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1-Ethyl-6-fluoro-1, 4-dihydro-4-oxo-7-(1-piperazinyl)-
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Table 1 Mode of administration of drugs to rats
Groups | Sex Body(gv)veight N(r)ét;)f Daily dose | Route [ Duration
Control | male 555.6+15.4 9*
(Distilled - p.o. 6 months
water) | female | 320.0+ 5.9 10
male 538.8+17.3 10
AM-715 0Omg/kgX 1 .0. 6 th
fomale | 305.1: 58 | o+ | Comekex!| po months
KM male 330.3+12.8 3 200mg/kgx 2 | s.c. 27 days
SM male 313.3+ 7.7 3 400mg/kgX2 | s.c. 27 days

* One of 10 rats in each group died owing to technical failure of

oral administration.
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Table 2 Influence of AM-715 and aminoglycosides on the auditory and
vestibular functions in rats
gt Noi of rats | Auditory test* Vestibular test**
ested  [6KHz 12KHz [ 0 1 2 3 4 5%++

Control (Distilled water) 19 19 19 19 0 0 0 0 O
AM-715 500mg/kg 6 months 19 19 19 19 0 0 0 00
KM 200mg/kg 27 days 3 0 0 3000 00
SM 400mg/kg 27 days 3 3 3 03 00 30

* Number of rats showing pinna twitch reflex
+* Number of rat showing vestibular impairment
#++ 0-5 represents from normal to severe vestibular trouble
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AUDITORY TOXICITY TESTS OF AM-715 IN RATS

TsutoMu IRIKURA, SusuMU SHoJ1I, TSUNEYUKI HosokAwaA and Hipeo OHKUBO

Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

Auditory toxicity of AM-715 was studied in the rats which had been administered orally at a dose of 500mg/kg/day

for 6 months.

All of the rats responded to acoustic stimuli of 12 kHz and 6 kHz, respecitively. No influence of AM-715 on
vestibular function was observed. In addition, no pathological change in the Corti’s organ was observed by the

scanning electron microscopy.



