?§,7

‘Conpound represent ed by structural formula (1) or a pharnaceutical | §706067-7
racceptabl é salt thereof, wherein: ais 0, 1, 2 or 3; b, d and e are RIMP

.independently 0, 1 or 2; Ris H [err] alkyl -OHor [err] hydrgeyal kyl . PA/
I's an optronal |y sybstrtut ed oxi me, hydrazone or olefin; X i ghid#ond, o

C£0O-, 0, relr 1] [ err]wds@h febmls@ival sofiid odroer 1] [ GRS er r]
[err] or - is H phthalinm dipematiegplfrean het er ocycl oal kyl, het eroaryl,

cycl oal ky ImmMmﬂgﬂdAmad:mmeﬁﬂED UNDER| THEPA’I‘E»{MG(}PEBNEWN TREAYNPOT)

or het 6l.er 1] rT] L r AREER ]

hydrox; ‘"’“I aII<yI ‘gﬂgﬁ%ﬁ%*“%%%y “’J“"" [errmnw

[err] o > o | Cilis) toRftytiond) euba&ﬁoamad 7 NeverBeriogt koM 91.96)
S [ﬁ ﬂas err ’

[err] i s m)rp’nolrny , optionally N- substi tuted
pi per agrnyt, —optTomatr Ty substituted (4ay,
is 1-4, (zprrwna@ted Apblteation Nombér: h an’cﬂ'fg]sorsrgsmf

o
= et e

het ero and br al kyl m O, Chery), L

subst i ﬁﬁ’e q@" “treati nlggagg @Yn'%&g ough 218 nizrke merrsyt, mmvamsntmgw

di seasés, and gast roi ntestinal disorderswt hw TR 09630 US

phar rradr@@t’?'ggjsz MPOS| § ,0N5s G Si ng [ﬁéu d CONRGIARACINA Phmd 14 Mo et Monses,
08/460,8 3/ 1 June 1995 (0106? NY 1095? {US). MCCORMICK, Kevin, D.; 5 Pace

Drive, Edison, NJ 08320 (US). PIWINSKI, John, J.; 6
mﬁr gnae mﬁﬁf Dﬁ;:, i.’elmnouAmz;rlrc 08833 (US). SHANKASI,
71) Applicant: SCHERING CORPORATION [USTUS]; 2000 Gal- and 1124 Van Drive, Branchburg,
o gtk gl (US).] 08855 (US). SHIH, Neng-Yang; 1 Maple Drive, North
Caldwell, NJ 07006 (US). SPITLER, James, M.; 316
Wells Street, Westfield, NJ 07090 (US). TING, Pauline,
C.; 74 Delwick Lane, New Providence, NJ 07974 (US).
GANGULY, Ashit;, 96 Cooper Avenue, Upper Montclair,
NJ 07043 (US). CARRUTHERS, Nicholas, L; 358 West
End Avenue, North Plainfield, NJ 07060 (US).

or SUDS[I[UTEG D), J 5 0-3 an

i

(74) Agents: MAGATTI, Anita, W. et al.; Schering-Plough Corpo-
ration, Patent Dept. K-6-1 1990, 2000 Galloping Hill Road,
Kenilworth, NJ 07033-0530 (US). -

(81) Designated States: AL, AM, AU, AZ, BB, BG,
CN, CZ, EE, GE, HU, I§, IP, KG, KR, KZ,
LV, MD, MG, MK, MN, MX, NO, NZ, PL,
SI, SK, T§, TM, TR, TT, UA, UZ, VN, ARIPO pa
LS, MW, SD, SZ, UG), Eurasian patent (AM, AZ BY, KG
KZ, MD, RU, TJ, TM), 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, CI, CM, GA, GN, ML, MR
NE, SN, TD, TG).

=
ﬁ@ss

-

Published
With international search report.

(54) Title: SUBSTITUTED OXIMES, HYDRAZONES AND OLEFINS AS NEUROCKININ ANTAGONISTS

ZVQ\E’G“(E%»(E%T o

(57) Abﬁmﬁ

pmmdwpmsenwdbysuucmmlfomuh(nmapharmaceuﬁcauyacoepmbhsaltﬂmeof wherein: ais 0,1,20r3; b,dande
= | are independently 0, 1 or 2; R is H, Ci.¢ alkyl, -OH or C2-Cs hydroxyalkyl; A is an optionally substituted oxime, hydrazone or olefi; X is
a bond, -C(O)-, -O-, -NR5-, -5(0)¢-, -N(R‘)C(O)-, -C(ONRS)-, -OC(O)NR » “OC(=S)NRS-, -NRS)C(=S)0-, -C(=NOR")-, -S(O)2N(RS)-,
-N(RG)S(O)z- -N(RG)C(O)O- or -OC(0); T is H, phthalimidyl, ary hewrocycloalkyl heteroaryl, cycloalkyl or bridged cycloalkyl; Q
is -SRS, -NRSYRT), -ORS, pheny), naphthy] or heteroaryl; Re, R"' REa, R%2, RS and R? are H, Cis alkyl, C2-Cs hydroxyalkyl C;-Cs
a]koxy-cr-cs alkyl, phenyl or benzyl; or RS and R, together with the nitrogen to which they are attached, form a ring; R% js R® or -ORS;
Zis morphohnyl, optionally N-substituted piperazinyl, optionally substituted (a), or substituted (b); g is 0-3 and h is 1-4, provided the sum
of h and g is 1-7; wherein aryl, heterocycloalkyl, heteroaryl, cycloalkyl and bridged cycloalky] groups are optionally substituted; methods
of treating asthma, cough, bronchospasm, inflammatory diseases, and gastrointestinal disorders with said compounds, and pharmaceutical
compositions comprising said compounds are disclosed.




