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Fig. 1 Chemical structure of AM-715
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Fig. 2 Body weight changes of male mice treated orally with AM—715 before mating
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Fig. 3 Body weight changes of female mice treated orally with AM—715 before mating and after copulation’
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Fig 4 Food and water consumption changes of male mice treated orally with AM-715 before mating
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Table 1 Effects of AM-715 on copulation and pregnancy in mice

Dose (mg/kg) Control 125 250 500
No. of male 20 20 20 20
No. of female 20 20 20 20
Mating period 3.1:1.7Y) 2.9:1.4 2.7:0.8 2.4:0.9
1 5 2 2 5
2 0 4 4 3
3 10 11 12 10
Days of 4 2 2 2 2
copulation
after mating § 1 0 0 0
6 1 0 0 0
7 0 0 0 0
8 1 1 0 0
No. of copulation 20 20 20 20
(%) (100.0)? (100.0) (100.0) (100.0)
No. of pregnancy 20 20 19 20
(%) (100.0)? (100.0) ( 95.0) (100.0)
1): Mean + SD

2): (No. of copulated mice/No. of mated mice) X 100
3): (No. of pregnant mice/No. of mated mice) X 100
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Table 2 Effects of AM-715 on the mouse fetuses
Dose (mg/kg) Control 125 250 500
No. of pregnant mouse 20 20 19 20
No. of corpus luteum 308 304 285 285
15.4:2.09 15.2:1.8 15.0£2.5 14.2¢2.0
No. of implantation 262 267 251 229
13.1£3.1 13.3:1.5 13.2:1.4 11.4:2.3
Implantation rate 85.0 87.8 88.0 80.3
No. of resorption 22 20 20 25
(%) ( 83) (74 (19 (10.9)
No. of dead fetus 17 5 17 7
(%) (6.4 (18 (6.7 ( 3.0)
No. of surviving fetus 223 242 214 197
11.1+2.9 12.1£2.0 11.2+1.4 9.8+2.7
No. of male 121 129 115 83
No. of female 102 113 99 114
Sex ratio (M/F) 1.18 1.14 1.16 0.72
Fetal body weight (g)
Male 1.33:0.11 1.3210.12 1.30£0.10* 1.3410.18
Female 1.28+0.08 1.28+0.10 1.25+0.12% 1.29+0.13
Placental weight (mg)
Male 103.3+20.2 94.3+18.1* 90.2+15.6* 90.1+20.9*
Female 92.3:14.9 87.0+12.8* 81.8+16.9* 88.0:18.4
No. of gross malformation 2 0 0 2
(%) (0.8) ( 1.0)
Type
Cleft palate 2 0 0 2
1): Mean + SD

*: Significant difference from control (p<0.05)
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Table 4 Effects of AM~715 on the skeleton of mouse fetuses

Dose (mg/kg) Control 125 250 500

No. of fetus 165 174 155 141

Cervical vertebra

Atlas
Bifurcation 0 1( 0.5) 1( 0.6) 0
Forking 0 0 0 2(14)
Axis
Bifurcation 2( 1.2) 10( 5.7) 6( 3.8) 7( 4.9)
Forking 7( 4.2) 5( 2.8 15( 9.6) 8( 5.6)
Cervical rib 23(13.9) 21(12.0) 8( 5.1) 11( 7.8)
Sternebra
Asymmetry 3( 1.8) 4( 2.2) 2( 1.2) 10 7.0)*
Bifurcation
Position V 2( 1.2) 0 2( 1.2) 2( 1.4)
Position VI 0 2( 1.1 0 0
Retarded ossification
Position I-VI 0 0 1( 0.6) 0
Position V 0 0 10( 6.4)* 3( 2.1)
Position VI 4 2.4) (1D 2( 1.2) 321
Super-sternebra 2( 1.2) 7( 4.0) 2( 1.2) 1( 0.7)
Rib
Wavy 1€ 0.6) 1€ 0.5) 0 2( 1.4)
14 rib 30(18.1) 17¢ 9.7) 14( 9.0) 16(11.3)

Lumbar vertebra

Lumbar rib 27(16.3) 20(11.4) 16(10.3) 20(14.1)
Scapula
Flexure 0 0 0 1 0.7)

Sacral and caudal vertebra

1) *
No. of ossification 11.3+1.6 11.0+1.6 11.4+1.9 11.7£2.0

Each value of parenthesis was expressed as percentage.
1): Mean + SD
+: Significant difference from control (p<0.05)
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Table 3 Effects of AM-715 on the viscera of mouse fetuses

Dose (mg/kg) Control 125 250 500
No. of fetus 58 68 59 56
No. of fetus with abnormality 0 0 1(1.6)» 2(3.5)0)

Each value of parenthesis was expressed as percentage
a): Hydronephrosis
b): Complication with hydronephrosis and hydrocephalia

REPRODUCTION STUDIES OF AM-715 IN MICE
I. FERTILITY STUDY

TsutoMu IRIKURA, HIROSHI Suzuki and TsuToMU SUGIMOTO
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

Fertility study of AM-715, a new synthetic antibacterial agent, was carried out in mice.

AM-715, suspended in distilled water, was orally administered at daily doses of 125, 250 and 500 mg/kg before
mating (61 days) and through the mating period (8 days) in male mice; before mating (15 days), through the mating
period and till the day 6 of pregnancy in female mice. Each female mouse was mated with male one of the same dose
group, and all the female mice were sacrificed on the day 18 of pregnancy.

No effects of AM-715 on general symptoms, body weight and food consumption were found in both sexes of all
the dose levels. No effects of AM-715 on corpus luteum, implantation and fetus were observed in all the dose groups.
Some of external, visceral and skeletal abnormalities were observed in the control group and the dose groups, but
neither statistical difference as compared with the control group nor dose-dependent relationship was found in these
findings.

It is concluded from the present study that AM-715 has no untoward effects on the reproductive performance
and fetuses in mice.



