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AUSTRALIA

Patents Act 1990

COMPLETE SPECIFICATION

Standard Patent

Applicant(s):

Vertex Pharmaceuticals (Canada) Incorporated

Invention Title:
THIOPHENE DERIVATIVES AS ANTIVIRAL AGENTS FOR FLAVIVIRUS
INFECTION

The following statement is a full description of this invention,

including the best method for performing it known to me/us:
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COMPOUNDS AND METHODS FOR THE TREATMENT OR
PREVENTION OF FLAVIVIRUS INFECTIONS

FIELD OF THE INVENTION

The present invention relates to novel compounds and a method
for the treatment or prevention of Flavivirus infections using

novel compounds.

BACKGROUND OF THE INVENTION

Hepatitis is a disease occurring throughout the world. It is
generally of viral nature, although there are other causes known.
Viral hepatitis is by far the most common form of hepatitis.
Nearly 750,000 Americans are affected by hepatitis each Year, and
out of those, more than 150,000 are infected with the hepatitis C
virus ("HCV").

HCV is a positive-stranded RNA virus belonging to the Flaviviridae
family and has closest relationship to the pestiviruses that
include hog cholera virus and bovine viral diarrhea virus (BVDV).
HCV is believed to replicate through the production of a
complementary negative-strand RNA template. Due to the lack of
efficient culture replication system for the virus, HCV particles
were isolated from pooled human plasma and shown, by electron
microscopy, -to have a diameter of about 50-60 nm. The HCV genome
is a single-stranded, positive-sense RNA of about 9,600 bp coding
for a polyprotein of 3009-3030 amino-acids, which is cleaved co
and post-translationally by cellular and two viral proteinases
into mature viral proteins (core, El, E2, p7, NS2, NS3, NS4a,
NS4B, NS5A, NSS5B). It is believed that the structural proteins,
El and E2, the major glycoproteins are embedded into a viral lipid
envelope and form stable heterodimers. It is also believed that
the structural core protein interacts with the viral RNA genome to
form the nucleocapsid. The nonstructural proteins designated NS2
to NS5 include proteins with enzymatic functions involved in virus
replication and protein processing including a polymerase,

protease and helicase.

The main source of contamination with HCV is blood. The magnitude
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of the HCV infection as a health problem is illustrated by the
prevalence among high-risk groups. For example, 60% to 90% of
hemophiliacs and more than 80% of intravenous drug abusers in
western countries are chronically infected with HCV. For
intravenous drug abusers, the prevalence varies from about 28% to
70% depending on the population studied. The proportion of new
HCV infections associated with post-transfusion has been markedly
reduced lately due to advances in diagnostic tools used to screen

blood donors.

The only treatment currently available for HCV infection is

interferon-a (IFN-a). However, according to different clinical
studies, only 70% of treated patients normalize alanine
aminotransferase (ALT) lcvels in the serum and after
discontinuation of IFN, 35% to 45% of these responders relapse. In
general, only 20% to 25% of patients have long-term responses to
1¥N. Clinical studies have shown that combination treatment with
IFN and ribavirin (RIBA) results in a superior clinical response
than IFN alone. Different genotypes of HCV respond differently to
IFN therapy, genotype lb is more resistant to 1FN therapy than
type 2 and 3.

There is therefore a great need for the development of
anti-viral agents.

SUMMARY OF THE INVENTION

In one aspect, the present invention provides novel compounds

represented by formula I:

or pharmaceutically acceptable salts thereof;

wherein,
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X is chosen from:

wherein,

M is chosen from:

Q , R
//u\ ; //u\ ; //Tzl - w ’ i a bond ;
— — B
\ \ _
F{4 F215
wherein,

R, is C _, alkyl; '
R, is chosen from H, C ,, alkyl, C ,,, alkenyl, C,, alkynyl, C
aryl, C ,,, heterocycle, C,,, heteroaralkyl, C
alkyl;

6-16

aralkyl; and

R,y is chosen from H or C
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J is chosen from:

\\n/’ \\T/’ g7 N '§ ; . \\Sf/
. ; ' | ) /)N
1) O O O

w Rs

wherein W is chosen from-0, S or NR,,
wherein R, is chosen from H, C ,,, alkyl, C ,,, alkenyl, C,,,
alkynyl, C ., aryl, C ,,, heterocycle, C,,, heteroaralkyl, C
.15 aralkyl;

and R, is chosen from H, C ,, alkyl, C ,,, aryl or C ., aralkyl;

¥' is chosen from a bond, C,, alkyl, C.,, alkenyl or C ,, alkynyl;

Y is chosen from COOR,, COCOOR,, P(O)OROR,, S(O)OR,, S(O),0R,
tetrazole, CON(R,)CH (R;)COOR, , CONR,R,, CON(R,)-SO,-R, , CONR,OH or
halogen, wherein R,;, R,, R,, and R, are each independently chosen
from H, C ,, alkyl, C ,,, alkenyl, C, , alkynyl, C ,,, heterocycle,
C,,, heterocaralkyl, C, , aralkyl;

or R, and R, are taken together with the nitrogen to form a 3 to
10 membered heterocycle;

R, and R, are each independently chosen from H, C ,_, alkyl, C ,,
alkenyl, C,, alkynyl, C s aryl, C ., heterocycle, C,
heteroaralkyl and Cg, afalkyl;

or R, and R, are taken together with the oxygens to form a 5 to 10
membered heterocycle; ‘
R, is chosen from H, C _, alkyl, C , , alkenyl, C,, alkynyl, C .
aryl, C ,,, heterocycle, C,,, heteroaralkyl and C, , aralkyl;
provided that R,,is other than methyl or ethyl;

R, is chosen from C ,, alkyl, C ,, alkenyl, C,,, alkynyl, C .,
aryl, C ,,, heterocycle, C,, heteroaralkyl or C ., aralkyl;

R, is chosen from C , , alkyl, C,, alkynyl, C , aryl, C ,,
heterocycle, C,,, heteroaralkyl, or C , , aralkyl;

R, is chosen from H, C ,,, alkyl, C alkenyl, C,,, alkynyl, C .,

2-12

aryl, C ,,, heterocycle, C,,, heterocaralkyl or C .,, aralkyl;

Z is chosen from H, halogen, C,,alkyl;

4
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with the proviso that:

i) when X is 4-Chloro-2,6-dimethyl-benzenesulfonamideand, R, is
phenyl, and R, is H, and Y' is a bond, then Y is other. than CONH,;
compound #580

ii) when X is Toluene-4-sulfonamide and R, is 4-chloro-phenyl,
and R, is H, and Y' is a bond, then Y is other than CONH,;
compound #563

iii) when X is Toluene-4-sulfonamide and R, is 4-fluoro-phenyl,
and R, is H, and Y is a bond, then Y is other than CONH,;
compound #564

iv) when X is Toluene-4-sulfonamide and R; is 4-methoxy-phenyl,
and R; is H, and Y! is a bond, then Y is other than CONH,;

compound #565

v) when X is Benzamide and R; is phenyl Y' is a bond and Y is
COOH then R, is other than hydrogen.

The compounds of the present invention are useful in therapy,

particularly as antivirals.

In another aspect, there is provided a method of treating viral
infections in a subject in need of such treatment comprising
administering to the subjeét a therapeutically effective amount
of a compound of formula (I) or composition of the invention.

In still another aspect, there is provided a method of treating
viral infections in a subject in need of such treatment
comprising administering to the subject a combination comprising
at least one compound of formula (I) and at least one further

therapeutic agent.

In another aspect, there is provided a pharmaceutical
formulation comprising the compound of the invention in
combination with a pharmaceutically acceptable carrier or

excipient.
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Another aspect of the invention is the use of a compound
according to formula (I), for the manufacture of a medicament
for the treatment of viral infectioms.

S In another aspect, there is provided a method for inhibiting: or
reducing the activity of viral polymerase in a host comprising
administering a therapeutically effective amount of a compound
of formula (I).

10 DETAILED DESCRIPTION OF THE INVENTION

In one embodiment, compounds of the present invention comprise
those wherein the following embodiments are present, either
independently or in combination.

15
In one embodiment, the present invention provides novel
compounds of formula (Ia):

(Ia)

or pharmaceutically acceptable salts thereof;
20

wherein,

X is chosen from:
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wherein,

. M'is chosen from:

(o)
N/ ; g ; e S\ ; )i ; )Sk
N e N '
0 _R
/JL ; /)L s Ris ; w : ; a bond ;
N\— N /k /K |
Fz4 F{15
wherein,

R, is C . alkyl;

R, is chosen from H, C ., alkyl, C ,, alkenyl, C,,, alkynyl, C .,
aryl, C ,,, heterocycle, C,,, heteroaralkyl, C e aralkyl; and

R, is chosen from H or C ,, alkyl;

J is chosen from:

' Na”
he h ST . ¢
. . ’ ) /N
' ’ o) 0]

w Re

o=n

wherein W is chosen from O, S or NR,,
wherein R, is chosen from H, C ,,, alkyl, C ,,, alkenyl, C
alkynyl, C ., aryl, C ,,, heterocycle, C
s @ralkyl;

2-12

heteroaralkyl, C

3-12

and R, is chosen from H, C ,,, alkyl, C ., a‘ryl or C ., aralkyl;
Y' is chosen from a bond, C,, alkyl, C ,, alkenyl or C ,, alkynyl;

Y is chosen from COOR,, COCOOR,, P(O)OROR,, S(O)OR,, S(0O),0R,
tetrazole, CON(R,)CH (R,)COOR, , CONR,R,, CON(R,)-SO,-R, , CONR,OH or
halogen, wherein R,, R,, R, and R, are each independently chosen
from H, C ,,, alkyl, C ,,, alkenyl, C,,, alkynyl, C ,,, heterocycle,
C,,s heteroaralkyl, Cs_m' aralkyl;

or R, and R, are taken together with the nitrogen to form a 3 to
10 membered heterocycle;
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R, and R, are each independently chosen from H, C ,,, alkyl, C ,,
alkenyl, C,,, alkynyl, C ,, aryl, C ,, heterocycle, Ciie
heteroaralkyl and C,,, aralkyl;

or R, and R, are taken together with the oxygens to form a 5 to 10
membered heterocycle;

R,, is chosen from H, C ,, alkyl, C ,,, alkenyl, C,,, alkynyl, C ,,,
aryl, C ,,, heterocycle, C,,, heteroaralkyl and C,,, aralkyl;
provided that R, is other than methyl or ethyl;

R, is chosen from C alkyl, C ,,, alkenyl, C,, alkynyl, C .,

2-12

aryl, C ,,, heterocycle, C, , heteroaralkyl or C ., aralkyl;

R, is chosen from c .12 alkyl, C,,, alkynyl, C ., aryl, C ,,,
heterocycle, C, , heteroaralkyl, or C ., aralkyl;

R, is chosen from H, C _, alkyl, C ,,, alkenyl, C,,, alkynyl, C .,

aryl, C heterocycle, C

3-12 3-18

heteroaralkyl or C ,,, aralkyl;
Z is chosen from H, halogen, C, ,alkyl;
with the proviso that:

i) when X is 4-Chloro-2,6-dimethyl-benzenesulfonamideand, R, is
phenyl, and R, is H, and Y is a bond, then Y is other than CONH,;
compound #580

ii) when X is Toluene-4-sulfonamide and R, is 4-chloro-phenyl,
and R, is H, and Y' is a bond, then Y is other than CONH,;
compound #563

iii) when X is Toluene-4-sulfonamide and R, is 4-fluoro-phenyl,
and R, is H, and Y' is a bond, then Y is other than CONH,;
compound #564

iv) when X is Toluene-4-sulfonamide and R; is 4-methoxy-phenyl,
and R; is H, and Y' is a bond, then Y is other than CONH;;

compound #565
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v)  when X is Benzamide and R; is phenyl Y' is a bond and Y is
COOH then R,is other than hydrogen.

In a further aspect, the present invention provides novel
5 compounds represented by formula II:

(i)

and pharmaceutically acceptable salts thereof,

wherein,
10

M is chosen from:

=N, — ] ~
R{NY H R{\]Y 3 —cn— i a bond ;
(0]

15 Y' is chosen from a bond, C,, alkyl, C ,, alkenyl or C e alkynyl;

Y is chosen from COOR,,, CO-COOR,, PO,RR,, SOR,, tetrazole,

3" tat'p!/ IS/
CON (R,) CH(R,) -COOR,, CON R, R, or CONR,OH, wherein
each R, R,, R,,, R,, Ry, R,, and R, are independently chosen

20 froin H or C alkyl,;

1-6

R, is chosen from C . alkyl, C ,, alkenyl,C,, alkynyl, C ,,, aryl,
C ,., heterocycle, C,,, heteroaralkyl, C ,,, aralkyl, or a halogen;
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R, is chosen from C ., aryl, C , , heterocycle, C aralkyl or C,

6-12

.o heteroaralkyl;

R, is chosen from H or C,, alkyl; C ,,, aralkyl or C,,
heteroaralkyl;

alkyl;
R, is chosen from H or C ,, alkyl

R, is chosen from H or C

with the proviso that:

i) when M is

o

O:(|L

and R, is 4-chloro-2,5-dimethyl-phenyl, R, is phenyl, and R, is H,
and Y' is a bond, then Y is other than CONH,; compound #580

ii) when M is
(|)
__S__
Il
O
and R, is 4-methylphenyl, R, is 4-chloro-phenyl, and R, is H, and

Y' is a bond, then Y is other than CONH,; compound #563

iii) when M is

and R, is 4-methylphenyl, R, is 4-fluoro-phenyl, and R, is H, and
Y' is a bond, then Y is other than CONH,; compound #564

iv) when M is

10
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O

|

__IS__
O.

and R, is 4-methylphenyl, R, is 4-methoxy-phenyl, and R, is H, and
Y' is a bond, then Y is other than CONH,; compound #565

In still a further embodiment, the present invention provides

S novel compounds of formula (IIa):

Ro” (la)
wherein,

M is chosen from:
10

(0]
T.z
R{NY ; R{NY L —cH—
0 S

; a bond ;

Y' is chosen from a bond, C,, alkyl, C ,, alkenyl or C,, alkynyl;

15 Y is chosen from COOR,, CO-COOR,, PO,RR,, SO,R,, tetrazole,
CON(R,)CH(R,) -COOR,, CON R, R,, or CONR,OH, wherein

each R, R;, R,, R,, R
or C ,, alkyl,:
R, is chosen from C  ,  alkyl, C

a

.« R, and R, are independently chosen from H

,.¢ alkenyl,C,  alkynyl, C ., aryl,

20 C ,,, heterocycle, C, , heteroaralkyl, C ., aralkyl, or a halogen;

11
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R, is chosen from C ,, aryl, C ,, heterocycle, C ,,, aralkyl or C,
.0 heteroaralkyl;

R, is chosen from H or C,_, alkyl; C ., aralkyl or C,

heteroaralkyl;
R, is chosen from H or C ,, alkyl;
R, is chosen from H or C ., alkyl;

with the proviso that:

i) when M is
O

_S__
I
o)

and R, is 4-chloro-2,5-dimethyl-phenyl, R, is phenyl, and R, is H,
and Y' is a bond, then Y is other than CONH,; compound #580

ii) when M is

and R, is 4-methylphenyl, R, is 4-chloro-phenyl, and R, is H, and
Y' is a bond, then Y is other than CONH,; compound #563

iii) when M is

and R, is 4-methylphenyl, R, is 4-fluoro-phenyl, and R, is H, and
Y' is a bond, then Y is other than CONH,; compound #564

iv) when M is

12
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and R, is 4-methylphenyl, R, is 4-methoxy-phenyl, and R, is H, and
Y' is a bond, then Y is other than CONH,; compound #565.

In one embodiment, X is:

In a further embodiment, X is:

(l?z

\J/N\R3
In one embodiment, Z is chosen from H, halogen, C,_,alkyl.
In further embodiments,
is H
is halogen
ig fluoride
is C, alkyl .
is chosen from methyl, trifluoromethyl, eﬁhyl, propyl,

N N N N N

isopropyl, cyclopropyl. butyl, isobutyl, cyclobutyl, pentyl,
neopentyl, cyclopentyl, hexyl or cyclohexyl.

In further embodiments;

R; is chosen from C,.3; alkyl, Cz-12 alkenyl, Ci;-12 alkynyl, Cg-14
aryl, Cj.12 heterocycle, Cj;.;3 heteroaralkyl or Ce 13 aralkyl.

Ry is chosen from a Ca-;; alkyl, Cs-14 2aryl or Ci-1; heterocycle.
R; is a Cjz-13 alkyl.

Ry is a Cg-14 aryl.

R; 1s a Ci-12 heterocycle.

R; is chosen from t-butyl, isobutyl, allyl, ethynyl, 2-
phenylethenyl, isobutenyl, benzyl, phenyl, phenethyl,

13
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benzodioxolyl,lthienyl, thiophenyl, pyridinyl, isoxazolyl,
thiazolyl, pyrazolyl, tetrazolyl, benzofuranyl, indolyl,

furanyl, or benzothiophenyl any of which can be optionally
substituted by one or more substituent chosen from halogen,
nitro, nitroso, SO;Ri2, POsRCRA, CONRi3Ris, Ci-s alkyl, Cas alkenyl,
Ca-¢ alkynyl, Cs-12 aralkyl, Cs.12 aryl, Ci-g alkyloxy, C;-¢ alkenyloxy,
Ca.s alkynyloxy, Ce-12 aryloxy, C(0)C;-¢ alkyl, C(O)C,.¢ alkenyl,
C(0)Cz-s alkynyl, C(0)Cs.12 aryl, C(0)Ce-12 aralkyl, Ci.io heterocycle,
hydroxyl, NRj3Riq, C(O)OR;2, cyano, azido, amidino or guanido;
wherein R;;, Rc, Rd, Rj; and Ry4 are each independently chosen
from H, Cj-;2 alkyl, Ca.j; alkenyl, Cjy-12 alkynyl, Ce.iq aryl, Cioaa
heterocycle, Ci-13 heteroaralkyl, Cg-.1g aralkyl;

or Rc and Rd are taken together with the oxygens to form a 5 to
10 membered heterocycle; ,

or R;3 and Ry4 are taken together with the nitrogen to form a 3 to
10 membered heterocycle.

R; is chosen from thienyl, t-butyl, phenyl or pyridinyl.

R, is isoxazolyl substituted by at least one methyl.

R; is pyridinyl.

In one embodiment, R, is chosen from a C,_ alkyl, C,,, aryl or C,,
heterocycle.

In one embodiment, R; is chosen from t-butyl, isobutyl, allyl,
ethynyl, 2-vhenylethenyl, isobutenyl, benzyl, phenyl, phenethyl,
benzodioxolyl, thienyl, thiophenyl, 4pyridinyl, isoxazolyl,
thiazolyl, pyrazolyl, tetrazolyl, benzofuranyl, indolyl,
furanyl, or benzothiophenyl, any of which can be substituted by
at least one substituent chosen from Ci-¢ alkyl, Ci;-¢ alkenyl, Cy.¢
alkynyl, Ciz.i0 heterocycle, halogen; nitro, CONR:13Ri14, NRi3Riaq,
amidino, guanido, Cyano, S0,-C;-¢ alkyl, C(O)OR;2, Ci-¢ alkyloxy, C,-
¢ alkenyloxy, Ci-¢ alkynyloxy, or Cg-12 aryloxy;

wherein R;;, Ri; and R;y are each independently chosen from H, Ci.j»
alkyl, C,.i; alkenyl, Cip.y2 alkynyl, Cg.14 aryl, Ci.i2 heterocycle, Cj.
18 heteroaralkyl, Cg-13 aralkyl;

14
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Oor Ry3; and Ryy are taken together with the nitrogen to form a 3 to

10 membered heterocycle.

In one embodiment, R, is chosen from thienyl, t-butyl, phenyl,
thiophenyl, pyridinyl, isoxazolyl, any of which can be
substituted by at least one substituent chosen from a halogen,
C.¢alkyl, C, ,alkyloxy, C, alkenyl, C, alkynyl, nitro, cyano, SO,-
C,¢alkyl, NO-C,  alkyl.

In further embodiments;
R, is phenyl.

o

[

is phenyl substituted with fluoride. !

e

%4

is phenyl substituted with at least one fluoride
is phenyl di-substituted with fluoride.
is phenyl substituted with chloride. i
is phenyl substituted with at least one chloride
is phenyl di-substituted with chloride.

s

-

]

[*4

is phenyl substituted with fluoride and chloride.

REENCER NS

is phenyl substituted with nitro..

™

[

is phenyl substituted with at least one nitro.

sl

%4

is phenyl substituted with methoxy.

is phenyl substituted with OCF,.

is phenyl substituted with CF,.

is phenyl substituted with methyl.

is phenyl substituted with at least one methyl.
is phenyl substituted with CN.

is phenyl substituted with SO,-CH,.

is phenyl substituted with NH(CO)—CHV

o

NN R

o

o4

In further embodiments,

R, is thiophenyl.

R, is thiophenyl substituted by at least one halogen.

R, is thiophenyl substituted by at least one chloride.

R, is thiophenyl substituted by at least one methyl.

R, is thiophenyl substituted by at least one methyl and one

In further embodiments,
R, is thienyl.

15
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R, is thienyl substituted by at least one halogen.

R, is thienyl substituted by at least one chloride.

R, is thienyl substituted by at least one methyl.

R, is thienyl substitutéd by at least one methyl and one
chlofide. :

R, is isoxazole di-substituted with CH,.

R, is pyridine.

In one embodiment, M is chosen from:

(@]

— ; a bond

o—w

In a further embodiment, M is:

In an alternative embodiment, M is:

h

o)

In one embodiment, J is chosen from:

~N
h Y
(o]

W 0
wherein, W is as defined above.
In an alternative embodiment, J is:
0

In a further embodiment, J is:

16
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o O

In one embodiment, Y is chosen from COOR,, COCOOR,, P(O)OR,OR,,

S(0),0R, tetrazole, CON(R,)CH(R,)COOR,, CONR,R,, CONR,0H.

10°M11/

In a further embodiment, any of R,, Ra, Rb, R,, R,, R, and R,, are

each independently chosen from H or C,, alkyl; provided that R,

is other than methyl or ethyl.

In one embodiment, Y is chosen from COOR,,, CONR,R, or

CON (R,) CH (R,) ~COOR, .

In a further embodiment, any of Rs, R,, Rwp, R;3 and Rjs are each

independently chosen from H or Ci¢ alkyl; provided that R, is

other than methyl or ethyl.

In a further embodiment, Y
R,CH,COOR, . :

In a further embodiment, Y
CON (R,) CH(R,) COOR,.

In a further embodiment,
In a further embodiment,
In a further embodiment,

KK KoK

In a further embodiment,

is

is

is
is
is

is

chosen from COOR,,, CONR,R, or CON

16/

chosen from COOR,, CONRR; or

COOH.

CONH, .
CONHCH,COOH .
COOCH, .

In a further embodiment, Y' is chosen from CH,, C=CH, CH-CH, or a

bond.

In further embodiments;

R; is chosen from H, Cppalkyl, Cgigaralkyl, Cippheterocycle or Cigg

heteroaralkyl.

R, is chosen from H, C_,, alkyl, C,,aralkyl or C

R, is C,,, alkyl.
R, is C,,, aralkyl.

R, is C,,, heterocycle.

..., heterocycle.

17
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R, is chosen from H, methyl, ethyl, i-propyl, cyclopropyl,
cyclohexyl, allyl, piperidinyl, piperazinyl, pyrrolidinyl,
azetidinyl, aziridinyl, pyridinyl, piperidinylmethyl, dioxanyl, |
dioxolanyl, azepanyl or benzyl; any of which can be optionally
substituted by one or more substituent chosen from halogen,

PO,RcRd, CONR,R,,, C,  alkyl, C, ,alkenyl, C,, !

nitro, nitroso, SO,R,,

alkynyl, C, ,aralkyl, C. ,aryl, C, ,alkyloxy, C, alkenyloxy, C,,
alkynyloxy, C,,aryloxy, C(0)C,,alkyl, C(0)C,,alkenyl, C(0)C,,
alkynyl, C(0)C,,, aryl, C(O)C,, aralkyl, C,;1°heterocycle, hydroxyl,
NR,R,,, C(O)OR,,, cyano, azido, amidino or guanido;

wherein R;,, Rc, R4, R, and R, are each independently chosen from
H, C_,, alkyl, C,,, alkenyl, C,,,alkynyl, C.,, aryl, C,,,
heterocycle, C,, heteroaralkyl, C,, aralkyl;

or Rc and Rd are taken together with the oxygené to form a 5 to
10 membered heterocycle;

or R, and R, are taken together with the nitrogen to form a 3 to
10 membered heterocycle.

R3; is chosen from H or Methyl, isopropyl, piperidinyl,

piperidinylmethyl, dioxolanyl or cyclohexyl.

In a further embodiment, R, is H or methyl.

In a further embodiment, R, is H.

In a further embodiment, R, is methyl. .

In a further embodiment, R, is benzyl, thiophenylmethyl,

furanylmethyl.

In additional embodiments;

R, is C,,,alkyl, C,, aryl or C, , heterocycle;

R, is C,  heterocycle.

R, is chosen from thienyl, furanyl, pyridinyl, oxazolyl,
thiazolyl, pyrrolyl, benzofuranyl, indolyl, benzoxazolyl,
benzothienyl, benzothiazolyl, piperazinyl, pyrrolidinyl or
quinolinyl any of which can be optionally substituted by one or -
more substituent chosen from halogen, nitro, nitroso, SO,R,,,
PO,RcRd, CONR,R,, C, alkyl, C, alkenyl, C,,alkynyl, C.,,aralkyl,
C.,,aryl, C,_,alkyloxy, C,,alkenyloxy, C,,alkynyloxy, C,,, aryloxy,
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C(0)C, alkyl, C(0)C,,alkenyl, C(0)C, alkynyl, C(O)C,,,aryl,
C(0)C, ,, aralkyl, C, , heterocycle, hydroxyl, NR,R,, C(O)OR,,

cyano, azido, amidino or guanido;
wherein R,,, Rc, Rd, R,, and R,, are each independently chosen from

H, C,,,alkyl, C,,alkenyl, C, ,alkynyl, C,, aryl, C,  heterocycle,

1-12
C,.,; heteroaralkyl, C,,aralkyl;

or Rc and Rd are taken together with the oxygens to form a 5 to
10 membered heterocycle; '

or R, and R, are taken together with the nitrogen to form a 3 to
10 membered heterocycle.

R, is a heterocycle chosen from thienyl, furanyl, pyridinyl,
pyrrolyl, indolyl, piperazinyl or benzothienyl.

R, is C,, alkyl.

R, is chosen from cyclopropyl, cyclobutyl, cyclopentyl,

éyclopentenyl cyclohexyl, cycloheptyl, 2-(cyclopentyl)-ethyl,

methyl, ethyl, vinyl, propyl, propenyl, isopropyl, butyl,
butenyl isobutyl, pentyl, neopentyl or t-butyl any of which can
be optionally.substituted by one or more substituent chosen from
halogen, nitro, nitroso, SOR,,, PO,RcRd, CONR,R,, C, alkyl, C,,
alkenyl, C,,alkynyl, C,,,aralkyl, C,,aryl, C _ alkyloxy, C,,
alkenyloxy, C, alkynyloxy, C., aryloxy, C(0)C,_,alkyl, C(0)C,,
alkenyl, C(0)C,,alkynyl, C(0)C,,aryl, C(0O)C,,aralkyl, C,,,
heterocycle, hydroxyl, NR13R14, C(O)OR,, cyano, azido, amidino
or guanido;

wherein R,,, Rc, Rd, R,, and R, are each independently chosen from
H, C,,,alkyl, C,, alkehyl, C,., alkyﬁyl, Ceoaryl, C,,, heterocycle,
C,.;s heteroaralkyl, C,,, aralkyl;

or Rc and Rd are taken together with the oxygens to form a 5 to
10 membered heterocycle;

or R, and R,, are taken together with the nitrogen to form a 3 to
10 membered heterocycle.

R, is C, ,aryl.

R, is an aryl chosen from indenyl, naphthyl or biphenyl.

19




09 May 2012

2012202716

10

15

20

25

30

R, is phenyl substituted by one or more substituent chosen from
halogen, nitro, nitroso, SO,R,,, PO,RcRd, CONR,R,, C,.alkyl, C,,
alkenyl, C,,alkynyl, C,,aralkyl, C,_,aryl, C, . alkyloxy, C,,
alkenyloxy, C,,alkynyloxy, C.,,aryloxy, C(0)C,, alkyl, C(0O)C,,
alkenyl, C(0)C, alkynyl, C(O)C,,,aryl, C(O)C,,, aralkyl, C,,,
heterocycle, hydroxyl, NR,R,,, C(O)OR,,, cyano, azido, amidino or
guanido;.

wherein R,, Rc, R4, R, and R, are each independently chosen from
H, C,,,alkyl, C,,, alkenyl, C, ,alkynyl, C,, aryl, C,,, heterocycle,
C,., heteroaralkyl, C, ,aralkyl;

or Rc and Rd are taken together with the oxygens to form a 5 to
10 membered heterocycle; ‘ ‘

or R, and R,, are taken together with the nitrogen to form a 3 to

-10 membered heterocycle.

R, is phenyl substituted by one or two substituents chosen from
halogen, nitro, nitroso, SO,R,,, PO,RcRd, CONR,R,,, C,,alkyl, C,,
alkenyl, C,,alkynyl, C,,, aralkyl, C.,aryl, C,_ alkyloxy, C,,
alkenyloxy, C,,alkynyloxy, C,,aryloxy, C(0)C,,alkyl, C(0)C,,
alkenyl, C(0)C,,alkynyl, C(0)C,,aryl, C(0)C,,aralkyl, C,
heterocycle, hydroxyl, NR,R,,, C(0O)OR,, cyano, azido, amidino or
guanido; .

wherein R,,, Rc, R4, R, and R, are each independently chosen from
H, C_,alkyl, C, ,alkenyl, C, ,alkynyl, C,, aryl, C,,, heterocyclé,
C,, heteroaralkyl, C, ,aralkyl;

or Rc and R4 are taken together with the oxygens to form a 5 to
10 membered heterocycle;

or R,, and R,, are taken together with the nitrogen to form a 3 to
10 membered heterocycle.

R, ‘is phenyl substituted by one or more substituent chosen from
halogen, nitro, CONR,R,, C,,alkyl, C,,alkenyl, C,,alkyloxy,
c(0)C,4alkyl, C,,,aryl, C,, heterocycle, hydroxyl, NR,R,,,
C(0)OR,,, cyéno, azido, wherein R,,» R,, and R, are each
independently chosen from H, C,,, alkyl, C,,,alkenyl, C, ,alkynyl,
Cspe 2xyl, C,,, heterocycle, C, ,heteroaralkyl, C,,aralkyl;
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or R, and R, are taken together with the nitrogen to form a 3 to

10 membered heterocycle.

R, is phenyl substituted by one or two substituents chosen from
halogen, nitro, CONR,R,,, C,,alkyl, C,.alkenyl, C,, alkyloxy, .
c(o)C,_ alkyl, C,,,aryl, C,  heterocycle, hydroxyl, NR,R,,
C(O)OR,,, cyano, azido, wherein R,,, R, and R,, are each
independently chosen from H, C,, alkyl, C,,alkenyl, C,,, alkynyl,
C.., aryl, C,,, heterocycle, C, ,heteroaralkyl, C,  aralkyl;

or R, and R,, are taken together Qith the nitrogen to form a 3 to
10 membered heterocycle.

R, is phenyl substituted by one or two substituents chosen from
halogen, C, alkyl, NR,R,, nitro, CONR,R,, C(0)OC,,alkyl, COOH or
C,¢alkyloxy C(O)OR,,, cyano, azido, wherein R,,, R, and R,, are
each independently chosen from H, C,,alkyl, C, ,alkenyl, C,,,
alkynyl, C.,, aryl, C, ,heterocycle, C, ,heteroaralkyl, C,,
aralkyl}

or R and.Ru are taken together with the nitrogen to form a 3 to

10 membered heterocycle.

In one embodiment, R, is chosen from C ., aryl, C , , heterocycle,
C .., aralkyl or C, , heteroaralkyl.

In a further embodiment, R, is chosen from a C,,, aryl or C,,,
heterocycle. .

In a further embodiment, R, is a C, aryl or a C, heterocycle.

In a further embodiment, R, is chosen from phenyl, pyridinyl,
thiophenyl, benzofuran, thiazole, pyrazole, substituted with at
least one substituent chosen from a halogen, C, alkyl, C
alkyloxy, CF,, COOH, COOC,,alkyl, cyano, NH,, nitro, NH(C,,
alkyl), N(C,_,alkyl), or a C,,heterocycle.

R, is chosen from thienyl, furanyl, pyridyl, oxazolyl, thiazolyl,
pyrrolyl, benzofuranyl, indolyl, benzoxazolyl, benzothienyl,
benzothiazolyl or quinolinyl any of which can be substituted by

at least one substituent chosen from C,alkyl, amino, halogen,
nitro, amido, CN, COOC,,alkyl, or C,,alkyloxy.

R, is methylphenyl.

R, is dichlorophenyl.
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In a further embodiment, R, is chosen from:

Re I'?W Re Rc
Rd Rb  Rd.__N._Rb Rd Rb
T 0 ety 0
= N
Re” Y “Ra Re” Y “Ra o oNFNp, ReT Y Rw
’l ,' ’I 'I
T T e b el L
Rd Rb  Rw. Rb SN Rd - RV
r N | N
Nz L Re” N7 SR N
R Ra Re” Y “Ra ;T ReT Y R
! ,’ '
Rc Re Rw
|
Rdjl/ger RW\" SN Rb RW\N’N\ Rb
N 2N N~ !
Rw” YR Rw” R )\/\E
W "‘ w W ',' a Re " Ra
Rs
Re Ri Re <
Rd Rd Xa Rsﬁ' Xq~ N
Re Xa Re N R ° R Rt Ru
Rb . Rb
Rs ”—'S Rs . Rs
S ]
'S \2\/ .
N .. Rt - Rt e
{ oy N\ 4 W
Rt Ru = NN, N=N
Rt Ru Ry Ry Ry Ry
R! R Rs
Y o Ry N s Ry
Re~ N .o T\ A Rse NN, - D L
S NN T WO
Rt R \ Rt N‘R
u \
: . Rt Ru y Rt Ry
l}v Rs Ry
RS\«N - "S \ ,!‘
—Z W
Ry Ru IN
Ry Ru
wherein:
Rw is H, O or methyl;
Ry is H or methyl;
Rw is H;
Rw is methyl;
Ry is H;
Ry is methyl;
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and wherein, Xa is S, N, O or carbon.

In a further embodiment, each of Ra, Rb, Rc, Rd, Re, and Rf are
independently chosen from, H, Cl, Br, I, F, Ci;¢ alkyl, 0OCi_
alkyl, CF;, COOH, CO0OC;-¢ alkyl, CN, NH;, NO;, NH(C,-¢ alkyl), N({(C;-
¢ alkyl),.

In a further embodiment, each of Ra, Rb, Rc, Rd, Re, and Rf are
independently chosen from, H, Cl, Br, I, F, methyl, O-methyl,
CF3, COOH, COOCH3, CN, NH;, NO;, NH(CHj3) or N(CHj),.

In a further embodiment, each of Ra, Rb, Rc, Rd, Re, and Rf are
independently chosen from, H, Cl, Br, I, F, methyl, O-methyl,
CF;, COOH, COOCH3, CN, NH;, or NO,.

In a further embodiment, each of Ra, Rb, Rc, R3, Re, and Rf are
independently chosen from, H, Cl, methyl, O-methyl, CF3;, COOH,
COOCH3, CN, NH;, or NO,.

In a further embodiment, each of Ra, Rb, Rc, Rd, Re, and Rf are
independently chosen from, H, Cl, F, methyl, CFy or O-methyl.

In one embodiment, Rf is H or methyl.

In another embodiment, Rf is H.

‘In another embodiment, Rf is methyl.

In a further embodiment, each of Ra, Rb, Rc, Rd and Re is
independently chosen from, H or Cl.
In a further embodiment, each of Ra, Rb, Rc, Rd and Re is H.

In one embodiment:

Ra is chosen from Cl, F, methyl or O-methyl;
Rb is H;

Rc is chosen from Cl, F, methyl or O-methyl;
Rd is H;

Re is chosen from Cl, F, methyl or O-methyl.
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In one embodiment:
Ra is methyl;

Rb is H;

Rc is Cl;

Rd is H;

Re is methyl.

In a further embodiment, each of Rs, Rt, Ru, are independently
chosen from, H, Cl, Br, I, F, C;.¢ alkyl, 0C;-¢ alkyl, CF3;, COOH,
C00C;3-¢ alkyl, CN, NHz, NO,, NH(C;.¢ alkyl), N(Ci-.¢ alkyl),.

In a further embodiment, each of Rs, Rt, Ru, are independently
chosen from, H, Cl, Br, I, F, methyl, O-methyl, CF;, COOH,
COOCH;, CN, NH;, NO;, NH(CH3) or N(CHj),.

In a further embodiment, each of Rs, Rt, Ru, are independently
chosen from, H, Cl, Br, I, F, methyl, O-methyl, CF;, COOH,
COOCH;, CN, NH;, or NO3,

In a further embodiment, each of Rs, Rt, Ru, are independently
chosen from, H, Cl, Br, I, F, methyl, O-methyl, CF,;, COOH,
COOCH;, CN, NH,;, or NO;.

In a further embodiment, each of Rs, Rt, Ru, are in&ependently
chosen from, H, Cl, methyl, O-methyl, CF;, COOH, COOCH;, CN, NH;,

oxr NO,.

In a further embodiment, each of Rs, Rt, Ru, are independently

chosen from, H, Cl, F, methyl, CF; or O-methyl.

'In a further embodiment, each of Rs, Rt, Ru, are -independently

chosen from, H or Cl.

In a further embodiment, each of Rs, Rt, Ru, are H.
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In one embodiment:
Rs and Ru are Cl and Rt is H.
Rs is Cl, Rt and Ru are H.

In one embodiment, the viral infection is chosen from Flavivirus

infections.

In one embodiment, the Flavivirus infection is chosen from
Hepatitis C virus (HCV), bovine viral diarrhea virus (BVDV), hog

cholera virus and yellow fever virus.

In another embodiment, the Flavivirus infection is Hepatitis C

viral infection.

In one embodiment, there is provided a method for treating or

preventing a Flaviviridae viral infection in a host comprising
administering to the host a therapeutically effective amount of
at least one compound of formula (III) '

Y\
Y15§2 R4
4\ /a
X z

(1)

or pharmaceutically acceptable salts thereof;

wherein,
X is chosen from:

wherein,

M is chosen from:
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N— N— //l\\ //l\\

wherein,

R, is chosen from H or C ,, alkyl;

R, is chosen from H, C »2 alkyl, C ,,, alkenyl, C,,, alkynyl, C
aryl, C ,,, heterocycle, C,,, heteroaralkyl, C ,,, aralkyl; and

6-14

R, is chosen from H or C ,, alkyl;

J is chosen from:

D

w Re

e N
. //S\\
0

/
v

\

/
Oo=w

wherein
W is chosen from O, S or NR,,

wherein R, is chosen from H, C ,,, alkyl, C alkenyl, C, |,

2-12
alkynyl, C ., aryl, C ,,, heterocycle, C,,, heteroaralkyl, C
e @aralkyl;

and R, is chosen from H, C ,,, alkyl, C ., aryl or C aralkyl;

6-16
Y' is chosen from a bond, C,, alkyl, C ,, alkenyl or C ,, alkynyl;

Y is chosen from COOR,, COCOOR;, P(O)OROR,, S(O)OR,;, S(O),0R,

tetrazole, CON(R,)CH(R,)COOR, , CONR,R,, CON(R,)-SO,-R, , CONR,OH or
halogen, wherein R;, R,, R, and R, are each independently chosen
from H, C alkyl, C

heterocycle, C,,, heteroaralkyl, C

r-12 2z alkenyl, C, ., alkynyl, C ., aryl, C ,,

e1s aralkyl;
or R, and R, are taken together with the nitrogen to form a 3 to

10 membered heterocycle;
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R, and R, are each independently chosen from H, C ,, alkyl, C ,,
alkenyl, C,,, alkynyl, C ., aryl, C ,,, heterocycle, C,, '

- heteroaralkyl and C,,, aralkyl;

or R, and R, are taken together with the oxygens to form a 5 to 10
membered heterocycle; '

R, is chosen from H, C ,, alkyl, C ,,, alkenyl, C
aryl, C ,,, heterocycle, C,,, heterocaralkyl and C

alkynyl, C

2-12 6-14

aralkyl;

6-18

R, is chosen from C,,, alkyl, C,,, alkenyl, C,.,, alkynyl, C
C,,, heterocycle, C,, heteroaralkyl, C

aryl,

6-14

.1 aralkyl, or halogen;

R, is chosen from C_, alkyl, C,, alkenyl, C,,, alkynyl, C,,, aryl,
C,.,, heterocycle, C,, heteroaralkyl, or C,, aralkyl;

R, is chosen from H, C_, alkyl, C,,, alkenyl, C,, alkynyl, C,,,
aryl, C,,. heterocycle, C, , heteroaralkyl or C,,, aralkyl;

2 is chosen from H, halogen, Cj.¢ alkyl.

In one embodiment, there is provided a method for treating or
preventing Flaviviridae viral infection in a host comprising
administering to the host a therapeutically effective amount of

at least one compound of formula (III), further comprising at

. least one antiviral agent.

In one embodiment, the antiviral agent is chosen from a viral
serine protease inhibitor, viral polymerase inhibitor and viral
helicase inhibitor.

In a further embodiment, the antiviral agent is chosen from

interferon o and ribavirin.

In a further embodiment, said compound of formula (III) and said

antiviral agent are administered sequentially.

In a further embodiment, said compound of formula (III) and said

antiviral agent are administered simultaneously.
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In one embodiment, there is provided a method for treating or
preventing Flaviviridae viral infection in a host comprising
administering to the host a therapeutically effective amount of
at least one compound of formula (III) and at least one
additional agent chosen from immunomudulating agent, antioxydant
agent, antibacterial agent or antisense agent.

In another embodiment, the additional agent is chosen from
silybum marianum, interleukine-12, amantadine, ribozyme,
thymosin, N-acetyl cysteine or cyclosporin.

In further embodiments;

The compound of formula (III) and the additional agent are
administered sequentially. ‘

The compound of formula (III) and the additional agent are

administered simultaneously.

In one embodiment, the present invention further provides A
pharmaceutical composition comprising at least one compound
having the formula III or pharmaceutically acceptable salts
thereof;and at least one pharmaceutically acceptable carrier or

excipient.

In a further embodiment, the pharmaceutical composition, is
further comprising one or more additional agent chosen from
antiviral agent, immunomudulating agent, antioxydant agent,
antibacterial agent or antisense agent.

In one embodiment, the antiviral agent is chosen from a viral
serine protease inhibitor, viral polymerase inhibitor and viral
helicase inhibitor.

In one embodiment, the antiviral agent is chosen from interferon
o and ribavirin.

In one embodiment, the additional agent is chosen from silybum
marianum, interleukine-12, amantadine, ribozyme, thymosin, N-

acetyl cysteine or cyclosporin.
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In one embodiment, the invention further provides the use of a
compound having the formula III for the manufacture of a
medicament for treating or preventing a viral Flaviridea

infection in a host

In one embodiment, there is provided the use of a compound
having the formula III or pharmaceutically acceptable salts

thereof in therapy

In one embodiment, the invention provides the use of a compound
having the formula III for treating or preventing Flaviviridae
viral infection in a host.

In one embodiment, the use of a compound having the compound of

formula III for treating or preventing Flaviviridae viral

infection in a host is further comprising one or more additional
agent chosen from antiviral agent, immunomudulating agent,

antioxydant agent, antibacterial agent or antisense agent.

In one embodiment, the antiviral agent is chosen from a viral
serine protease inhibitor, viral poiymerase inhibitor and viral
helicase inhibitor.

In one embodiment, the antiviral agent is chosen from interferon
o and ribavirin.

In one embodiment, the additional agent is chosen from silybum
marianum, interleukine-12, amantadine, ribozyme, thymosin, N-
acetyl cysteine or cyclosporin.

In one embodiment, the compound of formula III and the
additionnal agent are administered sequentially.

In one embodiment, the compound of formula III and the

-additionnal agent are administered simultaneously.

In one embodiment, there is provided a method for inhibiting or
reducing the activity of viral polymerase in a host comprising
administering a therapeutically effective amount of a compound
of formula (III). '
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In one embodiment, the method for inhibiting or reducing the
activity of viral polymerase in a host comprising administering
a therapeutically effective amount of a compound of formula
(III) is further comprising one or more viral polymerase
inhibitor.

In further embodiments;

The viral polymerase is a Flaviviridae viral polymerase.

The viral polymerase is a RNA-dependant RNA-polymerase.

The viral polymerase is HCV polymerase.

In one embodiment, the invention provides a method for
inhibiting or reducing the activity of viral helicase in a host
comprising administering a therapeutically effective amount of a

compound having the formula III.

In one embodiment, the invention provides a method for
inhibiting or reducing the activity of viral helicase in a host
comprising administering a therapeutically effective amount of a

compound chosen from:

Compound #14 3-(4-Chloro-2,5-dimethyl-benzenesulfonylamino)-5-(4-
chloro-phenyl) -thiophene-2-carboxylic acid

Compound #19 3-(4-Chloro-2,5-dimethyl-benzenesulfonylamino)-5-(4-
isobutyl-phenyl)-thiophene-2-carboxylic acid

Compound #223 3-(4-Bromo-2-fluorobenzenesulfo-nylamino)-5-(4-
isobutylphenyl) -thiophene-2-carboxylic acid

Compound #224 3-(4-Bromo-2-methylbenzenesulfo-nylamino)-5-(4-
isobutylphenyl)-thiophene-2-carboxylic acid

Compound #225 5-(4-Isobutylphenyl 3-(3-methoxy-benzenesulfonyl-
amino)-thiophene-2-carboxylic acid

Compound #581 5—(4-Isobutyl-phenyl)—3—[5-(S-trifluoromethyl—

. isoxazol-3-yl)-thiophene-2-sulfonylamino]-thiophene- -

2-carboxylic acid

Compound #227 3-[2,5-Bis-(2,2,2-trifluorcethoxy)-
benzenesulfonylamino]-5- (4-isobutyl-phenyl)-
thiophene-2-carboxylic acid

Compound #228 3-(2-Chloro-4-cyanobenzenesulfonylamino)-5-(4-
isobutylphenyl)-thicphene-2-carboxylic acid
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Compound #582 5-(4-Isobutyl-phenyl)-3-(2,3,4-trifluoro-
. benzenesulfonylamino)-thiophene-2-carboxylic acid

or pharmaceutically acceptable salts thereof.
In further embodiments;
The viral helicase is a flaviviridea helicase.

The viral helicase is HCV helicase.

In a further embodiment, there is provided the use of a compound
having the formula III for inhibiting or reducing the activity

of viral bolymerase in a host.

In still a further embodiment, there is provided the use of a
compound having the formula III for inhibiting or reducing the
activity of viral polymerase in a host, further qomprising one
or more viral polymerase inhibitor.

In further embodiments;

The viral polymerase is Flaviviridae viral polymerase.

The viral polymerase is RNA-dependant RNA-polymerase.

The viral polymerase is HCV polymerase.

In one embodiment, the invention provides the use of a compound
having the formula IIT for inhibiting or reducing the activity

of viral helicase in a host.

In one embodiment, the invention provides the use of a compound
chosen from:

Compound #14 3-(4-Chloro-2,5-dimethyl-benzenesulfonylamino)-5-(4-
chloro-phenyl)-thiophene-2-carboxylic acid

Compound #19 3-(4-Chlorxo-2,5-dimethyl-benzenesulfonylamino)-5-(4-
isobutyl-phenyl)-thiophene-2-carboxylic acid

Compound #223 3-(4-Bromo-2-fluorobenzenesulfo-nylamino)-5-(4-
~iscbutylphenyl)-thiophene-2-carboxylic acid

Compound #224 3-(4-Bromo-2-methylbenzenesulfo-nylamino)-5- (4-
isobutylphenyl)-thiophene-2-carboxylic acid

Compound #225 5-(4-Isobutylphenyl 3-(3-methoxy-benzenesulfonyl-
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amino) -thiophene-2-carboxylic acid

Compound #581 5-(4-Isobutyl-phenyl)-3-(5-(5-trifluoromethyl-
isoxazol-3-yl)-thiophene-2-sulfonylaminol]-thiophene-
2-carboxylic acid

Compound #227 3-[2,5-Bis-(2,2,2-trifluoroethoxy)-
benzenesulfonylamino]-5- (4-isobutyl-phenyl) -
thiophene-2-carboxylic acid

Compound #228 3-(2-Chloro-4-cyanobenzenesulfonylamino)-5-(4-
isobutylphenyl)-thiophene-2-carboxylic acid

Compound #582 5-(4-Isobutyl-phenyl)-3-(2,3,4-trifluoro-
benzenesulfonylamino)-thiophene-2~-carboxylic acid

or pharmaceutically acceptable salts thereof for inhibiting or

reducing the activity of viral helicase in a host.

In one embodiment, the invention provides the use of a compound
having the formula III for inhibiting or reducing the activity
of viral helicase in a host further comprising one or more viral

helicase inhibitor.

In further embodiments;

The viral helicase is Flaviviridae viral helicase.

The viral helicase is HCV helicase.

In one embodiment, the present invention provides a combination
comprising a compound having the formula III and one or more
additionnal agent chosen from'viral serine protease inhibitor,
viral polymerase inhibitor and viral helicase inhibitor,
immunomudulating agent, antioxydant agent, antibacterial agent

or antisense agent.

In a further embodiment, the additional agent is chosen from
silybum marianum, interleukine-12, amantadine, ribozyme,
thymosin, N-acetyl cysteine, cyclosporin, interferon a and
ribavirin.

In further embodiments;
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The compound of formula (III) and the additionnal agent are
administered sequentially.
The compound of formula (III) and the additionnal agent are

administered simultaneously.

In still a further embodiment, the present invention provides_a

process for preparing a compound of formula A:

z —R,
R1 S Y\‘
Y

A

said process comprising the steps of adding:

¢ an enol ether;
¢ an hydride donating agent; and

e an organic carboxylic acid;

to a compound of formula B:

2 Mg,

R1 S Y\1

wherein;

Y' is chosen from a bond, C,, alkyl, C ,, alkenyl or C ,, alkynyl;

Y is chosen from COOR,, COCOOR,, P(O)OR,OR,, S(O)OR,, S(O),0R,

tetrazole, CON(R,)CH(R,)COOR,, CONR,R,, CON(R,)-SO,-R, , CONR,OH or
halogen, wherein R,, R;, R, and R, are each independently chosen
from H, C alkyl, C alkenyl, C
heterocycle, C,,, heteroaralkyl, C

1-12 2-12 .., alkynyl, C aryl, C

aralkyl;

6-14 3-12

6-18

or R, and R, are taken together with the nitrogen to form a 3 to

10 membered heterocycle;
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R, and R, are each independently chosen from H, C ., alkyl, C ,,,
alkenyl, C,,, alkynyl, C ,,, aryl, C ,,, heterocycle, C,,
aralkyl;

heteroaralkyl and C
or R, and R, are taken together with the oxygens to form a 5 to 10

6-18

membered heterocycle;
R, is chosen from H, C ,,, alkyl, C ,,, alkenyl, C,,, alkynyl, C .,
aryl, C ,,, heterocycle, C, , hetercaralkyl and C,,, aralkyl;

alkyl, C
heteroaralkyl, C,,, aralkyl or halogen;

R, is chosen from C alkenyl, C,,, alkynyl, C,, aryl,

1-12 2-12

C,,, heterocycle, C,
alkyl, C alkenyl, C
heterocycle, C,,, heterocaralkyl, or C, , aralkyl;

R, is chosen from C_, 212 ,, @lkynyl, C, ,

R, is chosen from H, C,,, alkyl, C,,, alkenyl, C,,, alkynyl, C,,,
aryl, C,,, heterocycle, C,, heteroaralkyl or C,, aralkyl;

Z is chosen from H, halogen, Cjgalkyl.

It will be appreciated by those skilled in the art that the
compounds of formula (I) or (Ia) can contain a chiral centre on
the general formula (I). The compounds of formula (I) or (Ia)
thus exist in the form of two different optical isomers (i.e.

(+) or (-) enantiomers). All such enantiomers and mixtures
thereof including racemic mixtures are included within the scope
of the invention. The single optical isomer or enantiomer can be
obtained by method well known in the art, such as chiral HPLC,

enzymatic resolution and chiral auxiliary.

In accordance with the present invention, the compounds of
formula (I) or (Ia) include: '

Compound 1 3- [ (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYL) - (3-IODO-BENZYL) -

AMINO] -5-PHENYL-THIOPHENE~2~-CARBOXYLIC ACID

Compound 2 3- [ (3-BENZOFURAN-2-YL-BENZYL) ~ (4-CHLORO-2, 5-DIMETHYL-
BENZENESULFONYL) -AMINO] -5- PHENYL-THIOPHENE-2-CARBOXYLIC ACID

Compound 3 3- (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYLAMINO) -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

Compound 4 3-{ (2, 4-DICHLORO-BENZOYL) - [5- (3-TRIFLUOROMETHYL~PHENYL) -FURAN-
2-YLMETHYL] -AMINO}-5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID
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Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

Compound

10
11
12
13
&
15
16

17

18
19
20
21

22

23

24

25

3-[ (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYL) ~-METHYL~AMINO] -5-
PHENYL-THIOPHENE-2~CARBOXYLIC ACID

5- (4-FLUORO-PHENYL) -3~ (TOLUENE 4-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3-(2,4-DICHLORO-BENZENESULFONYLAMINO) -5~ PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYLAMINO) - 5- (4-FLUORO-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -METHYL-AMINO] -5-PHENYL-THIOPHENE-2-~

_ CARBOXYLIC ACID

5- TERT -BUTYL-3- (4-CHLORO-BENZENESULFONYLAMINO)-THIOPHENE-2-
CARBOXYLIC ACID

4- (TOLUENE-4-SULFONYLAMINO) - [2, 3 ' ] BITHTIOPHENYL-5-CARBOXYLIC
ACID

3-[ (5-BENZOFURAN-2-YL-THIOPHEN-=2-YLMETHYL) - (2, 4-DICHLORO-
BENZOYL) ~AMINO] -5- PHENYL-THIOPHENE-2-CARBOXYLIC ACID

5-PHENYL-3~ (TOLUENE-4-SULFONYLAMINO) ~-THIOPHENE-2-CARBOXYLIC
ACID

3- (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYLAMINO) -5- (4-CHLORO-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

5—PHENYL-3—(TOLUENE-2—SULFONYLAMINO)-THIOPHENE—Z-CARBOXYLIC
ACID

5-PHENYL-3~ (TOLUENE-3-SULFONYLAMINO) ~-THIOPHENE-2-CARBOXYLIC
ACID

3-BENZENESULFONYLAMINO-5-PHENYL-THIOPHENE-2~CARBOXYLIC ACID

3- (4-CHLORO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYLAMINO) -5- (4-ISOBUTYL-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

5-TERT-BUTYL-3- (4-CHLORO-2, 5- DIMETHYL BENZENESULFONYLAMINO) -
THIOPKENE-2-CARBOXYLIC ACID

- (2,5-DIMETHYL-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID '

3-(4-METHOXY-2,3, 6~-TRIMETHYL-BENZENESULFONYLAMINO) -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5-PHENYL-3- (THIOPHENE-2- SULFONYLAMINO) ~-THIOPHENE-2-CARBOXYLIC
ACID

4- (4-CHLORO-2, 5-DIMETHYL~-BENZENESULFONYLAMINO) -
(2,3']BITHIOPHENYL-5-CARBOXYLIC ACID

5-(3,5-BIS-TRIFLUOROMETHYL-PHENYL) -3- (4-CHLORO-2, 5-DIMETHYL-
BENZENESULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC ACID
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Compound
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Compound
Compound
Compound
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-8-CHLORO-3~ (4-CHLORO-2, 5-DIMETHYL-BENZENESULFONYLAMINO) -4H~

1,5-DITHIA-CYCLOPENTA[ A ]NAPHTHALENE-2-CARBOXYLIC ACID

3-(2, 4-DIFLUORO~BENZENESULFONYLAMINO) -5~PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[3-(2, 6-DICHLORO-PYRIDIN-4-YL) -UREIDO] -5-PHENYL-THIOPHENE-2~
CARBOXYLIC ACID

3- (2-CHLORO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(2-FLUORO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

5-PHENYL-3- (2-TRIFLUOROMETHOXY-BENZENESULFONYLAMINO) -
THIOPHENE-2~CARBOXYLIC ACID :

3-(4- TERT -BUTYL-BENZENESULFONYLAMINO)-5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3—(4—CHLORO—PHENOXYCARBONYLAMINO)—5—PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(3,4-DICHLORO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

5-PHENYL-3- (2-TRIFLUOROMETHYL-BENZENESULFONYLAMINO) -THIOPHENE-
2-CARBOXYLIC ACID :

3-(5-BROMO-6-CHLORO-PYRIDINE-3-SULFONYLAMINO) -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3~ (5-CHLORO-THIOPHENE-2-SULFONYLAMINQ) -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(5-CHLORO-3-METHYL-BENZO[ B ]THIOPHENE-2-SULFONYLAMINO)-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- (4-BROMO-BENZENESULFONYLAMINO) -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (3-CHLORO-BENZENESULFONYLAMINO) -5 -PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(5-CHLORO-1,3-DIMETHYL-1H~-PYRAZOLE-4-SULFONYLAMINO) -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- (3-BROMO-BENZENESULFONYLAMINO) - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (4-TSOPROPYL-BENZENESULFONYLAMINO) -5-PHENYL~-THIOPHENE-2-
CARBOXYLIC ACID

3- (2, 6-DICHLORO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3- (2-NITRO-BENZENESULFONYLAMINO) -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

5-PHENYL-3-(5-[1,2, 3] THIADIAZOL-4-YL-THIOPHENE-2-
SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC ACID
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5-PHENYL-3- (PYRIDINE-2-SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC
ACID

3- (2, 4-DICHLORO-BENZYLAMINO) -5~ PHENYL-THIOPHENE-2-CARBOXYLIC
ACID

3- (3-FLUORO-BENZENESULFONYLAMINO) -5~ PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

5-PHENYL-3- (3-TRIFLUOROMETHYL- BENZENESULFONYLAMINO) -THIOPHENE-
2-CARBOXYLIC ACID

3-(2-CARBOXY-BENZOYLAMINO) -5~ PHENYL-THIOPHENE-2-CARBOXYLIC
ACID METHYL ESTER

5-PHENYL-3- (4-TRIFLUOROMETHYL-BENZENESULFONYLAMINO) ~THIOPHENE-
2-CARBOXYLIC ACID

3-(2,5-DIFLUORO-BENZENESULFONYLAMINO) -5~PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(2-CYANO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(2,5-DICHLORO-THIOPHENE-3-SULFONYLAMINO) - 5- PHENYL~-THIOPHENE-
2-CARBOXYLIC ACID

4—(TOLUENE-Z—SULFONYLAMINO)-[2,2‘]BITHIOPHENYL—S-CARBOXYLIC-
ACID

5'-CHLORO-4- (TOLUENE-2-SULFONYLAMINO) - {2, 2' ] BITHIOPHENYL-5-
CARBOXYLIC ACID

5-(2,4-DICHLORO-PHENYL) -3 - (TOLUENE-2-SULFONYLAMINO) -THIOPHENE~
2-CARBOXYLIC ACID

5- (4-NITRO-PHENYL) -3- (TOLUENE-2 - SULFONYLAMINO) ~-THIOPHENE-2 -
CARBOXYLIC ACID

3- (TOLUENE-2-SULFONYLAMINO) -5~ (4-TRIFLUOROMETHOXY-PHENYL) -
THIOPHENE-Z—CARBOXYLIC ACID

5-QUINOLIN-8-YL-3- (TOLUENE-2-SULFONYLAMINO) ~THIOPHENE-2-
CARBOXYLIC ACID

5-PHENYL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC
ACID

5- (3-NITRO-PHENYL) -3- (TOLUENE-2-SULFONYLAMINO) ~-THIOPHENE- 2~
CARBOXYLIC ACID

3- (TOLUENE-2-SULFONYLAMINO) -5-M~TOLYL-THIOPHENE-2-CARBOXYLIC
ACID

5- (3-CHLORO-PHENYL) -3~ (TOLUENE-2~-SULFONYLAMINO) -THIOPHENE-2~
CARBOXYLIC ACID

5- (4-FLUORO-PHENYL) -3~ (TOLUENE-2- SULFONYLAMINO) - THIOPHENE- 2~
CARBOXYLIC ACID

5- (3-FLUORO-PHENYL) -3- (TOLUENE-2-SULFONYLAMINO) ~THIOPHENE-2-.
CARBOXYLIC ACID
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5-(4—CHLORO-PHENYL)-3—(TOLUENE—2-SULFONYLAMINO)-THIOPHENE—E—
CARBOXYLIC ACID

5-(3,5—DIFLUORO-PHENYL)-3-(TOLUENE-2—SULFONYLAMINO)-THIOPHENE—
2-CARBOXYLIC ACID

5-(3,4-DIFLUORO-PHENYL) -3 - (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-
2-CARBOXYLIC ACID

3- (TOLUENE-2-SULFONYLAMINO) - 5-VINYL-THIOPHENE-2~CARBOXYLIC
ACID

3- (4-CHLORO-BENZOYLAMINO) -5~PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3~ [ (4-CHLORO-BENZOYL) ~-METHYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

5- PHENYL-3- { (THIOPHENE-2-CARBONYL) -AMINO] ~THIOPHENE-2-
CARBOXYLIC ACID

3- [METHYL- (THIOPHENE-2-CARBONYL) -~AMINO] - 5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3- (2-BROMO-BENZENESULFONYLAMINO) ~5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(2,4~-DIFLUORO-BENZOYLAMINO) - 5-PHENYL-THIOPHENE-2-CARBOXYLIC
ACID

3-[(2,4-DIFLUORO-BENZOYL) ~-METHYL-AMINO] -5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3- (TOLUENE-2-SULFONYLAMINO) -5- TRIMETHYLSILANYLETHYNYL-
THIOPHENE-2-CARBOXYLIC ACID

5-ETHYNYL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC"
ACID

3- (TOLUENE-2-SULFONYLAMINO) -5- (3-TRIFLUOROMETHOXY~-PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID

5—BENZOYL—3—(TOLUENE—2-SULFONYLAMiNO)—THIOPHENE-Z-CARBOXYLIC
ACID

5- (4-CYANO-PHENYL) -3- (TOLUENE 2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5- (3-CHLORO-4-FLUORO-PHENYL) -3~ (TOLUENE-2 ~ SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5-(3,4-DICHLORO-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) ~-THIOPHENE-
2-CARBOXYLIC ACID

5-PYRIDIN-4-YL-3- (TOLUENE-2- SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5-PYRIDIN-3-YL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3- (TOLUENE-2-SULFONYLAMINO) -5- (4-TRIFLUOROMETHYL-PHENYL) ~-
THIOPHENE-2-CARBOXYLIC ACID ’
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5-(4—METHANESULFONYL-PHENYL)—3—KTOLUENE—Z-SULFONYLAMINO)-
THIOPHENE-2-CARBOXYLIC ACID

5- (3-ACETYLAMINO-PHENYL) -3 - (TOLUENE-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (3-CHLORO-4-FLUORO-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

3- (4-METHYL-BENZOYLAMINO) -5-PHENYL~THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(3,5-DIMETHYL-ISOXAZOLE-4-SULFONYLAMINO) - 5-PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3- [ (2-CHLORO-BENZOYL ) ~-METHYL-AMINO] - 5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3- (2-METHYL-BENZOYLAMINO) -5-PHENYL-THIOPHENE-2~CARBOXYLIC ACID

3- [METHYL- (2-METHYL-BENZOYL) -AMINO] -5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

5-PHENYL-3- (5~-TRIFLUOROMETHYL-PYRIDINE-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5-PHENYLETHYNYL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3-(2,5-DIMETHYL-BENZENESULFONYLAMINO) ~5- (4-NITRO-PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID

5- (2-FLUORO-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2 -
CARBOXYLIC ACID

5- (2-CYANO-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5- (2-ETHOXYCARBONYL-PHENYL) -3 - (TOLUENE-2 - SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (2-METHOXY-PHENYL) -3 - (TOLUENE- 2 - SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3'-METHYL-4- (TOLUENE-2-SULFONYLAMINO)-[2,2"' ) BITHIOPHENYL-5-
CARBOXYLIC ACID

3- (TOLUENE-2-SULFONYLAMINO) -5- (2 -TRIFLUOROMETHYL- PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID :

3-(2,5-DIMETHYL-BENZENESULFONYLAMINO) -5- (4-FLUORO-PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID

5-STYRYL-3~- {TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC

3-(2,4-DIFLUORO-BENZENESULFONYLAMINO) -5- (4-NITRO-PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID

3-(2,4-DIFLUORO-BENZENESULFONYLAMINO) -5~ (4-FLUORO-PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID
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3-[[5- (3-CHLORO-4-FLUORO-PHENYL) ~THIOPHEN-2-YLMETHYL] - (2, 4~
DICHLORO-BENZOYL) -AMINO] -5-PHENYL-THIOPHENE-2~-CARBOXYLIC ACID

3-[(4-0X0O-1-PHENYL-1, 3, 8-TRIAZA-SPIRO[4.5]DECANE-8-CARBONYL) -
AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-{[4-(2-0X0-2, 3-DIHYDRO-BENZOIMIDAZOL-1-YL) -PIPERIDINE-1-
CARBONYL] -AMINO}-5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-{[4- (4-NITRO-PHENYL) -PIPERAZINE-1-CARBONYL] -AMINO} -5-PHENYL-~
THIOPHENE-2-CARBOXYLIC ACID

5- (2-CARBOXY-PHENYL) -3~ (TOLUENE-2 - SULFONYLAMINO) ~-THIOPHENE-2 -
CARBOXYLIC ACID

5-{4-CHLORO-PHENYL) -3- (PYRIDINE-2-SULFONYLAMINO) ~-THIOPHENE-2-
CARBOXYLIC ACID

5—(3-CYANO—PHENYL)-3—(TOLUENE—2—SULFONYLAMINO)-THIOPHENE-Z—
CARBOXYLIC ACID

3-(2,5-DIMETEYL-BENZENESULFONYLAMINO) -5-P-TOLYL-THIOPHENE-2-
CARBOXYLIC ACID

3-(2, 4-DIFLUORO-BENZENESULFONYLAMINO) -5-P-TOLYL-THIOPHENE-2-
CARBOXYLIC ACID

5-PHENETHYL-3- (TOLUENE-2- SULFONYLAMINO) ~-THIOPHENE-2-CARBOXYLIC
ACID

5- (3-ETHOXYCARBONYL-PHENYL) -3 - (TOLUENE-2~SULFONYLAMINQ) -~
THIOPHENE-2-CARBOXYLIC ACID ’

5- (4-METHOXY~-PHENYL) -3~ (TOLUENE- 2- SULFONYLAMINO) -THIOPHENE-2~
CARBOXYLIC ACID :

5- (3-METHOXY-PHENYL) -3 - (TOLUENE-2- SULFONYLAMINO) ~-THIOPHENE-2-
CARBOXYLIC ACID

5-(4'-BROMO-BIPHENYL-4-YL) -3~ (TOLUENE-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (4-HYDROXYMETHYL-PHENYL) -3 - (TOLUENE~-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID X

5-FURAN-3-YL-3- (TOLUENE-2-SULFONYLAMINO) ~THIOPHENE-2- !
CARBOXYLIC ACID i

5-BENZOFURAN-2-YL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID '

5-PYRIDIN-2-YL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5- (4-NITRO-PHENYL) -3- (PYRIDINE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3- [ (BENZOFURAN-2-CARBONYL) -METHYL-AMINO] ~5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[(2,4-DIMETHYL-BENZOYL)-METHYL~-AMINO] -5- PHENYL-THIOPHENE- 2~
CARBOXYLIC ACID

40
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Compound 132 3-[[5-(2-CYANO-PHENYL)-THIOPHEN-2~YLMETHYL]- (2, 4-DICHLORO-
BENZOYL) -AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

Compound 133 5-(4-FLUORO-PHENYL)-3-{PYRIDINE-2-SULFONYLAMINO)-THIOPHENE-2-~
CARBOXYLIC ACID

Compound 134 5-[2-(4-CHLORO-PHENYL)-VINYL]-3- (TOLUENE-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

Compound 135 3-BENZENESULFONYLAMINO-5- (4-FLUORO-PHENYL)-THIOPHENE-2-
CARBOXYLIC ACID

Compound 136 3-(2,4-DIMETHYL-BENZENESULFONYLAMINO)-5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

Compound 137 5-PHENYL-3-(2-VINYL-BENZENESULFONYLAMINO)-THIOPHENE-2-
CARBOXYLIC ACID

Compound 138 3-(4-BROMO-2,5-DIFLUORO-BENZENESULFONYLAMINO) -5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

Compound 139 3-(2-ACETYLAMINO-4-METHYL-THIAZOLE-5-SULFONYLAMINO)-5~PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

Compound 140 3-(4-ACETYL-BENZENESULFONYLAMINO)-5-PHENYL-THIOQOPHENE-2-
CARBOXYLIC ACID

Compound 141 3-(4-FLUORO-2-TRIFLUOROMETHYL-BENZENESULFONYLAMINO)-5-PHENYL-
. THIOPHENE-2-CARBOXYLIC ACID

Compound 142 3-(2-METHOXY-4-METHYL-BENZENESULFONYLAMINO) -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

Compound 143 3-(3,4-DIFLUORO-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

Compound 144 4-(2-CARBOXY-5-PHENYL-THIOPHEN-3-YLSULFAMOYL)-5- (4-CHLORO-
PHENYL) -2-METHYL-FURAN-3-CARBOXYLIC ACID ETHYL ESTER

Compound 145 3—(4-FLUORO—3-TRIFLUOROMETHYL—BENZENESULFONYLAMINO)—5—PHBNYL—
THIOPHENE-2-CARBOXYLIC ACID

Compound 146 3-(2-AMINO-BENZENESULFONYLAMINO)-S-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

Compound 147 3-(3-NITRO-BENZENESULFONYLAMINO)-5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

Compound 148 3-(4-NITRO-BENZENESULFONYLAMINO)-5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

Compound 149 3-[(2,4-DICHLORO-BENZOYL)-ISOPROPYL-AMINO]-5-PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

Compound 150 5-(3-CYANO-BENZYL) -3- (TOLUENE-2- SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

Compound 151 5-PHENYL-3-(2,4,6-TRIFLUORO-BENZENESULFONYLAMINO)-THIOPHENE-2-
CARBOXYLIC ACID

Compound 152 3-(4-METHOXY-2-NITRO-BENZENESULFONYLAMINO)-5-PHENYL-THIOPHENE-
* 2-CARBOXYLIC ACID ' :
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168

169
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5-PHENYL-3- (2,3, 4-TRICHLORO-BENZENESULFONYLAMINO) -THIOPHENE-2 -
CARBOXYLIC ACID

5- (2-CARBOXY-5-PHENYL-THIOPHEN-3-YLSULFAMOYL) ~-2-METHYL-FURAN-
3-CARBOXYLIC ACID METHYL ESTER

4- (2-CARBOXY-5-PHENYL-THIOPHEN~3-YLSULFAMOYL) -2-METHYL-1, 5-
DIPHENYL-1H-PYRROLE-3-CARBOXYLIC ACID ETHYL ESTER

5-PHENYL-3- { [4- (3-TRIFLUOROMETHYL-PHENYL) - PIPERAZINE-1-
CARBONYL] -AMIN}-THIOPHENE-2-CARBOXYLIC ACID

3-((4- (4-FLUORO- PHENYL) -PIPERAZINE-1-CARBONYL] -AMINO}-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-([4-(2,6-DIMETHYL-PHENYL) -PIPERAZINE-1-CARBONYL) -AMINO)}-5-
PHENYL-THIOPHENE-2~-CARBOXYLIC ACID

3-{[4- (2-CHLORO-PHENYL) -PIPERAZINE-1-CARBONYL] -AMINO}-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-([4- (3-CHLORO-PHENYL) -PIPERAZ2INE-1-CARBONYL] -AMINO}-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

4,4'-BIS- (TOLUENE-2-SULFONYLAMINO)-[2,2']BITHIOPHENYL-5,5"-
DICARBOXYLIC ACID

3-[ALLYL- (4-METHYL-BENZOYL) -AMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

5- (1-DIMETHYLSULFAMOYL-1H-PYRAZOL-4-YL) -3- (TOLUENE-2-
SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC ACID

5- (3-AMINO-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5- (4-AMINO-PHENYL) -3~ (TOLUENE-2 - SULFONYLAMINO) -THIOPHENE- 2~
CARBOXYLIC ACID

5- (4-ACETYL-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) -THIOPHENE- 2~
CARBOXYLIC ACID

4- (2-CARBOXY-5-PHENYL-THIOPHEN-3-YLSULFAMOYL) -2, 5-DIMETHYL-1H~
PYRROLE-3-CARBOXYLIC ACID ETHYL ESTER

4- (2-CARBOXY-5-PHENYL-THIOPHEN-3-YLSULFAMOYL) -5- (4-CHLORO-
PHENYL) -3-METHYL-1-PHENYL-1H-PYRROLE-2-CARBOXYLIC ACID ETHYL
ESTER

3-(3,5-DICHLORO-4-HYDROXY-BENZENESULFONYLAMINO) -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- (1H-PYRAZOL-4-YL) -3~ (TOLUENE- 2- SULFONYLAMINO) -THIOPHENE-2 -
CARBOXYLIC ACID

5- (3-HYDROXY-PHENYL) -3~ (TOLUENE- 2-SULFONYLAMINOQ) ~-THIOPHENE- 2~
CARBOXYLIC ACID :

3- [METHYL- (3-METHYL-BUTYRYL) -AMINO] - 5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID
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173

174

175

176

177

178

179

180
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182

183

184

185

186

187

188

189

190

191
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193

3-{[2-(4-FLUORO-PHENYL) -ACETYL] -METHYL-AMINO} -5-PHENYL-.
THIOPHENE-2-CARBOXYLIC ACID

3- (4-PENTYL-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (METHYL-PHENYLACETYL-AMINO) -5~ PHENYL~THIOPHENE-2-CARBOXYLIC
ACID

3-[2,5-BIS-(2,2,2-TRIFLUORO-ETHOXY) -BENZENESULFONYLAMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- (4-METHYL-2-NITRO-BENZENESULFONYLAMINO) ~-5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

5-THIAZOL—2-YL-3—(TOLUENE—Z-SULFONYLAMINO)-THIOPHENE-Z-
CARBOXYLIC ACID

S5-PHENYL-3-[3- (3-PHENYL-PROPYL) ~-UREIDO]} -THIOPHENE-2-CARBOXYLIC
ACID .

3-[ (3, 4-DIHYDRO-1H-ISOQUINOLINE-2-CARBONYL) -AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-{[4- (4-METHOXY-PHENYL) -PIPERAZINE-1~CARBONYL] -AMINO} -5~
PHENYL~THIOPHENE-2-CARBOXYLIC ACID

3-{{4-(6-METHYL-PYRIDIN-2-YL)~PIPERAZINE-1-CARBONYL]~-AMINO}-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID HYDROCHLORIDE

3-{[4-(4-CHLORO-BENZYL) -PIPERAZINE-1-CARBONYL] -AMINO}-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID HYDROCHLORIDE

5- (5-METHYL-PYRIDIN-2-YL) -3~ (TOLUENE-2-SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID '

3- [ETHYL- (4-METHYL-BENZOYL) ~AMINO] -5-PHENYL- THIOPHENE-2-
CARBOXYLIC ACID

3- [ (3-CHLORO-THIOPHENE-2-CARBONYL) -METHYL~-AMINO] -5-PHENYL~-
THIOPHENE-2~-CARBOXYLIC ACID :

3-[ (2-BROMO-BENZOYL) ~-METHYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[(4-BUTYL-BENZOYL) -METHYL-AMINO] -5- PHENYL-THIOPHENE-2~
CARBOXYLIC ACID

3- (2-CHLOROMETHYL-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

5- (4-HYDROXY-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) - THIOPHENE-2-
CARBOXYLIC ACID

5- (5-CHLORO-PYRIDIN-2-YL) -3~ (TOLUENE-2- SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CHLORO-PHENYL) -3 - [METHYL- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CYANO-PHENYL) -3 - [METHYL- (4~-METHYL-BENZOYL) ~-AMINO] -
THIOPHENE-2-CARBOXYLIC ACID
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3- [METHYL- (4-METHYL-BENZOYL) -AMINO] -5~ (4-NITRO- PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID '

5- (4-HYDROXYMETHYL-PHENYL) -3~ [METHYL- (4-METHYL-BENZOYL) -
AMINO] -THIOPHENE~-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL~BENZOYL) -AMINO] -5~ (3-NITRO-PHENYL) -
THIOPHENE-2-CARBOXYLIC ACID

5- (4-FLUORO-PHENYL) -3~ [METHYL- (4-METHYL-BEN2ZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5-(4-METHOXY-PHENYL)-3-[METHYL-(4-MBTHYL-BENZOYL)-AMINO]-
THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] -5-P-TOLYL-THIOPHENE-2-
CARBOXYLIC ACID

5- (4-AMINO-PHENYL) -3~ [METHYL- (4-METHYL-BENZOYL) ~AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOPENTYL- (2, 4-DICHLORO-BENZOYL) ~AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5-BENZO (1, 31DIOXOL-5-YL-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE -
2-CARBOXYLIC ACID

3- [ (2-HYDROXY-ETHYL) - (4~-METHYL-BENZOYL) ~AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2.4-DICHLORO-BENZOYL)-ISOBUTYL-AMINO]-S-PHENYL-THIOPHENE—
2-CARBOXYLIC ACID : '

3- [ (2-METHOXY-4-METHYL-BENZOYL) -METHYL-AMINO] - 5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

5- (3-CYANO-PHENYL) -3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5= (2-CHLORO-PHENYL) -3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3-{(2,4-DICHLORO-BENZOYL) - PHENYL-AMINO] -5~ PHENYL-THIOPHENE -2~
CARBOXYLIC ACID

3-[4- (TRIFLUOROMETHYL-BENZOYL) METHYLAMINE] - 5- PHENYL~-THIOPHENE~
2-CARBOXYLIC ACID

3- [ (4-CHLORO-BENZOYL) -ISOPROPYL-AMINO] -5-PHENYL-THIOPHENE-2~
CARBOXYLIC ACID

3~ [ISOPROPYL- (4-METHYL-BENZOYL) -AMINO] -5- PHENYL~-THIOPHENE-2~
CARBOXYLIC ACID

5- (3, 5-DIFLUORO-PHENYL) -3- [METHYL- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5- (3-FLUORO-PHENYL) -3~ [METHYL~- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5-(2,4~-DIFLUORO-PHENYL) -3- [METHYL- (4-METHYL-BENZOYL) -AMINO] ~
THIOPHENE-2-CARBOXYLIC ACID
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S- (4-HYDROXY~-PHENYL) -3~ [METHYL- (4-METHYL-BENZOYL) -AMINO] -

" THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) -AMINO] -5- (4-TRIFLUOROMETHOXY-
PHENYL) ~-THIOPHENE-2-CARBOXYLIC ACID

5- (2~-HYDROXY-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) ~-THIOPHENE-2-
CARBOXYLIC ACID

3-[ (2-CHLORO-BENZOYL) ~-ISOPROPYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-((3,5-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] - 5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3- (4-BROMO-2-METHYL-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-
2-CRARBOXYLIC ACID :

3- (5-CARBOXY-4-CHLORO-2~FLUORO~BENZENESULFONYLAMINO) -5- PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

5—PHENYL—3—(2,3,4-TRIFLUORO—BENZENESULFONYLAMINO):THIOPHENE-2—
CARBOXYLIC ACID

3- (4-BROMO-2-FLUORO~BENZENESULFONYLAMINO) -5- (4-ISOBUTYL-
PHENYL) ~-THIOPHENE-2-CARBOXYLIC ACID

3f(4—EROMO—Z—METHYL—BENZENESULFONYLAMINO)-5—(4-ISOBUTYL-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

5-(4-ISOBUTYL-PHENYL) -3~ (3-METHOXY~BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

3-[ (4-FLUORO-BENZOYL) -ISOPROPYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[2,5-BIS-(2,2,2-TRIFLUORO-ETHOXY) -BENZENESULFONYLAMINO] -5-
(4-ISOBUTYL-PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3- (2-CHLORO-4-CYANO-BENZENESULFONYLAMINO) -5~ (4-ISOBUTYL-
PHENYL) ~-THIOPHENE-2~CARBOXYLIC ACID |

S'-ACETYL-4- (TOLUENE-2-SULFONYLAMINO) - (2, 2 ' ] BITHIOPHENYL-5-
CARBOXYLIC ACID

5-BENZO (B] THIOPHEN-2-YL-3 - (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-
2-CARBOXYLIC ACID

5-(4-BUTYL-PHENYL) -3~ (TOLUENE-2- SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5- (4-ETHYL-PHENYL) -3- (TOLUENE-2 - SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3- [BENZYL- (2, 4-DICHLORO-BENZOYL) -AMINO] - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[ (4-CHLORO-2-METHYL-BENZOYL) -ISOPROPYL-AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DIMETHYL-BENZENESULFONYL ) ~-METHYL-AMINQ] -5-PHENYL-~
THIOPHENE-2-CARBOXYLIC ACID
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5- (4-ACETYL-PHENYL) -3- (2, 4-DIMETHYL-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

S5- (4-ACETYL-PHENYL) -3~ (TOLUENE-4 -SULFONYLAMINO) -THIOPHENE-2 -
CARBOXYLIC ACID .

5- (4-ACETYL-PHENYL) -3- (4-CHLORO-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CARBOXY-PHENYL) -3~ (TOLUENE-2- SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID TERT-BUTYL ESTER

3-[(2,4-DIMETHYL-BENZENESULFONYL) -ISOPROPYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ACETYL- (4-CHLORO-BENZYL) -AMINO] - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-ETHANESULFONYLAMINO-S5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3~ [ISOPROPYL- (4-TRIFLUOROMETHYL-BENZOYL) ~AMINO] -5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (3-METHYL-BUT-2-ENYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2, 6-DICHLORO-PYRIDINE-3~-CARBONYL)-METHYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (6-CHLORO-PYRIDINE-3-CARBONYL) -ISOPROPYL~-AMINQ] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID )

3-[ (4-TERT-BUTYL-BENZOYL) ~-METHYL-AMINO] -5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

5- (4-CARBOXY-PHENYL) -3- (TOLUENE- 2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

5- (4-ETHOXY-PHENYL) -3~ (TOLUENE-2 - SULFONYLAMINO) ~-THIOPHENE-2-
CARBOXYLIC ACID

3-{(2, 6-DICHLORO-PYRIDINE-3-CARBONYL) -ISOPROPYL-AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ (BENZO [B] THIOPHENE-2-CARBONYL) ~METHYL-AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL~ (NAPHTHALENE-2-CARBONYL) -AMINO] -5~ PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3-[(3,4-DICHLORO-BENZOYL) ~-METHYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[(3,5-DICHLORO-BENZQYL) -METHYL-AMINQ] -5~ PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [ (4-BROMO-3-METHYL-BENZOQOYL) ~-METHYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (3-CHLORO-BENZ0 [ B] THIOPHENE-2 -CARBONYL) -METHYL-AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID
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3- [METHYL- (4-METHYL-3-NITRO-BENZOYL) -AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CARBAMOYL-PHENYL) -3~ (2, 4-DIMETHYL-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CARBAMOYL-PHENYL) -3~ (TOLUENE-4 - SULFONYLAMINO) ~-THIOPHENE-
2-CARBOXYLIC ACID

5- (1E-INDOL-5-YL) -3~ (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3-[ SEC -BUTYL-(2,4-DICHLORO-BENZOYL)-AMINO]-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

\

3-[(2,4-DIMETHYL-BENZOYL) ~-ISOPROPYL-AMINO] - 5-PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

5- (4-AZIDO-PHENYL) -3~ (TOLUENE-2- SULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (1-PHENYL-ETHYL) -AMINO) -5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CARBAMOYL-PHENYL) -3~ (4-CHLORO-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5- (2-FLUORO-PHENYL) -3- [METHYL- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) -AMINO] -5- O -TOLYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) -AMINO] - 5-M-TOLYL-THIOPHENE-2-
CARBOXYLIC ACID

5- (3-CHLORO-PHENYL) -3 - [METHYL- (4-METHYL~-BENZOYL) -AMINO) -
THIOPHENE-2-CARBOXYLIC ACID

5-(3,4-DIFLUORO-PHENYL) -3~ [METHYL~- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5~ (3-AMINO-PHENYL) -3- [METHYL- (4-METHYL-BENZOYL) ~-AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

5- (3-ACETYL-PHENYL) -3 - [METHYL- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2~CARBOXYLIC ACID

5- (3-HYDROXY-PHENYL) -3- [METHYL~ (4-METHYL-BENZOYL) ~AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] -5~ (3-TRIFLUOROMETHYL-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] -5- (4-TRIFLUOROMETHYL-
PHENYL) -THIOPHENE-2~-CARBOXYLIC ACID

3-((3,4-DIMETHOXY-BENZOYL) -METHYL- AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3~ [METHYL- (2, 4, 6-TRIFLUORO-BENZOYL) ~AMINO] -5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID
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3-1(2,3-DIFLUORO-4-TRIFLUOROMETHYL-BENZOYL) -METHYL-AMINO) -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(3-FLUORO-4-TRIFLUOROMETHYL-BENZOYL)-METHYL~-AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-((2,3-DIFLUORO-4-METHYL-BENZOYL) -METHYL~-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (2-FLUORO-4-TRIFLUOROMETHYL~BENZOYL) -METHYL-AMINO] - 5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

5- (4-CARBAMOYL-PHENYL) -3~ (TOLUENE-2-SULFONYLAMINO) ~THIOPHENE-
2-CARBOXYLIC ACID

5- (4-FLUORO-PHENYL) -3- [ISOPROPYL- (4-METHYL-BENZOYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3- [ (2-BROMO-4~-CHLORO-BENZOYL) ~METHYL-AMINO] -5- PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

3-(2, 6-DIMETHYL-BENZENESULFONYLAMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[METHYL- (4-METHYL-CYCLOHEXANECARBONYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] - 5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID METHYL ESTER

5- (4-CYANO-PHENYL) -3- (2, 4-DIMETHYL~-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID »

3- (4-CHLORO-BENZENESULFONYLAMINO) -5~ (4-CYANO-PHENYL) ~
THIOPHENE-2-CARBOXYLIC ACID

5-(4-CYANO-PHENYL) -3- (TOLUENE~-4-SULFONYLAMINO) ~-THIOPHENE-2-
CARBOXYLIC ACID

5'-ACETYL-4- (2, 4-DIMETHYL-BENZENESULFONYLAMINO) -
[2,2')BITHIOPHENYL-5-CARBOXYLIC ACID

5'-ACETYL-4- (2, 6- DIMETHYL- BENZENESULFONYLAMINO) -
(2,2' ] BITHIOPHENYL-5-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-THIOPHENE-2-CARBONYL) -AMINQ] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5-(3-CHLORO-PHENYL) -3-{ (2, 4-DICHLORO-BENZQYL) -ISOPROPYL-
AMINO] -THIOPHENE-2-CARBOXYLIC ACID

5' -CYANO-4- (TOLUENE-2~-SULFONYLAMINO) - [{2,2' ]BITHIOPHENYL-5-
CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) -AMINO] -5- PYRIDIN-2-YL-THIOPHENE-
2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-THIOBENZOYL) - ISOPROPYL~AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5-PHENYL-3- (2,4, 6-TRIMETHYL-BENZENESULFONYLAMINO) -THIOPHENE-2-
CARBOXYLIC ACID
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3- [ (1-CARBOXY-ETHYL) - (2, 4-DICHLORO-BENZOYL) -AMINO] -5-PHENYL-

. THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-METHYL-BENZOYL) - (3-METHYL-BUT-2-ENYL) -AMINQO] -5- PHE‘.NYT
THIOPHENE-2~CARBOXYLIC ACID

3- [ (2-HYDROXY-4-METHYL-BENZOYL) - ISOPROPYL-AMINO] -5- PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

3- [METHYL- (4-METHYL-BENZOYL) ~AMINO] -5-PYRIDIN-3-YL~THIOPHENE-
2-CARBOXYLIC ACID

5'-ACETYL-4- [METHYL- (4-METHYL~BENZOYL) -AMINO] -
[2,2' ] BITHIOPHENYL-5-CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL-BENZOYL) -AMINO] -5- (3-TRIFLUOROMETHYL-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL-BENZOYL) ~AMINO] - 5-M~-TOLYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[ (2-BROMO-4~CHLORO-BENZOYL) -ISOPROPYL-AMINO] -5~PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[ (4-CHLORO-2-FLUORO-BENZOYL) ~ISOPROPYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID '

3-(2,4-DIMETHYL-BENZENESULFONYLAMINO) -4~-METHYL-5- PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

3-[ (2-BROMO-4-METHYL~-BENZOYL) - ISOPROPYL-AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[ (4-CHLORO-2-I0DO-BENZOYL) -ISOPROPYL-AMINO) -5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID '

3-{(4-CYANO-BENZOYL)-ISOPROPYL-AMINO]-5—PHENYL-THIOPHENE—2-
CARBOXYLIC ACID

3- [ALLYL- (4~-METHYL-BENZOYL) -AMINO] -5~ [4~- (2-CARBOXY-VINYL) -
PHENYL] -THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-CHLORO-2-HYDROXY-BENZOYL) - ISOPROPYL~AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) ~ISOPROPYL-AMINO] -4 ~METHYL-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- TERT -BUTYL-3-(2,4-DIMETHYL- B“NZENESULFONYLAMINO)
THIOPHENE-2-CARBOXYLIC ACID

3-[ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL) -AMINO] -5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL~-CYCLOHEXANECARBONYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5-[4- (2-CARBOXY-ETHYL) -PHENYL) -3~ [ (4-METHYL-BENZOYL) - PROPYL-
AMINO] ~THIOPHENE-2-CARBOXYLIC ACID

5-BENZOFURAN-2-YL-3- (2, 4-DIMETHYL-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID
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3-(2, 4-DIMETHYL-BENZENESULFONYLAMINO) -5- (4-HYDROXYMETHYL -
PHENYL) -THIOPHENE-2~CARBOXYLIC ACID

3-(2,4—DIMETHYL—BENZENESULFONYLAMINé)—5—(4—METHANESULFONYL—
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

5-[4-(2-CARBOXY-VINYL) - PHENYL] -3- (2, 4-DIMETHYL-
BENZENESULFONYLAMINO) ~-THIOPHENE-2-CARBOXYLIC ACID

3-[ALLYL- (4-METHYL-BENZOYL) -AMINO] -5- [3- (2-CARBOXY-VINYL) -
PHENYL] -THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (2,4, 6-TRIMETHYL-BENZQYL) ~-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5-[3-(2-CARBOXY-ETHYL) -PHENYL] -3~ [ (4-METHYL-BENZOYL) - PROPYL-
AMINO] -THIOPHENE-2-CARBOXYLIC ACID

3-[(2-FLUORO-4-TRIFLUOROMETHYL-BENZOYL) -ISOPROPYL-AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[ TERT -BUTYL- (2, 4-DICHLORO-BENZOYL)-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2-AMINO-4-CHLORO-BENZOYL) -ISOPROPYL-AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(4-CHLORO-2-NITRO-BENZOYL) -ISOPROPYL~-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-METHYL-BENZOYL) - (3-TRIFLUOROMETHYL-BENZYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID :

3- [ (3-FLUORO-4-METHYL-BENZOYL) -ISOPROPYL-AMINO] -5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- (4-CARBOXY-PHENYL) -3- (2, 4-DIMETHYL-BENZENESULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOPROPYL~ (2, 4-DICHLORO-BENZOQYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (3-TERT-BUTYL-BENZYL) - (4-METHYL-BENZOYL) -AMINO] -5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (3-CHLORO-BENZYL) - (4-METHYL-BENZOYL) ~AMINO] -5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DIFLUORO-BENZYL) -~ (4~-METHYL-BENZOYL ) ~-AMINO] -5- PHENYL -
THIOPHENE-~2-CARBOXYLIC ACID

3-{ (4-CHLORO-2, 5-DIFLUORO-BENZOYL) -ISOPROPYL-AMINO] -5~PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2, 4-DICHLORO-BENZOYL)-ISOPROPYL-AMINO] -5- (2-METHYL~-ALLYL)-
THIOPHENE-~2-CARBOXYLIC ACID

3- (ALLYL- [2- (4-CHLORO-PHENYL) -ACETYL) -AMINO} - 5- PHENYL-
THIOPHENE-2~CARBOXYLIC ACID

3-[BENZYL-(4—METHYL—BENZOYL)—AMINO]—5—PHENYL-THIOPHENE-2-
CARBOXYLIC ACID
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3-[(4-CHLORO-BENZYL) - (4-METHYL-BENZOYL) ~-AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(4—METHYL—BENZOYL)-(4—NITRO—BENZYL)-AMINO]—5~PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(4-METHYL-BENZOYL) - (2-METHYL-BENZYL) -AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (3~-METHOXY-BENZYL) - (4-METHYL-BENZOYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2-CHLORO-BENZYL) - (4-METHYL-BENZOYL) -AMINO] - 5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - ISOPROPYL-AMINO] -5-ISOBUTYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ALLYL- (2-NAPHTHALEN-2-YL-ACETYL) -AMINO] -5- PHENYL-THIOPHENE~
2-CARBOXYLIC ACID

3-{ALLYL-[2- (2, 4-DICHLORO-PHENYL) -ACETYL] -AMINO} -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-{ALLYL- [2- (2-CHLORO-4-FLUORO-PHENYL) -ACETYL] -AMINO} -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-(ALLYL- [2-(3,4-DICHLORO-PHENYL) -ACETYL] ~AMINO} -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-(ALLYL- [2- (2, 4~-DIFLUORO-PHENYL) -ACETYL] ~AMINO} -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-(ALLYL- [2- (4-TRIFLUOROMETHYL-PHENYL) -ACETYL] -AMINQ} -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3—(ALLYL~[2—(2,6—DICHLORO—PHENYL)-ACETYL]—AMINb)-SfPHENYL—'
THIOPHENE-2-CARBOXYLIC ACID

3-[ALLYL- (2-M~TOLYL-ACETYL) -AMINO] -S-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID '

5- (4-ACETYL-PHENYL) -3-[ (2, 4-DICHLORO-BENZOYL) ~ISOPROPYL-
AMINO] -THIOPHENE-2~CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5~ (4-FLUORO-
PHENYL) -THTOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) ~ISOPROPYL-AMINO] -5-M-TOLYL~- \
THIOPHENE-2-CARBOXYLIC ACID

5'-ACETYL-4-((2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -
(2,2']BITHIOPHENYL-5-CARBOXYLIC ACID

3-((2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5- (3~
TRIFLUOROMETHYL-PHENYL) -THIOPHENE-2~CARBOXYLIC ACID

4-[(2,4-DICHLORO-BENZOYL) ~-ISOPROPYL-AMINO] -5 ' -METHYL,-
(2,2']BITHIOPHENYL-5-CARBOXYLIC ACID

3-(2, 4-DIMETHYL-BENZENESULFONYLAMINO) -5- (4~METHOXY~PHENYL) -

'THIOPHENE-2-CARBOXYLIC ACID

51




2012202716 09 May 2012

10

15

20

25

30

35

40

45

50

55

60

Compound
Compoun@
Compound
Compound
Compound
Compound
Compound
Compound

Compound

Compound'

Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound
Compound

Compound

362

363

364

365

366

367

368

369

370

371

372

373

374

375

376

377

378

379

380

381

382

3- (CYCLOHEXANECARBONYL-ISOPROPYL-AMINO) - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-{(2,4-DICHLORO-BENZOYL)-{1- (2, 4-DICHLORO-BENZ20OYL) -PIPERIDIN-
4-YL] -AMINO}-5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

4-{ (2-CARBOXY~5-PHENYL-THIOPHEN-3-YL) - (4-METHYL-BENZOYL) -
AMINO] -PIPERIDINE-1-CARBOXYLIC ACID TERT -BUTYL ESTER

4- [ (2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -PIPERIDINE-1-CARBOXYLIC ACID TERT -BUTYL ESTER

3-[ (4-METHYL-BENZOYL) -PIPERIDIN-4-YL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

S'-ACETYL-4-(2, 4-DIMETHYL-BENZENESULFONYLAMINO) ~
{2,3']BITHIOPHENYL-5-CARBOXYLIC ACID

3-((2,4-DICHLORO-BENZOYL) -PIPERIDIN-4-YL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- (4-METHANESULFONYLAMINO-PHENYL) -3~ (TOLUENE-2 - SULFONYLAMINO) -
THIOPHENE-2-CARBOXYLIC ACID

3—(4—FLUORO-2—METHYL—BENZENESULFONYLAMINO)—5—PHENYL—THIOPHENE—
2-CARBOXYLIC ACID

3- [ (3-METHYL-CYCLOHEXANECARBONYL) ~ISOPROPYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- (4-CHLORO-2-METHYL-BENZENESULFONYLAMINO) -5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5- (4~
METHANESULFONYL~PHENYL) -THIOPHENE-2-~CARBOXYLIC ACID

3-((2,4-DICHLORO-BENZOYL) - ISOPROPYL-AMINO] -5- (4~
METHANESULFINYL-PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

5—(4—CARBOXY-PHENYL)—3—[(2,4—DICHLORO-BENZOYL)-ISOPROPYL—
AMINO] -THIOPHENE~2-CARBOXYLIC ACID

5-BENZOFURAN-2-YL-3- [ (2, 4-DICHLORO-BENZOYL) ~-ISOPROPYL-AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3-[ (2-ACETOXY-4-METHYL-BENZOYL) -ISOPROPYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (2-METHYL-CYCLOHEXANECARBONYL) -AMINO) -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [(ISOPROPYL- (2-METHYL-CYCLOHEXANECARBONYL) -AMINQO]} -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- (CYCLOHEPTANECARBONYL-ISOPROPYL-AMINO) - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL) -AMINO] -5- (3-
TRIFLUOROMETHYL-PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5-METHYL-THIOPHENE-
2-CARBOXYLIC ACID
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3-[iSOPROPYL—(4-METHYL—CYCLOHEXANECARBONYL)-AMINO]—5—(3—NITRO-
PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3- [ (3-CYCLOPENTYL- PROPIONYL)-METHYL~AMINO] -~ 5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3- (BUTYRYL-METHYL-AMINO) - 5- PHENYL-THIOPHENE-2-CARBOXYLIC ACID
3- (METHYL- PENT- 4 -ENOYL-AMINO) - 5- PHENYL~THIOPHENE~2~CARBOXYLIC
ACID .

3- [ISOPROPYL- (5-METHYL-3-0X0-3H-ISOINDOL~1-YL) -AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[METHYL~(3—METHYL—BUTYRYL)-AMINO]-5-PHENYL~THIOPHENE-2—
CARBOXYLIC ACID

3- (METHYL-PENTANOYL-AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC
ACID - ! '

3- [METHYL- (4-METHYL-PENTANOYL) -AMINQ] -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (CYCLOPENTANECARBONYL-ETHYL-AMINO) ~-5-PHENYL-THIOPHENE-2~
CARBOXYLIC ACID

3-{ (3-CYCLOPENTYL-PROPIONYL) -ETHYL-AMINO] -5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3- (CYCLOBUTANECARBONYL-ETHYL-AMINO) -5- PHENYL- THIOPHENE-2 -
CARBOXYLIC ACID

3- (BUT-2-ENOYL-ETHYL-AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC
ACID

3- [ISOPROPYL- (4~-METHYL-2-VINYL-BENZOYL) ~AMINO] -5~ PHENYL
THIOPHENE-2-CARBOXYLIC ACID . '

3- [ISOPROPYL- (4-METHYL-CYCLOHEX~-1~ENECARBONYL) -AMINQ] -5-
PHENYL~THIOPHENE-2-CARBOXYLIC ACID

3- (ALLYL-HEXANOYL-AMINO) -5-PHENYL~-THIOPHENE~-2-CARBOXYLIC ACID

3- (ALLYL-CYCLOBUTANECARBONYL-AMINO) -5-PHENYL- THIOPHENE-2 -
CARBOXYLIC ACID

3- (ALLYL-PENTANQOYL-AMINO) -5- PHENYL~THIOPHENE-2~CARBOXYLIC ACID

3~ [ALLYL- (4-METHYL~DPENTANOYL) ~-AMINO] - 5- PHENYL-THTIOPHENE- 2 -
CARBOXYLIC ACID

3-[ALLYL- (2-CYCLOPENTYL-ACETYL) -AMINO] -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[ (2-HYDROXY-4-METHYL-CYCLOHEXANECARBONYL) -ISOPROPYL-AMINO] -
5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-1(2,4-DICHLORO-BENZOYL) - (1-PHENYL-ETHYL) -AMINQ) -5-PHENYL-
THIOPHENE-2~-CARBOXYLIC ACID

3-( (2, 4-DICHLORO-BENZOYL) - (1-PHENYL-ETHYL) -AMINO] -5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID
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3- [ISOPROPYL- (3-METHYL-CYCLOPENT-3-ENECARBONYL) -AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2-BENZYLOXY-4-METHYL-BENZOYL) - ISOPROPYL-AMINO] -5~ (3-
TRIFLUOROMETHYL-PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DIMETHYL-CYCLOHEXANECARBONYL) -ISOPROPYL-AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (3-METHYL-CYCLOPENTANECARBONYL ) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ {2-HYDROXY-4-METHYL-CYCLOHEXANECARBONYL) - ISOPROPYL-AMINO] -
5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

5-PHENYL-3- [ PROPIONYL- (4~-TRIFLUOROMETHYL-BENZYL) -AMINO] -
THIOPHENE-2-CARBOXYLIC ACID

3- [ISOBUTYRYL- (4-TRIFLUOROMETHYL-BENZYL) -AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[ (3-METHYL~-BUTYRYL) ~ (4-TRIFLUOROMETHYL-BENZYL) ~AMINO) -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOPROPANECARBONYL~ (4-TRIFLUOROMETHYL~-BENZYL) ~AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3~ [CYCLOBUTANECARBONYL- (4-TRIFLUOROMETHYL-BENZYL) -AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [BUTYRYL- (4-TRIFLUOROMETHYL-BENZYL) -AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2-CYCLOPENTYL-ACETYL) - (4-TRIFLUOROMETHYL-BENZYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[ (4-TERT-BUTYL-BENZYL) ~-PROPIONYL~AMINO) -5-PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3-[(4-NITRO-BENZYL) -PROPIONYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-( (3-METHYL-BUTYRYL) - (4-NITRO-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOPROPANECARBONYL- (4-NITRO-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (2-CHLORO-BENZYL) -ISOBUTYRYL-AMINO] -5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3-[ (2-CELORO-BENZYL) - {3-METHYL-BUTYRYL) ~AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2-CHLORO-BENZYL) -CYCLOPROPANECARBONYL-AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (ADAMANTANE-1-CARBONYL) -ISOPROPYL-AMINO] -5 -PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-{(2-CHLORO-BENZYL) -CYCLOBUTANECARBONYL-AMINO] -5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID
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3~ [ACETYL- (2-METHYL-BENZYL) -AMINO] - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[ (2-METHYL-BENZYL) - PROPIONYL-AMINO] - 5- PHENYL-THIOPHENE- 2 -
CARBOXYLIC ACID

3-[ (2-HYDROXY-4-METHYL-BENZOYL) -ISOPROPYL-AMINO] -5- (3~
TRIFLUOROMETHYL~-PHENYL) ~-THIOPHENE-2-CARBOXYLIC ACID

3-[ (1-ACETYL-PIPERIDIN-4-YL) - (2, 4~-DICHLORO-BENZOYL) -AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-((2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5- [4-(1 H -
TETRAZOL-5-YL) -PHENYL] -THIOPHENE-2-CARBOXYLIC ACID

3- [ (2-CYANO- 4 -METHYL-BENZOYL) - ISOPROPYL-AMINO] - 5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOBUTANECARBONYL- (2-METHYL-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID )

3- [BUTYRYL- (2-METHYL-BENZYL) -AMINO] ~5- PHENYL-THIOPHENE- 2~
CARBOXYLIC ACID

3- [ACETYL~- (3-METHYL-BENZYL) -AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [CYCLOBUTANECARBONYL- (4-METHYL-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOHEXANECARBONYL- (4-TRIFLUOROMETHYL-BENZYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-TERT-BUTYL-BENZYL) -ISOBUTYRYL-AMINO] -5-PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3- [ (4-TERT-BUTYL~BENZYL) -CYCLOPROPANECARBONYL-AMINOQ] -5-PHENYL- .
THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-TERT-BUTYL-BENZYL) -CYCLOBUTANECARBONYL-AMINO] -5-PHENYL-
THIOPHENE~-2-CARBOXYLIC ACID

3- [ (4-TERT-BUTYL-BENZYL) ~BUTYRYL-AMINO] ~5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3- [ (4-TERT-BUTYL-BENZYL) -CYCLOHEXANECARBONYL-AMINO] - 5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-TERT-BUTYL-BENZYL) - (2-CYCLOPENTYL-ACETYL) -AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ (2-CYCLOPENTYL-ACETYL) - (4-NITRO-BENZYL) -AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2-CHLORO-BENZYL) ~-CYCLOHEXANECARBONYL~AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [(2-CYCLOPENTYL-ACETYL) - (3-METHYL-BENZYL) -AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- (BUTYRYL- (3-METHYL-BENZYL) -AMINO] - 5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID
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3- [BUTYRYL- (2-CHLORO-BENZYL) -~AMINO] -5-PHENYL-THIOPHENE-2~
CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL) AMINO] -5- M -
TOLYL-THIOPHENE-2~-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5-THIAZOL-2-YL-
THIOPHENE-2-CARBOXYLIC ACID

- (ACETYL-BENZYL-AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- (BENZYL-PROPIONYL-AMINO) -5~ PHENYL-THIOPHENE-2-CARBOXYLIC
ACID

3-[BENZYL- (2-METHOXY- ACETYL) ~AMINO] -5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

-[BENZYL—(3-METHYL-BUTYRYL)—AMINO]—5—PHENYL-THIOPHENE—2-
CARBOXYLIC ACID

3- (BENZYL-CYCLOPROPANECARBONYL-AMINO) -5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3- [ACETYL- (4-CHLORO-BENZYL) ~AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-{(4-CHLORO-BENZYL) -PROPIONYL- AMINO] -5-PHENYL- THIOPHENE 2-
CARBOXYLIC ACID

3-[ (4-CHLORO-BENZYL) -ISOBUTYRYL-AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACZID

3-[ (4-CHLORO-BENZYL) - (3-METHYL-BUTYRYL) -AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(4-CHLORO-BENZYL) ~-CYCLOPROPANECARBONYL-AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

5- (4-ACETYL-PHENYL) -3~ [ISOPROPYL- (4-METHYL~
CYCLOHEXANECARBONYL) ~AMINO] -THIOPHENE-2-CARBOXYLIC ACID

3-[ (4-CHLORO-BENZYL) -CYCLOBUTANECARBONYL~AMINO] -5-PHENYL~
THIOPHENE-2-CARBOXYLIC ACID

3- [BUTYRYL- (4-CHLORO-BENZYL) -AMINO] -5-PHENYL-THIOPHENE- 2 -
CARBOXYLIC ACID

3- [ (4-CHLORO-BENZYL) - (2-CYCLOPENTYL~-ACETYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ACETYL- (4-TRIFLUOROMETHYL-BENZYL) ~AMINO] - 5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ISOBUTYRYL- (3-METHYL~-BENZYL) -AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

- [CYCLOPROPANECARBONYL- (3-METHYL-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-( (4-METHYL-BENZYL) ~PROPIONYL-AMINO] -5- PHENYL~-THIOPHENE-2-
CARBOXYLIC ACID
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3- [ISOBUTYRYL- (4-METHYL-BENZYL) -AMINO] -5-PHENYL~-THIOPHENE-2 -
CARBOXYLIC ACID

3-[CYCLOPROPANECARBONYL-(4-MBTHYL-BENZYL)—AMINO]—S—PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [BUTYRYL- (4-METHYL-BEN2YL) -AMINO] - 5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [ (3-METHOXY-BENZYL) -PROPIONYL-AMINO] - 5- PHENYL-THIOPHENE- 2~
CARBOXYLIC ACID

3-[ (3-METHOXY-BENZYL) - (3-METHYL~ BUTYRYL) -AMINO]-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [CYCLOBUTANECARBONYL- (3-METHOXY~-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2-CAREAMOYL—4-METHYL-BENZOYL)-ISOPROPYL-AMINO]-S-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [BUTYRYL- (3-METEOXY-BENZYL) -AMINO] -5-PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3-[ACETYL- (3-CHLORO-BENZYL) - AMINO] 5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [ (3-CHLORO-BENZYL) -PROPIONYL-AMINO] -5- PHENYL-THIOPHENE-2 -
CARBOXYLIC ACID

3-[ (3-CHLORO-BENZYL) - (2-METHOXY~-ACETYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[ (3-CHLORO-BENZYL) - (3-METHYL-BUTYRYL) -AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(3-CHLORO-BENZYL)-CYCLOPROPANECARBONYL-AMINO]-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[ (3-CHLORO-BENZYL) -CYCLOBUTANECARBONYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [BUTYRYL- (3-CHLORO-BENZYL) -AMINO] -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[ACETYL-(2,4-DiFLUORO-BENZYL)‘AMINO]-S-PHENYL-THIOPHENE-Z-
CARBOXYLIC ACID

3-((2,4-DIFLUORO-BENZYL) - (2-METHOXY-ACETYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[ (2, 4-DIFLUORO-BENZYL) ~ISOBUTYRYL-AMINO] -5- PHENYL-THIOPHENE-
2-CARBOXYLIC ACID

3-[(2, 4-DIFLUORO-BENZYL) - (3-METHYL~BUTYRYL) -AMINO] -5~ PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[BENZYL-(2-CYCLOPENTYL—ACETYL)-AMiNO]-S-PHENYL-THIOPHENE—Z-
CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -5- (1H-INDOL-5~-YL) -
THIOPHENE-2-CARBOXYLIC ACID
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3- (BENZYL-CYCLOBUTANECARBONYL-AMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID '

3- [CYCLOHEXANECARBONYL- (2, 4-DIFLUORO-BENZYL) -AMINO] - 5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-{ALLYL- [2- (4-METHOXY-PHENYL) ~ACETYL] -AMINO}-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- (ETHYL-BEXANOYL-AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID
3~ (BUTYRYL-ETHYL-AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-(ETHYL- (4-METHYL-PENTANOYL) -AMINO] -5-PHENYL~THIOPHENE-2-
CARBOXYLIC ACID

3- [CYCLOBUTANECARBONYL- (2, 4~-DIFLUORO-BENZYL) -AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [BUTYRYL- (2, 4-DIFLUORO-BENZYL) -AMINO) -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (CYCLOPENTANECARBONYL-METHYL-AMINO) - 5~ PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- (CYCLOHEXANECARBONYL-METHYL-AMINO) -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3- [ (2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -PYRROLIDINE-1-CARBOXYLIC ACID TERT-BUTYL ESTER

3~[(1,4-DIMETHYL-CYCLOHEXANECARBONYL) -ISOPROPYL-AMINO] -5-
PHENYL~THIOPHENE-2-CARBOXYLIC ACID

5- (4-ETHYL-PHENYL) -3~ [ (2-HYDROXY-4-METHYL-BENZOYL) - I SOPROPYL-
AMINO] -THIOPHENE-2-CARBOXYLIC ACID

3-[(2-HYDROXY-4-METHYL-BENZOYL) -ISOPROPYL-AMINO]-5- M -TOLYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) -PYRROLIDIN-3-YL-AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID :

4-{5-CARBOXY-4-[ (2, 4-DICHLORO-BENZOYL) -ISOPROPYL-AMINO] -
THIOPHEN-2-YL}-3, 6-DIHYDRO-2H-PYRIDINE-1-CARBOXYLIC ACID
BENZYL ESTER

3-{[2- (HYDROXYIMINO-METHYL) ~4-METHYL-BENZOYL] - ISOPROPYL-
AMINO}-5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ (1-CARBAMIMIDOYL-PIPERIDIN-4-YL)-(2, 4-DICHLORO-BENZOYL) -
AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

4- [ (2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -AZEPANE-1-CARBOXYLIC ACID TERT -BUTYL ESTER

4-{ [ (2-CARBOXY-5-PHENYL~-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -METHYL}-PIPERIDINE-1-CARBOXYLIC ACID BENZYL ESTER

3- [AZEPAN-4-YL- (2, 4-DICHLORO-BENZOYL) -AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID
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3;[(4—METHYL—CYCLOHEXANECARBONYL)—PIPERIDIN—4-YL—AMINO]—5—
PHENYL-THIOPHENE-2-CARBOXYLIC ACID LITHIUM SALT

3-[(2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -PIPERIDINE-1-CARBOXYLIC ACID TERT -BUTYL ESTER

3-[ (4-BENZYLOXYCARBONYLAMINO-CYCLOHEXYL) - (2, 4-DICHLORO-
BENZOYL) -AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL-2-0X0-CYCLOHEXANECARBONYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - PIPERIDIN-3-YL-AMINO] -5-PHENYL-
THIOPHENE-~2-CARBOXYLIC ACID; COMPOUND WITH GENERIC INORGANIC
NEUTRAL COMPONENT

3-[ (4-BENZYLOXYCARBONYLAMINO-CYCLOHEXYL) - (2, 4-DICHLORO-
BENZOYL) -AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-{(2-BENZYLOXY-1-METHYL-ETHYL) - (2, 4-DICHLORO-BENZOYL) -AMINO] -
5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,2-DIMETHYL-[1, 3] DIOXAN-5-YL) - (4-METHYL-~
CYCLOHEXANECARBONYL) -AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC
ACID

3-[(2, 4-DICHLORO-BENZOYL) - (2-HYDROXY-1-HYDROXYMETHYL-ETHYL) -
AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL)~-PIPERIDIN-4-YLMETHYL-AMINO]-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2-CHLORO-BENZOYL) -PIPERIDIN-4~-YLMETHYL-AMINO] -5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(4, 6-DICHLORO-1H-INDOLE-2-CARBONYL) -ISOPROPYL-AMINO] -5~
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (2-HYDROXY-1-METHYL-ETHYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

4-{1- [ (2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4~DICHLORO-
BENZOYL)-AMINO]-ETHYL}~-PIPERIDINE-1-CARBOXYLIC ACID BENZYL
ESTER

4-{5-CARBOXY-4- [ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL) -
AMINO] -THIOPHEN-2-YL}-3, 6-DIHYDRO-2 H -PYRIDINE-1-CARBOXYLIC
ACID BENZYL ESTER

3-[ (4-METHYL-CYCLOHEXANECARBONYL) -PYRIDIN-4-YL-AMINO]-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - ISOPROPYL~AMINO] -5-PIPERIDIN-4-YL-
THIOPHENE-2-CARBOXYLIC ACID; COMPOUND WITH TRIFLUORO-ACETIC
ACID

3- [ISOPROPYL- (4-PROPYL-CYCLOHEXANECARBONYL) -AMINO] -5-PHENYL -
THIOPHENE-2-CARBOXYLIC ACID

4- [ (2-CARBOXY-5- PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -CYCLOHEXYL-AMMONIUM; TRIFLUORO-ACETATE
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3-[(2,4-DICHLORO-BENZOYL) - (1-PIPERIDIN-4-YL-ETHYL) ~-AMINO] -5~
PHENYL-THIQPHENE-2-CARBOXYLIC ACID; COMPOUND WITH TRIFLUORO-
ACETIC ACID

3- [ (CYCLOHEX-3-ENECARBONYL) - ISOPROPYL-AMINO] - 5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-ETHYL-CYCLOHEXANECARBONYL) -ISOPROPYL~AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3- [ (4-CHLORO-CYCLOHEXANECARBONYL) - ISOPROPYL-AMINO] -5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

4- [ (2-CARBOXY-5-PHENYL-THIOPEEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -3-METHYL-PIPERIDINE-1-CARBOXYLIC ACID BENZYL ESTER

3-~[(2,4-DICHLORO-BENZOYL) - (2-METHOXY~-CYCLOHEXYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (2, 2-DIMETHYL- [1, 3] DIOXAN-5-YL) -
AMINO] ~5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3- [ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL) ~AMINO]-5- (1~
METHYL-PIPERIDIN-4-YL)-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4—DICHLORO-BENZOYL)-(3—METHYL—PIPERIDIN-4—Yﬁ)-AMINO]-S—
PHENYL-THIOPHENE-2-CARBOXYLIC ACID; COMPOUND WITH TRIFLUORO-~
ACETIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (2-HYDROXY~CYCLOHEXYL) -AMINOQ] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

4-{[ (2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (4-METHYLCYCLOHEXANE
CARBONYL) -AMINO] -METHYL }-PIPERIDINE-1-CARBOXYLIC ACID BENZYL
ESTER -

3~[((1R,28,4R)-2-HYDROXY-4-METHYL-CYCLOHEXANECARBONYL) -
ISOPROPYL~AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-{ISOPROPYL- [1- (4-METHOXY-2, 3, 6-TRIMETHYL-BENZENESULFONYL) ~5-
METHYL-1, 2,3, 6-TETRAHYDRO-PYRIDINE~2-CARBONYL]-AMINO}-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3~[(2,4-DICHLORO-BENZOYL) ~ISOPROPYL~-AMINO) -4 -FLUORO-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (1-METHYL-PIPERIDIN-4-YL) -AMINOQ] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

4—([(Z-CARBOXY-5~PHENYL-THIOPHEN-3~YL)-(4-METHYLCYCLOHEXANE
CARBONYL) ~AMINO] -METHYL}-PIPERIDINIUM; TRIFLUORO-ACETATE

3—[(2fTERT-BUTOXYCARBONYLAMINO-l—METHYL—ETHYL)—(2,4-DICHLORO—
BENZOYL) -AMINO] - 5- PHENYL-THIOPHENE~-2-CARBOXYLIC ACID

2-[(2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO]-PROPYL-AMINE TRIFLUOROACETIC ACID SALT

3- [ (3-CARBOXY-CYCLOPENTYL) - (2, 4-DICHLORO-BENZOYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[ (3-CARBOXY-CYCLOPENTYL) - (2, 4-DICHLORO-BENZOYL) -AMINO]} -5-
PHENYL~-THIOPHENE-2-CARBOXYLIC ACID
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2- [ (2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-BENZOYL) -
AMINO] -CYCLOHEXYL-AMMONIUM CHLORIDE

3- (BENZOYL-METHYL-AMINO) -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

{ [5-PHENYL-3- (TOLUENE-4-SULFONYLAMINO) -THIOPHENE-2-CARBONYL] -
AMINO}-ACETIC ACID

5-BROMO-3- (TOLUENE-2-SULFONYLAMINO) -THIOPHENE-2-CARBOXYLIC
ACID

3- [CYCLOHEXYL- (2, 4-DICHLORO-BENZOYL) -AMINO] - 5- PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

3-[[1,3]DIOXAN-5~-YL~- (4-METHYL~CYCLOHEXANECARBONYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[[2- (TERT-BUTYL-DIMETHYL-SILANYLOXY) -1-METHYL-2-PHENYL-
ETHYL] - (2, 4-DICHLORO-BENZOYL) -AMINO] -5-PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3-[[2- (TERT-BUTYL-DIMETHYL-SILANYLOXY) -1-METHYL~2-PHENYL-
ETHYL] - (2, 4-DICHLORO-BENZOYL) -~AMINO] -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID

3—[(2,4—DICHLORO—BENZOYL)—(2—DIETHYLAMINO-THIAZOL-5—YLMETHYL)—
AMINO] -5-PHENYL-THIOPHENE-2~CARBOXYLIC ACID

(5-{((2-CARBOXY-5-PHENYL-THIOPHEN-3-YL) - (2, 4-DICHLORO-
BENZOYL) -AMINO) -METHYL}-THIAZOL-2-YL) -DIETHYL-AMMONIUM;
CHLORIDE

5- (4-FLUORO-PHENYL) -3~ [ISOPROPYL- (4-METHYL-
CYCLOHEXANECARBONYL) -AMINO] -THIOPHENE-2~CARBOXYLIC ACID

3-[((1S,2R, 4S)-2-HYDROXY-4~-METHYL-CYCLOHEXANECARBONYL) ~
ISOPROPYL-AMINO] -5- PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-[(2,4-DICHLORO-BENZOYL) - (2-METHOXY-1-METHYL-ETHYL) -AMINO] -5-
PHENYL~THIOPHENE-2-CARBOXYLIC ACID ’

3-[(4S)-ISOPROPYL- (4-METHYL-CYCLOHEX-1-ENECARBONYL) -AMINO] -5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

3-METHYL- (4-METHYLBENZOYL) -AMINO) 5- PHENYL THIOPHENE-2-
CARBOXYLIC ACID (2-HYDROXY-ETHYL)AMIDE

5-PHENYL-3- (TOLUENE-4-SULFONYLAMINO) - THIOPHENE-2-CARBOXYLIC
ACID CYCLOBUTYLAMIDE

3-(2,4-DIMETHYL-BENZENESULFONYLAMINO) -5- PHENYL-THIOPHENE-2-
CARBOXYLIC ACID AMIDE ’

S—BROM0—3—[(2,4—DICHLORO—BENZOYL)—ISOPROPYL—AMINO]-THIOPHENE—
2-CARBOXYLIC ACID

5- (4-CHLORO- PHENYL) -3 - [ ISOPROPYL- (4~METHYL~CYCLOHEXANE-
CARBONYL) -AMINO] -THIOPHENE-2-CARBOXYLIC ACID
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Compound 571 . 5—(4'—CHLORO—BIPHENYL—4—YL)—3—[ISOPROPYL—(4—METQYL-
CYCLOHEXANECARBONYL) -AMINO] -THIOPHENE-2-CARBOXYLIC ACID

Compound 572 3-[(4-METHYL-CYCLOHEXANECARBONYL) - (TETRAHYDRO- PYRAN-4-YL) -
AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

Compound 573 3-[(4-METHYL-CYCLOHEXANECARBONYL) - (1-METHYL-PIPERIDIN-4-YL) -
AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

Compound' 574 3-[(4-METHYL-CYCLOHEXANECARBONYL)-PIPERIDIN-4-YL-AMINO]-5-
PHENYL-THIOPHENE-2-CARBOXYLIC ACID

Compound 575 3-[ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL)-AMINO]-5- (4-
TRIFLUOROMETHYL-PHENYL) -THIOPHENE-2-CARBOXYLIC ACID

Compound 576 5-(4-CYANO-PHENYL)-3~(ISOPROPYL-(4~METHYL-
CYCLOHEXANECARBONYL) -~AMINO] -THIOPHENE- 2-CARBOXYLIC ACID

Compound 577 3-[ISOPROPYL- (4-METHYL-CYCLOHEXANECARBONYL)-AMINO]-5- (4-
METHOXY-PHENYL) -THIOPHENE~2-CARBOXYLIC ACID

Compound 578 3-[(2~METHOXY-1-METHYL-ETHYL) - (4~METHYL-CYCLOHEXANECARBONYL) -
AMINO] -5-PHENYL-THIOPHENE-2-CARBOXYLIC ACID

Compound 579 3-(CYCLOHEXYL- (4-METHYL-CYCLOHEXANECARBONYL)-AMINO]-5-PHENYL-
THIOPHENE-2-CARBOXYLIC ACID

Cbmpound 581 5-(4-ISOBUTYL-PHENYL)-3-[5-(5-TRIFLUOROMETHYL-ISOXAZOL-3-YL) -
THIOPHENE-2-<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>