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AN 1998:1 ADISINSIGHT

SO Adis R&D Insight

DN 000001

CDAT Jun 30, 1998

CN Benidipine

CN KW 3049; Nakadipine

CN 3,5-Pyridinedicarboxylic acid, 1,4-dihydro-2,6-dimethyl-4-(3-
nitrophenyl)-, methyl 1-(phenylmethyl)-3-piperadinyl ester,
(R* ,R*) = (+-)~

CN Coniel

MF C28 H31 N3 06

RN 105979-17-7

STR

Ph N
\/

O2N

RN 91599-74-5

CcC EPHMRA ATC CODE: C8A Calcium Antagonists, Plain
cC WHO ATC CODE: C08C-A Dihydropyridine derivatives
HDP Launched

DSTA Launched, Japan, Angina pectoris
Launched, Japan, Essential hypertension
Phase III, Italy, Angina pectoris
Phase III, Italy, Essential hypertension
Phase II, Germany, Angina pectoris
Phase II, United States, Angina pectoris
Phase II, United Kingdom, Angina pectoris
Phase II, Germany, Essential hypertension
Phase II, United States, Essential hypertension
Phase II, United Kingdom, Essential hypertension

ORIGINATOR: Kyowa Hakko (Japan)
PARENT: Kyowa Hakko
LICENSEE: Crinos
OTHER: Ranbaxy Laboratories
0s 800375302; 800498965; 800193530
WC 554
TX TEXT

Introduction:

Benidipine (nakadipine, KW 3049) is a calcium antagonist. It is
being developed by Kyowa Hakko for the treatment of essential
hypertension and angina pectoris. It has been launched in Japan, has
been approved in India, and is undergoing phase III clinical trials
in Italy and phase II trials in Germany, the United Kingdom and the
USA. Benidipine is licensed to Crinos.

TX EVALUATION:
Hypertension 80 (PO).
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(HEX)
COMMERCIAL SUMMARY:
Hypertension/ Angina/Ca antagonist

Company Major Launch Commercial Patent
Markets Date value Expiry
Kyowa Hakko Jap 1991 $100-250m sup(c) na

Footnote description

¢ - company sales total

Copyright (C) Lehman Brothers International. All rights reserved.
04-Mar-96

PHARMACOLOGY OVERVIEW:
Pharmacodynamics:
Coronary and cerebral vasodilatory effects in vivo; marked
BP-lowering effects; diuresis; natriuresis
Mechanism of action:
Calcium channel antagonists
Ion channel antagonists

CLINICAL OVERVIEW:

Route(s) of Administration: PO
Adverse events:

rare: Diarrhoea, Oedema.

Adverse Events:

In 55 patients with essential hypertension receiving benidipine 2-8
mg/day for less than or equal to 1 year, adverse events included
lightheadedness (n = 1), diarrhoea (1) and peripheral oedema (1)/1/.

PHARMACOLOGY :

Pharmacodynamics (Hypertension):

Preclinical studies: the long term effects of ceronapril 40
mg/kg/day, AE 0047 20 mg/kg/day and benidipine 10 or 20 mg/kg/day

L]
Pharmacodynamics (Ischaemic Heart Disease):
Benidipine suppresses ischaemic ECG changes and attenuates ST and T

THERAPEUTIC TRIALS:

Hypertension:

In patients with essential hypertension (n = 21), oral once daily
benidipine 4 mg/day for 2 weeks produced a long lasting reduction in

RDAT KNTE
30 Jun 1998 Lehman Brothers International data has been updated
27 May 1998 Lehman Brothers International data has been updated

1. Imazu M, Yamabe T, et al. Antihypertensive effects and safety of
long-term treatment with benidipine hydrochloride in essential
hypertensive patients. Shinryvo to Shinyaku. 32: 995-1005, 1995.
(Japanese). 800375302

2. Ohta Y, Chikugo T, et al. Long term therapeutic effects of ACE
inhibitor and calcium antagonists on hypertensive vascular
lesions in M-SHRSP. Clinical and Experimental Pharmacology and
Physiology. (Suppl. 1): 103, 1994. (English).

3. Shimamoto H, Shimamoto Y. Benidipine counteracts sodium-induced
alterations in systemic and regional hemodynamics. Blood
Pressure. 6: 18-23, Jan 1997. (English). 800498965

4. Nakanishi T, Takahashi H, et al. Effects of benidipine
hydrochloride on 24-hour blood pressure. Current Therapeutic
Research. 53: 270-276, Mar 1993. (English). 800193530
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ACCESSION NUMBER: 1998:1107 ADISINSIGHT

SOURCE: Adis R&D Insight

DOCUMENT NO: 001241

CHANGE DATE: May 15, 1996

GENERIC NAME: LND 796

SYNONYM: LNF 209

CHEMICAL NAME: Androstane-17-carboxylic acid,

l4-amino-3~-( (6-dexoxy-alpha~L-
mannopyranosyl)oxy) -, methyl ester, (3beta, 5beta,
l14beta, 1l7beta)-

TRADE NAME: Cordil
MOLECULAR FORMULA: C27 H45 N Q7
CAS REGISTRY NO.: 118549-42-1
STRUCTURE:

i H H

OH
RELATED CAS REG. NO.: 122322-73-0
EPHMRA ATC CQDE: ClAl Plain cardiac glycosides
WHO ATC CODE: CO0lA Cardiac Glycosides
HIGHEST DEV. PHASE: Preclinical
COMPANY INFORMATION
ORIGINATOR: Nativelle (France)
PARENT: Procter & Gamble
OTHER: Procter & Gamble; Rohm
OTHER SOURCES: 800165260;
WORD COUNT: 253
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