PCT

WORLD INTELLECTUAL PROPERTY ORGANIZATION
International Bureau

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(22) International Filing Date: 26 August 1991 (26.08.91)

(30) Priority data:

574,314 28 August 1990 (28.08.90) UsS
(60) Parent Application or Grant
(63) Related by Continuation
us 574,314 (CIP)

Filed on 28 August 1990 (28.08.90)

(71) Applicant (for all designated States except US): G.D.
SEARLE & CO. [US/US]; Corporate Patent Depart-
ment, P.O. Box 5110, Chicago, IL 60680-5110 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only) : REITZ, David, B. [US/
US]; 14814 Pleasant Ridge Court, Chesterfield, MO
63017 (US). MANNING, Robert, E. [US/US], 1298
South Mason Road, St. Louis, MO 63131 (US).

(51) International Patent Classification 5 : (11) International Publication Number: WO 92/04335
CO07D 249/08, 403/10 A3 )
A61K 31/41 (43) International Publication Date: 19 March 1992 (19.03.92)
(21) International Application Number: PCT/US91/05897 | (74) Agents: KEANE, J,, Timothy et al.; G.D. Searle & Co.,

Corporate Patent Department, P.O. Box 5110, Chicago,
IL 60680-5110 (US).

(81) Designated States: AT, AT (European patent), AU, BB, BE
(European patent), BF (OAPI patent), BG, BJ (OAPI
patent), BR, CA, CF (OAPI patent), CG (OAPI patent),
CH, CH (European patent), CI (OAPI patent), CM
(OAPI patent), CS, DE, DE (European patent), DK,
DK (European patent), ES, ES (European patent), FI,
FR (European patent), GA (OAPI patent), GB, GB (Eu-
ropean patent), GN (OAPI patent), GR (European pa-
tent), HU, IT (European patent), JP, KP, KR, LK, LU,
LU (European patent), MC, MG, ML (OAPI patent),
MN, MR (OAPI patent), MW, NL, NL (European pa-
tent), NO, PL, RO, SD, SE, SE (European patent), SN
(OAPI patent), SU*,TD (OAPI patent), TG (OAPI pa-
tent), US.

Published
With international search report.
Before the expiration of the ume limu for amending the
claims and to be republished in the event of the receipi of
amendments.

(88) Date of publication of the international search report:
16 April 1992 (16.04.92)

(57) Abstract

from the first component when both components are chemically
linked by a bond which is cleaved selectively in the kidney,

thyl][1,1’-biphenyl}-2-yl]lcarbonylhydrazide is an example.

then available to block AlII receptors within the kidney. Conjugates o
thyl 1H-substituted-1,2,4-triazole compounds, of which N-acetylglutamic acid, 5-[[4'-[(3,5-dibutyl-1H-1,2,4-triazol- 1-yl)me-

(54) Title: RENAL-SELECTIVE BIPHENYLALKYL IH-SUBSTITUTED-1,2,4-TRIAZOLE ANGIOTENSIN II ANTA-
GONISTS FOR TREATMENT OF HYPERTENSION

N—-(\/\
\/\/& N
vl
CH,
0 0 CO,H
i (1)
GN-N-O-CH;-CH,-CH
IR
¢=0
CH,

Renal-selective compounds are described which, in one embodiment, are prodrugs preferentially converted in the kidney to
compounds capable of blocking angiotensin II (AII) receptors. These prodrugs are conjugates formed from two components,
namely, a first component provided by an AIl antagonist compound and a second component which is capable of being cleaved

linked within the conjugate. The two components are chemically

for example, by an enzyme. The liberated AIl antagonist compound is

f particular interest are glutamyl derivatives of biphenylme-

* See back of page
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