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Fig.1 Mean food consumption of rabbit dams

given CVA-K intravenously from day
6 to 18 of gestation
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Table 1 Cesarean section date of rabbit dams given CVA-K intravenously
from day 6 to 18 of gestation

Dose(mg/kg) Control 375 75 150
No. of animals 16 17 17 17
non-pregnancy 0 0 0 3
pregnancy 16 17 17 14
abortion 0 1 0
death 0 0 1
No. of dams 16 16 17 13
No.of corpora lutea 8.5 1.9 | 8.4 £1.4 8.6 £3.4 8.8 +1.6
No.of implants 7.4 £2.2 6.6 £2.0 7.9 £3.2 8.0 1.6
No.of dead fetuses
early 0.3 £0.5 0.4 £0.5 0.1 £0.3 0.4 £0.7
late 0.1 £0.3 0.6 £2.3 0.8 £3.4 0.2 0.4
No.of live fetuses 7.1 £2.2 5.6 +£2.4 7.0 £2.1 7.5 1.7
Sex ratio(Male/Female) 0.71 1.30 0.95 0.78
Fetal weight(g)
Male 41.32+5.57 | 40.71+£7.87 | 42.64+£6.20 | 37.29%5.61
Female 39.19+6.43 39.89+8.13 | 39.65+6.40 | 35.94+5.11
Placental weight(g) 5.44+1.18 5.71+1.06 5.81+0.92 4.76+0.73

a1 Values are the mean+S.D.

Table 2 Morphological observation of rabbit fetuses from dams given CVA-K intravenously from day 6 to 18

of gestation

Dose(mg/kg) Control 375 75 150
No. of fetuses observed 113 90 119 98
External observation
No. of fetuses with malformation(%)
Multiple malformation® 0 (0.0) 0 (0.0 0 (0.0) 1 (1.0)
Visceral observation
No. of fetuses with malformation(%) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0}
No. of fetuses with variation(%)
Supernumerary coronary orifice 3 (2.7 3 (3.3 2 (1.7 3 (3.1)
Skeletal observation
No. of fetuses with malformation(%)
Fusion of sternebrae 1 (0.9) 0 (0.0 2 (1.7 0 (0.0)
Multiple malformation®’ 0 (0.0) 0 (0.0 0 (0.0) 1 (1.0
No. of fetuses with variation(%)
Separation of nasal bone 1 (0.9) 0 (0.0) 1 (0.8) 3 (3.1
Separation of parietal bone 1 (0.9) 2 (2.2) 2 (1.7 1 (1.0)
Cervical rib 0 (0.0) 1 (1.1 5 (4.2) 4 (4.1)
13th rib 42(37.2) 33(36.7) 61(51.3) 34(34.7)
Asymmetry of sternebra 1 (0.9) 0 (0.0) 2 (1.7) 2 (2.0)
Extra bone in caudal vertebra 0 (0.0) 0 (0.0 1 (0.8) 0 (0.0

®

of the limbs.

A

scapula, humerus, radius, ulna, femur, fibula and tibia.

: Craniorachischisis, microcephaly, open eyelid, microtia, cleft palate, glossocele, gastroschisis and hypoplasia

. Hypoplasia or absence of the cranial bones, hypoplasia or dysplasia of the vertebral bones, hypoplasia of
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Table 3 Cesarean section date of rabbit dams given BRL28500 intravenously

from day 6 to 18 of gestation

Dose(mg/kg) Control 20 50 125
No. of animals 17 17 16 23
non-pregnancy 2 0 1 3
pregnancy 15 17 15 20
abortion 0 0 1
premature delivery 0 0 0
death or .knued due 0 0 0 4
to emaciation
No. of dams 15 16 15 15
No.of corpora lutea 7.9 £1.52 | 8.3 £1.3 8.3 £1.4 8.9 £1.6
No.of implants 6.6 £2.4 6.9 1.6 7.0 £1.9 7.7 £2.1
No.of dead fetuses
early 0.4 0.6 0.5 0.6 0.4 0.6 0.5 0.7
late 0.1 £0.4 0 0.1 0.4 0.3 £0.6
No.of live fetuses 6.1 £2.3 6.4 +1.8 6.5 +2.2 6.9 £2.0
Sex ratio(Male/Female) 1.06 0.66 1.06 1.00
Fetal weight(g)
Male 43.02+6.29 | 43.22+5.02 | 41.62+6.04 | 39.35+4.70
Female 42.63+7.36 | 41.52+3.65 | 41.80£6.51 | 40.01%+6.66
Placental weight(g) 6.74+2.28 6.21+0.67 | 6.35+1.50 5.67+1.01

® : Values are the mean+S.D.

Table 4 Morphological observation of rabbit fetuses from dams given BRL28500 intrayenously from day 6 to 18

of gestation

Dose(mg/kg) Control 20 50 125
No. of fetuses observed 91 103 97 104
External observation
No. of fetuses with malformation(%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Visceral observation
No. of fetuses with malformation(%)
Common ventricle with coarctation 0 (0.0 1 (1.0) 0 (0.0 0 (0.0
of the pulmonary trunk
No. of fetuses with variation(%)
Supernumerary coronary orifice 7 (7.7) 6 (5.8) 4 (4.1) 3 (2.9
Skeletal observation
No. of fetuses with malformation(%)
Disarrangement of thoracic 0 (0.0) 2 (1.9) 0 (0.0) 0 (0.0)
vertebrae and ribs
Fusion of sternebrae 0 (0.0 1 (1.0 1 (1.0 0 (0.0)
No. of fetuses with variation(%)
Separation of nasal bone 0 (0.0) 0 (0.0) 1 (1.0 1 (1.0)
Separation of parietal bone 0 (0.0) 0 (0.0) 2'2.1) 3 (2.9
Cervical rib 5 (5.5) 4 (3.9) 2 (2.1) 1 (1.0
13th rib 28(30.8) 55(53.4) 54(55.7) 71(68.3)**
4th rib 0 (0.0) 1(1.0) 0 (0.0) 0 (0.0)
Splitting of sternebra 2 (2.2) 1 (1.0) 3 (3.1) 0 (0.0)
Asymmetry of sternebra 1 (1.1) 3 (2.9 0 (0.0) 0 (0.0)

**Significant difference from control, P<0.01.
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REPRODUCTION STUDIES OF POTASSIUM
CLAVULANATE AND BRL 28500

1IV. TERATOLOGY STUDIES IN RABBITS

Kazusar Funita, Yosurtaka Nisuioka, Yasuo KurakaTa and Yosuinosu KosHima
Beecham Yakuhin K. K.

SuiceNor! Furukawa, Tacaniko Morinaca and Isao ToTeno
Department of Fetal Pharmacology,

Biological Research Center for Protection of Environment

Joun A.BaAvLpwiN

Beecham Pharmaceuticals Research Division

Potassium clavulanate (CVA-K) and BRL 28500 were administered intravenously to rabbits of
a New-Zealand White Strain during the period of organogenesis in order to study their effects
on dams and fetuses. CVA-K was given at doses of 37.5, 75 and 150 mg/kg and BRL 28500 at
doses of 20, 50 and 125 mg/kg.

With regard to the effects of CVA-K on pregnant dams, there was a mild decrease in food
consumption at 150 mg/kg, one animal developed diarrhea and another died. With BRL 28500,
diarrhea, decreased food consumption and retarded weight gain were noted at 50 mg/kg and above.
Additionally, several animals in the 125mg/kg group either aborted or died. With regard to
fetuses, however, no abnormalities were noted that could be ascribed to treatment with either
CVA-K or BRL 28500.

Based on the above results, the maximum no-effect doses for pregnant dams are estimated at
75mg/kg for CVA-K and 20 mg/kg for BRL 28500, and those for fetuses are estimated at 150 mg/kg
and 125 mg/kg, respectively.



