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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(CHs),, -(OCH,CH,;),-OH,
-(OCH,CH,),,-OCHj, -(OCH,CH,),-OP(O)(OR4)s, -OCH,C(0O) -(OCH,CH,),-OH,
-OCH,C(0O) -(OCH,CH;),-OCHs;, -NH(CH,CH,0),-CH3, -NH(CH,CH,0),-H,
-OCH,C(O)NH(CH,CH,0),-CH3, -O-Rs, -OCH,-Rs, 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 thereofs,

and wherein said compound is selected from the group consisting of

2-Hvdroxvethyl 4-((2R.35.4R.58)-3-(3-chloro-2-fluorophenvl}-4-(4-chloro-2-fluorovhenvl)-

4-cvano-5-neopentvlpvrrolidine-2-carboxamido)-3-methoxvbenzoate

2-(2-Hydroxvethoxv)ethvl 4-((2R.35.4R.58)-3-(3-chloro-2-fluorophenyvh-4-(4-chloro-2-

fluorophenvl)-4-cvano-5S-neopentvlpyrrolidine-2-carboxamido)-3-methoxvbenzoate,

4-4[(2R.35.4R.55)-3-(3-Chloro-2-fluoro-phenvl)-4-(4-chloro-2-fluoro-phenvl)-4-cyvano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino }-3-methoxvy-benzoic acid 2-((S)-2-fert-

butoxycarbonvlamino-propionyloxy)-ethyl ester,

4-{[(ZR.38.4R.558)-3-(3-Chloro-2-fluoro-phenyl}-4-(4-chloro-2-fluoro-phenvyl)-4-cvano-5-

(2. 2-dimethvi-propyD-pyvrrolidine-2-carbonyl]-amino }-3-methoxy-benzoic  acid  2-((8)-2-

amino-propionvioxvi-ethvl ester

4-{[(2R.38.4R.58)-3-(3-Chloro-2-fluoro-phenvl}-4-(4-chloro-2-fluoro-phenyl)-4-cyano-5-

(2. 2-dimethvl-propyh-pyirolidine-2-carbonvll-amino}-3-methoxv-benzoic  acid  2-({R)-2-

tert-butoxyearbonvlamino-propionvioxv)-ethvl ester

4-{[(2R.38.4R.55)-3-(3-Chloro-2-fluoro-phenvl)-4-(4-chloro-2-fluoro-phenyl)-4-cyano-5-

(2. 2-dimethvi-propyD-pyrrolidine-2-carbonyll-amino} -3 -methox yv-benzoic  acid  2-({R)-2-

amino-propionyloxy)-ethyl ester,
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2-(Dimethvlamino)ethvl 4-((2R.3S 4R . 58)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-

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

(2.2-Dimethvl-1.3-dioxolan-4-vlimethyl 4-((2R.3S.4R.58)-3-(3-chloro-2-fluorophenvl)-4-(4-

chloro-2-tfluorophenvl)-4-cvano-5-neopentvlpyrrolidine-2-carboxamido)-3-methoxvbenzoate,

3-Hvdroxy-2-(thvdroxymethyvDpropyl 4-((2R.38.4R.55)-3-(3-chloro-2-fluorophenvi}-4-{4-

chloro-2-fluorophenvl-4-cvano-5-neopentvlpvirolidine-2 -carboxamido)-3-methoxvbenzoate,

2-Methoxvethyl 4-((2R.38.4R.58)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenvl)-

4-cvano-S-neopentvlpyrrolidine-2-carboxamido)-3-methoxvbenzoate,

2-lodoethvl  4-({2R.35.4R.55)-3~(3-chloro-2-fluorovhenvl)-4-(4-chloro-2-fluorophenvl)-4-

cvano-S-neopentvlpyrrolidine-2-carboxamido)-3-methoxvbenzoate

2-(Di-tert-butoxvyphosphorvioxviethvl  4-{(2R.35.4R.55)-3-(3-chloro-2-fluorophenvl }-4-{4-

chloro-2-fluorophenvl)-4-cvano-5-neopentvipvrrolidine-2-carboxamido)-3-methoxvbenzoate

2-(Phosphonooxyiethyl 4-((2R 38 4R.55)-3-(3-chloro-2-flucrophenvl}-4-(4-chloro-2-

fluorophenvl)-4-cvano-5-neopentvlpyrrolidine-2-carboxamido)-3-methoxvbenzoate

trifluoroacetate salt,

(2R.3S.4R.58)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-(2.2-

dimethyl-propyl)-pvrrolidine-2-carboxvlic _acid [4-(2-hvdroxy-1-methvyl-ethylcarbamoyl)-2-
methoxvy-phenvl]-amide,

4-4[(2R .38 4R.55)4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-flucro-phenvyl)-4-cvano-5-

(2.2-dimethvl-pronvl-pyrrolidine-2-carbonvll-amino }-3-methox v-benzoic acid 2-

diethvlamino-ethvyl ester

4-4T(2R.35 4R, 55)-4-(4-Chloro-2-flucro-phenvl)-3-(3-chloro-2-fluoro-phenyvh-4-cvano-5-

(2.2-dimethvl-propyD-pyvrrolidine-2-carbonvil-amino ! -3-methoxv-benzoic  acid  1-methvi-

piperidin-4-vl ester,

4-{[(2R,35.4R.55)-4-(4-Chloro-2-fluoro-phenvl}-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethvl-propyD-pyvrrolidine-2-carbonvl l-amino t-3-methoxy-benzoic  acid  1-methvl-

piperidin-4-vlmethyl ester,
4-{1(2R 35.4R.55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2dimethvl-propvl}-pyrrolidine-2-carbonylj-amino } -3-methoxy-benzoic _acid 2-(4-methyl-

piperazin-1-vh-ethvl ester,
4-41(2R .35 4R 58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyh-4-cyano-5-

(2.2-dimethyl-propvl)-pyrrolidine-2-carbonvll-amino }-3-methoxv-benzoic acid

[1.2.3triazolo[4,5-blpyridin-3-vl ester,
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4-{1(2R.3S 4R,SS)~4~( 4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-flucro-phenvl)-4-cvano-5-

(2.2dimethyl-propyl)-pyrrolidine-2-carbonyll-amino}-3-methoxv-benzoic acid 1-methyl-2-

morpholin-4-vi-ethvl ester,

4-{[(2R.3S 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-morpholin-

4-yl-ethyl ester
(2R.38 4R ,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2 -fluoro-phenyl}-4-cvano-5-(2,2-

dimethvyl-propyvh-pvitolidine-2-carboxvlic acid [4-(2-diethvlamino-ethvlcarbamovyl)-2-~

methoxv-phenvil-amide, hydrochloride
4-{[(2R.35.4R.58)-4-(4-Chloro-2~fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino t-3-methox v-benzoic acid

dimethvicarbamovimethyl  ester.  hvdrochloride 4-{[(2R.38.4R.55)-4-(4-Chloro-2-fluoro-

phenyl)-3-(3-chloro-2-fluoro-phenyl}-4-cvano-5-(2.2-dimethvl-propvl)-pyrrolidine-2-
carbonyl]-amino {-3-methoxy-benzoic acid 2-morpholin-4-vi-propyl ester, hydrochloride,

{(2R.35.4R.55)-4-(4-Chloro-2-fluoro-phenvD)-3-(3-chloro-2-fluoro-pheny)-4-cvano-5-(2.2-

dimethyl-propvh-pyrrolidine-2-carboxylic acid {2-methoxvy-4-[2-(4-methvl-piperazin-1-y1)-

ethylcarbamovl]-vhenvl} -amide, hvdrochloride,
(2R,35.4R.,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2.2-

dimethyl-propvl)-pvrrolidine-2-carboxvlic _acid {4-dimethylcarbamovi-Z-methoxy-phenvyl)-

amide

4-{[(2R.38 4R.58)-4-(4-Chloro-2-fluoro-phenvl}-3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-

(2.2-dimethvl-propvl-pvrrolidine-2-carbonvll-amino}-3-methoxy-benzoic acid
(2S,3R.4R.5R)-2.3.4.5 6-pentahvdroxv-hexvl ester,
4-{12R 38 4R .58)-4-(4-Chlore-2-fluore-phenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethyl-propvl)-pyrrolidine-2-carbonyil-amino }-3-methoxy-benzoic acid 2-(2-tert -

butoxvearbonviamino-acetoxvy)-ethyl ester,

4-{1{2R.38 4R.58)-4-(4-Chloro-2-fluoro-phenvyl)-3-(3-chloro-2-flucro-phenvl-4-cvano-5-

(2. 2-dimethvl-propyD-pyrrolidine-2-carbonvl-amino }-3-methoxy-benzoic acid 2-(2-amino-

acetoxv)-ethvl ester

4-{[(2R,385 4R.55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2 dimethyl-propy)-pyrrolidine-2-carbonyvll-amino}-3-methoxy-benzoic _acid 2-[2-(tert-

butoxvearbonvl-methvl-amino)-acetoxvl]-ethvl ester,

4-4[(2R 38 4R 55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyli-4-cyano-5-

(2.2-dimethyl-propyl-pyrrolidine-2-carbonyl]-amino } -3-methoxv-benzoic acid 2-(2-

methvlamino-acetoxv)-ethvl ester, hvdrochloride.
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4-{[(2R.3S.4R.58)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chloro-2-fluoro-phenvl}-4-cyano-5-

(2.2-dimethyl-propyD)-pyrrolidine-2-carbonyl]-amino } -3-methoxvy-benzoic _acid  2-[(S)-3-

methvl-2-((S)-2-tert-butoxvearbonvli-methvlamino-propionvlamino)-butyvrvloxyl-ethvl ester.

4-4T(OR.35.4R_58)-4-(4-Chloro-2-fluoro-phenyD)-3-(3-chloro-2-fluoro-phenvyl}-4-cyvano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino }-3-methoxv-benzoic  acid  2-[(S)-3-

methyl-2-((8)-2-methylamino-propionvlamino)-butvrvioxvi-ethvl ester. hydrochloride,

4-{T(2R.38.4R 55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2 2dimethvl-propvli-pyrrolidine-2-carbonyll-amino }-3-methoxv-benzoic acid

methoxvearbonvlimethyl  ester.4-{{(2R.35.4R_55)-4-(4-Chloro-2-fluore-phenyD)-3-(3-chloro-

2-fluoro-phenvl}-4-cvano-5-(2.2-dimethvl-propv-pvrrolidine-2-carbonvll-amino } -3-

methoxy-benzoic acid 3-carboxy-propyl ester,

4-4T(OR.38 4R 585)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-flucro-phenvl-4-cvano-5-

( 2,Zdimethvl—ﬁropyi}—gwrolidine~2—carbonviT~amin0} -3-methoxy-benzoic acid 2-tert-

butoxycarbonvl-ethvl ester
4-{[(2R,3S.4R.55}-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl-4-cvano-5-

(2 2-dimethvl-propyl-pyvrrolidine-2-carbonvll-amino } -3-methoxy-benzoic acid 2-carboxy-

ethvl ester,
(2R.35.4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-

dimethyl-propyh)-pyvrrolidine-2-carboxvlic _acid _(4-hvdrazinocarbonyl-2-methoxy-phenyl)-

amide,

28.35.48.5R.68)-6-(4-{[(2R.38.4R.55)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-

phenvh)-4-cvano-5-(2.2-dimethvi-oropvl-pvrrolidine-2-carbonvll-amino } -3-methoxy-

benzovioxy)-3.4.5-trihvdroxv-tetrahvdro-pyvran-2-carboxvlic acid: compound with trifluoro-

acetic acid

4- {128 .38 .4R 58)-4-(4-Chloro-2-fluoro-phenvi)-3-(3-chloro-2-fluoro-phenvl}-4-cvano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxv-benzoic acid

(2R.35.4S8.5R.6R)-3.4.5 6-tetrahvdroxy-tetrahvdro-pyran-2-vimethyl ester: compound with

trifluoro-acetic acid,

4-{T(2R.38 4R, 58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenvh)-4-cvano-5-

(2. 2-dimethvl-propvl-pyrrolidine-2-carbonvl]-amino ! -3-methoxv-benzoic  acid, 2-(2-{2-[2-

(2-12-12-2-hvdroxv-ethoxv)-cthoxyl-ethoxv}-ethoxv)-ethoxv]-ethoxv}-ethoxv)-ethvl  ester

trifluoroacetate salt,

4-{1(2R.38.4R 55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2dimethyl-propvl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid

dodecaethvylene glveol ester,
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4-41(2R.38 4R, 58)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-flucro-phenvl)-4-cvano-5-

(2.2-dimethvl-propyl)-pyrrolidine-2-carbonvll-amino ! -3-methoxy-benzoic acid,

polvethvlene glveol-600 ester. trifluoroacetate salt,

4-{[(2R.3S.4R.585)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2-dimethvl-propyvD)-pyrrolidine-2-carbonvl]-amino }-3-methoxy-benzoic acid,

polvethvlene elycol-200 ester, trifluoroacetate salt,

4-{[(ZR.35.4R 58)—4—( 4-Chloro-2-fluoro-nhenyl)-3-(3-chloro-2-fluoro-phenvyl)-4-cvano-5-

(2.2-dimethyl-propyh-pyrrolidine-2-carbonvyl]-amino } -3-methox yv-benzoic acid 2-(2-
dimethylamino-ethoxv)-ethyl ester. hvdrochloride 4-{[(ZR.35.4R_58)-4-(4-Chloro-2-fluoro-

phenvl}-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-(2.2dimethyvl-propyh-pyrrolidine-2-

carbonyll-amino}-3-methoxy-benzoic acid 2-[2-(2-hvdroxy-ethoxvy)-ethoxy]-ethyl _ester,

hydrochloride,
4-{[{(2R.35.4R.55)-4-(4-Chloro-2-fluoro-phenvyl}-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-

(2.2-dimethyvl-propyD-pyrrolidine-2-carbonvll-amino }-3-methoxv-benzoic  acid  2-[2-(2-

methoxy-ethoxv)-ethoxvl-ethvl ester. hvdrochloride,

4-{1(2R.35 4R 55}-4-(4-Chloro-2-fluoro-phenvyl}-3~{3-chloro-2-fluoro-phenyl}-4-cvano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonvl]-amino } -3-methoxy-benzoic _acid 2-{2-[2-(2-

methoxv~eth0xy)—ethoxy]~ethoxy}~—ethv] ester, hydrochloride,
4-{1(2R.38.4R.55V-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl~4-cvano-5-

(2 2dimethvl-propyD-pyrrolidine-2-carbonvll-amino }-3-methoxv-benzoic acid 2-(2-§2-[2-(2-

hvdroxv-ethoxy)-ethoxv]-ethoxv!-ethoxvy)-ethvl ester, hvdrochloride,
4-{[(2R.38.4R.55)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenvl)-4-cyvano-5-

(2.2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methox y-benzoic acid 2-(2-{2-[2-(2-
methoxv-ethoxv)-ethoxv]-ethoxv-ethoxy)-ethvl ester. hvdrochloride

4-{1{(2R,35,4R ., 55)-4-(4-Chloro-2-fluoro-phenvl}-3-(3-chloro-2-fluoro-phenvl-4-cvano-5-

(2 2-dimethyl-propv-pyrrolidine-2-carbonvi]-amino  -3-methoxy-benzoic acid 2-12-(2-{2-

[2-(Z2-hvydroxy-ethoxy)-ethoxy]-ethoxy}-ethoxy)-ethoxv]-ethvl ester. hvdrochloride
R)-2-(4-{[(2R.,38.4R.58)-4-(4-Chloro-2-fluoro-phenyD)-3-(3-chloro-2-fluoro-phenyl)-4-

cvano-5-(2.2-dimethvl-propyl-pyrrolidine-2-carbonyll-amino } -3-methoxv-benzovlamino )~

pentanedioic acid dimethyl ester. hvdrochloride,

(R)-2-(4-{[(2R.35 4R.58)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl -4~

cyano-3-(2.2-dimethvl-propyl)-pyrrolidine-2-carbonvl]-amino } -3-methox y-benzovlamino)-

pentanedioic acid, hydrochloride,
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(2R 3S.4R.58)-4-(4-Chloro-2-flucro-pheny)-3-(3-chloro-2-fluoro-phenvyl)-4-cvano-5-(2.2-

dimethyl-propyl)-pyrrolidine-2-carboxvylic  acid  {2-methoxy-4-[methyl-((2S,3R.4R 5R)-

2,3.4.5.6-pentahydroxy-hexvl)-carbamoyl]-phenyl } -amide, hydrochloride
(2R.38.4R.58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-(2.2-

dimethyl-propyl)-pyrrolidine-2-carboxvlic acid [2-methoxy-4-((2S,3R.4R.58.6R)-2.4.5-

trihvdroxy-6-hvdroxymethyl-tetrahvdro-pyran-3-vlcarbamovl)-phenvll-amide. hydrochloride,
4-4T(2R.38.4R.55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvyl)-4-cvano-5-

(2 2-dimethvyl-propyD-pyrrolidine-2-carbonvll-amino } -3-methox v-benzoic acid 2-{2-[2-(2-

hydroxvethoxv)-ethoxvl-ethoxv}-ethyl ester. hyvdrochloride,
4-{[(2R.3S 4R.55)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2-dimethvl-propvl}-pyrrolidine-2-carbonvl [-amino } -3-methoxv-benzoic _acid, mPEG-350

ester. trifluoroacetate salt

4-{[(2R.38.4R.58)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethvl-propyD-pyrrolidine-2-carbonvyll-amino }-3-methoxy-benzoic _acid, mPEG-550

ester, hvdrochloride

4- {1 (2R. 38 4R 55)-4-{4-Chloro-2-fluoro-phenv)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethvi-propyl)-pyvrrolidine-2-carbonyll-amino } -3-methoxvy-benzoic _acid 2-[4-(2~

hvdmxy~etth~pi‘perazin-} -yll-ethyl ester, dimer,
4-{[(2R.35.4R . 55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-shenvl-4-cvano-5-

(2 2-dimethvi-oropvi-pyrrolidine-2-carbonvll-amino }-3-methoxvy-benzoic  acid  2-[4-(2-

hvdroxv-ethyl-piperazin-1-vli-ethvl ester
4-1T(2R.35.4R . 55)-4-(4-Chloro-2-fluoro-phenvl}-3-(3-chloro-2-fluoro-phenvl)-4-cyano-5-

(2 2-dimethvl-propvi)-pyrrolidine-2-carbonvil-amino t -3-methoxv-benzoic  acid  2-14-(2-

hydroxy-ethyl)-piperazin-1-vl]-ethvyl ester, PEG-400 ester, hydrochloride salt,
4- {1 (2R.3S.4R 58)-4-(4-Chloro-2-Hluoro-pheny-3-(3-chloro-2-fluoro-vhenvl)-4-cvanc-5-

(2.2-dimethyl-propyD-pyrrolidine-2-carbonvl]l-amino }-3-methoxv-benzoic  acid  2-14-(2-

hvdroxvy-ethvl)-piperazin-1-vi]-ethyl ester, mPEG-750 ester, hvdrochloride salt
4-{[(2R,38.4R.58)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2,.2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic _acid 2-(4-methvl-

piperazin-1-v1)-2-oxo-ethvl ester. hydrochloride

4-{1(2R.38.4R.58)-4-(4-Chloro-2-fluoro-phenyD-3-(3-chloro-2-fluoro-phenvl)-4-cyvano-5-

(2. 2-dimethvi-propvli-pyrrolidine-2-carbonvl l-amino }-3-methox v-benzoic acid

carbamovlmethyvl ester,
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4-{[(2R .35 4R .58)-4-(4-Chloro-2-fluoro-vhenvl)-3-(3-chloro-2-fluoro-phenvl)-4-cvano-5-

(2.2-dimethvl-propyl-pyrrolidine-2-carbonvll-amino ! -3-methoxv-benzoic acid 2-morpholin-

4-yl-2-0x0-¢ethvl ester,
4-{[(2R.35 4R .58)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvl}-4-cvano-5-

(2. 2dimethvl-propyl)-pyrrolidine-2-carbonvl l-amino } -3-methoxv-bhenzoic acid [(2.2-

dimethvl-[1.31dioxolan-4-vimethvD-carbamovll-methvl ester,
4-{[(2R,35.4R.58})-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvyl)-4-cvano-5-

(2 2dimethyl-propvD-pyrrolidine-2-carbonvll-amino }-3-methoxv-benzoic acid (2.3~

dihydroxy-propvlcarbamovl)-methyl ester
4-{[(2R.35.4R. 55 )-4-(4-Chloro-2-fluoro-phenvyl}-3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-

(2.2-dimethyl-propyh-pyrrolidine-2-carbonvyl]-amino } -3-methoxy-benzoic acid

carboxymethyvl ester

(S)-2-12-(4- {[(2R 35 4R .58)-4-(4-Chloro-2-fluoro-phenvyl)-3-(3-chloro-2-fluoro-phenyl)-4-

cyano-5-(2.2-dimethvl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxv-benzovloxv)-

acetvlaminol-pentanedioic acid dibenzyl ester

(S)-2-12-(4-{[{(ZR.38 4R .58)-4-(4-Chloro-2-fluoro-phenvl}-3-(3-chloro-2-fluoro-phenvl-4-

cyano-5-(2.2-dimethvl-propvl}-pyrrolidine-2-carbonvl}-amino } -3-methoxv-benzoyloxy)-

acetvlaminol-pentanedioic acid,

4-31(2R.35 4R .58)-4-(4-Chlorg-2-fluoro-phenvl }-3-(3-chloro-2-fluoro-phenvl-4-cvano-5-

(2.2-dimethvl-propvh-pyrrolidine-2-carbonvl]-amino } -3-methoxv-benzoic  acid  2-[2-(2-

methoxv-ethoxv)-ethoxvyl-ethoxvecarbonvlmethvl ester

4-{T2R 38 4R 58)-4-{4-Chloro-2-fluoro-phenvi)-3-(3-chloro-2-fluoro-phenyl)-4-cvano-5-

(2.2-dimethvl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxv-benzoic acid 2-{2-[2-(2~

methoxv-ethoxvy)-ethoxyl-ethoxv! -ethoxvearbonvlimethvl ester,

4-{[(2R.35.4R.55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2-dimethvyl-propvD-pyrrolidine-2-carbonvll-amine ! -3-methoxy-benzoic acid [2-(2-

hvdroxv-ethoxv)-ethvlcarbamovyl]-methvl ester
4-{1(2R,35.4R.58)-4-(4-Chloro-2-fluoro-phenvi}-3-(3-chloro-2-fluoro-phenyl}-4-cyvano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyll-amino} -3-methoxy-benzoic acid (2-{2-[2-(2-

hvdroxy-ethoxv)-ethoxv]-ethoxv}-ethvicarbamovl-methvl ester,

{2R.38.4R . 58)-4-(4-Chloro-2-fluore-phenvh-3-(3-chloro-2-flucro-phenvi)-4-cvano-5-(2.2-

dimethvl-propyD-pyrrolidine-2-carboxvlic acid [4-(2-{2-[2-(2-amino-ethoxv)-ethoxv]-

ethoxv! -ethvlcarbamovh)-2-methoxv-phenvil-amide, dimer
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(2R.3S.4R..58)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenvli-4-cvano-5-(2.2-

dimethyl-propvl)-pyrrolidine-2-carboxvlic  acid  [4-(2-{2-[2-(2-amino-ethoxvy)-ethoxv]-

ethoxv}-ethylearbamovl)-2-methoxy-phenvl]-amide

4-{[(2R.35.4R.55)-4-(4-Chloro-2-fluoro-phenvl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-

(2.2-dimethyl-propyl)-pyrrolidine-2-carbonyvl]-amino}-3-methoxy-benzoic  acid  ((8)-1-

allvloxycarbonyl-5-tert-butox ycarbonylamino-pentylcarbamoyl)-methyl ester

4-41(2R.38 4R 55)-4-(4-Chloro-2-fluoro-phenv)-3-(3-chloro-2-fluora-phenyD-4-cvano-5-

(2.2-dimethvl-propvl)-pyrrolidine-2-carbonvl l-amino } -3 -methox v-benzoic acid, mPEG-1000

amide,

4-{[(2R.38 4R,55)-4-(4-Chloro-2-fluoro-phenvh)-3-(3-chloro-2-fluoro-phenvyl)-4-cvano-5-

(2.2-dimethvl-propyD-pyrrolidine-2-carbonyl]-amino }-3-methox y-benzoic acid, mPEG-1000

gster,

4-{[(2R.3S.4R.55)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-

2 2-dimethyl-propyvl-pyrrolidine-2-carbonvl]-amino }-3-methoxvy-benzoic acid, mPEG-2000

amide, and

4-{1(2R.35.4R.55)-4-(4-Chloro-2-fluoro-phenvl 3-3-(3-chloro-2-fluoro-phenvl-4-cvano-5-

(2.2-dimethyl-propvl)-pyrrolidine-2-carbonyl]-amino } -3 -methoxv-benzoic acid, mPEG-2000

ester.

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

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

(1

wherein

X is selected from the group consisting of -H, -F, -Cl, -Br, -1, 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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R, is hydrogen or benzyl;
R; 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 eroup consisting of

diallevlaminoglueuronic-acid-hexoses-amino ses-pyraneses-aminoghycosides, natural-and
unnetural-amine-acids,OCH CCOIN(EH ) (OCHEH ) OH—(OCH,,EH) - OCH (O CH,CHy),-
OP{OHOR o OCH SO —-(OCH,E - O

-OEHLCOHOEH O H i NEHEREH,09,-CH i MNHCH,CH, 09, H;
-OCHC(OINEEH,,CH0),-CH-O-R-OCH - R OCHCH-Resr-OCH,G(0)R,

8]

87~ OEH CIOMN(EH ) 5 (OCHEH,), -OH—(OCH,CH,), -OCH - (OCH,CHy) -
OPLOHOR - OCH,CLO~-(OEH,EH)-OH;
-BCH,GO-OCH CHy) - OCH N CH CHL 09, -G NI CHLCHL 09,1
OCH, CEOINEUCH,CHL0Y,-CHr OBy OCH, Ry OCH,CH, Ry OCH,CO}R,
Reis iydrogen-or-benzyls
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2-Hydroxyethyl 4-((2R,38,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-4-cyano-
S-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-methox ybenzoate,
4-{[(2R,3S,4R,58)-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-ters-
butoxycarbonylamino-propionyloxy)-ethyl ester,
4-{[(2R,38,4R,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-
propionyloxy)-ethyl ester,

4- {[(2R,3 S,4R,58)-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,38,4R,55)-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-amino-
propionyloxy)-ethyl ester,

2-(Dimethylamino)ethyl 4-((2R,38,4R,58)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-
4-cyano-5 —neopentylpyrrolidine-Z—carboxamido)-3—methoxybenzoéte,
(2,2-Dimethyl-1,3-dioxolan-4-ylymethyl 4-((2R,385,4R,58)-3~(3~chloro-2-fluorophenyl)-4-(4-chloro-
2-fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate,
3-Hydroxy-2-(hydroxymethyl)propyl 4-((2R,38S,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-
fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate,

2-Methoxyethyl 4-((2R,3S5,4R,5S)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-4-cyano-
5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate,

2-lodoethyl 4-((2R,38S,4R,58)-3-(3-chloro-2-fluorophenyl)-4-(4-chloro-2-fluorophenyl)-4-cyano-5-
heopentylpyrrolidine-2—carboxamido)—3 -methoxybenzoate, and
2-(Di-tert-butoxyphosphoryloxy)ethyl 4-((2R,38,4R,5S)-3~(3-chloro-2-fluorophenyl)-4-(4-chloro-2-

fluorophenyl)-4-cyano-5-neopentylpyrrolidine-2-carboxamido)-3-methoxybenzoate
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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,58)~4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-dimethyl-
propyh-pyrrolidine-2-carboxylic acid [4-(2-hydroxy-1-methyl-ethylcarbamoyl)-2-methoxy-phenyl]-
amide,
4-{[(2R,3S,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, .
4-1[(2R,3S,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-methyl-piperidin-4-yl
ester,
4-1J(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 1-methyl-piperidin-4-

ylmethyl ester: ,
4-{[(2R,38,4R,58)~4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonylJ-amino } -3-methoxy-benzoic acid 2-(4-methyl-
piperazin-1-yl)-ethyl ester,
4-{[(2R,38,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-
dimethyi-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid [1,2,3Jtriazolo[4,5-
blpyridin-3-yl 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 1-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)-pyrrolidine-2-carbonyl}-amino } -3-methoxy-benzoic acid 2-morpholin-4-yl-ethyl
ester,
(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-carboxylic acid [4-(2-diethylamino-ethylcarbamoyl)-2-methoxy-phenyl]-amide,
hydrochloride, and
4-1[(2R,3S,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 dimethylcarbamoylimethyl

ester, hydrochloride,:
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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 2-morpholin-4-yl-propyl
ester, hydrochloride,
(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-carboxylic acid {2-methoxy-4-[2-(4-methyl-piperazin-1-y1)-
ethylcarbamoyl]-phenyl}-amide, hydrochloride,
(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-dimethylcarbamoyl-2-methoxy-phenyl)-amide,
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 (2S,3R,4R,5R)-2,3,4,5,6-

pentahydroxy-hexyl 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 J-amino }-3-methoxy-benzoic acid 2-(2-tert -
butoxycarbonylamino-acetoxy)-ethyl ester,
4-{[(2R,3S,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-(2-amino-acetoxy)-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 2-[2-(tert-butoxycarbonyl-
methyl-amino)-acetoxy]-ethyl 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 2-(2-methylamino-
acetoxy)-ethyl ester, hydrochloride,
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 2-[(S}-3-methyl-2-((S)-2-
tert-butoxycarbonyl-methylamino-propionylamino)-butyryloxyl-ethyl ester,
4-{[(2R,385,4R,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-[(S)-3~-methyl-2-((8)-2-
methylamino-propionylamino)-butyryloxyl-ethyl! ester, hydrochloride, and
4-{[(2R,35,4R,583)-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.:
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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 3-carboxy-propyl 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-tert-butoxycarbonyl-
ethyl 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 2-carbox y-ethyl ester,
(2R,38S,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-35-(2,2 -dimethyl-
propyl)-pyrrolidine-2-carboxylic acid (4-hydrazinocarbonyl-2-methoxy-phenyl)-amide,
28,385,48,5R,65)-6-(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-benzoyloxy)-3,4,5-
trihydroxy-tetrahydro-pyran-2-carboxylic acid; compound with trifluoro-acetic acid,
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 (2R,3S,4S,5R,6R)-3,4,5,6-
tetrahydroxy-tetrahydro-pyran-2-ylmethyl ester; compound with trifluoro-acetic acid,
4-{[(2R,3S5,4R,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-(2-{2-[2-(2-{2-[2-(2-
hydroxy-ethoxy)-ethoxy]-ethoxy} -ethoxy)-ethoxy]-ethoxy} -ethoxy)-ethyl ester, trifluoroacetate sal,
4-{[(2R,35,4R,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, 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
ester, trifluoroacetate salt,
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—, polyethylene glycol-
200 ester, trifluoroacetate salt, and



10

15

25

30

35

-89 .

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

ethoxy)-ethyl ester, hydrochloride,:

4-{[(2R,385,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluorc-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino}-3-methoxy-benzoic acid 2-[2-(2-hydroxy-
ethoxy)-ethoxy]-ethyl ester, hydrochioride,
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-[2-(2-methoxy-ethoxy)-
ethoxy]-ethyl ester, hydrochloride,
4-{[(2R,385,4R,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-{2-[2-(2-methoxy-
ethoxy)-ethoxy]-ethoxy}-ethyl ester, hydrochloride,
4-{[(2R,38,4R,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-(2-{2-[2-(2-
hydroxy-ethoxy)-ethoxy]-ethoxy}-ethoxy)-ethyl ester, hydrochloride,
4-{[(2R,3S,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chioro-2-fluoro-phenyl)-4-cyano-5-
(2,2dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino } -3-methoxy-benzoic acid 2-(2-{2-[2-(2-
methoxy-ethoxy)-ethoxyl-ethoxy} -ethoxy)-ethyl ester, hydrochloride,
4-{[(2R,3S,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-[2-(2-{2-[2-(2-hydroxy-
ethoxy)-ethoxy]-ethoxy}-ethoxy)-ethoxy]-ethyl ester, hydrochloride,
(R)-2-(4-{[(2R,38,4R,58)-4-(4-Chloro-2-fluoro-pheny!)-3-(3-chloro-2 -fluoro-pheny!)-4-cyano-5-
(2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl}-amino } -3-methox y-benzoylamino)-pentanedioic acid
dimethyl ester, hydrochloride,
(R)-2-(4-{[(2R,38,4R,58)-4-(4-Chloro-2-fluoro-phenyl}-3-(3-chioro-2-fluoro-phenyl)-4-cyano-5-
(2,2-dimethyl-propyl)-pyrrolidine-2-carbonyl]-amino }-3-methox y-benzoylamino)-pentanedioic acid,
hydrochloride,
(2R,3S,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chioro-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,38,4R,58)-4-(4-Chloro-2-fluoro-phenyl)-3-(3-chloro-2-fluoro-phenyl)-4-cyano-5-(2,2-dimethyl-
propyh)-pyrrolidine-2-carboxylic acid [2-methoxy-4-((2S,3R,4R,58,6R)-2,4,5-
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trihydroxy—6-hydroxymethyl-tetréhydro-pyran—S—ylcarbamoyl)~phenyl]—amide, hydrochloride, and
4-{[(2R,3S,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-{2-[2-(2-
hydroxyethoxy)-ethoxy]-ethoxy}-ethyl ester, hydrochioride,

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-350 ester,
trifluoroacetate salt,
4-{[(2R,38S,4R,58)-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-550 ester,
hydrochloride,

4-41(2R,3S,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-[4-(2-hydroxy-ethyl)-
piperazin-1-yl]-ethyl ester, dimer,
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 2-[4-(2-hydroxy-ethyl)-
piperazin-1-ylj-ethyl ester,
4-{[(2R,38S,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-1-yl]-ethyl ester, PEG-400 ester, hydrochloride salt,
4-{[(2R,3S,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-[4-(2-hydroxy-ethyl)-
piperazin-1-yl]-ethyl ester, mPEG-750 ester, hydrochioride salt,
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)-2-oxo-ethyl ester, hydrochloride,
4-{[(2R,3S,4R,585)-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 carbamoyimethyl ester,
4-4[(2R,3S,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-morpholin-4-yl-2-oxo-
ethyl ester,
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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 [(2,2-dimethyl-
[1,3]dioxolan-4-ylmethyl)-carbamoyl]-methyl ester, and
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 (2,3-dihydroxy-
propylcarbamoyl)-methy! ester,-

4-{[(2R,3S 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 carboxymethyl ester,
(8)-2-12-(4-{[(2R,38,4R,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-benzoyloxy)-acetylamino -
pentanedioic acid dibenzyl ester,
(8)-2-[2-(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-methox y-benzoyloxy)-
acetylamino]-pentanedioic acid,
4-4[(2R,38,4R,55)-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 2-[2-(2-methoxy-ethoxy)-
ethoxy]-ethoxycarbonylmethyl ester,
4-{[(2R,3S,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-{2-[2-(2-methoxy-
ethoxy)-ethoxyl-ethoxy}-ethoxycarbonylmethyl ester,
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~(2-hydroxy-ethoxy)-
ethylcarbamoyl]-methyl ester,

4-{](2R,38,4R,55)-4-(4-Chloro-2-fluoro-phenyl }-3-(3-chloro-2-fluoro-phenyl}-4-cyano-5-(2,2-
dimethyl-propyl)-pyrrolidine-2-carbonyl]j-amino } -3-methoxy-benzoic acid (2-{2-[2-(2-hydroxy-
ethoxy)-ethoxy]-ethoxy}-ethylcarbamoyl)-methyl ester,
(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-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-phenylj-amide,
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4-{J(2R,3 S,4R,SS) -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 ((S)-1-allyloxycarbonyl-5-
tert-butoxycarbonylamino-pentylcarbamoyl)-methyl 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-1000 amide,
4-{[(2R,38,4R,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 ester,
4-{[(2R,3S,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,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 ester.

2. A compound according to any-ene-ofclaims 1 to-+8-for use as a medicament.

+23. A pharmaceutical composition comprising a compound in accordance with any-ene-of

claims 1-te-14, together with pharmaceutically acceptable carriers or excipients.

134. The use of a compound according to any-ene-of-claims 1 te-+8-for-in the preparation of a
medicament for the treatment of cancer, in particular solid tumors, more particularly breast, colon,
lung and prostate tumors,

445, A compound according to any—ene—ef-claims 1 te—tHo—for use in the treatment or
prophylaxis of cancer, in particular solid tumors, more particularly breast, colon, lung and prostate

tumors.



