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196 | B.11 HO-(CHy),- OH R 25116 - 117°C
197| B3 NC-(CHa),- OH R 525105 - 107°C
198 | B.12 | HO-CO-(CHy),- OH | RX;.HCI(1:1);4 25>185°C
& F-5a
Cl
0
b—%<::>x§CHfﬂF—C
4 H -
U
b K L 4 3
&‘5%% | OR P32 $
0.
CHz)z_
199|B10| T OH i
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A7
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A~ HARA )
® 3% K 5
EH CINERREBEM AR SHT, 4R
AR RS M Z SHT, H % s 4 4&» Baxter G. S.
% > Naunys-Schmiedeberg’s Arch. Pharmacol. » 343 » 439—
446(191)F #L i A A R - pA, i th s F3H K
pA, = log BRI HiRE(EF/H)
BB B R ) — 1
% C.1: SHT, # & # 4%
Lb4n3kas  pA, bé4nskaE  pA, {toikaE  pA,
1 8.53 35 9 68 9.04
2 10.5 36 9.8 69 9.11
3 8.07 37 - 71 9.13
4 - 38 - 74 9.22
5 - 39 9.81 77 9.19
6 - 40 - 78 8.44
7 - 41 9.7 79. | 7.93
8 9.7 42 9.5 80 8.83
9 - 43 9.8 81 8.47
10 - 45 - 82 9.79
11 8.76 46 | 9.52 83 | 10.29
12 10.2 47 - 84 | 10.55
13 8.35 48 9.67 85 9.52
14 9.2 49 | 1035 86 8.2
15 8.4 50 9.3 87 8.46
16 9.6 51 10 88 9.2
‘ 17 9.6 52 9.5 89 <8
ol 21 | <8 53 | 95 o0 | 94
:i' 24 9.3 54 9.8 91 10
7t 26 8.8 62 9 92 9.7
% 28 - 63 | 9.49 93 9.4
Jﬁ__ 29 9.6 64 10.00 94 9.24
" 30 9.6 65 9.44 100 <8
2 31 9.4 66 | 9.26 101 | <7
ﬁ 327 | <8 67 9.43 102 -
2 - ——
| -61-
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HEomiras  pA, bo4skas A, L4 pA,
103 <8 127 - 173 | ~8
104 <8 128 - 174 | <8
105 ~8 129 | >8 177 | ~8
106 | <8 130 | 8.5 178 | -8
107 <8 131 | 95 179 | -8
108 | 84 132 | 85 180 | ~7.5
109 <8 134 | 84 181 | <8
110 ~8 135 | 8.1 182 | 94
111 8.5 139 | 8.6 183 | - -
114 ~8 141 | 96 184 -
115 | 83 142 | 10.2 185 | 102
116 ~8 143 | 10.2 186 | 9.34
117 <8 144 | 104 187 | 95
118 ~8 146 | 9.1 r 188 | 105
119 | 10.65 166 | 8.6 189 -
120 | 9.72 167 <8 190 | 83
121 9.9 168 <8 191 | 86
122 | 981 169 | <8 192. | 10.1
123 | 9.95 170 | 83 194 9
125 | 102 171 <8
126 | 9.78 172 | 85 '

-62-

(oo i 2 57 o ok B (v B i R oS )

ABEKRREBA PHE RZE (CNS)AL R4 (210 x 297 2% )



570920

T R N O e | o 30 e 2 s o S B S

AS
B5

LS & LR AE L ES L . a2
7N /é’}ﬁ“g %’kz’ﬁlz 4'(%%?%)'7\:%"&"&7&

B SAE S
A2HERAEMHT X)L EH

R* R3
A
L—X\__>*CH2—II\I—('? O,

Ao ME2EHIR & NAEHEARAERETRSEY
s B > RR-Z2_BE HIRAZ—BEATZI—RAER
BFT# CoAXRBEAMBRAK I PAAKBF R A AR Cos
A SRAARKRCen kL& Co bt A > 8K s BRI A&
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4-(AMINOMETHYL)-PIPERIDINE BENZAMIDES
FOR TREATING GASTROINTESTINAL DISORDERS

The present invention of compounds of formula ()

R* R3
fT f
L—O-CH;N- O,
#
: R 1 RZ
A

a stereochemically isomeric form thereof, an N-oxide form thereof or a pharma-
ceutically acceptable acid addition salt thereof, -R1-R2- is a bivalent radical of formula
wherein in said bivalent radicals one or two hydrogen atoms may be substituted with
C)-6alkyl or hydroxy; R3 is hydrogen or halo; R4 is hydrogen or Cj_galkyl; RS is
hydrogen or Cj.ealkyl; L is C3.¢cycloalkyl, oxoCs.gcycloalkyl, Cy.galkenyl, or L is a
radical of formula -Alk-R6-, Alk-X-R7, -Alk-Y-C(=0)-R? , or -Alk-Y-C(=0)-NR11R 12
wherein each Alk is C}-jpalkanediyl; and R® is hydrogen, amino, cyano,
C1-6alkylsulfonylamino, C3.¢cycloalkyl, 0xoCs_gcycloalkyl, aryl or a heterocyclic
ringsystem; R7 is hydrogen, C}_galkyl, hydroxyCj_galkyl, C3_¢cycloalkyl, aryl or a
heterocyclic ringsystem; X is O, S, SO; or NR8; said R8 being hydrogen or Cj_galkyl;
R? is hydrogen, Cy_galkyl, Cs.ecycloalkyl, Cj_galkyloxy, hydroxy or aryl; Y is a direct
bond or NR10; said R10 being hydrogen, or C}_galkyl; R1! and R12 each independently
are hydrogen, Cj_galkyl, C3_¢cycloalkyl, or R!! and R12 combined with the nitrogen
atom may form an optionally substituted pyrrolidinyl, piperidinyl, piperazinyl or
4-morpholinyl ring. Processes for preparing said products, formulations comprising
said products and their use as a medicine are disclosed, in particular for treating or
preventing gastrointestinal disorders.
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Amended Clalms in Chinese - Encl. (1)
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(Submitted on December (2, 2002)

L—#AXDxsH

R* 3

A
ey
Rs

N

Ayt P 2K AR E ETHS KR

-
RR-BZETFTRZ=_FA

-0-CH,-CH,- (a-2),
-0-CH,-CH,-O- (a-3),
-0-CH,-CH,-CH,- (a-4),
-0-CH,-CH,-CH,-O- (a-5),
-0-CH,-CH,-CH,-CH,-O- (a-7),

RSB & Ré %
R* % B3k Cre o
ROA & ;
LATFTAZE
-Alk-R°® (b-1) »
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Y A — H#4 % NH
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