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Table 1 LD;, values of L-105 in mice, rats and dogs

Species | Route | Sex Dose range Animals/Group LD;, (mg/kg)*
(mg/kg)
Mouse | i.v. M 2724~4800 10 >4800
F 2724~4800 10 4117 (3776~4708)
i.p. M 3977~8000 10 6783 (6272~7411)
F 3977~8000 10 6424 (5973~6888)
s.c. M 3977~8000 10 >8000
F 3977~8000 10 Approximately 8000
p-o M 5000~10000 10 >10000
F 5000~10000 10 >10000
Rat i.v. M “ 3050~4800 10 4222 (3953~4637)
F 3050~4800 10 4281 (3999~4753)
i.p. M 4574~8000 10 > 8000
F 4574~8000 10 >8000
s.C. M 4574~8000 10 >8000
F 4574~8000 10 > 8000
p-o M 5000~10000 10 >10000
F 5000~10000 10 >10000
i.m. M 2500~5000 10 > 5000
F 2500~-5000 10 >5000
Dog i.v. M 2500~5000 1 2500~5000
F 2500~5000 2 2500~5000

* Calculated by probit method

Values in parentheses: 95% confidence limit
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ACUTE TOXICITY STUDY OF L-105 IN MICE, RATS AND DOGS

SETsURO Takita and HiperosHi TAkAGI

Toxicology Laboratory, Lederle (Japan), Ltd.

ATtsusHi NakaMURA and Nosuo NISHIMURA

Bozo Research Center, Inc.

Acute toxicity study of L-105, a new cephalosporin compound with a broad spectrum of
antimicrobial activity, was carried out in Crj:CD-1 (ICR) mice, Crj:CD (SD) rats and beagle
dogs. The animals were observed for mortality and clinical signs for 14 days after administration.
The LD;, values were calculated by the probit method, based on 14 day mortality data.

The following results were obtained.

1. The LD;, value in i.v. was 4,800 mg/kg and above for male and 4, 117 mg/kg for female,
that in i.p. was 6, 783 mg/kg for male and 6, 424 mg/kg for female and that in s.c. was 8, 000 mg/kg
and above for male and about 8, 000 mg/kg for female in mice. The LD;, value in i.v. was 4, 222
mg/kg for male and 4, 281 mg/kg for female and those in i.p. and s.c. were 8 000 mg/kg and above
for both sexes in rats. The LDy, value in i.m. was 5,000 mg/kg and above for both sexes in rats.
The LDj, value in p.o. was 10, 000 mg/kg and above for both sexes in both rats and mice. The
LD;, value in i.v. was between 2,500 and 5,000 mg/kg for both sexes in dogs.

2. Main clinical signs observed in mice and rats included decreased locomotor activity, prone
position, ptosis, abnormal gait, and bradypnea. Additionally, clonic and tonic convulsion were seen
in the animals which died due to respiratory arrest by the high dose parenteral treatment of
L-105. Main clinical signs observed in dogs were as follows; salivation, vomiting, bradypnea,

decreased locomotor activity and muscle tone, swelling and flush of perioral area, and melena.



