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Fig. 2 Effect of intravenous infusion of AM—~715 and
nalidixic acid on the femoral blood pressure
in cats.
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Fig. 3 Effect of intravenous infusion of AM-715
(40mg/kg) on ERG of cat

ERG was measured under the following condition.
(Gallamine-immobilized, artificial respiration, Time
constant: 0.01 sec, Stimulus intensity: 20 joules-30cm)
Vertical calibration: 4Q0xV, Horizontal calibration:
50 msec.
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Fig. 4 Effect of intravenous infusion of nalidixic acid
(40mg/kg) on ERG of cat

ERG was measured under the following condition.
(Gallamine-immobilized, artificial respiration, Time
constant: 0.01 sec, Stimulus intensity: 20 joules-30cm)
Vertical calibration: 400uV, Horizontal calibration:
50 msec.
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Fig. S Effect of AM-715 on the ERG of cat.

AM-715 was administered orally at a dose of 200mg/
kg/day for 2 weeks. ERG was measured under the
following condition.

(Ketamine-anesthetized, Time constant: 0.03 sec,
Stimulus intensity: 10 joules-30cm)

Vertical calibration: 200uV, Horizontal calibration:
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Table 1 Changes in ERG components of cats treated orally with AM-715 for 2 weeks

AM-715-treated

No-treated SOmg/ks 100mg/kg
Latency (msec)
a 7.8:0.2 7.5:0.0 7.6+0.1
op, 14.5:0.4 14.3:0.2 14.1£0.6
op, 22.0:0.5 20.1+0.6 20.3z1.1
b 36.3:1.0 33.9:2.8 35.5¢3.0
Amplitude (V)
a 338127 30952 304+ 58
atb 704157 674189 7184136

The values represent the meantS.E. for no-treated group (n=8), 50mg/kg/day-treated group (n=3)

/day-treated group (n=4).
ERG was measured under %. %

e followmg condition.

(Gallamine-immobilized, artificial respiration, Time constant: 0.01 sec, Stimulus intensity: 20

joules-30cm)

Table 2 Changes in ERG components of cats treated orally with AM—715 for 2 weeks

Before

After administration

7th day 14th day
Latency (msec)
a, 6.0£0.2 6.0£0.2 6.3:0.2
a, 14.0+0.3 14.010.3 14.410.3
op, 17.3£0.2 17.3+0.3 17.6£0.1
op, 22.3+0.4 22.1:0.4 22.5+0.3
b 43.810.6 43.910.5 44.510.3
Amplitude (uV)
a 161110 177+ 9 1712 7
a+b 716138 73530 721:40

AM-715 was administered orally at a dose of 200mg/kg/day for 2 weeks. The values represent

the meantS.E. of 5 cats.

ERG was measured under the following condition.

(Ketamine-anesthetized, Time constant: 0.03 sec, Stimulus intensity: 10 joules-30cm)
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Table 3 Changes in ERG components of cats treated orally with nalidixic acid for 2 weeks

After administration

Before 7th day 14th day
Latency (msec)
a, 5.7¢0.2 6.9:0.8 6.4:0.4
a, 13.5:0.3 18.2+1.7 14.7:0.8
op, 16.9:0.3 22.2:2.4 19.5:0.4
op, 22.0:0.3 26.5+2.8 24.8:0.4
b 43.5:0.6 50.2¢3.4 45.510.5
Amplitude (uV)
a 155+ 8 118+ 9 151+ 8
at+b 631141 378153 575130

Nalidixic acid was administered orally at doses of 100—-200mg/kg/day for 2 weeks. The values

represent the meaniS.E..

Before: The values were calculated for 9 cats.

7th day: The ERG measurements were performed for 6—8 cats, but the cases in which any
component had been abolished were omitted from the calculation of the mean:S.E..
14th day: The values were calculated from the ERG components of 4 cats survived at the

time of measurement.

ERG was measured under the following condition.

(Ketamine-anesthetized, Time constant: 0.03 sec, Stimulus intensity: 10 joules-30cm)

Fig. 6 Effect of nalidixic acid on the ERG of cat

Nalidixic acid was administered orally at doses of
100-200mg/kg/day for 2 weeks. ERG was measured
under the following condition.
(Ketamine-anesthetized, Time constant: 0.03 sec,
Stimulus intensity: 10 joules-30cm)

Vertical calibration: 200uV, Horizontal calibration:
50 msec.
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Photo 1 The retina of a cat in
AM-715 group (X 66)

Photo 2 The retina of a cat in NA
group Wave-like arrange-
ment of outer nuclear layer

(X 66)

Photo 3 The retina of a cat in NA
group Edema of nerve fiber
layer (X 66)
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INFLUENCE OF AM-715 ON THE RETINA OF CATS

Tsutomu IRIKURA, TAKASHI HIRAYAMA, HIDEO OHKUBO, YUKIO ITOH AND KEIGO NISHINO
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

The influence of AM-715 on the retina was studied by electroretinogram (ERG) and histopathological observation

in cats and compared with that of nalidixic acid.

1. AM-715 and nalidixic acid were infused intravenously (0.8 ml/min) at a dose of 40 mg/kg.

AM-715 caused no remarkable change in ERG. In contrast, nalidixic acid caused a prolongation of latency fol
lowed by an abolition of op and b waves in ERG components.

2. AM-715 was administered orally at doses of 50, 100 and 200 mg/kg/day for 2 weeks. There was no remarkable
changes in ERG and histopathological observation of the retina. Nalidixic acid was administered orally at doses of
100~200 mg/kg/day for 2 weeks. In ERG components and histopathological observation of the retina, abnormalities

were observed in a majority of cats used.

From these results, it was concluded that AM-715 had no retinal toxicity in cat.



