wO 2008/026757 A1 |00 00 0O 0 P 0O 0

The present invention provides a process for

1- (3, 4-di chl or obenzyl) - 5- oct yl bi guani de or

t hereof, the process conprising reacting
(IZIIWRNQFIGNMQAEHWMPMIS)IED&JBE)ERfFHE REYEROTCOORERATION TREATY (PCT)

pr oduci ng
a salt

3, 4- dichlorobenzylanine or g

(19) “%%E%t 1R§t§1§ J%‘:ﬁ fal‘ég%{'” al e

tr tOn
tenperature usi ng generw

(43) (e finahBLQBGNBHL ) - 5- O
t levierrh 20081 (08930068)uced in

fataTAVi nrococ o

salt thereof,
\cordlnﬁmto t he

A
s RN

' bi guaniol ﬁlt@hatﬁnzﬂ Plublication Number

in an

HANRA L IEIIIIIIIHHHIIIIIIIIIIIIII|I|I|| N

and

Lgh yi eW (2008026759 Al

wAJ y P LEAAAYE"E"]
(51) International Patent Classification:
CO7C 277/08 (2006.01) CO7C 279/26 (2006.01)

(21) International Application Number:
PCT/IP2007/067107

(22) International Filing Date: 28 August 2007 (28.08.2007)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:
2006-232922 30 August 2006 (30.08.2006) JP
(71) Applicant (for all designated States except US): OT-
SUKA PHARMACEUTICAL CO., LTD. [JP/P];
9, Kanda-Tsukasamachi 2-chome, Chiyoda-ku, Tokyo,

1018535 (JP).

(72)
(75)

Inventors; and

Inventors/Applicants (for US only): OKAICHI, Yoshi-
hiko [JP/JP]; c/o OTSUKA PHARMACEUTICAL
CO., LTD., 224-18, Ebisuno, Hiraishi, Kawauchi-cho,
Tokushima-shi, Tokushima, 7710182 (JP). TADA,
Nobuhito [JP/JP]; c¢/o OTSUKA PHARMACEUTICAL
CO., LTD., 224-18, Ebisuno, Hiraishi, Kawauchi-cho,
Tokushima-shi, Tokushima, 7710182 (JP). NOMI,
Daisuke [JP/JP]; c/o OTSUKA PHARMACEUTICAL
CO., LTD., 224-18, Ebisuno, Hiraishi, Kawauchi-cho,
Tokushima-shi, Tokushima, 7710182 (JP). FUJITA,
Nobuhisa [JP/JP]; c¢/o OTSUKA PHARMACEUTICAL
CO., LTD., 224-18, Ebisuno, Hiraishi, Kawauchi-cho,
Tokushima-shi, Tokushima, 7710182 (JP). TSUJI, Koichi
[JP/IP]; ¢/o OTSUKA PHARMACEUTICAL CO., LTD.,
224-18, Ebisuno, Hiraishi, Kawauchi-cho, Tokushima-shi,
Tokushima, 7710182 (JP). YAMAGUCHI, Taizo
[JP/IP]; ¢/o OTSUKA PHARMACEUTICAL CO., LTD.,

224-18, Ebisuno, Hiraishi, Kawauchi-cho, Tokushima-shi,
Tokushima, 7710182 (JP). MUGURUMA, Yasuaki
[JP/IP]; c/lo OTSUKA PHARMACEUTICAL CO., LTD.,
224-18, Ebisuno, Hiraishi, Kawauchi-cho, Tokushima-shi,
Tokushima, 7710182 (JP). TSUJIMORI, Hisayuki
[JP/IP]; c/lo OTSUKA PHARMACEUTICAL CO., LTD.,
5006-5, Aza Higashiyama, Omagari, Yoshinogari-cho,
Kanzaki-gunSaga, 8420195 (JP).
(74) Agents: SAEGUSA, Eiji et al.; Kitahama TNK Building,
1-7-1, Doshomachi, Chuo-ku, Osaka-shi, Osaka 541-0045
dp).
(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, CH,
CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG,
ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, 1L,
IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK,
LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW,
MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL,
PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY,
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
M, ZW.
(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL, PL,
PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW, 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 receipt of
amendments

(54) Title: PROCESS FOR PRODUCING 1-(3,4-DICHLOROBENZYL)-5-OCTYLBIGUANIDE OR A SALT THEREOF

(57) Abstract: The present invention provides a process for producing 1-(3,4-dichlorobenzyl)-5-octylbiguanide or a salt thereof,
the process comprising reacting 1-cyano-3-octylguanidine or a salt thereof, with 3,4-dichlorobenzylamine or a salt thereof, in an
ester-based organic solvent. According to the present invention, the reaction can be carried out at a low temperature using general-
purpose equipment, and 1-(3,4-dichlorobenzyl)-5-octylbiguanide or a salt thereof can be produced in a high yield by a safe and easy
process.



