Title:
[err]

benzod
Rl err]
usef ul
associ

conpos
condi t

NONPEPTI DE SUBSTI TUTED SPI ROBENZQAZEPI NES AS VASOPRESSI N ANTAGONI STS
The invention is directed to nonpeptide
wherein A,

Abstract:
i azepi nes of Formula I,

substi t ut ed

X, n, Rlerr], Rerr],

Rerr],

,  RIBINTERNATIONAL BPRLTEGATAGN BeBIa$HHEPIINDER THE @ABDI CIOOPERATION TRMTIYAPCTRI

as vasopressin receptor
ated with

antagoni sts for treating conditions
vasopr essi n recept or gei
I Ncr eas ) WaAa Liltelbctia@Biopdr0ngandda tonC a4

o G R ALRAE.,

I tions compfiasinaiBuecac onpound (ET”§7
I ons such as hypertension, condeg&faywe heart failure, cardiac

I nsuf fi ci ey Int@p4tRRAPYDILASAIRRS M car di ac | sclimyimernatioud PublihtidnlNosibsr,

renal vasospagdamuare2@l (1@1.2002), cerebrpdedena arfW(s0R¢0R831stAdke,
thronbosis, or water retention are also disclosed
(51) International Patent Classification”>  CO07D 223/16, (74) Agents: JOHNSON, Philip, S. et al.; Johnson & Johnson,
223/14, 403/10, 401/12, 401/10, 403/14, A61K 31/55 // 1 Johnson & Johnson Plaza, New Brunswick, NJ 08933-
(CO7D 403/10, 223:00, 207:00) (CO7D 401/12, 223:00, 7003 (US).
211:00)
(81) Designated States (national): AE, AG, AL, AM, AT, AU,
(21) International Application Number: PCT/US01/21080 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, I, IN, IS, JP, KE, KG, KP, KR, KZ, L.C, LK, LR,
(22) International Filing Date: 2 July 2001 (02.07.2001) LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ,
NO, NZ, PL, PT,RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM,
(25) Filing Language: English TR, TT, TZ, UA, UG, UZ, VN, YU, ZA, ZW.
(26) Publication Language: English (84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian
(30) Priority Data: patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE,
60/216,220 5 July 2000 (05.07.2000) US IT, LU, MC, NL. PT, SE, TR), OAPI patent (BF. BJ, CF,
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).
(71) Applicant: ORTHO-MCNEIL PHARMACEUTICAL,
— INC. [US/US]; U.S. Route #202, P.O. Box 300, Raritan, NJ  pyblished:
E 08869-0606 (US). —  with international search report
== (72) Inventors: CHEN, Robert, H.; 39 Beverly Drive, Belle For two-letter codes and other abbreviations, refer to the "Guid-
— Mead, NJ 08502 (US). XTANG, Min, A.; 29 Forest Av-  ance Notes on Codes and Abbreviations" appearing at the begin-
E enue, Bridgewater, NJ 08807 (US). ning of each regular issue of the PCT Gazette.
— (54) Title: NONPEPTIDE SUBSTITUTED SPIROBENZOAZEPINES AS VASOPRESSIN ANTAGONISTS
(57) Abstract: The invention is directed to nonpeptide
— substituted benzodiazepines of Formula I, wherein A,
< 5 X, n, R}, R?, R3, R* R5, a and b are as described in the
R specification, which are useful as vasopressin receptor
e a),\ antagonists for treating conditions associated with
e 3 X’ ﬂﬂn vasopressin receptor activity such as those involving
) R R* increased vascular resistance and cardiac insufficiency.
g ,\h\ (I) Pharmaceutical compositions comprising a compound
Fl VA, ,RS of Formula I and methods of treating conditions such
= S - R? as hypertension, congestive heart failure, cardiac
insufficiency, coronary vasospasm, cardiac ischemia, liver
O cirrhosis, renal vasospasm, renal failure, cerebral edema
g and ischemia, stroke, thrombosis, or water retention are
also disclosed.



