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® Fig. 1 Body weight changes of pregnant mice treated orally with AM-715
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Table 1 Preliminaly test of AM-71S§
Dose (mg/kg) Control 500 1000
No. of pregnant mouse 6 7 5
No. of implantation 76 96 72
12.6:0.89 13.7¢1.1 14.4:1.5
No. of resorption 1 7 2
(1.3) (7.2) 2.7
No. of dead fetus 0 2 1
% (2.0) (1.3)
No. of surviving fetus 75 87 69
12.5:0.8 12.4:2.0 13.8+2.2
No. of male 33 50 36
No. of female 42 37 33
Sex ratio (M/F) 0.78 1.35 1.09
Fetal body weight (g)
Male 1.32+0.10 1.25+0.09* 1.2810.05
Female 1.2810.11 1.20+0.09* 1.23:0.05
Placental weight (mg)
Male 86.9:16.1 81.2+13.4 78.0£13.4*
Female 85.7+17.5 76.2+£9.2* 75.7£15.2%
No. of gross malformation 0 0 1
(%) (1.4)
Type
Club foot 0 0 1
No. of skeletal malformation 0 0 0
1): Mean + SD

+: Significant difference from control (p<0.05)
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Fig. 2 Body weight changes of pregnant mice treated orally with AM-715
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Fig. 3 Food and water consumption changes of pregnant mice treated orally with AM-715
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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 21 21 21 21
No. of implantation 296 277 295 277
14.0:2.4") 13.1:1.9 14.0:2.2 13.1:2.1
No. of resorption 18 13 17 26
(%) 6.0 (4.6) 5.7 9.3)
No. of dead fetus 10 10 5 8
(%) (3.3 (3.6) (1.6) (2.8)
No. of surviving fetus 268 254 273 243
12.7£2.3 12.0£1.6 13.0£2.2 11.5:1.8
No. of male 134 127 135 124
No. of female 134 127 138 119
Sex ratio (M/F) 1.00 ‘1.00 0.97 1.04
Fetal body weight (g)
Male 1.30+0.13 1.26+0.11* 1.26+0.10* 1.26+0.13*
Female 1.2420.12 1.22+0.11 1.22:0.10 1.22+0.09
Placental weight (mg)
Male 88.7:14.7 82.4:11.5* 83.1:13.3* 85.5:12.4
Female 81.3+11.4 78.5¢12.4 79.1£11.9 79.9+11.8
No. of gross malformation 1 1 1 1
(%) (0.3) (0.3) (0.3) 0.4)
Type
Cleft palate 1 0 0 1
Kinky tail 0 0 1 0
No. of visceral malformation 0/817) 0/76 0/85 0/58

1): Mean + SD
2): No. of malformation/No. of examined fetus
+ : Significant difference from control (p<0.05)
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Table 3 Effects of AM—-715 on the skeleton of mouse fetuses

Dose (mg/kg) Control 12§ 250 500

. No. of fetus 187 177 188 185

Cervical vertebra

Atlas
Forking (1} 1( 0.5) 0 0
Axis
Bifurcation 1¢ 0.5) 1( 0.5) 1( 0.5) 1€ 0.9)
Forking 5( 2.6) 2( 1.1) 2( 1.0) 6( 3.2)
Bifurcation 1€ 0.5) 1€ 0.5) 0 0
Cervical rib 19(10.1) 22(12.4) 15( 7.9) 15( 8.1)
Sternebra
Asymmetry 4( 2.1) 3( 1.6) 3( 1.5) 6( 3.2)
Retarded ossification
Position I-VI 3¢ 1.6) 1¢ 0.5) 0 2( 1.0)
Position V 5¢ 2.6) 2( 1.1) 0 7 3.7
Position VI 1¢ 0.5) 0 0 0
Bifurcation
Position V 0 2 1.1) 5( 2.6) 1€ 0.5)
Super-sternebra 1( 0.5) 5( 2.8) 3( 1.5) 1( 0.5)
Thoracic vertebra
Adhesion of arch 1( 0.5) 0 0 0
Rib
14 rib 8( 4.2) 10( 5.6) 19(10.1)* 15( 8.1)
Adhesion 1( 0.5) 0 0 0
Wavy 0 0 0 1€ 0.5)
Lumbar vertebra.
Lumbar rib 18( 9:6) 20(11.2) 18( 9.5) 19(10.2)
Five lumbar vertebra 0 2( 1.1) 4( 2.1) 0
Sacral and caudal vertebra
No. of ossification 10.6+1.79 10.8:1.9 10.5+1.5 10.1:1.6*

1): Mean + SD
Each value of parentheses was expressed as percentage.

* : Significant difference from control (p<0.05)
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Table 4 Effects of AM—715 on delivery and postnatal development of F; mice

Dose (mg/kg) Control 125 250 500
No. of pregnant mouse 10 10 10 10
No. of delivery 10 10 10 10
Gestation period 18.940.3Y 19.0£0.0 19.1£0.3 19.0£0.0
No. of implantation site 138 128 147 135
13.8+1.9 12.8:1.8 14.7+¢1.2 13.5:1.5
No. of newborn mouse 129 118 134 122
12.9:2.0 11.821.6 13.4:1.8 12.2:1.4
No. of male 63 63 73 75
No. of female 66 55 61 47
Sex ratio (M/F) 0.95 1.14 1.19 1.59*
At birth 1.60+0.11 1.65:0.13* 1.60£0.16 1.5910.12
4-day old 2.82:0.43 2.95+0.53 2.69:0.43 2.92+0.28
M 1-week old 3.99:0.48 4.14:0.84 3.99+0.80 4.17:0.50*
ale
2-week old 6.121+0.82 6.40+1.03 6.21:0.94 6.48+0.83*
Body weight 3-week old 10.67+1.82 11.10+1.98 10.58+2.00 11.20+1.63
changes of 4-weekold  18.45:2.54  19.41:2.67*  18.49:2.86  19.48:2.25%
newborn -
mouse (Fy) At birth 1.57£0.17  1.62:0.17  153:0.14  1.50:0.13¢
® 4-day old 2.76+0.50 3.01+0.54* 2.60+0.44 2.8310.37
1-week old 3.93:0.69 4.23+0.87* 3.92+0.74 4.00:0.53
Female
2-week old 6.16+1.00 6.53+1.24 6.20+1.07 6.26+0.88

3-week old 10.64+2.07 11.124£2.43 10.63£2.21 10.53+1.84
4-week old 17.11£2.69 17.90+2.92 17.08+2.76 16.89+2.23

No. of gross malformation 1 0 1 0
(%) 0.7) 0.7)
Type
Short tail 1 0 0 0
Kinky tail 1 0 1 0
Birth rate (%) 93.4 92.1 91.1 90.3
Weaning rate  Male 100.0 96.8 98.6 98.6
(%) Female 96.9 98.1 98.3 97.8
1): Mean + SD

* : Significant difference from control (p<0.0S)



VOL. 29 S-4 CHEMOTHERAPY 203

Table 5 Effects of AM—=715 on growth, sexual function and functional tests of F; mice

Dose (mg/kg) Control 125 250 500

Opening days of auricles 37 16 3.8 3.7
(mean days)

Odontiasis 10.9 10.8 11.1 11.0
(mean days)

Opening dyas of eyelids 14.4 14.0 14.4 14.3
(mean days)

Descent of testes at 4-week old 87.3 90.1 81.9 89.1
%)

Opening of vagina 30.6 29.8 29.6 29.8
(mean days)

Functional tests (At 4-week old)

Abnormality of the behavior 0 0 0 0
h Aimormality of the sense equilibrium 0 0 0 0
Abnormality of the HAFFNER'S reflex 0 0 0 0
Abnormality of the corneal reflex 0 0 0 0
Abnormality of the pinna reflex 0 0 0 0
Abnormality of the righting reflex 0 0 0 0

Abnormality of the PREYER'S reflex 0 0 0 0
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Table 6 Effects of AM-715 on organ weights of F, mice at 4-week old

Dose (mg/kg) Control 125 250 500

No. of male 21 20 22 20
Body weight (g) 18.4: 2.7 19.6+ 3.0 18.7¢ 3.4 194+ 2.2
Brain 46.9+ 3.5 46.9+ 2.4 47.6+ 2.6 46.0¢ 2.7
Thymus 9.5+ 1.9 9.3+ 1.1 9.6+ 1.6 9.2+ 1.4
Heart 8.8+ 1.5 9.7+ 1.3 9.3: 1.2 9.4+ 1.0
‘Lung 17.12 4.7 16.6+ 2.7 16.7+ 2.4 15.1¢ 2.1
Liver 128.8:£22.3 137.3225.1 133.4£29.2 131.9£21.7
Pancreas 13.0¢ 4.1 12.3¢ 2.7+ 11.5¢ 3.2 127+ 3.0
Spleen 12,5+ 2.2 13.0+ 1.2 14.0+ 2.5* 14.1x 1.7¢
Kidney 31.1x 5.7 319+ 5.9 31.0+ 6.2 30.9+ 5.6
Testis and epididymis 12.6+ 3.8 15.2+ 3.2* 14.0+ 2.1 14.3:+ 1.5
No. of female 22 19 22 21
Body weight (g) 16.9+ 2.7 18.0¢ 2.9 17.3+ 2.3 17.32 2.1
Brain 459+ 3.7 45.2¢ 3.1 46.5+ 2.3 45.8+ 3.0
Thymus 9.4+ 1.9 9.4+ 1.9 9.7+ 1.6 10.1£ 1.5
Heart 8.7+ 1.5 8.9+ 0.9 9.0+ 1.2 8.5¢ 1.3
Lung 15.0+ 2.1 14.8+ 2.0 14.0+ 2.1 14.1+ 1.5
Liver 111.3+19.0 109.4+19.6 108.3+20.3 106.3+13.4
Pancreas 12.8+ 3.5 14.3+ 4.1 13.5+ 4.0 11.6x+ 3.2
Spleen 13.7+ 5.6 124+ 1.6 11.7+ 1.8 12.6+ 2.6
Kidney 23.8+ 5.0 27.2+ 3.5% 25.3+ 3.9 25.1% 3.5
Uterus and ovary 8.1+ 4.8 8.3+ 4.1 7.6+ 2.9 9.2+ 5.1
1): Mean + SD

Organ weights were expressed as X 10 mg unit
=: Significant difference from control (p<0.05)
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Table 7 Effects of AM—71S on skeleton of F, mice at 4-week old
Dose (mg/kg) Control 125 250 500
No. of mouse 44 39 46 41
Thoracic vertebra
Retarded ossification 1( 2.2) 0 0
Sternum
Bifurcation 0 1( 2.1) 0
Super-sternum 0 4( 8.6) 1( 2.4)
Rib
14 rib 6(13.6) 4(10.2) 5(10.8) 4( 9.7
Adhesion of costal 1( 2.2) 1¢ 2.5) 0 0
cartilage
No. of caudal vertebra 29.6+0.8Y) 29.8+0.9 29.7+0.8 30.0:0.7*

1): Mean + SD

Each value of parentheses was expressed as percentage

+ : Significant difference from control (p<0.05)
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Table 8 Effects of AM—715 on body weight changes of F, mice

Dose (mg/kg) Control 125 250 500

No. of male 20 19 22 19
5-week old 27.1:1.6Y 27.5¢1.9 27.8£2.0 28.521.9*
6-week old 30.9+1.9 31.6:1.5 31.542.2 32.412.3*
7-week old 33.8:1.8 35.3£2.0* 34.7:1.9 35.5¢2.5*
8-week old 36.1£2.5 37.1£2.1 36.6£1.9 37.3£2.3
9-week old 37.7£2.6 38.512.1 38.1£1.9 39.5+2.4*
10-week old 38.9:2.8 40.412.5 39.3+¢1.9 41.1£3.0*

No. of female 20 18 20 19
S-week old 23.4:1.9 23.2142.0 22.222.2 21.8+2.2*
6-week old 25.2£2.2 25.5:2.0 24.6:1.9 23.9+2.0
7-week old 27.2+2.2 27.9+2.4 26.9+1.8 26.3+2.1
8-week old 29.3:2.8 30.5+2.6 28.8+2.3 28.0+£2.5
9-week old 30.7+2.6 32.0+2.7 29.8+2.3 29.6+2.8
10-week old 32.4:2.9 33.9+3.9 31.422.1 32.0+3.5

1): Mean + SD

Body weights were expressed as gram’ unit

»: Significant difference from control (p<0.05)
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Table 9 Effects of AM—715 on open field behavior in F, mice

No. of

Sex Dose (mg/kg) mouse Ambulation Rearing Defecation  Urination  Grooming
Control 20 101.2¢35.5")  34.9:16.5 1.2:1.8 0.15:0.36 1.0:0.9
125 19 87.0+33.3 24.0:14.0* 2.7+2.0* 0.15+0.37 1.7£1.0*
Male
250 22 99.2150.1 28.1+16.0 1.6£1.9 0 1.0£1.1
500 19 100.5+34.0 29.1:£16.2 2.1:2.2 0.05:0.22  1.6:1.3
Control 20 101.3+41.7 28.6:14.8 3.4:2.5 0.05+0.22 1.2+1.3
125 18 89.8145.5 19.8:13.8 3.2:2.0 0.05+0.23 1.5+1.5
Female
250 20 119.8+54.2 27.1:14.1 1.8+1.3* 0 1.2£1.2
500 19 85.9+26.7 22.0£10.3 2.9+2.3 0.1010.31 1.1£0.6
1): Mean + SD

+: Significant difference from control (p<0.05)

Table 10 Effects of AM—715 on learning behavior by LASHLEY I type maze in F, mice

Dose (mgfke) No. of 1st day 2nd day 3rd day 4th day Sth day
mouse (sec) (sec) (sec) (sec) (sec)

Control 10 49.3:26.8" 34.2¢18.5 22.8+ 6.7 19.1£10.9 12.015.3

125 10 54.6139.7 46.3:34.8 25.5+£18.8 16.4+ 5.4 13.0:4.8

250 10 534+ 9.2 53.6£32.1 23.0+11.7 21.8+10.5 11.7+3.8

500 10 85.0£54.4 48.1+33.2 28.9:14.6 18.2¢+11.4 10.8+2.7

1): Mean + SD
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Table 11 Effects of AM~715 on reproductive performance of F, mice

Dose (mg/kg) Control 125 250 500

No. of male 20 18 20 19

No. of female 20 18 20 19

Mating period (days) 2.7¢1.29 3.1:1.6 2.5¢1.1 2.6t1.1

No. of copulation 20 18 20 19
(%) (100.0) (100.0) (100.0) (100.0)

No. of pregnancy 20 17 19 19
(%) (100.0) (94.9) ( 95.0) (100.0)

No. of pregnancy 15 12 14 14

No. of corpus luteum' 221 174 196 190

14.7£2.5 14.5:1.5 14.0+1.8 13.5:2.2
No. of implantation 184 147 177 174
12.2+2.7 12.2:3.4 12.623.2 124225

No. of early death 10 9 17 8
(%) ( 54) ( 6.1) ( 9.6) ( 4.5)

No. of late death 0 0 1 0
(%) ( 05)

1): Mean + SD
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Table 12 Effects of AM—715 on delivery and postnstal development of F, mice
Dose (mg/kg) Control 125 250 500
nrN:‘of pth mouse 5 5 S 5
No. of delivery 5 5 5 5
Gestation period 19.0:0.0) 19.0£0.0 19.0£0.0 19.0:0.0
No. of implantation site 72 65 67 74
14.411.5 13.0£2.1 13.412.6 14.8£2.3
No. of newborn mouse 69 62 57 65
13.8:1.3 12.4:1.5 11.4:2.3 1.3042.3
No. of male 30 34 29 28
No. of female 39 28 28 37
Sex ratio (M/F) 0.76 1.21 1.03 0.75
At birth 1.63:0.14 1.69:0.11 1.66£0.12 1.60£0.15
4-day old 2.80:0.24 3.15:0.30%  3.06£0.23* . 2.89:0.31
1-week old 3.94:0.46 4.65:0.48*  4.54:042*  4.09:0.43
T -~ Male 2-week old 6.11:0.62 7.22+0.69* 7.21:0.82+* 6.39+0.63
Body weight 3-week old  10.21:1.28 12.36:1.58*  12.05:1.64*  10.82:1.44
changes of 4-week old  18.79:+2.07 = 22.31:1.88%  20.67£2.32*  20.14:3.67
::IZZI?F,) At birth 1.54:0.17 1.56:0.14 1.57:0.14 1.50+0.16
® ' 4-day old 2.75:0.31 2.98:0.31*  2.97:0.30%*  2.7310.39
Female 1-week old 3.80:0.47 4.25:0.69*  4.35:0.50* 3.8310.66
2-week old 5.88:0.98 6.81:1.06* 7.24:0.91%  5.94:1.07
) 3-week old 10.14:1.59  11.63£2.17*  12.09:1.45*  9.724+2.55
4-week old  17.37:1.73 18.97+2.89*  19.10:2.17*  16.78:4.24
No. of gross malformation 0 0 0 0
(%)
Birth rate (%) 95.8 95.3 85.0 87.8
Weaning rate  Male 100.0 100.0 93.1 100.0
(%) Female 97.4 96.4 96.4 100.0
1): Mean + SD

+: Significant difference from

control (p<0.05)
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Table 13 Effects of AM—715 on growth, sexual function and functional tests of F, mice
Dose (mg/kg) Control 125 250 . 500

Opening di f auricl
pening Cays of auriclos 1.6 3.4 36 3.8
(mean days)
Odontiasis
10.7 10.7 10.8 10.9
(mean days)
Opening days of eyelids
pening days of ey 14.3 13.8 13.9 14.0
(mean days)
Descent of testes at 4-week old .
100.0 100.0 100.0 96.4
(%)
Opening of vagi
pening of vagina 31.3 31.6 30.3 325
(mean days)
Functional tests (At 4-week old)
Abnormality of the behavior 0 0 0 0
Abnormality of the sense equilibrium 0 0 0 0
Abnormality of the HAFFNER’S reflex 0 0 0 0
Abnormality of the corneal reflex 0 0 0 0
Abnormality of the pinna reflex 0 0 0 0
Abnormality of the righting reflex 0 0 0 0
Abnormality of the PREYER'S reflex 0 0 0 0
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Table 14 Effects of AM-715 on organ weights of F, mice at 4-week old

Dose (mg/kg) Control 125 250 500

No. of male 11 11 10 12

Body weight (2) 18.3: 1.6V 21.8+ 2.5% 20.1: 2.3 202+ 3.3
Brain 45.1+ 1.7 48.7+ 3.8* 48.2+ 2.6* 47.5+ 3.7
Thymus 9.0+ 1.2 10.0¢ 0.8* 8.7+ 1.1 9.3 2.4
Heart 9.5+ 1.4 11.1+ 1.2* 10.2+ 1.3 9.9+ 2.0
Lung 15.8+ 3.0 18.7+ 4.9 16.9+ 3.6 15.7+ 4.1
Liver 121.9+12.1 154.9+17.9* 136.0£17.7* 135.0+£36.9
Pancreas 15.8+ 2.5 17.3+ 4.5 16.7+ 2.9 14.0t 4.3
Spleen 12.2+ 1.2 14.6+ 1.5* 14.8+ 2.0* 129+ 2.8
Kidney 28.8+ 3.8 36.9+ 4.9* 31.6+ 5.3 30.8+ 8.3
Testis and epididymis 13.1x 1.6 16.8+ 2.4* 14.6+ 2.3 14.5+ 3.2
No. of female 11 10 9 11

Body weight (g) 18.2+ 14 20.0+ 2.3* 18.2+ 2.6 17.8+ 3.3
Brain 45.6+ 2.8 48.0+ 2.2* 475+ 2.6 46.8+ 4.6
Thymus 9.8+ 1.3 10.8+ 0.9 9.6+ 1.0 9.8+ 1.4
Heart 9.3+ 0.8 10.6+ 1.1* 9.8+ 1.1 9.2+ 1.8
Lung 14.6+ 2.3 15.7+ 1.4 14.3+ 1.3 13.9+ 24
Liver 115.2+13.1 128.2+ 7.7% 113.6+20.6 108.21+27.6
Pancreas 16.0+ 1.6 18.4+ 5.5 184+ 4.2 14.4+ 3.7
Spleen 12.2+ 1.6 13.5+ 1.5 13.3+ 2.8 11.8+ 2.6
Kidney 26.0+ 2.8 30.4+ 3.7* 264+ 4.3 26.4+ 6.3
Uterus and ovary 8.4+ 4.8 11.1+ 5.1 7.7+ 3.7 9.9+ 5.8

. 1): Mean + SD

Organ weights were expressed as X 10 mg unit
*: Significant difference from control (p<0.05)
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Table 15 Effects of AM—715 on skeleton of F, mice at 4-week old
Dose (mg/kg) Control 125 250 500
No. of mouse 25 21 17 19
Thoracic vertebra
Retarded ossification 0 0 2(11.7) 0
Sternum
Bifurcation 0 1( 4.7) 0
Super-sternum 1( 4.0) 1( 4.7) 0 0
Rib
14 rib 1( 4.0) 2( 9.5) 3(17.6) 0
Costal cartilage
Adhesion 0 1( 4.7) 0
Asymmetry 0 0 1( 5.2)
No. of caudal vertebra 29.8+0.9") 29.9+0.7 30.0+0.7 29.2:0.7*
1): Mean + SD
Each value of parentheses was expressed as percentage
: Significant difference from control (p<0.05)
Table 16 Effects of AM—715 on body weight changes of F, mice
Dose (mg/kg) Control 125 250 500
No. of male 10 10 9 11
5-week old 27.1:1.19 28.8+2.2 28.8+1.2* 27.5+1.3
6-week old 31.0:1.3 33.713.3* 32.8¢1.4* 31.412.2
7-week old 34.1:1.1 37.3:3.5¢ 35.411.3* 343124
8-week old 34.8:1.3 38.8:+3.4* 36.7+1.0* 35.1:2.3
9-week old 36.1t1.5 40.6+5.1* 37.6+2.0 36.0£2.5
10-week old 37.7:1.4 43.4+5.2* 40.1+1.9* 38.3+2.0
No. of female 11 9 9 12
S-week old 22.0:1.4 22.6+1.8 24.7+1.3* 21.9:+2.1
6-week old 24.9:1.5 26.0:2.1 26.7+1.6* 25.0+2.1
7-week old 27.1:1.3 28.4:2.0 29.111.8* 27.5+2.5
8-week old 28.212.0 28.8+1.9 30.6+1.7* 27.813.3
9-week old 28.3+2.3 30.6x1.5% 30.3+2.3 28.413.8
10-week old 29.9:2.3 32.0:1.8* 32.8+2.0% 29.5:3.6
1): Mean + SD

Body weights were expressed as gram unit
*: Significant difference from control (p<0.05)
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Table 17 Effects of AM-715 on Open field behavior in F, mice

Sex Dose (mg/kg) ::;u:: Ambulation Rearing Defecation  Urination = Grooming
Control 10 95.5:25.9Y  26.5:12.3 2.5:1.8 0.10:0.31 1.8:1.3
125 10 99.0+58.3 23.2:16.9 1.9+1.9 0 1.5:1.7
Hale 250 9 141.6+49.3* 36.5:18.4 2.8:+2.0 0.11:0.33 0.8+1.0
500 11 123.4144.0 31.2423.7 1.5£1.9 0 1.1:1.0
Control 11 102.5¢51.3 25.1£18.3 2.7+1.7 0 0.9:0.8
125 9 75.8143.3 22.2+18.8 4.4+1.6* 0.22:0.44 1.3£1.0
Female
250 9 132.8427.2 29.7+11.2  2.3:1.5 0 0.610.7
500 12 123.0+35.5 26.2¢ 9.5 2.8:1.7 0.08:0.28 1.621.3
1): Mean ¢+ SD

+ : Significant difference from control (p<0.05)

Table 18 Effects of AM—715 on learning behavior by LASHLEY Il type maze in F, mice

Dose (mg/ke) No. of 1st day 2nd day 3rd day 4th day S5th day
mouse (sec) (sec) (sec) (sec) (sec)
Control 10 88.6:58.9Y  70.1:73.6 28.8:¢16.1 26.5:14.4 17.1£10.8
125 10 95.0:49.6 68.5¢69.4  45.7:+45.7 31.6:16.5 17.6+12.1
250 9 69.1+34.7 65.6:53.8  34.3:234  15.3: 44* 15.6: 3.7
500 10 83.7+50.8 33.6+12.2 46.0£36.1 22.4: 7.8 14.5+ 5.5
1): Mean + SD

*: Significant difference from control (p<0.05)



914 CHEMOTHERAPY DEC. 1981

Table 19 Effects of AM—715 on reproductive performance of F, mice

Dose (mg/kg) Control 125 250 500
No. of male 10 9 9 12
No. of female 11 9 9 12
Mating period (days) 3.1:0.39 2.8:0.7 2.810.9 3.0£0.7
No. of copulation 11 9 9 12
(%) (100.0) (100.0) (100.0) (100.0)
No. of pregnancy 10 9 9 11
(%) ( 90.9) (100.0) (100.0) ( 91.6)
No. of corpus luteum 134 128 129 167
13.412.2 14.2+1.3 14.321.9 15.1+2.6
No. of implantation 129 117 120 155
12.9+1.7 13.0:2.4 13.3:2.3 14.0+2.6
No. of early death 6 6 3 11
(%) ( 4.6) ( 5.1) ( 2.95) ( 7.0
No. of late death 0 2 2 5
(%) ( 1.7 ( 1.6) ( 3.2
1): Mean ¢+ SD

REPRODUCTION STUDIES OF AM-715 IN MICE
II. TERATOLOGICAL STUDY

Tsutomu IRIKURA, HirosHI Suzuki and TsutoMu SuGIMOTO
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

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

AM-715 was orally administered at daily doses of 125, 250 and 500 mg/kg for 10 days from the day 6 to day
15 of pregnancy. The effects of AM-715 on dams, fetal teratogenicity and development, and also on the postnatal
development of newborm mice (F1 and Fz) were studied.

No untoward effects on dams were found in all the dose groups during the period of administration. No lethal
effects of AM-715 on fetuses were observed in all the dose groups. Some of external 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.

In the newborn mice of F1 and Fa generations, no abnormalities were observed in functional tests and behavior
observation, and no untoward effects on reproductive performance were found.

It is conclubed from the present study that AM-715 has no teratogenic effects in mice.



