2 Conpounds of the fornula [err] inhibit the activity of endothelin. The
synbots are defined as follows: RlL and R2 are each directly bonded to a
'xrlng carboéri’and are each -i ndependently (a) hydr ogen; (b) al kyl or
¥al koxy; (c) i hydrgxyl; (d) halo; or (e) amino;
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Abstract

'SUBSTITUTED BIPHENYL SULFONAMIDE ENDOTHELIN
ANTAGONISTS

Compounds of the formula

inhibit the activity of endothelin. The symbols
are defined as follows:

| Rl and R2 are each directly bonded to a ring
carbon and are each independently

(a) hydrogen;

(b) alkyl or alkoxy:

(c) hydroxyl;

(d) halo; or

(e) amino;

R3 and R4 are each directly bonded to a ring

carbon and are each independently

(a) hydrogen;

(b) alkyl alkenyl, alkynyl, alkoxy,
cycloalkyl, cycloalkylalkyl,
cycloalkenyl, cycloalkenylalkyl, aryvl,
aryloxy, aralkyl or aralkoxy, any of



- R3 and R4 are each directly bonded to a ring carbon and are each
~independently (a) hydr ogen; (b) al kyl al kenyl, al kynyl, al koxy,
cycl oal kyl, cycl oal kyl al kyl, cycl oal kenyl, cycl oal kenyl al kyl, aryl,

v aryl oxy, aral kyl or aral koxy, any of
M y Y, any HA667a

W

which may be substituted with 21, 22

and z3;
(c) halo;
(d) hydroxyl:
(e) cyano; -
(£) nitro:;
(g) ~-C{0)H or -C(O)R5;
(h) ~CO2H or -CO2R3;
(i)  -24-NR6R7;
()  -24-n(r10)-25-NR8R?; or

(k) R3 and R% together may also be alkylene
or alkenylene, either of which may be
substituted with 21, z2 and 23,
completing a 4- to 8-membered
saturated, unsaturated or aromatic ring
together with the carbon atoms to which
they are attached;

and the remaining symbols are as defined in the
specification.



