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Table 1. Pharmacokinetic parameters of loracarbef, cefaclor and cephalexin after oral
administration of 50 mg/kg in various animals

Animal Antibiotic C max (ug/ml) Ty ) AUC _, (ug-h/ml)
loracarbef 57.6 0.48 53.5
Mouse cefaclor 50.6 0.46 46.6
cephalexin 68.6 0.55 73.0
loracarbef 19.1 1.31 49.3
Rat cefaclor 9.6 1.03 21.6
cephalexin 12.9 1.41 44.0
Dog loracarbef 42.3 2.63 207.9
(9.7 (£0.35) (+40.1)
cefaclor 29.5 1.65 87.2
(£7.7) (+0.37) (+22.0)
Monkey loracarbef 16.0 1.27 63.1
(+2.8) (x0.11) (+9.8)
cefaclor 10.0 1.94 31.7
(x1.7 (%0.12) (+1.6)

Mean + SD
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Fig. 1. Plasma levels of loracarbef, cefaclor and cephalexin after oral administration of 50 mg/kg in mice.
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Fig. 2. Plasma and tissue concentrations of loracarbef after oral administration of 50 mg/kg in mice.
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Fig. 3. Plasma and tissue concentrations of cefaclor after oral administration of 50 mg/kg in mice.
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Fig. 4. Plasma and tissue concentrations of cephalexin after oral administration of 50 mg/kg in mice.
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Fig. 5. Plasma levels of loracarbef, cefaclor and cephalexin after oral administration in rats (n=5, mean*SD).
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Fig. 6. Plasma and tissue concentrations of loracarbef after oral administration of 50 mg/kg in rats (n=5, mean+SD).
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Fig. 7. Plasma and tissue concentrations of cefaclor after oral administration of 50 mg/kg in rats (n=>5, mean *SD).



voL.41 S-3 Loracarbef D EEREY I1Z 51T % EHBHRE .

1004 ]
——O0—— Plasma

4 — @ =  Liver

C)

8
E

)
3

g 50

5

b=}

]

L

g

o

&)

0 T e — b T T T
60 120 240 360 480
Time (min)

Fig. 8. Plasma and tissue concentrations of cephalexin after oral administration of 50 mg/kg in rats (n=>5, mean * SD).
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Fig. 9. Plasma levels of loracarbef and cefaclor after oral administration of 50 mg/kg in dogs (n=4, mean + SD).
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Fig. 10. Plasma levels of loracarbef and cefaclor after oral administration of 50 mg/kg in monkeys (n=3, mean *SD).
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Fig. 11. Cumulative urinary excretion of loracarbef and

cefaclor in mice.
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Fig. 12. Cumulative urinary excretion of loracarbef and

cefaclor in rats (n=5, mean*SD).
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Fig. 13. Cumulative urinary excretion of loracarbef and

cefaclor in dogs (n=4, mean* SD).
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Pharmacokinetics of loracarbef, a new oral carbacephem,
in experimental animals

Kinya Yamashita, Motoko Ueno and Kiyoshi Sato
Pharmaceutical Research Laboratories, Kyowa Hakko Kogyo Co., Ltd.,
1188 Shimotogari, Nagaizumicho, Suntogun, Shizuoka 411, Japan

We studied the pharmacokinetics of loracarbef (LCBF), a new oral carbacephem, in mice, rats,
dogs and monkeys. The Cmax of LCBF after oral dosing of 50 mg/kg was 57.6 xg/ml in mice, 19.1
pg/ml in rats, 42.3 pg/ml in dogs and 16.0 xg/ml in monkeys, T;,2 was 0.48 hours in mice, 1.31
hours in rats, 2.63 hours in dogs and 1.27 hours in monkeys. The AUC was 53.5 ug-h/ml in
mice, 49.3 xg-h/ml in rats, 207.9 xg-h/ml in dogs and 63.1 xg-h/ml in monkeys. On the other
hand, the Cmax of cefaclor (CCL) after oral dosing of 50 mg/kg was 50.6 xg/ml in mice, 9.6
pg/ml in rats, 29.5 xg/ml in dogs and 10.0 xg/ml in monkeys. T,,, was 0.46 hours in mice, 1.03
hours in rats, 1.65 hours in dogs and 1.94 hours in monkeys. The AUC was 46.6 pg-h/ml in mice,
21.6 pg-h/ml in rats, 87.2 xg-h/ml in dogs and 31.7 pg-h/ml in monkeys. The Cmax value of
LCBF was greater than that of CCL in all test animals, and the AUC value of LCBF was over two
times greater than that of CCL in rats, dogs and monkeys.

After oral administration of LCBF, the drug was rapidly distributed to liver, kidney, lung and
spleen tissues in mice and rats. The levels of LCBF were higher than those of CCL in both species.

The urinary excretion rate of orally administered LCBF within 24 hours was 81.7% in mice,
56.1% in rats, 67.8% in dogs and 49.2% in monkeys, higher than those of CCL (62.0%, 36.1%,
11.6% and 18.2%, respectively).



