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(87) Abstract

A compound of formula (I) or a phar-
maceutically acceptable salt thereof is dis-
closed, as well as processes for and inter-
mediates in the preparation thereof, and a
method of antagonizing endothelin.
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1
Endothelin Antagonists

Technical Field
The present invention relates to compounds which are endothelin antagonists,
processes for making such compounds, synthetic intermediates employed in these

s processes and methods and compositions for antagonizing endothelin.

Background of the Invention

Endothelin (ET) is a 21 amino acid peptide that is produced by endothelial cells.

ET is produced by enzymatic cleavage of a Trp-Val bond in the precursor peptide big
endothelin (Big ET). This cleavage is caused by an endothelin converting enzyme (ECE).

10 Endothelin has been shown to constrict arteries and veins, increase mean arterial blood
pressure, decrease cardiac output, increase cardiac contractility in vitro, stimulate
mitogenesis in vascular smooth muscle cells in vitro, contract non-vascular smooth muscle
including guinea pig trachea, human urinary bladder strips and rat uterus in vitro,
increase airway resistance in vivo, induce formation of gastric ulcers, stimulate release of

15 atrial natriuretic factor in vitro and in vivo, increase plasma levels of
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vasopressin, aldosterone and catecholamines, inhibit release of renin in vitro and stimulate
release of gonadotropins in vitro.

It has been shown that vasoconstriction is caused by binding of endothelin to its
receptors on vascular smooth muscle (Nature 332 411 (1988), FEBS Letters 231 440

5 (1988) and Biochem. Biophys. Res. Commun. 154 868 (1988)). An agent which
suppresses endothelin production or an agent which binds to endothelin or which inhibits
the binding of endothelin to an endothelin receptor will produce beneficial effects in a
variety of therapeutic areas. In fact, an anti-endothelin antibody has been shown, upon
intrarental infusion, to ameliorate the adverse effects of renal ischemia on renal vascula

10 resistance and glomerular filtration rate (Kon, ef al., J. Clin. Invest. 83 1762 (1989)). In
addition, an anti-endothelin antibody attenuated the nephrotoxic effects of intravenously
administered cyclosporin (Kon, et al., Kidney Int. 37 1487 (1990)) and attenuated infarct
size in a coronary artery ligation-induced myocardial infarction model (Watanable et al.,
Nature 344 114 (1990)).

15 Clozel et al. (Nature 365: 759-761 (1993)) report that Ro 46-2005, a nonpeptide
ET-A/B antagonist, prevents post-ischaemic renal vasoconstriction in rats, prevents the
decrease in cerebral blood flow due to subarachnoid hemorrhage (SAH) in rats, and
decreases MAP in sodium-depleted squirrel monkeys when dosed orally. A similar effect
of a linear tripeptide-like ET-A antagonist, BQ-485, on arterial caliber after SAH has also

20 been recently reported (S.Itoh, T. Sasaki, K. Ide, K. Ishikawa, M. Nishikibe, and
M. Yano, Biochem. Biophys. Res. Comm., 195: 969-75 (1993). These results indicate
that agents which antagonize ET/ET receptor binding will provide therapeutic benefit in
the indicated disease states.

eeent 25 Disclosure of the Invention
RO According to one embodiment of the invention there is provided a compound of
I formula I
R Z. _R
..:.. 2 Nl 3
.:::o. (CHZ)H
éos.:. R]

@
«ve 30 wherein
Z is -C(Rig)(Rjg)- or -C(O)- wherein R;g and R;g are independently selected from
hydrogen and loweralkyl;
nis 0;
R is -(CHp),-W wherein m is an integer from O to 6 and W is

‘*Aasy\ (a) -C(0),-G wherein G is hydrogen or a carboxy protecting group,
’Z‘
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2a
(b) -PO3H,,
(c) -P(O)(OH)E wherein E is hydrogen, loweralkyl or arylalkyl,
(d) -CN,
(e) -C(O)NHR 7 wherein Ry7 is lower alkyl,
5 (f) alkylaminocarbony],
(g) dialkylaminocarbonyl,
(h) tetrazolyl,
(i) hydroxy,
(j) alkoxy,
10 (k) sulfonamido,
(1) -C(O)NHS(0);R ¢ wherein Ryg4 is loweralkyl, haloalkyl, phenyl or dialkylamino,
(m) -S(0),NHC(O)R ¢,
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10 R; and R, are independently selected from hydrogen, loweralkyl, alkoxyalkyl,

alkoxycarbonylalkyl, hydroxyalkyl, alkoxyalkoxyalkyl, thioalkoxyalkoxyalkyl, cycloalkyl,

aryl, arylalkoxyalkyl and heterocyclic, with the proviso that one of R; and R, is other

. than hydrogen; 4

R3is (a) R4-C(O)-Rs-, Rg-S(0))-Ry- or Rpg-S(0)-Rys-

e s wherein Rs is (i) a covalent bond, (ii) alkylene,

P (iii) alkenylene, (iv) -N(Ryg)-Rg- or -Rg,-N(Ryg)-Rg- wherein Rg and Rg, are
independently selected from alkylene and Ry is hydrogen, loweralkyl,

- alkenyl, cycloalkyl or cycloalkylalkyl or (v) -O-Rg- or -Rg,-O-Rg wherein Rg

:::3.: and Rg, are independently selected from alkylene:

% 20 R7 is (i) a covalent bond, (ii) alkylene, (iii) alkenylene or

(iv) -N(Ry1)-R;o- wherein Ry is alkylene and Ry, is hydrogen, aryl, arylalkyl
. or loweralkyl:
R4 is alkoxy, aryloxy or arylalkoxy, or
R, and Rgq are independently selected from the group consisting of
25 (1)  (RypRp)N- wherein Ry and R}, are independently selected from
(1) hydrogen,
(2) loweralkyl,
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2c
(3) alkoxyalkyl,
(4) alkenyl,
(5) alkynyl,
(6) cycloalkyl,

5 (7) cycloalkylalkyl,
(8) aryl,
(9) heterocyclic,
(10) arylalkyl, and
(11) (heterocyclic)alkyl,
10 (ii) loweralkyl,
(iii) alkenyl,
(iv) alkynyl,
(v) cycloalkyl,
(vi) cycloalkylalkyl,
15 (vii) aryl,
(viii) arylalkyl,
(ix) heterocyclic,
(x) (heterocyclic)alkyl and
(xi) alkoxyalkyl;
20 Ry is (i) loweralkyl, (ii) haloalkyl, (iii) alkenyl, (iv) alkynyl,
(v) cycloalkyl, (vi) cycloalkylalkyl, (vii) aryl,
(viii) arylalkyl, (ix) heterocyclic,
. (x) (heterocyclic)alkyl, (xi) alkoxyaryl or (xii) alkoxy-
Lo substituted haloalkyl; and
) 25 R,7 is alkylene or alkenylene;
(b) Ry-0-C(0)-Ry3- wherein Ry; is a carboxy protecting group or heterocyclic and Rj3
is (i) a covalent bond, (ii) alkylene, (iii) alkenylene or (iv) -N(Ryg)-Ros-
wherein Rys is alkylene and Ry4 is hydrogen or loweralkyl,
(c) loweralkyl,
**:%s 30 (d) alkenyl,
e, (e) alkynyl,
- (f) cycloalkyl,
R (g) cycloalkylalkyl,
(h) aryl,
et 35 (i) arylalkyl,
() aryloxyalkyl,
(k) heterocyclic,
(1) (heterocyclic)alkyl,
(m) alkoxyalkyl,

alkoxyalkoxyalkyl, or

{N:\LIBM]22268:MMS



(0) Ry3-C(0)-CH(Ry4)-

2d

wherein R;3 is amino, alkylamino or dialkylamino and R4 is aryl or R{5-C(O)-

wherein R, g is amino, alkylamino or dialkylamino; or

Rg is haloalkyl;

5 or a pharmaceutically acceptable salt thereof with the proviso that when Z is CH,, R, is

loweralkyl or aryl, R, is hydrogen and R is hydroxy or hydroxyalkyl, then Ry is other

than loweralkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, -C(O)O-loweralkyl,
-C(0)O-alkenyl, or R4-C(0)-R5, wherein Rs is a covalent bond or alkylene and R4 is
loweralkyl, cycloalkyl or cycloalkylalkyl and with the further proviso that R, is not

10 hydrogen when R; is alkyl and n=0.

Dislosed herein are compounds of the formula (I):

)
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WO 96/06095 PCT/US95/09924

wherein
Z is -C(R18)(R19)- or -C(O)- wherein R1g and R1g are independently
selected from hydrogen and loweralkyl;
5 nisOorf,
R is -(CH2)m-W wherein m is an integer from 0 to 6 and W is
(a) -C(0O)2-G wherein G is hydrogen or a carboxy protecting
group,
(b) -PO3Hz,
10 (c) -P(O)(OH)E wherein E is hydrogen, loweralkyl or arylalkyl,
(d) -CN,
(e) -C(O)NHR17 wherein R17 is loweralkyl,
(f) alkylaminocarbonyl,
(g9) dialkylaminocarbonyl,
15 (h) tetrazolyl,
(i) hydroxy,
(j) alkoxy,
(k) sulfonamido,
(1) -C(O)NHS(O)2R 16 wherein R1g is loweralkyl, haloalkyl,
20 phenyl or dialkylamino,

(m) -S(O)2NHC(O)R1s,
HO,
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5 (u) ;
R1 and R2 are independently selected from hydrogen, loweralkyl,
alkenyl, alkynyl, alkoxyalkyl, alkoxycarbonylalkyl, hydroxyalkyl,
alkoxyalkoxyalkyl, thioalkoxyalkoxyalkyl, cycloalkyl,
aminocarbonylalkyl, alkylaminocarbonylalkyl,

10  dialkylaminocarbonylalkyl, aminocarbonylalkenyl,
alkylaminocarbonylalkenyl, dialkylaminocarbonylalkenyl,

hydroxyalkenyl, aryl, arylalkoxyalkyl, heterocyclic and
(Ra2)(Rpp)N-R..- wherein R, is aryl or arylalkyl, Ry, is hydrogen or
alkanoyl and R, is alkylene, with the proviso that one of R, and R, is

(

®

15 other than hydrogen;
Rsis (a) Rs-C(O)-Rs-, Re-S(O)2-R7- or Rze-S(0)-Ra7-
wherein Rs is (i) a covalent bond, (ii) alkylene,
(iii) alkenylene, (iv) -N(R29)-Rg- or -Rg,-N(R5)-Rg-
wherein Rg and Rg, are independently selected from

20 alkylene and Rzg is hydrogen, loweralkyl, alkenyl,
cylcoalky! or cycloalkylalkyl or (v) -O-Rg- or -Rg,-O-Rg-
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-5-
wherein Rg and Rg, are independently selected from

alkylene;
Rz is (i) a covalent bond, (ii) alkylene, (iii) alkenylene or
(iv) -N(R21)-R10- wherein R1g is alkylene and Ra1 is
hydrogen or loweralkyl;
R4 and Rg are independently selected from the group
consisting of
() (R11)(R12)N- wherein R11 and Ry2 are
independently selected from
(1)  hydrogen,
(2) loweralkyl,
(3) alkoxyalkyl,
(4) alkenyl,
(5) alkynyl,
(6) cycloalkyl,
(7)  cycloalkylalkyl,
(8) aryl,
(9)  heterocyclic,
(10) arylalkyl, and
(11) (heterocyclic)alkyl,
(ii) loeweralkyl,
(iii)  alkenyl,
(iv)  alkynyl,
(v) cycloalkyl,
(vi)  cycloalkylalkyl,
(vii) aryl,
(viii) arylalkyl,
(ix) heterocyclic,
(x) (heterocyclic)alkyl and
(xi)  alkoxyalkyl;
Raog is (i) loweralkyl, (i) haloalkyl, (iii) alkenyl, (iv) alkynyl,
(v) cycloalkyl, (vi) cycloalkylalkyl, (vii) aryl,
(viii) arylalkyl, (ix) heterocyclic,
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(x) (heterocyclic)alkyl, (xi) alkoxyalkyl or (xii) alkoxy-
substituted haloalkyl; and
R27 is alkylene or alkenylene;
R22-0O-C(0)-R23- wherein R22 is a carboxy protecting
group or heterocyclic and R2j3 is (i) a covalent bond,

(ii) alkylene, (iii) alkenylene or (iv) -N(R24)-R2s-
wherein Rzs is alkylene and Ra4 is hydrogen or
loweralkyl,

(c)
(d)
(e)

(9)
(h)
(i)
(i)
(k)
(1
(m)
(n)
(0)

loweralkyl,

alkenyl,

alkynyl,

cycloalkyl,

cycloalkylalkyl,

aryl,

arylalkyl,

aryloxyalkyl,

heterocyclic,

(heterocyclic)alkyl,

alkoxyalkyl,

alkoxyalkoxyalkyl, or

R13-C(O)-CH(R14)-

wherein R13 is amino, alkylamino or dialkylamino and R4
is aryl or R15-C(O)- wherein R15 is amino, alkylamino or
dialkylamino;

or a pharmaceutically acceptable salt thereof.

A preferred embodiment of the invention is a compound of formula (1)
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wherein the substituents -Rp, -R and -R1 exist in a trans,trans relationship and
Z, n, R, R1, Rz, and R3 are as defined above.

Another preferred embodiment of the invention is a compound of formula
(1) or (Il) wherein nis 0 and Z is -CHa-.

Another preferred embodiment of the invention is a compound of formula
(1) or (1) wherein nis 1 and Z is -CHa-.

Another preferred embodiment of the invention is a compound of formula
(1) or (1) wherein nis 0, Z is -CH2-, and R3 is R4-C(O)-Rs- , Re-S(0O)2-R7- or
R26-S(0)-Ra7- as defined above.

Another preferred embodiment of the invention is a compound of formula
(1) or (If) wherein nis 0, Z is -CH2-, and R3 is alkoxyalky! or alkoxyalkoxyalkyl.

A more preferred embodiment of the invention is a compound of formula
() or (1) wherein nis 0, Zis -CHp-, and Rg is R4-C(O)-Rs- wherein R4 is
(R11)(R12)N- as defined above and Rs is alkylene or R3 is Rg-S(O)2-R7- or
Ra2e-S(0)-Ra7- wherein Ry is alkylene, R27 is alkylene and Rg and Rzg are
defined as above.

Another more preferred embodiment of the invention is a compound of
formula (1) or (Il) wherein nis 0, Z is -CHz- and R3 is R4-C(O)-N(R20)-Rs- or
Re-S(0)2-N(R21)-R10- wherein Rg and R1g are alkylene and R4, Rg, R2gp and
R24 are defined as above.

An even more preferred embodiment of the invention is a compound of
formula (1) or (Il) wherein n is 0, R is tetrazolyl or -C(O)2-G wherein G is
hydrogen or a carboxy protecting group or R is
-C(O)-NHS(O),R ¢ wherein Ryg is loweralkyl or aryl, Z is -CHa-,

R1 and R2 are independently selected from (i) loweralkyl, (ii) cylcoalkyl, (iii)
substituted aryl wherein aryl is phenyl substituted with one or two substituents
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independently selected from loweralkyl, alkoxy, halo, alkoxyalkoxy and
carboxyalkoxy and (iv) substituted or unsubstituted heterocyclic, and R3 is
R4-C(O)-Rs- wherein R4 is (R11)(R12)N- wherein Ry, and R4, are
independently selected from loweralkyl, aryl and arylalkyl and Rs is alkylene; or
R3 is R4-C(0O)-N(R2p)-Rs- or Re-S(0)2-N(R21)-R10- wherein R4 is loweralkyl,
aryl, alkoxy, alkylamino, aryloxy or arylalkoxy and Rg is loweralkyl, haloalkyl,
alkoxyalkyl, aryl or arylalkyl, Rg and R1g are alkylene and R2g and R2¢ are
loweralkyl; or R3 is Re-S(0)2-R7- or R2g-S(O)-R27- wherein Rg is loweralkyl, Ry
is alkylene, R2g is loweralkyl and Rz7 is alkylene.

A yet more preferred embodiment of the invention is a compound of
formula (1) or (Il) wherein n is 0, R is -C(O)2-G wherein G is hydrogen or a
carboxy protecting group, Z is -CHa-, R4 is (i) loweralkyl,

(i) cycloalkyl, (iii) phenyl, (iv) pyridyl, (v) furanyl or (vi) substituted or
unsubstituted 4-methoxyphenyl, 4-fluorophenyl, 3-fluorophenyl,
2-fluorophenyl, 4-methoxymethoxyphenyl, 4-hydroxyphenyl,

4-t-butylphenyl, 1,3-benzodioxolyl, 1,4-benzodioxany! or dihydrobenzofuranyl
wherein the substituent is selected from alkoxy, alkoxyalkoxy and
carboxyalkoxy, R, is 1,3-benzodioxolyl,

1,4-benzodioxanyl, dihydrobenzofuranyl, 4-methoxyphenyl, dimethoxyphenyl,
fluorophenyl or difluorophenyl and R3 is R4-C(0O)-N(R20)-Rg- or
Re-S(0)2-N(R21)-R10- wherein Rg and R1g are alkylene, R2g and R21 are
loweralkyl, R4 is loweralkyl, aryl, alkoxy, alkylamino, aryloxy or arylalkoxy and
Re is loweralkyl, haloalkyl, alkoxyalkyl, aryl or arylalkyl.

Another yet more preferred embodiment of the invention is a compound
of formula (1) or (Il) wherein nis 0, R is -C(O)2-G wherein G is hydrogen or a
carboxy protecting group, Z is -CH2-, Ry is (i) loweralkyl,
(ii) cycloalkyl, (iii) phenyl, (iv) pyridyl, (v) furanyl or (vi) substituted or
unsubstituted 4-methoxyphenyl, 4-fluorophenyl, 3-fluorophenyl,
2-fluorophenyl, 4-methoxymethoxyphenyl, 4-hydroxyphenyl,
4-t-butylphenyl, 1,3-benzodioxolyl, 1,4-benzodioxany! or dihydrobenzofuranyl

wherein the substituent is selected from alkoxy, alkoxyalkoxy and
carboxyalkoxy, R, is 1,3-benzodioxolyl,
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1,4-benzodioxanyl, dihydrobenzofuranyl, 4-methoxyphenyl, dimethoxyphenyl,
fluorophenyl or difluorophenyl and R3 is R4-C(O)-Rs- wherein Rs is alkylene
and R4 is (R11)(R12)N- wherein R,4 and R,, are independently selected from

loweralkyl, aryl and arylalkyl.

Another yet more preferred embodiment of the invention is a compound
of formula (1) or (Il) wherein n is 0, R is -C(O)2-G wherein G is hydrogen or a
carboxy protecting group, Z is -CHz2-, R1 is (i) phenyl or (ii) substituted or
unsubstituted 4-methoxyphenyl, 4-fluorophenyl, 3-fluorophenyl,
2-fluorophenyl, 4-methoxymethoxyphenyl, 4-hydroxyphenyl,
4-t-butylphenyl, 1,3-benzodioxolyl, 1,4-benzodioxanyl or dihydrobenzofuranyl
wherein the substituent is selected from alkoxy, alkoxyalkoxy and
carboxyalkoxy, R, is 1,3-benzodioxolyl, 1,4-benzodioxanyl,
dihydrobenzofuranyl, 4-methoxyphenyl, dimethoxyphenyl, fluorophenyl or
difluorophenyl and R3 is Rg-S(O)2-N(R21)-R10- wherein Rqg is alkylene, Rg is
loweralkyl, aryl or arylalkyl and Rz1 is loweralkyl, aryl or arylalkyi.

A most highly preferred embodiment of the invention is a compound of
formula (1) or (I1) wherein n is 0, R is -C(O)2-G wherein G is hydrogen or a
carboxy protecting group, Z is -CHz2-, R1 is substituted or unsubstituted 4-
methoxyphenyl, 4-fluorophenyl, 3-fluorophenyl, 2-fluorophenyl,
4-methoxymethoxyphenyl, 4-hydroxyphenyl, 4-t-butylphenyl, 1,3-benzodioxolyl,
1,4-benzodioxanyl or dihydrobenzofuranyl wherein the substituent is selected
from alkoxy, alkoxyalkoxy and.carboxyalkoxy, R, is 1,3-benzodioxolyl,
1,4-benzodioxanyl, dihydrobenzofuranyl, 4-methoxyphenyl, dimethoxyphenyi,
fluorophenyl or difluorophenyl and R3 is R4-C(O)-Rs- wherein Rs is alkylene
and R4 is (R11)(R12)N- wherein Ry, and R,, are independently selected from

loweralkyl, aryl and arylalkyl.

Another most highly preferred embodiment of the invention is a
compound of formula (I) or (Il) wherein nis 0, R is -C(O)2-G wherein G is
hydrogen or a carboxy protecting group, Z is -CHz-, R1 is substituted or
unsubstituted 4-methoxyphenyl, 4-fluorophenyl, 3-fluorophenyl, 2-fluorophenyl,
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4-methoxymethoxyphenyl, 4-hydroxyphenyl, 4-t-butylphenyl, 1,3-benzodioxolyl,
1,4-benzodioxany! or dihydrobenzofuranyl wherein the substituent is selected
from alkoxy, alkoxyalkoxy and carboxyalkoxy, R, is 1,3-benzodioxolyl,
1,4-benzodioxanyl, dihydrobenzofuranyl, 4-methoxyphenyl, dimethoxyphenyl,
fluorophenyl or difluorophenyl and Rz is R4-C(O)-Rs- wherein Rs is alkylene
and R4 is (R11)(R12)N- wherein Ry, and R4, are independently selected from

loweralkyl.

Another most highly preferred embodiment of the invention is a
compound of formula (1) or (Il) wherein nis 0, R is -C(O)2-G wherein G is
hydrogen or a carboxy protecting group, Z is -CH2-, R1 is substituted or
unsubstituted 4-methoxyphenyl, 4-fluorophenyl, 3-fluorophenyl,
2-fluorophenyl, 4-methoxymethoxyphenyl, 4-hydroxyphenyl,
4-t-butylphenyl, 1,3-benzodioxolyl, 1,4-benzodioxanyl or dihydrobenzofuranyl
wherein the substituent is selected from alkoxy, alkoxyalkoxy and
carboxyalkoxy, R, is 1,3-benzodioxolyl, 1,4-benzodioxanyl,
dihydrobenzofuranyl, 4-methoxyphenyl, dimethoxyphenyl, fluoropheny! or
difluorophenyl and Rz is Rgzis Re-S(O)2-N(R21)-R19- wherein R1g is alkylene,
Re is loweralkyl and R21 is loweralkyl.

The present invention_also relates to processes for preparing the
compounds of formula (l) and (Il) and to the synthetic intermediates employed
in these processes.

The present invention also relates to a method of antagonizing
endothelin in a mammal (preferably, a human) in need of such treatment,
comprising administering to the mammal a therapeutically effective amount of a
compound of formula (1) or (1l).

The invention further relates to endothelin antagonizing compositions
comprising a pharmaceutical carrier and a therapeutically effective amount of a
compound of formula (1) or (11).
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The compounds of the invention comprise two or more asymmetrically
substituted carbon atoms. As a result, racemic mixtures, mixtures of
diastereomers, as well as single diastereomers of the compounds of the
invention are included in the present invention. The terms "S" and "R"
configuration are as defined by the [UPAC 1974 Recommendations for Section
E, Fundamental Stereochemistry, Pure Appl. Chem. (1976) 45, 13 - 30.

The term "carboxy protecting group” as used herein refers to a carboxylic
acid protecting ester group employed to block or protect the carboxylic acid
functionality while the reactions involving other functional sites of the
compound are carried out. Carboxy protecting groups are disclosed in Greene,
"Protective Groups in Organic Synthesis" pp. 152-186 (1981), which is hereby
incorporated herein by reference. In addition, a carboxy protecting group can
be used as a prodrug whereby the carboxy protecting group can be readily
cleaved in vivo , for example by enzymatic hydrolysis, to release the
biologically active parent. T. Higuchi and V. Stella provide a thorough
discussion of the prodrug concept in "Pro-drugs as Novel Delivery Systems",
Vol 14 of the A.C.S. Symposium Series, American Chemical Society (1975),
which is hereby incorporated herein by reference. Such carboxy protecting
groups are well known to those skilled in the art, having been extensively used
in the protection of carboxyl groups in the penicillin and cephalosporin fields,
as described in U.S. Pat. No. 3,840,556 and 3,719,667, the disclosures of
which are hereby incorporated herein by reference. Examples of esters useful
as prodrugs for compounds containing carboxyl groups can be found on pages
14-21 of "Bioreversible Carriers in Drug Design: Theory and Application”,
edited by E.B. Roche, Pergamon Press, New York (1987), which is hereby
incorporated herein by reference. Representative carboxy protecting groups
are Cq to Cg loweralkyl (e.g., methyl, ethyl or tertiary butyl and the like);
haloalkyl; alkenyl; cycloalkyl and substituted derivatives thereof such as
cyclohexyl, cylcopentyl and the like; cycloalkylalkyl and substituted derivatives
thereof such as cyclohexylmethyl, cylcopentyimethyl and the like; arylalkyl, for
example, phenethyl or benzyl and substituted derivatives thereof such as
alkoxybenzyl or nitrobenzyl groups and the like; arylalkenyl, for example,
phenylethenyl and the like; aryl and substituted derivatives thereof, for
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example, 5-indanyl and the like; dialkylaminoalkyl (e.g., dimethylaminoethyl
and the like); alkanoyloxyalkyl groups such as acetoxymethyl, butyryloxymethyl,
valeryloxymethyl, isobutyryloxymethyl, isovaleryloxymethyl, 1-(propionyloxy)-1-
ethyl, 1-(pivaloyloxyl)-1-ethyl, 1-methyl-1-(propionyloxy)-1-ethyl,
pivaloyloxymethyl, propionyloxymethyl and the like; cycloalkanoyloxyalkyl
groups such as cyclopropylcarbonyloxymethyl, cyclobutylcarbonyloxymethyl,
cyclopentylcarbonyloxymethyl, cyclohexylcarbonyloxymethyl and the like;
aroyloxyalkyl, such as benzoyloxymethyl, benzoyloxyethyl and the like;
arylalkylcarbonyloxyalkyl, such as benzylcarbonyloxymethyl, 2-
benzylcarbonyloxyethyl and the like; alkoxycarbonylalkyl, such as
methoxycarbonylmethyl, cyclohexyloxycarbonylmethyl, 1-methoxycarbonyl-1-
ethyl, and the like; alkoxycarbonyloxyalkyl, such as methoxycarbonyloxymethyl,
t-butyloxycarbonyloxymethyl, 1-ethoxycarbonyloxy-1-ethyl,
1-cyclohexyloxycarbonyloxy-1-ethyl and the like; alkoxycarbonylaminoalkyi,
such as t-butyloxycarbonylaminomethy! and the like;
alkylaminocarbonylaminoalkyl, such as methylaminocarbonylaminomethyl and
the like; alkanoylaminoalkyl, such as acetylaminomethyl and the like;.
heterocycliccarbonyloxyalkyl, such as 4-methyipiperazinylcarbonyloxymethy!
and the like; dialkylaminocarbonylalkyl, such as dimethylaminocarbonylmethyl,
diethylaminocarbonylmethyl and the like; (5-(loweralkyl)-2-oxo-1,3-dioxolen-4-
yl)alkyl, such as (5-t-butyl-2-oxo-1,3-dioxolen-4-yl)methyl and the like; and (5-
phenyl-2-oxo-1,3-dioxolen-4-yl)alkyl, such as (5-phenyl-2-oxo-1,3-dioxolen-4-
yl)methyl and the like.

The term "N-protecting group" or "N-protected" as used herein refers to
those groups intended to protect the N-terminus of an amino acid or peptide or
to protect an amino group against undersirable reactions during synthetic
procedures. Commonly used N-protecting groups are disclosed in Greene,
"Protective Groups In Organic Synthesis," (John Wiley & Sons, New York
(1981)), which is hereby incorporated by reference. N-protecting groups
comprise acyl groups such as formyl, acetyl, propionyl, pivaloyl,
t-butylacetyl, 2-chloroacetyl, 2-bromoacetyl, trifluoroacetyl, trichloroacetyl,
phthalyl, o-nitrophenoxyacetyl, a-chlorobutyryl, benzoyl, 4-chlorobenzoyl,
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4-bromobenzoy!, 4-nitrobenzoyl, and the like; sulfonyl groups such as
benzenesulfonyl, p-toluenesulfonyl and the like; carbamate forming groups
such as benzyloxycarbonyl, p-chlorobenzyloxycarbonyl,
p-methoxybenzyloxycarbonyl, p-nitrobenzyloxycarbonyl,
2-nitrobenzyloxycarbonyl, p-bromobenzyloxycarbonyl,
3,4-dimethoxybenzyloxycarbonyl!, 3,5-dimethoxybenzyloxycarbonyl,
2,4-dimethoxybenzyloxycarbonyl, 4-methoxybenzyloxycarbonyl,
2-nitro-4,5-dimethoxybenzyloxycarbonyl, 3,4,5-trimethoxybenzyloxycarbonyl,
1-(p-biphenylyl)-1-methylethoxycarbonyl,
o,c-dimethyl-3,5-dimethoxybenzyloxycarbonyl, benzhydryloxycarbonyl,
t-butyloxycarbonyl, diisopropylmethoxycarbonyl, isopropyloxycarbonyl,
ethoxycarbonyl, methoxycarbonyl, allyloxycarbonyl,
2,2,2,-trichloroethoxycarbonyl, phenoxycarbonyl,
4-nitrophenoxycarbonyl, fluorenyl-9-methoxycarbonyl, cyclopentyloxycarbonyl,
adamantyloxycarbonyl, cyclohexyloxycarbonyl, phenylthiocarbonyl and the
like; alkyl groups such as benzyl, triphenylmethyl, benzyloxymethyl and the like;
and silyl groups such as trimethyisilyl and the like. Preferred N-protecting
groups are formyl, acetyl, benzoyl, pivaloyl, t-butylacetyl, phenylsulfonyl,
benzyl,
t-butyloxycarbonyl! (Boc) and benzyloxycarbonyl (Cbz).

The terms "loweralkyl" or "alkyl" as used herein refer to straight or
branched chain alkyl radicals containing from 1 to 10 carbon atoms including,
but not limited to, methyl, ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl,
t-butyl, n-pentyl, 1-methyibutyl, 2,2-dimethylbutyl, 2-methylpentyl, 2,2-
dimethylpropyl, n-hexyl and the like. _

The term "alkylamino” as used herein refers to Rs{NH- wherein Rsq is a
loweralkyl group, for example, ethylamino, butylamino, and the like.

The term "alkylaminocarbonyl" as used herein refers to an alkylamino
group, as previously defined, appended to the parent molecular moiety through
a carbonyl (-C(O)-) linkage. Examples of alkylaminocarbony! include
methylaminocarbonyl, ethylaminocarbonyl, isopropylaminocarbonyl and the
like. ' :

The term "aminocarbonylalkyl" as used herein refers to a loweralkyl
radical to which is appended an aminocarbonyl (NH,C(O)-) group.
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The term "aminocarbonylalkenyl" as used herein refers to an alkenyl
radical to which is appended an aminocarbonyl (NH,C(O)-) group.

The term "alkylaminocarbonylalkyl" as used herein refers to a loweralkyl
radical to which is appended an alkylaminocarbony! group.

The term "alkylaminocarbonylalkenyl" as used herein refers to an alkenyl
radical to which is appended an alkylaminocarbonyl group.

The term "alkylaminocarbonylaminoalkyl" as used herein refers to
R40-C(0)-NH-R41- wherein Ry4g is an alkylamino group and Rg41 is an alkylene
group. '

The term "dialkylamino" as used herein refers to RsgR57N- wherein Rsg
and Rs7 are independently selected from loweralkyl, for example diethylamino,
methyl propylamino, and the like.

The term "dialkylaminocarbonyl" as used herein refers to a dialkylamino
group, as previously defined, appended to the parent molecular moiety through
a carbonyl (-C(O)-) linkage. Examples of dialkylaminocarbonyl include
dimethylaminocarbonyl, diethylaminocarbonyl and the like.

The term "dialkylaminocarbonylalkyl" as used herein refers to
Rs0-C(0)-Rs1- wherein Rsg is a dialkylamino group and Rs4 is an alkylene
group. , :

The term "dialkylaminocarbonylalkeny!" as used herein refers to an
alkenyl radical to which is appended a dialkylaminocarbony| group.

The term "alkylsulfonylamino” as used herein refers to an alkyl group as
previously defined appended to the parent molecular moiety through a
sulfonylamino (-S(0)2-NH-) group. Examples of alkylsulfonylamino include
methylsulfonylamino, ethylsulfonylamino, isopropylisulfonylamino and the like.

The term "alkanoyl" as used herein refers to an alkyl group as previously
defined appended to the parent molecular moiety through a carbonyl (-C(O)-)
group. Examples of alkanoyl include acetyl, propionyl and the like.

The term "alkanoylamino" as used herein refers to an alkanoyl group as
previously defined appended to an amino group. Examples alkanoylamino
include acetamido, propionylamido and the like.

The term "alkanoylaminoalky!" as used herein refers to R43-NH-Ra4-
wherein R43 is an alkanoyl group and Rg4 is an alkylene group.
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The term "alkanoyloxyalkyl" as used herein refers to R3p-O-R31- wherein
R3g is an alkanoy! group and R34 is an alkylene group. Examples of
alkanoyloxyalky! include acetoxymethyl, acetoxyethyl and the like.

The term "alkenyl" as used herein refers to a straight or branched chain
hydrocarbon radical containing from 2 to 10 carbon atoms and also containing
at least one carbon-carbon double bond. Alkenyl groups include, for example,
vinyl (ethenyl), allyl (propenyl), butenyl, 1-methyl-2-buten-1-yl and the like.

The term "alkenyloxy" as used herein refers to an alkenyl group, as
previously defined, connected to the parent molecular moiety through an
oxygen (-O-) linkage. Examples of alkenyloxy include allyloxy, butenyloxy and
the like.

The term "alkylene" denotes a divalent group derived from a straight or

branched chain saturated hydrocarbon having from 1 to 10 carbon atoms by
the removal of two hydrogen atoms, for example -CH,-, -CH,CH,-, -CH(CHj,)-,

-CH,CH,CH,-, -CH,C(CH,3),CH,- and the like.

The term "alkenylene" denotes a divalent group derived from a straight
or branched chain hydrocarbon containing from 2 to 10 carbon atoms and also
containing at least one carbon-carbon double bond. Examples of alkenylene
include -CH=CH-, -CHoCH=CH-, -C(CH3)=CH-, -CHoCH=CHCH>-, and the
like.

The term "alkoxy” as used herein refers to R410- wherein R41 is a
loweralkyl group, as defined above. Examples of alkoxy include, but are not
limited to, ethoxy, tert-butoxy, and the like.

The term "alkoxyalkyl" as used herein refers to an alkoxy group as
previously defined appended to an alkyl radical as previously defined.
Examples of alkoxyalkyl include, but are not limited to, methoxymethyl,
methoxyethyl, isopropoxymethyl and the like.

The term "alkoxyalkoxy" as used herein refers to RggO-Rg1O- wherein
Rgo is loweralkyl as defined above and Rgq is alkylene. Representative
examples of alkoxyalkoxy groups include methoxymethoxy, ethoxymethoxy, t-
butoxymethoxy and the like.

The term "alkoxyalkoxyalkyl" as used herein refers to an alkoxyalkoxy
group as previously defined appended to an alkyl radical. Representative
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examples of alkoxyalkoxyalkyl groups include methoxyethoxyethyl,
methoxymethoxymethyl, and the like.

The term "alkoxycarbonyl" as used herein refers to an alkoxyl group as
previously defined appended to the parent molecular moiety through a
carbonyl group. Examples of alkoxycarbonyl include methoxycarbonyl,
ethoxycarbonyl, isopropoxycarbonyl and the like.

The term "alkoxycarbonylaminoalkyl" as used herein refers to
R3ag-C(0)-NH-R39- wherein Rag is an alkoxy group and Rag is an alkylene
group.

The term "alkoxycarbonylalkenyl!” as used herein refers to an
alkoxycarbonyl group as previously defined appended to an alkenyl radical.
Examples of alkoxycarbonylalkenyl include methoxycarbonylethenyi,
ethoxycarbonylethenyl and the like.

The term "alkoxycarbonylalkyl” as used herein refers to R34-C(O)-R3s-
wherein R34 is an alkoxy group and R3s is an alkylene group. Examples of
alkoxycarbonylalky! include methoxycarbonyimethyl, methoxcarbonylethyl,
ethoxycarbonylmethyl and the like.

The term "alkoxycarbonyloxyalkyl” as used herein refers to
R36-C(0)-O-R37- wherein R3¢ is an alkoxy group and Ra7 is an alkylene group.
The term "(alkoxycarbonyl)thioalkoxy" as used herein refers to an
alkoxycarbonyl group as previously defined appended to a thioalkoxy radical.
Examples of (alkoxycarbonyl)thioalkoxy include methoxycarbonyithiomethoxy,

ethoxycarbonylthiomethoxy and the like. :

The term "alkynyl" as used herein refers to a straight or branched chain
hydrocarbon radical containing from 2 to 10 carbon atoms and also containing
at least one carbon-carbon triple bond. Examples of alkynyl include -C=C-H,
H-C=C-CH»-, H-C=C-CH(CHgj)- and the like.

The term "alkynylene" refers to a divalent group derived by the removal
of two hydrogen atoms from a straight or branched chain acyclic hydrocarbon
group containing from 2 to 10 carbon atoms and also containing a carbon-
carbon triple bond. Examples of alkynylene include -C=C-, -C=C-CH>-, -C=C-
CH(CHg)- and the like.

The term "aminocarbony!" as used herein refers to HoN-C(O)- .
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The term "aminocarbonylalkoxy" as used herein refers to HoN-C(O)-
appended to an alkoxy group as previously defined. Examples of
aminocarbonylalkoxy include aminocarbonylmethoxy, aminocarbonylethoxy

and the like.
The term "aryl" as used herein refers to a mono- or bicyclic carbocyclic

_ ring system having one or two aromatic rings including, but not limited to,

phenyl, naphthyl, tetrahydronaphthyl, indanyl, indenyl and the like. Aryl groups
can be unsubstituted or substituted with one, two or three substituents
independently selected from loweralkyl, halo, haloalkyl, haloalkoxy, alkenyloxy,
alkoxy, alkoxyalkoxy, alkoxycarbonyl, alkoxycarbonylalkenyl,
(alkoxycarbonyl)thioalkoxy, thioalkoxy, amino, alkylamino, dialkylamino,
aminocarbonyl, aminocarbonylalkoxy, alkanoylamino, arylalkoxy, aryloxy,
mercapto, nitro, carboxaldehyde, carboxy, carboxyalkenyl, carboxyalkoxy,
alkylsulfonylamino, cyanoalkoxy, (heterocyclic)alkoxy, hydroxy, hydroxalkoxy,
and tetrazolylalkoxy. In addition, substituted aryl groups include
tetrafluorophenyl and pentafluorophenyl.

The term "arylalkoxy" as used herein refers to R420- wherein R4z is an
arylalkyl group, for example, benzyloxy, and the like.

The term "arylalkyl" as used herein refers to an aryl group as previously
defined, appended to a loweralky! radical, for example, benzyl and the like.

The term "aryloxy" as used herein refers to R450- wherein Rgs is an aryl
group, for example, phenoxy, and the like.

The term "aryloxyalkyl" refers to an aryloxy group as previously defined
appended to an alkyl radical. Examples of aryloxyalkyl include phenoxymethyl,
2-phenoxyethyl and the like.

The term "arylalkoxyalky!" as used herein refers to a loweralkyl radical to
which is appended an arylalkoxy group, for example, benzyloxymethyl and the
like.

The term "aroyloxyalkyl" as used herein refers to R32-C(Q)-0O-R33-
wherein R3z is an aryl group and Rg33 is an alkylene group. Examples of
aroyloxyalkyl include benzoyloxymethyl, benzoyloxyethyl and the like.

~ The term "carboxaldehyde" as used herein refers to a formaldehyde
radical, -C(O)H.
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The term "carboxy" as used herein refers to a carboxylic acid radical,
-C(O)OH.

The term "carboxyalkoxy" as used herein refers to a carboxy group as
previously defined appended to an alkoxy radical as previously defined.
Examples of carboxyalkoxy include carboxymethoxy, carboxyethoxy and the
like.

The term "carboxyalkenyl" as used herein refers to a carboxy group as
previously defined appended to an alkenyl radical as previously defined.
Examples of carboxyalkenyl include 2-carboxyethenyl, 3-carboxy-1-ethenyl
and the like.

The term "cyanoalkoxy" as used herein refers to an alkoxy radical as
previously defined to which is appended a cyano (-CN) group. Examples of
cyanoalkoxy include 3-cyanopropoxy, 4-cyanobutoxy and the like.

The term "cycloalkyl" as used herein refers to an aliphatic ring system
having 3 to 10 carbon atoms and 1 to 3 rings including, but not limited to,
cyclopropyl, cyclopentyl, cyclohexyl, norbornyl, adamantyl, and the like.
Cycloalkyl groups can be unsubstituted or substituted with one, two or three
substituents independently selected from loweralkyl, haloalkyl, alkoxy,
thioalkoxy, amino, alkylamino, dialkylamino, hydroxy, halo, mercapto, nitro,
carboxaldehyde, carboxy, alkoxycarbonyl and carboxamide.

The term "cycloalkylalkyl" as used herein refers to a cycloalkyl group
appended to a loweralky! radical, including but not limited to cyclohexylmethyl.

The term "halogen" or "halo" as used herein refers to |, Br, Cl or F.

The term "haloalkyl" as used herein refers to a lower alkyl radical, as
defined above, bearing at least one halogen substituent, for example,
chloromethyl, fluoroethyl or trifluoromethyl and the like.

The term "haloalkoxy" as used herein refers to a lower alkoxy radical as
defined above, bearing at least one halogen substituent, for example, 2-
fluoroethoxy, 2,2,2-trifluoroethoxy and the like.

The term "heterocyclic ring" or "heterocyclic" or "heterocycle" as used
herein refers to any 3- or 4-membered ring containing a heteroatom selected
from oxygen, nitrogen and sulfur; or a 5-, 6- or 7-membered ring containing
one, two or three nitrogen atoms; one oxygen atom; one sulfur atom; one
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nitrogen and one sulfur atom; one nitrogen and one oxygen atom; two oxygen
atoms in non-adjacent positions; one oxygen and one sulfur atom in non-
adjacent positions; or two sulfur atoms in non-adjacent positions. The 5-
membered ring has 0-2 double bonds and the 6- and 7-membered rings have
0-3 double bonds. The nitrogen heteroatoms can be optionally quaternized.
The term "heterocyclic" also includes bicyclic groups in which any of the above
heterocyclic rings is fused to a benzene ring or a cyclohexane ring or another
heterocyclic ring (for example, indolyl, dihydroindolyl, quinolyl, isoquinolyl,
tetrahydroquinolyl, tetrahydroisoquinolyl, decahydroquinolyl,
decahydroisoquinolyl, benzofuryl, dihydrobenzofuryl or benzothienyl and the
like). Heterocyclics include: aziridinyl, azetidinyl, pyrrolyl, pyrrolinyl,
pyrrolidinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, imidazolyl, imidazolinyl,
imidazolidinyl, pyridyl, piperidinyl, homopiperidinyl, pyrazinyl, piperazinyl,
pyrimidinyl, pyridazinyl, oxazolyl, oxazolidinyl, isoxazolyl, isoxazolidinyl,
morpholinyl, thiomorpholinyl, thiazolyl, thiazolidinyl, isothiazolyl,
isothiazolidinyl, indolyl, quinolinyl, isoquinolinyl, benzimidazolyl,
benzothiazolyl, benzoxazolyl, oxetanyl, furyl, tetrahydrofuranyl, thienyl,
thiazolidinyl, isothiazolyl, triazolyl, tetrazolyl, isoxazolyl, oxadiazolyl,
thiadiazolyl, pyrrolyl, pyrimidyl and benzothienyl. Heterocyclics also include

compounds of the formula ° where X" is -CHz- or -O- and Y* is

-C(0)- or [-C(R")2-]v where R" is hydrogen or C1-Cg4-alkyland vis 1,2 or 3
such as 1,3-benzodioxolyl, 1,4-benzodioxanyl and the like. Heterocyclics also
include bicyclic rings such as quinuclidinyl and the like.

Heterocyclics can be unsubstituted or monosubstituted or disubstituted
with substituents independently selected from hydroxy, halo, oxo (=O),
alkylimino (R*N= wherein R* is a loweralkyl group), amino, alkylamino,
dialkylamino, alkoxy, alkoxyalkoxy, haloalkyl, cycloalkyl, aryl, arylalkyl, -COOH,
-SO3H and loweralkyl. In addition, nitrogen containing heterocycles can be N-
protected.

The term "(heterocyclic)alkyl" as used herein refers to a heterocyclic
group as defined above appended to a loweralky! radical as defined above.
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The term "(heterocyclic)alkoxy" as used herein refers to a heterocyclic
group as defined above appended to an alkoxy radical as defined above.
Examples of (heterocyclic)alkoxy include 4-pyridyimethoxy, 2-pyridylmethoxy
and the like.

The term "heterocycliccarbonyloxyalkyl" as used herein refers to
R46-C(O)-O-R47- wherein Rge is a heterocyclic group and R47 is an alkylene
group.

The term "hydroxy" as used herein refers to -OH.

The term "hydroxyalkoxy" as used herein refers to an alkoxy radical as
previously defined to which is appended a hydroxy (-OH) group. Examples of
hydroxyalkoxy include 3-hydroxypropoxy, 4-hydroxybutoxy and the like.

The term "hydroxyalkyl" as used herein refers to a loweralkyl radical to
which is appended a hydroxy group.

The term "hydroxyalkenyl" as used herein refers to an alkenyl radical to
which is appended a hydroxy group.

The term "mercapto” as used herein refers to -SH.

The terms "methylenedioxy" and "ethylenedioxy" refer to one or two
carbon chains attached to the parent molecular moiety through two oxygen
atoms. Inthe case of methylenedioxy, a fused 5 membered ring is formed. In
the case of ethylenedioxy, a fused 6 membered ring is formed. Methylenedixoy
substituted on a phenyl ring results in the formation of a benzodioxolyl

N0,

NS -
radical. . Ethylenedioxy substituted on a phenyl ring results in the
S0
| P

formation of a benzodioxanyl radical ©

The term "tetrazolyl" as used herein refers to a radical of the formula
H

N
A N

or a tautomer thereof.
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The term "tetrazolylalkoxy" as used herein refers to a tetrazolyl radical as
defined above appended to an alkoxy group as defined above. Examples of
tetrazolylalkoxy include tetrazolylmethoxy, tetrazolylethoxy and the like.

The term "thioalkoxy" as used herein refers to R70S- wherein Ryg is

5 loweralkyl. Examples of thioalkoxy include, but are not limited to, methylthio,

ethylthio and the like.

The term “trans,trans” as used herein refers to the orientation of
substituents (R and R2) relative to the central substituent R as shown

R2 Z Rs
\T/
\\\\" (CHZ)I'\
Ry
10 The term "trans,cis" as used herein refers to the orientation of
substituents (R and R2) relative to the central substituent R as shown
Res,, Z\N/Rs R2 Z\N/Re
| |
o« (CH2)n AN (CH2)n
Ry or Ri . This definition encompasses both

the case where R and R» are cis and R and R1 are trans and the case where
Rz and R are trans and R and R are c¢is.

15 The term “cis,cis" as used herein refers to the orientation of substituents
(R1 and Ry) relative to the central substituent R as shown "

R2 n,, rAQ ~ Ra
|
R\\\\" [/(CHZ) n

Dl

20 Representative compounds of the invention include:
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
- (propylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
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trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(4-
fluorobenzyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
ethoxyethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
propoxyethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(2-
methoxyethoxy)ethyl]-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(2-
pyridyl)ethyl]-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(4-
morpholinylcarbonyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxole-5-yl)-1-
(butylaminocarbonyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(4-
methoxyphenylaminocarbonyl)-3-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
acetylpyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-furoyl)-
pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(phenylaminocarbonyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(allylaminocarbonyimethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(n-
butylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-n-butyl-
N-methylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(pyrrolidin-
1-ylcarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(isobutylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
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trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(cyclopentylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(morpholin-4-ylaminocarbonylmethyl)-pyrrolidine-3-carboxylic
acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
phenoxyethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
methoxyethylaminocarbonylmethyl)-pyrrolidine-3-carboxylic
acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
butoxyethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(1,3-Benzodioxol-5-yl)-4-(4-methoxyphenyl)-1-
(propylaminocarbonyimethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(1,3-Benzodioxol-5-yl)-4-(4-methoxyphenyl)-1-(2-
propoxyethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(1,3-Benzodioxol-5-yl)-4-(4-methoxyphenyl)-1-[2-(2-
methoxyethoxy)ethyl)]-pyrrolidine-3-carboxylic acid;
trans,trans-2-(1,3-Benzodioxol-5-yl)-4-(4-methoxyphenyl)-1-(2-
butoxyethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,4-benzodioxan-6-yl)-1-
(propylaminocarbonyimethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,4-benzodioxan-6-yl)-1-(N-methyl-
N-propylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-butylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxy-2-methoxymethoxyphenyl)-4-(1,3-
benzodioxol-5-yl)-1-(N-methyl-N-butylaminocarbonylmethyl)-
pyrrolidine-3-carboxylic acid,
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(3-
ethoxypropyl)-pyrrolidin-5-one-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(3-
methoxybenzyl)-pyrrolidin-5-one-3-carboxylic acid;
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trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-
diisoamylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-
dipentylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(2-
methoxyethyl)aminocarbonylimethyl)-pyrrolidine-3-carboxylic
acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
hexynyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-
cyclopropylmethyl-N-propylaminocarbonylmethyl)-pyrrolidine-3-
carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-pentylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-
diisobutylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-(2-propynyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic
acid; _
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-(n-hexyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-
diethylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-phenylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-cyclohexylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
propyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-isobutylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
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trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(t-
butyloxycarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1-naphthyl)-1-(N-methyl-N-
propyl)aminocarbonyimethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(2,3-dihydrobenzofuran-5-yl)-1-(N-
methyl-N-propyl)aminocarbonyimethyl)-pyrrolidine-3-carboxylic
acid,
trans,trans-2,4-Bis(4-methoxyphenyl)-1-(N-methyl-N-
propyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(3,4-dimethoxyphenyl)-1-(N-methyl-
N-propyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(3-methoxyphenyl)-1-(N-methyi-N-
propyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(2-naphthyl)-1-(N-methyl-N-
propyl)aminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
(ethylsulfinyl)ethyl)-pyrrolidine-3-carboxylic acid,;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxoi-5-yl)-1-(2-
(isopropylsulfonylamino)ethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
(isobutoxy)ethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(butylsuIfonyl)-byrrolidine-3-carboxylic acid,
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-(N-
methyl-N-isobutyrylamino)ethyl)-pyrrolidine-3-carboxyiic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-(N-
methyl-N-propionylamino)ethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-benzylaminocarbonyimethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-ethyl-N-
butylaminocarbonylmethyl)-pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-methyl-
N-(2,2-dimethylpropyl)aminocarbonyimethyl)-pyrrolidine-3-
carboxylic acid;
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trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-(N-
methyl-N-butylsulfonylamino)ethyl)-pyrrolidine-3-carboxylic acid,

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-(N-
methyl-N-propylsulfonylamino)ethyl)-pyrrolidine-3-carboxylic
acid,

trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(2-
(propylsulfonyl)ethyl)-pyrrolidine-3-carboxylic acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-N-(trans-5-
methylhex-2-enyl)-pyrrolidine-3-carboxylic acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-N-(trans-
3,5-dimethylhex-2-enyl)-pyrrolidine-3-carboxylic acid;

trans, trans-2-(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(4-
heptylcarbonylmethyl)-pyrrolidine-3-carboxylic acid;

trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-
(valerylmethyl)-pyrrolidine-3-carboxylic acid,

trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-(3,4-
dimethoxybenzyl)-N-methylaminocarbonylmethyl)pyrrolidine-3-
carboxylic acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N-(3,4-
dimethoxybenzyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic
acid,

(2R,3R,48S)-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-((1R)-1-
(N,N-dipropylaminocarbonyl)-1-butyl)pyrrolidine-3-carboxylic
acid,

(2S,3S,4R)-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-((1R)-1-
(N,N-dipropylaminocarbonyl)-1-butyl)pyrrolidine-3-carboxylic
acid; ’

(2S,3S,4R)-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-((1S)-1-
(N,N-dipropylaminocarbonyl)-1-butyl)pyrrolidine-3-carboxylic
acid; '

(2R,3R,4S)-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-((1S)-1-
(N,N-dipropylaminocarbonyl)-1-buty!)pyrrolidine-3-carboxylic
acid;
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trans,trans-2-(4-Methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)~1 -(N,N-di(n-
butyl)aminocarbonylmethyl)-3-(5-tetrazolyl)pyrrolidine;
trans,trans-2-(4-Fluorophenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminomethylicarbonyl)pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)- 1-(N-n-butyl)-
N-(n-propyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N,N-
di(n-propyl)aminocarbonyl)ethyl]pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminocarbonyl)pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminocarbonylmethyl)pyrrolidine-3-carboxylic acid sodium
salt; '
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N,N-
di(n-butyl)aminocarbonyl)ethyl]pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-{2-[N-(N,N-
di(n-butyl)aminocarbonyl)-N-methylamino]ethyl}pyrrotidine-3-
carboxylic acid; '
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminocarbonyl)methyl)pyrrolidine-3-(N-
methanesulfonyl)carboxamide;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(N,N-di(n-
butyl)aminocarbonyl)methyl)pyrrolidine-3-(N-
benzenesulfonyl)carboxamide;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[N,N-di(n-
butyl) aminosulfonylmethyl]-pyrrolidine-3-carboxylic acid;
trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[(N,N-
dibutylamino)carbonyl-1-(RS)-ethyl]pyrrolidine-3-carboxylic acid;
trans,trans-2-(Pentyl)-4-(1,3-benzodioxol-5-yl)-1-[(N,N-
dibutylamino)carbonylmethyl]pyrrolidine-3-carboxylic acid;
trans,trans-2-(Pentyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-propyI-N-
propyisulfonylamino)ethyl]pyrrolidine-3-carboxylic acid;
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trans, trans-2-(Propyl)-4-(1,3-benzodioxol-5-yl)-1-[(N,N-
dibutylamino)carbonylmethyl]pyrrolidine-3-carboxylic acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-(tert-
butyloxycarbonyl-aminocarbonylmethyl)-pyrrolidine-3-carboxylic
acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-butyrylamino)ethyl]pyrrolidine-3-carboxylic acid;

trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-(ethylaminocarbonyl)amino)ethyl]pyrrolidine-3-
carboxylic acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-butyl-
N-butyrylamino)ethyl]pyrrolidine-3-carboxylic acid; '

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-ethoxycarbonylamino)ethyl]pyrrolidine-3-carboxylic
acid,

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
methyl-N-(2-ethylbutyryl)amino)ethyl)pyrrolidine-3-carboxylic
acid;

trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
methyl-N-(2-propylvaleryl)amino)ethyl]pyrrolidine-3-carboxylic
acid; :

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-(tert-butyloxycarbonylmethyl)amino)ethyl]pyrrolidine-3-
carboxylic acid,;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-(n-propylaminocarbonylmethyl)amino)ethyl]pyrrolidine-
3-carboxylic acid; ,

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
prbpyl-N-(4-methoxyphenoxycarbonyl)amino)ethyl]pyrrolidine-s-
carboxylic acid;

trans, trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-(4-methoxybenzoyl)amino)ethyl]pyrrolidine-3-

carboxylic  acid,;
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trans,trans-2-(4-Methoxyphenyl)-4-(1 ,3-benzodioxol-5-yl)-1 -[2-(N-
propyl-N-benzoylamino)ethyl]pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-benzyloxycarbonylamino)ethyl]pyrrolidine-3-carboxylic
acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-(4-methoxybenzyloxycarbonyl)amino)ethyl]pyrrolidine-
3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-butyl-
N-ethoxycarbonylamino)ethyl]pyrrolidine-3-carboxylic acid;
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-butyl-
N-propoxycarbonylamino)ethyl]pyrrolidine-3-carboxylic acid;)
trans,trans-2-(4-Methoxyphenyl)-4-(1,3-benzodioxol-5-yl)-1-[2-(N-
propyl-N-propoxycarbonylamino)ethyl]pyrrolidine-3-carboxylic
acid,
trans,trans-1-(N,N-Di(n-butyl)aminocarbonyl)methyl-2,4-di(1,3-
benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(2-(N-(n-Butyl)-N-propylsulfonylamino)ethyl)-2-(4-
methoxyphenyl)-4-(1,4-benzodioxan-6-yl)pyrrolidine-3-
carboxylic  acid;
trans,trans-1-(N,N-Di(n-butyl)aminocarbonyimethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;
trans,trans-1-(2-(N-Propyl-N-propylsulfonylamino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;
trans,trans-1-(2-(N-Butyl-N-butylsulfonylamino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;
trans,trans-1-(2-(N,N-Dibutylaminocarbonylmethyl)-2-(4-
methoxymethoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;
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trans,trans-1-(2-(N,N-Dibutylaminocarbonylmethyl)-2-(4-
hydroxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid hydrochloride salt;
trans,trans-1-(2-(N-Isobutyl-N-propylsulfonylamino)ethyl)-2-(4-

5 methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic

acid,
trans,trans-1-(2-(N-Benzenesulfonyl-N-propylamino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;

10  trans,trans-1-(2-(N-(4-Methoxybenzenesulfonyl)-N-propylamino)ethyl)-
2-(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;

trans,trans-1-(N,N-Di(n-butyl)aminocarbonylmethyl)-2-(2-
methoxyethoxy-4-methoxyphenyl)-4-(1,3-benzodioxol-5-

15 yl)pyrrolidine-3-carboxylic acid,

trans,trans-1-(2-(N-Propyl-N-(2,4-dimethylbenzenesulfonyl)amino)-
ethyl)-2-(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-

3- carboxylic acid;
trans,trans-1-(2-(N-Propyl-N-(3-chloropropylsulfonyl)amino)ethyl)-2-(4-
20 methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid,

trans,trans-1-(2-(N-Propyl-N-(2-methoxyethylsulfonyl)amino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid; :

25 trans,trans-1-(2-(N-Propyl-N-(2-ethoxyethylsulfonyl)amino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;

trans,trans-1-(2-(N-Propyl-N-(5-dimethylamino-1-
naphthylsulfonyl)amino)ethyl)-2-(4-methoxyphenyl)-4-(1,3-

30 benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(2-(N-Propyl-N-(ethylsulfonyl)amino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;
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trans, trans-1-(2-(N-Propyl-N-(4-methylbenzenesulfonyl)amino)ethyl)-2-
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;
trans,trans-1-(N,N-Di(n-butyl)aminocarbonylmethyl)-2-(3-pyridy!)-4-(1,3-
benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans, trans-1-(2-(N-Propyl-N-(n-butylsulfonyl)amino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;
trans,trans-1-(2-(N-Propyl-N-(4-chlorobenzenesulfonyl)amino)ethyl)-2-
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;
trans,trans-1-(2-(N-Propyl-N-(benzylsulfonyl)amino)ethyl)-2-(4-
methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic
acid;
trans,trans-1-(2-(N-Propyl-N-(4-fluorobenzenesulfonyl)amino)ethyl)-2-
(4-methoxyphenyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;
trans, trans-1-(N-Methyl-N-propylaminocarbonyimethyl)-2-(4-
methoxyphenyl)-4-(4-benzofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(6-benzofuranyl)pyrrolidine-3-carboxylic acid;
trans, trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(6-benzo-2,3-dihydrofuranyl)pyrrolidine-3-
carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(4-benzofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(4-benzofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(6-benzofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(6-benzo-2,3-dihydrofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(5-indanyl)pyrrolidine-3-carboxylic acid;
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trans, trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(6-indolyl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(N-Methyl-N-propylaminocarbonyimethyl)-2-(4-
methoxyphenyl)-4-(3,4-difluorophenyl)pyrrolidine-3-carboxylic
acid;

trans, trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(phenyl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(4-hydroxyphenyl)pyrrolidine-3-carboxylic
acid;

trans,trans-1-(N-Methyl-N-propylaminocarbonylmethyl)-2-(4-
methoxyphenyl)-4-(2,4-dimethoxyphenyl)pyrrolidine-3-carboxylic
acid; |

trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(5-benzo-2,3-dihydrofuranyl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(4-methoxyphenyl)pyrrolidine-3-carboxylic acid; A

trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(3,4-difluorophenyl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(2,4-dimethoxyphenyl)pyrrolidine-3-carboxylic acid;

trans,trans-1-(N,N-Dibutylaminocarbonyimethyl)-2-phenyl-4-(1,3-
benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;

trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-phenyl-4-(5-benzo-
2,3-dihydrofuranyl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-t-butylphenyi)-4-
(5-benzo-2,3-dihydrofuranyl)pyrrolidine-3-carboxylic acid;

trans,trans-2-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(4-fluorophenyl)pyrrolidine-3-carboxylic acid;

trans, trans-1-(N,N-Dibutylaminocarbonyimethyl)-2-(3-furyl)-4-(1,3-
benzodioxol-5-yl)pyrrolidine-3-carboxylic acid; ,

trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(isopropyl)-4-(1,3-
benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
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trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-t-butylphenyl)-4-
(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-t-butylphenyl)-4-
(5-benzo-2,3-dihydrofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(anti-4-
methoxycyclohexyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonyimethyl)-2-(syn-4-
methoxycyclohexyl)-4-(1,3-benzodioxol-5-yl)pyrrolidine-3-
carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2,4-di(5-benzo-2,3-
dihydrofuranyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonyimethyl)-2-(3-furyl)-4-(5-benzo-
2,3-dihydrofuranyl)pyrrolidine-3-carboxylic acid;
trans, trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(3-fluorophenyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(4-methoxyphenyl)-
4-(3-pyridyl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonylmethyl)-2-(2-fluorophenyl)-4-
) (1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(N,N-Dibutylaminocarbonyimethyl)-2-(3-fluorophenyl)-4-
(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(4-N,N-Dibutylaminophenyl)-2-(4-methoxyphenyl)-4-(1,3-
benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans,trans-1-(2-N,N-Dibutylaminopyrimidin-4-yl)-2-(4-methoxyphenyl)-
4-(1,3-benzodioxol-5-yl)pyrrolidine-3-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(propylaminocarbonylmethyl)-piperidine-4-carboxylic acid;
trans, trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-y)-1-
(aminocarbonyimethyl)-piperidine-4-carboxylic acid;
trans, trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(4-
fluorobenzyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(2-
ethoxyethyl)-piperidine-4-carboxylic acid;
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trans, trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(2-
propoxyethyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-[2-(2-
methoxyethoxy)ethyl}-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-[2-(2-
pyridyl)ethyl]-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(morpholin-4-ylcarbonyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxole-5-yl)-1-
(butylaminocarbonyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(4-
methoxyphenylaminocarbonyl)-3-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
acetylpiperidine-3-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(2-furoyl)-
piperidine-3-carboxylic acid;
trans, trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(phenylaminocarbonyl)-piperidine-4-carboxylic acid;
trans, trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(allylaminocarbonyimethyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(n-
butylaminocarbonyimethyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(N-n-butyl-
N-methylaminocarbonyimethyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-(pyrrolidin-
1-ylcarbonylmethyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(isobutylaminocarbonylmethyl)-piperidine-4-carboxylic acid;
trans, trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(cyclopentylaminocarbonylmethyl)-piperidine-4-carboxylic acid;
trans,trans-3-(4-Methoxyphenyl)-5-(1,3-benzodioxol-5-yl)-1-
(morpholin-4-yl<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>