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Fig. 1. Blood and plasma concentrations of radioactivity

after a single oral administration of [**C] grepafloxacin
at a dose of 20 mg/kg in monkeys (mean+SE, n=3).
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Fig. 2. Blood and plasma concentrations of radioactivity
after a single oral administration of ['*C] grepafloxacin
at a dose of 20 mg/kg in dogs (mean+SE, n=3).
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Table 1. Plasma protein binding of
[14C] grepafloxacin in vitro

Concentration Binding (%)
(ug/ml) Monkey Dog
0.1 43.6+1.2 41.1+1.8
1.0 456+1.1 40.7+0.7
5.0 476%1.1 41.3+1.2

Each value represents the mean + SE for four samples.
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Table 2. Plasma protein binding of radioactivity after a single oral administration of
[**C] grepafloxacin in monkeys and dogs

Monkey V Dog ?
Time Concentration Binding Time Concentration Binding
0 (ug eq./g) (%) () (ug eq./ml) (%)
3 3.03 46.3 1 4.69+0.31 46.8+1.8
6 2.39 45.8 6 2.43+0.35 47.5+2.9
12 1.24 45.7 12 0.84+0.17 46.5+1.8

1) 20 mg/kg, each value represents the mean value for three monkeys.
2) 20 mg/kg, each value represents the mean+ SE for three dogs.
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Fig. 3. Cumulative excretion of radioactivity in urine and
feces after a single oral administration of
[C] grepafloxacin at a dose of 20 mg/kg in monkeys
(mean+SE, n=3).
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Fig. 4. Cumulative excretion of radioactivity in urine and
feces after a single oral administration of
[**C] grepafloxacin at a dose of 20 mg/kg in dogs
(mean+SE, n=3).
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Pharmacokinetics of Grepafloxacin (III)
— Absorption and excretion after an oral administration of
["C] grepafloxacin in monkeys and dogs—

Hitoshi Akiyama and Masaaki Odomi
Tokushima Research Institute, Otsuka Pharmaceutical Co., Ltd.
463-10 Kagasuno, Kawauchi-cho, Tokushima 771-01, Japan

F.P. Stewart and R. Hopkins
Hazleton UK

Katsuyuki Hori and Kazumi Ichige
Daiichi Pure Chemicals Co., Ltd.

The absorption and excretion of radioactivity after a single oral administration of [*C] grepafloxacin
(GPFX) at 20 mg/kg were investigated in monkeys and dogs.

1. The mean plasma concentration of radioactivity reached a maximum of 3.29ug eq./g at 2 hours in
monkeys, and declined thereafter with a biological half-life of 5.9 hours. The AUC during the period of 0
~48 hours was 39.6ug eq. h/g. The blood concentration was higher than 0.8~1.3 times the plasma
concentration.

2. The mean plasma concentration of radioactivity reached a maximum of 4.80xg eq./ml at 2 hours in
dogs, and declined thereafter with a biological half-life of 3.8 hours. The AUC during the period of 0~24
hours was 38.3ug eq. h/ml. The blood concentration was higher than 0.9~ 1.2 times the plasma
concentration.

3. The in vitro binding rates of ['*C]GPFX to monkey and dog plasma were 41%~48%, with no
concentration-dependency. The in vivo binding rates of GPFX to monkey and dog plasma were 45.7%~
47.5%, similar to the in vitro rates.

4. The urinary and fecal excretion rates of radioactivity during the period of 0~ 120 hours in
monkeys were 13.1% and 54.1%, respectively, of the administered dose.

5. In dogs, the urinary and fecal excretion rates of radioactivity during the period of 0~ 168 hours
were 16.0% and 80.3%, respectively, of the administered dose.



