Title: THROVBI N RECEPTOR ANTAGONI STS [err] Abstract:
Het erocycl i c-substituted conpounds of formula (1) ]Jor a pharnmaceutically
acceptabl e salt thereof, are disclosed, wherein: Zis (CH)n-; (a) ; (b),
wher ei n R INTHRAATIDNAE ABHISEAMION BUBLISHED UMDERGHRA PRIENTIJOOPER &IOR MREATYHECBI Nngl e
dotted line represents an optional double bond; the double dotted line
represents an optional single bond, ' -2 Het is an optionally
subst i t @OEWorldeellectigil PropértytQrganiatial i BReh oar

-(CH err]) [ err] [nermiional Bakvew ei n n[ err m |WW|u|m|||wi|@1|ﬂm|""|®”k"@|u|l‘|ﬂ||E||||||||
-CHerr]-NR[err]-, -C(ONR[err]-. -NR&IBYC(O) (d), optionally
substi t ut e@wlﬁewionﬂmumphﬁ@mkd y substituted alﬂkyﬂgrhatloxallPsblw@lond\‘umber
-NR[ err] - \oddeceinber00b(26.14300Bd | i ne PENr esent s MMSONOINI¢96334 A2 X is H,
-OHor =NHR[err][err] when the bond is ahsent: Y is =0 =S (H H (H OCH)
or (H, i) efrhatibabifateht sKRAY™: \A/r\eovmtwomloubl BE, OR[N Bz Henis, KAl @S enics:, HrHU,
singl e bond, or when the bond is absent, Y IDSILAQ ISINCR[KR; KL.[Leruk] LR, CHLUHY,,
(H, OHey (hHernz@bw Applidatio@Nemlpe}:- @[C@WSqlllankoxy)M@ - MG, MEPEY. MXuMé@fO% HeYt RO,
Rlerr][err] and R err][er r are i ndependent S ke &) By SR I & UZ VN,
OC( O) N2 pgrpasipna) I “éPf‘ff [ eﬂ Tpme gRot 669@28?% |y subst ituted al kyl, aI kenyl ,

al kynyl t cl oal kyl, aryl, cl oa . nyl, on

ani no, & K8 t}% Lan "¥ enyl oxy, al kynyl oxX§e" het SK)ybéS na}q/\f‘@gf%@g O%DSZAﬁﬁggg%i(%HLﬁﬁy,
or cycl(s@lpktﬁ@aym Qe OF Rlerr][errj, and R[@reﬁtlﬁ[mraz]w K@rKﬂmmU J@Mﬂmaﬂa
Rlerr][err], can forma carbocyclic or het epeeyal BECCH CREE, BOUS, R, 6RGRI A Ng
var i abl@s pasy pga:descri bed in the specifi cHtiMC ). 86 SHT8E Pog edena(BE BJ. CE,

phar maceut¢zai4conposi tsienwocentan ngs sai d“&ShpYuUiHHSNHYE M-HER NEEe R E0:

thronbin receptor antagoni sts and bi nders to cannabi I’l?l d receptors.
(71) Applicant: SCHERING CORPORATION [US/US]; Declaration under Rule 4.17:

2000 Galloping Hill Road, Kenilworth, NJ 07033-0530 — dasto the applicant’s entitlement to claim the priority of the
(US). earlier application (Rule 4.17(iii)) for all designations

(72) Inventors: CHACKALAMANNIL, Samuel; 79 Strat- Published:
ford Road, East Brunswick, NJ 08816 (US). CHELLIAH, — without international search report and to be republished
Mariappan; 42K Reading Road, Edison, NJ 08817 (US). upon receipt of that report
XITA, Yan; 137 Christie Street, Edison, NJ 08820 (US).
For two-letter codes and other abbreviations, refer to the "Guid-
(81) Designated States (national): AE, AG, AL, AM, AT, AU, ance Notes on Codes and Abbreviations” appearing at the begin-
AZ,BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR,CZ, ning of each regular issue of the PCT Gazette.

(54) Title: THROMBIN RECEPTOR ANTAGONISTS

O %X>(CH2>..\A, ©

z(«:Hz)n—ﬁ s © VANERRNC)

(57) Abstract: Heterocyclic-substituted compounds of formula (I) Jor a pharmaceutically acceptable salt thereof, are disclosed,
wherein: Z is — (CH2)n-; (a) ; (b), wherein R is absent; or, (¢) wherein R? is absent; the single dotted line represents an optional
& double bond; the double dotted line represents an optional single bond; n is 0-2; Het is an optionally substituted mono-, bi- or tri-
€7 cyclic heteroaromatic group; B is -(CH,)ns-, wherein ns is 0-5, -CH,-O-, -CH,S-, -CH,-NR®-, -C(O)NRE-. -NRSC(O)-, (d), optionally
substituted alkenyl or optionally substituted alkynyl; X is -O- or -NRé- when the double dotted line represents a single bond, or X is
a H, -OH or -NHR? when the bond is absent; Y is =0, =S, (H, H), (H, OH) or (H, C;-Cg alkoxy) when the double dotted line represents
~~ asingle bond, or when the bond is absent, Y is =0, =NOR'7, (H, H), (H, OH), (H, SH), (H, C;-Cs alkoxy) or (H, substituted-amino);
R?? and R? are independently -OH, -OC(O)R30, OC(O)NR*R3!, or optionally substituted alkyl, alkenyl, alkynyl, heterocycloalkyl,
aryl, cycloalkyl, cycloalkenyl, carbonyl, amino, alkoxy, alkenyloxy, alkynyloxy, heterocycloalkyloxy, cycloalkyloxy, or cycloalkeny-
loxy; or R? and R, or R% and R}, can form a carbocyclic or heterocyclic ring; and the remaining variables are as described in
g the specification. Also disclosed are pharmaceutical compositions containing said compounds and their use as thrombin receptor
antagonists and binders to cannabinoid receptors.



