvano-5-f2,2-

5 dimethyl-propvl)-pvrrolidine-2-carboxylic acid F2-methoxy~4-(f2S,3R,4R.5S.6R)~2,4,5-

trihydroxv-6-hydroxvmethvl-tetrahydro-pvran-3-ylcarbamovl)-phenyl"|-amide, hydrochloride, 

4~{Ff2R,3S,4R,5S}-4-(4-Chioro~2~fluoro~phenvl}~3-f3-chloro~2~fluoro~phe.nyl|-4-cvano-5~ 

(,2,2-dimethvl-propvlVpvrrolidine-2-carbonvll-amino)-3-methoxy-benzoic acid 2-l2-F2-(2-

hydroxyethoxvl-ethoxvl -ethoxvl -ethyl ester, hydrochloride. 

10 4- iF (2R,3 S.4R,5S|-4-( 4-Chlo.ro-2-fluoro-pheny.ll-3-(3 -ch.loro-2-fl.uoro-phenyl|-4-cyano-5-

f2,2-dimethvl-propvl)-pvrrolidine-2-carbonvl1-amino|-3-methoxy-benzoic acid, mPEG-350 

ester, trifluoroacetate salt. 

4-{F(2R.3S.4R.5S)-4-f4-Chloro-2-fluoro-phenvlK3-f3-chloro-2-fluoro-phenvPt-4-cvaiio-5-

(2,2-dirnethvl-propyl)-pyrrolidixie-2-carbonyll-amino|-3-methoxv-benzolc acid. mPEG-550 

15 ester, hydrochloride, 

4-(f(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phen.yl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2,2-dimethvl-propylVpvrrolidine-2-carbonvl1-aminoI-3 -methox v-benzoic acid. 2-F4-C2-

hydroxy-ethyll-piperazin-1 -yll-ethyl ester, dimer, 

4-IF(2R,3S.4R,5S|-4-f4-C-hloro-2-fluoro-phenyll-3-('3-chloro-2-fluoro-phenyl|-4-cvaiio-5-

20 f2,2-dimethvl-propvl|-pyrrolidine-2-carbonvll-amino|-3-methoxy-benzoic acid 2-F4-(2-

hvdroxy-ethylVpiperazin-1 -yll-ethyl ester, 

4-(Ff2R,3S.4R,5S)-4-f4-Chloro-2-fluoro-phenvll-3-(3-chloro-2-fluoro-phen.vl|-4-cyano-5-

(2,2-dirneth.yl-propyl)-pyrrolidine-2-carbonyll-amino|-3-methoxv-benzoic acid 2-F4-(2-

hydroxv-ethvl)-piperazin-l-yll-ethyl ester, PEG-400 ester, hydrochloride salt, 

25 4~{Ff2R,3S,4R.5S)-4~(4-Chloro-2-fl.uoro~pherivl|-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-

(2.2-dimethyl.-propyl|-pyrrolidlne-2-ca.rbonyll-amino|-3-methoxv-benzoic acid 2-F4-(2-

hvdroxv-ethvl)-piperazin-l-yll-ethyl ester. mPEG-750 ester, hydrochloride salt. 

4-(F(2R,3S,4R.5S|-4-f4-Chloro-2-fluoro-phenyl|-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-

f2.2dimethyl-propvll-pyiTolidin.e-2-carbonyl1-ammol-3-m.ethoxy-ben.zoic acid 2-(4-methyl-

30 piperazin-l-vlV2-oxo-ethyl ester, hydrochloride. 

4-{F(2R.3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyll-3-(3-chloro-2-fluoro-phenyl|-4-cyano-5-

f2,2-dimethyl-propvl)-pvrrolidine-2-carbonyll-amino|-3-methoxv-benzoic acid 

carbamoylmethyl ester. 



• 2g -

4-{f(2R.,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chIoro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dim.ethyl-t)ropvlV-pvrrolid.ine-2-carbonvll-amino|-3-'methoxv-benzoic acid 2-morpholin-

4-vl-2-oxo-ethyl ester, 

4-([(2R,3S,4R,5S|-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chIoro-2-fluoro-phenvl)-4-cyano-5-

5 f2,2dimethyl-propvl)-pvrrolidme-2-earbonvl1-amino}-3-niethoxy-benzoic acid [(2,2-

dimethyl-[ 1.31dioxolan-4-vlmethvl)-carbamovll-methyl ester, 

4- {IY2R.3 S,4R,5 S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,2dimethyl-propvll-pvrrolidine-2-carbonyll-amino}-3-methoxy-benzoic acid (2,3-

dihydroxv-propvlcarbamoyD-methvl ester, 

10 4-{r(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-pheTtvl)-4-cyano-5-

(2,2-dimethvl-propyl)-pyrrolidine-2-carbony]"l-ammol-3-methoxy-benzoic acid 

carboxymethyl ester, 

(S)-2-['2-(4-{f(2R,3S,4R.5S)-4-(4-Chioro-2-fluoro-phenylV3-(3-chloro-2-fluoro-phenvl|-4-

cya.n.o-5-(2,2-dimethyl-propyl)-pyr.rolidine-2-ca.rbony.n-a.mino}-3-methoxy-ben.zovloxy)-

15 acetylam.in.ol-pentanedioic acid dibenzyl ester, 

(S)-2-r2-(4-{r(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-

cyano-5-(2,2-dimethyl-propvl)-pyrrolidine-2-carbon.vl1-amino}-3-methoxv-benzoyloxv)-

acetvl.ami.nol-pentanedio.ic acid, 

4-|[(2R,3S,4R,5S)-4-(4-CMoro-2-fluoro-phepyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyaiio-5-

20 (2,2-dimethvl-propvl)-pyrrolidme-2-carbonvH-amino)-3-methoxy-benzoic acid 2-[2-(2-

methoxv-ethoxy)-ethoxvl-ethoxvcarbonylmethyl ester, 

4-{f(2R,3S,4R,5SV4-(4-Chloro-2-flixoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,2-dimeth.yl-propvl)-pvri'ol.idine-2-carbon.yll-amino 1 -3-methoxy-benzoic acid 2- (2,-[2-C2-

methoxy-ethoxyVethoxvl-ethoxyl-ethoxycarbonylmethvl ester, 

25 4- {f f 2R,3 S,4R,5 S)-4-( 4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-

(2,2-dimethyl-propyl)-pyrrolldlne-2-carbony.H-amino}-3-methoxv-benzoic acid [2-(2~ 

hydroxy-ethoxvl-ethvlcarbamoyll-methyl ester, 

4-(f(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenv1)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

("2.2-dimethvl-propvl)-pyrrolidine-2-carbonvll-amino}-3-methoxv-benzoic acid (2-(2-[2-f2-

30 hydroxy-ethoxv)-ethoxvl-ethoxy}-ethyicarbamoyl)-methyl ester, 

(2R.,3S,4R,5S)-4-(4-Chloro-2-£luoro-phenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-(2.2-

dimethvl-propyl)-pyrroiidine-2-carboxylic acid [4~(2-{2~[2~(2-amino-ethoxy)-ethoxvl~ 

ethoxv>-ethvlcarbamoylV2-methoxy-phetiyn-ainide. dimer. 
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f2R,3S,4.R,5S)-4-(4-Chloro-2~fluoro-phenvD-3-f3-ch.loro--2~fluoro-phenvr)~4-cvano~5-(2,2~ 

dimethyl-propyl)-pynrolidine-2-carboxylic acid [4-f 2- f 2~r2-f2-amino-ethoxv)-ethoxy]-

ethoxv>-ethylcarbamoyl)-2-methoxv-phenvll-amide. 

4-{T(2R,3S,4R,SS)-4-(4-Chloro-2-fluoro-phenvD-3-f3-chloro-2-fluoro-phenyl)-4-cyano-5-

5 f2,2-dimethvl-propyl)-pyrrolidme-2-carbonvl1-amino}-3-ipethoxv-benzoic acid (fS)-l-

ariyloxycarbonyl-5-tert-butoxvcarbonv1amino-pentylcarbamoyl)-methvl ester, 

4-([(2R,3S.4R,5SV4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

f2,2~diro ethyl-propyl Vpyrrolidme~2-carbonyll-aminoI -3-methoxy-benzoic acid, m.PEG-1 OOP 

amide, 

10 4'{[(2R,3S,4R,5S)-4-f4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-flu.oro-phenyl|-4-cvano-5-

f2,2-dimethyl-propyl)-pyrrolidine-2-carbonyll-amino}-3-methoxv-benzoic acid, mPEG-1000 

ester, 

4-ir(2R,3S.4R,5S)-4-(4-Chioro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2,2-dimeth yl-propyl Vpyrrolidine-2-carbon yll-aminoI-3-methoxy-benzoic acid. mPEG-2000 

15 amide, and 

4-{r(2R.3S.4R.5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

f2,2-dimethy1-propyll-pyrrolidme-2-carbonvll-amino)-3-methoxv-benzoic acid, m.PEG-2000 

ester. 

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

20 In a third aspect, there is provided a pharmaceutical composition comprising a compound as 

defined herein, together with pharmaceutically acceptable carriers or excipients. 

In a fourth 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. 

25 In a fifth 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 

(I) 

wherein 

X is selected from the group consisting of -H, -F, -CI, -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, -CI, -Br, 

-I, -CN, -OH, nitro, lower alkyl, cycloalkyl, lower alkoxy, lower alkenyl, cycloalkenyl and 

lower alkynyl; 

Z is lower alkoxy; 

Ri 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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R4 is hydrogen or benzyl; 

R5 is selected from the group consisting of heterocycles, substituted heterocycles, dialkylamino, 

alkylamino .and aminoalkyl alcohols; or 

5 a pharmaceutically acceptable salt or ester thereof, 

and wherein said compound is selected from the group consisting oft 

3r.—?%«-6efHpe«ed-©f:«laifl3-4^whefeiift 

X4s-selected from HT-F-ef—'Of 

10 ¥4&-seteeted-from -Hh—F-ef-Qt 

^4s4eweMtkyl-e«ajtetitete44©weF^H^ 

1^4-s-seketed-ffOB3-thei*raBf^>iM«t4B^14ew«^keJWT-sub&t#trt^tew^ar]l&ex-yT'-alkylaHffii% 

diaMtytemeT-glucuronic aekh-kejeeses; aminohexese&rpyFaaesesratBlnoglycegMes, natural a«d 

15 0^O)(O^)sH^ae(OHOGH3€Ha)H-OH? 

-0GH3G(OH®GH3Gi^B-©GH^r-NH(^eH39)B-GH3Hffi(€HbGH3©)B-Hy 

-G€HaG(0)NH(GItGH^B-GH3r^-R3r-9GH3-iW^^^4EW-©GH3G{0>-RsT 

-NgfO€H3€Ha)a-»ffia and Q€Ho€tta--mBl^^ 

J^4s4iyd£egefi--ef-beieyl~ 

20 Rris~seteeted4k®rthe-gre»fhee»siMi»«rel4ieteFeeyetesT«#Kttt«teI4}etei^^ 

aikylaffliae-^sd-^ffleafty^ 

aiphaHHfteaiieaHy-aeeepteWe^alt^-^itef-thepeefe 

3^—Tbe-eempound of i4ww4-whgr&ift 

25 X4s-seteete4-feem -H, F or -€lt 

¥4s-s€teeted--fr«»-HT-li-OF—Glf 

Rv-is- lo\veF-alkyl-0^ttbsfttutedlowef-alfey}| 

Rj4s^eteted4a=eHHhe^g:e«p-6easw#B^f40weMfe»{^vs«hstiteted4ewer-alkex^^kykmh^ 

diaftytesiaeTiitoei^iHe^yThesiesesT-affiladrMx^sesj^yFaHeses^^ 

3 0 wM«t»»aJ-afflffl©-aeidsr-eGH2e(©)N(G«3)3H©eH3GH^B-OHr-(©GH3eH^a-OGH37-(9Glfe)GHa)B-

0P(9)(9R4W-OGftG(9H0GH3eHs>B-0Hj 

-QeHaSjOHOSHaeHa^-QGHs. NH(CHaeH^B-€H3r-NH(eHaeH^B-H? 

-OGHa€(O>N«(gHaGH3O)H-€H3r-4^57-«GHa-R5T^€HjGH.2.-R#r-0GH3G(0)~R4; 

and -OCHaGHs-amino acid^wh^eifl-fi4s-#e»^4e-4#t 

3 5 1^4s4iyd«)geH-ef-b©Hgylt 
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Ryis-seleefed-feem the grgBp--€eBsi&te^-<#feeteFeeyeteT~5#>{ferte44i€&^^ 
aikyteiMie-Midr«HHH©alfcj4-^«ebei&t-«: 

5 4-.—A-60ffip0«ad-e#«te4ffl-4-^kj€rte443:0ffl-4fee^mBf-eeffiH^^ 
2-Hydroxyethyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-4-cyano-

5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

2-(2-Hydroxyethoxy)ethyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-

fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

10 4-{[(2R,3S,4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-(4-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-((S)-2-tert-

butoxycarbonylamino-propionyloxy)-ethyl ester, 

4-{[(2R,3S,4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-(4-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-((S)-2-amino-

15 propionyloxy)-ethyl ester, 

4-{[(2R,3S,4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-(4-chloro-2-fluoro~phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-((R)-2-tert-

butoxycarbonylamino-propionyloxy) -ethyl ester, 

4-{[(2R,3S,4R,5S)-3-(3-Chloro-2-fluoro-phenyl)-4-(4-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

20 dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-((R)-2-amino-

propionyloxy)-ethyl ester, 

2-(Dimethylamino)ethyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-

4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

(2,2-Dimethyl-l,3-dioxolan-4-yl)methyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-

25 2-fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)~3-methoxybenzoate, 

3-Hydroxy-2-(hydroxymethyl)propyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-

fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

2-Methoxyethyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-4-cyano-

5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate, 

30 2-Iodoethyl 4-((2R,3S,4R,5S)-3-(3-chloro-2-fluorophenyI)-4-(4-chloro-2-fluorophenyl)-4-cyano~5-

neopentylpyrrolidine-2-carboxamido)-3 -methoxybenzoate, 

2-(Di-tert-butoxyphosphoryloxy)ethyl 4-((2R,3S,4R,5S)-3-(3-chlon>2-fluorophenyl)-4-(4-chloro-2-

fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoateiT 

35 
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Ar^efflp(mi4-eiH5laifH-l-seteete4ii:eB^fee-greef9-eefts4stHtehef 

2-(Phosphonooxy)ethyl 4-((2R,3S,4R,5S)-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-l-methyl-ethylcarbamoyl)-2-methoxy-phenyl]-

amide, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-diethylamino-ethyl 

ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid l-methyl-piperidin-4-yl 

ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 1-methyl-piperidin-4-

ylmethyl ester , 

4- {[ (2R,3 S ,4R, 5 S)-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-l-yl)-ethyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid [l,2,3]triazolo[4,5-

b]pyridin-3-yl ester, 

4-{[(2R,3S,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 l-methyl-2-

morpholin-4-yl-ethyl ester, 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyiTolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-morpholin-4-yl-ethyl 

ester, 

(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-diethylamino-ethylcarbamoyl)-2-methoxy-phenyl]-amide, 

hydrochloride, and 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid dimethylcarbamoylmethyl 

ester, hydrochloride,-
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4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-morpholin-4-yl-propyl 

ester, hydrochloride, 

(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-dirnethyl-

propyl)-pyrrolidine-2-carboxylic acid {2-methoxy-4-[2-(4-methyl-piperazin-l-yl)-

ethylcarbamoyl]-phenyl}-amide, hydrochloride, 

(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-dimethylcarbamoyl-2-methoxy-phenyl)-amide, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid (2S,3R,4R,5R)-2,3,4,5,6-

pentahydroxy-hexyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-(2-tert -

butoxycarbonylamino-acetoxy)-ethyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-(2-amino-acetoxy)-ethyl 

ester, 
4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-[2-(tert-butoxycarbonyl-

methyl-amino)-acetoxy]-ethyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-(2-methylamino-

acetoxy)-ethyl ester, hydrochloride, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-[(S)-3-methyl-2-((S)-2-

tert-butoxycarbonyl-methylamino-propionylamino)-butyryloxy]-ethyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-[(S)-3-methyl-2-((S)-2-

methylamino-propionylamino)-butyryloxy]-ethyl ester, hydrochloride, a»4 

4-{[(2R,3S,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 

methoxycarbonylmethyl ester,r 
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4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 3-carboxy-propyl ester, 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

5 (2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-tert-butoxycarbonyl-

ethyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-carboxy-ethyl ester, 

(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-dimethyl-

10 propyl)-pyrrolidine-2-carboxylic acid (4-hydrazinocarbonyl-2-methoxy-phenyl)-amide, 

2S,3S,4S,5R,6S)-6-(4-{[(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-carbonyl]-amino}-3-methoxy-benzoyloxy)-3,4,5-

trihydroxy-tetrahydro-pyran-2-carboxylic acid; compound with trifluoro-acetic acid, 

4-{[(2R,3S,4R,5S)-4~(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

15 dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid (2R,3S,4S,5R,6R)-3,4,5,6-

tetrahydroxy-tetrahydro-pyran-2-ylmethyl ester; compound with trifluoro-acetic acid, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid, 2-(2-{2-[2-(2-{2-[2-(2-

hydroxy-ethoxy)-ethoxy]-ethoxy} -ethoxy)-ethoxy]-ethoxy}-ethoxy)-ethyl ester, trifluoroacetate salt, 

20 4-{[(2R,3S,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, dodecaethylene 

glycol ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid, polyethylene glycol-600 

25 ester, trifluoroacetate salt, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid—, polyethylene glycol-

200 ester, trifluoroacetate salt, aad 
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4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-(2-dimethylamino-

ethoxy)-ethyl ester, hydrochloride^ 

4-{[(2R,3S,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 2-[2-(2~hydroxy-

ethoxy)-ethoxy]-ethyl ester, hydrochloride, 

4- {[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

10 dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino} -3-methoxy-benzoic acid 2-[2-(2-methoxy-ethoxy)-

ethoxy]-ethyl ester, hydrochloride, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2- {2-[2-(2-methoxy-

ethoxy)-ethoxy]-ethoxy}-ethyl ester, hydrochloride, 

15 4- {[(2R,3S,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 2-(2-{2-[2-(2-

hydroxy-ethoxy)-ethoxy]-ethoxy}-ethoxy)-ethyl ester, hydrochloride, 

4-{[(2R,3S,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 2-(2-{2-[2-(2-

20 methoxy-ethoxy)-ethoxy]-ethoxy}-ethoxy)-ethyl ester, hydrochloride, 

4-{[(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-carbonyl]-amino} -3-methoxy-benzoic acid 2-[2-(2- {2-[2-(2-hydroxy-

ethoxy)-ethoxy]-ethoxy} -ethoxy)-ethoxy]-ethyl ester, hydrochloride, 

(R)-2-(4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

25 (2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoylamino)-pentanedioic acid 

dimethyl ester, hydrochloride, 

(R)-2-(4-{[(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-carbonyl]-amino}-3-methoxy-benzoylamino)-pentanedioic acid, 

hydrochloride, 

30 (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 {2-methoxy-4-[methyl-((2S,3R,4R,5R)-2,3,4,5,6-

pentahydroxy-hexyl)-carbamoyl]-phenyl}-amide, hydrochloride, 

(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-carboxy 1 ic acid [2-methoxy-4-((2S,3R,4R,5S,6R)-2,4,5-

35 
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trihydroxy-6-hydroxymethyl-tetrahydro-pyran-3-ylcarbamoyl)-phenyl]-amide, hydrochloride, and 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fhioro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-{2-[2-(2-

hydroxyethoxy)-ethoxy]-ethoxy} -ethyl ester, hydrochloride^ 

5 
9-. Areeflapeaa^-e^elaim • 1 selected--from the-^eBp-^easistiflg-ef 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fhioro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid, mPEG-350 ester, 

trifluoroacetate salt, 

10 4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid, mPEG-550 ester, 

hydrochloride, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid, 2-[4-(2-hydroxy-ethyl)-

15 piperazin-1 -yl]-ethyl ester, dimer, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-[4-(2-hydroxy-ethyl)-

piperazin-l-yl]-ethyl ester, 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

20 dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-[4-(2-hydroxy-ethyl)-

piperazin-l-yl]-ethyl ester, PEG-400 ester, hydrochloride salt, 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-£luoro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyiTolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-[4-(2-hydroxy-ethyl)-

piperazin-l-yl]-ethyl ester, mPEG-750 ester, hydrochloride salt, 

25 4-{[(2R,3S,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 2-(4-methyl-

piperazin-l-yl)-2-oxo-ethyl ester, hydrochloride, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid carbamoylmethyl ester, 

30 4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-morpholin-4-yl-2-oxo-

ethyl ester, 
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4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fhioro-phenyl)-4-cyano-5-

(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid [(2,2-dimethyl-

[l,3]dioxolan-4-ylmethyl)-carbamoyl]-methyl ester, aad 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

5 (2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid (2,3-dihydroxy-

propylcarbamoyl)-methyl ester,r 

4#: group-eeasistiBg-ef 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

10 dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid carboxymethyl ester, 

(S)-2-[2-(4-{[(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-carbonyl]-amino}-3-methoxy-benzoyloxy)-acetylamino]-

pentanedioic acid dibenzyl ester, 

(S)-2-[2-(4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

15 (2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoyloxy)-

acetylaminoj-pentanedioic acid, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid 2-[2-(2-methoxy-ethoxy)~ 

ethoxy]-ethoxycarbonylmethyl ester, 

20 4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fhioro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-{2-[2-(2-methoxy-

ethoxy)-ethoxy]-ethoxy} -ethoxycarbonylmethyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid [2-(2-hydroxy-ethoxy)-

25 ethylcarbamoylj-methyl ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid (2-{2-[2-(2-hydroxy-

ethoxy)-ethoxy]-ethoxy}-ethylcarbamoyl)-methyl ester, 

(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-dimethyl-

30 propyl)-pyrrolidine-2-carboxylic acid [4-(2-{2-[2-(2-amino-ethoxy)-ethoxy]-ethoxy}-

ethylcarbamoyl)-2-methoxy-phenyl]-amide, dimer, 

(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- {2-[2-(2-amino-ethoxy)-ethoxy]-ethoxy}-

ethylcarbamoyl)-2-methoxy-phenyl]-amide, 
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4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fhioro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4~cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid ((S)-l-allyloxycarbonyl-5-

tert-butoxycarbonylamino-pentylcarbamoyl) -methyl ester, 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

5 dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid, mPEG-1000 amide, 

4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluoro-phenyl)-3-(3.-chloro-2-fhioro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid, mPEG-1000 ester, 

4-{[(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-carbonyl]-amino}-3-methoxy-benzoic acid, mPEG-2000 amide, and 

10 4-{[(2R,3S,4R,5S)-4-(4-Chloro-2-fluorophenyl)-3-(3-chloro-2-fluoro-pheiiyl)-4-cyano-5-(2,2-

dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino)-3-methoxy-benzoic acid, mPEG-2000 ester. 

442. A compound according to tmy-one of claims 1 le-W-for use as a medicament. 

15 423. A pharmaceutical composition comprising a compound in accordance with afiy-eae-ef 

claims l-4e-M), together with pharmaceutically acceptable carriers or excipients. 

4-44. The use of a compound according to any one of claims 1 te-40-fef-in the preparation of a 

medicament for the treatment of cancer, in particular solid tumors, more particularly breast, colon, 

20 lung and prostate tumors. 

445. A compound according to afty-eae-e^claims 1 te-44-for use in the treatment or 

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

tumors. 
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