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89-124224/17 B02
YOSHITOMI PHARM IND KK

YOSH 22.10.87
*EP -313-393-A
13.01.88-JP-005415 (-+ JP-267953) (26.04.89) Ab1k-31/46
C07d-413/12 C07d-451/04 CO7d-453/02
New benzoxezine cpds. useful as 5-HT 3 receptor antogonisis - are
8-heterocyclyl:oxy or amino:carbonyl-3-0x0-3
4-di:hydro-2H-1 4-benzoxazine derivs.
CB9-055067  R(AT BE CH DE ES FR GB IT LI Ni)

B(6-E2, 12-C10, 12-D4, 12.D5, 12-€6, 12-F1A, 12-J2) ¢ o
8010

Other Priority: 25.12.87-JP-331259

Benzoxazine derivs of formula (I), their optical isomers and
their salts are new

R
Ry )’ o
. N A .
5 RI
o
RZ
CO-XR,

R, and R, = H or alkyl;
R, =1, alkyl, or opt. substd. phenylalkyl;

R, und Ry = D, halo, atkyl, alkoxy, NH,, acylamino, alkyi-

X =0 or NII;
Ry = a gp. of formula (a) - (c):
/—,CO)m
<_/\ 2 NZ_R
N—>(0), 7
(a) Rg (b)
~—(0) €= N-Rg (CI,), [©)
m=0orl;
Rq = alkyl; or prenyl- or phenoxy-alkyl both opt. substd.;
Rg = 1l or nlkoxy;
R!l = atkyl cr opt. substd. phenylaikyl;
n=0or 1.

amino, OH or NO,;

(EP-313393-A+

MORE SPECIFICALLY
X =NH;
R, = Clor Br at the 6-posn.;
R, = quinuclidinyl.
UsE
(1) have 5-HT, receptor antagonist activity und also
have gastroenteromotility enhancing and antiemetic activity.
Thus (I) are useful for treating digestive disorders (e.g.
dyspepsia, delayed extrusion of gastric contents or peptic
ulers); migraine; cluster headaches; arrhythmia; vomiting
caused by admin. of anticancer agents (e.g. cisplatin);
nausea or vomiting caused by actinotherapeutics; or
disturbances of the CNS (e.g. anxiety or psychoses).
Dose is 0.1-100 mg/kg/day p.o.

SPECIFICALLY CLAIMED

7 Cpds. (I) including
6-chloro-3,4-dihydro-2-methyl-3-oxo-N-{3-quinueclidinyl)-
2H-1,4-benzoxazine-8-carboxamide (Ia),
6-chloro-2-ethyl-3,4-dihydro-4-methyl-3-oxo-N-(3-
quinuclidinyl)~2H-1, $-benzoxazine-8-carboxamide and
6-chloro-3,4-dihydro-2,2, 4-trimethyl-3-oxo-N-(3-
quinuclidinyl)-2H-1, 4-benzoxazine-8-carboxamide.

PREPARATION

R,' = R, wherem = 0;
Ry" =Ry wherem =1 or 2.

211-1,4-benzoxazine-8-carboxylic acid in 100 ml THF is
cooled to below 0°C, treated with Et;N (5 ml) with stirring,
then with 2.5 g ethyl chlorocarbonate. The mixt, is

stirred at room temp. for 1 hr.,
quinuclidine, stirred for 4 hr. and treated with aq.

R,
| , .
N o] Ry'XH oxidn
(I; Ry = Ry"

Ry ;

o]
R, et
(I; Ry = Re™)

cootn

soln. of 4.8 g 6-chloro-3,4-dihydro-2-methy!-3-oxo-

treated with 3 g 3-amino-

EP-313393-A+/1

89-124224/17

NaHCO, and EtOAc.

The organic layer is sepd., washed with water, dricd
(MgS0,) and evapd. The residue is treated with ethanolic
HCI then recrystd. from EtOH /water to give (Ia) hydro-
chloride, m.pt. 325-328°C (dec.).(21pp985HDDwgNo0/0).
(E) ISR: No Search Report.

BO101

EP-313393-A/2

1
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Series: Footsteps of information retrieval service pioneers (14): Memory of the Japan Pharmdoc Association.
Ikuo YOSHIDA, Katsuaki NIIKURA, Kazuaki TAKEUCHI (242 Iwaicho, Hodogaya-ku, Yokohama 242-0023

JAPAN)

Abstract: As soon as Derwent started publishing pharmaceutical patent information service, PHARMDOC, in

1963 many Japanese pharmaceutical companies subscribed it. In 1966, its user group, the Japan PHARMDOC

Association (JFA) was formed. JFA investigated the quality of the service, studied how to make best use of

the service, and negotiated prices. After online service was launched, it also studied the comparison of services

from several vendors. Initially the services offered online were very limited, and users had to rely on printed

journals and card files for many years.

Keywords: Derwent / PHARMDOC / JFA / Japan Pharmdoc Association / online searching / user group / card

searching / magnetic tape
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