Title:

N- (i soxazol yl)-furyl sul fonam des, N
N- (i sox@amovarldgheiylusiirerny Oeganidedy
t hese sul f onanildesatiboy Burpdai bi ti ng t h
an endothe- tin receptor by contacti

SULFONAM DES AND DERI VATI VES THERECF THAT MODULATE THE ACTIVITY OF
ENDOTHELI N Abstract: Thienyl-, furyl-,
formul ati ons of pharmaceutical |l y-acceptabl e derivatives thereof and

met hods @Y INFBERNATEINARQ PEEICAT ROBTHURYISHRR UYBER VHE YATENT CREPERIEHEREAYRGF | y of
pepti des are provided. In particular, N (isoxa- zolyl)thienylsulfonam des,

pyrrolyl- and phenyl sul f onam des,

msqzol yl ) pyrrol yl sul fonam des and

3 no IOMNLFGALANEN AR DIHRNE 2

receptor with the sul fonam de

are provi dash.IntvehhedsPfbiicative Baki Nng endot hel i n- M@dingdreadionki! Swhlidatiog Ny ber
adni ni st er i nd2 &1y @Al 120a2Mint s of onP@I nore of WHOs@1549688amdes or

pharmaceutically acceptable derivatives thereof that inhibit the activity

of endgihrleinAticas @acdtk B@ssipE@MT:dedo7D 413/12,

O OO0 O

49685 A3

001

=

@n

22)

(25)

(26)

(30)

(63)

(71)

(72)
(73)

AG61K 31/42, A61P 9/08, CO7TD 261/16

International Application Number: PCT/US00/35599

International Filing Date:
29 December 2000 (29.12.2000)

Filing Language: English
Publication Language: English
Priority Data:

60/174,104 31 December 1999 (31.12.1999)  US

Related by continuation (CON) or continuation-in-part
(CIP) to earlier application:

uUsS 60/174,104 (CIP)
Filed on 31 December 1999 (31.12.1999)

Applicant (for all designated States except US): TEXAS
BIOTECHNOLOGY CORPORATION [US/US]; Suite
1920, 7000 Fannin, Houston, TX 77030 (US).

Inventors; and

Inventors/Applicants (for US only): WU, Chengde
[CN/US]T; 2511 Lansing Circle, Pearland, TX 77584 (US).
HOLLAND, George, W. [US/US]; 402 Park Trail Lane,

Houston, TX 77007 (US). BLOK, Natalie [US/US]; 3610
Lake Street, Houston, TX 77098 (US).

(74) Agents: SEIDMAN, Stephanie, L. et al.; Heller Ehrman
White & McAuliffe LLP, Suite 700, 4250 Executive
Square, La Jolla, CA 92037 (US).

(81) Designated States (national): AE, AG, AM, AT, AU, AZ,
BA,BB,BG.BR,BY,BZ, CA,CH, CN, CR, CU, CZ, DE,
DK, DM, DZ, EE.ES, FI, GB, GD, GE, GH, GM. HR, HU,
ID, IL, IN, IS, JP, KE. KG. KP, KR, KZ, LC, LK, LR, LS,
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO,
NZ,PL, PT,RO, RU, SD, SE, SG, SI, SK, SL. T}, TM, TR,
TT, TZ, UA, UG, US, UZ, VN, YU. ZA, ZW.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW). Eurasian
patent (AM, AZ, BY, KG, KZ.MD, RU, T}, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ, CF,
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD. TG).

Published:
—  with international search report

(88) Date of publication of the international search report:
14 February 2002

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations" appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: SULFONAMIDES AND DERIVATIVES THEREOF THAT MODULATE THE ACTIVITY OF ENDOTHELIN

(57) Abstract: Thienyl-, furyl-, pyrrolyl- and phenylsulfonamides, formulations of pharmaceutically-acceptable derivatives thereof
~~ and methods for modulating or altering the activity of the endothelin family of peptides are provided. In particular, N-(isoxa-
zolyl)thienylsulfonamides, N-(isoxazolyl)-furylsulfonamides, N-(isoxazolyl)pyrrolylsulfonamides and N-(isoxazoly)phenylsulfon-
amides, formulations thereof and methods using these sulfonamides for inhibiting the binding of an endothelin peptide to an endothe-
lin receptor by contacting the receptor with the sulfonamide are provided. Methods for treating endothelin-mediated disorders by
administering effective amounts of one or more of these sulfonamides or pharmaceutically acceptable derivatives thereof that inhibit
the activity of endothelin are also provided.



