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Fig.1 Body weight of male rats in fertility
study of TMS-19-Q
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Fig.2 Food intake of male rats in fertility
study of TMS-19-Q
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Fig. 3 Water intake of male rats in fertility
study of TMS-19-Q
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Fig.4 Body weight of female rats in fertility
study of TMS-19-Q
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Fig.5 Food intake of female rats in fertility
study of TMS-19-Q
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Fig. 6 Water intake of female rats in fertility

study of TMS-19-Q Table 1 Effect of TMS-19-Q on mating and fertility

of rat in fertility study
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Table 2 Effect of TMS-19-Q on rat fetuses in fertility study

Dose (mg/kg) Control 125 200 1.000
No. of mothers 15 18 19 20
No. of corpola lutea (/dam) 15.2-1.8 14.7-1.4 15.1°1.6 14.8 1.6
No. of implants (/dam) 14.5-1.7 14.0+1.1 14.3-1.8 13.8-2.0
Implantation rate (%) 95.7 95.7 | 94.4 93.4
No. of survivors (/dam) 13.7-2.1 13.5+1.4 ‘ 13.6-2.0 13.1-2.0
Dead or resorbed 5.6 3.6 y 4.3 5.2
Male ratio 0.48 0.49 | 0.48 0.51
External anomalies 0 0 i 0
Visceral anomalies 4 3 4 5°
Body weight male 5.1920.27 5.20+0.27 5.10=0.34 5.020.31
(g) female 4.90-0.24 1.85-0.36 1.85-0.33 1.81-0.29
Body length male 4.13+0.22 4.0740.14 4.02-0.11° 4.01-0.12°
(em) female 3.980.09 3.97-0.15 3.94:0.11° 3.97-0.11
Tail length male 1.46-0.05 1.49-0.06 1.45-0.05 1.44-0.07
fem) female 1.48-0.06 1.50-0.08 | 1.46-0.05 1.47+0.07
Placental weight male 0.39-0.03 0.41-0.0¢4 | 0.39-0.05 0.39-0.03
(g) female 0.37+0.03 0.39-0.05 0.3840.04 0.39-0.04

1) exencephaly:1, 2 hvdronephrosis: 2, V.S.D.:2, 3) hydrocephaly:1, \.S.D.:2, 4) Vos.D.o2,
exencephaly+anophthalmia: 1, \.S.D. -+ curvature of retina:1, § hyvdrocephaly: 1, V.S.D.: 1,
curvature of retina:1, hvdrocephaly=\.S.D.: 1, hydronephrosis=\.S.D.: 1

' P<0.05
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Table 3 Skelotal observation of fetuses from rats treated with TMS-19-Q in fertility study

Dose (mg/kg) Control 125 500 1,000

No, of fetuses examined 102 122 130 132
No. of anomalies 0 0 0 0
No. of variations

Cervical rib 1 1 1 1

Lumber rib 6 7 18 12

Pre-sacral vertebrae 0 0 0 0
Status of ossification.

No. of ossified sternebrae 5,940.1 5.940,1 6.0£0.0 5.94+0.1

No. of ossified caudal veriebrae 5.5+0.5 5.4+0.5 5.610.6 5.410.5

No. of ossified fore-limb phalanges 7.7+0.3 7.6+0.4 7.7+0.3 7.84+0.2

No. of ossified hind-limb phalanges 6.641.3 6.8£1.2 6.541.4 6.5£1.0

Photo. 1

Control, Hydronephrosis

Photo. 2 TMS-19-Q 500mg/kg, Exencephaly+
Anophthalmia
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REPRODUCTION STUDY OF TMS-19-Q (I)

FERTILITY STUDY IN RATS

Yosuiro Kosayasur, Mariko Supa, MASANORI SASAKI,

Hirosur Kueota and Kazuo Havavno

Toxicological Research Laboratories, Toyo Jozo, Co., Ltd.

Fertility study of TMS-19-Q, a new semi-synthetic antimicrobial agent,

Wistar rats.

was carried out in Jcl-

TMS-19-Q at daily dose of 125, 500 and 1,000mg/kg was orally administered to male rats for 63

days and to female rats for 14 days.
mating for 10 days.
effects on implantation and fetal development.

Males and females treated at same dose levels were paired to
Dosing to female was continued up to the day 7 of pregnancy to test drug

TMS-19-Q did not affect on the body weight gain, food consumption and water intake in male and

female rats.
ovulation, implantation and fetal survival,
ratio at any dose of TMS-19-Q.

There were no change on mating and fertility or spermatogenesis, oogenesis, insemination,
anomalies (external, visceral and skeletal), growth and sex

From these results, the maximum safety dose of TMS-19-Q in rat fertility study was estimated to

be 1,000mg/kg.



