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Fig. 1 Body weight gain of male rats administered CPZ subcutaneously on
fertility study
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Fig. 2 Food consumption of male rats administered CPZ subcutaneously on
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Fig. 4 Body weight gain of female rats administered CPZ subcutaneously
on fertility study
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Fig. 5 Food consumption of female rats administered CPZ subcutaneously
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Fig. 6 Water intake of female rats administered CPZ subcutaneously
on fertility study
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Table 1 Effect of subcutaneous administration of CPZ in rat fetuses and pregnant rats
on fertility study
Dose (mg/kg) Control 125 250 500
No. of mating rats 23 24 24 22
No. of copulated rats (%) 21(91.3) 20(83. 3) 22(91.7) 22(100)
No. of pregnant rats (%) 20(95. 2) 20(100) 21(95.5) 20(90.9)
No. of corpora lutea (Mean+S.E.) 294(14.7£0.49) [305(15.310.46) (306(14. 6+0.34) [290(14. 5+0. 41)
No. of implants (Mean+S.E.) 266(13.310. 68) [291(14. 60.46) (290(13. 8+0. 46) [280(14. 0£0. 42)
No. of pre-implantation egg loss (%) 28(9.5) 14 (4. 6) 16(5.2) 10(3.5)
No. of dead fetuses (%) 19(7.1) 9(3.1) 19(6. 6) 23(8.2)
No. of alive fetuses (Mean+S.E.) 247(12.4£0.76) |282(14.1+0.46) [271(12.9+0.38) [257(12.9+0. 44)
No. and mean body weight of fetuses
(g+S.E.)
Male 140(3. 83+0. 076) (148 (3. 58+ 0. 075)|138(3. 66+ 0. 074) [145 (3. 87+0. 084)
Female 107 (3. 63+0. 072)[134(3. 45+0. 083) 133 (3. 40+ 0. 060)|112(3. 61+0. 082)
Malformed fetuses (%) 1(0.4) 0 1(0. 4) 0
Exencephaly 1 -
Cleft lip - - 1 -
Mean organ weight of pregnant rats
(g+S.E.)
Heart 0.94+0.032 0.99+0. 031 0.96+0. 026 0.94+0. 092
Lung 1.31+0. 034 1.28+0.023 1.23+0.024 1.28+0. 026
Liver 16. 58+0. 309 17.29+0. 416 15.79+0. 279 16. 41£0. 357
Kidney Left 1.10£0. 021 1.09+0. 029 1.07+0. 019 1.10=+0. 020
Right 1.1140.024 1.19£0. 031 1.11£0.017 1.15+0. 020
Spleen 0.71+0. 023 0.75+0. 022 0.74%0. 023 0.75%0.023
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Table 2 Effect of subcutaneous administration of CPZ on skeleton and viscera
in rat fetuses on fertility study

Dose (mg/kg) Control 125 250 500
No. of fetuses examined in skeleton 127 149 143 134
Abnormality 0 0 0 0
Variation
Asymmetry of sternebrae (%) 1(0. 8) 0 0 0
Split of vertebral corpus (%) 2(1.6) 1(0.7) 100.7) 0
14th rib (%) 2(1.6) 4(2.7) 7(4.9) 8(6.0)
Excess of lumber vertebrae (%) 1(0.8) 0 2(1.4) 2(1.5)
Degree of ossification
Retarded ossification of sternebrae (%) 42(33.1) | 49(32.9) 49(34.3) 43(32.1)
No. of ossified sacral and caudal vertebrae (Mean+S.E.) | 8.3+0.13 | 8.2+0.09 | 8.2+0.12 | 8 4+0.12
No. of ossified phalanges in fore limbs (Mean+S.E.) 1.9+0.33 | 1.6+0.36 | 2.2+0.47 | 2.3+0.33
No. of ossified phalanges in hind limbs (Mean+-S.E.) 0 0 0.1%0.08 0
No. of fetuses examined in viscera 120 133 128 123
Malformed fetuses (%) 3(2.5) 4(3.0) 7(5.5) 6(4.9)
Umbilical hernia 1 - - -
Defect of unilateral uterus and ectopic ovary 1 - - -
Dilatation of ureter 1 4 7 6

Fig. 7 Body weight gain of rats administered CPZ intravenously
on teratological study
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Fig. 8 Food consumption of rats administered CPZ intravenously

on teratological study
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Fig. 9 Water intake of rats administered CPZ intravenously

on teratological study
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Table 3 Effect of intravenous administration of CPZ in rat fetuses and pregnant rats
on teratological study
Dose (mg/kg) Control 250 500 1000
No. of litters 20 20 20 20
No. of corpora lutea (Mean+S.E.) 291(14.6+£0.52) [292(14.6+0.47) [301(15.1+0.31) [326(16.3£0. 45)

No.
No.
No.

of implants (Mean+S.E.)
of dead fetuses (%)
of alive fetuses (Mean=+S.E.)

No. and mean body weight of fetuses
(g+S.E.)
Male
Female

External observation
No. of malformed fetuses (%)

250(12.5+0. 85)
12(4.8)
238(11. 9=£0. 86)

130(5. 20:0. 080)
108 (4. 950. 066)

264(13.2%0. 68)
19(7.2)
245(12.3£0. 64)

128(5. 060. 068)
117(4. 80+0. 077)

261(13.1=0. 67)
16(6.1)
245(12.3+0. 62)

115(5. 1410. 076)
130(4. 86+0. 088)

absent tail and

295 (14. 8%0. 70)
21(7.1)
274(13.7£0.71)

140 (4. 96=£0. 096)
134(4.60+0.093) *

1(0.4)
cleft palate

club foot
No. of fetuses with other lesions (%) 1(0. 4) hematoma|1 (0. 4) hematoma 0 0
Mean organ weight of pregnant rats
(g+S.E.)
Heart 0.94+0. 020 0.89+0. 057 0.91+0. 024 0.83%0.026
Lung 1.26+0.031 1.26+0. 042 1.33%£0. 048 1.22+0. 025
Liver 13.26+0. 354 11. 68+0. 309 12. 87+0. 260 11.83+0. 308
) Left 1.02+0. 021 0.94+0. 026 1.04%0. 024 0.99+0. 023
Kidney  Right 1.07£0.021 | 1.00+0.021 | 1.06+0.024 | 1.02+0.022
Spleen 0.62+0.019 0.59+0. 018 0.64+0.019 0.58+0. 021
Significantly different from control * P<{0. 01
Table 4 Effect of intravenous administration of CPZ on skeleton and viscera in rat fetuses
on teratological study
Dose (mg/kg) Control 250 500 1000
No. of fetuses examined in skeleton 123 127 129 142
Abnormality (%) 1(0.8) 1(0.8) 1(0. 8) 0
excess of rib rib
metatarsus
Variation
Asymmetry of sternebrae (%) 8(6.5) 5(3.9) 6(4.7) 4(2.8)
Split of vertebral corpus (%) 1(0.8) 3(2.4) 3(2.3) 3(2.1)
14th rib (%) 1(0. 8) 0 1(0. 8) 1(0.7)
Excess of lumber vertebrae (%) 4(3.3) 1(0.8) 2(1.6) 3(2.1)
Degree of ossification
Retarded ossification of sternebrae (%) 2(1.6) 8(6.3) 8(6.2) 6(4.2)
No. of ossified sacral and caudal vertebrae (Mean+S.E.) 10.5+0.15 | 10.0+0.15 | 10.440.21 | 10.2+0. 15
No. of ossified phalanges in fore limbs (Mean=+S.E.) 7.7£0.12 | 7.6+0.18 | 7.9+0.10 | 8.0+0.04
No. of ossified phalanges in hind limbs (Mean+S.E.) 5.34+0.32| 5.6+0.36 | 6.1+0.28 | 6.1+0.37
No. of fetuses examined in viscera 1156 118 116 132
Malformed fetuses (%) 17(14.8) 12(10. 2) 8(6.9) 14(10. 6)
Dilatation of lateral ventricles 1 0 0
Pyelectasia 3 1 2
Dilatation of ureter 13 11 7 12
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Table 6 Effect of intravenous administration of CPZ on skeleton in rat neonate
(at 4th day after birth) on teratological study
Dose (mg/kg) Control 250 500 1000
No. of neonates examined 30 32 28 22
Abnormality (%) 0 0 0 0
Variation
Excess of sternebrae (%) 0 133.1) 0 0
Split of vertebral corpus (%) 5(16.7) 0 0 0
14th rib (%) 2(6.7) 0 1(3.6) 0
Excess of lumber vertebrae (%) 1(3.3) 1(3.1) 2(7.1) 0
Degree of ossification
No. of ossified sacral and caudal vertebrae (Mean+S.E.) | 21.74+0.40 | 21.5+0.72 | 22.0+0.70 | 21.8+0.57
No. of ossified phalanges in fore limbs (Mean+S.E.) 16.0+0 16.0+0 15.9+0.11 | 16.0+0
No. of ossified phalanges in hind limbs (Mean+S.E.) 17.94+0.13 | 17.74+0.20 | 17.1+0.47 | 16.8+0. 86
Table 7 Organ weight and visceral malformation of offsprings at 6 weeks administered CPZ
intravenously on teratological study
Dose (mg/kg) Control 250 500 1000
No. of offsprings examined
Male 29 30 29 32
Female 31 30 30 27
Body weight (g+S.E.)
Male 187.9+1.99 182.0£2. 40 186.5+1. 89 181.7£3.75
Female 147.3+£2.37 142.0+1.56 142.8+1.21 143.7+£4.35
Organ weight (g+S.E.)
Heart Male 0.73%0. 038 0.76+0. 022 0.76%0. 022 0.80+0. 045
Female 0.58+0.018 0.59+0. 025 0.5940. 026 0.62x0.013
Lung Male 1.03£0. 030 1.06+0. 035 1.05+0.023 1.09+0. 042
Female 0.88+0. 022 0.90+0. 034 0.86+0. 015 0.91+0. 021
Liver Male 10. 89+0. 241 10. 82+0. 316 11.18+0. 322 11.29+0. 330
Female 8.59+0.198 8.87+0. 347 7.98+0. 271 8.63+0.337
Kidney Male  Left 1.04£0. 024 1.03+0. 030 1.03+0.021 1.04+0. 039
Right 1.06+0. 025 1.06+0. 031 1.05+0.018 1. 08+0. 038
Female Left 0.80+0. 022 0.76x0. 027 0.77+0. 025 0.79+0. 021
Right 0.82+0. 027 0.80+0. 027 0.80+0. 020 0.83+0. 024
Spleen Male 0.64+0. 031 0.59+0. 019 0.62%0. 020 0.64+0. 041
Female 0.46%0.016 0.44+0.017 0.44+0.022 0.44+0. 025
Testis Left 0.93+0.014 0.89+0. 019 0.92+0.016 0.91+0. 020
Right 0.93+0. 016 0.90+0. 020 0.94+0.012 0.91+0. 020
Ovary 0. 06+0. 006 0.0740. 006 0.0740.011 0. 06+0. 006
Visceral malformation
Pyelectasia (%) 0 3(5.0) 0 3(5.1)
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Table 8 General behavior of offsprings at 6 weeks administered CPZ intravenously
on teratological study

Dose (mg/kg) Control 250 | 500 1000
No. of observed young 100 100 ‘ 99 99
Items No. of abnormalities
1. Awareness 1. Alertness 0 0 0 0
2. Visual placing 0 0 0 0
3. Passivity 0 0 0 0
4. Stereotypy 0 0 0 0
5. Traction test 0 0 0 0
2. Mood 1. Grooming 0 0 0 0
2. Vocalization 0 0 0 0
3. Irritability 0 0 0 0
3. Motor activity 1. Spontaneous movement 0 0 0 0
2. Touch response 0 0 0 0
3. Pain response (Tail clip) 0 0 0 0
4. CNS excitation 1. Startle response 0 0 0 0
2. STRAUB’s reaction 0 0 0 0
3. Tremors 0 0 0 0
4. Twitches 0 0 0 0
5. Convulsions 0 0 0 0
5. Body posture 0 0 0 0
6. Moter incoordination| 1. Abnormal gait 0 0 0 0
2. Righting reflex 0 1 1 0
3. Paralysis 0 0 0 0
7. Muscle tone 1. Grip tone 0 0 0 0
2. Body tone 0 0 0 0
8. Reflex 1. Pinna reflex 0 0 0 0
2. Corneal reflex 0 0 0 0
9. Autonomic profile 1. Piloelection 0 0 0 0
2. Body temperature Not observed
3. Pupil size 0 0 0 0
4. Palpebral opening 0 0 0 0
5. Exophthalmus 0 0 0 0
6. Lacrimation 0 0 0 0
7. Salivation 0 0 0 0
8. Urination 0 0 0 0
9. Fecal excretion 0 0 0 0
10. Diarrhea 0 0 0 0
11. Writhing 0 0 0 0
12. Vomiting 0 0 0 0
13. Respiratory rate 0 0 0 0
14. Skin color (Ears) 0 0 0 0
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Table 9 Water T-maze test of offsprings at 8 weeks administered CPZ intravenously on teratological study

Dose (mg/kg) Control 250 500 1000
No. of observed male offsprings 10 10 10 10
1st trial Time (Sec.+S.E.) 33.1+3.56 44.7+6.79 41.3+5.32 34.8+3.26
Error (No.+S.E.) 2.8+0.31 3.240.43 3.240.45 2.140.20
2nd trial Time (Sec.+S.E.) 26.44. 81 33.5+4.26 27.0+3. 69 24.1+4.99
Error (No.xS.E.) 1.440.48 1.5+0.39 1.240.21 0.6+0.18
3rd trial Time (Sec.+S.E.) 20.0+2. 69 35. 0+5. 76* 21.6+2. 96 22.4+5.39
Error (No.+S.E.) 0.8+0.27 0.8+0.16 0.4%0.12 0.5+0.14
4th trial Time (Sec.+S.E.) 19.3+2. 98 32.1+5.97 27.4+6.16 24.8+5. 81
Error (No.+S.E.) 0.4+0.15 0.6%0.12 0.7+0.15 0.4+0.10
No. of observed female offsprings 10 10 10 10
1st trial Time (Sec.+S.E.) 48.1+4.73 41.2+5.77 48.6+8.28 55.4+6. 69
Error (No.+S.E.) 2.8+0.42 2.5+0.38 2.9+0.34 3.4+0. 40
2nd trial Time (Sec.+S.E.) 44.3+7.98 33.5+4.38 44.2+9.92 36.516.78
Error (No.+S.E.) 2.0+0.56 1.8+0.51 2.1%0.57 1.1+0.16
3rd trial Time (Sec.+=S.E.) 34.8+5. 89 31.0+4. 45 36.5+4. 86 29.7+5.23
Error (No.+S.E.) 1.1£0.22 1.1+0.32 1.2+0.28 0.5+0. 13*
4th trial Time (Sec.+S.E.) 29.6+5. 23 28.0+3.79 32.1+3.06 27.2+3.70
Error (No.+S.E.) 0.74+0.22 0.5%0.10 0.8%0.27 0.2%0.07*
Significantly different from control * P<{0.05
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Table 11 Effect of intravenous administration of CPZ on fertility in F, rats of teratological study
Dose (mg/kg) Control 250 500 1000
No. of mated rats 20 20 20 20
No. of copulated rats (%) 20(100) 19(95. 0) 20(100) 20(100)
No. of pregnant rats (%) 18(90. 0) 17(89.5) 17(85. 0) 19(95.0)

No. of corpora lutea (Mean+S.E.)
No. of implants (Mean+S.E.)

No. of pre-implantation egg loss (%) 19(7.6)
No. of dead fetuses (%) 14(6.1)

No. of alive fetuses (Mean+S.E.)
No. and mean body weight of fetuses

249(13. 8+0. 46)| 234(13.8+0.32)
230(12.8+0.57)

243(14.3£0.77)| 255(13.4%0. 51)
228(13.4+0.84)| 237(12.5+0.54)
15(6.2) 18(7.1)
11(4.8) 14(5.9)

212(12.5+0. 60)
22(9.4)
9(4.3)

216(12.0£0.57)| 203(11. 9+0.59)| 217(12. 8+0.79)| 223(11. 7£0. 61)

(g+S.E.)
Male 117(5. 4740. 081) 120 (5. 47+0. 057) {107 (5. 36£0. 098) (117 (5. 49+0. 099)
Female 99(5.1410.075)| 83(5.19%0.064)(110(5. 23+0. 109)|106 (5. 17+0. 094)
No. of malformed fetuses (%) 0 0 0 1(0.5)
Abnormality of
phalange in fore
limb
Fig. 10 Body weight gain of rats administered CPZ subcutaneously
on perinatal and postnatal study
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Fig. 11 Food consumption of rats administered CPZ subcutaneously
on perinatal and postnatal study
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Fig. 12 Water intake of rats administered CPZ subcutaneously
on perinatal and postnatal study
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Table 13  Effect of subcutaneous administration of CPZ on skeleton in rat neonate
(at 4th day after birth) on perinatal and postnatal study
Dose (mg/kg) Control 125 250 500
No. of dams 15 13 18 14
No. of neonates examined 36 25 42 44
Abnormality (%) 0 0 1(2.4) 1(2.3)
rib rib
Variation
Excess of sternebrae (%) 1(2.8) 0 0 0
14th rib (%) 0 0 0 1(2.3)
Degree of ossification
Retarded ossification of sternebrae (%) 0 0 1(2.4) 0
No. of ossified sacral and caudal vertebrae (Mean+S.E.) | 21.2+0.65 | 22.34+0.28 | 21.6+0.57 | 22. 84+0. 36
No. of ossified phalanges in fore limbs (Mean+S.E.) 16.0+0 16.0+0 15.7+0.24 | 16.0+0
No. of ossified phalanges in hind limbs (Mean+S.E.) 15.9+0.80 | 18.0+0 16.4+0.72 | 17.8%+0.17

Table 14 Organ weight and visceral malformation of offsprings at 6 weeks administered CPZ
subcutaneously on perinatal and postnatal study

Dose (mg/kg) Control 125 250 500
No. of offsprings examined
Male 60 72 82 73
Female 67 71 65 72
Body weight (g+S.E.)
Male 184.5+4. 09 183.8+3.70 181.0+2.71 184.1+2. 40
Female 145.9+2.51 144.4+2.53 144.5+2. 20 146.0+2.20 -
Organ weight (g+S.E.) ]
Heart Male 0.77+0. 027 0.75+0. 025 0.71+0. 022 0.73+0.017
Female 0.63+0.016 0.60+0. 021 0.59+0. 014 0.62+0. 031
Lung Male 1.09+0.019 1.10£0. 025 1.05+0. 016 1. 0640. 016
Female 0.96+0.018 0.9210. 020 0.92+0.018 0.93+0.018
Liver Male 10. 75+0. 354 10. 44+0. 378 10. 04+0. 187 10.27+0. 310
Female 9.00+0. 321 8.44+0.226 8.44+0.162 8.46+0. 228
Kidney Male Left 1.01£0.024 1.02+0. 021 1.00£0. 019 1.03+0. 017
Right 1.05+0. 022 1.05+0. 022 1. 02+0. 020 1.05+0. 017
Female  Left 0.85+0. 026 0.82+0.013 0.82+0.016 0.84+0.013
Right 0.88+0. 025 0.85+0. 015 0.85+0.016 0.85+0.013
Spleen Male 0.62+0.018 0.60+0.017 0.60+0.018 0.62+0.014
Female 0.47+0.014 0.44+0.014 0.45+0. 016 0.47+0. 009
Testis Left 0.90+0. 018 0.93+0.017 0.90+0. 020 0.92+0.011
Right 0.90:0. 019 0.92+0. 018 0.90=+0. 020 0.92+0.011
Ovary 0.07+0. 005 0.07+0. 005 0.07+0. 004 0. 060. 003
Visceral malformation
Pyelectasia (%) 3(2.4) 1€0.7) 0 3(2.1)
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Table 15 General behavior of offsprings at 6 weeks administered CPZ subcutaneously
on perinatal and postnatal study

Dose (mg/kg) ‘ Control 125 250 500
No. of observed young | 166 183 187 185
Items ‘ No. of abnormalities
1. Awareness 1. Alertness 0 0 0 0
2. Visual placing 0 0 0 0
3. Passivity 0 0 0 0
4. Stereotypy 0 0 0 0
5. Traction test 0 0 0 0
2. Mood 1. Grooming 0 0 0 0
2. Vocalization 0 0 0 0
3. Irritability 0 0 0 0
3. Motor activity 1. Spontaneous movement 0 0 0 0
2. Touch response 0 0 0 0
3. Pain response (Tail clip) 0 0 0 0
4. CNS excitation 1. Startle response 2 1 0 0
2. STRAUB’s reaction 0 0 0 0
3. Tremors 0 0 0 0
4. Twitches 0 0 0 0
5. Convulsions 0 0 0 0
5. Body posture 0 0 0 0
6. Motor incoordination | 1. Abnormal gait 0 0 0 0
2. Righting reflex 0 0 0 0
3. Paralysis 0 0 0 0
7. Muscle tone 1. Grip tone 0 0 0 0
2. Body tone 0 0 0 0
8. Reflex 1. Pinna reflex 0 0 0 0
2. Corneal reflex 0 0 0 0
9. Autonomic profile 1. Piloelection 0 0 0 0
2. Body temperature Not observed
3. Pupil size 0 0 0 0
4. Palpebral opening 0 0 0 0
5. Exophthalmus 0 0 0 0
6. Lacrimation 0 0 0 0
7. Salivation 0 0 0 0
8. Urination 0 0 0 0
9. Fecal excretion 0 0 0 0
10. Diarrhea 0 0 0 0
11. Writhing 0 0 0 0
12. Vomiting 0 0 0 0
13. Respiratory rate 0 0 0 0
14. Skin color (Ears) 0 0 0 0
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Table 16 Water T-maze test of offsprings at 8 weeks administered CPZ subcutaneously
on perinatal and postnatal study

Dose (mg/kg) Control 125 250 500
No. of observed male offsprings 10 10 10 10
Ist trial Time (Sec.+S.E.) 33.8+4.83 32.3+£2.20 40.0+4.40 30.4+2. 89
Error  (No.£S.E.) 2.6+0.35 2.2+0.25 2.7£0.39 2.4+0.32
2nd trial Time  (Sec.+S.E.) 32.6+4.37 37.3+3.68 31.4+3.89 33.4+3.48
Error  (No.xS.E.) 1.840.48 1.8+0.35 1.3+0.34 1.9+0.36
3rd trial Time  (Sec.+S.E.) 33.8+8.41 25.4+2. 08 28.1+3.64 31.1+4.34
Error  (No.+S.E.) 1.1+0.27 0.6+0.18 0.6+0.26 1.24+0.29
4th trial Time  (Sec.+S.E.) 36.5+10.56 25.3+2.93 29.2+4.32 30.8+4.46
Error (No.+S.E.) 0.6%0.15 0.4%0.11 0.2+0. 12* 0.4+0.10
No. of observed female offsprings 10 10 10 10
1st trial Time  (Sec.+S.E.) 43.6+5. 65 56.21+10. 85 42.6+5.58 34.0+3.23
Error  (No.+S.E.) 2.7+0.45 2.8+0.36 2.4£0.40 2.8+0.47
2nd trial Time  (Sec.+S.E.) 32.4+3.56 44.8+7.27 45.5+6.20 29.0+1. 44
Error (No.£S.E.) 1.7£0.34 1.3+0.34 1.9+£0.33 1.5+0.26
3rd trial Time  (Sec.+S.E.) 29.0+3.76 43.8+11. 06 36.41+4.69 37.5+4.88
Error  (No.+S.E.) 1.3+0.49 0.8+0.33 1.3+0.29 1.1+0.27
4th trial Time  (Sec.x+S.E.) 37.7+8.81 50.3+12. 86 39.4+5.80 34.1+4.05
Error (No.+S.E.) 1.0£0.45 0.6+0.15 1.0+0.21 0.8%£0.19
Significantly different from control * P<{0.05
Table 17 Open field test of offsprings at 10 weeks administered CPZ subcutaneously
on perinatal and postnatal study
Dose (mg/kg) Control 125 250 500
No. of observed male offsprings 10 10 10 10

Time on the field (Sec.+S.E)2)

In the center of field (%)

At the corners of field (%)

Around the wall (%)

9.3%+2.60(5.17)
97. 017. 50(53. 89)
73. 7£17. 56 (40. 94)

10.7+1.12(5. 94)
98.8+9. 82(54. 89)
70.5+9. 88(39.17)

9.2+1.69(5.11)
90. 1+15. 41(50. 06)
80. 7+14.39(44. 83)

7.7£1.21(4.28)
71. 8+10. 09(39. 89)
100. 5+ 10. 52(55. 83)

Defecation (Mean+S.E.) 2.2%0.53 2.7£0.80 2,1+0.71 0.7+0.30
Urination (Mean=+S.E.) 1.8+0.51 2.7£0.37 2.4%0.76 1.3+0.50
Rearing (Mean+S.E.) 2.1+£0.72 3.1+0.81 2.3+0.54 1.4+0.79
Grooming (Mean+S.E.) 0.5+0. 22 0.9+0.50 0.7+0.47 0.7+0.26
Ambulation (Mean+S.E.) 29.0+6.48 42.1+6.36 30.7+£4.10 43.5+5.68
No. of observed female offsprings| 10 10 10 10

Time on the field (Sec.+S.E.)2)

In the center of field (%)

At the corners of field (%)

Around the wall (%)

Defecation

Urination (Mean=+S.E.)
Rearing (Mean=+S.E.)
Grooming (Mean+S.E.)
Ambulation (Mean+S.E.)

10.3+1.56(5. 72)
102.9£7.79(57.17)
66.8+8.47(37.11)
0
0.6+0.22
2.2%0.59
0.9%+0. 46

55.3+7. 65

11. 7+2. 09(6. 50)

96. 7+ 6. 33(53. 72)

71.6+5. 68(39.78)

0

0.8+0.29
3.1+0.86
0.4%0.22
61.5+3.38

11.5+1. 49(6. 39)
88. 9+4. 68(49. 39)
79.6+5.59(44. 22)

7.8+0.96(4. 33)
94.3+6. 81(52.39)
77.9+7.23(43.28)

0 0
0.1£0.10 1.240.49
2.9%0.67 4.5+1.60
0.7+0. 40 0.1£0.10

71.6+4.74 64.6%6.71

a) Count for 180 sec.
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Table 18 Effect of subcutaneous administration of CPZ on fertility in F, rats
of perinatal and postnatal study
Dose (mg/kg) Control 125 250 500
No. of mated rats 18 20 20 20
No. of copulated rats (%) 16(88.9) 19(95. 0) 17(85.0) 19(95.0)
No. of pregnant rats (%) 15(93. 8) 16(84.2) 15(88. 2) 18(94.7)

. of corpora lutea (Mean+S.E.)
. of implants (Mean+S.E.)

224(14.9+0. 41)
192(12. 8+0. 85)

237(14. 8%0. 36)
228(14.3+0.38)
9(3.8)
9(4.0)
219(13.7£0.43)

218(14.5+0. 66)
203(13.5+0. 96)
15(6.9)
6(3.0)
197(13.1+0.91)

264(14.7£0.23)

244(13.6%0.74)
20(7.6)
16(6. 6)

228(12.7+0.72)

No. of pre-implantation egg loss (%) 32(14.3)
No. of dead fetuses (%) 6(3.1)
No. of alive fetuses (Mean+S.E.) 186(12. 4+0. 89)
No. and mean body weight of fetuses
(g+S.E.)

Male 103 (5. 30+0. 074)

Female 83(5.060. 070)
No. of malformed fetuses (%) 0

111(5. 33£0. 075)
108 (5. 03 0. 068) {107 (5. 08+0. 073) (120 (5. 09+0. 078)

90(5. 42+0. 099) (108 (5. 41+0. 064)

0 0 1(0.4)

Short tail
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Photo. 1 Exencephaly on fertility Photo. 2 Cleft lip on fertility study
study control 250mg/kg

Photo. 3 Abnormality of phalanges in fore Photo. 4 Defect of unilateral uterus and
limb (F,) on teratological study ectopic ovary on fertility study
1000mg/kg control
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Photo. 5 Pyelectasia on teratological study Photo. 6 Dilatation of ureter on teratologic-
500mg/kg al study control

Photo. 7 Excess of metatarsus on terato- Photo. 8 Abnormality of rib on perinatal and
logical study control postnatal study 250 mg/kg
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TOXICITY TEST OF CEFOPERAZONE (T-1551) (V):
Reproduction Study in Rats

Hiroko Nakapa, SH0zo NAKAMURA, JUNKO INABA,
Noriaisa KoMae and Axkira Takar

Research Laboratory, Toyama Chemical Co., Ltd.

This report is concerned with the reproduction study of rats given cefoperazone
(CPZ, T-1551).

1) Fertility study

CPZ was administered subcutaneously to male rats at the dose of 125, 250 and
500 mg/kg/day for 60 days from 6 weeks after birth prior to mating and then was
continued to administer till the performance of copulation after mating and was also
administered to female rats at the same doses from 2 weeks before mating to 7 days
after pregnancy.

In male rats, dose-related inhibition of body weight and increase of water intake
in group administered 500 mg/kg of CPZ were observed. In female rats before preg-
nancy, inhibition of body weight was observed in all groups administered CPZ. Any
abnormality of reproductive function was not observed in male and female in all groups.
In the observation of external, internal and skeletal abnormalities of fetuses, there was
no significant difference between administered animals and the control.

2) Teratological study

Rats, 14 weeks old were used. CPZ was administered intravenously at the dose
of 250, 500 and 1000 mg/kg/day to pregnant rats from the 7th to the 17th day of
gestation. In dams, decrease of body weight in groups administered 250 mg/kg and
1000 mg/kg of CPZ was observed. In all groups administered CPZ, inhibition of food
consumption and increase of water intake were observed. In female fetuses administered
1000 mg/kg of CPZ, inhibition of body weight was observed. External and internal
malformation and skeletal variation were similar to those of the control. The delivering
rates, the weaning rates and the survival rates of all treated groups had no significant
difference from those of the control. Growth of offsprings of the treated groups had
no significant difference from the control except inhibition of body weight of female
offsprings in group administered 250 mg/kg of CPZ. There was no adversc effect on
behavior, emotion, learning ability and fertility of offsprings.

3) Perinatal and postnatal study

Rats, 12 weeks old were used. CPZ was administered subcutaneously at the dose
of 125, 250 and 500 mg/kg/day from the 17th day of gestation to the 21st day after
delivery. In the pregnant period, any significant differences of body weight, food con-
sumption and water intake were not recognized among each group, but after delivery,
body weight and water intake of dam were significantly increased in all groups adinin-
istered CPZ. The delivering rates, the weaning rates and the survival rates of all treated
groups had no significant difference from those of the control. External malformation,
growth, postnatal differentiation, behavior, emotion, learning ability and fertility of
offsprings were normal in all groups.



