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APPLICATION FOR GRANT OF PATENT:
(See Sections 5(2), 7, 54 and 135 and Rule 33A) | &

We, CADILA HEALTHCARE LIMITED, s company incorporated under the
Companies Act, 1956, of Zydus Tower, Satellite Cross Roads, Ahmedabad 380 015,
Gujarat, India
hereby declare —

(a) That we are in possession of an invention titled

“NOVEL HETEROCYCLIC COMPOUNDS, 'I'-i-lElR PREPARATION,
PHARMACEUTICAL COMPOSITIONS CONTAINING THEM AND THEIR USE
IN MEDICINE™ -

(b) That the Complete Specification relsting to this invention is filed with this application;
(c) That there is no lawful ground of objection to the grant of 2 patent to us.

Further declare that true and first inventars for the said invention are ,

(a) LOHRAY, Braj Bhushan

(t) LOHRAY, Vidya Bhushan

() BAROT, Vijay Kumar Gajubhai

sl Indisn citizens, of Cadila Heslthcare Limited, Zydus Tower, Satellitc Cross Roads,
Ahmedabad — 380 015, Gujarst, India

@

)
©)

We claim priority from the application(s) filed in the following convention countryfies),
puuculan of which are as follows: NIL

That we ate the assignees of the true and first inventors, # V/I/NM/W
ey (30r9/

Thsat our address for service in India is ss follows;
SUBRAMANIAM, NATARAJ & ASSOCIATES
Altorneys-at-] aw
Patent and Trademark Attorneys
E 556, Greater Kailash 11,

= Vide Buiry va_2f ’J——E— '
Phone: 91 11 628 5603, 628 6012, 628 6025 1l0|khl":l hn.S'».a’- h
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Email: ana@vsnlcom ; :.o 9"
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(7) Following declaration was given by the inventor

We, LOHRAY, Braj Bhushen; LOHRAY, Vidya Bhushan and BAROT, Vijay
Kumar Gajubhai, all Indian citizens, of Cadila Healthcare Limited, Zydus Tower,
Satellite Cross Roads, Ahmedabad — 380 015, Gujarat, India

the true and first inventors for this invention declare that the applicants herein are our
assignices.

Braj Bhushan LOHRAY Vidya Bhushan LOHRAY

Vijay Kumar Gajubhai BAROT : ‘

(8) That to the best of our knowledge, information and belicf the facts and matters stated herein
are correct and there is no lawful ground of objection to the grant of pateat to us on this

application. -

(® Following are the attachments with this application:
(3  Complete specification in triplicate
(b) Statement and Undertaking on FORM 3 in duplicate
(©  Power of Authority

(d  Fomm 2 ia triplicate
() Abstmact

We request that a patent be granted to us for the said invention.

Dated this  24® day of July 2001.

. CADllp ,THCARE LIMITED

The Controller of Patents
The Patent Office,
At Mumbai
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THE PATENT ACT, 1970
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COMPLETE SPECIFICATION

(See Section 10)

“NOVEL HETEROCYCLIC COMPOUNDS, THEIR PREPARATION,
PHARMACEUTICAL COMPOSITIONS CONTAINING THEM AND THEIR USE

IN MEDICINE*

CADILA HEALTHCARE LIMITED, a company incorporated under the Companies
Act, 1956, of Zydus Tower, Satellite Cross Roads, Ahmedabad 380 015, Gujarat, India

The following specification particularly describes the nature of this invention and
the manner in which it is to be performed:
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FIELD OF INVENTION

The present invention relates to novel hypolipidaemic and hypocholesterolemic compounds, their
derivatives. their analogs, their tautomeric forms, their stereoisomers, their polymorphs, their
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates and pharmaceutically
acceptable compositions containing them. More particularly, the present invention relates to novel B-aryl-
a-:ubstituted propanoic acids of the general formula (I), their derivatives, their analogs, their tautomeric
forms, their sterecisomers, their polymorphs, their pharmaceutically -acceptable salts, their
pharmaceutically acceptable solvates, pharmaceutical compositions containing them, use of these

compounds in medicine and the intermediates invoived in their preparation.

(1

The present invention also relates to a process for the preparation of the above said novel
compounds, their derivatives, their analogs, their tautomeric forms, their stereoisomers, their
polymorphs, their pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, and

pharmaceutical compositions containing them,

The compounds of general formula (I) are useful in lowering elevated levels of cholesterol (TC),
low-density lipoproteins (LDL), triglycerides, free fatty acids, glucose, insulin and the like; while
increasing high-density lipoproteins, which results in beneficial effect in the mammals.

The compounds of the general formula (I) lower or modulate triglyceride levels and/or cholesterol
levels and/or low-density lipoproteins (LDL) and raise HDL plasma levels and hence are useful in
combating different medical conditions, where such lowering (and raising) is beneficial. Thus, it could be
used in the treatment and/or prophylaxis of obesity, hyperlipidaemia, hypercholesteremia, hypertension,
stherosclerotic disease events, vascular restenosis, disbetes and many other related conditions.

The compounds of general formula (I) are useful to prevent or reduce the risk of developing
atherosclerosis, which leads to diseases and conditions such as artereosclerotic cardiovascular diseases,
stroke, coronary heart diseases, cerebrovascular diseases, peripheral vessel diseases and related disorders.
These compounds of general formula (I) are useful for the treatment and/or prophylaxis of metabolic
disorders loosely dgﬂned as Syndrome X. The characteristic features of Syndrome X include initial
insulin resistance followed by hyperinsulinemia, dyslipidemia and impaired glucose tolerance. The
glucose intolerance can lead to non-insulin dependent diabetes mellitus (NIDDM, Type 2 diabetes),
which is characterized by hyperglycemia, which if not controlled n.my lead to diabetic complications or

metabolic discrders caused by insulin resistance. Diabetes is no longer considered to be associated only
1
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with glucose metabolism. but it affects anatomical and physiological par'a?neters, the intensity of which
vary depending upon stages/duration and severity of the diabetic state. The compounds of this invention
are also useful in prevention, halting or slowing progression or reducing the risk of the above mentioned
disorders along with the resulting secondary diseases such as cardiovascular diseases, like
arteriosclerosis, atherosclerosis; diabetic retinopathy, diabetic neuropathy and renal disease including
diabetic nephropathy, glomerulonephritis. glomerular sclerosis, nephrotic syndrome, hypertensive
nephrosclerosis and end stage renal diseases, like microalbuminuria and albuminuria, which may be

result of hyperglycemia or hyperinsulinemia.

The compounds of the present invention can be useful as aldose reductase inhibitors; for improving
cognitive functions in dementia, and in the treatment and/or prophylaxis of disorders such as psoriasis,
polycystic ovarian syndrome (PCOS), cancer, osteoporosis, leptin resistance, inflammation and
inflammatory bowel diseases, xanthoma, pancreatitis, myotonic dystrophy, endothelial cell dysfunction
and hyperlipidemia.

The compounds of the present invention are useful in the treatment of the diseases mentioned herein,
slone or in combination one or more hypoglycemic, antihyperglycemic, hypolipidaemic,
hypolipoproteinemic agents, antioxidants, antihypertensives, such- as HMG CoA reductase inhibitor,
fibrate, statins, glitazones, sulfonyl ureas, insulin, a-glycosidase inhibitors, nicotinic acid,
cholestyramine, cholestipol or probucol, and the like.

BACKGROUND OF THE INVENTION

Hyperlipidaemia has been recognized as the major risk factor in causing cardiovascular diseases due
to atherosclerosis. Atherosclerosis and other such peripheral vascular diseases affect the quality of life of
a large population in the world. The emphasis during the therapy is laid on lowering the elevated plasma
LDL cholesterol, low-density lipoprotein and plasma triglycerides in order to prevent or reduce the risk
of occurrence of cardiovascular diseases. The details of etiology in atherosclerosis and coronary artery
diseases is discussed by Ross and Glomset [New Engl. J. Med,, 295, 369-377 (1976)). Plasma cholesterol
is generally esterified with various serum lipoproteins and numerous studies suggest an inverse relation
between serum HDL.~-cholesterol level and risk for occurrence of cardiovascular disease. Many studies
have suggests an increased risk of coronary artery diseases (CAD) due to elevated LDL and VLDL-
cholesterol levels [Stampfer ef al., N. Engl. J. Med., 325, 373-381(1991)). The other studies illustrate
protective effects of HDL against progression of atl;erosclerosis. Thus, HDL has become a crucial factor
in treating diseases with increased levels of cholesterol [Miller et. al., Br. Med. J. 282, 1741-1744(1981);

Picardo et al., Arteriosclerosis, 6, 434-441 (1986); Macikinnon et al, J Biol. Chem. 261, 2548-2552 )

(1986)].

Diabetes is associated with a number of complications and elso affects a large population. Usually,

the disease is closely associated with other diseases such as obesity, hyperlipidemia, hypertension and
2
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angina. It is a well recognized that improper treatment aggravates impaired glucose tolerance and insulin
resistance, leading to frank diabetes. Further, patients with insulin resistance and type 2 disbetes often
have raised triglycerides and low HDL-cholesterol concentrations and therefore, have greater risk of

. cardiovascular diseases. The present therapy mostly includes sulfonylureas and biguanides along with
insulin. This drug therapy have limitations such as mild to severe hypoglycemia, which may lead to coma -

or in some cases may lead to death. The later mainly results due to unsatisfactory glycaemic control. The
recent addition of thiazolidinediones, drugs having insulin-sensitizing action. Thiazolidinediones are
prescribed alone or in combination with other anti-diabetic agents like troglitazone, rosiglitazone and
pioglitazone. These are useful in treating diabetes, affects lipid metabolism but are suspected to have
tumor-inducing potential and cause hepatic dysfunction, which may lead to liver failure, Further, serious
undesirable side-effects have occurred in animal and/or human studies including cardiac hypertrophy,
hema dilution and liver toxicity in a few glitazones progressing to advanced human trials. The drawback
is considered to be idiosyncratic. Presently, there is need for a safe and an effective drug, to treat insulin‘
resistance, disbetes and hyperlipidemia. '

Obesity is another major health problem being associated with increased morbidity and mortality. It
is a metabolic disorder, in which excess of fat is accumuiated in the body. Although, its ctiology is
unclear, the general feature includes excess of calorie intake than it is consumed. Various therapies such
as dieting, exercise, appetite suppression, inhibition of fat absorption etc. have been used to combat
obesity. However, more efficient therapies to treat this abnormality is essential as obesity is closely
related to several diseases such as coronary heart disease, stroke, diabetes, gout, osteoarthritis,
hyperlipidzemia and reduced fertility. It also leads to social and psychological problems.

Peroxisome Proliferator Activated Receptor (PPAR) is a member of the steroid/ retinoid/ thyroid
hormone receptor family. PPAR«x, PPARy and PPARS have i)em identified as subtypes of PPARs.
Extensive reviews regarding PPAR, their role in different diseased conditions are widely published
[Endocrine Reviews, 20(5), 649-688 (1999); J. Medicinal Chemistry, 43(4), 58-550 (2000); Cell, 55, 932-
943 (1999); Nature, 405, 421-424 (2000); Trends in pharmacological Sci, 469-473 (2000)). PPARY
activation has been found to play a central role in initiating and regulating adipocyte differentiation
[Endocrinology 135, 798-800, (1994)] and energy homeostasis, [Cell, 83, 803-812 (1995); Cell, 99, 239-
242 (1999)). PPARy agonists would stimulate the terminal differentiation of adipocyte precursors and
cause morphological and molecular changes characteristic of a more differentiated, less malignant state.
During adipocyte differentiation, several highly specialized proteins are induced, which are being
involved in lipid storage and metabolism. It is accepted that PPARY activation leads to expression of
CAP gene {Cell biology. 95, 14751-14756, (1998)], however, the exact link from PPARy activation to
changes in glucose metabolism and decrease in insulin resistance in muscle has not been clear. PPARa is
involved in stimulating B-oxidation of fatty acids [Trends Endocrine. Metabolism, 4, 291-296 (1993)]

L 3
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resulting in plasma circulating free fatty acid reduction [Current Biol., 5, 618-621 (1995)]. Recently, rog
of PPARy activation in the terminal differentiation of adipocyte precursors has been impli;:ated in the
treatment of cancer. [Cell, 79, 1147-1156 (1994); Cell, vol No., 377-389 (1996), Molecular Cell, 463-
470 (1998); Carcinogenesis, 1949-1953 (1998); Proc. Natl. Acad, Sci., 94, 237-241 (1997); Cancer
Research, 58, 3344-3352 (1998)]. Since PPAP‘.;{ is expressed in certain cells consistently, PPARy
agonists would lead to nontoxic chemotherapy. There is growing evidence that PPAR agonists may also
influence the cardiovascular system through PPAR receptors as well as directly by modulating vessel
wall function [Med. Res. Rev., 20 (5), 350-366 (2000)).

PPAR a agonists have been found useful in the treatment of obesity (WO 97/36579). Dual PPAR o
and y agonists have been suggested to be useful for Syndrome X (WO 97/25042). PPAR y agonists and
HMG-CoA reductase inhibitors have exhibited synergism and indicated the usefulness of the
combination in the treatment of atherosclerosis and xanthoma (EP 0753 298).

Leptin is a protein when bound to leptin receptors is involved in sending satiety signal to the
hypothalamus. Leptin resistance would therefore lead to excess food in-take, reduced energy
expenditure, obesity, impaired glucose tolerance and diabetes. It has been reported that insulin
sensitizers lower plasma leptin concentration [Proc. Nail. Acad. Sci. 93, 5793-5796 (1996): WO
98/02159)].

A number of compounds have been reported to be useful in the treatment of hyperlipidemia,
hypercholesterolemia and hyperglycemia [US 5,306,726, US 5,985,884, US 6,054,453, EP 90 3343,
PCT publications Nos. WO 91/19702, WO 94/01420, WO 94/13650, WO 95/03038, WO 95/173%4, WO
06/04260, WO 96/04261, WO 96/33998, WO 97/25042, WO 97/36579, WO 98/28534, WO 995/08501,
WO 99/16758, WO 99/19313, W099/20614, WO 00/23417, WO 00/23445, WO 00/23451).

A few P-aryl-a-hydroxypropanoic acids, their derivatives. and their analogs have been reported to be
useful in the treatment of hyperglycemia and hypercholesterolemia. Some of such compounds described

in the prior art are outlined below :

1. US patent 5,306,726 and US 5.089.514 disclose several 3-aryl-2-hydroxypropionic acid derivatives
of general formulae (II) and (I1I) as hypolipidaemic and hypoglycemic agents. Examples of these
compounds are shown in the formulae (IV) and (V).
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2. International Patent Applications, US 6.166.049 and WO 96/04260 disclose compounds of general
formula (V1) wherein, R" represents 2-benzoxazolyi or 2-pyridyl and R® represent CFy, CH;OCH; or
CH,. A typical example is (S)-3-[4-[2-[N-(2-benzoxazolyl])N-methylaminc]ethoxy] phenyl}-2-(2,2,2-
5 trifluoro ethoxy)propanoic acid (VII).

om

3. International patent applications, WO 94/13650, WO 94729302, US 6048883, WO 95/17394 and WO
97/31970 disclose the compounds of general formula (VIII) wherein,

Al—X—— (CH,), ——Q-——p? A>—yR?
(Viil)
10 A! represents aromatic heterocycle moiety, A? represents substituted benzene ring and A’ represents

moiety of formula (CH)a~CH-(OR'), where R! represents alky! groups, m is integer of the range of
1-5; X represents substituted or unsubstituted N; Y represents C=0 or C=S and R? represents OR’
where R’ may be hydrogen, alkyl, aralkyl, or aryl group and n is integer in the range of 2-6. An
example of these compounds is shown in formula (IX).

O

4. International patent application, WO 00/23,445, WO 00/23,417 and WO 00/23,451 disclose cyclic
compounds of the genera) formula (X) useful in treatment of diabetes and obesity. A typical example
of these compounds is shown formulae (XT) and (XII).

15
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. International patent application, WO 9908501 and WO 97/319707, disclose cyclic compounds of the
formulae (XIII) and (XIV) active as PPAR-gamma agonist. A typical examples of these compounds
5 is shown formulae (XV) and (XVI).

1
R OR

N
——(CH,), OAr CHR* CR%OR") COYR’
R? h}ﬁ::
' A-B

o (XIv)

i,

@ xv)

SsSe e

(X¥D)

6. US 6,054,453 and WO 99/16758 reports compounds of general formulae (XVII), (XVIII), which
10 reduce glucose, cholesterol and triglycerides exemplified by compounds of formula (XIX).
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4 (CiLy), 0, Ar CHR® CR®* (OR") COYR®

Xvin

d
1
R _ACH3), O, Z' CHR®* CR” (OR?) COYR®
R.‘l
(XVI)
H
(XIx)

7. WO 99/19,313, US 6,130,214 and WO 99/38850 reports compounds of general formuia (XX) and

5 (XXI) and (XXII) which reduce glucose, cholesterol and triglycerides,
1 1
§
» g R
’I CH,), O Ar CHR CR® (OR?) COYR™
R N7 N R’ s
] 4
J:n,;. 0. Z° ClIR® CR* (OR") COYR® R
(xx) (XXI0)
1
5
R '
-&—(CH;). 0. Ar CHR' CR” (ORY) COYR’
R’
y (XX1)
10 SUMMARY QOF INVENTION

The objective of this invention is to develop novel compounds represented by the general formula (1)
used as hypacholesterolemic, hypolipidaemic, hypolipoproteinemic, anti-obesity and antihyperglycemic
agents which may have additional body weight lowering effect and beneficial effect in the treatment
and/or prophylaxis of diseases caused by hyperlipidaemia. diseases classified under syndrome X and

15  atherosclerosis.
The main objective of the present invention is to provide novel B-aryl-a-substituted propanoic acids
represented by the general formula (I), their derivatives, their analogs, their tautomeric forms, their

Lo
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stereoisomers, their polymorphs, their pharmaceutically acceptable salts, their pharmaceutically

acceptable solvates, and pharmaceutical compositions containing them or their mixtures thereof.

Another objective of the present invention is to provide novel B-aryl-ct-substituted propanoic acids
represented by the general formula (I), their derivatives, their analogs, their tautomeric forms, their
stereoisomers, their polymorphs, their pharmaceutically acceptable salts, their pharmaceutically
acceptable solvates, and pharmaceutical compositions containing them or their mixtures thereof having
enhanced activities, without toxic effects or with reduced toxic effect.

Yet another objective of this invention i3 to provide a process for the preparation of novel B-aryl-a-
substituted propanoic acids represented by the general formula (I), their derivatives, their analogs, their
tautomeric forms, their stereoisomers, their polymorphs, their pharmaceutically acceptable salts, their

pharmaceutically acceptable solvates.

Still another objective of the present invention is to prdvide pharmaceutical compositions containing
compounds of the general formula (I), their derivatives, their analogs, their tautomeric forms, their
stereoisomers, their polymorphs, their pharmaceutically acceptable salts, their pharmaceutically
acceptable solvates or. their mixtures in combination with suitable carriers, solvents, diluents and other

media normally empiloyed in preparing such compositions.

A further objective of the present invention is to provide process for preparation of intermediates

involved in the process.
DETAILED DESCRIPTION OF THE INVENTION

Accordingly, the present invention relates to compounds of the general formuia (1),

| s
RI
N—(Cll— .
n !
.-l

(1)

their derivatives, their analogs. their tautomeric forms, their stereoisomers, their polymorphs, their
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, wherein one or more
groups R, R, R?, R* may be same or different and represent hydrogen, halogen, perhaloalkyl, hydroxy,
thio. amino. nitro. cyano, formyl, amidino. guanidino, substituted or unsubstituted groups selected t"mm
linear or branched (C,-Ci.)alkyl, linear or branched (C»-Ciz)alkenyl, (Ci-C;)cvcloalkyl, {(C:-
Ci)cycloalkenyl, bicycloalkyl. bicycloalkenyl. (C,-C 3)alkoxy, cyclo{C;-C;)alkoxy, aryl. m:yloxy. aralkyi.
ar{C;-Ci2)alkoxy, heterocyclyl.  heteroaryl.  heterocyclyl(C,-C)z)alkyl, heteroar(C,-C,3)alkyl.
heteroaryloxy. heteroar(C;-C:)alkoxy. heterocyclyloxy, heterocyclylalkyloxy, acyl. acyloxy, acylamino.

monoalkylamino, dialkylamino, arvlamino. amalkylamino. alkoxycarbonyl. arvioxycarbonyl
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aralkoxycarbonyl.  heterocyclylalkoxycarbonyl.  heteroaryvloxycarbonyl, heteroaralkoxycarbonyl,
heterocyvelvioxvearbonyl.  hydroxyalkyl. aminoalkyl, monoalkylaminoalkyl. dialkylaminoaikyl,
alkoxyvalkyl. arvioxvalkyl, aralkoxyalkyl, (C,-C,2)alkylthio. thio(C,-C>)alkyl, arylthio, (C;-
Cinalkoxycarbonylamino, aryloxycarbonylamino. aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino, alkylamidino. alkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino,
alkgxyamino. hydroxylamino, derivatives of -sulfenyl and sulfonyl groups, carboxylic acid and its
derivatives. sulfonic acid and its derivatives, phosphonic acid and its derivatives; or the adjacent groups
R° and R* together may form a five or a six membered ring. optionally containing one or more double
bonds and optionally containing one or more heteroatoms selected from O, N, or §; n is an integer
ranging from 1 to 8: W represents O, S or NR® where R’ represents hydrogen, (C,-C)p)alkyl or aryl; Ar
represents a substinited or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic
group; R* and R® represent both hydrogen or together represent a bond; R’ and R® may also represent a
hydroxy, (C;-Ci2)alkyl, (C;-C;a)alkoxy, halogen. acyl, substituted or unsubstituted aralkyl group; X
represents O or S; R represents hydrogen, perfluoro(C;-Cyz)alkyl, substituted or unsubstituted groups
selected from (C,-Cj»)alkyl, cyclo(C,-Ciz)alkyl, aryl, ar(C,-C;y)alkyl, heteroaryl, heteroar(C,-C;;)alkyl,
heterocyclyl. alkoxyalkyl, aryloxyalkyl, alkoxycarbonyl, aryloxycarbonyl, cycloalkyloxycarbonyl,
alkylaminocarbonyl, arylaminocarbonyl, acyl groups; Y represents O or S; Z represents oxygen, sulfur
or NR', where R" represents hydrogen or substituted or unsubstituted groups selected from (C;-
Cun)alkyl, aryl, ar(C\-C;;)alkyl, hydroxy(C,-Cij)alkyl, amino(C,-C;)alkyl, heteroaryl, heteroar(C;-
Cizalkyl groups; R® represents hydrogen, substituted or unsubstituted groups selected from (C;-
Cialkyl, aryl, ar(C;-Cij)alkyl, heteroaryl, heteroar(Ci-C)j)alkyl, heterocyclyl, heterocyclylalkyt,
hydroxyalky!, alkoxyalky], alkylaminoalkyl groups; R™ and R® together may form a 5 or 6 membered
substituted or unsubstituted cyclic ring structure containing carbon atoms or containing one or more
heteroatoms selected from O, Nand S

Suitable groups represented by R', R?, R® and R' may be selected from hydrogen, halogen atom such
as fluorine, chlorine, bromine or icdine; perhaloalkyl particularly, perfluoro(C,-C¢)alkyl such as
fluoromethyl, difluoromethy], trifluoromethyl, trifluoroethyl, fluoroethyl, difluoroethyl, mono or
polyhalo substituted methyl, ethyl, propyl, butyl, pentyl or hexyl groups and the like; hydroxy, thio,
amino, nitro, cyano, formyl, amidino, guanidino groups; substituted or unsubstituted (C,-C,3) alkyl
group, especially, linear or branched (C;-Cg)alkyl group, such as methyl, ethyl, »-propyl, iso-propyl, n-
butyl, iso-butyl, f-butyl, n-pentyl, iso-pentyl, hexyl, iso-hexyl, heptyl, octyl and the like; cyclo(C,-
Cyalkyl groul.’a' such as cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, the cycloalkyl
group may be substituted; cyclo(Cs;-C;)alkenyl group such’ as cyclopropenyl, cyclobutenyl,
cyclopentenyl, cyclohexenyl, cycloheptenyl, cycloheptadienyl, cycloheptatrienyl and the like, the
cycloalkenyl group may be substituted; (C,-C,;)alkoxy, especially, (C,-Cs)alkoxy group such as
methoxy, ethoxy, propyloxy, iso-propyloxy, butyloxy, iso-butyloxy, pentyloxy, hexyloxy and the like,

9
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which may be substituted; cvelo(C;-Cqlalkoxy group such as cyﬂo-pmpyloxy, cyclobutyloxy,
cyclopentyloxy. cyclohexyloxy. cycloheptyloxy and the like, the cyvcloalkoxy group may be substituted;
aryl group such as pheny! or naphthyl, the aryl group may be substituted; aryloxy group such as phenoxy,
naphthyloxy, the arvloxy group may be substituted; aralkyl group such as benzyl, phenethyl,
CsHsCHiCHACH,, naphthylmethy! and the like, the aralkyl group may be substituted; aralkoxy group
such as benzyloxy, phenethyloxy, naphthylmethyloxy, phenylpiopyloxy and the like, the aralkoxy group
may be substituted; heterocyclyl groups such as aziridinyl, pyrrolidinyl, morpholinyl, thiomorpholinyl,
oxazolinyl, piperidinyl. piperazinyl and the like, the heterocyclyl group may be substituted; heteroaryl
group such as pyridyl, thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, isoxazolyl, oxadiazolyl,
tetrazolyl, benzopyranyl, benzofuranyl, indolinyl, indolyl, quinolinyl, pyrimidinyl, pyrazolyl,
quinazolinyl, pvrimidonyl, benzoxazinyl, benzothiazinyl, benzoxazolyl, benzothiazolyl, benzimidazolyl
and the like."the heteroaryl group may be substituted; heterocyclyl(C,-Cs)alkyl, such as pymrolidineaikyl,
piperidinealkyl, morpholineaikyl, thiomorpholinealkyl, oxazolinealkyl and the like, the heterocyclyl(C;-
Ce)alkyl group may be substituted; heteroar(C,-Cs)alkyl group, wherein heteroaryl group is as defined
earlier and the heteroaralkyl group may be substituted; heteroaryloxy, heteroaralkoxy,
heterocyclylalkoxy, heterocyclylalkoxy wherein heteroaryl, heteroaralkyl, heterocyclylalkyl and
heterocyclylalkyl moieties are as defined earlier and may be substituted; acyl group such as acetyl,
propanoyl, butanoyl, pentanoyl, hexanoyl, iso-butyroyl, or benzoyl, the acyl group may be substituted
and may be branched; acyloxy group wherein acyl moiety is as defined earlier, may be MeCQO, EtCOQ,
PrCOO, BuCOO, PhCOO and the fike, which may optionally be substituted; acylamino groups, wherein
acyl moiety is as defined earlier, may be CH,;CONH, C;H;CONH, CH,CONH, C,H,CONH,
CsHs;CONH which may be substituted; (C,-Cg)monoalkylamino group such as CH,NH, C,H;NH,
CsH;NH, CHsNH, CsH;1NH, C¢H yNH and the like, which may be substituted; (C;-C¢)dialkylamino
group such as N(CH;);, N(Et)z, CHy(C2Hs)N and the like, which may be substituted; arylamino group
such as CsHsNH, CH;3(CsH;)N, C¢H(CH;)NH, NHCsH;-Hal and the like, which may be substituted;
aralkylamino group wherein aralkyl group is as defined earlier, may be such as C¢HsCH;NH,
CeHsCH,CHoNH, CeH,CH,NCH,; and the like, which may be substituted; hydroxy(C)-Ce)alkyl, which
may be substituted; amino{C,-Cs)alkyl which may be substituted; mono(C,-Cs)alkylamino(C,-Cs)alkyl,
di(C,-Ce)alkylamino(C\-Cs)alkyl group which may be substituted; alkoxyalkyl group such as
methoxymethyl, ethoxymethyl, methoxyethyl, ethoxyethyl and the like, which may be substituted;
aryloxyalkyl group such as CgHsOCH,, CsHsOCH,CHj, naphthyloxymethy! and the like, which may be
substituted; aralkoxyalkyl group such as C¢HsCH;OCH;, C¢HsCH,OCH;CH; and the like, which may-be
substituted; (C,-Ce)alkylthio, thio(C;-Cs)alkyl which may be substituted; arylthio which may be

substituted alkoxycarbonylamino group such as C;H;OCONH, CHyOCONH and the like which may be -

substituted; aryloxycarbonylamino group such as CgHsOCONH, CgHs;OCONCH,, CsHsOCONC;Hs,
CsH{CH;OCONH, C¢H(OCH;YOCONH and the like which may be substituted; aralkoxycarbonylamino
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group such as CgHsCH;OCONH, C¢Hs;CH;CH,;OCONH, C¢H;CH,OCONCH,, C¢H;CH;OCONC;H;,
CsHy(CH;)CH,O0CONH, CgH,(OCH;)CH;OCONH and the like, which may be substituted;
aminocarbonylamino group, which may optionally be substituted; (C,-Cs)alkylaminocarbonylamino

. group, di(C)-Cg)alkylaminocarbonyl amino group, (C,-Cg)alkylamidino group, (C,-Cg)alkylguenidino

group, di(C;-Cs)alkylguanidino groups, hydrazino, (Ci-Cs)alky! hydrazino groups, (C,-C¢)alkoxyamino
and hydroxylamino groups, which may optionally be substituted; carboxylic acid or its derivatives such
as amides, like CONH,;, alkylaminocarbonyl like MeNHCO, MeNCO, EtNHCO, EtLNCO,
arylaminocarbonyl like PhNHCO, NapthNHCO and the like, which may be substituted;
aralkylaminocarbonyl such as PhCH;NHCO, PhCH;CH;NHCO and the like, which may be substituted;
heteroarylaminocarbonyl and heteroaralkylamino carbonyl groups where the heteroaryl groups are as
defined earlier, which may be substituted; heterocyclylaminocarbony! where the heterocyclyl group is as
defined earlier, which may be substituted; carboxylic acid derivatives such as esters, wherein the ester
moieties are alkoxycarbonyl such as methoxycarbony! or ethoxycarbonyl, which may be substituted;
aryloxycarbony! group such as unsubstituted or substituted phenoxycarbonyl, naphthyloxycarbonyl and
the like; aralkoxycarbonyl group such as benzyloxycarbonyl, phenethyloxycarbonyl,
naphthylmethoxycarbonyl and the like, which may be substituted; heteroaryloxycarbonyl,
hemromlko.xyurbonyl, wherein the heteroaryl group is as defined earlier, which may be substituted;
heterocyclyloxycarbonyl where heterocycle is as defined earlier and may be substituted; sulfiny! or its
derivatives like CH,SO and RSO, wherein R is substituted or unsubstituted alkyl, aryl, heteroaryl,
heterocycy! and the like; sulfones or its derivatives like RSQ,, wherein R is substituted or unsubstituted
groups selected from alkyl, aryl, heteroaryl, heterocyclyl and the like; sulfonic acid or its derivatives
such as SO,NH,, SO;NHMe, SO:NMée,, SO;NHCF;, SO,NHCO(C,-C¢)altkyl, SO,NHCOaryl where the
aryl group is as defined earlier and the sulfonic acid derivatives may be substituted; phosphonic acid and
its derivatives such as P(O)}OH),, P(OXO C;-Cs alkyl);, P(OXO aryl);, P(OXOH) (O C,-Csalkyl)and the
like.

When the groups represented by R', R?, R? and R* are substituted by one or more than one, same or
different groups, the substituents are selected from halogen, hydroxy, nitro, oxo, thio or unsubstituted or
substituted groups selected from (C,-Cjz)alkyl, cyclo(C,-C z)alkyl, (C)-Ciz)alkoxy, cycio(C;-Cia)alkoxy,
aryl, ar(C,-Ci;)alkyl, aralkoxy(C,-C,;)alkyl, heterocyclyl, heteroaryl, heteroar(C,-C;;)alkyl, acyl,
acyloxy, hydroxy(C,-Ciz)alkyl, emino, acylamino, arylamino. amino{C,-Cz)alkyl, aryloxy, aralkoxy,
(Ci-Ciz)alkylamino, alkoxy(C,-Cia)alkyl, (C;-Cis)alkylthio, thio(Ci-Cip)alkyl, eryl thio groups,
carboxylic acid or its derivatives, or sulfenyl or its derivatives or suifones or its derivatives or sulfonic

acid or its derivatives or phosphonic acid or its derivatives.

Preferably the substituents on the pyrrole namely, R' to R* represent halogen atom such as fluorine,
chlorine, bromine; hydroxy group. formyl. nitro. oxo, thio, also linear or branched alkyl such as methyl,

ethyl, propyl. iso-propyl, butyl, iso-butyl, pentyl. hexyl, heptyl. octyl groups, which may be substituted;
.- 11 R
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cycloalkyl group such as cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl which may be substituted; ary
group such as phenyl or naphthyl, which may be substituted; aralky! group such as benzyl, or
naphthylmethyl, which may be substituted; (C,-Cg)alkoxy, benzyloxy, acyl or acyloxy groups; heteroaryl
group such as pyridyl, thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, isoxazolyl, oxadiazolyl,
tetrazolyl, benzopyranyl, benzofuranyl, indolinyl, indolyl, quinolinyl, pyrimidinyl, pyrazolyl,
quinazolinyl, pyrimidonyl, benzoxazinyl, benzothiazinyl, beizoxazolyl, benzothiazoly!, benzimidazolyl
and the like, the heteroaryl group may be substituted; heterocyclyl groups such as aziridinyl, pyrrolidinyi,
morpholinyl, thiomorpholinyl, oxazolinyl, piperidinyl, piperazinyl and the like, the heterocyclyl group
may be substituted; carboxylic acid and its derivatives; alkylaminocarbonyl or arylaminocarbonyl groups
which may be substituted; thioalkyl, alkylsulfenyl, arylthio, alkylsulfonyl, arylsulfenyl, arylsulfonyl,
which may be optionally halogenated.

Suitable cyclic structures formed by the two adjacent groups R? and R together with the carbon atoms
to which they are attached contain 5 to 6 ring atoms which may optionally contain one or more
heteroatoms selected from oxygen, nitrogen or sulfur and optionally contain one or more double bonds.
The cyclic structure may further be optionally substituted phenyl, pyridyl, furanyl, thienyl, pyrrolyvi,
imidazolyl, isoxazolyl, pyrimidinyl, pyrazinyl and the like. Suitable substituents on the cyclic structure
formed by R? and R’ together with the adjacent carbon atoms to which they are attached include oxo,
hydroxy, halogen atom such as chlorine, bromine and iodine; nitro, cyano, amino, formyl, (C;-C;)alkyl,
(C,-Cs)alkoxy, thioalkyl, arylthio, alkylthio, pheny! or benzyl groups.

The R, R%, R* and R* groups on the pyrrole. when further substituted preferable substitutents are
halogen, hydroxy, formyl, nitro, oxo, thio, or unsubstituted or substituted groups selected from alkyl.
cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl, aralkoxyalkyl, heterogyclyl, heteroaryl, heteroaralkyl, acyi.
acyloxy, hydroxyalkyl, amino, acylamino, arylamino, aminoalkyl, aryloxy, aralkoxy, alkylamino.
alkoxyalkyl, alkylthio, thioalkyl, arylthio, alkylgulfenyl, alkyisulfonyl, aryisulfenyl, arylsulfonyl

carboxylic acid or its derivatives, or sulfonic acid or its derivatives or phosphonic acid or its derivatives.
n is an integer in the range of 1 to 8. It is preferred that n be | to 4.

Suitable groups represented by Ar include substituted or unsubstituted groups selected from divalent
moieties selected from phenylene, naphthylene, pyridyl, quinolinyl, benzofuryl, dihydrobenzofuryl.
benzopyranyl, indolyl. indolinyl. azaindolyl, azaindolinyl, pyrazolyl, benzothiazolyl. benzoxazolyl and

the like.
L

The substituents on the group represented by Ar may be selected from substituted or unsubstituted
linear or branched (C,-Cy)alkyl. (C,-C¢)alkoxy, halogen, haloalkyl, haloalkoxy, acyl. amino. acylamino.
oxo, thio, thioalkyl. arylthio or carboxylic or sulfonic acids and their derivatives or phosphonic acid and

their derivatives.
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It is preferred that Ar represents substituted or unsubstituted divalent phenylenc. naphthylene.
benzofuryl. indolyl. indolinyl. quinolinyl. azaindolyl. azaindolinyl. benzothiazolyl or benzoxazolyl

groups.

It is more preferred that Ar is represented by divalent phenylene or naphthylene, which may be
unsubstituted or substituted by halogen, methyl, halomethyl, methoxy or halomethoxy groups.

Suitable R® includes hydrogen. lewer alkyl groups such as methyl. ethyl or propyl; hvdroxy, (C)-
Cs)alkoxy. halogen atom such as fluorine. chlorine, bromine, or iodine; aralkyl such as benzyl, phenethyl,
which may be unsubstituted or substituted or R* together with R® represent a bond.

Suitable R® may be hydrogen, lower alkyl groups such as methyl. ethyl or propyl; hydroxy, (C;-
Cejalkoxy; halogen atom such as fluorine, chlorine, bromine, iodine: acyl group such as linear or
branched (C»-Co) acyl group such as acetyl, pr'opanoyl. butanoy!, pentanoyl, benzoyl and the like;
aralkyl such as benzyl, phenethyl, which may be unsubstituted or substituted or together with R? forms a
bond.

When R® or R® represent substituted aralkyl, the preferred substituents are hydroxy, halogen, alky! and
alkoxy.

It is preferred that R® or R® represent hydrogen atom or R® and R® together represent a bond.

Suitable groups represented by R’ may be selected from hydrogen, substituted or unsubstituted, linear
or branched (C,-C¢)alkyl, preferably (C,-C,z)alky] group such as methyl, ethyl, n-propyl, iso-propyl, n-
butyl, iso-butyl, pentyl, hexyl, octyl and the like; (C;-Cs)cycloalkyl group such as cyclopropyl,
cyclobutyl, cyclopentyl, cyclohexyl and the like, the cycloalkyl group may be substituted; aryl group
such as phenyl, naphthyl, the aryl group may be substituted; heteroaryl group such as pyridyl, thienyl,
furyl, pymolyl, oxazolyl, thiazolyl, imidazolyl, isoxaszolyl, oxadiezolyl, tetrazolyl, benzopyranyl,
benzofuranyl, indolinyl, indolyl, quinolinyl, pyrimidinyl, pyrazolyl, quinazolinyl, pyrimidonyl,
benzoxazinyl, benzothiazinyl, benzoxazolyl, benzothiazolyl, benzimidazolyl and the like, the heteroaryl
group may be substituted; heteroar(C,-Cs)alkyl group wherein the heteroaryl groups are as defined
earlier and the heteroar(C-C¢)alkyl group may be substituted; aralkyl group wherein the alkyl moiety
may contain C,-C; atoms such as benzyl and phenethyl etc, wherein the aryl moiety may be substituted;
heterocyclyl groups such as aziridinyl, pyrrolidinyl, morpholinyl, thiomorpholinyl, oxazolinyl,
piperidinyl, piperazinyl and the like, the heterocyclyl group may be substituted; (C-Cs)alkoxy(Cr
Ces)alkyl group such as methoxymethyl, ethoxymethyl, 3lethoxyethyl, ethoxypropyl and the like, the
alkoxyalkyl group may be substituted; substituted or unsubstituted, linear or branched (C;-C,¢)acyl group
such as acetyl, propanoyl, butanoyl, benzoyl, octanoyl, decanoy! and the like; (C,-Cq)alkoxycarbonyl, the
alkyl group may be substituted; aryloxycarbonyl such as phenoxycarbonyl, naphthyloxycarbonyl, the aryl
group may be substituted; (Ci-Cs)alkyleminocarbonyl, the alkyl group may be substituted;
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arvlaminocarbonyl such as PhANHCO, or naphthylaminacarbonyl. the arylffoiety may be substituted. The
substituents on R’ may be sele'cted from the group consisting of halogen, hydroxy, nitro, oxo, thio or
unsubstituted/substituted groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl,
arvioxy, arvioxy, alkyl, aralkoxyalkyl, heterocyclyl, heteroaryl, heteroaryloxy, heteroaralkyl, acyl,
scyloxy, hydroxyalkyl. amino, acylamino. arylamino, aminoalkyl, alkoxycarbonyl, alkylamino,
alkoxyalkyl. alkylthio, thioalkyl, arylthio grcups, carboxylic acid or its derivatives, or sulfonic acid or its

derivatives.

Suitable groups represented by R® may be selected from hydrogen, substituted or unsubstituted, linear
or branched (Cr-Cig)alky), preferably (Cr-Cia)alkyl group such as methyl, ethyl, n-propy], iso-propyl, n-
butyl, iso-butyl, pentyl, hexyl, octyl and the like; (C;-Cs)cycloalkyl such as cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl and the like, the cycloalkyl group may be substituted; aryl group such as phenyl,
naphthyl, the aryl group may be substituted; ; heteroaryl group such as pyridyl, thienyl, furyl, pymrolyl, -
oxazolyl, thiazolyl, imidazolyl, isoxazolyl, oxadiazolyl, tetrazolyl, benzopyranyl, benzofuranyl,
indolinyl, indolyl, quinolinyl, pyrimidinyl, pyrazolyl, quinazolinyl, pyrimidonyl, benzoxazinyl,
benzothiszinyl, benzoxazolyl, benzothiazolyl, benzimidazolyl and the like, the heteroaryl group may be
substituted; heteroaralkyl group such as furanemethyl, pyridinemethyl, oxazolemethyl, oxazolethyl and
the like, the heteroaralkyl group may be substituted; aralkyl group such as benzyl and phenethyl, the
aralkyl group may be substituted; heterocyclyl groups such as aziridinyl, pyrrolidinyl, morpholinyl,
thiomorpholinyl, oxazolinyl, piperidinyl, piperazinyl and the like, the heterocyclyl group may be
substituted. The substituents on R® may be selected from halogeq,- hydroxy, nitro formyl, oxo, thio or
unsubstituted or substituted groups selected from alkyl, cycloalkyl, alkoxy, cycloalkoxy, aryl, aralkyl,
aralkoxyalkyl, heterocyclyl, heteroaryl, heteroaralkyl, acyl, acyloxy, hydroxyalkyl, amino, uyimino.
arylamino, aminoalkyl aryloxy, aralkoxy, alkoxycarbonyl, alkylamino, alkoxyalkyl, alkylithio, thioalkyl,
arylthio, carboxylic acid or its derivatives, or sulfonic acid or its derivatives.

Z represents oxygen, sulfur or NR",

Suitable groups represented by R'® may be selected from hydrogen, substituted or unsubstituted, linear
or branched (C,-Ciq)alkyl, preferably (C,-C)alkyl; hydroxy(Ci-Ce)alkyl; ary! group such as phenyl,
naphthyl; aralkyl group such as benzyl and phenethyl; heterocyclyl groups such as aziridinyl,
pyrrolidinyl, morpholinyl, thiomorpholinyl, oxazolinyl, piperidinyl, piperazinyl and the like, the
heterocyclyl group may be substituted; ; heteroaryl group such as pyridyl, thienyl, furyl, pyrrolyl,
oxazolyl, thiazolyl, imidazolyl, isoxazolyl, oxadiazolyl, tetrazolyl, benzopyranyl, Pﬁenmfumnyl,
indolinyl, indolyl, quinolinyl, pyrimidinyl, pyrazolyl, quinazolinyl, pyrimidonyl, benzoxazinyl,
benzothiazinyl, benzoxazolyl, benzothiazolyl, benzimidazolyl and the like, the heteroaryl group may be
substituted.
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The cyclic structure formed by R* and R' together with the carbon atoms to which they are attached
may be a substituted or unsubstituted 5 or 6 membered cyclic structure containing carbon atoms which
mey optionally contain one or two heterostoms selected from oxygen, nitrogen or sulfur. The cyclic

. structure may contain one or more double bonds.

Suitable ring structures formed by R® and R'° together may be selected from pyrrolidinyl, piperidinyl,
morpholinyl, thiomorpholinyﬂ piperazinyl, oxazolinyl, diazolinyl and the like. Suitable substituents on
the cyclic structure formed by R® and R'® taken together may be selected from halogen, hydroxy, alkyl,
oxo, thio, aryl, aralkyl and the like. '

For any R', R:, R, R, R, RS, R’, R%, R’, R" and Ar that may be substituted, the substituents are as
defined anywhere in this specification. .

Suitable n is an integer ranging from 1 to 6, preferably n represents an integer 2 to 4,

Pharmaceutically acceptable salts forming part of this invention ;m intended to define but not limited
to salts of the carboxylic acid moiety such as alkali metal saits like Li, Na, and K salts; alkaline earth
metal salts like Ca and Mg salts; salts of organic bases such as lysine, arginine, guanidine and its
derivatives, which may be optionally substituted, diethanolamine, choline, tromethamine and the like;
ammonium or substituted ammonium salts and aluminium salts. Salts may be acid addition salts which
defines but not limited to sulfates, bisulfates, nitrates, phosphates, perchlorates, borates, hydrohalides,
acetates, tartrates. maleates, fumarates, maleiates, citrates, succinates, palmoates, methanesulfonates,
benzoates, salicylates, hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates,
ketoglutarates and the like. Pharmaceutically acceptable solvates may be hydrates or comprising other

solvents of crystailization such as alcohols.
Particularly useful compounds according to the present inw..-ntion includes

(z) Ethyl 3-{4-[2<{pyrrol-1-vl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2{pyrrol-1-y¥D)ethoxy]phenyi}-2-ethoxypropanoate;

() Ethyl 3-{4-[2{2,5-dimethylpyrrol-1-yl)ethoxy]phenyi}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(2,5-dimethyipyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-} Ethyl 3-{4-[2+(2,5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate ;
() Ethyl 3-{4-[2(2.4-dimethyipyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2{2,4-dimethylpyrrol- I -yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2«(2.4-dimethyipyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
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(%) Ethyl 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
() Ethyl 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]pheny!} -2-ethoxypropanoate;
() Ethyl 3-{4-[2-(2-acetylpy1rol-l-yl)ethoxy]phenyl}-2-ethoxyprop;anoate;
(+) Ethyl 3-{4-[2(2-acetylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(2-acetylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
() Ethyl 3-{4-[2-(2-ethylpyrrol-1-yl)ethoxy]pheny|}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(2-ethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(2-ethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

‘(+) Ethyl 3-{4-[2<(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2(2-ethyl-5-methylpyrrol-1-yi)ethoxy]phenyl }-2-ethoxypropanoate;
() Ethyl 3-{4-[2-(5-methyl-2-propylpymol-1-yl)ethoxy]phenyl}-2-ethoxypropancate;
(+) Ethyl 3-{4-[2«(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2(5-methyl-2-propylpyrrol-1-yl)ethoxy]pkenyl}-2-ethoxypropanoste;
(%) Ethyl 3-{4-[2<(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2«(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2<(5-methyl-2- n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate:
(1) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate:
(-) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(1) Ethyl 3-{4-[2-(5-methyl-3-phenylpyn'ol-l-yl)ethoxy]phenyl}-2-1;thoxypropanonte:
(+) Ethyl 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate:

(-) Ethy} 3-{4-[25-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate:

(%) Ethyl 3-{4-[2-(5-methyl|-2-phenyipyrroi-1-yl)ethoxy]phenyl}-2-methoxypropanoate:

(+) Ethyl 3-{4-[2(5-methyl-2-phenyipyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoate:

(-} Ethyl 3-{4-{2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl }-2-methoxypropanoate;
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(=) Methyl 3-{4-[2-(5-methyl-2-phenylpytrol- 1-¥vl)ethoxy]pheny! }-2-methoxypropanoate;

(+) Methy} 3-{3-[2{5-methyl-2-phenylpyrrol-1-vl)ethoxy]phenyl}-2-methoxypropanoate;

(-) Methyl 3-{4-[2«5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoate;

(3) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-]-vl}ethoxy]phenyl}-2-propoxypropanoate;

(+) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol- 1-y1)ethoxy]pheny{}-2-propoxypropanoate;

() Ethyl 3-{4-[2-(5-methyl-2-phenyl)pyrrol-1-yl)ethoxy]phenvl}-2-propoxypropanoate;

(1) Propyl 3-{4-[2«(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoate;

(+) Propyl| 3-{4-[2-(5-methyl-2-phenyipyrrol-1-yl)ethoxy]pheny1}-2-propooxypropanoate;

() Propy! 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoate;

(%) Ethyl 3-{4-[2(5-methyl-2(4-methylphenyl)pymol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-{2-(5-methyl-2-(4-methyiphenyl)pyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2<(5-methyl-2-(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(1) Ethy! 3-{4-[2«(5-methyl-2(3-methy!phenyl)pyrrol-1 -yl)ethoxy]pht;glyl}-z-ethoxypropanoate;
(+) Ethyl 3-{4-[2(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy)phenyl}-2-ethoxypropanoate;
(-) Ethy! 3-{4-[2-(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy)phenyl }-2-ethoxypropanoate;
(1) Ethyl 3-{4-[2(5-methyl-2-(2-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl-2-(2-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
{-) Ethyl 3-{4-[2-(5-methy]-2-{2-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl-2(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(1) Ethyl 3-{4-[2-(5-methyI-2-(4-brumophenyl)pynol-1-yl)ethox}_']phenyl}-Z-ethoxypropanonte;
(+) Ethyl 3-{4-[2-(5-methyl-2-(4-bromophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2«(5-methyl-2-(4-bromophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(%) Ethyl 3-{4-[2-(5-methyl-2-(4-ﬂuorophenyl)pyrrol-l-yl)ethoxy]plllenyl}-2-eﬂ10xypr0p|noate;
(+) Ethy! 3-{4-[2-(5-methy]-2-{4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2(4-flucropheny)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
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(1) Ethyl 3-{4-[2-(5-methyl-2-(4-chloropheny])pyrTol- | -yl)ethoxy]phenyll;;-ethoxypropnnoate;

(+) Ethyl 3-{4-[2-(5-methyl-2-(4-chlorophenyl)pyrrol- I -yl)ethoxylphenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2-(5-methyl-2-(4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoate;

(1) Ethyl 3-{4-[2-(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2-(4-methyl-2-phenyipymol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(1) Ethyl 3-{4-[2«(5-methy]-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy] phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2-(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy]}phenyl}-2-ethoxypropanoate;

(1) Ethyl 3-{4-[2-(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

{+) Ethyl 3-{4-[2-(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2-(2-isopropyl-5-methylpyrrol- 1 -yl)ethoxy]phenyl}-2-ethoxypropanoate;

(t) Ethyl 3-{4-[2-(2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(2,5-diisopropylpyrrol-1-yl)ethoxy)phenyl }-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2+(2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

() Ethyl 3-{4—[2-(5-isopmpyl-2-phenylpyml-I-yl)ethoxy]phenyl}-i—ethoxypmpanoate;

(+) Ethyl 3-{4-[2-(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropancate;

(-) Ethyl 3-{4-[2<(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(1) Ethyl 3-{4-[2-(2,S-diisopropfl-3-phenylpyrrol—l-yl)ethoxy]phenyl}-2-ethoxypropanoaté;

(-++) Ethyl 3-{4-[2-(2,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy] phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2<(2,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

() Ethyl 3-(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yi]ethoxy} phenyl)-2-ethoxypropanoate;
(+) Ethyl 3-(4—{2-t5-isopropyl-2-(4—methoxyphe1.1yl)pyrr0I-I-yl]ethoxy} phenyl)-2-ethoxypropanoate;
(-) Ethyl 3(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropanoate; .
() Ethyl 3-(4-{2-E.Z-(4-ﬂuorophmyl)-s-isopropylpyrrol-l-yl]ethoxy} phenyl)- 2-ethoxypropanoate;
(+) Ethyl 3{(4-{2-[2-(4-fluorophenyl)-5-isopropylpyrrol-1-yljethoxy} phenyl}- 2-ethoxypropanoate;
(-) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropylpyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropanoate;
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(%) Ethyl 3«(4-{2-[2{(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxy
propanoate;

_ () Ethy! 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxy

propanoate;

(-) Ethyl 3«(4-{2-[2-(4-fluorophenyl)-5-isopropy|-3-phenylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxy
propanoate;

(z) Ethyl 3-(4-{2-[2-{4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoate;

(+) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoate;

{(-) Ethyl 3-(4-{2-[2-{4-fluorophenyl)-5-isoprapy!-4-phenylcarbamoylpyrrol-1-ylJethoxy} phenyl)-2-
ethoxypropancate; '

(1) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol- 1 -yl]ethoxy}
phenyl)- 2-ethoxypropanoate;

(+) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy}
phenyl)- 2-ethoxypropanoate;

(-) Ethyl 3-(4-{2-[2-(4~fluorophenyl)-5-isopropy!-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy}
phenyl)- 2-ethoxypropancate;

(1) Ethyl 3(4-{3-[2(4-fluorophenyl}-5-isopropyi-3-phenyl-4-phenylcarbamoylpyrroi- I-yl]propoxy}
phenyl)- 2-ethoxypropanoate;

(+) Ethyl 3(4-{3-[2-{4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]propoxy}
phenyl)-2-ethoxypropanoate;

{-) Ethyl 3+(4-{3-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]propoxy}
phenyl)-2-ethoxypropanoate;

() Ethyl 3-(4-{2-[2-(4-fluorophenyi)-5-phenylpyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropancate;

(+) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-phenylpyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropanoate;

(-) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-phenylpyrrol-1-yl]ethoxy} phenyl)- 2-ethoxyropanoate;

(1) Ethyl 3-[4-[2-[3-carboxy-5-phenyl-2-(4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl-2-ethoxy
propanoate;

(+) Ethyl 3-[4-[2-[3-carboxy-5-phenyl-2-(4-fluoropheny!)pyrrol- [ -yl)ethoxy]phenyi-2-ethoxy

propanoate;
il 19
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(-) Ethyl 3-[4-[2-[3-carboxy-5-phenyl- 2-(4-flucrophenyl)pyrrol-1-yl)ethoxylphenyl-2-ethoxy 3
propanoate;
() Ethyl 3-{4-[2-(2-methylthiopyrrol-1-yl)ethoxy]pheny!}-2-ethoxypropanoate;
(+) Ethy] 3-{4-[2-(2-methylthiopyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(2-methylthiopyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate; ¢
Ethyl (E/Z) 3-{4-[2-(5-methyl-2-phenyl-pyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enenoste;
Ethyl (Z) 3-{4-[2(5-methyl-2-phenyl-pyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enenoate;
Ethyl (E) 3-{4-[2<(5-methyl-2-phenyl-pymol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enenoate;
[(2R)-N(18))-2-Ethoxy-3-{4-[2«(5-methyl-2-phenylpyrrol- 1-yl)ethoxy)phenyl}-N-(2-hydroxy-1-
phenylethyl)propanamide '
[(2S)-N(1 S)]-2-Ethox:v-3-{4-[2-(5-methyl-2-phenylpyrml- 1-yl)ethoxy]phenyl} -NT(Z-hydrmiy- 1-
phenylethyl) propanamide ’
(+) 3-{4-[2«(pyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its pharmaceutically acceptable
salts;
(+) 3-{4-[2«pyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its pharmaceutically acceptable
salts;
(-) 3-{4-[2-(pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically acceptable
salts;
(%) 3-{4-[2(2,5-dimethy|pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropancic acid and its pharmaceutically
acceptable salts;
+) 3-{4—[2-(2.S-dimethylpyml-l-yl)ethoxy]phen)-ll}-2-ethoxypropnnoic acid and its pharmaceutically
acceptable salts;
(-) 3-{4-[2-(2,5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;
(&) 3-{4-[2+(2,4-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceuticaily
acceptable salts;

t
(+) 3-{4-[22,4-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts; _
() 3-{4-[2-(2.4-dimethylpyrrol-1-yl)ethoxy]pheny!}-2-ethoxypropanoic acid and its pharmaceutically

acceptable salts;
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(2) 3-{4-[2-(2-ethyipyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its pharmaceutically .
acceptable saits:

(+) 3-{4-[2-(2-ethvlpyrrol-1-yl)ethoxy)phenyl }-2-ethoxypropanoic acid and its pharmaceutically

acceptable salts:

(-)3-{4-[2«(2-ethyIpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically

acceptable salts;

(1) 3-{4-[2-(2-formyipymrol-1-yl)ethoxy]phenyl } -2-ethoxypropanoic acid and its pharmaceutically

acceptable salts;

(+) 3-{4-[2-(2-formylpyrrol-1-y))ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically

acceptable salts; ’

(-) 3-{4-{2-(2-formyipyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically ’
acceptable salts;

(z) 3-{4-[2-(2-acetylpyrrol-]-yl)ethoxy]phenyl}-2-ethoxypropanoic .ucid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2-(2-acetylpyrrol-] -yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(-) 3-{4-[2-(2-acetylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(1) 3-{4-[2(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2-(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its_

pharmaceutically acceptable saits;

() 3-{4—[2{2—eﬂ1yl—5-mefhylpyml-l-yl)ethoxy]phenyl}-z-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3-{4-[2{(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4—[2-(5-methyl—2-prapylpyrrol—l-yl)etl'loxy]phenyl}-2-ethoxypropnnoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its
pharmaceutically acceptable salts;
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() 3-{4-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its

pharmaceutically accepiable salts;

(+) 3-{4-[2-(5-methyl-2-n-butyipyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts:

(-) 3-{4-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(2) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its

pharmaceutically acceptable salts;

(+) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;

(-) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy] phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(£) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its

pharmaceutically acceptable salts;

(+) 3-{4-[2<(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its
pharmaceutically acceptabie saits;

(-) 3-{4-[2(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its

pharmaceutically acceptable salts;
(%) 3-{4-[2<(5-methyl-2-(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoic acid and its
pharmaceutically acceptable salts;

4 3-{4-[2-(5-methyl-i-(4—methylphenyl)p3n‘rol-I-yl)eﬂioxy]phenyl}a-propoxypropnnoic acid and its
pharmaceuticaily acceptable salts;

(-) 3-{4-[2-(5-methyl-2{(4-methylpheny!)pyrrol-1-yl)ethoxy]phenyl }-2-propoxypropanoic acid and its
pharmaceutically acceptable salts;

(1) 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxy;;mpnnoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy] phenyl}-‘i- ethoxypropanoic acid and its
pharmaceutically acceptable saits;

(<) 3-{4-[2-(5-methy]-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its

pharmaceutically acceptable salts;
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() 3-{4-[2-(5-methyl-2-(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

. (1) 3-{4-[2(5-methyl-2(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;
) 3-{4-[2-(5—methyl-z-(4-methylphenyl)pyrrol-l-yl)ethoxy]phenyl}-Z-d’l'noxypropanoic ecid and its

pharmaceutically acceptable salts;

(z) 3-{4-[2«(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; '

(+) 3-{4-[2«(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(<) 3-{4-[2{(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy]lphenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(1) 3-{4-{2{5-methy!-2-(2-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2<{5-methyl-2-(2-methylphenyl)pyrrol- | -yl)ethoxy] phenyl}-2-ethoxypropeanoic acid and its
pharmaceutically acceptable salts;

{-) 3-{4-[2{5-methyl-2-(2-methylphenyl)pyrrol-1-yl)ethoxylphenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(1) 3-{4{2«(5-methyl-2{(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2«(5-methyl-2-(4-methoxyphenyl)pyrrol- 1-yl)ethoxy] phenyl}-2-ethoxypropanoic acid and its
pharmaceuticaily acceptable salts;

(-) 3-{4-[2(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceuticaily acceptable salts;

() 3-{4-[2{5-methyl-2-(4-bromophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2<(5-methyl-2-(4-bromophenyl)pyrrol-1-vl)ethoxy]phenyl } -2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2-(5-methyl-2-(4-bromophenyl)pyrrol-1-vl)ethoxylphenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable saits; ’
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(1) 3-{4-[2«5-methyl-2-{4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

() 3-{4-[2-(5-methyl-2-(4-flucrophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

() 3-{4-[2-(5-methyl-2(4-flucrophenyl)pyrrol-¥-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;

(1) 3-{4-[2«(5-methyl-2{(4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2(5-methyl-2-(4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; :

(-) 3-{4-[2(5-methyl-2-(4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; .

(1) 3-{4-[2«(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts; :

(+) 3-{4-[2-(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyi}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2<(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(1) 3-{4-[2-(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy)phenyl} -2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[25-methyl-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceuticaily acceptable salts: '

(-) 3-{4-[2(5-methyl-2 3-diphenylpyrrol-1 -yl)ethoxy][;henyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; ’

(£) 3-{4-[2-(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its
pharmaceutically acceptable salts:

(+) 3-{4-[2«2-isopropyl-5-methylpyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its t
pharmaceutically acceptable salts: o

(<) 3-{4-[2-(2-isopropyl-5-methyipyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic and its ph-annaceuticall_\-

acceptable salts:
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(1) 3-{4-2-(2.5-diisopropylpyrrol- 1 -yl)ethoxy]pheny!}-2-ethoxypropanoic acid and its pharmaceutically
acceptabiz salts;
(+) 3-{3-12-(2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;
(-) %—{4-[:'.-( 2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceuticaliy
acceptable salts;
(+) 3-{4-[2«(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; :
(+) 3-{4-[2-(5-isopropyl-2-phenylpyrrol- l-yl)ethoxy]phenyl}-2-ethoxypropanmc acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[25-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable saits;
(1) 3-{4-[2-(2,5-diisopropyl-3-phenylpyrrol-1 -yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;
(+) 3-{4-[2-(2,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2«(2,5-diisopropyl-3-phenylpyrrol-1 -yl)ethoxy]phenyl}-2-ethoxypropan01c acid and its
pharmaceutically acceptable salts;
(£) 3«(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;
(+) 3{(4-{2-[5-isopropyl-2<(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;
(<) 3(4-{2-[5-isopropyl-2{(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropenoic acid and its
pharmaceutically acceptable salts;
(%) 3-(4-{2-[2«(4-fluorophenyl)-5-isopropylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;
(+) 3{4-{2-f2(4-fluorophenyl)-5-isopropylpyrrol-1-ylJethoxy} phenyl)-2-ethoxypropanoic acig and its
pharmaceutically acceptable salts;
(-) 3-(4-{2-[2-(4-fluorophenyl)}-5-isopropylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

25




10

15

20

25

30

7;}'2
P

-
(1) 3<(4-(2-[2-(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-ylJethoxy)phenyl)-2-ethoxvpropanoic acid

and its pharmaceutically acceptable salts;

(+) 3-(4-(2-[2-(4-ﬂuorophenyl)-5-isopmpyI-J-phenylpyt.'rol-l-yI]eﬂ:oxy)phenyl)-z-ethoxypropanoic acid
and its pharmaceutically acceptable salts;

(=) 3<(4-{2-[2<(4-fluorophenyl)-5-isopropyl-3-pheny!pyrrol-1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid

and its pharmaceutically acceptable salts;

(1) 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmacentically acceptable salts;

(+) 3-(4-{2-[2«(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-ylJethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(-) 3«(4-{2-[2-(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-yljethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts; '

() 3-(4-{ 2-[2-(4-ﬂuorophenyl)-S-isopmpyl-3-phenyl-4-phenylcnrbam6ylpyrrol-1 =yl]ethoxy} phenyl)-2-
ethoxypropanoic acid its pharmaceutically acceptable salts;

(+) 3-(4-(2-[2«(4-fluorophenyl)-5-isopropyi-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(-) 3(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(1) 3-(4-{3-[2(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]propoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(+) 3«(4-{3-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylipyrrol-1-yl]propoxy} phenyl) - «
2-ethoxypropanoic acid and its pharmaceutically acceptable salts;

(-)3(4-{3-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]propoxy} phenyl) -2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(£) 3-(4-(2-[2-(4-fluorophenyl)-5-phenylpyrrol-1-ylJethoxy)phenyl)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-(4-(2-[2-(4-fluorophenyl)-5-phenylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its -
pharmaceutically acceptable salts;

¢) 3-(4-{2—[2-(4-ﬂuorophen'yl)-s-phenylpyn-ol-l-yl]ethoxy}phenyl)-z-ethoxypropmoic acid and its
pharmaceutically acceptable salts;
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(%) 3-[4-[2-(3-carboxy-5-phenyl-2-(4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl]- 2-ethoxypropanoic acid
and its pharmaceutically acceptable salts;

_ (#) 3-[4-[2-(3-carboxy-5-phenyl-2-(4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl]- 2-ethoxypropanoic acid

and its pharmaceutically acceptable salts;

(-) 3-[4-[2-(3-cxboxy-5-phenyl-2-(4-flucrophenyl)pyrrol-1-yl)ethoxy]phenyl}- 2-ethoxypropanoic acid
and its pharmaceutically acceptable salts; '

() 3-{4-[2-(2-methylthiopyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2«(2-methylthiopyrrol-1-yDethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(<) 3-{4-[2«(2-methylthiopyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(E/Z) 3-{4-[2«(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its
pharmaceutically acceptable salts;

(E) 3-{4-[2«(5-methyl-2-phenylipyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its
pharmaceuticaily acceptable salts; and

(Z) 3-{4-[2-(5-methy]-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its

pharmaceutically acceptable salts.

The present invention also provides methods for the preparation of novel compounds described in the
generel formula (1), their tautomeric forms, their derivatives, their analogs, their stereoisomers, their
polymorphs, their pharmaceutically acceptable salts and their pharmaceutically acceptable solvates,
wherein R', R%, R, R*, R%, R%, R", R®, W, X, Y, Z, Ar and n are as defined carlier. These methods are
described below, comprising :

Route 1:

]
R? R
+ HyN—(CHp)s—W—AF R (I

R’ XR’
. r!
(1a) {1b)

The reaction of a compound of general formula (1a), wherein all symbols are as defined earlier with
a compound of formula (1b) which may be optically active or racemic, wherein all symbols are as
defined earlier to yield a compound of general formula (I) may be carried out using Paal-Knorr
cyclization (Paal C. Ber., 1885, 18, 367; Knorr, L., Ber., 1885, 18, 299). The reaction may be carried out

neat or in the presence of a solvent or a mixture thereof such as tetrahydrofuran, hexane, toluene,
-
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methanol, ethanol, heptane, petroleum ether, xylene, benzene, ethyl acetate, fert-butyl acetate, 1.2-
dichloroethane, iso-propanol, dioxane, cyclohexane, acetonitrile and the like, The reaction temperature
may range from 0 °C to the reflux temperature of the solvent(s) used. The water produced mey be
removed by using a Dean Stark water separator or by water scavengers such as molecular sieves. The
reaction may be carried out in the absence or presence of an inert atmosphere such as Ny, He or Ar. The
reaction may be carried out under acidic condition provided by acids like loeticdacid, propanoic acid,
butyric acid, isobutyric acid, pivalic acid, p-toluenesulfonic acid, camphorsulfonic acid, benzenesulfonic
acid, trifluoroacetic acid, chloroacetic acid, chloropropanoic acid, phenylacetic acid, phenylpropanoic
acid, malonic acid, succinic acid, benzoic acid, halogenated benzoic acid, toluic acid and the like.
Mineral acids such as HCI or HBr may also be used. The reaction time may range from 5 minutes to 72
hours, preferably from 1 to 48 hours. '

Route 2 :
. s ¥ '
o R! R RS Y
j:r(u-(cu,).—u + HW—AF w .
R’ L XR’
(1c) (1d)

The reaction of compound of formula (1c), where all symbols are as defined earlier and L' represents
a leaving group such as halogen atom, p-toluenesulfonate, methanesulfonate, trifluoromethanesulfonaie
and the like with a compound of formula (1d) which may be optically active or racemic, where W is
either O or S and all other symbols are as defined earlier, to produce a compound of general formula (I).
This reaction may be carried out in the presence of solvents such as acetone, tetrahydrofuran.
dimethylsulfoxide, dioxane, acetonitrile, dimethyl formamide, [5ME, benzene, toluene, pet. ether.
heptane, hexane, 2-butanone, xylene, alcohols such as methanol, ethanol, propanol, butanol, iso-butanol.
tert-butanol. pentanol and the like or a mixture thereof. Base such as alkali metal carbonate such as
K2C03, Na;CO;, CsCOs, and the like; or alkali metal hydroxide such as NaOH, KOH and the like, may
be used during this reaction. Alkali metal hydrides such as NaH, KH can be used whenever solvent
employed does not contain protic or containing carbonyl group. The reaction may be carried out at a
temperature in the range 0 °C to reflux temperature of the solvent(s) used and the reaction time may

range from 1 to 48 hours.

Route 3 :
t R .Y ¢
R? 2 R¢
L N—(CHp),~WH 4+ HW—AF &R . O
R o XR’

(le) (1d)
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The reaction of compound of general formula (1e) where all symbols are as defined earlier and W
represents oxygen atom. with a compound of general formula (1d) which may be optically active or
racemic. where W is O or S and all other symbols are as defined earlier may be carried out using
coupling agents such as DCC, EDC, triaryl phosphine/dialky! azadicarboxylate such as PPhyDEAD or
PPhy/DIAD nl{d the like. Inert atmosphere may be maintained using N,, Ar or He. Solvents such as
tetrghydrofumn, dioxane, DME, toluene, dichloromethane, chloroform, carbon tetrachloride, acetonitrile
gnd the like may be used. Compounds such us DMAP, HOBT may be used in the range of 0.05 to 2
equivalents. The reaction temperature in the range of 0 °C to reflux temperature of the solvent may be
used, preferably, 20 °C to 80 °C. The duration of the reaction may range from 0.5 to 24 h, preferably 0.5

to 12 hours.
Route 4:
" R} R* v
ﬁn—(cw.—w—m/'\")]\zn" + R'xH — - M
R’ R Ny ,
{1n (1g)

The reaction of a compound of formula (1f) where all symbols are as defined earlier with an alcohol
of formuia (1g) where R’ is as defined earlier, to produce a compound of formule (I) where all symbols
are as defined carlier, may be carried out in the presence of rhodium salts such as rhodium (I1) acetate.
Solvents such as benzene, toluene, ether, THF, dioxane and the like may be used. R’XH may also be
used as solvent to enhance the rate of the reaction. Inert atmosphere may be maintained using N,, Ar or
He. The reaction time may range from 0.25 to 48 hours, preferably 0.25 hto 8 h.

Route 5:

Sy .
ﬁn-(cnﬂ.—w—m—cno + (RO)—F—C—C—ZR" - M
3
> R} ,lmv )

(1h) (an

The reaction of a compound of general formula (1h) wherein all the symbols are as defined earlier,
with a compound of formula (1i), where all the symbols are as defined earlier and R represents (C,-Cy)
alkyl to afford 2 compound of formula (I) where R’ and R® represent a bond and all other symbols are as
defined earlier, may be carried out under Wittig Homner reaction conditions in the presence of a base such

as alkali metal hydrides, like NaH or KH, alkali metal alkoxides such as NaOMe, NaOEt, K*t-BuO or
mixture thereof, organolithiums itke CH;Li, BuLi, sec-BuLi, LDA and the like. Aprotic solvents such as
THF, dioxam;, DMF, DMSO, DME and the like or mixture thereof may be employed. HMPA favours
the progression of the reaction but not essential. The reaction may be carried out at a temperature ranging
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from -80 °C to 100 °C. preferably from 0 °C to 30 °C. The reaction p'r:ceeds more effectively under
anhvdrous and inert conditions.
The compound of formula (I) where R® and R® represent a bond may be reduced to a compound of
general formula (1) where R® and R® each represent hydrogen atom by reacting with hvdrogen gas in the
5 presence of a catalyst snch as 5-10 % Pd/C. RW/C, Pt/C Raney Ni and the like, 5-100 % w/w *of the
catalyst may be employed or the mixture thereof. The pressure of hydrogen gas may be one atmosphere
to 80 psi. Suitable solvents are alt".ohols such as ethenol, methanol and the like, ethyl acetate, THF,
dioxane, acetic acid and the like. Temperature may be in the range of 20 °C to 80 °C, may be used for
this reduction process. Metal-solvent such as magnesium in alcohol or sodium amalgam in alcohol may
10  also be used, for this reduction process.
According to a festure of the present invention, there is provided an intermediate of formula (1h),

1

R? R
l N~(CHa)e—W—Ar—CHO

R e

(1h)

wherein one or more groups R', R% R’, R* may be same or different and represent hydrogen, halogen,
perhaloalkyl, hydroxy, thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted
15  groups selected from linear or branched (C,-Cjj)alkyl, linear or branched (CrCiy)alkenyl, (Cs-
Cs)cycloalkyl, (C3-Cy)cycloalkenyl, bicycloalkyl, bicycloalkenyl, (C;-Cp)alkoxy, cyclo(Cs-C;alkoxy,
aryl, aryloxy, aralkyl, aralkoxy, heterocyclyl, heteroaryl, heterocyclyl(C,-C,3)alkyl, heteroaralkyl,
heteroaryloxy, heteroaralkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy, acylamino,
monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
20  aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, ‘aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl,
alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl, arylthio, alkoxycarbonylamino,
aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino, alkylaminocarbonylamino,
alkylemidino, elkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino, alkoxyamino,
25  hydroxylamino, derivatives of sulfenyl and sulforiyl groups, carboxylic acid and its derivatives, sulfonic
acid and its derivatives, phosphonic acid and its derivatives; or the adjecent groups R? and R? together
may form a five or a six membered ring, optionally containing one.or more double bonds and optionally
p conteining one or more heteroatoms selected from O, N, or S; n is an integer ranging from 1 to 8, W
represents O, S or NR® where R’ represents hydrogen, alkyl or aryl; Ar represents a substituted or

30  unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic group.
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According to another feature of the present invention, there is provided a process for the preparation
of intermediate of the general formula (1h) as defined earlier which comprises reacting a compound of
general formula (1c),

R

R’
| N—(CHz)e—L" s
R’ R4 HW— Ar——CHO
(1¢) 1))

wherein, R! - R%, n are as defined earlierand L' is a halogen atom such as chiorine, bromine or iodine or
a leaving group such as methanesulfonate, trifluoromethanesulfonate, p-toluenesulfonate and the like
with the compound of the formula (1), where Ar and W are as defined earlier.

The reaction of the compound of formula (lc) with the compound of formula (1j) to produce a
compound of formula (1h) may be carried out in the presence of solvents such as acetone, THF, DMSO,
dioxane, 2-butanone, acetonitrile, DMF, DME, benzene, toluene, xylene, alcohols such as methanol,
ethanol, propanol, butenol, iso-butanol, fert-butanol, pentanol and the like or a mixture thereof. Bases
such as alkali metal carbonates such as K,CO,, Na;CO,, CsCO; and the like may be used; alkali metal
hydroxides like NaOH, KOH and the like; or mixtures thereof may be used. Alkali metal hydrides such
as NaH, KH and the like, may be used incases when the solvent used not protic and does not contain
carbonyl group. The reaction temperature may range from 20 °C to reflux temperature of the solvent(s)
used and the reaction time may range from 1 to 48 hours. The inert atmosphere may be maintained by
using inert gases such as N, Ar or He.

Alternatively, the intermediate of the general formula (1h), can also be prepared by the reaction

of compound of general formula (le),
Rl

nl
N—(CH,),—WHi
R'l

R L*—Ar—CHO
(1) (1k)

wherein R' -~ R*, n and W are as defined earlier and with a compound of the formula (1k), where Ar is as
defined earlier and L2 is a halogen atom such as fluorine, chlorine, bromine or iodine. The reaction of the
compound of formula (1e) with the compound of formuia (1k) to produce a compound of formula (1h)
may be carried out in the presence of solvents such as THF, DMF, DMSO, DME and the like. Mixture of
solvents may be used. The inert atmosphere may be maintained by using inert gases such as N, Ar or He.
The reaction may be effected in the presence of a base such as K,CO;, Na;CO;, NaH or mixtures thereof.
The reaction temperature may range from 20 °C to 150 °C, preferably at a temperature in the range from
30 °C to 100 °C. The duration of reaction may range from | to 24 hours, preferably from 2 to 6 hours.

-
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The reaction of compound of general formula (1¢) wherein W represents O and all other symbols are
as defined earlier with the compound of formula (1j) may be carried out using suitable coupling agents
such as dicyclohexyl urea, triarylphosphine/dialkylazadicarboxylate such as PPhy /DEAD and the like.
The reaction may be carried out in the presence of solvents such as THF, DME, CH,Cl;, CHCI, toluene,
acetonitrile, carbontetrachloride and the like. The inert atmosphcrp may be maintained by using inen
gases such as N, Ar or He. Thé reaction may be effected in the presence of DMAP, HOBT and they
must be used in the range of 0.05 to 2 equivalents, prefersbly 0.25 to 1 equivalents, The reaction
temperature may range from 0 °C to 100 °C, preferably at a temperature in the range from 20 °C to 80
°C. the duration of reaction of the reaction may range from 0.5 to 24 hours, preferably from 6 to 12
hours.

In another embodiment of this invention, there is provided a process for the preparation of a
compound of the general formula (1c), which comprises reacting the compound of general formula (1a)

wherein R' — R* are as defined earlier,
1

Rl
R} o R R?
hg0 + HN—(CHIL, —(CH) Ly
y (Im) IRY

(1a) (1e)
with either substituted amino compound (1m), where all symbols are is as defined earlier, to yield the
intermediate of the general formula (1c).
In yet another embodiment of this invention, there is provided a process for the preparation of a
compound of the general formula (le), which comprises reacting the compound of general formula (1a}

wherein R’ — R* are as defined earlier,

1 1 Rl
R R
, 3 + HN—(CHp,W ——————— , N—(CHy);-WH
R - R 4
R

R-l

(1n) (n _ (to)
with either substituted amino compound (11), where all symbols are is as defined earlier, to yield the
intermediate of the general formula (le). '

The reactions of a compound of general formula (1a) with a compound of general formula (1I) or a
compound of general formula (Im) may be carried out neat or in presence of solvents or a mixture
thereof such as tetrahydrofuran, hexane, toluene, methanol, ethanol, heptane, petroleum ether, xyle{w.
benzene, ethyl acetate, fers-butyl acetate, [.2-dichloroethane, iso-propancl, rert-butanol, dioxane.
cyclohexane. acetonitrile and the like. The reaction temperature may range from 0 °C to the reflux
temperature of the solvent(s) used. The water produced may be removed by using a Dean Stark water
separator or by water scavengers such as molecular sieves. The reaction may be carmried out in the
presence of an inert atmosphere such as N>, He or Ar. The reaction may be carried out in the presence of

32
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an acid. such as acetic acid, propanoic acid. butyric acid, isobutyric acid, pivalic acid, p-toluenesulfonic
acid. camphorsulfonic acid, benzenesulfonic acid. trifluoroacetic acid. chloroacetic acid, chloropropanoic
acid, phenylacetic acid, phenylpropanoic acid. malonic acid. succinic acid, benzoic acid, halogenated
benzoic acid, toluic acid and the like.

Yet anothe:: embodiment of this invention, there is provided an alternate process for the preparation of
a co;npound of the general formula (1c). which comprises reacting the compound of general formula (1n)

wherein R" — R? are as defined earlie;,
Rr! R!

n’\‘ : R’: ::
NH + Ly—{(Cij)y—L, - N—(CHz}y—1L,
r? o
R (10) R

(Im} L)
with the compound of formula (lo) where L; and L; may be same or different and represent leaving
groups such as halogen atom as Cl, Br, or I, methanesulfonate, p-toluenesulfonate and the like; and n as

defined earlier.
In yet another embodiment of this invention, there is provided an alternate process for the preparation
of a compound of the general formula (1¢), which comprises reacting the compound of general formula

(1n) where R' — R* are as defined earlier,

n’\‘ :nl R R!

NH 4+ Ly—(CHy,—Wl - j:((v—u:u,).—wn
x R ap) ¥ R
(l l) . (I e)

with the compound of formula (1p) where L; represent leaving groups such as halogen atom as Cl, Br,
or [, methanesulfonate, p-toluenesulfonate and the like; and n as defined earlier.

The reaction of compound of general formula (1n), with either (10) or (1p) may be carried out in
solvents such as alcohol like methanol, ethanof, iso-propanol and the like; THF, dioxane, DMSO, DMF,
acetonitrile, heptane, benzene, toluene, xylene and the like. The reaction may be carried out in presence
of bases such as NaH, KH, Na;CO,, K,COs, NaOH, KOH, LINH; NaNH, and the like. Phase transfer
catalyst such as tetrabutyl ammonium halide, tetrabuty! ammonium hydroxide (TBAH) and the like may
be used. The reaction temperature may range from ( °C to the reflux temperature of the solvent
employed. The reaction may be carried out in the presence of an inert atmosphere such as N, He or Ar.

In another embodiment of this invention, there is provided a process for the preparation of a
compound of the general formula (1¢), wherein R' — R* and n are a5 defined earlier and W represents O,

which comprises reducing the corresponding acid
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Il" R?
o =

(lq) (1¢)

The reduction of compound of general formula (1q) may be carried out in presence of solvents or a
mixture thereof such as tetrahydrofuran, dioxane, ether and the like. The reaction temperature may range
from 0 °C to the reflux temperature of the solvent(s) used. The reaction may be carried out in the
presence of an inert atmosphere such as N;, He or Ar. Suitable reducing agent such as sodium
borohydride/iodine, diborane and its derivative, LiAlH, and the like may be used.

The compound of general formula (1q) may be prepared by the reaction of compound of general
formula (1n) with a compound of L,(CH.), COOR, where L; and R are as defined earlier, followed by
hydrolysis of the ester group to acid using methods commonly used.

Another feature of the present invention, is to provide an intermediate of formula (1f) wherein R\ R},
R, RY, R RY, W, Z, n and Ar are as defined carlier.

oo oy

]:(N—(cu,).—w—m zR*
R Lo N
an

wherein one or more groups R', R, R?, R* may be same or different and represent hydrogen, halogen,
perhaloalky}, hydroxy, thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted
groups selected from “linear or branched (Ci-Cialkyl, linear or branched (CrCjyalkenyl, (Cy-
Cy)cycloalkyl, (Cs-Cs)eycloalkenyl, bicycloalkyl, bicycloalkenyl, (C,-Ciz)alkoxy, cyclo(Cs-Cy)alkoxy,
aryl, aryloxy, arelkyl, ar(C,-C;z)alkoxy, heterocyclyl, heteroaryl, heterocyclyl(Cs-Cs)alkyl, heteroar(C;-
Ciz2)alkyl, heteroaryloxy, heteroar(C;-Ciz)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl, heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl,
alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, (C;-Ciz)alkylthio, thio{C,-C)z)alkyl, arylthio, (C,-
Ciz)alkoxycarbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino, alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, elky! hydrazino,
alkoxyamino, hydroxylamino, derivatives of sulfenyl and sulfonyl groups, carboxylic acid and its

derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives; or the adjacent groups

R? and R?® together may form a five or a six membered ring, optionally containing one or more double

bonds and optionally containing one or more heteroatoms selected from O, N, or 5; n is an integer .

ranging from | to 8; W represents O, S or NR® where R” represents hydrogen, (Ci-Ciz)alkyl or aryl; Ar
represents a substituted or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic
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group; R? represent hydrogen or a hydroxy, (C)-Cialkyl, (C;-Ci2)elkoxy, halogen, acyl, substituted or
unsubstituted aralkyl group; Y represents O or S; Z represents oxygen, sulfur or NR'®, where R
represents hydrogen or substituted or unsubstituted groups selected from (C;-Cj3)alkyl, aryl, ar(C;-

. Ca)alkyl, hydroxy{C;-C;z)alkyl, amino(C,-Cj;)alkyl, heteroaryl, hetercar(C,-Cjy)alkyl groups; R

represents hydrogen, substituted or unsubstituted groups selected from (C,-C;))alkyl, aryl, ar(Ci-
Glhlalkyl, heteroaryl, heteroar(C,-C,;)alkyl, heterocyclyl, heterocyclylalkyl, hydroxyalkyl, alkoxyalkyl,
alkylaminoalkyl groups; R'" and R* together may form a 5 or 6 membered substituted or unsubstituted
cyclic ring structure containing carbon atoms or containing one or more heteroatoms selected from O, N
and S, and a process for its preparation and its use in the preparation of p-aryl-a-substituted alkanoic acid

derivatives.
The compound of formula (1) where all the symbols are as defined earlier may be prepared by

reacting a compound of formula (1r)

3
R’ Rl n‘ ¥
N—(CHy)y—W—A zR*
R ” NH;
an
where R* is hydrogen atom and all other symbols are as defined earlier, with an appropriate diazotizing

agent.
The diazotization reaction may be under conventional conditions. A suitable diazotizing agent is an

alkyl nitrile such as iso-amyl nitrile, amy! nitrite and the like. The reaction may be carried out in presence
of solvents such as THF, dioxane, DMSO, DMF, acetonitrile, heptane, benzene, toluene, xylene and the
like or the combination thereof, The reaction temperature may carried out in an inert atmosphere which
may be maintained by using inert gases such as N, He or Ar. Temperature is in the range of - 50 °C to 60
°C the duration of the reaction may range from | to 24 hr, preferably 1 to 12 hr.

The compound of formula (Ir) where all the symbols ere as defined earlier may also be prepared by

reaction between (1c) where all symbols are as defined earlier and a compound of formula (1s),
" R! R i y
):((N—(cuﬂ.—l.' no—AMﬂ'
r L NH;
(le) . (13)
where R* is hydrogen atom and all other symbols are as defined earlier.

The reaction of compound of general formula (Ic), with (1s) may be carried out in solvents such as
alcohol likc methanol, ethanol, iso-propanol and the like; THF, dioxane, DMSO, DMF, acetonitrile,
heptane, benzene, toluene, xylene and the like. The reaction may be carried out in presence of bases such
as NaOH. KOH, K,CO;, Na,CO;, LINH; NaNH; NaH KH, CsCQs and the like. Acetone may be used as
solvent when K;CO, or Na,CO, is used as a base. The reaction temperature may range from 10 °C to
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the reflux temperature of the solvent employed. The duration of the reaction may be from 1 to 24 hrs,

preferably from 3 to 12 hrs. The reaction may be carried out in the presence of an inert atmosphere such
as Nj, He or Ar.

The compounds of the present invention may have asymmetric centers and occur either as racemates
or racemic mixtures as well as individual diastereomers of any of the possible isomers, including optical
isomers, being included in the present invention The stereoisomers of the compounds of the present
invention may be prepared by one or more ways presented below:

i. One or more of the reagents may be used in their single isomeric form. For example, compound (1b)
or (1d) may be pure stereoisomers. .

ii. Optically pure catalysts or chiral ligands along with metal catalysts may be employed in the reduction
process. The metal catalyst may be Rhodium, Ruthenium, Indium and the like. The chiral ligands
may preferably be chiral phosphines. (Principles of Asymmetric synthesis J E Baldwin Ed.
Tetrahedron series, Volume 14, Page no. 311-316)

iil. Mixture of sterecisomers may be resolved by conventional methods such as microbial resolution,
resolving the diastereomeric salts formed with chiral acids or chiral bases. Chiral acids may be tartaric
acid, mandelic acid, lactic acid, camphorsulfonic acid, amino acids and the like. Chiral bases may be
cinchona alkaloids, (+) or (-) brucine, a-methyl benzylamine, (+) or (-) phenyl glycinol, ephedrine,
amino sugars such as glucosamines or a basic amino acid such as lysine, arginine and the like.

iv. Resolution of the mixture of stereoisomers may also be effected by chemical methods by
derivatization of the compound with a chiral compound such as chiral amines, chiral acids, chiral
amino alcohols, amino acids into & 1:]1 mixture of diastereomers and the diastercomers may be
separated by conventional methods of fractional crystallization, chromatography and the like followed
by cleaving the derivative (Jaques et al. “Enantiomers, Racemates and Resolution”, Wiley
Interscience. 1981; R. A. Sheldon, in “Chirotechnology”’, Marcel Dekker, Inc. NY, Basel, 1993, 173-
204 and references therein; A. N. Collins, G. N. Sheldrack and J Crosby, in “Chirality in Industry II",
John Wiley & Sons, Inc, 1997, 81-98 and references therein; E. L. Eliel and S. H. Wilen, in
“Stereochemistry of Organic Compound™, John Wiley & Sons, Inc, 1999, 297-464 and references
therein.)

It will be appreciated that in any of the above mentioned reactions any reactive group in the
substrate molecule may be protected, according to conventional chemical practice. Suitable protecting
groups in any of the above mentioned reactions are those used conventionally in the art. The methods of
formation and removal in such protecting groups are those conventional methods appropriate to the
molecule being protected. T. W. Greene and P. G. M. Wuts “Protective groups in Orgamc Synthesis™,
John Wiley & Sons, Inc. 1999, 3™ Ed., 201-245 along with references therein.

It will be appreciated that the above-mentioned preparation of the compounds of Formula (I}, or a

pharmaceutically acceptable salt thereof. and/or pharmaceutically acceptable solvate thereof is a
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stereoselective procedure and that the compound of formula (I) is a single stereoisomer. Favorably. a
compound of formula (1) is present in admixture with less than 50% whw of its racemic isomer. suitably
80 - 100 % and preferably 90 - 100 % pure, such as 90 - 95 %. most preferably 95 - 100 %. for example
95 %, 96 %. 97-%. 98 %, 99 % and 99.99 % optically pure.

Preferably the compounds of Formula (I), or a phannaceuliénlly acceptable sait thereof, and/or
pharinaceutically acceptable solvate thereof is in optically pure form.

The absolute stereochemistry of the compounds may be determined using conventional methods, such
as X-ray crystallography.

The pharmaceutically acceptable salts forming a part of this invention may be prepared by treating the
compound of formula (I) with 1-6 equivalents of a base such as sodium hydride, sodium methoxide,
sodium ethoxide. sodium hydroxide, potassivm tert-butoxide, calcium hydroxide, calcium acetate,
calcium chloride, magnesium hydroxide, magnesium chloride, magnesium alkoxide and the like.
Solvents such as water, acetone, ether, THF, methanol, ethanol. t-butanol, 2-butanone, dioxane, propanol,
butanol, isopropanol. diisopropyl ether, fert-butyl ether or mixtures thereof may be used. Organic bases
such as lysine, arginine, methyl benzylamine, ethanolamine, diethanolamine, tromethamine, choline,
puanidine and their derivatives may be used. Acid addition salts, wherever applicable may be prepared
by treatment with acids such as tartaric acid, mandelic acid, fumaric acid, malic acid, lactic acid, maleic
acid, salicylic acid, citric acid, ascorbic acid, benzene sulfonic acid, p-toluene sulfonic acid,
hydroxynaphthoic acid, methane sulfonic acid, acetic acid, benzoic acid, succinic acid, palmitic acid,
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid and the like in solvents such as water,
aleohols, ethers, ethyl acetate, dioxane, THF, acetonitrile, DMF or a lower alkyl ketone such as acetone,
or mixtures thereof. .

Different polvmorphs may by prepared by crystallization of compound of formula (I) under different
conditions such as different solvents or solvent mixtures in varying proportions for recrystallization,
various ways of crystallization such as slow cooling, fast cooling or a very fast cooling or a gradual
cooling during crystallization. Different polymorphs may also be obtained by heating the compound,
melting the compound and solidification by gradual or fast cooling.' heating or melting under vacuum or
under inert atmosphere, and cooling under either vacuum or inert atmosphere. The various polymorphs
may be identified by differential scanning calorimeter, powder X-ray diffraction, IR spectroscopy or
solid probe *C NMR spectroscopy.

Another aspect of the present invention comprises a pharmaceutical compasition, containing at least
one of the compounds of the general formula (1), their derivatives, their analogs, their tautom&ric forms,
their stereocisomers, their polymorphs, their pharmaceutically acceptable salts, their pharmaceutically
scceptable solvates thereof as an active ingredient, together with pharmaceutically employed carriers
diluents and the like.
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Pharmaceutical compositions containing a compound of the present invention may be prepared by
conventional techniques, e.g. as described in Remington: the Science and Practice of Pharmacy, 19® Ed.,
1995. The compositions may be in the conventional forms, such as capsules, tablets, powders, solutions,
suspensions. syrups. aerosols or topical applications. They may contain suitable solid or liquid carriers or

5 in suitable sterile media to form injectable solutions or suspensions. The compositions may contain 0.5
to 20 %, preferably 0.5 to 10 % by weight of the active compound, the remaining being pharmaceutically
acceptable carriers, excipients, diluents, solvents and the like.

Typical compositions containing a compound of formula (J) or a pharmaceutically acceptable acid
addition salt thereof, associated with a pharmaceutically acceptable ‘excipients which may be a carrier or

10  a diluent or be diluted by a carrier, or enclosed within a carrier which can be in the form of a capsule,
sachet, paper or other container. When the carrier serves as a diluent, it may be a solid, semi-solid, or
' liquid material, which acts as a vehicle, excipients or medium for the active compound. The active
compound can be absorbed on a granular solid container for example in a sachet. Some of suitable
carriers are water, salt solutions, alcohols, polyethylene glycols, polyhydroxyethoxylated castor oil,
15  peanut oil, olive oil, gelatin, lactose, terra alba, sucrose, cyclodextrin, amylose, magnesium sterate, talc,
gelatin, agar, pectin, acacia, stearic acid or lower alky! ethers of cellulose, silicic acid, fatty acids, fatty
acid amines, fatty acids monoglycerides and diglycerides, pentaerythritol fatty acids esters,
polyoxyethylene, hydroxymethyicellulose and polyvinylpyrrolidone. Similarly, the carrier or diluent may
include any sustained release material known in the art, such as glyceryl monostearate or glyceryl
20  distearate, alone or mixed with a wax. The formulations may also, include wetting agents, emulsifying
and suspending agents, preservatives, sweetening agents or flavoring agents. The formulations of the
invention may be formulated so as to provide quick, sustained, or delayed release of the active ingredient

after administration to the patient by employing pro'cedures well known in the art.
' The pharmaceutical compositions can be sterilized and mixed, if desired, with auxiliary agents,
25  emulsifiers, buffers and/or coloring substances and the like, which do not deleteriously react with the

active compounds.

The route of administration may be any route, which effectively transports the active drug to the
appropriate or desired site of action effectively, such as oral, nasal, transdermal, pulmonary or parental
e.g. rectel, depot, subcutaneous, intravenous, intraurethral, intramuscular, intranasal, ophthalmic solution

30  oran ointment, preferably through oral route.

If a solid carrier is used for oral administration, the preparation may be tabletted, placed in & hard
gelatin capsule in powder or pellet form o it can be in the form of a troche or lozenge. If a liquid carrier
is used, the preparation may be in the form of a syrup, emulsion, soft gelatin capsule or sterile injectable
liguid such as an aqueous or non-aqueous liquid suspension or solution.

35 For nasal administration, the preparation may contain a compound of formula (I) dissolved or

suspended in a liquid carrier, in particular an aqueous carrier, for acrosol application. The carrier may

38



15

25

30

35

contain additives such as solubilizing agent, e.g. propylene glycol, surfactants, absorption enhancers such
as lecithin (phosphatidylcholine) or cyclodextrin, or preservatives such as parabens.
For parental application, particularly suitable are injectable solutions or suspensions, preferably

- aqueous solutions with the active compound dissolved in polyhydroxylated castor oil.

Tablet, dragees or capsules having talc and/or a carbohydrate carrier or binder or the like are
particularly suitable for oral application. Preferably, carriers for tablets, dragees or capsules iclude
Iactose, com starch and/or potato starch. A syrup or elixir can be used in cases where a sweetened vehicle

can be employed.

A typical tablet which may be prepared by conventional tabletting techniques may contain:
Core:
Active compound (as free compound or salt thereof) 5.0mg
Colloidal silicon dioxide (Aerosil) 1.5mg
Cellulose, misrocrytalline (Avicel) 700 mg
Modified cellulose gum (Ac-Di-Sol) 7.5 mg
Magnesium sterate ad.
Coating:

HPMC approx 9.0 mg
*Mywacett 9-40 T approx. 0.9 mg

* Acylated monoglyceride used as plasticizer for film coating.

The compounds of general formula (I) or the compositions thereof are useful for the treatment and/or
prophylaxis of disease caused by metabolic disorders such as hyperlipidemia, insulin resistance, Leptin
resistance, hyperglycemia, obesity, or inflammation.

These compounds are usefui for the treatment of hypercholesteremia, familial hypercholesteremia,
hypertriglyceridemia, type 2 diabetes, dyslipidemia, disorders related to syndrome X such as
hypertension, obesity, insulin resistance, coronary heart disease; atherosclerosis, xanthoma, stroke,
peripheral vascular diseases and related disorders, diabetic complications, certain renal diseases such as
glomerulonephritis, glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, retinopathy,
nephropathy, psoriasis, polycystic ovarian syndrome, osteoporosis, inflammatory bowel diseases,
myotonic dystrophy, arteriosclerosis, Xanthoma, pancreatitis and for the treatment of cancer.

The compounds of the invention may be administered to a mammal, especially, 8 human in need of
such treatment, prevention, elimination, afleviation or amelioration of diseases mentioned above.

The compounds of the present invention are effective over a wide dosage range, however, the exact
dosage, mode of administration and form of composition depends upon the subject to be treated and is
determined by the physician or veterinarian responsible for treating the subject. Generally, dosages from
about 0.025 to about 200 mg preferably from about 0.1 to about 100 mg, per day may be used.
Generally, the unit dosage form comprises about 0.01 to 100 mg of the compound of formula (I), as an
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active ingredient together with a pharmaceutically acceptable carrier. Usually suitable dosage forms for
nasal, oral, transdermal or pulmonary administration comprises from about 0.001 mg to about 100 mg,
preferably from 0.0l mg to about 50 mg of the active ingredient mixed with a pharmaceutically
acceptable carrier or diluent.

In another aspect of the present invention, method of treatment and/or prevention of the diseases
mentioned above are provided.

In a further aspect of the present invention, use of one or more compounds of the general formula (T)
or pharmaceutically acceptable salts, for the preparation of a medicament thereof for the treatment and/or
prevention of diseases mentioned in this document is provided.

In still further aspect of the present invention use of the compounds of the present invention alone or
in combination with statins, glitazones, biguanides, angiotensin II inhibitors, aspirin, insulin
secretagogue, P-sitosterol inhibitor, sulfonylureas, insulin, fibric acid derivatives, nicotinic acid,
cholestyramine, cholestipol or probucol, a-glycosidase inhibitors or antioxidants, which may be
administered together or within such a period as to act synergistically together.

The invention is explained in detail by the examples given below, which are provided by way of
illustration only and therefore should not be construed to limit the scope of the invention.

Preparation |
Preparation of 1-(2-hydroxyethyl)-2,5-dimethyl-1 H-pyrrole (Compound No. 1):

i~

(Compound No. 1)

A mixture of hexan-2.5-dione (5 g), ethanol am_in;s (26.7 g) and pivalic acid (23.26 g) in a solvent
mixture containing n-heptane: tetrahydrofuran: toluene (4:1:1, 50 mL) was refluxed with stirring at 110 -
120 °C. Water formed during the renction was removed azeotropically during 3 to 4 hrs. The reaction
mixture was cooled and the solvent was removed. The residue obtained was dissolved in
dichloromethane (30 mL), washed with saturated sodium bicarbonate solution (30 mL), water (30 mL),
and then with brine (30 mL), dried (Na;SO,) and the solvent was evaporated. The crude compound
obtained as an oily mass. was purified by column chromatography (silica gel 100-200), using ethyl
acetate : hexane (2 : 8) as an eluent to obtain the title compound. t

In the like manner to that described in Prepamation 1, the following compounds of general formula
(1e) were prepared from the appropriately substituted diketones as mentioned in Table I. The latter can

be synthesized by using various routes found in literature.

3/9f°
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Table 1:

[Comp. | Substituents on the pyrrole ring in (le) Mol. |Yield 'HNMR
No. R! R? R? R! wt. (%
n= | (mp°C) | w/w) (300 MHz, §, CDCly)

1. CH; H H CH; 2 | 139 | 65 [221(6H,s),

3.70-3.72 (2H, m);

3.89 (2H, t, ] = 5.8 Hz);

. 5.76 (2H, s).

2. CH; H H CH,CH, | 2 | 153 | 53 (1.26(3H,t.J=7.4 Hz);
222 (3H, s);

- 2.56 (2H, q, J = 7.4 Hz);

- 3.71 (2H, 1, J = 5.86 Hz);

3.88 (2H,1,) =5.89 Hz);

5.79 - 5.81 (2H, m).

3. CH, H H |(CH:CHs| 2 | 167 | 36 |1.02(3H,t,)J=7Hz);

1.65 (2H, m);

2.25 (3H, s);

2.5(2H,t,J =7.7 Hz);

4.1 (2H,t,] =5.9 Hz);

435 (2H,t,J=5.9 H2);

5.8 - 5.82 (2H, m).

4, CH, H H [(CH):CH;| 2 | 181 | 58 [0.94(3H,t,]=7.2Hz),
1.36- 1.4 (2H, m);

1.58 - 1.67 (2H, m);

2.22 (3H, s);

253 (2H,¢, 1 =7.7Hz);

3.7(2H,t,] = 5.8 Hz);

3.89 (2H,t, ] = 5.8 Hz);

5.7-5.8 (2H, m).

5. | cH, H H 2 | 201 | 62 233(3H,s);
3.5-3.6(2H,1,J=5.9 Hz);
4.05-4.09 (2H, t, J = 6.0 Hz);

5.95(14,d,)=3.3 Hz);
{6.09 (1H, d, J =3.3 Hz);
7.25-7.29 (1H, m);
7.30- 7.38 (4H, m).

6. CH, H H /O/ 2| 215 | 55 [232(3H,s);

237 (3H, 5);

P HC 3.59 (2H, t, ] = 6.9 Hz);
4.10 (2H, 1, J = 6.9 Hz);

5.94 (1H, d, ] = 3.36 Hz);

6.0 (1H,d, J=3.36 Hz);

7.2(2H, d, ] = 8.5 Hz);

7.25 (2H, d, ] = 8.5 Hz).
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CH,

215

60

222 (3H, s);

236 (3H, s);

3.57 (2H, t, J = 6 Hz);
4.08 (2H, t, ] = 6.06 Hz);
5.94 (1H, d, ) =228 Hz);
6.1 (1H, d, ] = 3.39 Hz);
7.09-7.3 (4H. m).

CH,

%

CH,

215

60

232 (3H, s);
2.36 (3H, s);

3.58 (2H, t, ] = 6 Hz);
4.07 (2H, t, J = 6.06 Hz),;
5.94 (1H, d, J = 2.28 Hz);
16.07 (1H, d, J =339 Hz);
7.09-7.15 (2H, m);
7.24-7.29 (2H. m).

CH;

231

45

23 (1H, s);
3.53(2H,t,J=6.9 Hz);
3.84 (3H, s);
40(2H,t,J=69Hz);, .
5.9(IH,d, J=336 Hz),
6.0 (1H, d, ) =3.36 Hz);
6.95 (24, d, ) = 6.78 Hz);
7.2 (2H, d, ] = 6.78 Hz).

10.

CH,

280

55

232 (34, s);
3.61-3.63 (2H, m)
4.05 (3H, t, ] = 6.2 Hz);
5.95 (1H, dd);

6.1 (1H, d,J =3.4 Hz);
7.25-7.3 (2H, m);

7.47 - .52 (2H, m).

11.

219

. 32

23 (3H, s);
3.6 (2H, t, J = 6.0 Hz);
4.05 (2H, t, J = 6.0 Hz);
5.9 (1H, d, J=2.8);

6.0 (1H, d, J =33 Hz);
7.04 -7.1 (2H, m);

7.26 - 7.37 (2H, m).

12,

CH,

235.5

61

2.3 3H, s);
3.6 (2H, 1, ] = 5.9 Hz);
4.12 (2H,1,J =59 Hz);
5.97 (1H, d, J = 3.2 Hz);
6.10 (1H, d, ] =3.2 Hz);
7.09 - 7.37 (4H, m).

13.

CH,

277

90

2.37 (3H, s);
3.5(2H,t,J=6Hz); -
3.95 (2H, t, ] = 6.0 Hz);
62 (1H, d, J=2.8);
7.1-7.4 (10H, m).

14,

i-Pr

CH,

167

‘68

1.2(6H,d,J=8 Hz);
2.2 (3H, 5);

2.94 (1H, septet);
3.77(2H,t,1= 6.9 Hz);
3.97(2H,t, J=6.9 Hz)
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i-Pr

i-Pr

195

93

121-1.24(12H, d, J=6.7 Hz);
2.91 -2.98 (2H, m);

3.77 (1H, 1, J = 6.2 Hz);

4.01 (2H, t, J = 6.2 Hz);

5.8 (2H, ).

16.

i-Pr

229

86

129 (6H, d, ] = 6.78 Hz);
3.0-3.05 (1H, m);

3.51 (2H, t, ] = 6.21 Hz);
4.12 (2H, t, ] = 6.25 Hz);
6.0 (1H, d, J = 3.54 Hz);
6.125 (1H, d, J = 3.54 Hz);
7.27-731 (3H, m)

7.37 (2H, m)

17.

i-Pr

i-Pr

27

42

1.25 (12H, d, J=6.5 Hz);
2.97 (1H, sep, J = 6.7 Hz);
3.24 (1H, sep, J=6.7 Hz);
3.85 (2H, m);

4.1 (2H,t,] =7 Hz);

5.87 (1H, s);

7.19-7.32 (5H, m)

i-Pr

259

1.27 (6H, d, ) = 6.5 Hz);
2.99-3.04 (1H, m);
3.53(2H,t,]J=6.15 Hz);
3.82 (31, s);

4,09 (2H, t, ] = 6.2 Hz);
596 (1H,d,J =3.5 Hz);
6.67 (1H,d, ] =3.48 Hz);
691 (2H, d,] =89 Hz);
7.29 (2H, d, ] = 8.6 Hz)

19.

i-Pr

247

1.27 (6H, d, ] = 6.0 Hz);
2.97-3.06 (1H, m);
3.53(2H,t, J=6.0 Hz);
4.08 (2H,t, J= 6.0 Hz),
5.99(1H,d,J=3.60 Hz);
6.10(1H, d,J=3.3 Hz);
7.05-7.1 (2H,t, ] = 8.8 Hz);
7.34-7.37 (2H, m)

20.

i-Pr

&

323.2
(109°C)

55

1.34 (6H,d, ] = 7 Hz);
3.09 (1H, sep, J = 7 Hz);
3.57(2H,t,J=4.5 Hz);
4.02 (2H, 1, J =4.5 Hz);
7.03-7.30 (9H, m)

21.

i-Pr

e

g

366

45

1.43-1.45 (6H, d, ] = 7.2 Hz),
3.3-3.4(1H, m);

4.09 -4.1 (2H, m);

3.80 -3.85 (2H, m);

6.85(1H. s);
7.0 —7.5 (9H, m).
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. 22. | i-Pr Of""‘” O/ F

442 52 |1.47(6H,d,) =72 Hz);
3.5-3.6 (1H, m);

R

(175 - 3.59 2H, t, ] = 6.2 Hz);
3.99 (2H, 1, J = 6.6 Hz);
178°C) 6.79 (1H, s);

6.91-7.0 3H, m)
7.08 —7.19 (10H, m).

23, i-Pr NHCO J3 456 50 |~
cHo | O
(58-
62°C)
281 | 79 |1.35(1H,s);
3.3 (2H, dd, ] =6.0 Hz);

4.2 (2H,t,)=6.0 Hz);
6.25 (2H, dd, ] =3.6 Hz);
7.1(2H, t, ] =7.0 Hz);
7.4 (1H, m, ] = 9.0 Hz);
7.42 - 7.47 (6H. m)
2 | 353 | 55 |I.LI0(3H,4J=7.0Hz);
g 1.60 (1H, s);
335(2H,t,]=6.0 Hz);
4,00 (2H, t, J = 6.0 Hz);
4.10 (2H, t, J = Hz);
6.69 (1H, s);
7.10(2H,t,J=9.9 Hz);
7.39 - 7.46 (7H, m)

25. -COOE: H

Q
Q&

Preparation 2
Altemnatively, compound no. 22 as described in the table 1, can be prepared by using the
corresponding aldehyde in better yields. The process is given below:

5 A mixture containing suitably substituted aldehyde (2 g) and sodium borohydride (0.167 g) was
dissolved in absolute alcohol (20 mL). It was stirred at 0 °C - 5 °C for about 2 hr. A solid product was
obtained, which was diluted with ice-cold water (46 mL), stirred for 15 min, filtered and washed with
DM water (2 x 10 mL). The compound was dried in a vacuum desiccator over phosphorous pentoxide (2
g 100 %).

10 Preparation 3
1<(2-hydroxyethyl)-2-ethyl-1 H-pymole (compound no. 26) :

. ‘

A mixture containing 2-bromoethyl-2-acetyl-1H-pymole (8.2 g), ethylene glycol (45 mL), 85 %
potassium hydroxide pellets (8.9]1 g) and 80 % hydrazine hydrate (6.76 mL) was stirred at 200 °C for
15 about 1.5 hr along with simultaneous distillation of volatile materials. The product obtained was

extracted with ethyl acetate (2 x 100 mL). The ethy! acetate layer was washed with water (100 mL.), dried
44
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over sodium sulfate, filtered and evaporated. The crude product obtained was purified by column .
chromatography (silica gel 100-200), using ethyl acetate : pet. ether (8 : 2) as an eluent to obtain 2.2 g of

the title compound.

Table 2 : .
Comp, | Substituents on the pyrrole ring in (le) Mol. | Yield "HNMR
No. RI R: RJ Rr Wit %
1 N = |(mp°C)] W) | (300 MHz, 5. CDCl,)
26. CaHs H H H 2 139 | 42 |[1.26(3H,t,J=6.0 Hz);
2.59 (2H, q,J, = 7.62 Hz,
J; = 7.44 Hz),
3.84 (2H,t, ] = 5.4 Hz);
3.98 (2H,t,J = 5.35 Hz);
592-593(1H, m);
6.11 (1H,t,J=13.12 Hz);
6.65 (1H, t, J =2.22 Hz).
Preparation 4 :
1-(2-Bromoethyl)-1H-pyrrole-2-carbaldehyde (compound no. 27):
CHO

O

(Compound No. 27)

A mixture of 2-formylpyrrole (1 g), potassium hydroxide (2.3 g) and dry DMSO (20 mL) was stirred
under nitrogen atmosphere. 1,2-dibromoethane (7.9 g) was added dropwise at 20 - 25 °C and stirred till
the reaction is complete. Water (50 mL) was added and the reaction mixture was extracted with diethyl
ether (3 x 50 mL). The combined organic layer was washed with water (30 mL), followed by brine (30
mL) and was dried over Na,SO,. The solvent was evaporated and the compound obtained was purified by
column chromatography (silica gel 100 - 200) using ethy] acetate: hexane (2:8) as an eluent to obtain the

title compound.
In like manner to that described in Preparation 4, following compounds of the formula (1¢) (Given in

Table 3) were prepared from the appropriately substituted pyrrole derivatives. The latter can be
synthesized by using various routes found in literature.

Table3 :
r!

Rl
| N—(CH,);—Br
R’ d
R P

(19
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Comp. |Substituents on the pyrrole ring in (Ic) Mol. |[Yield ['HNMR
No. R] Rz R3 Rq Wt.
n= W(mP'C) 1(% (300 MHz. 5, CDCly)
wiw)
27. CHO H H H 2 202 47 |3.65(2H,1. 1 =6 Hz);
4.65 (2H,t, ] =6 Hz);
6.33 (1H, m);
6.95 - 7.05 (2H, m);
9.5 (1H, m).
28. {COCH;| H H H 2 216 32 |244(3H,s);
3.67 (2H, t, ) = 6 Hz),;
4.65 (2H, t, ] = 6 Hz);
6.16-6.18 (1H, m);
6.94 (1H,t, ] = 6 Hz);
7.01-7.03 (1H, m).
Preparation 5
Preparation of 1-(2-hydroxyethyl)-1H-pyrrole (compound no. 29):
DN /\/OH

(Compound No. 29)

To a mixture of potassium hydroxide (16.7 g) and dry DMSd (150 mL), pyrrole (5 g) was added
dropwise at 20 - 25 °C, with stirring under nitrogen atmosphere. Stirring was continued for 1 hr at 20 - 25
°C. Ethyl bromoacetate (24.5 g) was added dropwise at 20 - 25 °C and stirring was continued for 2 hr. In
the reaction mixture (150 mL) DM water was added and pH was made acidic (pH = 3) with 20 % HCI
(50 mL). The reaction mixture was extracted with diethyl ether (2 x 100 mL). The combined organic
extract was washed with DM water (100 mL), saturated brine (100 mL) and dried over Na;SO,. The
solvent was evaporated to obtain pyrrol-1-yl-acetic acid.

To a suspension of sodium borohydride (3.6 g) in tetrahydrofuran (70 mL), pyrrol-1-yl-acetic acid (6
g) dissolved in THF (70 mL) was added dropwise at 20 °C - 25 °C within 10 - 15 min under nitrogen
atmosphere. When the evolution of hydrogen gas ceases, the reaction mixture was cooled to 5 - 10 °C
and iodine (5.9 g) dissolved in THF was added dropwise at 5 °C - 10 °C and was stirred further for 2 hrs
at 20 °C - 25 °C. The reaction mixture poured in mixture of ice-cold KOH solution (10 mL) and DM
water (50 mL). The solution was with ethyl acetate (2 x 50 mL). The organic extract was washed with
water (30 mL), brine (30 mL) and dried over Na;SO,. The solvent was evaporated under reduced
pressure, to obtain the title compound. '

In like manner to that described in Preparation 5, following compounds of the formula (1) (Given in
Table 4) were prepared from the appropriately substituted pyrrole. The latter can be synthesized by using -

various routes found in literature,
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Table 4:

R
R
(le)
) o
Comp. [Substituents on the pyrrole ring in (1¢) Mol. |Yield HNMR
No. R’ R* R’ KR Wt (%
n=_[mp"C) |WW) |(300 MHz, 5, CDCly)
29. H H H H 2 111 98 |—
30, | CH, | H CH; H 3 | 139 | 404 [2.02 G3H, 5); 2.19 GH, 5);
3.7-3.9 (4H, m);
5.73 (1H, s); 6.38 (1H, s).

3.75(2H,t,J=6 H2);
403 (2H,t,J = 5.5 Hz);
6.07 (1H, s);

6.62 (1H, s);

7.27 - 7.42 (5H, m).

32. | CH, H O/ H 2 201 57 |2.24(3H, s);

3l. O/ H CH, H 2 | 201 13 | 2.05(3H, s);

3.82-401 (4H, m);

6.19 (1H, s);

6.9 (1H, s);

7.1-7.4 (SH, m).

33. |SCH;| H H H 2 | 157 | 90 |22(Hs);

3.85 (2H, t, J = 6.0 Hz);
4.1 (2H, t, ] = 5.5 Hz);
6.14 (1H, dd); :

6.38 (1H, dd);
6.85 (1H, dd)
5 Preparation 6
Preparation of Methyl 2<(2,5-dimethyl-1H-pyrrol-1-yl)ethane sulfonate (Compound No. 35):
/\/OSOICH:
N

To a solution of compound 1 (3.0 g in 20 mL dichloromethane) obtained in preparation |1,
triethylamine (11 mL) was added followed by addition of methanesulfonyl chioride (5 g) at 0 °C. The

10 reaction mixture was stired at 0 °C for 1h under nitrogen atmosphere. The mixture was warmed to
temperature of about 20 to 25 °C and was stirred at that tempem'ture for about 2 h (TLC). After the

completion of the reaction, water (30 mL) was added and the organic layer was separated. The mixture
was washed with saturated sodium bicarbonate solution (20 mL), water (20 mL) and then with brine (20
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mL) and dried over Na;SO,. The organic layer was concentrated under reduced pressure. The crude

substance was used in the next step without purification.
In like manner to that described in Preparation 6 following comipounds of the formula (1c) (given in
Table 5) were prepared from the appropriately substituted pyrrole derivatives (1e) described earlier.

Table 5 :

R

(1c)

02CH,

Comp.
No.

Substituents on the pyrrole ring in (Ic)

Rl

Rl

Rl

R-‘

Mol.
Wt

n= |mp'c)

Yield
(% wiw)

THNMR

(300 MHz, 5, CDCl;)

34,

H

H

H

H

2 | 189

26

2.7(3H, 5);

4.43 (2H, t, J = 5.2 Hz);
6.17 (2H, t, ] = 2.1Hz);
6.7 (2H.t, J = 2.1 Hz);

3s.

CH,

CH,

2 | 217

2.23 (6H, s);
2,68 (3H, 5);
4,08 (2H,t, ] = 5.8 Hz);
434 (2H,t,J = 5.8 Hz);
5.78 (2H, s)

36.

CH,

CH,

2 | 217

98

37.

CaH;

2 | 217

90

1.29 (3H.t, J = 2.64 Hz);
2.58 (2H, q, J =7.32 Hz);
2.71 (3H, s);

4.15 (2H, t, ] = 5.52 Hz);
441 (2H,t,] = 5.5 Hz);
5.92 (1H, m);

6.11 (1H.t, J=3.16 Hz),
6.63 (1H.1, ) =226 Hz).

38.

CH,

CH,CH,

" 56

2.25 (3H. m)

126 (3H, ¢, I = 7.4 Hz);

2.57(2H. q, } = 7.42 Hz);
2.69 (3H. s);

4.12(2H.t, 1 =59 Hz),
4.34 (2H.t,J =59 Hz);
5.8 -5.83 (2H. m).

39,

CH,

(CH:CH;,

2 | 246

45

1.02 (3H.t,J =7 Hz);
1.65 (2H, m); .
2.25 (3H.s);
25(2H.L}=17.7 Hz);
2.69 (3H.s); .

4.1 (2H.t.J=59 Hz);
435(2H.LJ=59 Hx);

5.8 - 5.85 (2H. m).
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40.

CH,

(CH1)xCH,

259

0.95(3H,t,)=7.2 Hz):
1.44 - 1.46 (2H, m);
1.58 - 1.62 (2H. m);
2.25(3H, s);
2.5(2H.1,J = 5.9 Hz);
2.7 (3H. s);

4.1 (2H.t,]J =59 H2);
439 (2H,t,J = 5.9 Hz);
5.8 (2H. s5).

41.

CH,

279

98

234 (3H, s); 2.83 3H, s):
4,11 2H, t, ] = 5.7 Ha);
427 (2H, 1, J = 5.7 Hz);
596 (1H,d, ] =3.4 Hz);
6.10 (1H, d, J = 3.4 Hz);
7.27- 7.43 (SH. m).

42

CH,

279

86

2.28 (3H, s);
2.73 (3H, m);

4.16 (2H, d, ) = 5.4 Hz);
4.4 (2H, d, J = 5.4 Hz);
(6.2 (1H, s);

6.9 (1H, s);

7.17(1H, d, ] = 6.75 Hz);
7.3 (2H, d,J = 7.0 Hz);
7.46 (2H. d, ] = 7.0 Hz).

43,

CH,

293

233 (3H, s); 2.38 3H, s).
2.65 3H, 5);

4.12 (2H,t,J = 6.3 Hz);
4.25 (2H, t, ] = 6.3 Hz);
5.95 (1H, d,J = 3.4 Hz);
6.10 (1H, d, J = 3.4 Hz);
7.19-7.25 (4H, m).

CH;

293

95

2.33 (3H, s5); 2.38 (3H, s);
2,66 (3H, s);
4.12(2H,t,1 = 5.8 Hz),
4.27 (2H,t, ) =5.7 Hz);
595(1H,d, ] =3.37 Hx);
6.09 (1H, d, ) = 3.42 Hz);
7.12-7.16 (2H, m);

7.25- 7.31 (2H, m).

45,

CH,

293

55

234 (3H, s); 2.38(3H, s);
2.67 (3H, s);

4.13 (2H,t, ] = 5.8 Hz);
4.27(2H,t, J = 5.7 Hz);
596 (1H, 4,1 =3.36 Hz),
6.1 (1H,d, J =3.39 Hz);
7.13- 7.29 (4H, m).

46.

CH,

309

62

2.3 (3H, s); 2.67 (3H, s);
3.8 (3H, s);

4,12 (2H, t, ] = 5.45 Hz),
4.24 (2H,t,J=5.45 Hz);
5.9(1H, d,] =3.39 Hz);
6.0 (1H, d, J=3.39 Hz);
6.95 (2H, d, J=6.78 Hz);
7.26 (2H, d, ] = 6.78 Hz).
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47.

CH;

358

70

|12.33 (3H. s); 2.7 (3H, s);
4.13-4.15(2H, m);

4.2 -4.25(2H, m);
597(1H,d,J = 3.4 Hz);
6.12 (IH,d, )= 3.4 H2);
7.21 - 7.26 {2H, m);
7.52 - 7.55 (2H, m).

48.

CH,

297

90

2.3 (3H.s);

2.7 (3H, s);

3.6 (2H,t,) = 6.0 Hz);
4.1 (2H, d, J = 5.6 Hz);
4.22 (2H, d, J = 5.4 Hz);
59(1H,d,J=3.4 Hz);
6.0 (1H,d,J =34 Hz),
7.04 - 7.1 (2H, m);

7.2 - 7.3 (2H, m).

49.

CH,

3135,

2.3 (3H, s);

2.69 (3H, s);

4.15 (2H,d, ) = 6.3 Hz);
4.25 (2H, d, ] = 6.3 Hz);
5.96 - 5.97 (1H, dd);

6.1 (1H, d, J=3.4 Hz);
7.27 - 7.4 (4H, m).

50.

CH;

279

90

2.13 (3H, s);

2.73 (3H, m);

4.2 - 4.28 (4H, m);
16.05 (1H, s);

6.59 (1H, s);

7.29 - 7.43 (5H, m).

5l

CH;

355

90

2.73 (3H, s);

4.09 -4.14 (4H, m);
6.2 (1H, s);

7.0 - 7.4 (10H, m).

52.

i-Pr

CH,

245

. 97.1

1.28 (6h, d,J = 7.7 Hz);
2.25 (3H, s);
2.83-2.92 (1H, m),
4.14 (2H,t,J=6.9 Hz);
434 (2H, 1, ] = 6.9 Hz);
5.83 (2H, 5).

33.

i-Pr

i-Pr

272

37

1.23-1.25(12H,d, 1 = 6.7
Hz),

2.76 (3H, s);

2.82 - 2.99 (2H, m);

4.18 (2H, m);

4.33 (2H, m);

5.86 (2H, s)

54.

i-Pr

307

100

1.30 (6H, t, ] = 6.78 Hz);
2.65 (3H, m);

2.96 - 3.00 (1H, m);

4.04 (2H,t, J=6 Hz);
432 (2H,t,J=6 Hz);
6.0 (1H, d, J = 3.54 Hz);
6.12 (1H, d, J = 3.54 Hz);
7.32-7.43 (5H, m).
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55.

i-Pr

i-Pr

349

97

56.

i-Pr

337

99

57.

i-Pr

325

e &

1.29 (6H, d, I = 6.0 Hz);
2.69 (3H, s);
292-299(1H, m);
4.05 (2H,t, J=6.0 Hz)
427 (2H, t, ] = 6.0 Hz);
6.00 (1H,d,J=3.4Hz2);
6.1 (1H, d, J = 3.4 Hz);
7.07-7.1 (2H,1, I = 6.0
Hz);

7.30—7.35 (2H, m)

58.

i-Pr

369

61

1.35 (6H, d, J = 7 Hz);
2.76 (3H, 3);

* {3.0-3.05 (IH, m);

4.05 (2H, t, J = 6.2 Hz);
4,15 (2H, t, J = 6 Hz);
6.22 (1H, s);

7.07 —7.30 (9H, m)

59.

i-Pr

- 15

1.5-1.52(6H,d, 1 =7.1
Hz); 2.84 (3H, s);
3.44-13.52 (1H, m);
4.12-4.15(2H,t. I =64
Hz); 43434 (2H,t, ] =
6.4 Hz); 6.32 (1H, s);
7.12-7.18 (3H, 1, =8.5
Hz); 7.3-7.4 (4H, m);
7.56-7.59 (2H,d, ) =17.6
Hz).

60.

i-Pr

&

520
(160 -
162)

85

61,

i-Pr

534

100

62.

1

359

98

63.

L &

-COOE!

431

98.3

SCH,

235

95

[229 (3H, s); 2.77 (3H, 8);

415 -4.48 ( 4H, m);
6.17 (1H, dd),
6.4 (1H. dd);

6.85 (1H. dd).
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. Preparation 7
4-[2-(5-Methyl-2-phenylpyrrol-1-yl)ethoxy]benzaldehyde (compound No. §5):
O wo___
TN osoemt o' | M
pn OS0CH" HO Ph CHO
(1c) (1 J {ih)

To a suspension of potassium carbonate (16.43 g) in dimethyl formamide (50 mL), 4+-hydroxy

5  benzaldehyde (4.37 g) was added and warmed to 90 °C to 95 °C. To the solution, methyl 1-[5-methyl-2-
phenyl-1H-pyrrol-1yl]ethane sulfonate (10 g) (compound no. 41) dissolved in dimethyl formamide (50
mL) was added within 30 min and the reaction was continued for further 4 hours. The reaction mixture

was diluted with water (100 mL) and was extracted with ethyl acetate (3 x 100 mL), washed with water

(3 x 100 mL), brine (200 mL), and was dried over sodium sulfate. The solvent was evaporated under

'0 reduced pressure, to yield the title compound.

Table 6 :
R‘l
RC )
Comp.| Substituents on the pyrrole ring in (1p) | Mol. | Yield |'HNMR
No. Rl R; RJ R‘ Wt.
(mp°C) | (% |(300 MHz, §, CDCl;)
wiw)
65. CH, H H Phenyl 306 99 |239(H.s);
4.0 2H, t, 1= 6.3 Hi);
4.35(2H,t, ] =6.3 Hz);
598 (1H, d, ] =3.4 Hz);
3 6.12 (1H, t,J = 3.4 Hz);
6.74 (2H,d, J=8.7),
7.38 - 7.42 (5H, m);
7.73-1.75 (2H, d, ] = 8.8 Hz);
9.85 (1H.s).
15 Preparation 8

(S)-Ethyl 3-{4-[2-(2,5-dimethylpyrrol-1-yl)ethoxy]phenyi}-2-ethoxypropanoate (Example 2)

m .
A mixture (S)-ethyl 3-(4-hydroxyphenyl)-2-ethoxypropanoate (1.12 g), and potassium carbonate (2.37
g} in dimethyl formamide (20 mL) was stirred at 70 °C - 80 °C for 10 min. The respective mesylate
20 (Compound. No. 35) (2.3 g) dissolved in dimethyl formamide (10 mL) was added and stirred at 70 °C 1o
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15

20

25

30

80 °C for 24 h and was allowed to stand overnight at 70 C — 80 °C (ca.16 h). The reaction mixture was
diluted with water (40 mL). The product was extracted with ethyl acetate (2 x 50 mL). washed with
water (2 x 40 mL). brine (50 mL) and was dricd over sodium sulfate. Ethyl acetate was evaporated under
reduced pressure to obtain an oily product. The crude (3 g) product was chromatographed over silica gel
using ethyl acetate : petroleum ether (60 - 80) (1 : 9) as an eluent to afford the pure titled compound (2.6
g 57 %).

L |

Preparation 9
(S)-Ethyl 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate (Example 5)

A mixture of (S)-ethyl 3-(4-hydroxyphenyl)-2-ethoxypropionate (1.12 g) and dry potassium carbonate
(2.37 g) in dimethyl formamide (20 mL) was stirred at 80 °C for 30 min. 1-(2-bromoethyl)2-carbaldehyde
pyrrole (1.0 g, Compound. No. 27) was added a1 40 °C and stirring was continued at 80 °C for 24 h. The
reaction mixture was cooled to 20 °C = 25 °C and 20 mL water was added. The reaction mixture was
extracted with ethyl acetate (2 x 25 mL), washed with water (2 x 20 mL), brine (25 mL) and was dried
over sodium sulfate. The organic layer was evaporated under reduced pressure to obtain an oily product.
The crude oily product was chromatographed over silica gel (100 -200 mesh) using ethyl acetate :
petroleum ether (1:9) as an eluent to afford the title compound as a yellow oil (0.4 g, 22 %).

Preparation 10
(S)-Ethyl 3-{4-[2-(5-methyl-2(2-methylpheny!)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate
(Example 2)

A mixture of (S)-ethyl 3-(4-hydroxyphenyl)-2-ethoxypropionate (1.09 g), and dry potassium
carbonate (2.37 g) in toluene (15 mL) was heated to reflux for 45 min with continuous removal of water
using & Dean-Stark water separation. The mixture was cooled to 50 °C and mesylate compound No. 8
(1.2 g) was added. The reaction mixture was continued to reflux for 24 hrs. Later it was cooled to 20 °C -
25 °C and toluene was distilled at reduced pressure. To the residue, f)M water (20 mL) was added and the
crude product was extracted with ethyl acetate (2 x 25 mL), washed with water (2 x 20 mL), brine (25
mL) and was dried over sodium sulfate. The solvent was evaporated under reduced pressure to obtain an
oily product. The crude oily product was chromatographed over silica gel using ethyl acetate : petroleum
ether (60-80) (1:9) as an eluent to afford the title product as & yellow oil (63 %).

In like manner to that described in preparation 8 -10, the following compounds of the formula (I)
(given in Table 7) were prepared from nppropriatel* substituted pyrrole derivatives described in either
Table 5 or obtained from other methods described herein.

Table 7:
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OC,llg

-~

Substituents on the pyrrole ring in (1)

Rl

Ril

R’ R* n = |(mp°C)

Mol.
Wit.

Yield
(%

wiw)

"HNMR

(300 MHz. 5. CDCl,)

H

H

[38 )

H H

331

37

1.15 (3H,1,) = 6.9 Hz);
1.22 (3H,t,J=6.9 Hz);
2.94 (2H, dd);
3.33-338(1H, m);
3.54-3.65(1H, m),
3.95 (1H, dd);

4,12 - 4.26 (6H, m),
6.16 (2H,t, ] = 2.1Hz);
6.7 (2H,t, J = 2.1Hz);

|6.8 2H, d, J = 8.5Hz);

7.15 (2H, d, J = 8.5Hz).

CH,

H CH, 2

359

57

1.15 (3H, t,J = 6.9 Hz);
125 (3H,t,] = 6.9 Hz);
2.27 (6H, s);

2.91-2.94 (2H, m);
3.32-13.60 (2H, m);
3.97-42(7H, m);
5.78 (2H, s);

6.78(2H, d, ] = 8.5Hz);
7.15 (2H, d, ] = 8.5Hz).

CH,

359

1.15 (3H, t, ] = 7 Hz);
1.26 (3H, t,)J =7 Hz);
2.04 (3H, s); 2.23 (3H, s);
291 -2.94 (2H, m);
33-339(IH, m);
3.5-3.62 (1H, m);
3.92(1H, dd, J=6.0 Hz);
4.12 - 42 (6H, m);
5.7(1H, 5); 6.4 (1H, s);
6.77 (2H, d, I = 8.6 Hz);
7.15 (2H, d, J = 8.6 Hz).

CaHs

359

1.15(3H, t, J=7.02 Hz),
1.22 (3H,t,) =5.74 Hz);
1.26 (3H, t, ] = 6.03 Hz);
2.62 (2H, q);

293 (2H,d, ] =5.7 Hz);
3.94 (2H,t, ] =77 Hz);
4.12-420 (5H, m};

5.91 (1H, m
6.10(1H,t,J=3.12 Hz);
6.69-6.75 (1H, m);

6.76 (2H, d, ] =6.7 Hz);

7.13 (2H, d, J = 8.6]1 Hz).
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CHO

H 2 | 359

22

1.1(3H,t, 1=6.9 Hz);
126 (3H,t, J = 6.9 Hz);
294 - 4.08 (5H, m);
4,22 (2H, t, ] =4.9 Hz);
47 (2H,t,J=4.9 Hz),
6.23 (1H, dd);

6.7 (2H, dd, J = 8.5 Hz);
6.97 (1H, dd);

7.1 (1H, dd);

9.5 (1H, s5).

COCH,

H 2] 137

10

1.15 (3H,t, J=3.48 Hz);
1.2(3H,t, J= 5.1 Hz);
2.44 (3H, s);

293 (2H, dd, ] =5.55 Hz);
3.0-3.35(2H, m);

3.94 (2H, t, J = 3.58 Hz);
4.16 (2H, q, J; = 1.44 Hz,
J,=1.41 Hz);
4.21 (1H, t,] = 5.04 Hz);
4.69 (2H, t, ] = 4.99 Hz);
6.14-6.15 (1H, m);

6.75 (2H, d, J = 8.37 Hz);
6.99 - 7.01 (2H, m)

7.11 (2H, d, ] = 8.64 Hz).

CH,3

CH,CHy, |2 | 373

45

1.15 (3H, t, J=7 Hz);
1.22 (3H,t,J=7 Hz);
1.27 (3H, t, J = 7 Hz);
2.28 (3H, m);

2.63 (2H, q, 1 = 7.4 Hz),
2.9-2.96 (2H, m);
33-3.6(2H, m);

3.92 4.19 (7H, m);

5.8 -5.83 (2H, m);
6.75(2H, d, ] = 6.78 Hz);
7.14 (2H, d, ] = 6.78 Hz).

CH;

(CH2);CH,| 2 | 389

41

1.02 (3H, t,J=6.9 Hz),
1.15(3H,t,]=6.9 Hz);
123 (3H,t,J=17.14 Hz);
1.65-1.7(2H, m);

228 (3H, s);
2.5(2H,t,J=17.75 Hz);
2.9 -2.92 (2H, m);
3.25-3.5(2H, m);
3.94(1H,t, ] =3.66 Hz);
4.0-4.2(6H, m)

5.8 -5.83 (2H, m);

6.75 (2H, d,J = 8.5 Hz);

7.15 (2H, d. J = 8.5 H2).
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CH,

(CH:CH;,

401

46

0.95(3H,t,J=7.2 Hz);
1.15 (3H, t, J = 7 Hz);
123 (3H, t, J = 7 Hz);
1.4 - 1.47 (2H, m);

1.6 - 1.7(2H, m);

2.28 (3H, s);
2.5(2H,t,1="1.7Hz);
2.9-2.97 (2H, m);
33-339(1H, m);
3.55-3.63 (1H, m);
4,04 - 4,22 (6H, m)
5.8-5.83 (2H, m);
6.7(2H, d, J=3.5 Hz);
7.15(2H, d, ] = 8.5 Hz).

10.

CH,

421

85

1.15 (3H,t, = 6.9 Hz);
1.22(3H,t,]=17.]1 Hz);

2,37 (3H, s);

2.9 -2.92 (2H, dd);
3.32-3.35(IH, m);
3.5-3.58(1H, m);

3.9-3.92 (3H, m);

4.12-4.19 (2H, q);

4.28 (2H,t,] = 6.5 Hz);
5.96-597(1H,d,1=3.1 Hz);
6.1-6.11 (iH,d, ] = 3.11 Hz);
6.6 (2H,d, J= 8.5 Hz);

7.06- 7.09 (2H, d, ] = 8.5 Hz);
7.3 - 7.4 (5H. m).

CH,

421

63

1.15(3H,t,J=6.9 Hz);
1.22 (3H,t,J=17.1 H2),
2.37 (6H, s);

2.9 - 2.92 (2H, m);
33-34(I1H,m);
3.53-3.62(1H, m);
3.9(H,t,J=6.6 Hz);
4.1 - 422 (6H, m);

6.2 (1H, s);

6.8 (2H,d, ) =8.5 Hz),
6.98 (1H, s);

7.15(2H, d, } = 8.5 Hz);
7.23 - 7.33 (3H. m)

7.4 (2H.t,J=7.1 Hz).
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1.22 (3H, 1. ] = 6.9 Hz),
237 (3H.s): 2.39(3H. 5);
2.9-2.92 (2H, m);
3.3-3.37(1H, m);
3.56-3.62 (1H, m);

391 -42(5H, m);

4.27 (2H, m);

5.95(IH, d, ] =3.36 Hz);
6.10 (1H, d, J=3.36 Hz),
16.6 (2K, d, J = 8.5 Hz);
7.0 (2H, d, ] = 6.78 Hz);
71.19 (2H, d, ] = 8.5 H2);
7.28 (2H, d. J = 6.78 Hz).

CH, H H ,(O’ 2| 435 | 34 |1.16 (3H.1.)=6.9 Hz);
H

122 (3H.¢, J = 7.13 Hz);
237 (6H. s);

291 (2H. d, ] = 5.94 Hz);
3.89 - 3.95 (SH, m);
4.15(2H, g, J; = 7.11Hz, Jy =
7.11 Hz);

428 (2H. t, ] = 6.63 Hz);
595 (1H, d, J =339 Hz);
[6.07 (1H, d, J = 339 Hz);
6.59 (2H. d. J = 7.62 Hz);
7.07 2H, d, ) = 8.64 Hz);
7.15 - 7.28 (4H, m).

CH, H H ?’ 2| 435 | 37 |l.15(3H,t,) =69 Hz),
Ha

CH, H H (); 2| 435 | 53 |L.L15(3H,t,J =69 Hz);
Hy 1.22 (3H,1,J=17.13 Hz);
2.37 (6H, s);
2.9 - 2.92 (2H, m),;
3.3 - 3.58 (2H, m);
3.89-3.95 (3H, m);
4.15 (2H,t,]J =6 H2);
428 (2H, t, ] = 6 Hz);
5.95(1H, d,J =32 Hz);
6.0 (1H, d, J=3.2 Hz);
6.6 (2H, d, ) = 7.62 Hz),
7.0 (2H, d, ] = 8.64 Hz);
7.12 - 7.28 (4H, m).

57



% I ]
306

15.

CHs

5

451

4]

1.T(3H,t,J =7 Hz);

1.22 (3H,t,J = 7 Hz);
2.36 (3H, s);

2.9-2.92 (2H, dd);

3.3 -3.32(1H, m);
3.52-3.62(1H, m);

3 84 (3H, m);

39-3.94 3H, m);

4.14 (2H,1,) = 6.68 H2);
422 (2H, t, } = 6.68 Hz);
5.9(1H, d, J = 3.36 Hz);
(6.0 (1H, d, J = 3.36 Hz);
6.64 (2H, d, ] = 8.58 Hz);
16.95 (2H, d, ) = 6.78 Hz);
7.10 (2H, d, ) = 8.5 Hz);
7.31 (2H, d, J = 6.78 Hz).

16.

CH,

500

40

1.16 (3H, t,J =7 H2);
12 (3H, t, ] =7 Hz);
2,37 (31, 5);

2.95 (2H, dd);
3.29-3.38 (1H, m);
3.55-3.63 (1H, m);
3.9-3.95 (3H, m);
4.17(2H,t,J =63 Hx);
4.28 (2H,t, ] = 6.3 Hz);
59(IH, d, ] = 3.42 Hz);
6.1 (IH, d, J=3.42 H2);
6.6 (2H, d, ] = 8.5 Hz);
721 (2H,d, ] = 8.5 Hz);
7.29(2H,d, ) =8.5 Hz);
7.5 (2H, d, J = 8.5 Hz).

17.

CH,

439

30

1.15 (3H, t, ] = 6.99 Hz);
1.23 (3H, t, ] = 6.99 Hz);
1.58 (3H, s);

2.9 -2.93 (2H, dd);
3.55-3.65 (1H, m);
3.85-4.0(3H, m);

4.1 -4.2 (2H, m);

4.24 (2H,t,J = 6.4 Hz)
59(1H,d,J=33);
6.0(1H, d, J=3.4 Hz);
6.6 (2H,t,] = 8.6 Hz)
7.0-7.1 (4H, m);

7.26 - 7.38 (2H, m).

58



18.

CH,

CI’O/ :

455.5

1.15 3H, t, J = 7 Hz);
1.23 (3H, t, ] = 7 Hz);
2.36 3H, s);

2.9 -2.95 (2H, dd);

3.33 - 3.4 (1H, m);
3.53-3.62 (1H, m);
3.9-4.13 (3H, m);

4.18 (2H, t, J = 6.3 Hz);
426 (2H, t, ] = 6.3 Hz);
5.97(1H, d,J =327 Hz);
6.1 (1H, d, J=3.4 Hz);
6.6 (2H, d, ] = 8.4 Hz);
7.1 (2H, d, J = 8.4 Hz);
7.25 - 7.38 (2H, m).

19.

CH;

42]

1.15(3H,t,]=6.9 Hz),
1.23 3H,t,J=7.2 Hz);
2.13 (3H, s); 2.92 (2H, d);
3.33 (1H, m); 3.59 (1H, m);
3.94 (3H, m);

4.07-4.26 (4H, m),

6.05 (1H, s);

6.67 - 6.72 (3H, m);

7.12 (2H, m);

7.3 - 743 (5H, m).

20.

CH,

497

1.153 (3H,t, ] = 7.0 Hz);
1.24 (3H, t,J =7 Hz);
2.4 (3H, s);

2.9 -2.92 (2H, m);

3.33 -3.36 (1H, m);
3.53- 3.63 (1H, m);
3.85-3.95 (3H, m);

4.1 -4.2 (4H, m);

16.2 (1H, s);

6.5 - 7.4 (14H, m).

21.

i-Pr

CH, 2

387

1.15 (3H, t, J=6.9 Hz);
1.2(3H,t, ] =6.9 Hz);
1.25 (6H, d, J = 6.7 Hz);
2.27 (3H,s);

2.9 -3.0 (3H,m);

3.3 —-3.63 (2H, m);

3.96 (1H,dd, );

4.06 (2H, t, J =6.9 Hz);
4.14 — 4.24 (4H, m);
5.83 (2H, s);

6.73 (2H, d, ] = 8.5 Hz);

7.15 (2H, d, J = 8.5 Hz).
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22,

i-Pr

i-Pr

415

36

1.15(3H,t, ] = 6.9 Hz);
1.23(3H, t, J=7 Hz);

1.24 - 1.26 (12H, J = 6.7 Hz);
2.9 (4H, m); 3.35 1(H);

3.6 (1H, m);

3.95(1H, dd, ] =7? Hz);

4.05 (2H, t);

4.1-42(2H, q,J;=6.8 Hz,
J;= 7.1 H2);

4.23 (2H, t, ] = 6.6 Hz);

5.87 (2H, s);

6.75 - 6.76 (2H, d, ] = 8.6 H);
7.12-7.15 2H, d, ] = 8.6 Hz)

23.

i-Pr

449

31

1.14(3H, t, ] = 6.99 Bz);
1.21 (3H, t, J = 5.55 Hz);
1.31 (6H, d, ] =6.15 Hz);
2.90 (2H, d, ] = 6.15 Hz);
3.32-3.57 (2H, m);

3.84 (2H, t, ] = 6.75 Hz);
3.91 (1H, t, J = 3.55 Hz);

'14.12-4.19(2H, q, J, = 7.14

Hz, ], =7.14 Hz);
433 (2H,t, ] = 6.8 Hz);
6.00 (1H, d, ] =3.51 Hz);
6.12 (14, d, J =3.51 Hz);
6.53 (2H, d, ] =8.64 Hz);
6.93 (2H,d,J = 8.7 Hz)
7.05 (2H, d, J = 8.61 Hz);
7.31 7.40 (SH, m).

24.

i-Pr

i-Pr

491

35

1.15 (3H, t, J=6.9Hz);
1.22 (3H, t, J=7.1 Hz);
1.31 (6H, d, J=6 Hz);
2.90 (2H, dd);
3.33-335 (1H, m);
3.84 (2H, ¢, J=6.6 Hz);
3.33-3.58 (2H,m);
3.91-3.95(1H, dd);
4.124.19(2H, q, J= 7.0 Hz);
4.29 (2H, t, J=6.6 Hz);
6.55 (2H, d, J=8.6 H2);

|6.10 (1H, d, J=3.5 Hz);

598 (IH, d, J=3.4 Hz);
7.0-17.1 (4H, m);

7.3-738 (2H. m)
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i-Pr

479

33

1.1 (3H,t,)=7Hz);
1.2(3H.t,J =7 Hz);
1.31(6H, d, J=6 Hz):
3.0-3.1(1H, m);

290 (2H, dd); 3.33 (2H, m);
3.8 (3H, s); 3.85 (2H. 1,);

392 (1H, 1),

4.12-4.16 (2H, q, J=7.14 Hz);
4.28 (2H,1,] = 6.8 Hz);
598(1H,d,) =34 H2);
6.07(1H,d,J=3.5 Hz),

6.56 (2H, d, ] =8.6 Hz);

693 (2H,d,J=8.7Hz)

7.32 (2H, d, ] = 8.5 Hz);
7.05(2H, d, ] = 8.5 Hz);

i-Pr

467

51

1.15 (3H, t, }=6.9Hz);
1.22 (3H, t, J=7.1 Hz);
1.31 (6H, d, J=6 Hz);
2.90 (2H, dd);
3.33-3.35 (1H, m);
3.84 (2H, t, J=6.6 Hz);
333-3.58 (2H,m);
3.91-3.95 (1H, dd};
4.12-4.19(2H, q, J= 7.0 Hz);
4.29 (2H, t, J=6.6 Hz),
6.55 (2H, d, J=8.6 Hz);

(6.10 (1H, d, J=3.5 Hz);

5.98 (1H, d, J=3.4 Hz);
7.0-7.1 (4H, m);
7.3 - 7.38 (2H, m)

27.

i-Pr

543

48

1.1 3H, t, J =6.95 Hz);
1.2(3H,t,J=17.1 Hz);
136 (6H,d,)J =7 Hz);
2.9 (2H, d, J= 6.29 Hz);
3.0-3.1(1H, m);
3.3-3.58 (2H, m);

3.8 (2H,t,] = 6.8 Hz);
3.9(2H,t,)J =7 Hz);
4.1 -4.2 (4H, m);

6.2 (1H,5);
(6.5—73(13H, m).

28.

i-Pr

586

20

1.15(3H, 1,1 =6.9 Hz);

123 (3H,t,) =7.1 Hz);

1.51- 1.53 (6H, d, I = 7.1 Hz);
292 (2H,dd, =11 Hz);
3.33-3.4(1H, m);

3.5 - 3.6 (2H, Complex);
3.9-4.0 (3H, m);
4.1-42(2H, q,J =77 Hz);
43-4.4(2H,t,J= 6.3 Hz);

6.31 (1H, s);

6.58 - 6.61 2H, d, ] = 8.5 Hz);
7.0-7.2 (4H, m); 7.3-7.4 (4H, m);
7.5 (1H, s); 7.6 (2H, d, J = 7.6 Hz)
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299

i-Pr

662

44

|

s
1.08 (3H, t, ] = 7.0 Hz);
1.16 (3H, 1. J = 7.0 Hz);
1.49 (6H d, } = 7 H2);
2.85 (2H, dd)

3.26 (1H, m); 3.5 (2H, m)
3.87 (2H, t); 3.9 (1H, t);
4.09 (2H, q); 4.19 (2H, t);
6.53 (2H,d,J=8.5H2)
6.79 (1H, s);

6.90—7.18 (16H, m)

30.

i-Pr

¥,
g

676

89

1.14 (2H,1,, ) = 6.9 Hz)
122 (3H,1, ) =7 Hz);
1.53 (6H,d,J =7 Hz);
197 (2H, m);, 291 (2H,dd)
3.32 (IH, m); 3.56 (2H, m);
3.76 (2H, 1); 3.93 (1H, ©);

4.07 (2H, 1);

4.15 (2H, g, = 7 Hz);

6.62 — 6.65 (2H, d);

6.84 (1H, s);

6.9-698 (3H, m);

7.03 - 7.05 (2H, d);

7.09 - 7.18 (10H, m).

31

501

15

1.12 (3H, ¢, J = 7.0 Hz);
1.21 3H,t, J=7.0 Hz);
2.88 (2H, d, ) = 6.0 Hz);
3.3 (1H, m); 3.6 (1H, m); 3.61
(2H, 1); 3.9 (1H, m);

4.1 (2H,t, ] =79 Hz);
4.37 (2H, t, J = 6.0 Hz);
|6.26 (2H, dd, ] =3.3 Hz);
6.9 (2H, d, J = 9.0 Hz);
7.1 (2H, m);

7.41 - 7.49 (SH, m).

32.

-COOEt

573

13.5

1.1 -1.25 (9H, m);

2.8 (2H, d, J =63 Hz);

3.3 (IH, m); 3.6 (1H, m); 3.61
1(2H. m); 3.9 (1H, t);

4.1 - 4.2]1 (6H, m),

6.3 (1H, s);

6.9 (2H,d, ] =9.0 Hz);

7.1 (2H, m);

7.42 - 7.47 (9H, m)
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33. | SCH, H H H 2| 377 | 20 |1.14(3H,1,J=7.0 Hz);
1.24 (3H, t, ] = 7.0 Hz);
229 (3H, s);

2.90-2.94 (2H, m);
3.30-3.40(1H, m);
3.54 - 3.62 (1H, m);
3.95(1H,t,J=3.6 Hz);
4.13 - 4.22 (4H, m);
440 (2H, t, J=5.6 Hz);
6.15(2H, d, J= 3.2 Hz);
6.37 (1H, dd);

6.80 (2H, d, J=8.5 Hz);
6.94 (1H, m);

7.15 (2H, d, 1 = 8.5 Hz).

Preparation 11
(5)-Methyl 3-{4-[2-(2,5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoate (Example 34)

OCH,
H;

M

Using a similar procedure to that described in prepamation 8, (S)-methyl 3-(4-hydroxyphenyl)-2-
methoxypropancate (3.3 g), and mesylate (Compound. No. 41, 4.38 g), gave the titled compound (1.2 g,
20 %).

in the like manner to that described in above example, the corresponding propoxy derivative
(Example no. 35) was prepared using (S)-Propyl 3-(4-hydroxyphenyl)-2-propoxy propionate and
mesylate (given in the Table 8).
Table 8 :

ul
ﬁ.\' /\/0 OR
R R mrbl

0
@

Ex. |Substituents on the pyrrole ring in (I) Mol. |Yield |'HNMR
No. wt (%

Rl RT RJ Rll = (mp'C) WI\V)

(300 MHz, &, CDCly)

34.

CH,

H

H

o

CH,

393

20

2.37 (3H, s);

3.33 (3H, m);

3.71 (3H, m);

3.92 (3H, t, ] = 6.96 Hz),
4.29 (3H, t, ] = 6.6 Hz);
5.97(1H, d, J=3.36 Hz);
6.11 (1H,d, ) =3.39 Hz);
6.6 (2H, d, ) = 8.67 Hz);
7.05 (2H, d, ) = 8.64 Hz);
7.30 - 7.40 (5H. m).
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15

26

35.

CH,

GCsH;| 449

20 |0.83 (3H,t,J=74 H2);
0.89 (3H, t, J=7.4 Hz);
1.53 - 1.63 (4H, m);

2.37 (3H, 5)

291 (2H, d, J = 5.54 Hz);
3.20-3.48 (2H, m);

3.92 (6H, t, J = 6.59 Hz);
4.06 (2H, t, J = 6.67 Hz);
428 (2H,t,J="7.4 Hz);
5.97(1H,d, ] =13.39 Hz);
6.11 (1H, d, J=3.4 Hz);
6.59 (2H, d, ] = 8.64 Hz);
7.07(2H, d, ] = 8.63 Hz);
7.25 - 7.4 (SH, m).

Preparation no. 12
Ethyl (E/Z) 2-ethoxy-3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl]prop-2-encate (Example 36)

dn N\-° OC;H;
= " OJ\", OEt

0

To a solution of triethyl 2-ethoxyphosphonoacetate (12.5 g) in dry THF (60 mL) was added slowly to
a well-stirred ice-cold suspension of NaH (1.8 g, 60 % dispersion in oil) in dry THF (60 mL) under N
atmosphere. The reaction mixture was stirred at 0°C for 30 min. and 4-{2-(5-methyl-2-phenylpyrrol-1-
yl)ethoxy]benzaldehyde (compound no. 65) (10.8 g) in dry THF (80 mL) was added. The mixture was
allowed to warm up to 20 °C to 25 °C and stirred for 3.5 hrs. The solvent was evaporated and the residue
was diluted with water (150 mL) further the product was extracted with cthyl acetate (2 x 150 mL). The
combined extract was washed with water (150 mL), brine (50 mL), and was dried over sodium sulfate.
The solvent was evaporated under reduced pressure to afford crude product. The crude product was
chromatographed over silica gel using pet. ether : cther (9 : 1) as an cluent to afford E and Z isomers.

which were isolated by removing the of solvents.

Table 9:
Ex. Substituents on the pyrrole ring Mol. Wt.| Yield [ HNMR
No. T ) 3 3 (mp°C) e
R R R R wiw) [(300 MHz 8, CDCLy)
36. CH, H H Phenyl 419 40 |E/Z-isomer




37. CHj, H H Phenyl 419 15 |E-isomer

1.13(3H, t, ) = 7.14 Hz);

1.4 (3H. t. ] = 6.9 Hz);

2.3 (3H, s);

3.86 -3.95 (4H, m);

4.13 (2H, q,J = 7.1 Hz):

4.27 -4.31 (2H.t, ] = 6.6 Hz),
5.96 (IH, d, ) =3.3 Hz2).

6.03 (1H, s);

6.11 (1H,d,J=3.3 Hz):
6.5-6.6 (2H,d, J=8.7 Hz);
7.03-7.06 (2H, d, J = 8.5 Hz)
7.32 - 7.34 (1H, m);

7.35 - 7.41 (4H. m).

38. CH, H H Phenyl 419 15 |Z-isomer

1.33-1.38 (6H, t, ] =7.0 H2),
2.38 (3H, s);

3.92 -3.99 (4H, m);

4.24 - 433 (4H, m);

598 (1H, d, J=3.3 Hz);

6.11 (1H,d, J =3.3 Hz);

6.63 -6.6 (1H, d, } = 8.9 Hz);
6.92 (1H, s); 733 (1H, m);
71.36 - 7.41 (4H, m);
1.64-7.67 (2H, d, J = 8.8 Hz).

Preparation 13
(R/S) Ethyl 2-ethoxy-3[4-[2-[2-methyl-5-phenyl-1H-pyrrol-1-ylJethoxy]phenyl] propanoate

/N0 OC,H;
= Ph O\/quczﬂs
o

Mixture of E/Z compounds (Example no. 36 and 37) obtained in preparation 12 (7.1 g, 0.016 mole)
and magnesium turnings (7.3 g, 0.3 mole) in dry methano! (70 mL) was stirred at 25 °C for 3.5 hrs. H;0
(150 mL) was added and pH of the reaction mixture was adjusted to 2-3 with 35 % hydrochloric acid.
The product was extracted in ethyl acetate (2 x 100 mL) combined extract was washed with H,O (2 x 100
mL) brine (100 mL) and dried over Na,SO;. The extrect was concentrated under reduced pressure. The
crude product was chromatographed over silica gel using pet. ether : ether (9 : 1) es an eluent. The
product obtained was racemic mixture.

Alternatively, the E and Z compound mixture is hydrogenated in the presence of 10 % Pd/C catzlyst
at EO psi pressure to obtain the title compound.

Table 10:
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15

o

390

Ex.
No.

Substituents on the pvrrole ring

RI

RZ

RJ

Rl

Mol. Wt.
(mp°C)

Yield

wiw)

"HNMR

(300 MHz, §. CDCl,)

39.

CH,

H

H

Phenyl

407

50

1.15(6H,t,] =70 Hz);
2.37 (3H, 5);

2.90 - 2.92 (2H, dd);
3.32-3.35(1H, m);
3.55-3.57(1H, m);
3.69 (3H, s);

3.90-3.97 (3H, m);
4.29 (2H, t, J = 6.9 Hz);
59(IH,d,J=3.4 Hz);
6.1 (1H,d,J=3.4 Hz);
6.59 (2H, d, J = 8.6 Hz);
7.05 (2H, d, 1 =8.5 Hz),
7.26 - 741 (5H. m).

Preparation 14

AN

gC:Hs

(S)-3-{4-[2-(2,5-Dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid (Example 40)

A mixture of substituted ester (prepared in example 2) (1.38 g), sodium hydroxide (3.0 %, I5 mL) in
methanol (20 mL) was stirred at 20 °C to 25 °C for 10 h. Methanol was evaporated under reduced
pressure. The residue was diluted with water (20 mL) and was acidified with dilute hydrochloric acid.
The product was extracted with ethy! acetate (3 x 20 mL) and washed w1tl'| water (2 x 80 mL), brine (80
mL) and was dried over sodium sulfate to obtain an oily product (1.2 g, 94 %). The crude product (3 g)
was separated by column chromatography using silica gel using hexane : ethyl acetate (9 : 1) as an eluent

to afford the pure title compound (0.75 g, 59 %).

In like manner to that described in Preparation 14 above following compounds of the formula (T)
(given in Table 11) were prepared from the appropriately substituted pyrrole derivatives described

elsewhere :
Table 11 :

R? R
R OH
o
o
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. |Substituents on the

le ring in (1)

RI

RI

RJ

R4

Mol. |Yield
wt. %W/

(mp°C) [W)

THNMR
(300 MHz, 8, CDCL)

H

H

H

303

79

1.16 (3H, t, ] = 6 9Hz),
2.97(1H, dd);

3.0(1h, dd);
336-3.6(2H, m);
401 (1H, dd);
4.17-4.28(4H, m)
6.16 (2H,t,1=2.1Hz);
6.75 - 6.80 (4H, m);
6.7 (2H,t,J=2.1Hz);
6.8 (2H, d, ] = 8.5Hz);
7.15 (2H, d, J = 8.5Hz).

41.

CH,

CH, 2

3312
(102)

59

L

1.18 (3H,t, 1= 7 Hz);
228 (6H, s);

2.93 - 3.08 (2H, m),
3.45 - 3.59 (2H, m);
4.03 - 4.18 (5H, m);
5.79(1H, s);

6.78(2H, d, J = 8.5Hz);
7.15 (2H, d, ] = 8.5Hz).

42.

CH,

CH,

331

0.96 (3H,t,]=6.76 Hz);
1.9 (3H, s); 2.13 (3H, s);
2.78 (2H, m);
33-3.6(2H, m);

4.05 (5H, m);

5.53 (1H, s);

6.43 (1H,s

6.75 (2H,d, 1 =9.0 Hz);
7.07 (2H, d, ] = 9.0 Hz).

43.

C,H;

331

10

1.16 (3H,t,J=6.9 Hz);
1.27 (3H,t,J = 3.51Hz);
2.62 (2H, q);

3.44-3.46 (2H, m);

4.03 (1H, dd. 1, =4.23 Hz,

J,=4.5 Hz);
4.13 (2H, t, ] = 5.2 Hz);
4.18 (2H,t,J=3.76 Hz).
5.91-5.92 (1H, m)
6.10(1H,t,1=3,12 Hz):
6.70 (1H, d,J =201 Hz):
6.77 (2H, d, ] = 8.7 Hz):
7.135 (2H, d, ] = 8.64 Hz).

CHO

331

5

1.10 (2H, t,J =7 Hz);
2.8-3.8 (5H,m);

4.16 (2H,t,1 =49 Hz):
4.65 (2H,t,J =49 Hz);
6.22 (1H, dd)
6.7(2H,d, ] = 8.5 Hz):
7.1 (2H, d, ] = 8.5 Hz):
9.49 (1H, s).
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39

45.

COCH;

H | 2|34

()

0.87 (3H, t, ] = 6.87 Hz);
2.39 (3H, s);
2.66 (2H, dd, J=11.55 Hz);
2.95 - 3.06 (2H, m);
3.73(IH, t,J=4.5 Hz);
4.09 (3H,t, 1 =4.74 H2),
4.60 (2H, t, J = 4.89 Hz);
6.08 (IH,dd, J, =2.61 Hz,
J2=2.64 Hz);
6.58 (2H, d, ] =8.37 Hz);
6.92-6.99 2H, m);
7.00 (2H, d, ] = 8.34 Hz).

46.

CH,

CH,CHy | 2 | 345

54

1.16 3H, t, 1 =7 Hz);
1.28 (3H,1,J =7 Hz);
2.28 (3H, m);
2.55(2H,t,J = 7.4 Hz);
3.06 (2H, dd);

3.4 -3.62 2H,m);
4.0-4.16 (SH, m);

5.8 -5.84 (2H, m);
6.75(2H,d,J =6.78 Hz);
7.14 (2H, d, J = 6.78 Hz).

47,

CH,

(CH).CH,| 2 | 423

66

1.02 (3H, t, J =69 Hz);
1.17(3H, t, ] = 6.9 Hz);
1.7 (2H, sextet);

2.28 (3H, s);
2.55(2H,t,J= 7.7 Hz);
2.94 (1H, dd);

3.4 (1H, dd);

3.4 -3.62 (2H,m);
4.0-4.2 (5H, m);
5.8-5.84 (ZH, m);
6.75(2H, d, ] = 8.5 Hz);
7.14 (2H, d. ] = 8.5 H2).

48.

CH,

(CH:)CHy| 2 | 373

76

0.95 (3H,t, J=7.2 Hz);
1.17 (3H,t,J = 7.0 Hz);
1.4-1.5(2H, m);

1.6 - 1.7 (2H, m);

2.28 (3H, s);
2.57(2H,t,)=1.7 Hz);
2,95 (1H, dd).

3.07 (1H, dd);
3.4-3.5(1H, m);
3.53-3.62(1H, m);
4.0-42 (5H, m);
5.8-5.83 2H. m);

6.77 (2H.d, J =8.5 Hz);

1.15(2H, d. ] = 8.5 Hz).
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49,

CH,

393

96

1.16 (3H, t. 1 = 6.9 Hz):

2.37 (3H. s);
292-3.02(2H.dd, ], =7 Hz,
J; =42 Hz);

341-3.58(2H. m);

3.92 (2H, t);

3.98-401 (I1H.m);
4.1-43(2H,1,)=6.5 Hz);
596 (1H,d,J =3.3 Hz);

|6.1 (1H,d,1=33 Hz),

6.6 (2H,d,J=8.5 Hz);
7.0(2H,d, ] = 8.5 Hz);

7.06- 7.09 (2H, d, J = 8.6 Hz);
7.2-7.4 (5H, m).

50.

CH,

393

96

.16 3H, , 1 = 6.9 Hz);

237 (3H, s);

2.92 ~3.02 (2H, dd, J, =7 Hz,
J; =42 Hz);

3.41 -3.58 (2H, m);

3.92 (2H, t);

3.98 -4.01 (1H, m);

4.1-4.3 (2H, t, ] = 6.5 Hz);

596 (1H,d,] =3.3 Hz);

6.1 (1H, d, J =3.3 Hz);

6.6 (2H, d,) = 8.5 Hz);

7.0 (2H, d, ] = 8.5 Hz);

7.06- 7.09 (2H, d, ) = 8.6 Hz),

7.2 - 7.4 (5H, m).

51.

CH,

407

75

1.02 (3H, t, J = 6.9 Hz);
2.34 (3H, s); 2.36 (3H, s);
2.74 (1H, dd);

3.0 (1H, dd);

3.19-3.22 (1H, m);
3.4.345(1H, m);
3.78-3.79 (1H, m);
3.8(2H,t,] = 6.4 Hz);
4.25 (2H,t,] = 6.4 Hz);
5.96 (1H,d, ] =3.36 Hz);
6.1 (1H,d, J= 8.5 Hz);
6.6 (2H, d, J = 8.5 Hz);
7.19(2H, d,) = 8.5 Hz);
7.28 (2H, d, ] = 8.5 Hz).

52,

CH,

407

100

1.25 (3H,t,1=7.15 Hz);
237 (3H, s);

3.0 (1H, m);

3.41 - 3.58 (2H, dd);

3.91 (2H,t,J = 6.58 Hz);
4.00 (1H, dd, ] =4.29 Hz);
6.07 (1H, d, ] = 3.42 Hz);
6.6 (2H, d, J = 8.6 Hz);
7.07 (2H, d, ] = 8.58 Hz);
7.14 - 7.28 (4H,m).

69




£ad

33.

CH,

£

407

20 |

54,

CH,

welS

423

62

1,077 (3H, t, ] = 7 Hz);
2.368 (3H, s); 2.93 (3H, s);
2.94 (1H, m);
3.35-3.5(2H, m);

3.78 (1H,t,1=17.1 Hz);
3.8 (3H, m);

3.9(2H,tJ =7 Hz);

425 (2H, t,J = 7 Hz);
59(lH,d,J =336 Hz);
6.0 (1H, d, J =3.36 Hz);
6.64 (2H,d,J = 8.5 Hz);
7.1(2H, d, ) =8.5 Hz);
731 (2H, d, ] = 6.78 Hz).

55.

CH,

472

84

1.02 (3H,t,J=69Hz);
2.353 (3H, s);

2.74 (1H, dd);

2.95 (1H, dd);
3.19-3.28 (1H, m);
3.4-345(1H, m);

3.8 (1H, dd);
39(2H,t,J=6.2] Hz);
4.26 (2H,1,] = 6.2 Hz);
5.9 (1H,d, J=3 Hz);
6.1 (2H,d,J=3.4 Hz);
16.6 (2H, d, ) = 8.5 Hz);
7.1(2H,d, ] =8.5 Hz);
7.29 (2H, d, ] = 8.5 Hz).

56.

CH,

419

17

1.02 (3H, t, ) = 6.9 Hz);

2.3 (3H, s);

2.7-2.8(1H, m);

2.96 (1H, m);

3.1-3.2(1H, m);
34-35(1H, m);

3.86-3.91 (2H,t,] = 6.3 Hz);
42 424 (2H,t,J= 63 Hz),
59(1H,d,J =33 Hz);
6.05(1H, d, J=13.3 Hz);
6.56- 6.59 (2H, d, ] = 8.6 Hz);
7.05-7.09 (4H,m);

7.28-7.37 (2H, m).

57.

CH;

427.5

37

58.

CH,3

393

4]

70




59.

CH,

469

.16 GH, t, J = 7 Hz);
241 (3H, s);

2.9 (1H, dd);

3.05 (1H, dd);

3.4-3.6 (2H, m),

3.9 (2H, t, J = 6.5 Hz);
4.03 (1H, dd);

4.16 (2H, t, J = 6.5 Hz);
6.2 2H,s);

6.5-7.4 (14H, m).

i-Pr

359

20

|

1.17(3H, t, J=6.9 Hz);
126 (6H, d,J = 6.7 Hz);
2.27 (3H,s);
29-3.0(1H, m);

3.07 (1H, dd);

3.42 -3.58 (2H, m);
4.02- 4.08 (3H, m),

4.2 (2H,t,J=6.3 H2),
5.83 (2H, s);

6.7 (2H, d, J = 8 Hz);
7.15(2H, d, ] = 8 Hz).

61.

i-Pr

i-Pr 2

387

50

1.19(3H,t,]= 6.8 Hz);
1.24-1.26(12H, d, J = 6.7 Hz);
2.92 - 2.99 (4H, complex);
340 (I1H, m); 3.6 (IH, m);
4.03 (3H, complex);

4.24 (2H,t, ] = Hz);

5.87 (2H, s);

6.75-6.76 (2H, d,J = M Hz),
7.13-7.15 (6H, d, ] = 8.6 Hz).

62.

i-Pr

443

87

0.94 (3H, t, ] = 7.29 Hz);
1.22 (6H, d, J = 7.29 Hz);
2.49-2.51(2H, dd, J= 6.75Hz);
3.03 - 3.08 (1H, m);
3.45-3.53 (1H, t, J = 4.5 Hz);
3.82 (2H,t, J = 5.91 Hz);
429 (2H, t, J = 5.92 Hz);
5.85 (1H, d, J = 3.51 Hz);
5.95(1H, d, J = 3 Hz);

6.52 (2H, d, ] = 8.58 Hz);
7.01 (2H, d, ] = 8.52 Hz)
7.29-7.40 (SH, m).

63.

i-Pr

i-Pr 2

463

43

1.12(3H, t,J = 6.9 Hz),
1.2-1.3 (12H, m);

2.96 -3.76 (7H, m);
4.03 - 4.05 (2H,m);
430(2H,t, ] =6.9 Hz);
5.39 (1H, s);

6.80 (2H, d, ] = 8.5H2);
7.15 (2H, d, J = 8.5Hz);
7.2-17.33 (5H, m).

7




95

219

i-Pr

451

84

1.2(3H,t,J =7 Hz);
1.29 (6H, d, ] = 6 Hz);
2.90 (2H, dd);
3.04-3.06 (1H, m);
3.33 - 3.59 (2H, m);
3.8 (3H,s); 4.0 (1H, t);
3.84 (2H,t,J =6 Hz);
4.28 (2H,t,J=6.7Hz); -
598 (14, d,J =34 Hz);
6.56 (2H, d, ] = 8.6 Hz);
6.08 (1H,d,J=3.5 Hz);
6.93 2H, d, ] =8.7Hz);
7.03 (2H, t, ] = 8.5Hz);
732 (2H, d, ] = 8.5Hz).

65.

i-Pr

439

36

1.173H, t, 1 = 6.9 Hz);
131 (6H, d, J =6.9 Hz);
2.93 (2H, dd);

3.03-3.1 (1H, m);
3.33-3.58(2H, m);
3.84 2H,t, ] = 6.5 Hz),
40(1H, m); -

4.29 (2H,t, ] = 6.6 Hz);
6.56 (2H, d, J = 8.6 Hz);
6.10 (1H, d, J =3.5 Hz);
6.00(1H,d, J=3.5 Hz);
7.0-7.1 (4H, m);
7.3-7.38 (2H, m).

i-Pr

515

(127-
128)

53

1.19(3H, t, J= 6.9 Hz);
1.36 (6H, d, J=7 Hz),
2.95(2H, dd, J= 7.1 Hz);
3.0-3.1(IH, m);
3.45-3.57 (2H, m);
3.83(2H, t,J= 6.5 Hz);
40-4.04 (1H, m);

4.2 (2H, t, J= 6.7 Hz);
6.2 (1H, s);

6.5-7.28 (13H. m).

67.

i-Pr

“
g

558

50

1.18 (3H,t,J=6.9 Hz);
1.51- 1.53 (6H, d. J =7 Hz);
29-3.1(2H,dd. ] =7? Hz);
3.5-3.6 (3H, Complex):

392 (2H,t, J = 6.2 Hz);

4,05 (IH, dd, ] = 7? Hz);

4.3 (ZHI tLI=62 HZ);
16.31(1H, 9);

6.58-6.60 (2H, d. ] = 6.7 Hz);

7.5 (1H. s); 7.58 - 7.59 (2H. d)

7.1 (4H, m); 7.30 - 7.38 (4H, m);




68.

i-Pr

O,NHC_E_

]

634
(112-
114)

61

091 (3H.1,1=6.7 H2);
1.45 (6H. d. J= 6.8 H2);
2.91 (2H, dd);

3.13(1H, m);
332-349(2H, m);

3.80 (3H, m)

4.15 (2H, t, }= 6.5 Hz);
6.46 (2H, d); 6.78 (1H, s);
6.86—7.18 (16H. m).

69.

i-Pr

: ,NHCO

648
(114-
116)

24

1.1 (3H,t, ) =7Ha),

1.47 (6H, d, ) = 7 H2);

1.91 (2R, m); 3.01 (2H, dd);
341 (1H, m); 3.98 (1H, t);
3.71 (2H, ¢, J= 6 Hz);

4,02 (2H, t, J=72 Hz);
6.59 (1H, t); 6.78 (1H, s);
6.9 (2H, m); 7.1 (10H, m).

70.

-H

473

60.3

0.9 (3H,1); 2.6 (IH, t);
2.9 (2H, d); 3.2 (1H, m);
3.5(2H, t); 3.6 (1H, m);
6.21 (2H, dd, J=3 Hz),
6.9 (2H, d);

7.0(2H,t, ) =9.0 Hz);
7.31 - 7.6 (9H. m).

71.

-COOE!

545

L]

0.9 (3H, 1); 2.6 (14, 1);
2.9 (2H, d); 3.2 (1H, m);
3.5 (2H, t); 3.6 (1H, m);
6.7 (1H, 5); 6.9 (2H, d);
7.1 (2H, t);

7.29 - 7.6 (9H, m).

72.

SCH,

349

93

1.18(2H,t,J = 7 Hz);
2.29 (3H, s);

2.9 -3.1 (2H, m),;
34-3.6(2H, m);

4.0 -4.04 {(1H, m);

4.2 (2H, t, J = 5.6 Hz),
4.42 (2H,t,) = 5.6 H2);
6.1 (1H,t,J=3.2 Hz);
6.38 (1H, dd);

6.8 (2H, d,J = 8.5 Hz);
6.95 (1N, dd);

7.15 (2H, d, J=8.5 Hz).

In a like manfler to the procedure given in Preparation 14, the esters described in examples 36, 37

Preparation 15
(E/Z) 3-{4-[2«(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropen-2-oic acid

5 and 38 can be converted to a corresponding acid.

73




10

-
R R
iN/\/o OC,H,
R} - OH
[#]
(Example 73)
Table 12:
Ex. [Substituents on the pymoleringin (1h)  [Mol. Wt.[Yield |'"HNMR
No. R R © my (mp°C) ‘;'(’I‘w) (300 MHz, 8§, CDCly)
73. |CHs H H Phenyl 391 59 (E/Z)
74. 1CH; H H Phenyl 391 25 E-isomer
1.35(3H,t, ] = 6.8 Hz);
2.36 (3H, s); 3.8 - 3.9 (4H, m);
4.28 (2H, t,J = 6.4 Hz);
5.5 (1H, s8);
~ |59(1H,d,J=3.3 Hz);
6.0 (1H, d, J=3.3 Hz);
16.5 (2H, d, J = 8.7 Hz),;
7.1 (2H,d, J=8.6 Hz)
7.3 - 7.4 (5H, m).
75. ICHy H H Phenyl 391 25 Z-isomer
1.37 (3H, t, ] =7.0 Hz);
2.3 (3H, s); 3.9 - 4.02 (4H, m);
4.3 (2H, t, J =6.4 Hz);
5.9(1H,d, J=32 Hz);
I6.l (1H,d,J=32Hz);
6.6 (1H, d,J = 8.8 Hz);
7.0 (1H, s);
726 - 7.42 (5H, m);
1.6(2H, d, ] = 8.8 Hz).
Preparation 16
(R/S) 3-{4-[2«(5-methyl-2-phenylpyrrol-1-yl)ethoxy]lphenyl}-2-ethoxypropanoic acid
(Example 76)
/ N g W o oc:ﬂs
= OH
o .
M
Using the procedure similar to that described in Preparation 14, the racemic ester (Example 39) was
hydrolysed to its corresponding acid. F '
Table 13:

74



Ex. Substituents on the pyrrole ring  |Mol. Wt.| Yield |'"H NMR
No. T 1 3 T (mp°C) %
R R R R wiw) (300 MHz, §, CDCly)

76. CH, H H Phenyl 393 50 |1.15(6H,t,J=7.0 Hz);

2.37 (3H, s); 2.90 - 2.92 (2H, dd);
3.32-3.35(1H, m);
3.55-3.57(1H, m); ¢

3.69 (3H, 3); 3.90 - 3.97 (3H, m);
4.29 (2H, t, ] = 6.9 Hz);

r.g (1H, d, ] =3.4 Hz);

6.1 (1H,d,J=3.4 Hz);

6.59 (2H, d, ] = 8.6 Hz);
7.05 (2H, d, J = 8.5 H2);
7.26 - 741 (5H, m).
Preparation 17
R? R
= N0 OR'
R A OR
)
m

Using the procedure similar to that described in Preparation 14, the methoxy and propoxy ester
(Example 34 and 35) was hydrolysed to its corresponding acid.

Table 14 :
Ex. | Substituents on the pymole ring Mol. Wt.| Yield "HNMR
No. TR TR z R (mp*C) | (% \lffw) (300 MHz, 5

CDCly)

77. |CHy | H H O/ CH, 379 20 |-
78. {CH;| H H O/ CH; 408 2 |-

Preparation 18
{2R, N(1S)]/ [2S, N(1S)] 2-Ethoxy-N-(2-hydroxy-1-phenylethyl)-3-{4-[2-(5-methyl-2-phenylpyrrol-1-
yl)ethoxy]phenyl } propanamide

o GO

{Example no. 79) (Example no.
80)

75
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15

To a well-stirred solution of (+) 2-ethoxy 3-{4-[2-(5-Methyl-2{(4-methylphenyD)pyrrol-1-vl)ethoxy]
phenyl}-propanoic acid (! g, 2 mmole) (prepared as in Example no. 76) in dry dichloromethane (10 mL),
triethylamine (0.674 mL, 0.485 g, 4 mmole) was added at 0 °C, followed by ethylchloroformate (0.311 g,

0.275 mL, 2 mmole) and stirred for 3.5 hr at same temperature. To this reaction, solution containing of

(S)-phenyl glycinol (0.329 g, 2 mmole) in dichloromethane (5 mL) and tricthylamine (0.674 mL, 0.485 g,
4 mmole) was added at 0 °C to 5 °C. After stimring for 3 hrs at Bt 10 °C, the reaction was warmed to 20
- 25 °C and stirred for 16 hrs. The reaction mixture was diluted with dichloromethane (20 mL) and

washed with H;O (20 mL), brine (20 mL), dried over anhy. Na;SO, and evaporated.

-3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-N-{2-hydroxy-1-phenylethyl) propanamide.
Table 15 :

Ex

Substituents on the pyrrole ring

No..

Rl

RZ

R] . R‘

Mol.
Wt

(mp°C)

Yield
1(% wiw)

'HNMR

(300 MHz, 5, CDCly)

79.

CH,

H

H Phenyl

407

50

(2R) diastereomer

1.12 (3H, t, ] =6.9 Hz); 2.30 (3H, 5);
2.80 - 3.1 (2H, dd);

3.5 (2H, m); 3.91 - 3.95 (5H, m);

4.30 (2H, t, ] = 6.5 Hz);

5.00 (1H, m); 5.90 (1H, d, J = 3.3 Hz);
6.10(1H,d,J =33 Hz);

6.60 (2H, d, J = 8.4 Hz);

6.9 -7.1 (4H, m); 7.2 -7.3 (3H, m);
7.32 - 7.4 (5H, m).

80.

CH,

H Phenyl

407

50

(2S) diastereomer

1.18 (3H, t, ] =7.0 Hz);

2.39 (3H, s); 2.80- 3.1 (2H. dd);
3.5-3.55 (2H, m);

3.84 - 3.97 (5H, m);

4.30 (2H, t, ] = 6.7 Hz);

5.00 (1H, m); 5.90 (1H, d. J = 3.3 Hz);
6.10(1H, d,J=3.3 Hz);

6.55 (2H, d, ] = 8.6 Hz),

6.9-7.1 (4H, d, ] = 8.5 Hz);
7.22-7.26 (3H, m)

7.41 (5H, m).

Preparation 19
(R)-3-{4-[2«5-methyl-2-phenylpyrrol- | -yl)ethoxy]phenyl}-2-ethoxypropanoic acid from the
corresponding diastereomer {Example no. 81) '

76

The residue was chromatographed over silica gel using a gradient of 10 - 50 % of ethy] acetate : pet. °
ether as an eluent to afford firstly diastereomer assigned as [(2R)-N(1S)]-2-Ethoxy-3-{4-[2(5-methyl-2-
phenylpyrrol-1-yl)ethoxy]phenyl}-N-(2-hydroxy-1-phenylethyl)propanamide and [(2S)-N(1S)]-2-Ethoxy



15

20

25

N0 H OEt

e,

OH

0

A solution -of [(2ZR}-N(1S)]-2-Ethoxy-3-{4-[2-(5-methyl-2-phenylpyrrol-1-y])ethoxy]phenyl}-N-{2-
hydroxy-1-phenylethyl)propanamide (Example no. 79)(280 mg, 0.546 mmole) in a mixture of 1M.
sulfuric acid (7 mL) and dioxane : H.O :HClI (1:1,56 mL) was hested for at 100 °C for 24 hrs. The
reaction mixture was cooled to 20 °C to 30 °C. Product was extracted in ethyl acetate (2 x 30 mL).
Combined extract was washed with H-O (3 x 30 mL), brine (30 mL) and dried over anhy. Na,SO;. Ethyl
acetate was evaporated under reduced pressure to afford (252 mg) product.

Preparation 20
(5)-3-{4-[2(5-methyl-2-phenylpyTrol-1-yl)cthoxy]phenyl }-2-ethoxypropanoic acid from the
corresponding diastereomer

-0 OEt
N
. 0

A solution of [(25)-N(1S)}-2-Ethoxy-3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-N-(2-
hydroxy-1-phenylethyl) propanamide (Example no. 80) was treated same as in preparation 19 to obtain
the corresponding optically active acid. The is found identical to that obtained in (Examplie no. 48).

Preparation 21
3-{4-[2(5-Methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid sodium salt
(Example 100)

& -
= Ne*

The acid prepared in example 49 (2.6 g) was dissolved in methano! (30 mL), sodium hydroxide
(0.264 g) was added and stirred for 1 hour at 20 °C to 25 °C, Afterwards, methanol was distilled at
reduced pressure, to obtain an oily product. It was stirred with diisopropyl ether (50 mL) at 20-30 °C.
Solid sodium salt obtained was cargfully filtered (2.3 g).

Preparation 22
3-{4-[2«(5-Methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxy propanoic acid calcium salt
(Example 101)

Ei




_ 3%

N0 1. HCHs
[
Ph

L - 2
The sodium salt of example 95 (0.200 g). was dissolved in methanol (10 mL) and treated with calcium

acetate (0.090 g) at 20 °C — 25 °C. Further, 50 mL of water wes added when the calcium salt of the acid
precipitates out. The precipitate was filtered, washed with water and then with di-isopropyl ether (2 x 20

mL) to afford the title compound.
Using the above procedure for Example 100 and Example 101 following snlts are prepared using the
appropriate acids/bases or according to the methods known in literature.

Table 16 :

Riwe \O&r"”

M
Substituents on the pyrrole ring in (1) N Na' salts Ca™ salts
R R R’ R* Example no. |Example no.
H H H H 2 82. 83.
CH, H H CH, 2 84. 85.
CH, H CH, H- 2 86. 87.
C:H;s H H H 2 88. 89.
CHO H H H 2 90. 91.
COCH, H H H 2 92. 93.
CH, H H CH,CH, -2 94. 9s.
CH, H H (CH)CH, | 2 9. 97.
CH, H H (CH;);CH;, 2 98. 99.
CH, H H 2 100. 101.

2 102. 103.

e o
e

CH;

CH, H H 2 *. 104. 105.

CH, H H 2 108. J 109,

nes
gL

CH,3 H H H,co'O, 2 106. 107.
vl




CH; H H 2 110. 111.
FU '

CH; H H 2 112. 113.

CH, H G/ ©/ 2 114, 115.

- j-Pr H H CH;, 2 116. 117.

i-Pr H H i-Pr 118. 119.

i-Pr H H O/ 120. 121.

i-Pr @/ H i~Pr 2 122. 123.

i-Pr H H H‘OO‘O/ 2 124. 125.

i-Pr H H D/ 2 . 126, 127.
F

i-Pr H O/ U 2 128. 129,
F

i-Pr O""co H D/ 2 130. 131.
F

i-Pr U"“co O/ D/ 2 132. 133.
F

i-Pr NHCO 3 134, 135.

oo |

O/ -H H D/ 2 136. 137.
F

O/ -Coot H D/ 2 138. 139,
F

SCH;, H H H 2 . 140, 141,

Table 17
R? R
j::N.. ~0 OC,lig
e
R \O\)\r"w
0.
m
Substituents on the pyrrole ring in () n M
Na™ salts Ca™ salts
R R’ R’ R* Example no. |Example no.
CH, H H 2 142. 143,
E-isomer




CH; H H

2

Z-isomer

144, 145.

Table 18 :

Substituents on the pyrrolering | R' | M
R[R| R R’

(mp°C)

'"HNMR

(300 MHz, § CDCl;)

146. (CH; | H H Na| 401

T

237 (3H, s); 2.93 - 3.03 (2H, m);
337(3H, s); 3.90-3.96 (3H, m);
428 (2H, t,] =6.57 Hz),

596 (1H,d, J=3.33 Hz);

6.10 (1H, d, J=3.36 Hz);

6.61 (2H, d, ] = 8.58 Hz);

7.08 (2H, d, ) = 8.55 Hz);

7.26 - 7.41 (5H, m).

147. |CH; | H H Ca| 796

ok
HyC

0.83 3H, t, J = 7.4 Hz),

0.89 (3H, t, J = 7.4 Hz);

1.53 - 1.63 (4H, m); 2.37 (3H, s);
2.91(2H, d, ] = 5.54 Hz);

3.20 - 3.48 (2H, m);

3.92 (6H, t, J = 6.59 Hz);

4.06 (2H, t, J = 6.67 Hz);

428 (2H,t,J=6.61 Hz)
5.97(1H, d, ] =3.33 Hz);

6.11 (1H, d,J = 3.40 Hz);

H6.59 (2H, d, ] = 8.64 Hz);

1.07 (2H, d, J = 8.63 Hz),
1.25 - 7.40 (SH. m).

148. | CHy | H H Ca| 852

Forig
HyC

42

0.77 (3H,t,J =741 Hz),
1.47 - 1.49 (4H, m);

2.3 (3H, s);

2.60 - 2.63 (2H, s)
3.07-3.38 (2H, m);

3.90 (2H,t, J = 6.01 Hz);
4.31 (2H,t, ] =6.61 Hz)
5.87(1H, d, J =3.36 Hz),
5.99(1H,d,J=3.39 Hz);
6.58 (2H, d, J = 8.52 Hz);
7.10(2H, d, ] = 8.52 Hz);
7.29 - 7.40 (5H. m).

The compounds of the present invention lowered triglyceride. total cholesterol, LDL. VLDL and

increased HDL and lowered serum glucose levels. This was demonstrated by in vivo animal experiments.

A) Demonstration of in vitro efficacy of compounds:
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25

30

35

i) Determination of hPPARa activity:

A chimeric expression vectors constructs containing the translational sequences of PPAR ~ and
amino acid sequences of DNA binding domains were fused and inserted into PGL3 basic vector. The
expression and sequence were verified through immunobloting and sequence analysis (ABI DNA
analvzer). These chimeric vectors containing ligand binding as well as DNA binding domain and a
reporter plasmid containing the luciferase gene driven by SV40 promoter were transfected into CV-1 cell
using the transfectin (Gibco BRL, USA). A control reporter plasmid was also transfected to nionitor the
transfection efficiency. After 48 hrs of transfection, The test compound was added in various
concentration and incubated overnight. The luciferase activity was analyzed as a function of compound
binding/activation capacity of PPARa. by Juciferase assay system (promega, USA).

ii) Determination of hPPARYy activity:

A chimeric expression vectors constructs containing the translational sequences of PPARy and amino
acid sequences of DNA binding domains were fused and inserted into PGL3 basic vector. The
expression and sequence were verified through immunobloting and sequence analysis (ABI DNA
analyzer). These chimeric vectors containing ligand binding as well as DNA binding domain and a
reporter plasmid containing the luciferase gene driven by SV40 promoter were transfected into CV-1 cell
using the transfectin (Gibco BRL, USA). A control reporter plasmid was aiso transfected to monitor the
transfection efficiency. After 48 hrs of transfection, The test compound was added in various

concentration and incubated overnight. The luciferase activity was analyzed as a function of compound

binding/activation capacity of PPARY, by luciferase assay system (promega, USA).

B)' Demonstration of in vivo efficacy of compounds:

i) Plasma triglyceride and total cholesterol lowering activ.ily in Swiss albino mice and Guinea

pigs:

Male Swiss albino mice (SAM) and male Guinea pigs were bred in Zydus animal house. All these
animals were maintained under 12 hour light and dark cycle at 25+] °C. Animals were given standard
laboratory chow (NIN, Hyderabad, Indin) and water ad libium. SAM of 20-30 g body weight range and
Guinea pigs of 600-750 g body weight range were used (Atherosclerosis, 1988, 70:107-114).

The test compounds were administered orally to Swiss albino mice at 0.001 to 50 mg / kg/ day dose
for 6 days. Control mice were treated with vehicle (0.25% of Carboxymethylcellulose; dose 10 ml/kg).
The test compounds were administered orally to Guinea pigs at 0.1 to 30 mg / kg/ day dose for 6 days.
The compound was administered after suspending it 0.25 % CMCfbor dissolving it in water, when
compound is water-soluble. Control mice were treated with vehicle (0.25% of Carboxymethylcellulose;
dose 10 mi/kg). '

The blood samples were collected on 0® day and in fed state 1 hour after drug administration on 6®

day of the treatment. The blood was collected in non heparinised capillary and the serum was analyzed
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for triglyceride and total cholesterol (Wieland, O. Methods of Enzymatic ﬁa'lysis. Bergermeyer, H., O..
Ed.. 1963. 211-214: Trinder, P. Ann. Clin. Biochem. 1969. 6: 24-27). Measurement of plasma
wriglyceride and total cholesterol was done using commercial kits (Zydus-Cadila, Pathline, Ahmedabad,
India).
Formula for calculation :
Percentage reduction in triglycerides/total cholesterol were calculated according to the formula :

Percentage reduction (%) =(1 - {(TT/TOY (TC/OC)} TT x 100

OC = Zero day control group value
OT = Zero day treated group value
TC = Test day control group TT = Test day treated group

ii) Cholesterol lowering activity in hypercholesterolemic rat models

Male Sprague Dawley mts stock bred in Zydus animal house were maintained under 12 hour light
and dark cycle at 251 °C. Rats of 100-150 g body weight range were used for the experiment. Animals
were made hypercholesterolemic by feeding 1 % cholesterol and 0.5 % sodium cholate mixed with
standard laboratory chow (NIN, Hyderabad, India) and water ad libitum for 5 days. The animals were
maintained on the same diet throughout the experiment [Petit D., Bonnefis M. T., Rey C and Infante R.,
Effects of ciprofibrate on liver lipids and lipoprotein synthesis in normal and hyperlipidemic rats,
Atherosclerasis, 74, 215-225(1988)).

" The test compounds were administered orally at a dose 0.03 to 50 mg/ kg/ day for 4 days, after
suspending it in 0.25 % CMC or dissolving it in water when compound is water-soluble. Control group
was treated with vehicle alone (0.25% of Carboxymethylcellulose; dose 10 ml/kg).

The blood samples were collected in fed state on 0* and 1 hour after drug administration on 6* day
of the treatment. The blood was collected from the retro-orbital sinus through non-heparinised capillary
and the serum samples were analyzed for triglyceride and total cholesterol using commercial kits (Zydus-
Cadila, Pathline, Ahmedabad, India). LDL and HDL by commercial kits (Point Scientific, USA). LDL
and VLDL cholesterol were calculated from the data obtained for total cholesterol, HDL and triglyceride.

The reduction in VLDL cholesterol is calculated according to the formula.

VLDL cholesterol in mg/dl = Total cholesterol — HDL cholesterol - LDL cholesterol

iitf) Plasma glucose lowering activity in db/db mice models

Homozygous animal Cs;BL/KsJ-db/db mice are obese, hyperglycemic, hyperinsulinemic and insufin
resistant (J. Clin. Invest,, 85, 962-967, 1990), whereas heterozygous are lean and normoglycemic. The
homozygous animals very closely mimic the human type 11 diabetes when blood sugar levels are not
sufficiently controlled. Since this type of model resembles human type I diabetes mellitus, the
compounds of the invention were tested for their antidiabetic activity in this model. .
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Taecczeurds of the srazent inven:ion showed plasma glucose and triglycerides lowering activities.
lice Coq T L2305 mice of 8 to 14 weeks age, having body weight range of 40 to 60 grams,
prosured oo 2 Jackson Laboratory, USA, were used in the experiment.

Test corzpounds were suspend=< on 0.25% carboxymethyl celluiose or dissolved in water when the
cortacund is water soluble and administered to test group containing 6 animals at a dose of 0.001 mg to
5 mg/kg through oral gavege daily for 6 days. The control group received vehicle (dose 10 ml/kg). On
the 6® day, one hour after the drug dosing, blood was collected from retro-orbital sinus and the plasma
wes analyzed for glucose and triglycerides were measured using commercial kits (Zydus-Cadila,
Pethline, Ahmedabad, India). The plasma glucose and triglyceride lowering activities of the test
comzound was calculated according of the formula:

Plasma glucose lowering sctivity (%) =1~ DT/DC | x 100
TC/ZC

ZC = Zero day control group value DC = Zero day treated group value
TC = Test day control group DT = Test day treated group

iv) Plasma triglyceride /cholesterol/body weight lowering effect in Golden Syrian hamsters :

Male Golden Syrian hamsters were fed with a standard diet mixed with | % cholesterol and 0.5 %
sodium cholate for 5 days, On 6" day test compounds in dose ranging from 1 mg to 10 mg /kg/day were
administered as CMC suspension, and the same diet was maintained for the next 15 days. On the 15 day
the blood samples were collected in fed state, one hour after drug administration from retro-orbital sinus
and the serum was analyzed for triglyceride and cholesterol using commercial kits (Zydus-Cadila,
Parhline, Ahmedabad, India). The body weight was measured with respect to untreated group on
hypercholesteremic diet. The compounds of the present invention reduced triglycerides, cholesterol and
body weight in this animal model.

No adverse effects were observed for any of the mentioned compounds of invention. The compounds
of the present invention showed good plasma lowering and lipid and cholesterol lowering activity in the
experimental animals used. These compounds are useful for the testing / prophylaxis of diseases caused
by hyperlipidemia, hypercholesterolemia. hyperinsulinemia, hyperglycemia such as NIDDM,
cardiovascular diseases, stroke, hypertension. obesity since such diseases are interlinked to each other.
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We claim,
1 A compound of formula (I):
1
.I
it
R"

(n

their derivatives, their analogs, their tautomeric forms, their sterecisomers, their polymorphs, the.ir
pharmaceutically acceptable salts, their pharm;lceutically_ acceptable solvates, wherein one or mare
groups R, R}, R’, R may be same or different and represent hydrogen, halogen, perhaloalkyl, hydroxy,
thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted groups selected from
linear or branched (C;-Cjp)alkyl, linear or branched (C;-Cjs)alkenyl, (Cy-Ci)cycloalkyl, (Cs-
Ci)cycloalkenyl, bicyeloalkyl, bicycloalke.nyl, (C)-C\2)alkoxy, cyclo(C3-Cj)alkoxy, aryl, aryloxy, aralkyl,
ar(C,-Cj)alkoxy,  heterocyclyl, heteroaryl, heterocycly(C,-Ci2)alkyl,  heteroar(C,-C;z)alkyl,
heteroaryloxy, heteroar(C,-Ciy)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy, acylamino,
monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonvl,  heterocyclylalkoxycarbonyl,  heteroaryloxycarbonyl.  heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl.
alkoxyalkyl. aryloxyalkyl, aralkoxyalkyl, (C-Ci)alkylthio, thio(Ci-Cir)alkyl, arylthio. (Ci-
Ci2)alkoxyecarbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino, alkylamidino, alkylguanidino, dialkylguanidino. hydrazino, alkyl hydrazino.
alkoxyamino. hydroxvlamino. derivatives of sulfenyl and sulfonyl groups. carboxylic acid and its
derivatives. sulfonic acid and its derivatives. phosphonic acid and its derivatives; or the adjacent groups
R’ and R? together may form a five or a six membered ring, optidnally containing one or more double
bonds and optionally containing one or more heteroatoms selected from O, N, or S; n is an integer
ranging from | to 8: W represents O. S or NR” where R” represents hydrogen. (C,-C2)alky! or aryl; Ar
represents a substituted or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic
group; R® and R® represent both hydrogen or together represent a bond; R® and R® may also represent a
hydroxy, (C\-Cia)alkyl. (C-Ci2)alkoxy, halogen, acyl, substituted or unsubstituted arafkyl group; X
represents O or S: R’ represents hydrogen. perfluoro(Ci-Ciz)alkyl. substituted or unsubstituted groups
selected from (C,-Cja)alkyl. cyclo(C,-Ciz)alkyl. aryl, anC,-Ci»)alkyl. heteroaryl. heteroar(C,-CJ)alkyl.
heterocyclyl. alkoxyalkyl. arvloxvalkyl. alkoxycarbonyl. arvloxycarbonyl. cycloalkyloxycarbonyl,
alkylaminocarbonyl. arvlaminocarbonyl, acyl groups: Y represents O or S: Z represents oxygen. sulfur
or NR™. where R" represents hydrogen or substituied or unsubstituted groups selected from (C)-
Cialkyl. anil. aCi-Cyzlalkyl. hydroxv(C,-Cjz)alkyl. amino(C,-Cip)alkyl. heteroaryl. heteroar(C;-

5t



10

IS

30

(1) 3-{4-[2-(5-methyl-2-(4-methyiphenyi)pyrrol-1-yl)ethoxyjphenyl}-2-ethoxypropanoic acid and its
pharmaccutically acceptable salts:

(+) 3-{d4-[2-(5-methyl-2-(4-methylphenyl)pyrrol- | -¥l)cthoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2-(5-methy]-2-(4-methylpheny1)pvtrol- 1-vl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts:

{£) 3-{4-[2-(5-methyl-2-(3-methylpheny1)pyrrol- 1 -yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2-(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; ‘

(-) 3-{4-[2-(5-methyl-2-(3-methylpheny])pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; }

() 3-{4-[2-(5-methyl-2-(2-methylpheny1)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2(5-methyl-2-(2-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2«(5-methyl-2-(2-methylphenyT)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3-{4-[2-(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-{2-(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
phermeceutically acceptable salts;

(-) 3-{4-[2«(5-methyl-2«(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its
pharmaceutically acceptable saits;

(1) 3-{4-[25-methyl-2-(4-bromopheny|)pyrrol-1-yl)ethoxylphenyl } -2-ethoxypropanoic acid and its
pharmaceutically acceptable salts; '

(+) 3-{4-[2-(5-methyl-2-(4-bromophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

() 3-{4-[2-(5-methyl-2-(4-bromaphenyl)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;




. {2) 3-{4-[2-(5-methyl-2(4-fluorophenyl)pyrrol-1-yv1)ethoxy]phenyl}-2-cthkypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2-(5-methyl-2-(4-fluoropheny!)pyrrol-1-vl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

5 (-) 3-{4-[2(5-methyl- 2-(4-fluorophenyl)pyrrol-1-yl jethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3-{4-[2<5-methyl-2-(4-chlorophenyl)pyrrol-1-vl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceuticaily acceptable salts;

(+) 3-{4-[2-(5-methyl-2-(4-chloropheny!)pyrrol- 1 -¥])ethoxy]phenyl}-2-ethoxypropenoic acid and its
10 pharmaceuticaily acceptable salts;

(-) 3-{4-[2(5-methyl-2(4-chloropheny!)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

{1) 3-{4-[24-methyl-2-phenylpyrrol-]-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts;
15 (+) 3-{4-|2-(4-methyl-2-phenyipyrrol-]-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts;
{-) 3-{4-[2-(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts;
(1) 3-{4-[2<(5-methyl-2,3-diphenylpyrrol- I-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
20 pharmaceutically acceptable salts;
(1) 3-{4-[2-(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;
(<) 3-{4-[2<(5-methyl-2,3-diphenylpyrrol-1 -yl)ethoxy]phenyl}-2-eth6xypropanoic acid and its
pharmaceutically acceptable saits;
25 (1) 3-{4-[2<2-isopropyl-5-methylpyrroil-1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its
pharmaceutically acceptable salts;

(+) 3-{4-[22-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its
pharmaceutically accepfible salts;

(-) 3-{4-[2-(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its pharmaceutically

30  acceptable salts;
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(1) 3-{4-[2-(2,5-diisopropypyrrol-1-yl)ethoxy]phenyl} -2-ethaxypropenoic acid and its pharmaceutically ‘

acceptable salts;

(+) 3-{4-[2«(2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
accepieble salts;

(-)_3-{4-[2-(2.5-diiscpropylpyn'ol-l-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(%) 3-{4-[2«(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2<(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4{2(5-isopropyi-2-phenylpyrrol-1-yl)ethoxy]pheny! } -2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(1) 3-{4-[2(2,5diisopropyl-3-phenylpytrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2(2,5-diisopropyl-3-phenylpyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[242,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3«(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol- [ -yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
pharmaceuticaily acceptable salts;

(<) 3«(4-{2-[5-isopropyl-2-{4-methoxyphenyl)pyrrol- 1-yljethoxy} phenyl)-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;

(%) 3-(4-{2-[2«4-fluorophenyl)-5-isopropylpyrrol-1-vi]ethoxy} phenyl)-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts:

(+) 3«(4-{2-[2{(4-fluorophenyl)-5-isopropyipyrrol-1-vl]ethoxy} phenyl)-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts:

(-) 3{(4-{2-[2«(4-fluorophenyl)-5-isopropylpyrrol-1 -v(Jethoxy} phenyl)-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts:
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(%) 3-(4-(2-[2-(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid
and its pharmaceutically acceptable salts;

(+) 3-(4-(2-[2-(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid
and its pharmaceutically acceptable salts;

- 3-(4-(2—[2-(4-ﬂuomphenyl)-5-isopropyl-3-phenylpyrml-1-y!]ethoxy)phenyl)—2-etl'|oxypropnnoic acid
and its pharmaceutically acceptable salts;

(1) 3«(4-{2-[2(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(+) 3-(4-{2-[2-(4-ﬂuorophlenyl)-s-isopropyl-4-phenylcarbamoylp}11'ol-I-yl]ethoxy}phenyl)—Z-
ethoxypropanoic acid end its pharmaceutically acceptable salts;

(-) 3(4-{2-[2-(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(£) 3H(4-{2-[2(4-fluorophenyl)}-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid its pharmaceutically acceptable salts;

(+) 3<{4-{2-[2<(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylipyrmol-1-yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(-) 3(4-{2-[2{(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol- 1-yl]lethoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(%) 3(4-{3-[2(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrroi- 1 -yl]propoxy} phenyl)-2-
ethoxypropanoic acid and its pharmaceutically acceptable salts;

(+) 3-(4-{3-[2-(4-flucrophenyl)-3-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1 -yl]propoxy} phenyl) -

2-ethoxypropanoic acid and its pharmaceutically acceptable salts:

(-)3~(4-{3-[2(4-fluorophenyl)-5-isopropyl-3-pheny!-4-phenylcarbamoylpyrrol-1-yl}propoxy} phenyl) -2-

ethoxypropanoic acid and its pharmaceutically acceptable salts;

() 3-(4-(2-[2<(4-fluorophenyl)-5-phenylpyrrol- 1 -ylJethoxy)phenyi)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts:

(+) 3{4-{2-[2«<4-fluorophenyl)-5-phenylpyrroi-1-yl]ethoxy} pheny1)-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts:

(-) 3{4-{2-[2<{4-fluorophenyl)-5-phenylpyrroi- ] -yl]ethoxy} pheny1}-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts:

Jol
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(1) 3-}4-[2-(3-carboxy-5-phenyl-2-(4-fluoropheny)}pyrrol- I-vl)ethoxy]phenyl]}- 2-ethoxypropanoic acid
and its pharmaccutically acceptable salis:

(+) 3-[4-[2-(3-carboxy-5-phenyl-2-(4-fluoropheny|)pyrrol- 1 -yl )ethoxy]phenyl}- 2-ethoxypropanoic acid
and its pharmaceutically acceptable salts;

() 3-[3-[2-(3-carboxy-5-phenyl-2{4-fluoropheny1)pyrrol-1-y])ethoxy]phenyl]- 2-ethoxypropanoic acid
and its pharmaceutically acceptable salis;

() 3-{4-[2-(2-methylthiopyrrol-1-yDethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2-(2-methylthiopyrrol- | -vl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts:

(-) 3-{4-[2-(2-methylthiopyrrol-1-yl)ethoxy]pheny|}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts: )

(E/Z) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxyprop-2-enoic acid and its
pharmaceutically acceptable salts )

(E) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its
pharmaceutically acceptable salts and

(Z) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its

pharmaceutically acceptable salts.
23. A compound according to claim 22, which is selected from :

(%) 3-{4-[2-(pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Ne, K, Ca, Mg, lysine,
arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium, substituted
ammonium salts or aluminium salts;

(+) 3-{4-[2<(pyrrol- l-yl)ethox.y]phenyl}-Z-emoxypropmoic acid and its Li, Na, K, Ca, Mg, lysine,
arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium, substituted
ammonium salts or aluminium salis;

() 3-{4-[2-(pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine,
arginine, guenidine and its derivatives, tromethamine, diethanolamine, choline, ammonium, substituted

ammonium salts or aluminium salts;
'

(1) 3-{4-[2-(2,5-dimethylpyrrol-1-yl)ethoxylphenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine; choline, ammonium,

substituted ammonium salts or aluminium salts;
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Cialkyl groups: R® represents hydrogen, substituted or unsubstitutpd ‘groups selected from (C)-
Cipalkyl. arvl. ar(C\-C)a)aikyl, heteroaryl, hcteroar(C:-C 2)alkyl, heterocyclyl, heterocyclylalkyl.
hvdroxvalkyl. alkoxvalkyl, alkylaminoalky! groups: R'® and R? together may form a 5 or 6 membered
substituted or unsubstituted cyclic ring structure comtaining carbon atoms or containing one or more

heteroatoms selected from O. N and S.
2 A compound according to'claim 1, wherein the substituents on the groups R', R?, R® and R* are

selected from halogen, hydrexy, formyl. nitro, oxo. thio, or unsubstituted or substituted groups sclected
from alkvl. cycloalic;l, alkoxy, cycloalkoxy, aryl, aralkyl. aralkoxvalkyl, heterocyclyl, heteroaryi,
heteroaralkyl, acyl, acyloxy, hydroxyalkyl, amino, acylamino. arylamino, aminoalkyl, aryloxy, aralkoxy;
alkylamino, alkoxyalkyl, alkylthio, thioalkyl groups. thioalkyl. alkylsuifenyl, alkylsulfonyl, carboxylic

acid or its derivatives, or sulfonic acid or its derivatives or phosphonic acid or its derivatives.
3. A compound according to elaim 1, wherein the group Ar represents a phenyl ring.

4. A compound according to elaim 1, wherein Ar represents substituted or unsubstituted groups
selected from divalent groups selected from phenylene. naphthylene, indenyl, dihydrobenzofuryl,
benzopyranyl, dihydrobenzopyranyl, indolyl, indolinyl, pyridyl, quinolinyl, azaindolyl, azaindolinyl,
benzofuryl, benzothiazolyl or benzoxazolyl groups.

5. A compound according to elaim 1, wherein the substituents on the group represented by Ar
represents substituted or unsubstituted linear or branched alkyl, alkoxy, thioalkyl, halogen, haloalkyl,
haloalkoxy, acyl, amino, acylamino, thio or carboxylic or sulfonic acids and their derivatives, phosphonic

acid and their derivatives.

6. A compound according to claim 4, wherein the substituents on the group represented by Ar
represents substituted or unsubstituted linear or branched alkyl, alkoxy, thioalkyl, halogen, haloalkyl,
haloalkoxy, acyl, amino, acylamino, thio or carboxylic or sulfonic acids and their derivatives, phosphonic

acid and their derivatives.

7. A compound according to claim 1, wherein the pharmaceutically acceptable salt is a Li, Na, Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts, or a aluminium salts.

8. A pharmaceutical composition which comprises a compound of formula (I),

R s
R
CHl—W—a :
R u

L]

(1

as defined in the claim 1 and a pharmaceutically accepiable carrier, diluent, excipients or solvate.

To



15

25

9. A pharmaceutical composition according to claim 8, in the form of a tablet, capsule, powder,

syrup, solution or suspension.

10. A pharmaceutical composition according to claim 8, in combination with sulfonyl urea,
biguanide, angiotensin II inhibitor, a.spfrin. a-glycosidase inhibitor, insulin secretagogue, insulin, B-
sitosterol inhibitor, HMG CoA reductase inhibitor, fibrate, nicotinic acid, chol:stymnine, cholestipol or
probucol, which may be administered together or within such a period as to act synergistically together to
a patient in need thereof. '

I A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, VLDL or free fatty
acids in the plasma, while optionally elevating HDL cholesterol levels comprises administering a
compound of formula (I), as defined in the claim 1 and a pharmaceutically acceptable carrier, diluent,

excipients or solvate to a patient in need thereof.

12. A method according to claim 11, wherein the compound of formula (I) is given in combination
with HMG CoA reductase inhibitor, fibrate, nicotinic acid, cholestyramine, cholestipol or probucol,
which may be administered together or within such a period as to act synergistically together io a patient

in need thereof.

13. A pharmaceutical composition which comprises, a compound according to claim 7, as an active

ingredient and a pharmaceutically acceptable carrier, diluent, excipients or solvate.

14. A pharmaceutical comp:osition which comprises, a compound according to claim 7, in the form

of a tablet, capsule, powder, syrup, solution or suspension.

15. A pharmaceutical composition according to claim 7, in combination with sulfonyl ures,
biguanide, angiotensin II inhibitor, aspirin. a-glycosidase inhibitor, insulin secretagogue. insulin, B-
sitosterol inhibitor, HMG CoA reductase inhibitor, fibrate, nicotinic acid, cholestyramine, cholestipol or
probucol, which may be administered together or within such a period as to act synergistically together to
a patient in need thereof.

16. A method of reducing blood glucose. triglvcerides. cholesterol, or free fatty acids in the plasma.
comprising administering a compound as defined in the claim 7 and a pharmaceutically acceptable

carrier, diluent or excipients or solvate to a patient in need thereof.

17. A method according to claim 16. wherein the compound of formula ([) is given in combination
with HMG CoA reductase inhibitor. fibrate. nicotinic acid. cholestyramine, cholestipol or probucol,
which may be administered together or within such a period as to act synergistically together to a patient

in need thereof.

18. A method of preventing or treating diseases caused by hyperlipidaemia. hypercholesteremia.
hyperglycemia. obesity, impaired glucose intolerance. leptin resistance. insulin resistance, diabetic

-,
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complications, comprising administering an effective, non-toxic amount of compound of fcrmula (I) as
defined in claim 1 to & patient in need thereof.

19, The method according to claim 18, wherein the complication is type 2 diabetes, impaired glucose
tolerance, dyslipidaemia, hypertension, obesity, atherosclerosis, hyperlipidaemia, coronary ar-ary disease,
cardiovascular disorders, renal diseases, microalbuminusia, glomerulonephritis, glomeralosclerosis,
nephrotic syndrome, hypertensive nephrosclerosis, diabetic retinopathy, diabetic nephropathy,
endothelial cell dysfunction, psoriasis, polycystic ovarian syndrome (PCOS), dementia, end-stage renal
disease, osteoporosis, inflammatory bowel diseases, myotonic dystrophy, pancreatitis, artzriosclerosis,
xanthoma or cancer. .

20. A method of preventing or treating diseases caused by like hyperlipidaecmia, hypercholesteremia,
hyperglycemia, obesity, impaired glucose intolerance, leptin resistance, insulin resistance or the diseases
in which insulin resistance is the underlying pathophysiological mechanism, treating diabetic
complications, comprising administering an effective, non-toxic amount of compound of formuia (I) as

defined in claim 1 and a pharmaceutically acceptable carrier, diluent, excipients or solvate.

21. The method according to claim 20, wherein the disease is type 2 diabetes. impaired glucose
tolerance, dyslipidaemia, hypertension, obesity, atherosclerosis, hyperlipidaemia, coronary artery disease,
cardiovascular disorders, renal diseases, microalbuminurin, glomerulonephritis, glomerulosclerosis.
nephrotic syndrome, hypertensive nephrosclerosis. diabetic retinopathy, diabetic nephropathy,
endothelial cell dysfunction, psoriasis. polycystic ovarian syndrome (PCOS), dementia. end-stage renal
disease, osteoporosis. inflammatory bowel diseases. myotonic dvstrophy, pancreatitis. arteriosclerosis,

xanthoma or cancer.

22, A compound according to claim [ which is selected from :

(%) Ethyl 3-{4-[2<(pyrroi-1-yl)ethoxy]pheny] }-2-ethoxypropanoate:

(+) Ethyl 3-{4-[2{pyrrol-1-yi)ethoxy]phenyl}-2-ethoxypropanoate:

(-} Ethyl 3-{4-[2-(pyrrol-1-y[)ethoxy]phenyl}-2-ethoxypropanoate;

(1) Ethyl 3-{4-[2-{2.5-dimethyipyrrol- | -yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(2.5-dimethylpyrrol-1-yl)ethoxy]pheny|}-2-ethoxypropanoate;
(-) Ethyl 3-{4-{2(2.5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate ;
(+) Ethyl 3-{4-[2(2.4-dimethylpyrrol-1-vl)ethoxy]pheny|}-2-ethoxypropanocate;
{+) Ethyl 3-{4-[2«(2.4-dimethyipyrrol- | -yl)ethoxy]phenyi}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2«2.4-dimcthylpyrrol-1-yi)ethoxy]phcny|}-2-cthoxypropanoate;

(+) Ethyl 3-{4-[2-(2-formyIpyrrol-|-vi)ethoxy]phenyl}-2-ethoxypropanoate:
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(+) Etha | 3-{4-[2-(2-formylpvrrol-1 -y Dethoxy|phenyi }-2-cthoxypropanoate:

(-) Ethyl 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]pheny!}-2-cthoxypropanoate:;

(+) Ethyl 3-{4-[2-(2-acetylpyrroi-1-yl)ethoxy]phenyl}-2-cthoxypropanoate;

(+) Elh; 1 3-{4-[2-(2-acetylpyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2-(2-acetylpyrrol-1-yl)ethoxy)phenyl}-2-ethoxypropanoate;

() Ethyl 3-{4-[2-(2-ethylpytrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(2-ethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate:;

(-) Ethyl 3-{4-[2-(2-ethylpymrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoate:

(%) Ethy] 3-{4-[2-(2-cthyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl} -2-ethoxypropanoate:
(-) Ethyl 3-{4-[2-(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(1) Ethy1 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethy!l 3-{4-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2- n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(%) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 5-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(1) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl}-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl }-2-methoxypropanoate;

() Methyl 3-{4-[2«(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoate;
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(7} Methyl 3-{4-[2-(5-methyl-2-phenylpyrrol-| -yl)clhoxy]phenyl}5r'netl'|ox_\'propanoatc;
{-) Methyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-vl)ethoxy]phenyl}-2-methoxypropanoate;
() Ethyl 3-{4-[2-(5-methyi-2-phenylpytrol-1-vl)ethoxy]phenyl}-2-propoxypropancate;
(=) Ethyl 3-{4-[2-(5-methyl-2-phenylpyrrol-|-¥l)ethoxy]phenyl}-2-propoxypropanoate;
(-) Ethyl 3-{4-[2(5-methyl-Z-phenyl)pvrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoate;

(2) Propyl 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoate;

(+) Propyl 3-{4-[2-{5-methyl-2-phenylpyrrol-1-yl)ethoxy)phenyl}-2-propoxypropanoate;
(-) Propyl 3- {4-[2-(5-melhyl-2-phenylpyrrol-l-yl)ethox_v]phenyl}-?.-i:ropoxypmpanoate;

=) Ethyl 3-{4-[2-(5-methyl-2-(4-methylphenyv!)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl-2-(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropancate;
(-) Ethyl 3-{4-[2-(5-methyl-2-(4-methylphenyl)pyrrol-1-y])ethoxy]phenyl}-2-ethoxypropanoate;
() Ethyl 3-{4-.[2-(S-methyl-2-(3-methylphen_vl)pynol-I-yl)ethoxy]phenyl}-2-ethoxypmpanoale;
() Ethyl 3-{4-[2-(5-methyl-2-(3-methylphenyl)pyrrol-1-yi)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2<(5-methyl-2-(3-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanocate;
(%) Ethyl 3-{4-[2-(5-methy}-2-(2-methylphenyl)pymrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2<(5-methyl-2-(2-methyiphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2-(2-methylpheny])pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(%) Ethyl 3-{4-[2-(5-methyl-2-(4-methoxypheny!)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-(4-[2<(5-methyl-2{4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(1) Ethyl 3-{4-[2(5-methyl-2-(4-bromopheny!)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
{(+) Ethyl 3-{4-[2-(5-methyl-2-(4-bromopheny!)pyrrol- 1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(-) Ethyl 3-{4-[2-(5-methyl-2-(4-bromophenyl)pyrroi-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(%) Ethyl 3-{4-[2-(5-thethyl-2<(4-fluorophenyl}pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
(+) Ethyl 3-{4-[2-(5-methyl—2-(4-ﬂuorophcnyl)pyn'ol-l-yl)ethoxy]pl:lenyl}-2-ethoxypropanoate;
(-} Ethyl 3-{4-[2-(5-methyl-2-(4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(5-methyl-2-(4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;
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(+) Ethyl 3-{4-[2-(S-methyl-2-(4-chlorophenyl)pyn'ol-l-y[)ethoxy]phenyl}-2-:thoxypropnnoate;

(-) Ethyl 3-{4-[2-(5-methy]-2-(4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

() Ethyl 3-{4-[2-(4-methyi-2-phenylpyrrol-1-yl)ethoxy]pheny!}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(4-methyl-3-phenylpyn'ol-I-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyi 3-{4-[2(4-methyi-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-{5-methyi-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2<{5-methyi-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(-) Ethyl 3-{4-[2(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(£) Ethyl 3-{4-[2(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoate;

{+) Ethyl 3-{4-[2-(2-isopropyl-5-methylpyrrol- I -yl)ethoxy]phenyl}-2-ethoxypropanoate;

(<) Ethyl 3-{4-[2-(2-_isopropyl—5-methylpyrml-l-yl)ethoxy]phenyl}-i-ethoxypmpanoam;

() Ethyl 3-{4-[2(2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl } -2-ethoxypropanoate;

(+) Ethyl 3-{4-[2(2,5-diisopropylpyrrol-1-yl)ethoxy]phenyl } -2-ethoxypropanoate;

(-) Ethyl 3-{4-[2«2.5-diisopropylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

() Ethyl 3-{4-[2-(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2-(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoate;

() Ethyl 3-{4-[2-(5-isopropyllz-phenylpyrrol-l-yl)ethoxy]phenyl}-2-ethoxypmpanom=:

(+) Ethyl 3-{4-[2-(2.5-diisopropyl-3-phenylpyrrol-1-vI)ethoxy]phenyl }-2-ethoxypropanoate;

(+) Ethyl 3-{4-[2(2.5-diisopropy!-3-phenylpyrrol-1-vi)ethoxy]phenyl }-2-ethoxypropanoate;

(-) Ethyl 3-{1—[2-(2.5-diisopropyl-B-phenyIpyrrol-I-yl)eﬁoxy]phenyl}-2-ethoxypropanoate;

(1) Ethyl 3-(4-{2-[5-isopropyl-2<(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoate;
(+) Ethyl 3{(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoate;
() Ethyl 3-(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropanoate;
() Ethyl 34(4-{2-[2<(4-fluorophenyl)-5-isopropylpyrrol-1-yl]ethoxy } phenyl)- 2-ethoxypropanoate:
(+) Ethyl 3(4-{2-[2{4-fluorophenyl)-5-isopropyipyrrol-1-yt]ethoxy} phenyl)- 2-ethoxypropanoate:

(<) Ethyl 3-(4-{2-[2-(4-fluoropheny!)-5-isopropylpyrrol-1 -Sfl]ethoxy}phenyl)- 2-ethoxypropanoate:
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(1) Ethyl 3{(4-{2-[2<(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yi]ethoxy} phenyl)-2 ethoxy
propanoate;

(+) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxy
propanoate; )

) l'-%thyl 3-(4-{2-[2-(4-fluorophenyi)-5-isopropyl-3-phenylpyrrol-1-yljethoxy} phenyl)-2-cthoxy

propanoate;

() Ethyl 3-(4-{2-[2-(4-ﬂuorophen-yl)-S-isopropyl-4-phenylcarblmoylpyrrol-l-yl]ethoxy}phenyl)—l-
cthoxypropanoate;
(+) Ethyl 3(4-{2-[2{4-flucrophenyl)-5-isopropyl-4-phenylcarbamoylpyrroi-1-yi]ethoxy} phenyl)-2-
ethoxypropanoate;
(-) Ethyl 3(4-{2-[2<(4-fluorophenyl)-5-isopropyl-4-phenylcarbamoylpyrrol=1-yl]ethoxy} phenyl)-2-
ethoxypropanoate;

* (%) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy}

phenyl)- 2-cthoxypropanoate;

(+) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]ethoxy}
phenyl)- 2-ethaxypropanoate;

(-) Ethyl 3(4-{2-[2-(4-flucrophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoy!pyrrol-1-yl]ethoxy}
phenyl)- 2-ethoxypropanoate;

(1) Ethyl 3(4-{3-[2(4-fluorophenyl)-5-isopropyi-3-phenyl-4-phenylcarbamoyipyrrol-1-yl]propoxy}
phenyl)- meymeanmq

(+) Ethyl 3-(4-{3-[2-(4-ﬂuorophenyl)-s-isopropyI-3—|;i'|enyl-4-phenylclrblmoylpyrrpl-l-yl]propoxy}
phenyi)-2-ethoxyproparoate;

(-) Ethyl 3-(4-{3-[2-(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]propoxy}
phenyl)-2-ethoxypropanoate;

(#) Ethyl 3H(4-{2-[2(4-fluorophenyl)-5-phenylpyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropanoate;

(+) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-phenylpyrrol-1-yl]ethoxy} phenyl)- 2-ethoxypropanoate;

(-) Ethyl 3-(4-{2-[2-(4-fluorophenyl)-5-phenylpyrroi-1-yl]ethoxy} phenyl)- 2-ethoxyropanoate:

(+) Ethyl 3-[4-[2-[3-carboxy-5-phenyl-2-(4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl-2-ethoxy
propanoate;

(+) Ethyl 3-[4]2-[3-carboxy-5-phenyl-2-(4-flucrophenyl)pyrrol-1-yi)ethoxy]phenyi-2-ethoxy
propanoate:
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(-) Ethyl 3-[4-[2-[3-carboxy-5-phenyl- 2-(3-fluorophenyl)}pyrrol-1-yl)ethoxy]phenyl-2-ethoxy

propanoate:

(1) Ethy] 3-{4-[2-(2-methylthiopyrrol-1-v)ethoxy]phenyl}-2-ethoxypropanoate:

+) Et.h_vi 3-{4-[2-(2-methylthiopyrrol-1-vl)ethoxy]phenyl}-2-ethoxypropanoste;

(<) Ethyl 3-{4-[2-(2-methylthiopyrrol-1-yi)ethoxy]phenyl}-2-cthoxypropanoate;

Ethyl (E/Z) 3-{4-[2-(5-methyl-2-phenyl-pyrrol-1-yl)ethoxy]phenyl }-2-ethoxyprop-2-enenoate;
Ethyl (Z) 3-{4-[2-{5-methyl-2-phenyl-pyrrol-1-yl)ethoxy]phenyl } -2-ethoxyprop-2-enenoate;
Ethyl (E) 3-{4-[2-(5-methyl-2-phenyl-pyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enenoate;

[(2R)-N(1S)]-2-Ethoxy-3-{4-[2-(5-methyl-2-phenylpyrol-1-ylh)ethoxy]phenyl} -N-(2-hydroxy-1-
phenylethyl)propanamide '

{(2S)-N(15)])-2-Ethoxy-3-{4-[2-{5-methyl-2-phenyipyrrol- 1-yl)ethoxy]phenyl}-N-(2-hydroxy-1-
phenyiethy!) propanamide

(1) 3-{4-[2-(pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically acceptable
salts;

(1) 3-{4-[2-(pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically acceptable
salts;

(-) 3-{4-[2pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its pharmaceutically acceptable
salts;

() 3-{4-[2-(2,5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2<2,5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptabie salts;

(-) 3-{4-[2(2,5-dimethylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

() 3-{4-[2-(2,4-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2(2,4-dimethylpyrrol-1-yl}ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts; , ’

(-) 3-{4-[2-(2,4-dimethylpyrrol-1-yDethoxy]phenyl}-2-cthoxypropancic acid and its pharmaceutically
acceptable salts;

97



15

20

30

<

o
{2) 3-{4-[2-(2-ethylpvrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2-(2-ethylpyrrol-]-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(<) 3-{4-[2-(2-cthylpyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its pharmaceutically
acceptable salts;

() 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy)phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(-) 3-{4-[2-(2-formylpyrrol-]1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(1) 3-{4-[2-(2-acetylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic ecid and its pharmaceutically
acceptable salts;

(+) 3-{4-[2-(2-acetylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(=) 3-{4-[2-(2-acetylpymrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its pharmaceutically
acceptable salts;

(1) 3-{4-[2-(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;
* (#) 3-{4-[2-(2-cthyl-5-methylpyrrol-1-y])ethoxy]phenyl}-2-ethoxypropanoic acid and its

pharmaceutically acceptable salts;

() 3-{4-{2-(2-ethyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(1) 3-{4-[2«(5-methyl-2-propylpymrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2(5-methyl-2-propylpyrrol-1-yDethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable saits;
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(%) 3-{4-[2{5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its

phermaceutically acceptable salts;

(+) 3-{d-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxylphenyl }-2-ethoxypropanoic acid and its
pharmaceutically acceptable saits;

() 3-{4-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3-{4-{2(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-{2-(5-methyl-2-phenyipyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceuticaily acceptabie saits;

(<) 3-{4-[2-(5-methyl-2-phenyipyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3-{4-{25-methyl-2-phenylpyrroi-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its
pharmaceutically scceptable salts;

(+) 3-{4-[2(5-methyl-2-phenylpyrrol-1 -yl)eﬂloxy]phmyl}-z-methoxyproplnom acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2(5-methyl-2-phenylpyrroi-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its
pharmaceuticaily acceptable salts;

(%) 3-{4-[2«(5-methyl-2{4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoic acid and its
pharmaceutically acceptable salts;

(+) 3-{4-[2«(5-methyl-2(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl }-2-propoxypropanoic acid and its
pharmaceutically acceptable salts;

(-) 3-{4-[2-(5-methyl-2-(4-methyiphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoic acid and its
pharmaceutically acceptable salts;

(%) 3-{4-[2(5-methyl-3-phenyipyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceutically acceptable salts;

{r) 3-{4-[2(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceuticaily acceptable salts;

() 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its
pharmaceuticaily acceptable salts;
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(+) 3-{4-[2(2,5-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(-) 3-{4-[2-(2,5-dimethylpymrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, X, Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;

(1) 3-{4-[2-(2,4-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(+) 3-{4{2<2,4-dimethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg,
lysine, arginine. guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(-) 3-{4{2+(2,4-dimethylpyrrol- |-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K. Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(%) 3-{4-[2(2-ethylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine,
arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium, substituted
ammonium salts or alumintum salts;

{(+) 3-{4-[2(2-cthylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysixe,
arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium, substituted
ammonium salts or aluminium salts;

(-) 3-{4{2«(2-ethylpyrrol-I-yl)ethoxy]phenyl } -2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine,
arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium., substituted
ammonium salts or aluminium saits;

(%) 3-{4-[2-(2-formyipyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its Li, Na, K. Ca, Mg,
lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-(2-formylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na. K. Ca, Mg,
lysine, arginine. guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(-) 3-{4-[22-formylpyrrol-1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its Li. Na. K. Ca. Mg.
lysine. arginine. guanidine and its derivatives, tromethamine. diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium saits;
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(=) 3-{4-[ 2« 2-acetylpyrrol-1-ylethoxy]phenyl}-2-cthoxypropanoie acid and its Li, Na. K. Ca. Mg.
lvsine, arginine. guanidine and its derivatives. tromethamine, diethanolamine, choline. ammonium.
substituted ammonium salts or aluminium salts:

(+) 3-{4-[2(2-acetylpyrrol-1-yl)ethoxy]lphenyl}-2-ethoxypropanoic acid and its Li, Na. K. Ca, Mg,
Ivsine, arginine, guanidine and its derivatives, tromethamine diethanolamine, choline. ammonium,
substituted ammonium salts or aluminium satts;

(-) 3-{4-[2-(2-acetylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na. K. Ca, Mg,
Ivsine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;

() 3-{4-[2-(2-cthyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanocic acid and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, romethamine, dicthanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(+) 3-{4-[2~(2-ethyl-5-methylpyrrol-]1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca,
Mg. lysine, arginine, guanidine and its derivatives, romethamine, di;:lhanohmine, choline, ammonium,
substituted ammonium saits or aluminium salts;

(-) 3-{4-[2-(2-cthyl-5-methylpyrrol-]1-yl)ethoxy]phenyl}-2-cthoxypropanoic acid and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, dicthanolemine, choline, ammonium,

substituted ammonium salts or aluminium salts;

(%) 3-{4-[2-(5-methy]-2-propylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its Li, Ne, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(-) 3-{4-[2-(5-methyl-2-propylpyrrol-1-yl)ethoxy]pheny!}-2-ethoxypropanoic acid and its Li, Na, K, Ca,
Mg. lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;

(%) 3-{4-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, u'omethm}jne, diethanoiamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminium salts;
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() 3-{4-[2-(5-methyl-2-n-butylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropafbic acid and its Li. Na, I!i\
Mg. lysine. arginine, guanidine and its derivatives. tromethamine, dicthanolamine, choline. ammonium.

substituted ammonium salts or aluminium salts;

(1) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]}phenyl }-2-ethoxypropanoic acid and its Li, Na, K. Ca.
Mg. lysine. arginine, guanidine end its derivatives. tromethamine. diethanolamine, choline. ammonium.
substituted ammonium salts or aluminium saits;

(+) 3-{4-[2(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca.
Mg. lysine, arginine, guanidine and its derivatives. tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminiuvm salts;

{-) 3-{4-[2<(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K, Ca,
Mg. lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;

(%) 3-{4-[2-(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyt}-2-methoxypropanoic acid and its Li, Na, K,
Ca, Mg. lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium. substituted ammonium salts or aluminium salts;

(+) 3-{4-[2«(5-methy]-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, gusnidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-{4-[2«(5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-methoxypropanoic acid and its Li, Na, K,
Cs, Mg, lysine, arginine, gmnidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(%) 3-{4-[2-(5-methyl-2-(4-methylphenyl)pyrrol-1-yl)ethoxylphenyl}-2-propoxypropancic acid and its
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its d'erival'.ives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-(5-methyl-2(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoic acid and its
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-{4-[2-(5-methyl-2-(4-methylphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-propoxypropanoic acid and its Li,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolaming, choline,
ammonium, substituted ammonium salts or aluminium salts;

(£) 3-{4-[2-(5-methyl-3-phenylpyrrol-1-yl)ethoxylphenyl}-2- ethoxypropanoic scid and its

Li, Na, K, Ca, Mg, 'lysine, arginine, guanidine and its derivatives, tomethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminium salts;
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(+) 3-{4-[2(5-methyl-3-phenylpyrrol-1-yl)ethoxy]pheny!}-2- ethoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-{4-[2<(5-methyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, romethamine, diethanolamine, choli‘l}e. ammonium,

substituted ammonium salts or aluminium salts;

(£) 3-{4-[2-(5-methyl-2-(4-methylphenyl)pyrrol-1-yl}ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

+) 3-{4-[2-(S-melhyl-z-(4-methylphenyl)pyrrol-l-yl)ethoxy]phenyl'}-z-ethoxyproplnoic acid and its Li,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, romethamine, diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium salts;

(-) 3-{4-[2-(5-methyl-2(4-methylphenyl)pyrroi-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminium salts;

{£) 3-{4-[2«(5-methyl-2-(3-methylphenyi)pyrrol-1-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its Li,
Na. K, Ca, Mg, lysine. arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium saits;

(+) 3-{4-[2«(5-methyl-2-(3-methyiphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na. K, Ca, Mg, lysine. arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-{4-[2(5-methyl-2(3-methylphenyl)pyrrol-1-y[)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-(5-methyl-2-(2-methyIphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na. K, Ca, Mg, lysine, arginine. guanidine and its derivatives, tromethamine. diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium salts;

(+) 3-{4-[2«(5-methy!-2-(2-methylphenyl)pyrroi - 1-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its Li,
Na. K, Ca, Mg, lysine. arginine, guanidine and its derivatives, tromethamine. diethanolamine, choline.
ammonium, substituted ammonium saits or aluminium saits;

(<) 3-{4-[2(5-methyl-2-(2-methyIphenyl)pyrrol-1-yl)ethoxy]phenyl }-2-ethoxypropanoic acid and its Li.
Na. K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine. diethanolamine, choline,

ammonium, substituted nmm:gium salts or aluminium salts;
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(%) 3-{4-[2«(5-methyl-2-(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
Li, Na, K, C-a. Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(+) 3-{4-[2<(5-methyl-2(4-methoxyphenyl)pyrrol-1-yl)ethoxy] phenyl} -2-ethoxypropanoic acid and its
Li, Na, K, @4, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium salts;

(~) 3-{4-[2<(5-methyl-2{(4-methoxyphenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, romethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminium salts;

(1) 3-{4-[2(5-methyl-2(4-bromophenyl)pyrrol- | -yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li.
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.
ammonium, substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-(5-methyl-2-(4-bromophenyl)pyrrol-| -yi)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
emmonium, substituted ammanium saits or aluminium salts;

(-) 3-{4-[2(5-methyl-2-(4-bromophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Ng, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.

ammonium, substituted ammonium salts or aluminium salts;

(1) 3-{4-[2-(5-methyl-2<(4-flucrophenyl)pyrrol- | -yi)ethoxy]phenyi}-2-ethoxypropanoic acid and its Li,
Na. K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.
ammonium, substituted ammonium salts or aluminium salts;

(+) 3-{4-[2«(5-methyi-2-(4-fluorophenyl)pyrrol- 1 -yl)ethoxy)phenyl}-2-ethoxypropanoic acid and its Li.
Na. K. Ca. Mg. lyzine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.
ammonium, substituted ammonium saits or aluminium saits;

(<) 3-{4-[2-(5-methyl-2{(4-fluorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li,
Na. K, Ca, Mg. lysine. arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.
ammonium, substituted ammonium salts or aluminium salts;

(1) 3-{4-[2«{5-methyl-2-(d4-chlorophenyl)pyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li.
Na. K. Ca. Mg. lysine. arginine. guanidine and its derivatives, tramethamine. dicthanolamine. choline.
ammonium. substituted ammonium salts or aluminium salts:

(+) 3-{4-[2«5-methyl-2-(4-chlorophenyl)pyrrol- 1 -vl)ethoxy]pheny1}-2-ethoxypropanoic acid and its Li.
Na. K, Ca. Mg. lysine, arginine. guanidine and its derivatives, tromethamine, diethanolamine, choline.

ammonium, substituted ammonium salts or aluminium salits;
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(-} 3-{4-[2-( 3-methyl-2<{4-chlorophenyl)pyrrol-1-yl)ethoxy ] pheny! }-2-cthoxypropanoic acid and its Li, .
Na. K. Ca. Mg. lysine. arginine. guanidine and its derivatives, tromethamine. diethanolamine. choline,

ammonium. substituted ammonium salts or aluminium salts:

(1) 3-{4-[2-(4-meti:yl-2-phenylp_\ml-l -yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its Li. Na, K,
Ca. Mg. lysine, arginine, guanidine and its derivatives. romethamine, diethanolamine. choline.
ammonium. substituted ammonium salts or aluminium salts;

(+) 3-{4-[2(4-methyl-2-phenylpvirol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its Li, Na, K,
Ca. Mg, Ivsine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
emmonium, substituted ammonium salts or aluminium salts;

(-) 3-{4-[2-(4-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2- ethoxypropanoic acid and its Li. Na, K, Ca,
Mg. lysine. arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline. ammonium,

substituted ammonium salts or aluminium sahs; '

(&) 3-{4-[2«(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium. substituted ammonium salts or aluminium salts;

(+) 3-{4-[2-(5-methyl-2,3-diphenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethnming, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-{4-[2(5-methyl-2,3-diphenyipyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminium salts;

(%) 3-{4-[2-(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

(1) 3-{4-[2-(2-isopropyl-5-methylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,
substituted ammonium salts or aluminium salts;

() 3-{ 4-[2-(2-isopropyl-5-methylpyrml-I-yl)ethoxy]phenyl}-Z-etho;cypropmoic and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;

(z) 3-{4-[2-(2,5-diisopropylpyrrol- 1 -yl)ethoxy]pheny!}-2-ethoxypropanoic acid and its Li, Na, K, Ca,
Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;
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{+) 3-{4-[2-(2.5-diisopropylpyrrol-1 -yl)elhox_\']phcn_vl}-l-ethoxypropa'lsi-c acid and its Li. Na. K. Ca,
Mg. lysine. arginine, guanidine and its derivatives. tromethamine, diethanolamine, cholinc, ammonium,

substituted ammonium salts or'aluminium salts:
(-) 3-{4-[2-(2.5-diisopropylipyrrol- 1 -yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, K. Ca,
Mg. lysine, arginine, guanidine and its derivatives. tromethamine, diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts;

(%) 3-{4-[2-(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]pheny!}-2-ethoxypropanoic acid and its Li, Na, K,
Ca. Mg, lysine. arginine, guanidine and its derivatives. tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;
(+) 3-{4-[2-(5-isopropyl-2-phenylpyrrol-1-yl)ethoxy]phenyl} -2-ethoxypropanoic acid and its Li, Na, K,
Ca. Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

[4
(-) 3-{4-[2-(5-isopropy]-2-phenylpyrrol-1-yl)ethoxy)phenyl}-2-ethoxypropanoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline, ¢

ammonium, substituted ammonium salts or aluminium salts;

(£) 3-{4-[2-(2,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na, ¢
K, Ca, Mg, lysine, arginine, gusnidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium salts;

«(+) 3-{4-[2-(2,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na,
K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium salts;

(-) 3-{4-[2-(2,5-diisopropyl-3-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxypropanoic acid and its Li, Na,
K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(£) 3«(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol- 1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
Li, Ng, K, Ce, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(+) 3-(4-{2-[5-isopropyl-2-(4-methoxyphenyl)pyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
Li, Na, K, Ca, Mg, lysine, arginine‘’guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-(4-{2-[5-isopropyi-2-{4-methoxyphenyl)pyrrol-1-yljethoxy) ph!:nyl)-z-ethoxypropanoic acid and its
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminjum salts;
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(1) 3-(4-{2-[2-(4-fluoropheny!)-5-isopropylpyrrol- |-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its .
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, dicthanolamine, choline,

ammonium, substituted ammonium salts or aluminium salts;

(+) 3(4-{2-[2-(4-fluorophenyl)-5-isopropylpyrrol-1-yljethoxy} phenyl)-2-ethoxypropanoic acid and its
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(-) 3-(4-{2-[2«(4-fluorophenyl)-5-isopropylpyrrol-1-yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its
Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

() 3(4-(2-[2-(4-fluoropheny!)-5-isopropyi-3-phenylpyrrol-1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid
and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine,

choline, ammonium, substituted ammonium salts or aluminium salts;

(+) 3(42-[2{4-fluorophenyl)-5-isopropyl-3-phenylpyrrol-1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid
and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine,

choline, ammonium, substituted ammonium salts or aluminium salts.;

(-) 3(4-(2~[2«(4-fluorophenyl)-5-isopropyl-3-phenylpyrrol- 1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid
and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine,
choline, ammonium, substituted ammonium salts or aluminium salts;

(1) 3(4-{2-[2<(4-fluorophenyl)-5-isopropyl-4-phenylicarbamoylpyrrol- 1 -yljethoxy} phenyl)-2-
ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine, arginine. guanidine and its derivatives,

tromethamine, diethanolamine, choline, ammonium, substituted ammonium salts or aluminium salts;

{(+) 3{4-{2-[2+(4-fluorophenyi)-5-isopropyl-4-phenylcarbamoylpyrrol- 1 -yl]ethoxy} phenyl)-2-
ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives,
tromethamine, diethanolamine, choline, ammonium. substituted ammonium salts or aluminium salts;

() 3H(4-{2-[2«(4-fluorophenyl)-5-isopropyl-i-phenylcarbamoylpyrrol- -ylJethoxy} phenyl)-2-
ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine. arginine, guanidine and its derivatives,
tromethamine. diethanolamine. choline, ammonium. substituted ammonium saits or aluminium salts;

(%) 3«(4-{2-[2<(4-fluorophenyl)-5-isopropyl-3-phenyl-}-phenylcarbamoyIpyrrol-1-yl]ethoxy} phenyi)-2-
ethoxypropanoic acid its Li, Na. K. Ca, Mg, lysine. arginine. guanidine and its derivatives. tromethamine.

diethanolamine, choline, ammonium, substituted ammonium salts or aluminium salts:
(+) 3(4-{2-[2«(4-fluorophenyl)-5-isopropyl-3-phenyl-+-phenylcarbamoylpyrrol-1-yl]ethoxy} phenyl)-2-

cthoxypropanoic acid and its Li. Na, K, Ca, My, lysine, arginine. guanidine and its derivatives,

rromethamine. dicthanolamine, choline, ammonium. substituted ammonium salts or aluminium salts;
-
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(=) 3(4-{2-[2(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-ylJethoxy) phenyl)-2-
ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives,
tromethamine, diethanolamine, choline, ammonium, substituted ammonium salts or aluminium salts;

(1) 3-(4-{3-[2-(4-flucrophenyl)-5-isopropy!-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]Jpropoxy } phenyl)-2-
ethoxypropanoic acid and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives,

_tromethamine, diethanolamine, choline, ammonium, substituted ammonium salts or aluminium salts;

(+) 3{(4-{3-[2-(4-fluorophenyl)-S-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yl]propoxy} phenyl) -
2-ethoxypropanoic acid and its Li, Na, K, Ca, Mg, Iysine., srginine, guanidine and its derivatives,
tromethamine, diethanolamine, choline, ammonium, substituted ammonium salts or aluminium salts;

(-)3-(4-{3-[2<(4-fluorophenyl)-5-isopropyl-3-phenyl-4-phenylcarbamoylpyrrol-1-yi]propoxy} phenyl) -2-
ethoxypropancic acid and its Li, Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives,
tromethamine, diethanolamine, choline, ammonium, substituted ammonium salts or aluminium salts;

() 3(4-(2-[2{4-{luorophenyl)-5-phenylpyrrol-1-yl]ethoxy)phenyl)-2-ethoxypropanoic acid and its Li,
Na, K, Ca, Mg. lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,
ammonium, substituted ammonium saits or aluminium salts;

(+) 3(4-{2-[2-(4-fluorophenyl)-5-phenylpyrrol- 1 -yl]ethoxy} phenyl)-2-ethoxypropanoic acid and its Lt,
Na, K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.
ammonium, substituted ammonium salits or aluminjum saits;

(-) 3(4-{2-[24-fluorophenyl)-5-phenylpyrrol-1-yl]ethoxy} pheny!)-2-ethoxypropanoic acid and its Li.
Na, K. Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline.

ammonium, substituted ammonium salts or aluminium salts;

() 3-[4-[2-(3-carboxy-s-phenyl-2-(4-ﬂuor0phenyl)_pirrol-I-yl)ethoxy]phenyl]- 2-ethoxypropanoic acid
and its Li, Na. K, Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine,
choline, ammonium. substituted ammonium saits or aluminium salts;

(+) 3-[4-[24(3-carboxy-5-phenyl-2-(4-flucrophenyl)pyrrol-1-yl)ethoxy]phenyl]- 2-ethoxypropanoic acid
and its Li. Na. K. Ca. Mg, lysine, arginine, guanidine and its derivatives, tromethamine. diethanolamine,
choline, ammonium, substituted ammonium salts or aluminium saits:

(-) 3-[4-[23-carboxy-5-phenyl-2-(4-fluorophenyi)pyrrol-1-yl)ethoxy]phenyl]- 2-ethoxypropanoic acid
and its Li. Na. K. Ca, Mg. lysine, arginine, guanidine and its derivatives. tromethamine. diethanolamine.

choline, ammonium., substituted ammonijum salts or aluminivm salts:

(1) 3-{4-{2-(2-methylthiopvmrol-1-yl)ethoxy]phenyl } -2-ethoxypropanoic acid and its Li. Na. K, Ca. Mg
lysine, arginine. guanidine and its derivatives, tromethamine. diethanolamine, choline, ammonium,

substituted ammonium salts or aluminium salts:

jo&
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{+) 3-{4-[2-(2-methylthiopyrrol-1-vhethoxy]phenyl }-2-ethoxypropanoic acid and its Li. Na. K. Ca. Mg,
Ivsinc. arginine. guanidine and its derivatives, tromethamine, dicthanclamine, choline, ammonium,
substituted ammonium salts or aluminium salts:

(-) 3-{4-[2(2-methylthiopyrrol-1-yl)ethoxy]phenyl }-2-cthoxypropanoic acid and its Li. Na, K, Ca, Mg,
Ivsine. arginine. guanidine and its derivatives. tromethamine. diethanolamine, choline. ammonium,
substituted ammonium salts or aluminium salts:

(E/Z) 3-{4-[2-(5-methyl-2-phenylpyTrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its Li, Na,
K. Ca, Mg. lysine, arginine, guanidine and its derivatives. tromethamine, diethanolamine, choline,
ammonium, substituted ammonium salts or aluminium salts;

(E) 3-{4-[2(5-methyl-2-phenylpyrrol-1-yl}ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine. choline,

ammonium, substituted ammonium salts or aluminium salts; and .
(Z) 3-{4-[2{5-methyl-2-phenylpyrrol-1-yl)ethoxy]phenyl}-2-ethoxyprop-2-enoic acid and its Li, Na, K,
Ca, Mg, lysine, arginine, guanidine and its derivatives, tromethamine, diethanolamine, choline,

ammonium, substituted ammonium salts or aluminium saits.

24, A pharmaceutical composition, which comprises a compound as defined in claim 22, and a

pharmaceutically acceptable carrier, diluents or excipients or solvate.

25, A pharmaceutical composition as claimed in claim 24, in the form of a tablet, capsule, powder,
syrup, solution or suspension.

26. A pharmaceutical composition, which comprises a compound as defined in claim 23, and a

phermaceutically acceptable carrier, diluents or excipients or solvate.

27. A pharmaceutical composition as claimed in claim 26, in the form of a tablet, capsule, powder,
syrup, solution or suspension, ) '

28. A method of reducing plasma glucose, trigiycerides, total cholesterol, LDL, VLDL or free fatty
acids in the plasma, while optionally elevating HDL cholesterol levels ‘comprises administering a
compound of formula (I), as defined in the claim 22 and a pharmaceutically acceptable carrier, diluent,

excipients or solvate to a patient in need thereof.

29. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL, VLDL or free fatty
gcids in the plasma, while optionally elevating HDL cholesterol levels comprises administering a
compound of formula (I), as defined in the claim 23 and a pharmeceutically acceptable carrier, diluent,

excipients or solvate to a patient in need thereof.

30. A method of preventing or treating diseases caused by like hyperlipidaemia, hypercholesteremia,

hyperglycemia, obesity, impaired glucose intolerance, leptin resistance, insulin resistance or the diseases
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in which insulin resistance is the underlving pathophysiological mechanism, treating diabetic
complications. comprising administering an effective. non-toxic amount of compound of formuia (I) as

defined in claim 22 and a pharmaceutically acceptable carrier, diluent. excipients or solvate.

31. The method according to claim 30. wherein the disease is type 2 diabetes, impaired glucose
tolerance. dyslipidaemia. hypertension, obesity. atherosclerosis, hyperlipidaecmia, coronary artery disease,
cardiovascular disorders. renal diseases, microalbuminuria, glomerulonephritis, glomerulosclerosis.
nephrotic syndrome, hvpertensive nephrosclerosis, diabetic retinopathy, diabetic nephropathy,
endothelial cell dysfunction, psoriasis, polycystic ovarian syndrome (PCOS), dementia. end-stage renal
disease, osteoporosis, inflammatory bowel discases, myotonic dystrophy, pancreatitis, arteriosclerosis,

xanthoma or cancer.

32 The method according to claim 30, wherein the therapy includes co-administration of compound
of formula (I) with sulfonyl urea, biguanide, angiotensin Il inhibitor, aspirin, a-glycosidase inhibitor,
insulin secretagogue, insulin, B-sitosterol inhibitor, HMG CoA reductase inhibitor, fibrate, nicotinic acid,
cholestyramine, cholestipol or probucol, which may be administered together or within such a period as
to act synergistically together to a patient in need thereof.

33. A method of preventing or treating diseases in presence of conditions like hyperlipidaemia,
hypercholesteremia, hyperglycemia, obesity, impaired glucose intolerance, leptin resistance, insulin
resistance or the diseases in which insulin resistance is the underlying pathophysiological mechanism,
treating diabetic complications, comprising administering an effective, non-toxic amount of compound of
formula (I) as defined in claim 23 to a patient in need thereof.

34.  The method according to claim 33, wherein the disease is type 2 diabetes, impaired glucose
tolerance, dyslipidaemia, hypertension, obesity, atherosclerosis, hyperlipidaemia, coronary artery disease,
cardiovasculer disorders, renal diseases, microalbuminuria, glomerulonephritis, glomerulosclerosis,
nephrotic syndrome, hypertensive nephrosclerosis, diabetic retinopathy, diabetic nephropathy,
endothelial cell dysfunction, psoriasis, polycystic ovarian syndrome (PCOS), dementia, end-stege renal
disease, osteoporosis, inflmmatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis,
xanthoma or cancer.

35.  The method according to claim 33, wherein the therapy includes co-administration of compound
of formula (I) with sulfonyl urea, biguanide, angiotensin II inhibitor, aspirin, a-glycosidase inhibitor,
insulin secretagogue, insulin, B-sitosterol inhibitor, HMG CoA reductase inhibitor, fibrai, nicotinic acid,
cholestyramine, cholestipol or probucol, which may be administered together or within such a period as
to act synergistically together to a patient in need thereof.

36. A process for the preparation of a compound of formula (I) as claimed in claim 1,

lto



15

20

.; 1 ]
an—-A/LPu\nl
R R’
b
{n
their derivatives, their analogs, their tautomeric forms, their stereoisomers, their polymorphs, their
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, whereiz one or more
groups R', R}, R%, R* may be same or different and represent hydrogen, halogen, perhaloalkyl, hydroxy,
thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted groups selected from
linear or branched (C,-Cipalkyl, linear or branched (C;-Cipalkenyl, (C;-Cy)cycloalkyl, (Cs-
Ci)cycloalkenyl, bicycloalkyl, bicycloalkenyl, (C,-Ci2)alkoxy, cyclo(C;-C;)alkoxy, aryl, aryloxy, aralkyl,
ar(C,-Ci2)alkoxy, heterocyclyl, heteroaryl, heterocyclyl(C,-Cz)alkyl, heteroar(C,-Cyz)alkyl,
heteroaryloxy, heteroar(C;-Ciy)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy, acylamino,
monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl.  heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, heteroaralkoxycarbonyl,
heterocyclyloxycarbanyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl,
alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, (Ci-Ciz)alkylthio, thio(C\-Ci;)alkyl, arylthio, (C,-
Ciz)aikoxycarbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino. alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino,
alkoxyamino, hydroxylamino, derivatives of sulfenyl and sulfonyl groups, carboxylic acid and its
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives; or the adjacent groups
R? and R? together may form a five or a six membered ring, optionally containing one or more double
bonds and optionally containing one or more heteroatoms selected from O. N, or S; n is an integer
ranging from | to 8; W represents O, S or NR® where R? represents hydrogen, (C,-Ciz)alkyl or aryl; Ar
represents a substituted or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic
group: R® and R represent both hydrogen or together represent a bond; R’ and R® may also represent a
hydroxy, (C,-Ci2)alkyl. (C,-C,2)alkoxy. halogen. acyl, substituted or unsubstituted aralkyl grolip; X
represents O or S: R’ represents hydrogen. perfluoro(C,-Cyz)alkyl, substituted or unsubstituted groups
selected from (C,-Cjp)alkyl, cvclo(C\-Cia)alkyl, aryl. ar(C,-Ciz)alkyl, heteroaryl, heteroar(C,-Cia)alkyl.
heterocyclvl. alkoxyalkyl. arvloxyalkyl. alkoxycarbonyl. arvioxycarbonyi. cycloalkyloxycarbonyl.
alkylaminocarbonyl. arylaminocarbonyl. acyl groups: Y represents O or S: Z represents oxygen, sulfur
or NR'", where R' represents hydrogen or substituted or unsubstituted groups selected from (C;-
Ciz)alkyl, aryl, ar{C,-Cj3)alkyl, hydroxy(C,-Cy)alkyl, amino(Cl.-Cu)alkyl. heteroaryl, heteroar(C;-
Ci2)alkyl groups: R® represents hydrogen. substituted or unsubstituted proups selected from (C;-
CiaJalkyl. aryl. an(C,-C);)alkyl. heteroaryl, heteroar(C,-Ciz)alkyl. heterocyclyl. heterocyclylalkyl,
hydroxyalkyl, alkoxyalkyl, alkylaminoalkyl groups: R'" and R? together may form a 5 or 6 membered

11




A
substituted or unsubstituted cyclic ring structure containing carbon atoms or containing one or more
heteroatoms selected from O, N and S, which comprises:

a reacting a compound of formula (1a), where all symbols are as defined above,

! R Y

R? s
+ H,N—(CHIJ-—W——Ar’kEkZR'_—_"" m
R“ 7

4
(12) {1b)

5  with a compound of formula (1b) which may be racemic or chiral, where all symbols are as defined

earlier to yield a compound of general formula (I);

b. reacting a compound of formuia (lc), as described in claim 40,

]
1 R Y
g )
[ N1t + HW—A r £ Y
R, xR’

R
(1¢) (td)

with a compound of formula (1d) which may be racemic or chiral, where all symbols are as defined
10 earlier to yield a compound of general formula (I);

c. reacting the compound of formula (]¢), as described in claim 42

R! | .Y
[ R
| N—(CHy)y—WH + HW=—A? ZR* m
[ o R XR’
(Te) (1d)

with a compound of general formula (1d) which m-ay be racemic or chiral, where W is particularly O or
S and all other symbols are as defined earlier;

15 d reacting a compound of formula (1), as described in claim 44
. Ry
R R
QN—CH,).-— W—Ar zR® + RXH —_— O
r! R’ Nz
(1n (1®

where all the symbols are as defined earlier with an alcohol of formula (Ig) wherein R’and X are as
defined. to produce a compound of formula (I). wherein all symbols are as defined carlier and R®

represents H:

20 e reacting a compound of general formula { Lh). as described in claim 38

e
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R. i || ' l
N-(CHy)y—W—Ar—CHO + (RO)}—P——C—C—2ZR - (I
3
R R} 7
. XR
(1h) (1i)

where ali the symbols are as defined earlier. with a compound of formula (1i) which may be chiral or
racemic. where R represents (C;-Cs) alkyl and other symbols nre as defined earlier and to afford a
compound of formula (1) where R? and R 10gether form a bond and other symbols are as defined earlier

and: and
f reacting a compound of general formula (1h), as described in claim 38
]!
R |
N-(CHy),—~W—Ar—CHO + (RO)—P——C——C—2ZR! ——— (0
R} 4 .
R XR?
(1b) 1)

where all the symbols are as defined earlier, with a compound of formula (1i) which may be chiral or
racemic, where all the symbols are as defined earlier and R represenis (C,-Cy) alkyl to afford a compound
of formula (I) wherein all symbols are as defined earlier and R® and R® together form a bond which is
reduction of the double bond formed together by R* and R,

37. A process according to the claim 36, comprising of carrying out one or more of the following

optional steps:
i Converting a compound of formula (I) into a further compound of formula (1);

ii. Removing any protecting group;
fil. Resolving the racemic mixture into pure enantiomers by the known methods and
.iv. Preparing a pharmaceutically acceptable salt of a compound of formula (I} and/or a

pharmaceutically acceptable solvate thereof.

38. The compound compound of formula (1h),
RI

Rl
j:((N-(CHg);—“P—Ar—CHO
R 4

R
(1h)
wherein one or more groups R’, R?, R’, R’ may be same or different and represent hydrogen, hnlc’:gen.
perhaloalkyl, hydroxy, thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted
groups selected from linear or branched (C;-Ciy)alkyl, linear or branched (C-Cij)alkenyl, (Cs-
C;)cycloalkyl, (Cy-Cy)cycioalkenyl, bicycloalkyl, bicycloalkenyl, (C;-Ci3)alkoxy, cyclo(Cs-Cilalkoxy,
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aryl. arvioxy. aralkyl. ar(C,-C,;)alkoxy. heterocyclyl. heteroaryl, heteroc¥elyl(C,-Ciz)alkyl, heteroar(C)-
CiaJalkyl, heteroaryloxy. heteroar(Ci-Ci;)alkoxy. heterocyclyloxy. heterocyclylalkyloxy, acyl, acyloxy,
acylamino. monoalkylamino, dialkylamino, arylamino, aralkylamino. alkoxycarbonyl, aryloxycarbonyl,
aralkoxycerbonyl,  heterocyclylalkoxycarbonyl, heteroaryloxycarbonyl, heteroaraikoxycarbonyl,
heterocvclyloxycarbonyl. hydroxyvalkyl, aminocalkyl. monoalkvlaminoalkyl, dialkylaminoalky],
alkox-alkyl, aryloxvalkyl, aralkoxyalkyl, (C;-Cia)alkylthio, thio(C;-Cya)alkyl, arylthio, (C,-
Cipalkoxycarbonylamino. eryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino. alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino,
alkoxyvamino, hydroxylamino, derivatives of sulfenyl and sulfony! groups, carboxylic acid and its
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives; or the adjacent groups
R? and R? together may form a five or a six membered ring, optionally containing one or more dauble
bonds and optionally con.laining one or more heteroatoms selected from O, N, or S; n is an integer
ranging from 1 to 8; W represents O, S or NR? where R” represents hydrogen, (Ci-Cia)alkyl or aryl: Ar
represents a substituted or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic

group.
39. A process for the preparation of compound of formula (1h),

1
R? R
| ':N—(CH;).—W—Ar—CHO
R’
R‘
(1h)

wherein one or more groups R', R%, R%, R* may be same or different and represent hydrogen, halogen,
perhaloalkyl, hydroxy, thio, amino, nitre, cyano, formyl, amidino, guanidino, substituted or unsubstituted
groups selected from linear or branched (C;-Cjj)alkyl, linear or branched (C,Cj;)alkenyl, (Cy-
Cy)evcloalkyl, (Cy-C;)eycloalkenyl, bicycloalkyl, bicycloalkenyl, (C)-Ciz)alkoxy, cyclo{Cs-C;alkoxy,
aryl, aryloxy, aralkyl, ar(C;-Cj2)alkoxy, heterocyclyl, heteroaryl, heterocyclyl(C,-Ci2)alkyl, heteroar(C;-
Cia)alkyl, heteroaryloxy, heteroar(Ci-Ca)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl, heterocyclylalkoxycarbonyl, hete;oaryloxywbonyl, heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl,
alkoxyalkyl, aryloxyatkyl, aralkoxyalkyl, (C;-Ci;)alkylthio, thio(C,-Ci;)alkyl, aryithio, (C;-
Ciz)alkoxycarbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino, alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino,
alkoxyamino, hydroxylamino, derivatives of sulfenyl and sulfonyl groups, carboxylic acid and its
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives; or the adjacent groups

R? and R? together may form a five or a six membered ring, optionally containing one or more double

Iy
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bonds and optionally containing one or more heteroatoms selected from O, N, or §; n is an integer
ranging from 1 to 8; W represents O, S or NR? where R’ represents hydrogen, (C,-C,z)alkyl or aryl; Ar
represents a substituted or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic

group, which comprises,
a reacting a2 compound of the general formula (1c) as described in claim 40, o
A 3
m-a-(cng.—l.'
® N, HO— Ar——CHO
(10) an

with a compound of general formula (1j), where Ar is as defined earlier;

b. reacting a compound of the formula (l¢) as described in claim 42,

ll
.l
[ N—(Cll,—WHl .
L ¥ L*—Ar—CIi0

(te) (k)
with compound of the formula (1k), where LY is a halogen atom such as fluorine, chlorine, bromine or
iodine and Ar is as defined earlier. ]

10. The intermediate of formula (lc),

.l
.I
m-qcnn.—l.'
o \e

wherein one or more groups R'. R% R’, R* may be same or different and represent hydrogen. halogen,
perhaloalkyi, hydroxy, thio, amino, nitro, cyano, formyl, amidino, guanidino. substituted or unsubstituted
groups selected from linear or branched (C,-C);)alkyl, linear or branched (C;-C,z)alkenyi, (C;-
Ci)eycloalkyl, (C;-Cy)eycloalkenyl, bicycloalkyl. bicycloalkenyl, (C,-Cz)alkoxy, cyclo(C;-Cr)alkoxy,
aryl, aryloxy, aralkyl. ar(C,-C;j)alkoxy, heterocyclyl. heteroaryl, heterocyclyl(C;-Cy)alkyl, heteroar(C,-
Cinalkyl, heteroaryloxy. heteroar(C,-C3)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl. acyloxy,
acylamino. monoalkylamino, dialkylamino. arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl,  heterocycloalkoxycarbonyl.  heteroaryloxycarbonyl.  heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl,
alkoxyalkyl. aryloxyalkyl. aralkoxyalkyl. (C,-Ci2)alkylthio. thio(C,-Ci2)alkyl, arylthio. (C)-
C\:jalkoxycarbonylamino.  arvloxycarbonylamino. aralkyloxycarbonylamino. aminocarbonylamino,
alhylaminocarbonylamino. alkylamidino. alkylguanidino. dialkylguanidino. hydrazino, alkyl hydrazino,
alkoxyamino. hydroxylamino. derivatives of sulfenyl and sulfonyl groups. carboxylic acid and its

derivatives, sulfonic acid angsits derivatives. phosphonic acid and its derivatives: or the adjacent groups

Iy
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R? and R® together may form a five or a six membered ring, optionally containing one or more double
bonds and optionally containing one or more heteroatoms selected from O, N, or §; n is an integer
ranging from 1 to 8; and L' is either a halogen atom such as chlorine, bromine or iodine or a leaving

group such as methanesuifonate, trifluoromethanesulfonate and p-toluenesulfonate groups.

41. A process for intermediate of formula (1¢),

d
[ nl

R? .
| N~(CHy,—L}
R R

R
(tc)

wherein one or more groups R', R?, R}, R* may be same or different and represent hydrogen, halogen,
perhaloalkyl, hydroxy, thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted
groups selected from linear or branched (C,-Cij)alkyl, linear or branched (C,-Cj)elkenyl, (C;-
Ci)cycloalkyl. (Cy-Cy)cycloalkenyl, bicycloalkyl, bicycloalkenyl, (C,-Ci2)alkoxy, cyclo(C;-C;)alkoxy,
aryl, aryloxy, aralkyl, ar(C,-C,;)alkoxy, heterocyclyl, heteroaryl, heterocyelyl(Cy-C;)alky!, heteroar(C,-
Cia)alkyl, heteroaryloxy, heteroar(C,-C ;)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
analkoxycarbonyl,  heterocycloalkoxycarbonyl.  heteroaryloxycarbonyl,  heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dialkylamincalkyl,
alkoxyalkyl. aryloxyalkyl, aralkoxyalkyl, (C,-Ci2)alkylthio, thio(C\-Cp)alkyl, arylthio, (Cy-
Cia)alkoxycarbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino, alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino,
alkoxyamino. hydroxylamino, derivatives of sulfenyl and sulfonyl groups. carboxylic acid and its
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives: or the adjacent groups
R? and R together may form a five or a six memt;ered ring, optionally containing one or more double
bonds and optionaily containing one or more heteroatoms selected from O, N, or S: n is an integer
ranging from | 10 8: and L' is either a halogen atom such as chlorine, bromine or iodine or a leaving
group such as methanesulfonate. trifluoromethanesulfonate and p-toluenesulfonate groups. which
comprises, '

a. reacting the compound of formula (1a), where R', R, R?, R* are as defined earlier

t
R: h R R!
0
2! 0  HiN—(Ci));—L, , I N—(CHy)sL,
" R ’
R (1m) R}

(1a) (19

116
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with a compound of formula (Im) where L' is either a halogen atom such as chlorine. bromine or iodine
or a leaving group such as methanesulfonate. trifluoromethanesulfonate and p-toluenesulfonate groups
and all symbols are as defined earlier. to yield the compound of formula (1¢); and

b. reacting the compound of formuls (1n) where R, R®. R* and R* are as defined earlier.

1 1
|t’j 5‘ n‘j én

NH + Ly—(Cilh,—1L, N—(CH;,—1,
L () LY

{1n) (Ie)

with a compound of formula (10) where L' and L? is either a halogen atom such as chlorine, bromine or
iodine or a leaving group such as methanesulfonate, trifluvoromethanesulfonate and p-toluenesulfonate

groups and n is as defined earlier, to yield the compound of formula (l¢).

42, A process to prepare intermediates described in elaim 27, and defined by formula (le),
R

Rl
| N—(CHz)—WH
R

R‘

(le)
wherein one or more groups R', R?, R®, R* may be same or different and represent hydrogen, halogen,
perhaloalkyl, hydroxy, thio, amino, nitro, cyano, formyl, amidino, puanidino, substituted or unsubstituted
groups sclected from lincar or branched (C,-C;;)alkyl, linear or branched (C;C))alkenyl, (Cy-
Ci)eycloalkyl, (C3-Cy)cycloalkenyl, bicycloalkyl, bicycloalkenyl, (C;,-Ci2)alkoxy, cyclo(Cs-Cq)alkoxy,
aryl, aryloxy. aralkyl, er(C,-C;3)alkoxy, heterocyclyl, heteroaryl, heterocyelyl(Cy-C;)alkyt, heteroar(C;-
Ci2)alkyl, heteroaryloxy, heteroar(C,-C,z)alkoxy, heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl,  heterocycloalkoxycarbonyl,  heteroaryloxycarbonyl,  heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl, dislkylaminoalkyl,
alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, (C;-C;3)alkylthio, thio(C,-C;z)alkyl, arylthio, (C;-
Ciz)alkoxycarbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
alkylaminocarbonylamino, alkylamidino, alkylguanidino, dialkylguanidino, hydrazino, alkyl hydrazino,
alkoxyamino, hydroxylamino, derivatives of sulfenyl and sulfonyl groups, carboxylic acid and its
derivatives, sulfonic acid and its derivatives, pho.’sphonic acid and its derivatives; or the adjacent groups
R? and R? together may form a five or & six membered ring, optionally containing one or more double
bonds and apticnally containing one or more heterostoms selected from O, N, or S; n is an integer

ranging from 1 to 8.

43, A process to prepare intermediate of formula (1e),
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R? r
N—(CH,),~WH
n’j:(:
(ie)

wherein one or more groups R', R. R?, R! may be same or different and represent hydrogen, halogen,
perhaloalkyl, hydroxy, this. amino, nitro, cyano. formyl, amidine, guanidino, substituted or unsubstituted
groups selected from linear or branched (C,-C,;)slkyl, linear or branched (CrCij)alkenyl, (Cy-
Cy)evcloalkyl, (Cy-Cy)cycloalkenyl, bicycloalkyl, bicycloalkenyl. (Ci-Ci3)alkoxy, cyelo(Cy-Ci)alkoxy,
aryl, aryloxy. aralkyl, ar{C,\-C3)alkoxy, heterocyelyl, heteroaryl, heterocyclyl(Cy-Cy)alkyl, heteroar(C;-
Ci2)alkyl, heteroaryloxy, heteroar(C,-C,2)alkoxy. heterocyclyloxy, heterocyclylalkyloxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
aralkoxycarbonyl,  heterocycloalkoxycarbonyl.  heteroaryloxycarbonyl,  heteroaralkoxycarbonyl,
heterocyclyloxycarbonyl, hydroxyalkyl, aminoalkyl, monoalkylaminoalkyl. dialkylaminoalkyl,
alkoxyalkyl, aryloxyalkyl, arslkoxyalkyl, (C)-Cjj)alkylthio, thio(C,-Ciolalkyl, aryithio, (C)-
Ci2)alkoxycerbonylamino, aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamina,
alkylaminocarbonylamino, alkylamidino, alkylguanidino, dialkylguenidino, hydrazino, atkyl hydrazino,
alkoxyamino, hydroxylamino, derivatives of sulfenyl and sulfonyl groups, carboxylic acid and its
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives; or the adjacent groups
R? and R? together may form a five or a six membered ring, optionally containing one or more double
bonds and optionally containing one or more heteroatoms selected from O, N, or 5; n is an integer
ranging from 1 to 8, which comprises,

a. reacting the compound of formula (1a) where R', R? R’ and R* are as defined earlier,

1

R l SNy
0 4+ IZN—(CH);WH ——————— )Qw—mu.).-wn

R R Le

(1n) (an © a9

with a compound of formula (11) where all symbols are as defined earlier, to give compound of formula
(1e);
b. reacting the compound of general formula (1n) where R’, R?, R? and R* are as defined earlier,

R F | R

ﬁml + L;—(CH),—WH j;*(nf—(cn,).—wn
K R ap) K R
(1s) (19)

with a compound of formula (1p) where all symbols are as defined earlier, to give compound of formula

(le); and

1€
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c. reducing the compound of general formula (1q), wherein R' — R* are as defined earlier

R® F R? R'
—(Cligy~COOH o | N=—(Cll);—WH
n’ 4 IJ 4
R R
(1q) (1¢)

to give compounds of formula (1e), where W is O.

44, The intermediate described in elaim 27, and defined by formula (1£),

3
oo Ry
]:((N—(cn.).—\v-.\*n)\zn'
R Ny
{an

wherein one or more groups R', R, R?, R* may be same or different and represent hydrogen, halogen,
perhaloalkyl, hydroxy, thio, amino, nitro, cyano, formyl, amidino, guanidino, substituted or unsubstituted
groups selected from linear or branched (C;-Cij)alkyl, linecar or branched (C;-Cz)alkenyl, (Cs-
Cy)eycloalkyl, (C;-Ci)eycloalkenyl, bicycloalkyl, bicycloalkenyl, (C,-Cz)alkoxy, cyclo{Cy-Ci)alkoxy,
aryl, aryloxy, aralkyl, ar(C,-C,;)alkoxy, heterocyclyl, heteroaryl, heterocyclyl(Cy-Cy)alkyl, heteroar(C,-
Cia)alkyl, heteroaryloxy, heteroar(C,-C,3)alkoxy, heterocyclyloxy, heterocyclylaikyloxy, acyl, acyloxy,
acylamino, monoalkylamino, dialkylamino, arylamino, aralkylamino, alkoxycarbonyl, aryloxycarbonyl,
arnlkoxycarbonyl.  heterocycloalkoxycarbonyl.  hetcroaryloxycarbonyl,  heteroaralkoxycarbonyl.
heterocyclyloxycarbonyl. hydroxyalkyl. aminoalkyl, monoalkylaminoalky!, dialkylaminoalkyl,
alkoxyalkyl, aryloxvalkyl, aralkoxyalkyl, (C,-Cjj)alkylthio, thio(C,-C,z)alkyl. arylthio, (C,- .
C1y)alkoxycarbonylamino. aryloxycarbonylamino, aralkyloxycarbonylamino. aminocarbonylamino.
alkylaminocarbonylamino, alkylamidino. alkylguanidino, dialkylguanidino. hydrazino, alkyl hydrazino,
alkoxyamino. hydroxylamino, derivatives of sulfenyl and sulfonyl groups, carboxylic acid and its
derivatives, sulfonic acid and its derivatives, phosphonic acid and its derivatives: or the adjacent groups
R? and R? together may form a five or a six membered ring, optionally containing one or more double
bonds and optionally containing one or more heteroatoms selected from O, N, or 5; n is an integer
ranging from | to 8: W represents O, S or NR” where R’ represents hydrogen. (C,-C\3)alkyl or aryl: Ar
represents a substituted or unsubstituted divalent single or fused aromatic, heteroaromatic or heterocyclic
group; R* represents hydrogen. hydroxy, (C;-CiaJalkyl, (Ci-Ci)alkoxy, halogen, acyl, substituted or
unsubstituted aralkyi group: X represents O or S: R’ represents hydrogen. perfluor(C,-Ci2)alkyl,
substituted or unsubstituted groups selected from (C,-C;)alkyl. cyclo(C,-C,2)alkyl, aryl, ar{C,-C,s)alkyl,
heteroaryl.  heteroar(C-Cj;)alkyl.  heterocyelyl.  alkoxyalkyl, aryloxyalkyl, alkoxycarbonyl,
arvloxycarbonyl, cycloalkyloxycarbonyl. alkylaminocarbonyl, arvlaminocarbonyl, acyl groups: Y
represents O or S: Z represents oxygen, sulfur or NR', where R'® represents hydrogen or substituted or

-

19
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unsubstituted groups selected from (C,-C,2)alkyl, aryl, ax{C,-C,3)alkyl, hydroxy{C,-C;;)alkyl, amino(C;-
CizJalkyl, heteroaryl, heteroar(C,-C);)ulkyl groups; R’ represents hydrogen, substituted or unsubstituted
groups selected from (C,-Ci2)alkyl, aryl, ar(C,-C;2)alkyl, heteroaryl, heteroar(C-C,;)alkyl, heterocyclyl,
heterocyclylalkyl, hydroxyalkyl, alkoxyalkyl, alkylaminoalkyl groups; R'®and R" together may form a §
or 6 membered substituted or unsubstituted cyclic ring structure containing carbon atoms or containing
one or more heteroatoms selected from O, N and S and a process for its preparation and its use in the

preparation of B-aryl-ct-substituted alkanoic acid derivatives. _
45, A process for the preparation of the compound of formula (1f) is as defined in claim 44, which

comprises
3
g K X
N—(CHy),—W—Ar =’ .
R % N; .
an W —-

[s
reacting a compound of formula (1r) wherein R® is hydrogen atom and all other symbols are as defined

earlier,
n‘ R! R RY
(Cli)s—W—A zZR*
R ” NH;
{ir)
with an appropriate diazotizing agent.

46. A process for the preparation of compound of general formula (ir) where all the symbols are as
defined earlier, by reacting the compound of formula (1c) where all symbols are as defined earlier

R R'Y
nl
l'
I N—(CHy,—1.} HO—Ar iy
| Y o NH,
{le) (1s)
with a compound of formula (1s), wherein R® is hydrogen atom and all other symbols are as deﬁneﬁ/
/
earlier to give the compound of formula (Ir). o
Dated this 25 day of July. 200! L
o~
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REIVINDICACIONES

1. Un compuesto de férmula (I):

i I Y
R ?l
lCII,];—“—-.\*)k‘“ ]
iR

n*
al

Sus derivados, sus analogos, sus formas tautoméricas, sus

S’
esteroisémercs, sus polimorfos, / sus sales

farmacéuticamente aceptables, sus solvatos
farmaseuticamente aceptables, donde uno o ma&s grupos R!,
R?, R’, RY, pueden ser iguales o diferentes, y representan
hidrégeno, halégeno, haloalquilo, perhaloalquilo,
haloalcoxi, perhaloalcoxi, hidroxi, ti-o,‘ amino, nitro,
ciano, formilo, amidino, gquanidino, © grupos sustituidos

—-—

o *nqﬂm;_jiuidos seleccionados de alquilo 1lineal o

P

ramificado (C1—Ci2) , alquenilo (C1-Ci2) lineal o
ramificado, cicloalquilo (C3-C-;), cicloalquenilo (C3-C;),
bicicloalquilo, bicicloalquelino, alcoxi{C;-Cj3), cicle
(Ca-Cy)alcoxi, arilo, ariloxi, aralquilo, ar{C;-Ciz2)alcoxi,
heterociclilo, heteroarilo, heterociclil (C;-C;z) alquilo,

heteroar (C;-Ci2)alquilo, heterocariloxi, heteroar (C1—-

e
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Ciz)alcoxi, heterocicloxi, heterociclilalcoxi, acilo,ﬁ

- LY
arilaminoy; aralquilamino, alcoxicarbonilo

ar\a'.lcoxicarbonilo, —heterogiclil )
he@iloxig&?rbonilo,
- \

heterocicliloxicarbonilo, .. ..

aciloxi, acilamino, grﬁonoal‘quilamino, dialquilamino, "’

hidrc;xmquilo, aminocalquilo, monoalquila-minoﬁ’quilo, ()
dialquilaminoalquilo, alcoxialquilo, ariloxialquilo,
aralcoxialquilo, alquiltio (C;-Cj;2), tio (C;-Cj2)alquilo,
ariltio, alcoxicarbonilamino (C1-Ci2) ,
ariloxicarbonilamino, aralquiloxicarbonilamino,
aminocarbgni]_._gmino, alquilaminocarbonilamino,

alqu:i.'la?nidino, alquiguanidino, dialquilguan\idino,
/

hidrazino, alquil hidrazino, //al\ﬁox:l.am:l.no, hidroxilamino,

1
T

derivados de los grupos sulfenil vy sulfonil, acido
carboxilico y sus derivados, &cido sulfénico y sus
derivados, acido fosfénico y sus derivados; o los grupos
adyacentes R? y R’ juntos pueden formar un anillo de 5 o 6
miembros, opcionalmente contienen uno o© més doblesq --
enlaces y opcionalmente contienen uno o méas feterodtombs

seleccionados de O, N, S; n representa un “entero_/que . ..
varia de 1 a 8; .'Vrepresenta 0, S o NR’, dondey R’
representa hidrédgeno, alquilo(C1—C12) ow; Ar

representa un grupo aromatico sustituido o no sustituido
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divalente simple o fusionado, h Tométi o] (o]
heterociclico; R® y R® Yepresentan shidrégefic—o juntos
representan un enlace o pueden también representar un
hidroxi, alqui].,g_(_.cr-gi)} alcoxi (C;~Ci2), halégeno, acilo,

un grupo .aralquilo,\'sustituido o no sustituido; X

-
et

representa O o S; R’ representa hidrégeno, perfluoro((C;-
Ciz)alquilo, grupos sustituidos o no sustituidos
seleccionados de alquilo (C;-Ci2)lineal o ramificado,
ciclo (C1-Ciz)alquilo, arilo, ar (C;-Ciz2)alquilo,
heteroarilo, heteroar(C;-Cjiz2)alquilo, heterociclilo,
alcoxialquilo, ariloxialquilo, alcoxicarbonilo,

ariloxicarbonilo, _ ci%oariloxicarbonilo,

—

alquilaminocarbonilo, ariil.’é-n'tinocarbor;i :0,. © grupos acilo;
“representa O, S o NR® donde R

Y representa O o S; 2
representa hidrégeno o© grupos sustituidos o no
sustituidos seleccionados de alquilo (C;-C;3),arilo,
ar (C;-Cjzz2)alquilo, hidroxi (C1-Ci2)alquilo, amino (C;-
Ciz)alquilo, grupos hetercarilo o heteroar(C;-Ciz)alquilo; t
R® representa hidrégeno, grupos sustituidos o no
sustituidos seleccionados de alquilo lineal q "
ramificado{C;-Ci2), arilo, ar(Ci-C;z)alquilo, _-feteroarijfo,
heteroar (Ci-Ciz)alquilo; R® representa hidrégeno, _gfupos
sutituidos o no sustituidos seleccionados de alquilo(C;-

Ci12), arilo, ar(C;~-Ciz)alquilo, heteroarilo, heterocar{C;-
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(%) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropancico Yy sus sales

farmaceuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-{4-metilfenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmaceuticamente aceptables;

(=) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-
il)etoxijfenil}-2-etoxipropanoico y sus sales

farmaceuticamente aceptables;

(1) Acido 3-{4-[2-(5-metil-2~(3-metilfenil)}pirrol-1- - ~-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-(3-metilfenil}pirrol-1-
il)etoxi]}fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables; -

— "
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(~) Acido 3-{4-[2-(5-metil-2-(3-metilfenil)pirrol-1-
il)etoxi] fenil}~2~-etoxipropanoico Yy sus sales

farmacéuticamente aceptables:

(1) Acido 3-{4-[2-(5-metil-2-(2-metilfenil)pirrol-1-
il)etoxi}fenil}-2-etoxipropancice Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2- (5-metil-2-(2-metilfenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-[2~(5-metil~2-(2-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(1) Acido 3-{4-[2~ (5-metil-2-(4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(+) Acido  3-{4-[2-(5-metil-2-(4-metoxifenil)pirrol-1-

il)etoxil]lfenil}-2-etoxipropanoico Y sus sales
farmacéuticamente aceptables; | . . .
-F—-

=

mZ/
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(-) Acido 3-{4-[2~(5-metil-2-(4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

() Acido 3-{4-[2-(5-metil-2-(4-bromofenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-(4-bromofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(5-metil-2- (4-bromofenil)pirrol-1-
il)etoxi) fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(1) Acido 3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;




238 ' T

/8

{+) Acido 3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol-1-
il)etoxi)fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-{2-(5-metil-2-(4-fluorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

() Acido 3-{4-[2-(5-metil-2-(4~-clorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

{+) Acido 3-{4-[2-(5-metil-2-(4-clorofenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(5-metil-2-(4-clorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables:

() Acido 3-{4-[2-(4-metil-2-fenilpirrol-1-

il)etoxi]fenil}-z—etoxipropanoico Yy sus sales

farmacéuticamente aceptables;
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(+) Acido 3-{4-[2-(4-metil-2-fenilpirrol-1-
il)etoxi)fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(=) Acido 3-{4-[2-(4-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

() Acido 3-{4-[2-(5-metil-2,3-difenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2,3-difenilpirrol-1-
il)etoxilfenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-[2- (5-metil-2, 3~difenilpirrol-1-

1l)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;
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(+) Acido 3-{4-[2-(2-isopropil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2~-(2-isopropil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-[2- (2-isopropil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

() Acido 3-{4-12-(2,5-diisopropilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-{2,5-diisopropilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

{(-) Acido 3-{4-[2-(2,5-diisopropilpirrol-1-

il)etoxi]fenil}-2-etoxipropanoico y sus sales

D

farmacéuticamente aceptables; !
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(£) Acido 3-{4-[2-(5-isopropil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-{2-(5-isopropil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanocico Y sus sales

farmacéuticamente aceptables;

(-} Acido 3-{4-{2-(5-isopropil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico . y sus sales

farmacéuticamente aceptables;

(1) Acido 3-{4-[2-(2,5-diisopropil-3-fenilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables:;

(+) Acido 3-{4-[2-(2,5-diisopropil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales"

farmacéuticamente acepty
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(-) Acido 3-{4-[2-(2,5-diisopropil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-isopropil-2-(4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-isopropil-2-(4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(=) Acido 3-{4-[2-(5-isopropil-2-(4-metoxifenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoico y sus sale’

farmacéuticamente aceptablej

43°
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(-) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropilpirrol-1-
il)etoxi]lfenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(1) Acido 3-(4-{2-[2-(4-fluorofenil) -5-isopropil-3-
fenilpirrol-1-il)etoxi] fenil)}-2-etoxipropanoico y sus

sales farmacéuticamente aceptables;

(+) Acido 3-{(4-{2-[2-(4-fluorofenil)-5-isopropil-3-
fenilpirrol-l-il)etoxi]lfenil}-2-etoxipropanoico Yy sus

sales farmacéuticamente aceptables;

(-) Acido 3-(4-{2-[2-(4-fluorofenil) -5-isopropil-3-
fenilpirrol-l-il)etoxi]fenil}-2-etoxipropanoico Yy sus

sales farmacéuticamente aceptables;

{£) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-4-

fenilcarbamoilpirrol—1—il)etoxi]fenil}-z-etoxipropanoijr

y sus sales farmacéuticamente aceptables; V‘h——
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{(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-4-
fenilcarbamoilpirrol-l1-il)etoxi] fenil}-2-etoxipropanoico

y sus sales farmacéuticamente aceptables;

(-) Acido 3-(4-{2-[2- (4-fluorofenil)-5-isopropil-4-
fenilcarbamoilpirrol-l1-il)etoxi]fenil}-2-etoxipropanoico

Y sus sales farmacéuticamente aceptables;

() Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-l1-il)etoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-l-il)etoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(-) Acido 3-(4-{2-[2-{4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)etoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(t) Acido 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)propoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

e ——

M‘L
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(+) Acido 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)propoxi) fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(-) Acido 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)propoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

() Acido 3-(4-{2-[2-(4-fluorofenil)-5-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanecico Y sus sales

farmacéuticamente aceptables;

() Acido 3-(4-{2-[2-(4-fluorofenil)-5-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-(4-{2-[2-{4-fluorofenil)-5-fenilpirrol-1-

il)etoxi)fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables; , e __.,

. 4T

Y]
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(=) Acido  3-(4-{2-[2-(4-fluorofenil)-5-fenilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(£) Acido 3-[4-[2-(3-carboxi-5-fenil-2-(4-fluorofenil)
pirrol-l-il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(+) Acido 3-[4-[2-(3-carboxi-5-fenil-2-(4-fluorofenil)
pirrol-l-il)etoxi]fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

{-) Acido 3-[4-[2-(3-carboxi-5-fenil-2-(4-fluorofenil)
pirrol-l1-il)etoxi]fenil}-2-etoxipropanocico y sus sales

farmacéuticamente aceptables;

() Acido 3-{4-[2-(2-metiltiopirrol-l1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3—{4—[2—(2-metiltiopirrdl—1—il)etoxi]fenil}—z-

etoxipropanoico y sus sales farmacéuticamente aceptables;
y_
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(-} Acido 3-{4-[2-(2-metiltiopirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(E/2) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi]fenil}-2-etoxiprop-2~-enoico Y sus sales

farmacéuticamente aceptables;

(E) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxiprop-2-enoico Y sus sales

farmacéuticamente aceptables;

(2) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxiprop-2-enoico y sus sales

farmacéuticamente aceptables;

23. Un compuesto de acuerdo a la reivindicacién 22, el

cual se selecciona de:

(&) Acido 3-{4-[2-(pirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,

dietanoamina, colina, amonio, amonio sustituido o sales

4..,—====-===N
de alffifij:__,J-_ .
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2

(+) Acido 3-{4~-[2-(pirrol-1-il)etoxi] fenil}-2-
etoxipropancico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, vy sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(=) Acido 3-{4-[2~-(pirrol-1-il)etoxi] fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanocamina, colina, amonio, amonic sustituido o sales

de aluminio;

() Acido 3-{4-[2-(2,5-dimetilpirrol-1-il)etoxi]fenil}-2~
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,

dietancamina, c¢olina, amonio, amonio sustituido o sales

de aluminio; ,

I
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Ci2) heterociclilo, heterociclilalquilo, hidroxialquilo,
grupos alcoxialquilo o alquilaminoalquilo; R!® y R? juntos
pueden formar una estructura de anillo ciclica de 5 o 6
miembros sustituida o no sustituida que contiene uno o

mé&s heterocAdtomos seleccionados de O, N o S:

2. Un compuesto de acuerdo con la reivindicacién 1, en
donde los sustituyentes o los grupos R R?, R3>, R', son
seleccionados de haldgeno, hidroxi, formilo, nitro, oxo,

tio, o grupos no sustltuldos o sustituidos selecc1onados (:)

- / /’ .‘—-—-
¥ icl alqullo,/alcoxﬁ c1cloalqullox1, arllo,

-— % L—___-_—-/ -
oxialquilo, ,hetéfszicli}o,: heteroa;é}o, ; :
P '-.‘-_\'2 . . . -",
u,/’ﬁc119§;, “hidroxialquile{ amino,

-

arilamino, aminoalquilor—ariloxi, aralcoxi,
alquilamino, aI’Biialquilor alquiltio, tioalquilo:?
/ T* = ‘\\\ . ‘T‘-- .
oalquilo, alqullsulfenllo, alquilsulfonilo, dcido
N ~... / AL

(o oxilico o sus derivados, 4&cido sulfénico o sus

derivados, Acidé fosfénico o sus derivados. 4

3. Un compuesto de acuerdo a la reivindicacién 1, en
—
donde Ar representa un anillo fenilo.

4., Un compuesto de acuerdoc a 1la reivindicacién 1, en

donde Ar representa grupos sustituidos o no sustituidos
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seleccionados de grupos divalentes seleccionados de

fenileno, naftileno, indenilo, dihidrcbenzofurilo,
benzopiranilo, dihidrobenzopiranilo, indeolilo,
indolinilo, piridilo, quinolinilo, azaindolilo,

azaindolinilo, benzofurilo, grupos Dbenzotiazolilo o

benzoxazolilo.

5. Un compuesto de acuerdo a la reivindicacién 1, en
donde 1los _sustituyentes sobre el grupo representado
mediante eﬁresei_tia)n(..‘alquilo, alcoxi, hidroalquilo,
halégeno, hal&alquil9,._ haloalcoxi, éE%EfE’) amino,
acilamino, tib*\_égidg ca;Bbxilico o sulfénico y sus
derivados, é4cido fosfénico y sus derivados sustituidos o

no sustituidos lineales o ramificados.

6. Un- compuesto de acuerdo a la reivindicacién 4, en
donde los sustituyentes sobre el grupo representados

mediante ; Ar representan alquilo, alchi, tioalquido,
!-’— I " -t - ‘\
haﬁggeno, haloalqu;}o, ﬁaloalcoxi, r—acilo,” amimo,

acilamiﬁﬁ, tio, A&cidos carboxilico o sulfénico y su§

derivados, &cido fosfénico y sus derivados sustituidos o
\

~,

no sustituidos lineales o ramificados. -

P

N
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7. Un compuesto de acuerdo a la reivindicacién 1, en
donde la sal farmacéuticamente aceptable es una sal de
Li, Na, Ca, Mg, lisina, arginina, gquanidina, y sus
derivados, trometamina, dietanolamina, colina, amonio,

sales de amonioc sustituidos por sales de aluminio.

B. Una composicién farmacéutica gque comprende un

compuesto de férmula (I),

w i ek
N—{Cll)g—\W'—ar n*
n xu?
4

R
th
Como se definidé en la reivindicacién 1 y un portador
farmacéuticamente aceptable, diluyente, excipiente o

solvato.

v

9. Una composicién farmacéutica de acuerdo a 1la
reivindicacién 8 en la forma de una tableta, céapsula,

polvo, gréanulo, melaza, solucién o suspensién.

10. Una composicién farmacéutica de acuerde a la

reivindicacién 8, en combinacién con sulfonil urea,



252

biguanida, inhibidor de angiotensina II, aspirina,
inhibidor a -glicosidasa, insulina secretagoga, insulina,

inhibidor P-sitosterol, inhibidor de reductasa HMG CoA,
fibrato, dacido nicotinico, colestiramina, colestipol o
probucol que se puede administrar junto o dentro de tal
periodo con el fin de que actie sinergisticamente junto a
un paciente en necesidad de ello.
<
1l. Un método de reduccién de glucosa de plasma,
triglicéridos, colesterol total, ILDL, VLDL, o Acidos
grasos libres en el plasma, mientras opcionalmente se
elevan los niveles de colesterol HDL que comprende
administrar un compuesto de férmula (I), como se definié
en la reivindicacién 1 y un portador farmacéuticamente
aceptable, diluyente, excipiente o solvato a un paciente
necesitado de ello.
<

12. Un método de acuerdo a la reivindicacién 11, en donde
el compuesto de férmula (I) es dado en combinaciédn con
inhibidor reductasa HMG CoA, fibrasa, &cido nicotinico,
colestiramina, colestipol o probucol, que puede ser

administrado junto o dentro de tal periodo con el fin de
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que actie sinérgicamente junto a un paciente necesitado

de ello.

13. Una composicién farmacéutica gque comprende, un
compuesto de acuerdo a la reivindicacién 7, como un
ingrediente fijo y un ©portador farmacéuticamente

aceptable, diluyente, excipiente o solvato.

14. Una composicién farmacéutica que comprende, un
compuesto de acuerdo a la reivindicacién 7, en la forma
de una tableta, cédpsula, polvo, granulo, melaza, solucién

0 suspensién.

15. Una composicién farmacéutica de acuerdo a 1la

reivindicacién 7, en combinacién con sulfonil urea,

biguanida, inhibidor de angiotensina II, inhibidor de 7«-

glicosidasa, insulina secretagoga, insulina, inhibidor de
p-sitosterol, inhibidor de reductasa HMG CoA fibrato,

dcido nicotinico, colesteramina, colestipel, o probucol,
que se puede administrar junto o dentro de tal periodo

con el fin de que actle sinérgicamente junto a un

paciente necesitado de ellof

(

— .
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16. Un método para reducir la glucosa de la sangre,
triglicéridos, colesterol, o é&cidos grasos libres en el
plasma, que comprende administrar un compuesto como se
definié en la reivindicacién 7 Y un portador
farmacéuticamente aceptable, diluyente, o excipiente o

solvato a un paciente necesitado de ello.

17. Un método de acuerdo a la reivindicacién 16, en donde
el compuesto de fédrmula (I) es dado en combinacién con
inhibidor de reductasa HMG CoA, fibrato, acido
nicotinico, colestiramina, colestipol o probucol, que se
puede administrar juntoe o dentro de tal periodo con el
fin de que actie sinérgicamente junto a un paciente

necesitado de ello.

1§. Un método para evitar o tratar enfermedades
originadas por hiperlipidemia, hipercolesteremia,
hiperglicemia, obesidad, intolerancia a la gqlucosa en
detrimento, resistencia a la leptina, resistencia a la
insulina, complicaciones diabéticas, que comprende
administrar una cantidad efectiva, no téxica de compuesto
de la férmula (I) como se definié en la reivindicacién 1

a un paciente necesitado de ello.
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I;T(il método de acuerdo a la reivindicacién 18, en donde
la complicacién es diabetes tipo 2, tolerancia a 1la
glucosa en detrimento, dislipidemia, hipertensién,
obesidad, aterosclerosis, hiperlipidemia, enfermedad de

la arteria coronaria, desérdenes cardiovasculares,

enfermedades renales, microalbuminuria,
glomerulonefritis, glomeruloesclerosis, sindrome
nefrético, nefrosclerosis hipertensiva, retinopatia

diabética, nefropatia diabética, disfuncién celular
endotelial, soriasis, sindrome ovariano policistico,
(PCOS) , demencia, enfermedad renal terminal,
osteoporosis, enfermedad intestinal inflamatoria,
distrofia miotdnica, pancreatitis, arteriosclerosis,

Xantoma o cancer.

ZATE_;n método para evitar o tratar enfermedades
originadas mediante hiperlipidemia, hipercolesteremia,
hiperglicemia, obesidad, intolerancia a 1la glucosa en
detrimento, resistencia a la leptina, resistencia a 1la
insulina todas las enfermedades en 1las cuales 1la
resistencia a la insulina es el mecanismo patofisioldgico
subyacente, tratar complicaciones diabéticas, que
comprende administrar una cantidad efectiva, no téxica

del compuesto de férmula (I) como se definié en la

JA
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reivindicacién 1 y un portador farmacéuticamente

aceptable, diluyente, excipiente o solvato.

21. E1l método de acuerdo a la reivindicacién 20, en donde
la enfermedad es diabetes tipo 2, tolerancia a la glucosa
en detrimento, dislipidemia, hipertensién, obesidad,
aterosclerosis, hiperlipidemia, enfermedad de la arteria
coronaria, descrdenes cardiovasculares, enfermedades
renales, microalbuminuria, glomerulonefritis,
glomeruloesclerosis, sindrome nefrotico, nefroesclerosis
hipertensiva, retinopatia diabética, nefropatia
diabética, disfuncién cerebral endotelial, soriasis,
sindrome ovariano policistico (PCOS), demencia,
enfermedad renal terminal, osteoporosis, enfermedades
intestinales inflamatorias, distrofia mioténica,

pancreatitis, arteriosclerosis, xantoma o céancer.

22. Un compuesto de acuerdo a la reivindicacién 1 que es

seleccionade de:

(%) etil 3-{4-[2-(pirrol-1~il)etoxi] fenil}-2-
etoxipropanoatoi“Jr_
— —



257

(+) etil 3-{4-[2-(pirrol-1-il)etoxi] fenil}-2-
etoxipropanoato;
{-) etil 3-{4-[2~(pirrol-1-il)etoxi] fenil}-2-
etoxipropanocato;

() etil 3-{4-[2-(2,5-(dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoato;

(+) etil 3-{4-[2-(2,5-(dimetilpirrol-l-il)etoxi}fenil}-2-

etoxipropanoato;

(-) etil 3-{4-[2-(2,5-(dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoato;

(f) etil 3-{4-[2-(2,4-dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoato;

(+) etil 3-{4-[2-(2,4-dimetilpirrol-1-il)etoxi]fenil}-2-

———

Et‘ff_ozw

-
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(=) etil 3-{4-[2-(2,4-dimetilpirrol-l-il)etoxi]fenil}-2-

etoxipropanocato;

(£) etil 3-{4-[2-(2-formilpirrol-1-il)etoxi] fenil}-2-

etoxipropanoato;

{+) etil 3-{4-[2-(2-formilpirrol-1-il)etoxi] fenil}-2-

etoxipropanocato;

(=) etil 3-{4-{2-(2-formilpirrol-l1-il)etoxi] fenil}-2-

etoxipropanoato;

(£) etil 3-{4-[2-(2-acetilpirrol-1-il)etoxi] fenil}-2-

etoxipropanocato
{(+) etil 3-{4-[2-(2-etilpirrol-l-il)etoxi] fenil}-2-
etoxipropanoto;
{-) etil 3-{4-[2-(2-etilpirrcl-1-il)etoxi] fenil}-2-
etoxipropanoto;
(%) etil 3-{4-[2-(2-etilpirrel-1-il)etoxi] fenil}-2-

etoxipropanoato
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(+) etil 3-{4-[2-(2-etilpirrol-l1-il}etoxi] fenil}-2-
etoxipropanoto;
(=) etil 3-{4-[2-{2-etilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoto;

() etil 3-{4-[2-(2-etil-5-metilpirrol-l-il)etoxi]fenil}-

2-etoxipropanocato;

(+) etil 3-{4-[2-(2-etil-5-metilpirrol-1l-il)etoxi]fenil}-

2-etoxipropanocato;

(-) etil 3-{4-[2-(2-etil-5-metilpirrol-l-il)etoxi)fenil}-

2~-etoxipropanoto;

() etil 3-{4-[2-(5-metil-2-propilpirrol-1-

il)etoxi]fenil}-2-etoxipropanoato;

(+) etil 3-{4-[2-(5-metil-2-propilpirrol-1-

il)etoxi]fenil} —2-etoxipropanoatof __.J
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(=) etil 3-{4-[2-(5-metil-2-propilpirrol-1-

il)etoxi]fenil}-2-etoxipropanocato;

() etil 3-{4-[2-(5-metil-2-n-butilpirrol-1-

il)etoxi] fenil-2-etoxipropanocato;

(+) etil 3-{4-[2-(5-metil-2-n-butilpirrol-1-

il)etoxi] fenil-2-etoxipropanocato;

{(-) etil 3-{4-[2- (5-metil~2~n-butilpirrol-1-

il}etoxi] fenil-2-etoxipropanoato;

(1) etil 3-{4-[2~(5-metil-2-fenilpirrol-1-

il)etoxi)fenil}-2-etoxipropancato;

(+) etil 3-{4-[2-(5-metil-2-fenilpirrol-1-

1l)etoxi] fenil}-2-etoxipropanoato;

(-) etil 3-{4-[2-(5-metil-2~-fenilpirrol-1-

il)etoxi]fenil}-2-etoxipropanoato;

(1) etil 3-{4-[2-(5-metil~3~fenilpirrol-1-

il)etoxi]fenil}-2-etoxipropanoato; r\_J
L
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(+) etil 3-{4-[2-(5-metil-3-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(=) etil 3-{4-[2-(5-metil-3-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(£) etil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-metoxipropanoato;

(+) etil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-metoxipropanoato;

(-) etil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-metoxipropanocato;

(%) metil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi) fenil}-2-metoxipropanocato;

(+) metil 3-{4-[2~(5-metil-2-fenilpirrol-1-

il)etoxilfenil} —2-metoxipropanoato;r\/
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(-) metil 3-{4-[2-({5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-metoxipropanoato;

() etil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-propoxipropanocato;

(+) etil 3-{4-[2-(5-metil-2~fenilpirrol-1-

il)etoxi] fenil}-2-propoxipropancato;

(-) etil 3-{4-[2-(5-metil~-2-fenilpirrol-1-

il)etoxi}fenil}-2-propoxipropanoato;

(£) propil 3-{4-[2-(5-metil-2~-fenilpirrol-1-

il)etoxi] fenil}-2-propoxipropanoato;

(+) propil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-propoxipropanocato;

(-) propil 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-propoxipropancato;

(%) etil 3-{4-[2-({5-metil-2- (4-metilfenil)pirrol-1-

il)etoxi]fenil}-2-etoxipropancato;

T e e e



263

(+) etil 3-{4-[2-(5-metil-2-{4-metilfenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(-) etil 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(X} etil 3-{4-[2~(5-metil-2-(3-metilfenil)pirrol-1-

il)etoxi]fenil}-2-etoxipropanocato;

{(+) etil 3-{4-[2-(5-metil-2-(3-metilfenil)pirrol-1-

il)etoxi]fenil}-2-etoxipropanocato;

{(-) etil 3-{4-[2-({5-metil-2-(3-metilfenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(£) etil 3-{4-[2-(5-metil-2-{2-metilfenil)pirrol-1-

il)etoxilfenil}-2-etoxipropanoato;

(+) etil 3-{4-[2-(5-metil-2-{2-metilfenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

g

45
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(-) etil 3-{4-[2-(5-metil-2-(2-metilfenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(L) etil 3-{4-[2-(5-metil-2- (4-metoxifenil)pirrol-1-

il)etoxi]lfenil}-2-etoxipropanoato;

(+) etil 3-{4-[2-(5-metil-2- (4-metoxifenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

{(-) etil 3-{4-[2-({5-metil-2- (4-metoxifenil)pirrol-1-

il)etoxi) fenil}-2-etoxipropanoato;

(1) etil 3-{4-[2-(5-metil-2-(4-bromofenil)}pirrol-1-

il)etoxi}fenil}-2-etoxipropancato;

(+) etil 3-{4-[2-(5-metil-2-(4-bromofenil)pirrol-1-

il)etoxi) fenil}-2-etoxipropanocato;

(-) etil 3-{4-[2-(5-metil-2-(4-bromofenil)pirrol-1-

il)etoxi]fenil}-2-etoxipropancato;

() etil-3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol-1-

il)etoxil} fenil}-2-etoxipropanoato;

T
¥
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(+) etil 3-{4-[2- (5-metil-2-(4-fluorofenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(-) etil 3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol-1-

il)etoxi) fenil}-2-etoxipropanoato;

() etil 3-{4-[2-(5-metil~2-(4-clorofenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

2(+) etil 3-{4-[2-(5-metil-2-(4~-clorofenil)pirrol-1-

il)etoxi]fenil}-2-etoxipropanoato;

{(-) etil 3-{4-[2-(5-metil-2-(4-clorofenil)pirrol-1-

il)etoxi)fenil}-2-etoxipropanocato;

(1) etil 3-{4-[2-(4-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(+) etil 3-{4-[2-(4-metil-2-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

49
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{-) etil 3-{4-[2-(4-metil~2-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

() etil 3-{4-[2-(5-metil-2,3-difenilpirrol-1-

il)etoxijfenil}-2-etoxipropanocato;

(+) etil 3~{4-[2-{5-metil-2, 3-difenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(=) etil 3-{4-[2-(5-metil-2,3-difenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(1) etil 3-{4-[2-{2-isopropil)-5-metilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato:;

(+) etil 3-{4-[2-(2-isopropil)-5-metilpirrol-1-

il)etoxi] fenil}-2-etoxipropancato;

(-) etil 3-{4-[2-(2-isopropil)-5-metilpirrol-1-

1l)etoxi] fenil}-2-etoxipropanoato;

() etil—3—{4f[2,5—diisopropilpirrol—1-il)etoxi]fenil}—2—

etoxipropanocato;
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(+) etil-3-{4-[2,5-diisopropilpirrol-l1-il)etoxi)fenil}-2-

etoxipropanoato;

(-) etil-3-{4-[2,5-diisopropilpirrol-l1-il)etoxi]fenil}-2-

etoxipropanoato;

(1) etil 3-{4-[2-(5-isopropil-2-fenilpirrol-1-

il)etoxi]fenil}-2-etoxipropanoato;

(+) etil 3-{4-[2(5-isopropil-2-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(=) etil 3-{4-[2(5-isopropil-2-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(1) etil 3-{4-[2-(2,5-(diisopropil-3~-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanocato;

(+) etil 3-{4-[2-(2,5-{diisopropil-3-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;
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(=) etil 3-{4-[2-{2,5-{diisopropil-3-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(t) etil 3-{4-[2-[5-isopropil-2-{4-metoxifenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoato;

(+) etil 3-{4-[2-[5-isopropil-2-(4-metoxifenil)pirrol-1-

il)etoxijfenil}-2-etoxipropanoato;

(=) etil 3-{4-[2-[5-iscpropil-2-(4-metoxifenil)pirrol-1-

il)etoxi)fenil}-2-etoxipropanocato;

() etil 3-{4-{2-[2-(4-fluorofenil)-5-(isopropilpirrol-1-

il]etoxi}fenil)-2-etoxipropanoato;

(+) etil 3-({4-{2-[2-(4-fluorofenil)-5-(isopropilpirrol-1-

il]etoxi}fenil)-2-etoxipropanoato:;

(-) etil 3-{(4-{2-[2-(4-fluorofenil)-5-(isopropilpirrol-1-

il]etoxi}fenil)-2-etoxipropanoato;

(1) etil 3-(4-{2-[2~(4-fluorofenil)-5-(isopropil-3-

fenilpirrol-l-iljetoxi}fenil)-2-etoxipropanoato;
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(+) etil 3-(4-{2-[2-(4-fluorofenil)-5-{isopropil-3-

fenilpirrol-l1-il]etoxi}fenil)-2-etoxipropanoato;

(-) etil 3-(4-{2-[2-(4-fluorofenil) -5- (isopropil-3-

fenilpirrol-l1-illetoxi}fenil)-2-etoxipropanoato;

(1) etil 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-4-

fenilcarbamoilpirrol-l1-il)etoxi}fenil)-2-etoxipropanoato;

(+) etil 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-4-

fenilcarbamoilpirrol-1-il)etoxi}fenil)-2-etoxipropanocato;

(-) etil 3-(4-{2~-[2-(4-fluorofenil)-5-isopropil-4-

fenilcarbamoilpirrol-1-il)etoxi}fenil)-2-etoxipropanoato;

() etil 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)etoxi}fenil)-2-

etoxipropanoato;

(+) etil 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)etoxi}fenil)-2-

etoxipropanocato;
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(-) etil 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3~fenil-
4-fenilcarbamoilpirrocl-1-il)etoxi)fenil)-2-

etoxipropanoato;

() etil 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrel-1-il]propoxi}fenil) -2-

etoxipropanoato;

(+) etil 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-l1-il)propoxi}fenil)-2-

etoxipropanoato;

(-} etil 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-~-
4-fenilcarbamoilpirrol-l1-il)propoxi}fenil)-2-

etoxipropanoato;

(£} etil 3-(4-{2-[2-(4-fluorofenil)-5-fenilpirrol-1-

illetoxi}fenil)-2-etoxipropanocato;

(+) etil 3-(4-{2-[2-(4-fluorofenil)-5-fenilpirrol-1-

il]etoxi}fenil)-2-etoxipropanoato;

456
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(=) etil 3-(4-{2-[2- (4-fluorofenil)-5-fenilpirrol-1-

il]letoxi}fenil)-2-etoxipropanoato;

(1) etil 3-[4-[2-[3-carboxi~5~-fenil-2-{4-

fluorofenil)pirrol-l-il)etoxi] fenil-2-etoxipropanoato;

(+) etil 3-[4-[2-[3-carboxi-5-fenil-2- (4~

fluorofenil)pirrol-l-il)etoxi] fenil-2-etoxipropanocato;

{-) etil 3-[4-[2-[3-carboxi-5~fenil-2-(4-

fluorofenil)pirrol-l-il)etoxi] fenil-2-etoxipropanocato;

(£) etil 3-{4-[2-(2-metiltiopirrol-l-il)etoxi]fenil}-2-

etoxipropanoato;

(+) etil 3-{4-[2-(2-metiltiopirrol-1i-il)etoxi]fenil}-2-

etoxipropanocato;

{(-) etil 3-{4-[2-(2-metiltiopirrol—1—il)etdxi]fenil}-z—

etoxipropanoato;

Etil (E/2Z) 3-{4-[2-(5-metil-2-(fenil-pirrol-1-

il)etoxi] fenil}-2-etoxiprop-2-enenoato;
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Etil (z) 3-{4-[2-(5-metil-2-(fenil-pirrol-1-

iljetoxi)fenil}-2-etoxiprop-2-enenoato;

Etil (E) 3-{4-[2-(5-metil-2-(fenil-pirrol-1-

il)etoxi] fenil}-2-etoxiprop-2-enenocato;

[(2R)-N(18)]-2-Etoxi-3-{4-[2~({5-metil-2-fenilpirrol-1-

il)etoxi] fenil}-N-{2-hidroxi-l-feniletil)propanamida

[(28)-N(1S)]-2-Etoxi-3-{4-[2-(5-metil-2-fenil-pirrol-1-

il)etoxi] fenil}-N-(2-hidroxi-1-feniletil)propanamida

(1) Acido 3-{4-[2-{pirrol-l1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(pirrol-l1-il)etoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(pirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;
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(£) Acido 3-{4-[2,5-dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-{4-[2,5-dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(-) Acido 3-{4-[2,5-dimetilpirrol-1-il)etoxi)fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

() Acido 3-{4-[2-(2,4-dimetilpirrol-l1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(2,4-dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(2,4-dimetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

() Acido 3-{4-[2-(2-etilpirrol-1-il)etoxi] fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(2-etilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;
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(=) Acido 3-{4-[2-(2-etllpirrol-1-il)etoxilfenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(x) Acido 3-{4-[2-(2-formilpirrol-l1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(2-formilpirrol-l-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(2-formilpirrol-l-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(t) Acido 3-{4-[2-(2-acetilpirrol-l-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;

(+) Acido 3-{4-[2-({2-acetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanocico y sus sales farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(2-acetilpirrol-1-il)etoxi]fenil}-2-

etoxipropanoico y sus sales farmacéuticamente aceptables;
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() Acido 3-{4-[2-(2-etil~-5-metilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(2-etil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(=) Acido 3-{4-[2-(2-etil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-propilpirrol-1-
il)etoxi]fenil}-2-etoxipropanocico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-propilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(=) Acido 3-{4-(2-(5-metil-2-propilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;
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() Acido 3-{4-[2-(5-metil-2-n-butilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-n-butilpirrol-1-
il)etoxil fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(=) Acido 3-{4-[2-(5-metil-2-n-butilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables:;

(1) Acido 3-{4-[2-(5-metlil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropancico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables;
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(-) Acido 3-{4-[2-({5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico Yy sus sales

farmacéuticamente aceptables:;

() Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-metoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2- (5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-metoxipropanoico Yy sus sales

farmacéuticamente aceptables;

(=) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-metoxipropanoico Yy sus sales

farmacéuticamente aceptables:;

(1) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-propoxipropanoico Y sus sales

farmacéuticamente aceptables:;

(+) Acido 3-{4-[2- (5-metil-2- (4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-propoxipropanoico y sus sales

farmacéuticamente aceptables;
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(=) Acido 3-{4-[2- (5-metil-2-(4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-propoxipropanoico y sus sales

farmacéuticamente aceptables;

(1) Acido 3-{4-{2-(5-metil-3-fenilpirrol-1-
il)etoxi)fenil}-2-etoxipropanoico Y sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(5-metil-3-fenilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales

farmacéuticamente aceptables;

(-) Acido 3-{4-[2-(5-metil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropancico Yy sus sales

farmacéuticamente aceptables;

(+) Acido 3-{4-[2-(2,5-dimetilpirrol-l-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanolamina, colina, amonio, amonio sustituido o sales

de aluminio;
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(=) Acido 3-{4-[2-(2,5-dimetilpirrol-1i-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanolamina, colina, amonio, amonio sustituido o sales

de aluminio;

() Acido 3-{4-[2-(2,4-dimetilpirrol-l1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanolamina, colina, amonio, amonio sustituido o sales

de aluminio;

(+) Acido 3-{4-[2-(2,4-dimetilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(=) Acido 3-{4-[2-(2,4-dimetilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

/67
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(1) Acido 3-{4-[2-{2-etilpirrol-1-il)etoxi] fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(+) Acido 3-{4-[2-(2-etilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, gquanidina, y sus derivados, trometamina,
dietancamina, colina, amonio, amonio sustituide o sales

de aluminio;

(-) Acido 3-{4-[2-(2-etilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus <derivados, trometamina,
dietancamina, colina, amonio, amonio sustituido o sales

de aluminio;

(£) Acido 3-{4-[2=-(2-formilpirrol-1-il)etoxi) fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,

arginina, guanidina, y sus derivados, trometamina,
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dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

{+) Acido 3-{4-[2-(2-formilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietancamina, colina, amonio, amonio sustituido o sales

de aluminio;

(=) Acido 3-{4-[2-(2-formilpirrol-l-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, quanidina, y sus derivados, trometamina,
dietancamina, colina, amonio, amonio sustituido o sales

de aluminio;

(£) Acido 3-{4-[2-(2-acetilpirrol-1l-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(+) Acido 3-{4-[2~-(2-acetilpirrol-1-il)etoxi] fenil}-2-

etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
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arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(=) Acido 3-{4-[2-(2-acetilpirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

() Acido 3-{4-[2-(2-etil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido ¢ sales de aluminio;

(+) Acido 3-{4~[2-(2-etil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, quanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;
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(=) Acido 3-{4-[2-(2-etil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

() Acido 3-{4-[2-(5-metil-2-propilpirrol-1-
il)etoxi] fenil}-2-etoxipropanocico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituideo o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-propilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-{4-[2-(5-metil-2-propilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;
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(%) Acido 3-{4-[2-(5-metil-2-n-butilpirrol-1-
il)etoxi]fenil}-2-etoxipropanocico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-n-butilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus saleé de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

(-) Acido 3-{4-[2-(5-metil-2-n-butilpirrol-1-
il)etoxi]fenil}-2~-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(1) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
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trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropancico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido ¢ sales de aluminio;

(+) Acido 3-{4-[2- (5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-metoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-

il)etoxi) fenil}-2-metoxipropanoico y sus sales de Li, Na,
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K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido ¢ sales de aluminio;

(=) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi)fenil}-2-metoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

($) Acido 3-{4-[2-(5-metil-2-{4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-propoxipropanoico y sus sales de Li,
Na, K, Ca, Mg, 1lisina, arginina, guanidina, y sus
derivados, trometamina, dietanoamina, c¢olina, amonio,

amonio sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-propoxipropanocico y sus sales de Li,
Na, K, Ca, Mg, 1lisina, arginina, guanidina, y sus
derivados, trometamina, dietanocamina, colina, amonio,

amonio sustituido o sales de aluminio;
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(-) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-
il)etoxi)fenil}-2-propoxipropanoico y sus sales de Li,
Na, K, Ca, Mg, 1lisina, arginina, guanidina, y sus
derivados, trometamina, dietancamina, colina, amonio,

amonio sustituido o sales de aluminio;

() Acido 3-{4-[2-(5-metil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanocico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amocnio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-{4-[2-(5-metil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;
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(%) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1i-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2~(4-metilfenil)pirrol-1-
il)etoxi]l fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-{4-[2-(5-metil-2-(4-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-(3-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,

- 4¥
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trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-(3-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-{4-[2-(5—metil-2-(3-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropancico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

() Acido 3-{4-[2-(5-metil-2-(2-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanocico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivadoes,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-(2-metilfenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

;H‘f'
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K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(-) Acido 3-{4-[2~(5-metil-2-(2-metilfenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(1) Acido 3-{4-[2-(5-metil-2-(4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio:;

(+) Acido  3-{4-[2-(5-metil-2-(4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2~-propoxipropancico y sus sales de Li,
Na, K, Ca, Mg, 1lisina, arginina, guanidina, y sus
derivados, trometamina, dietanoamina, colina, amonio,

amonio sustituido o sales de aluminio;

P
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(=) Acido 3-{4-[2-(5-metil-2- (4-metoxifenil)pirrol-1-
il)etoxi] fenil}-2-propoxipropanoico y sus sales de Li,
Na, K, Ca, Mg, lisina, arginina, guanidina, y sus
derivados, trometamina, dietanoamina, colina, amonio,

amonio sustituido o sales de aluminio;

() Acido 3-{4-[2-(5-metil-2-(4-bromofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-(4-bromofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(-) Acido 3-{4-[2~(5-metil-2-({4-bromofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituideo o sales de aluminio;
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P

(x) Acido 3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol-1i-

il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,

trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido  3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,

colina, amonio, amonio

trometamina, dietanoamina,

gustituido o sales de aluminio;

(-) Acido 3-{4-[2-(5-metil-2-(4-fluorofenil)pirrol~1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,

trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

() Acido 3-{4-[2-(5-metil-2-(4-clorofenil)pirrol-1-

il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
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trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(5-metil-2-(4-clorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(-) Acido 3-{4-[2-(5S-metil-2-({4-clorofenil)pirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

() Acido 3-{4~-[2~-(4-metil-2~-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+)Acido 3-{4-[2-(4-metil-2-fenilpirrol-1-

il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
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K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-{4-{2-(4-metil-2-fenilpirrol-1i-
il)etoxi] fenil}-2-etoxipropanocico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(%) Acido 3-{4-[2-(5-metil-2,3-difenilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-({2-(5-metil-2,3-difenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, . amonio

sustituido o sales de aluminio;
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(-) Acido 3-{4-[2-(5-metil-2,3-difenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

() Acido 3-{4-[2-(2-isopropil-5-metilpirrol-1-
il)etoxi)fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(2-isopropil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio:

(=) Acido 3-{4-[2-(2-isopropil-5-metilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, quanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;
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(1) Acido 3-{4-[2-(2,5-diisopropilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

gustituido o sales de aluminio;

(+) Acido 3-{4-[2-(2,5-diisopropilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(~) Acido 3-{4-[2-(2,5-diisopropilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(£) Acido 3-{4-[2-(5-isopropil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,

K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,

<£f84
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trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2- (5-isopropil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

{-) Acido 3-{4-[2-(5-isopropil-2-fenilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(1) Acido 3-{4-[2-(2,5-diisopropil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanocico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-{4-[2-(2,5-diisopropil-3-fenilpirrol-1-

il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
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K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio:;

(+) Acido 3-{4-[2~(2,5-diisopropil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

(-) Acido 3-{4-[2-(2,5-diisopropil-3-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

() Acido 3-(4-{2-[5-isopropil-2-(4-metoxifenil)pirrol-1-
il)etoxi}fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, quanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

..A’Jb
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(+) Acido 3-(4-{2-[5-isopropil-2-{4-metoxifenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(=) Acido 3-(4-{2-[5-isopropil-2-(4-metoxifenil)pirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

gsustituido o sales de aluminio;

(£) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanocamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;
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(-) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropilpirrol-1-
il)etoxi) fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, gquanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio;

(£) Acido 3-{4-{2-[2- (4-fluorcfenil)-5-isopropil-3-
fenilpirrol-l-il)etoxi] fenil}-2-etoxipropanoico Yy sus
sales de Li, Na, K, Ca, Mg, lisina, arginina, quanidina,
Yy Ssus derivados, trometamina, dietanoamina, colina,

amonio, amonio sustituido o sales de aluminio;

(+) Acido 3-(4-{2-[2~(4-fluorofenil)-5-isopropil-3-
fenilpirrol-1-il)etoxi] fenil}-2-etoxipropanoico Yy sus
sales de Li, Na, K, Ca, Mg, lisina, arginina, qguanidina,
y 8sus derivados, trometamina, dietanocamina, c¢olina,

amonio, amonio sustituido o sales de aluminio;

{(-) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-~
fenilpirrol-l-il)etoxi] fenil}-2-etoxipropanoico Y sus

sales de Li, Na, K, Ca, Mg, 1lisina, arginina, guanidina,
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y 8sus derivados, trometamina, dietanocamina, c¢olina,

amonio, amonio sustituido o sales de aluminio;

() Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-4-
fenilcarbamoilpirreol-1-il)etoxi]fenil}-2-etoxipropanoico

Yy sus sales de Li, Na, K, Ca, Mg, lisina, arginina,
guanidina, y sus derivados, trometamina, dietancamina,

colina, amonio, amonio sustituido o sales de aluminio;

{(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-4-
fenilcarbamoilpirrol-l-il)etoxi] fenil}-2-etoxipropanoico

y sus sales de Li, Na, K, Ca, Mg, lisina, arginina,
guanidina, y sus derivados, trometamina, dietanoamina,

colina, amonio, amonioc sustituido o sales de aluminio;

(-) Acido 3-{4-{2-[2- (4-fluorofenil) -5-isopropil-4-
fenilcarbamoilpirrol-1-il)etoxi] fenil}-2-etoxipropanoico

y sSus sales de Li, Na, K, Ca, Mg, lisina, arginina,
guanidina, y sus derivados, trometamina, dietanoamina,

colina, amonio, amonio sustituido o sales de aluminio;

() Acido 3-(4-{2-([2-(4-fluorofenil)-5-isopropil-3-fenil-

4-fenilcarbamoilpirrol-1-il)etoxi]fenil}-2-
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etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, gquanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(+) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1l-il)etoxi] fenil}-2-

etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, gquanidina, y sus derivados, trometamina,
dietancamina, colina, amonio, amonio sustituido o sales

de aluminio;

(-) Acido 3-(4-{2-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-l1-il)etoxi] fenil}-2-

etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanocamina, colina, amonio, amonio sustituide o sales

de aluminio;

() Acido 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)propoxi] fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,

arginina, gquanidina, y sus derivados, trometamina,



303

dietanocamina, colina, amonio, amonio sustituido o sales

de aluminio;

(+) Acido 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-1-il)propoxi] fenil}-2-

etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(=) Acido 3-(4-{3-[2-(4-fluorofenil)-5-isopropil-3-fenil-
4-fenilcarbamoilpirrol-l-il)propoxi]fenil}-2-

etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietanocamina, colina, amonio, amonio sustituido o sales

de aluminio; °

(1) Acido 3-(4-{2-[2-(4-fluorofenil)~5-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, quanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;
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(+) Acido 3-(4-{2-[2-(4-fluorofenil) -5-fenilpirrol-1-
il)etoxi]fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietanoamina, colina, amonio, amonio

sustituido o sales de aluminio:;

{-) Acido  3-(4-{2-[2-(4-fluorofenil)-5-fenilpirrol-1-
il)etoxi] fenil}-2-etoxipropanoico y sus sales de Li, Na,
K, Ca, Mg, lisina, arginina, guanidina, y sus derivados,
trometamina, dietancamina, colina, amonio, amonio

sustituido o sales de aluminio;

(+) Acido 3-[4-[2-(3-carboxi-5-fenil-2-(4-fluorofenil)
pirrol-l-il)etoxi]fenil}-2-etoxipropanoico y sus sales de
Li, Na, K, Ca, Mg, lisina, arginina, guanidina, y sus
derivados, trometamina, dietancamina, colina, amonio,

amonic sustituido o sales de aluminio:

(+) Acido 3-[4-[2-(3-carboxi-5-fenil-2-(4-fluorofenil)
pirrol-l-il)etoxi] fenil}-2-etoxipropanoico y sus sales de
Li, Na, K, Ca, Mg, lisina, arginina, guanidina, y sus
derivados, trometamina, dietancamina, colina, amonio,

amonio sustituido o sales de aluminio;
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(-) Acido 3-[4-[2-(3-carboxi-5-fenil-2-(4-fluorofenil)
pirrol-l-il)etoxi}fenil}-2-etoxipropanoico y sus sales de
Li, Na, K, Ca, Mg, lisina, arginina, guanidina, y sus
derivados, trometamina, dietanoamina, colina, amonio,

amonio sustituido o sales de aluminio;

() Acido 3-{4-[2-(2-metiltiopirrol-l-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, gquanidina, y sus derivados, trometamina,
dietancamina, colina, amonio, amonio sustituido o sales

de aluminio;

(+) Acido 3-{4-[2-(2-metiltiopirrol-l-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,
arginina, guanidina, y sus derivados, trometamina,
dietancamina, colina, amonio, amonio sustituido o© sales

de aluminio:;

(-) Acido 3-{4-[2-(2-metiltiopirrol-1-il)etoxi]fenil}-2-
etoxipropanoico y sus sales de Li, Na, K, Ca, Mg, lisina,

arginina, guanidina, y sus derivados, trometamina,

A
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dietanoamina, colina, amonio, amonio sustituido o sales

de aluminio;

(E/Z) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxiprop-2-enoico y sus sales de Li,
Na, K, Ca, Mg, lisina, arginina, guanidina, y sus
derivados, trometamina, dietanocamina, colina, amonio,

amonio sustituido o sales de aluminio:;

(E) Acido 3-{4-{2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxiprop-2-enoico y sus sales de Li,
Na, K, Ca, Mg, 1lisina, arginina, guanidina, y sus
derivados, trometamina, dietanocamina, colina, amonio,

amonio sustituido o sales de aluminio;

(2) Acido 3-{4-[2-(5-metil-2-fenilpirrol-1-
il)etoxi] fenil}-2-etoxiprop-2-encico y sus sales de Li,
Na, K, Ca, Mg, 1lisina, arginina, guanidina, y sus
derivados, trometamina, dietanocamina, colina, amonio,

amonio sustituido o sales de aluminio;

24, Una composicién farmacéutica, que comprende un

compuesto como se definié en la reivindicacién 22, y un
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portador diluyentes o excipientes o solvatos

farmacéuticamente aceptable.

25. Una composicién farmacéutica como se reivindicé en la
reivindicacién 24, en la forma de una tableta, céapsula,

polvo, melasa, solucidén o suspensién.

26. Una composicién farmacéutica, que comprende un
compuesto como se definid en la reivindicacién 23, y un
portador, diluyentes o excipientes o solvato

farmacéuticamente aceptables.

27. Una composicién farmacéutica como se reivindicd en la
reivindicacién 26, en la forma de una tableta, céapsula,

polvo, melasa, solucién o suspensiédn.

28. Un método para reducir la glucosa del plasma,
triglicéridos, colesterol total, LDL, VLDL o &cidos
grasos libres en el plasma, mientras opcionalmente se
elvan los niveles de colesterol HDL que comprende
administrar un compuesto de férmula (I), como se definié
en la reivindicacién 22 y un portadordiluyente,
excipiente o solvato farmacéuticamente aceptable a um

paciente necesitado de ello.
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29. Un método de reduccién de glucosa en el plasma,
triglicéridos, colestercl total, LDL, VLDL o Acidos
grasos libres en el plasma, mientras opcionalmente se
elevan los niveles de colesterol HDL que comprende
administrar un compuesto de férmula (I) como se definié
en la reivindicacién 23 y un portador diluyente,
excipiente o solvato farmacéuticamente aceptable a un

paciente necesitado de ello.

30. Un método para evitar o tratar enfermedades causadas
por hiperlipidemia, hipercolesteremia, hiperglicemia,
obesidad, tolerancia a 1la glucosa en detrimento,
resistencia a la leptina resistencia a la insulina o las
enfermedades en las cuales la resistencia a la insulina
es el mecanismo patofisiolégico subyacente, tratar
complicaciones diabéticas, que comprende la
administracién de una cantidad efectiva, no téxica, del
compuesto de fébrmula (I) como se definié en 1la
reivindicacién 22 y un portador, diluyente, excipiente o

solvato farmacéuticamente aceptable.

31. El método de acuerdo a la reivindicacién 30, en donde

la enfermedad es diabetes tipo 2, tolerancia a la glucosa
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en detrimento, dislipidemia, hipertensién, obesidad,
aterosclerosis, hiperlipidemia, enfermedad arterial
coronaria, desordenes cardiovasculares, enfermedades
renales, micrecalbuminuria, glomerulonefritis,
glomeruloesclerosis, sindrome nefrético, nefroesclerosis
hipertensiva, retinopatia diabética, nefropatia
diabética, disfuncién cerebral endotelial, soriasis,
sindrome ovariano polisistico (PCOS), demencia,
enfermedad renal terminal, osteoporosis, enfermedades
intestinales inflamatorias, distrofia miotdnica,

pancreatitis, arteriosclerosis, xantoma o cancer.

32. El1 método de acuerdo a la reivindicacién 30, en donde
la terapia incluye coadministracién de compuestos de
férmula (I) con sulfonil urea, biguanida, inhibidor de
angiotensina 1II, aspirina, inhibidor de a-glicosidasa,
insulina secretagoga, insulina, inhibidor de B-
sitosterol, inhibidor de reductasa de HMG CoA, fibrato,
dcido nicotinico, colestiramina, colestipol o probucol,
que pueden ser administrados juntos o dentro de un
periodo tal para que actie sinérgicamente junto un

paciente necesitado de ello.
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33. Un método para evitar o tratar enfermedades en
presencia de condiciones como la  hiperlipidemia,
hipercolesteremia, hiperglicemia, obesidad, intolerancia
a la glucosa en detrimento, resistencia a la leptina,
resistencia a la insulina o las enfermedades en la cual
la resistencia a la insulina es el mecanismo
patofisiolégico subyacente, tratar complicaciones
diabéticas, que comprende la administracién de una
cantidad efectiva, no téxica del compuesto de férmula (I)
como se definié en la reivindicacidén 23 a un paciente

necesitado de ello.

34. un método de acuerdo a la reivindicacién 33, en donde
la enfermedad es diabetes tipo 2, tolerancia a la glucosa
en detrimento, dislipidemia, hipertensién, obesidad,
aterosclerosis, hiperlipidemia, enfermedad arterial
coronaria, desordenes cardiovasculares, enfermedades
renales, microalbuminuria, glomerulonefritis,
glomeruloesclerosis, sindrome nefrético, nefroesclerosis
hipertensiva, retinopatia diabética, nefropatia
diabética, disfuncién cerebral endotelial, soriasis,
sindrome ovarianc polisistico (PCOS),demencia, enfermedad

renal terminal, osteoporosis, enfermedades intestinales
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inflamatorias, distrofia mioténica, pancreatitis,

arteriosclerosis, xantoma o cancer.

35. El método de acuerdo a la reivindicacién 33, en donde
la terapia incluye la co administracién de compuestos de
férmula (I) con sulfonil urea, biquanida, inhibidor de

angiotensina II, aspirina, inhibidor de a-glicosidasa,

insulina secretagoga, insulina, inhibidor de B-
sitosterol, inhibidor de reductasa HMG CoA, fibrato,
d4cido nicotinico, colestiramina, colestipol o probucol,
que pueden ser administrados junto o dentro de un periodo
tal que actde sinérgicamente junto a un paciente

necesitado de ello.

36. Un proceso para la preparacidén de un compuesto de

férmula (I) come se reivindicd en la reivindicacién 1,
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sus derivados, sus andlogos, sus formas tautoméricas, sus
esteroisémeros, sus polimorfos, sus sales
farmacéuticamente aceptables, sus solvatos
farmacéuticamente aceptables, en donde uno o mAs grupos
R',R?, R, R' pueden ser iquales o diferentes, y representan
hidrégenos, halédégeno, perhaloalquilo, hidroxi, tio,
amino, nitro, ciano, formilo, amidino, guanidino, o
grupos sustituidos o no sustituidos seleccionados ' de
alquilo (C;-Cj;2) lineal o ramificado, alquenilo (Cz-Ci2)
lineal (o) ramificado, cicloalquilo (C-Cq),
cicloalquenilo(C3-C7), bicicloalquilo, bicicloalquenilo,
alcoxi (C1-Cj;2), ciclo (C3-Cq)alcoxi, arilo, ariloxi,
aralciuilo, ar {C1-Cia2), heterociclilo, heteroarilo,
heterociclil {C;-Cjz)alquilo, heteroar {(C;-Ci2)alquilo,
heteroariloxy, heteroar (C,-C,2) alcoxi, heterocicloxi,
heterociclilalquiloxi, acilo, aciloxi, acilamino,
monoalquilamino dialquilamine arilamino, aralquilamino,
alcoxicarbonilo, aralcoxicarbonilo,
heterociclilalcoxicarbonilo, heteroarilalcoxicarbonilo,
heteroaralcoxicarbonilo, heterocicliloxicarbonilo,
hidroialquilo, aminoalquilo, monoalquilamino,
dialquilaminoalquilo, alcoxialquilo, ariloxialquilo,
aralcoxialquilo, alquiltio(C,-Ciy2), tio(Ci—-Ciz)alquilo,

ariltio, alcoxicarbonilamino (C;-Ci2),

)48
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ariloxicarbonilamino, aralquiloxicarbonilamino,
aminocarbonilamino, alquilaminocarbonilamino,
alquilamidino, alquilguanidino, dialquilguanidino,

hidrazino, alquil hidrazino, alcoxiamino, hidroxilamino,
derivados de grupos sulfenilo y sulfonilo, acido
carboxilico y sus derivados, A4cido sulfénico y sus
derivados, acido fosfdnico y sus derivados: o los grupos
adyacentes R? y R’ juntos pueden formar un anillo de cinco
o seis miembros, que contengan opcionalmente uno a més
dobles enlaces y opcionalmente contengan uno a mas
heteroatomos seleccionados de O, N, o S; n representa un
entero que varia de 1 a 8; W representa O, S o NR?, donde
R’ representa hidrégeno, alquilo o arilo(C;-Ci2): Ar
representa un grupo sustituido o no sustituido divalente,
simple (o} fusionado aromitico, hetercaromitico o]
heterociclico; R® y R® representan hidrégeno o juntos
representan un enlace; R® y R® también pueden representar
un hidroxi, alquilo(C;-Ci2}, alcoxi (C,-C;2), halégeno,
acilo, grupo aralquilo sustituido o no sustituido; X
representa 0 o S; R’ representa hidrégeno, perfluoro (C;-
Ci2)alquilo, grupos sustituidos o] no sustituidos
seleccionados de alquilo(C;-Ciz), ciclo{(C;-C;z)alquilo,
arilo, ar(C;-Ciz)alquilo, heteroarilo, heteroar (C;~-

Ciz)alquilo, heterociclilo, alcoxialquilo, ariloxialquilo,

L=
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alcoxicarbonilo, ariloxicarbonilo,
cicloalquiloxicarbonilo, alquilaminocarbonilo,
arilaminocarbonilo, grupos acilo; Y representa O o S; 2
representa 0, S o NR!? , donde R representa hidrégeno o
grupos sustituidos o no sustituidos seleccionados de
alquilo(C1-Cia), arilo, ar (C,-Cyz2)alquilo, hidroxi (C;-
Ciz)alquilo, amino(C;-Ci2)alquileo, heteroarilo o grupos
heteroar (C;-Ci2)alquilo; R®? representa hidrégeno, grupos
sustituidos o no sustituidos seleccionados de alquilo(C,-
Cy2), arilo, ar{C;-Cjz2)alquilo, heterocarilo, heteroar(C;-
Ciz2)alqgilo, heterociclilo, heterociclilalquilo,
hidroxialquilo, alcoxialquilo o grupos
alquilaminoalquilo; R!° y R® juntos pueden formar una
estructura de anillo heterociclica de 5 o 6 miembros
sustituida o no sustituida que contiene uno o mas

heterodtomos seleccionados de O, N o 5, que comprende:

a. Hacer reaccionar un compuesto de férmula (la),todos

los simbolos son como se definié anteriormente,

]
R 1 &
o + HyN—(CHp)n~W-—AF R )

LY

=

L)

A- -

L Y
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con un compuesto de férmula (1b) que puede ser racimico o
quiral, donde todos los simbolos son como se definié
anteriormente para producir un compuesto de férmula

general (I);

b. Hacer reacclonar un compuesto de férmula (lc) como

se describié en la reivindicacién 40,

R Y
R R' R®
N—(CHp—L' + HWV—aAr ZR' _ - m
n’: n; . xR’

(1c) {14)

con un compuesto de férmula (1d) que puede ser racémico o
guiral, donde todos los simbolos son como se describié
anteriomente para producir un compuesto de férmula

general (I);

c. Hacer reaccionar el compuesto de férmula (le) como se

describié en la reivindicacién 42,

La

is

» 1a

i=

Le
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R Ry
R? R*

N—(CHy),~WH + HW—AF ZR' .~
R? » XR’

{lc) (1)

con un compuesto de férmula general (ld) que puede ser
racémico o quiral, donde W es particularmente O o S y
todos los otros simbolos son como se describié

anteriomente;

d. Hacer reaccionar el compuesto de férmula general({lf)

como se describiéd en la reivindicacién 44.

3
n’ ‘l -
SIS UHN
r 4 Ny
an .

donde todos los simbolos son como se definiéd
anteriormente, con un compuesto de férmula {lg), donde R’
y X son como se definié, para producir un compuesto de
f6rmula (I); donde todos los simbolos son como se definié

anteriormente y R representa H;
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e. Hacer reaccionar un compuesto de férmula

general(lh), como se describibé en la reivindicacién 38.

n'
R? I
N-(CH;);—W—Ar—CHO + (ROp—~P—C—C—ZIR} ————p o
Rl
R XR’
(k) an

donde todos los simbolos son como se definié
anteriormente, con un compuesto de férmula (1i) el cual
puede ser quiral o racémico, donde R representa
alquilo(C,-Cg) y los otros simbolos son como se definié
anteriormente para lograr un compuesto de férmula (I)
donde R® Y R® forman juntos un enlace y los otros simbolos

son como se definid anteriormente y; y’

£. Hacer reaccionar un compuesto de férmula general

(1lh) como se describié en la reivindicacién 38

Rl
’j;(ﬂ—(a{,).—w—u—cno + (no),-!!_c__lc!._mu )
R

R XR?
(1k) ap

52

L ]

1=
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donde  todos los simbolos son como se definié
anteriormente, con un compuesto de férmula (1i} que puede
ser quiral o racémico, donde todos los simbolos son como
se definié anteriormente y R representa alquilo(C;-Cs) ¥y
otros simbeolos son como se definid anteriormente y para
lograr un compuesto de férmula (I) donde R® Y R® forman
juntos un enlace que es reduccién del doble enlace

formado por R® Y R® juntos.

37. Un proceso de acuerde a la reivindicacién 36, que
comprende llevar a cabo una o mids de las siguientes

etapas opcionales:

i. Convertir un compuesto de fé4rmula (I)en un compuesto

adicional de férmula (I);

ii. Remover cualquier grupo protector;

iii. Resolver la mezcla racémica en antiomeros puros

mediante los métodos conocidos y:

iv. Preparar una sal farmacéuticamente aceptable de un
compuesto de férmula (I) y/o un solvato farmacéuticamente

aceptable de estos;

2

i=

L ]

im -

L
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38. E1 compuesto de férmula (1lh)

Rl
N—(CHy)y—\W—Ar—CHO
RJ

R‘
(1h)
En donde uno o mis grupos R R?, R}, RY, pueden ser
iguales o diferentes, y representan hidrégeno, haldgeno,
haloalquilo, perhaloalquilo, hidroxi, tio, amino, nitro,
ciano, formilo, amidino, guanidino, o grupos sustituidos
0 no sustituidos seleccionados de alquilo 1lineal o
ramificado (C;-C;2) alquenilo {(C;-Ci;z2) lineal o ramificado,
cicloalquilo (C3—Cny, cicloalquenilo (Cy—Cq),
bicicloalquilo, bicicloalquelino, alcoxi (C1-Cy2),
alquenoxi, (C;-C;2), ciclo(C3—Cy;)alcoxi, arilo, ariloxi,
aralquilo, ar{C;-Cjz)alcoxi, heterociclilo, hetercarilo,
heterociclil {C1—-Ci12) alquilo, heteroar (C;-C;z)alquilo,
heteroariloxi, hetercar (C;-Ciz)alcoxi, heterocicliloxi,
heterociclilalcoxi, acilo, aciloxi, acilamino,
monoalquilamino, dialquilamino, arilamino, aralquilamino,

alcoxicarbonilo, ariloxicarbonilo, aralcoxicarbonilo,

Las
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heterociclilalcoxicarbonilo, hidroxialquilo,
aminoalquilo, monoalquilaminoalquilo,
dialquilaminocalquilo, alcoxialquilo, ariloxialquilo,

aralcoxialquilo, alquiltio (C1-Cj;2), tio(C;-Cjz)alquilo,

ariltio, alcoxicarbonilamino (C1-Ci2),
ariloxicarbonilamino, ariloxicarbonilamino,
aralquiloxicarbonilamino, aminocarbonilamino,

alquilaminocarbonilamino, alquilamidino, alquilguanidino,
dialquilguanidino, hidrazino, alquil hidrazino,
alcoxiamino, hidroxilamino, derivados de 1los grupos
sulfenilo y sulfonilo, &acido carboxilico y sus derivados,
acido sulfdnico y sus derivados, acido fosfdnico y sus
derivados; o los grupos adyacentes R? y R’ pueden formar
juntos un anillo de cinco o seis miembros que
opcionalmente contienen uno o mas heterocdatomos
seleccionados de O, N o S; n representa un entero que
varia de 1 a 8; W representa O, S o NR’, donde R’
representa hidrégeno, alquilo{C;-Ci2)0 arilo; Ar
representa un grupo aromatico sustituido o no sustituido
divalente simple o] fusionado, hetercaromatico o]

heterociclico.

39. Un proceso para la preparacién del compuesto de

férmula (1h),
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RA
(CHp);—W—Ar—CHO
R

R‘
(1h)
donde unc o mas grupos R R?, R}, R!, pueden ser iguales o
diferentes, y representan hidrégeno, halégeno,
perhaloalquilo, hidroxi, tio, amino, nitro, ciano,
formile, amidino, guanidino, ¢ grupos sustituidos o no

sustituidos seleccionados de alquilo lineal o ramificado

(C1-C12), alquenilo (C1—-C12) lineal o] ramificado,
cicloalquilo (C3-Cq), cicloalquenilo (C3-Cq1) .,
bicicloalquilo, bicicloalquelino, alcoxi (C1—-Ci2),

ciclo(Cs-Cy)alcoxi, arile, ariloxi, aralquilo, ar(C;-
Ci2}alcoxi, heterociclilo, heterocarilo, heterociclil (C;-
Ci2)alquilo, hetercariloxi, heteroar (C;-C,2)alcoxi,
heterocicloxi, heterociclialquiloxi, acilo, aciloxi,

acilamine, monoalquilamino, dialquilamino, arilamino,

aralquilamino, alcoxicarbonilo, ariloxicarbonilo,
aralcoxicarbonilo, heterociclilalcoxicarbonilo,
heteroalriloxicarbonilo, heterocicliloxicarbonilo,

hidroxialquilo, aminocalquilo, monoalquilaminoalquilo,

dialquiaminoalgquilo, alcoxialquilo, ariloxialquilo,
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SoS

aralcoxialquilo, alquiltio{C1-C;y2), tio(C;-Ciz2)alquilo,

ariltio, alcoxicarbonilamino (C;-Ci2),
ariloxicarbonilamino, aralquiloxicarbonilamino,
aminocarbonilamino, alquilaminocarbonilamino,
alquilamidino, alquiguanidino, dialquilgquanidino,

hidrazino, alquil hidrazino, alcoxiamino, hidroxilamino,
derivados de Jlos grupos sulfenilo y sulfonilo, é&cido
carboxilico y sus derivados, Aacido sulfénico y sus
derivados, Acido fosénico y sus derivados; o los grupos
adyacentes RZ y R® pueden formar juntos un anillo de cinco
0 seis miembros que opc¢ionalmente contienen uno o mas
dobles enlaces y opcionalmente contiene uno o© méas
heterodtomos seleccionados de O, N o S; n representa un
entero que varia de 1 a B8; W representa O, S o NR®, donde
R? representa hidrégeno, alquilo{Ci~Ci2)o0 grupos arilo; Ar
representa un grupo aromidtico sustituido o no sustituido

divalente simple o fusionado, heteroaromatico o

heterociclico, que comprende,

a. hacer reaccionar un compuesto de férmula general

(lc) como se describid en la reivindicacién 40,

“!
I N=(Cllg,—.!
®’ HO— Ar——CHO

[y
(1c) (1))
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Con un compuesto de férmula general (1j), donde Ar es

como se definié anteriormente;

b. Hacer reaccionar un compuesto de la férmula (le)

como se describid en la reivindicacidédn 42,

k¢ L}—Ar—CHO
(1) (1%)

Con un compuesto de férmula (1k), donde 1?2 es un Atomo de
halégeno tal como fluor, cloro, bromo o yodo y Ar es como

se definid anteriormente.

40. El intermedio de la f£é6rmula (1lc)

En donde uno o m&s grupos RY R?, R, R', pueden ser

iguales o diferentes, y representan hidrégeno, halédgeno,
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perhaloalquilo, hidroxi, tio, amino, nitro, ciano,
formilo, amidino, gquanidino, o grupos sustituidos o no

sustituidos selecciconados de alquilo lineal o ramificado

(C1—C12), alquenilo (C2—Cy2) lineal o ramificado,
cicloalquilo {C3-Cqy, cicloalquenilo (C3-Cq},
biciecloalquilo, bicicloalquelino, alcoxi (Ci1-Ciz),

alquenoxi, (C,-Cj;2), ciclo{(C3;~Cy)alcoxi, arilo, ariloxi,
aralquilo, ar(C;-Ciz)alcoxi, heterociclilo, heteroarilo,
heterociclil (C;-Ci3) alquilo, heteroar(C;-C;2)alquilo,
heterocariloxi, heteroar (C;-Ciz2)alcoxi, heterocicliloxi,
heterociclilalcoxi, acilo, aciloxi, acilamino,

monoalquilamino, dialquilamino, arilamino, aralquilamino,

alcoxicarbonilo, ariloxicarbonilo, aralcoxicarbonilo,
heterocicloalcoxicarbonilo, heteroariloxicarbonilo,
heteroariloxicarbonilo, heterocaralcoxicarbonilo,

heterocicliloxicarbonilo, hidroxialquilo, aminoalquilo,
monoalquilaminoalquilo, dialquilaminoalquilo,
alcoxialquilo, ariloxialquilo, aralcoxialquilo, alquiltio
{(C1-Ci2), tio(Cy~Ciz)alquilo, ariltio, alcoxicarbonilamino
(C1-C12) ; ariloxicarbonilamino, ariloxicarbonilamino,
aralquiloxicarbonilamino, aminocarbonilamino,
alquilaminocarbonilamino, alguilamidino, alquilguanidino,
dialquilguanidino, hidrazino, alquil hidrazino,

alcoxiamino, hidroxilamino, derivados de 1los grupos

5[0
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sulfenilo y sulfonilo, &cido carboxilico y sus derivados,
dcido sulfénico y sus derivados, éacido fosfénico y sus
derivados; o los grupos adyacentes R? y R} pueden formar
juntos un anillo de cinco o seis miembros que
opcionalmente contienen uno o© mas dobles enlaces vy
opcionalmente contienen une © mas heterodtomos
seleccionados de O, N o S; n representa un entero que
varia de 1 a 8; y 11 es un atomo de halégeno tal como
cloro, bromo © yodo © es un grupo saliente como
metanosulfonato, trifluorometanosulfonato y grupos p-

toluenosulfonato.

41. Un proceso para la preparacién del intermedio de

férmula (1lc¢),

. !
K

/
N—(Clly),—1.!
_—

]
R
r*

(1c)

donde uno o m&s grupos RY R?, R?, R%, pueden ser iguales o
diferentes, Yy representan hidrégeno, halégeno,

perhaloalquilo, hidroxi, tio, amino, nitro, ciano,

Yl
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formilo, amidino, guanidino, o grupos sustituidos o no

sustituidos seleccionados de alquilo lineal o ramificado

(C1-C12) » alquenilo (C1-C12) lineal o ramificado,
cicloalquilo (C3-Cq), cicloalquenilo (C3-Cy),
bicicloalquilo, bicicloalquelino, alcoxi (C1-Ciz),

ciclo(C3-Cy)alcoxi, arilo, ariloxi, aralquilo, ar(C:;-
Ciz2)alcoxi, heterociclilo, heteroarilo,
heterociclil (C;~Cjy2)alquilo, heterocariloxi, heteroar(C;-
Ciz)alcoxi, heterocicloxi, heterociclialquiloxi, acilo,

aciloxi, acilamino, monoalquilamino, dialquilamino,

arilamino, aralquilamino, alcoxicarbonilo,
ariloxicarbonilo, aralcoxicarbonilo,
heterociclolalcoxicarbonilo, hetercalriloxicarbonilo,

heterocicliloxicarbonilo, hidroxialquilo, aminoalquilo,
monoalquilaminoalquilo, dialquiamincalquilo,
alcoxialquilo, ariloxialquilo, aralcoxialquilo,
alquiltio(C;-Cy2), tio(C;-Ciz)alquilo, ariltio,
alcoxicarbonilamino (C1-Ci2}, ariloxicarbonilamino,
aralquiloxicarbonilamino, aminocarbonilamino,
alquilaminocarbonilamino, alquilamidino, alquiguanidino,
dialquilgquanidino, hidrazino, alquil hidrazino,
alcoxiamino, hidroxilamino, derivados de 1los grupos
sulfenilo y sulfonilo, acido carboxilico y sus derivados,

acido sulfénico y sus derivados, &cido fosénico y sus

S1%
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derivados; o los grupos adyacentes R?’ y R pueden formar
juntos un anillo de cinco o seis miembros que
opcionalmente contienen uno o© mas dobles enlaces y
opcionalmente contienen uno o mas heterodtomos
seleccionados de O, N o S; n representa un entero que
varia de 1 a 8; y 1l es un Atomo de halégeno tal como
cloro, bromo o©o yodo © un grupo saliente tal como
metanosulfonato, trifluorometanosulfonato y grupos p-

toluenosulfonato, que comprende,

a. hacer reaccionar el compuesto de férmula (la), donde

R R?, R?, R?! son como se definié anteriomente

R! '
R
R? o R
pinp© + IHN—(CH)y—L, ; —(CH;)i Ly
‘ (Im) owe

(ll) (l :)

Con un compuesto de férmula (1lm) donde L! es un Atomo de
halégeno tal como clorec, bromo o yodo o un grupo saliente
tal como metanosulfonato, trifluorometanosulfonato, vy
grupos p-toluenosulfonato, y todos los simbolos son como
se definié anteriormente, para producir el compuesto de

férmula (lc); y
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b. Hacer reaccionar el compuesto de férmula {(ln) donde

R' R?, R? y R® son como se definié anteriomente,

n.‘ nl
nﬁ : uﬁ :
n o+ Ly—(Clh—L, — N—(CH,\—14
R a0 AW

(1a) (1c)

Con un compuesto de férmula (Io) donde L' y 12 son un
dtomo de halégeno tal come cloro, bromo o yodo o un grupo
saliente tal como metanosulfonato,
trifluorometanosulfenato, y grupos p-toluenosulfonato, y
n es como se definié anteriormente, para producir el

compuesto de férmula (lc).

42. Un proceso para preparar intermedios descritos en la
reivindicaclén 27, como se definidé por la fébrmula (le)

descrito en la reivindicacién 36,
Rl
R
N—(C|I=)._ WH

(1c)

s
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donde uno o mas grupos R!" R?, R), RY, pueden ser iguales o
diferentes, Yy representan hidrégeno, halégeno,
perhaloalquilo, hidroxi, tio, amino, nitro, ciano,
formilo, amidino, gquanidino, © grupos sustituidos o no

sustituidos seleccionados de alquilo lineal o ramificado

(C1—C12), algquenilo (C2—-Ci2) lineal o ramificado,
cicloalquilo (Ca=Cr) , cicloalquenilo (C3—C7},
bicicloalquilo, bicicloalgquelino, alcoxi (C1-Cy2),

ciclo(Ca-Cq)alcoxi, arilo, ariloxi, aralquilo, ar(C;-
Ci2)alcoxi, heterociclilo, heteroarilo,
heterociclil (C;-Ci2)alquilo, heteroariloxi, heteroar{C;-
Ci2)alcoxi, heterocicloxi, heterociclialquiloxi, acilo,
aciloxi, acilamino, monoalquilamino, dialquilamino,
arilamino, aralquilamino, alcoxicarbonilo,
ariloxicarbonilo, aralcoxicarbonilo,
heterociclolalcoxicarbonilo, heterocalriloxicarbonilo,
heterocicliloxicarbonilo, hidroxialquilo, aminoalquilo,
moncalgquilaminoalquilo, dialquiaminoalquilo,
alcoxialquilo, ariloxialquilo, aralcoxialquilo,
alquiltio(C;-Ci2), tio(C;-Ci2)alquilo, ariltio,
alcoxicarbonilamino (Ci1-Ci3), ariloxicarbonilamino,
aralquiloxicarbonilamino, aminoccarbonilamino,
alquilaminocarbonilamino, alquilamidino, alquiguanidino,

dialquilguanidino, hidrazino, alquil hidrazino,

(98
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alcoxiamino, hidroxilamino, derivados de 1los grupos
sulfenilo y sulfonilo, &cido carboxilico y sus derivados,
acido sulfénico y sus derivados, A4cido fosénico y sus
derivados; o los grupos adyacentes R?> y R’ pueden formar
juntos wun anillo de cinco o0 seis miembros, que
opcionalmente contienen uno o mis dobles enlaces vy
opcionalmente contienen uno o] mas heterocatomos
seleccionados de O, N o S; n representa un entero que

varia de 1 a 8.

43. Un proceso para la preparacién de intermedios de

férmula (le),

R? R
N=(CHy),—WH
R »
(1e)

donde uno o mas grupos R R?), R?®, RY, pueden ser iguales o
diferentes, \'4 representan hidrégeno, halégeno,
perhaloalquilo, hidroxi, tio, amino, nitrec, ciano,
formilo, amidino, guanidino, o grupos sustituidos o no
sustituidos seleccionados de alquilo lineal o ramificado

{(C1-C12) ., alquenilo (C2-Cji2) lineal (o} ramificado,

L
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cicloalquilo (C3-Cq), cicloalquenilo {C1—-Cq),
bicicloalquilo, bicicloalquelino, alcoxi (C1—-Ci2),
ciclo(C3-Cy)alcoxi, arilo, ariloxi, aralquilo, ar(C;-
Ciz)alcoxi, heterociclilo, heteroarilo,
heterociclil(C;-Ciz2)alquilo, heteroariloxi, heteroar(C;-
Ciz)alcoxi, heterocicloxi, heterociclialquiloxi, acilo,

aciloxi, acilamino, monoalquilamino, dialquilamino,

arilamino, aralquilamino, alcoxicarbonilo,
ariloxicarbonilo, aralcoxicarbonilo,
heterociclolalcoxicarbonilo, hetercalriloxicarbonilo,

heterocicliloxicarbonilo, hidroxialquilo, aminoalquilo,
monoalquilaminoalquilo, dialquiaminoalquilo,
alcoxialquilo, ariloxialquilo, aralcoxialquilo,
alquiltio(C,-Cia), tio(C;-Ci2)alquilo, ariltio,
alcoxicarbonilaminoc (C;-Ci2), ariloxicarbonilamino,
aralquiloxicarbonilamino, aminocarbonilamino,
alquilaminocarbonilamine, alquilamidino, alquiguanidino,
dialquilguanidino, hidrazino, alquil hidrazino,
alcoxiamino, hidroxilamino, derivados de los grupos
sulfenilo y sulfonilo, &4cido carboxilico y sus derivados,
adcido sulfénico y sus derivados, é&cido fosénico y sus
derivados; o los grupos adyacentes R? y R} pueden formar
juntos un anille de cinco o seis miembros, que

opcionalmente contienen uno o mas dobles enlaces vy
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opcionalmente contienen uno o mas heterocdtomos ‘-
seleccionados de O, N o S; n representa un entero que

varia de 1 a 8, el cual comprende.

a. Hacer reaccionar el compuesto de férmula (la) R!* R?,

R}, R' son como se definié anteriormente,

R NIy
| R
P L]
(1e)

(1a) an

Con un compuesto de férmula(lI) donde todos los simbolos
son como se definié anteriormente, para dar un compuesto .

de férmula (1b);

b. hacer reaccionar el compuesto de férmula{ln)donde RY

R?, R}, R! son como se definié anteriormente;

R: R® .-
NH 4+ L;y—(CHy),—WH - N—(CH),—WH
R’ R’

R* (1p) n'
(1n) (1)

con un compuesto de férmula {(lp) donde todos los simbolos
son como se definié anteriormente, para dar un compuesto

de férmula (le); y
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c. reducir el compuesto de férmula general (lq)donde R

-R* son como se definié anteriormente

RI Rl
N—(CH;},.,~COOH N—(CH,;),—WH
R R

R Rt
(1q9) (1¢)

para dar compuestos de férmula (le), donde W es O.

44, El1 intermedio descrito en la reivindicacién 27 vy

definido mediante la férmula (1f)

g K
:N—(CH;).—\\'—Ar)\I)kZR'

R R N
an

donde uno o mas grupos RY R?), R’, R!, pueden ser iguales o
diferentes, y representan hidrégeno, halégeno,
perhaloalquilo, hidroxi, +tio, amino, nitro, «ciano,
formilo, amidino, guanidino, o grupos sustituidos o no

sustituidos seleccionados de alquilo lineal o ramificado

519
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{C1-Ci2) alquenilo (C2-Ci2) lineal o ramificado,
cicloalquilo (Ca—-C7), cicloalquenilo {C3-C7),
bicicloalquilo, bicicloalquelino, alcoxi (Ci=Ci2),
ciclo(C3-C;)alcoxi, arilo, ariloxi, aralquilo, ar(C;-
Ciz2)alcoxi, heterociclilo, heteroarilo,
heterociclil (C;-Ciz2)alquilo, heteroariloxi, heteroar(Ci—-
Ciz)alcoxi, heterocicloxi, heterociclialquiloxi, acilo,
aciloxi, acilamino, monocalquilamino, dialquilamino,
arilamino, aralquilamino, alcoxicarbonilo,
ariloxicarbonilo, aralcoxicarbonilo,
heterociclolalcoxicarbonilo, hetercalriloxicarbonilo,
heterocicliloxicarbonilo, hidroxialquilo, aminoalquilo,
moncalquilaminoalquilo, dialquiaminoalquilo,
alcoxialquilo, ariloxialquilo, aralcoxialquilo,
alquiltio(C;-Ciz), tio{C1-Ci2)alquilo, ariltio,
alcoxicarbonilamino (C3-Ci2), ariloxicarbonilamino,
aralquiloxicarbonilamino, aminocarbonilamino,
alquilaminocarbonilamino, alquilamidino, alquiguanidino,
dialquilguanidino, hidrazino, alquil hidrazino,
alcoxiamino, hidroxilamino, derivados de 1los grupos
sulfenilo y sulfonilo, acido carboxilico y sus derivados,
acido sulfénico y sus derivades, acido fosénico y sus
derivados; o los grupos adyacentes R? Yy R? pueden formar

juntos un anillo de cinco o seis miembros, que
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opcionalmente contienen uno o mis dobles enlaces y
opcionalmente contienen uno o mas heterocatomos
seleccionados de O, N o S; n representa un entero que
varia de 1 a 8; W representa 0, S o NR® donde R®
representa hidrégeno, alquilo (C31-C;2) o arilo; Ar
representa un grupo aromatico sustituido o no sustiduido
divalente simple o fucionado, heteroaromatico o
heterociclico; R® representa hidroxi, alquilo (C;-Ciz2),
alcoxi (C1-C12) , halégeno, acilo, grupo aralquilo
sustituido o no sustituido, X representa 0 o S; R’
representa hidrégeno, perfluoro (C;-Ciz)alquilo, grupos
sustituidos o no sustituidos seleccionados de alquilo

(C1-Ci12), ciclo (C;-Ciz}alquilo, arilo, ar(C;-Ciz)alcoxi,

heteroarilo, heteroar (C;-Cy2)alquilo, heterociclilo,
alcoxialquilo, ariloxialquilo, alcoxicarbonilo,
ariloxicarbonilo, cicloalquiloxicarbonilo,

alquilaminocarbonilo, arilaminocarbonilo, grupos acilo; Y
representa O o S; 2 representa oxigeno, azufre o NR®
donde R'® representa hidrégeno o grupos sustituidos o no
sustituidos seleccionados de alquilo (C;-Cj;2), arilo,
ar (C1-Ci2) alquilo, hidroxi (C1-Cja)alquilo, amino (C;-
Ciz)alquilo, hetercarilo, grupos heteroar(C;-C;2)alquilo;
R® representa hidrégeno, grupos sustituidos o no

sustituidos seleccionados de alquilo(C;-Ci3), arilo,
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ar{C;-C;z)alquilo, heterocarilo, heteroar (C;~Cy2)alquilo,
heterocicliclo, heterociclilalquilo, hidroxialquilo,
alcoxialquilo, grupos alquilaminoalquilo; R y R® pue&en
formar éuntos una estructura de anillo ciclica de 5 a 6
miembros sustituida o no sustituida que contiene atomos
de carbono © que contiene uno o mas heterocAtomos
seleccionados de O, N y S y un proceso para su

preparacién y su uso en la preparacién de derivados de

dcido alcancico f- aril-a- sustituido.

45. Un proceso para la preparacién del compuesto de
férmula (1f) es como se definio en 1la reivindicacién 44

que comprende

),::N—(Cll:).—w-.\ p il
R X

R 3
(an '

hacer reaccionar un compuesto de férmula (1lr) en donde R®

es un atomo de hidrbégeno y todos los otros simbolos son

como se definio anteriormente;

e ALLLL.
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)t R RO Y
‘Q«—(cuo.—w-a zR*
™ R Nii,

(n

con un agente diasotizante apropiado.

46. Un proceso para la preparacidn del compuesto de
férmula general (lr) donde todos los simbolos son como se
definidé anteriormente al hacer reaccionar el compuesto de

férmula (lc) todos los simbolos son como se definio

anteriormente
' RBRY
R 3
:I:?Fﬂmdrﬂf HO—Ar AN
a’ W NH;

(1c) (19)

con un compuesto de férmula (1s), en donde R® es un &tomo

de hidrégeno y todos los otros simbolos son como se

definidé anteriormente para dar el compuesto de férmula

(lr).



