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Fig.2.  Plasma concentrations of NM394 after intravenous injection of NM394 (5mg/kg) and oral administration of NM441 (20mg/kg)

to rats (n=5), rabbits (n=3), dogs (n=4) and monkeys (n=3)

Each point represents the mean+SD.

The curves show the model-prediced values.
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Table 1. Pharmacokinetic parameter values of NM394 after intravenous injection of NM394 (5mg/kg)
and oral administration of NM441 (20mg/kg) to rats, rabbits, dogs and monkeys
Route Parameter Unit Rats Rabbits Dogs Monkeys
n 5 3 4 3
n® 1/h — — — 17.1  £2.9
a® 1/h 9.35 4.03 6.56 +1.15 0.457 +0.156
s 1/h 0.335 0.219 0.141+0.013 0.0623+0.0232
iv. kz,® 1/h 2.03 0.966 1.49 +0.60 2.49 *0.70
ks 1/h - — — 0.139 +0.041
\2 L/kg 0.980 0.856 0.788+0.187 0.334 +0.041
Tip2, B h 2.07 3.16 4.96 +0.47 12.0 3.7
AUCy-® ug-h/ml 3.38 6.84+1.04 10.9 0.8 1.1 +2.2
n 5 3 4 3
Thax h 1.0 0.25+0.00 1.5 +0.6 4.0 =£2.0
Crax pug/ml 1.47 0.78+0.56 2.00 +£0.43 0.97 £0.36
p.o. ke® 1/h 2.22 3.12 0.73740.109 0.265 +0.124
Thag® h 0.0971 0.0000 0.158+0.028 0.261 +0.161
F® bioavailability 0.357 0.0867 0.401+0.067 0.220 +0.023
Fo bioavailability 0.389 0.0906 0.422+0.068 0.249 +0.061
AUC,..0 ug-h/ml 5.25 2.48+0.65 18.4 =+3.2 10.8 1.4

Each value is the mean+SD.

® estimated by a simultaneous nonlinear least-squares fitting of two or three compartment open model to plasma
concentrations of NM394 (the mean values in rats and rabbits and the individual values in dogs and monkeys) after

intravenous injection and oral administration
®  derived by 0.693/8

@ calculated by a trapezoidal rule including extraporation to infinity

@ ([AUClp.0./[AUCJi.v.) X ([Doseli.v./[Doselp.o.)
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Absorption of NM441 in various animal species

Yoshio Okuyama, Kazuo Momota and Akira Morino
Research Laboratories, Nippon Shinyaku Co., Ltd.
Nishiohji-Hachijo, Minami-ku, Kyoto 601, Japan

The absorption of NM441 was studied in rats, rabbits, dogs and monkeys after intravenous injection and
oral administration. The following results were obtained.

1) After oral administration of 20mg/kg of NM441, NM441 was not detected in blood.

2) After intravenous injection of 5mg/kg of NM394 and oral administration of 20mg/kg of NM441, the
half-lives of the elimination phase (T,,,, 8) of NM394 were 2.07, 3.16, 4.96 and 12.0h in rats, rabbits, dogs
and monkeys, respectively.

3) After oral administration of 20mg/kg of NM441, the plasma concentration of NM394 reached
maxima at 1.0, 0.25, 1.5 and 4.0h in rats, rabbits, dogs and monkeys, respectively. Maximal concentrations
in rats, rabbits, dogs and monkeys were 1.47, 0.78, 2.00 and 0.97xg/ml, respectively.

4) The bioavailability of NM441, calculated from the ratio of AUC values for plasma NM394 concen-
tration after intravenous injection of NM394 and oral administration of NM441, was 38.9, 9.06, 42.2 and
24.99% in rats, rabbits, dogs and monkeys, respectively.



