A class of substituted or 7,8-ring fused 1, 2,4-triazol o[ 4, 3- b]pyrld?zgné

derivatives, possessing an optlonally substltuted cycl oal kyl

het er oaryl
the 6-positi olPCGIe sel ectiWeRLp

t he

substituent at the 3- position

nity for the a2 and/or

bcha?gﬂBANQAetzepomr S,
h hi gh a
oS RN ORAL rPLicA TG Hyr dSiasia UNDER, BAE BATENT COOREBATION TREATY (BET)

»11

and a substituted al k@
in
and are

Buni t t her eof ,

ng
A2

¢RI NintepatiREIPARA TlyhtRA® : | Nncl udi
CO7D 487/00

4081} faleVnafiidfl publYh RluRiAS -

(43) International Publication Date:

WO 9804559

5 February 1998 (05.02.98)

(21) International Application Number:

(22) International Filing Date: 17 July 1997 (17.07.97)

(30) Priority Data: )
9615645.0 / 25 July 1996 (25.07.96) - GB
96253976 /. 6 December 1996 (06.12.96) GB
9714420.8 y ’ 9 July 1997 (09.07.97) GB

MERCK

(71) Applicant (for all designated Siates except US):
SHARP & DOHME LIMITED [GB/GB]; Hertford Road,
Hoddesdon, Hertfordshire EN11 9BU (GB).

(72) Inventors; and
(75) Inventors/Applicants (for US only): BROUGHTON, Howard,
Barff [GB/GB]; Terlings Park, Eastwick Road, Harlow,

£
C;F‘ ¥ [GB/GB]; Terlings Park; Eastwick Road, Harlow, Essex
CM20 2QR (GB). CASTRO PINEIRO, Jose Luis fES/GB];
Terlings Park, Eastwick Road, Harlow, Essex CM20 2QR
{GB). GUIBLIN, Alexander, Richard EGB/GB] Terlings
Park, Eastwick Road, Harlow, Esscx CM20 2QR (GB).
MADIN, Andrew JGB/GB] Terlings Park, Eastwick Road,
Harlow, Essex CM20 2QR (GB)/ MOORE, Kevin, leha_;n
[GB/GB]; Terlings Park, Eastwick Road, Harlow, Esgex

CM20 2QR (GB). RUSSELL, Michael, Geoffrey [GB/GB];

PCT/GB97/01946.

Essex CM20 2QR (GB). CARLING, William, Robers-

Terlings Park, Eastwick Road, Harlow, Essex CM20 2QR
(GB). STREET, Leslie, Joseph [GB/GB); Terlings Park,
Eastwick Road, Harlow, Essex*€M20 2QR (GB):"

(74) Agent: THOMPSON, John; Merck & Co., Inc., European
Patent Dept., Terlings Park, Eastwick Road, Harlow, Essex

CM20 2QR (GB).

(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG,

BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, Fl, G
GH, HU, IL, IS, JP, KE, KG, KP, KR, KZ,
» M

K, MN, MW,

BR,
B, GE
LK, LR
NO, NZ,

LC,
MX,

PL. PT, 0. RU. SD, SE, SG, SI, SK, SL, TJ, ™, TR,
TT, UA, UG, US, UZ, VN, YU, ZW, ARIPO patent (GH,
, ZW), Eurasian patent (AM, AZ,

, T), TM), European patent (AT, BE,
FR. GB, GR, IE, IT, LU, MC, NL,
BJ, CF, CG, CI, CM, GA, GN,

Published
Without international search report and 10 be republished

upon receipt of that report.

(54) Title: SUBSTITUTED TRIAZOLO-PYRIDAZINE DERIVATIVES AS LIGANDS FOR GABA RECEPTORS

(57) Abstract

A class of substituted or 7,8-ring fused 1,2,4-triazolo[4,3-b]pyridazine derivatives, possessing an optionally substituted cycloatkyl,
phenyl or hctcroaryl substituent at the 3-position and a substituted alkoxy moiety at the 6-position, are selective ligands for GABA,
receptors, il particular having high affinity for the 2 and/or a3 subunit thereof, and are accordingly of benefit in the treatment and/or
prevention of disorders of the central nervous system, including anxiety and convulsions.




