ThIS |nvent|on concerns conpounds of

fornmul a

0264494

(1), the

acceptabl e acid additions salts and the stereochemcally x forns
t hereof, wh 't he dot tvaflLp INTELEEFTOLL IRSSERTE clgANRREb Nal 29 s oxygen
or sulfur: I,’Ae I's a bival ent radi & ¥ P8% byl a; R err] and R err] each

i nde[TNTERNATIONAE APPHICAJEON PUBLISHED UNDER THE PATENT COGRERATIGNITREATY (PCT)

t 1 T MY gnoxy qerrj nyT e al KyT DXy,
hy roxg %"’ 19? algﬁr%p@%-&%m Rlbars WO 98/40383
errig 9 |1 1648} P¥e¥natisHRY ¥AbticRon Date: 17 September 1998 (17.09.98)
(C[ Pr yl ox Ar, Ar-C[err]aI kyl , Ar-oxy,
\,Lcn—[o.rT\)HU)\y, UI whenm—ormr au1 a\,C|t postttons I'KLCI IJ orller\Lm IJ ket

mmefnam AlppichBond Nanberd ent mr@%zgs
dro hal o, cyano, ([ err]alkyl,
&?‘RW“P‘H“F‘ES Dt (Jerrd L&W}Ps)sé%"?r

en on adj acent positions R err] and

QQZ §-FQ3 o =20

andc o (R )@wmmdéfpmaeswm ERRR];

R
err]1tﬂ eCamile g

PéshaulinsrEySAl G0, F—92787

\00) Bivkitymaeh: cal ; Rlerr] is an imdazollyl subssies-iMenlingpunCedex H§RX ogen or
err] ?g‘{’f%? OR[%r“irh]l’;l‘l;g’xg; %lggbdrgxyl’ hal o, cyano, oplt [ ona]ItI y substituted
err] U r ! ar bon i C

-0 R erﬁiomgzrz J %ﬁ 3ol ér Pl /gylhn ?edgtaa E:NO% Aﬁ ADI% %&k?b%?]; B, GE,

(
phenyl ; (34)awnm§rﬁraammay}eg¢ammsf erase in
cqnposi t i érenatieretaprlicationgvat fledm and DHetiatk

(71) Applicant (for all designated States except US): JANSSEN
PHARMACEUTICA N.V. [BE/BE}; Tumhoutseweg 30,
B-2340 Beerse (BE).

(72) Inventors; and

(75) Inventors/Applicants (for US only): VENET, Marc, Gaston
[FR/FR]; Janssen-Cilag S.A., 1, rue Camille Desmoulins,
TSA 91003, F-92787 Issy-les-Moulineaux Cedex 9
(FR). ANGIBAUD, Patrick, René [FR/FR]; Janssen-Cilag
S.A., 1, ue Camille Desmoulins, TSA 91003, F-92787
Issy-les-Moulineaux Cedex 9 (FR). LIGNY, Yannick,
Aimé, Bddy [FR/FR}; Janssen-Cilag S.A., 1, rue Camille
Desmoulins, TSA 91003, F-92787 Issy-les-Moulineaux

i bit |mg<m;t§wvHUyn>, 13| IP, XE, KGAKP KROKZ,
use al§.hKri@dL%|Lﬁ‘eLU LV, MD, MG, MK, MN, MW,
NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL,
TJ T™, TR, TT, UA, UG, US, UZ, VN, YU, ZW, ARIPO
patent (GH, GM, KE, LS, MW, SD, SZ, UG, ZW), Eurasian
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, T™), European
patent (AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT,
LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CL
CM, GA, GN, ML, MR, NE, SN, TD, TG).

Published
With international search report.
Before the expiration of the time limit for amending the
claims and to be republished in the event of the receipt of
amendments.

OR C-LINKED IMIDAZOLES
(57) Abstract

This invention concems compounds
of formula (I), the pharmaceutically
acceptable acid additions salts and the
stereochemically isomeric forms thereof,
wherein the dotted line represents an
optmna] bond; X is oxygen or sulfur; ~A~
is a bivalent radical of formula; R! and R?
each independently are hydrogen, hydroxy,
halo, cyano, Ci-alkyl, trihalomethyl,
trihalomethoxy, Ca.galkenyl, Ci.salkyloxy,

compositions containing them-and their use as a medicine.

(54) Title: FARNESYL TRANSFERASE INHIBITING 1,8-ANNELATED QUINOLINONE DERIVATIVES SUBSTITUTED WITH N~

N

hydroxyCi-galkyloxy, Ci-galkyloxyCi-salkyloxy, C|.5alkyloxycarb01$1 aminoCygalkyloxy, mono— or di(Ci-galkyl)aminoCi-galkyloxy,
Ar, Ar-Cygalkyl, Ar-oxy, Ar-C;.galkyloxy; or when on adjacent positions R! and R? taken together may form a bivalent radical; R3 and
R# each independently are hydrogen, halo, cyano, Cigalkyl, Cj-galkyloxy, Ar-oxy, C-galkylthio, d:(C1.5alkyl)ammo, trihalomethyl,
trihalomethoxy; or when on adjacent positions R3 and R4 taken together may form a bivalent radical; R3 is an imidazolyl substituted with
hydrogen or Cj-galkyl; RS hydrogen, hydroxy, halo, cyano, optionally substituted Cigalkyl, Cl.sa]kyloxycarbonyl or Ar; or a radical of
formula ~O-R7, -S-R8, -N-R8R9; and Ar is optionally substituted phenyl; having famesy! transferase inhibiting activity; their preparation,




