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Fig.1 Changes of body weight in rat dams treated intravenously with CVA-K
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Fig.2 Changes of food consumption in rat dams treated intravenously

Fig.3 Changes of body weight in rat dams treated intravenously
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Table 1 Effects of CVA-K on F, rat offspring from dams treated intravenously with CVA-K

Dose (mg/kg) Control 25 50 75 150
No. of pregnant females 22 22 22 229 22
No. of females delivered of live 99 2 2 21 2
offspring
Gestation length (Day) 21.8+0.5 21.940.4 21.8+0.4 21.9%0.4 21.9£0.4
No. of implants 14.9%3.3 15.7+1.9 15.4+£1.7 14.3£3.3 16.3£1.5
No. of still born (Total) 10 5 4 4 5
No. of live born 13.6+3.4 14.7£2.1 14.5+1.9 13.9%£3.1 14.3+1.6
Sex ratio (Male/Female) 1.03 1.02 0.99 1.03 0.91
Body weight of offspring at
birth (g)
Male 6.3%0.6 6.3+0.4 6.2+0.5 6.3%0.6 6.240.4
Female 5.9£0.5 5.8+0.4 5.9£0.5 6.0+0.6 5.8%+0.3
No. of off.spring with external 1(0.3)® 0(0.0) 0 (0.0) 1(0.3)° 0(0.0)
abnormality (%)
Live birth index (%) 91.4 93.4 93.8 96.7 93.5
2 : (No. of offspring with external abnormality/No. of live born offspring) x 100 Mean + SD.
® 1 (No. of live born/No. of implants) x 100
¢ : One animal died on Day 22 of gestation due to dystocia
4 Absence of tail
¢ : Kinked tail
Table 2 Effects of BRL23500 on F, rat offspring from dams treated intravenously with BRL28500
Dose (mg/kg) Control 200 400 800 1200
No. of pregnant females 22 20 20 20 20
No. of females delivered of live
. 22 20 20 20 20
offspring
Gestation length (Day) 22.0£0.2 21.9+£0.4 21.9+0.4 22.0%£0.3 22.0+0.2
No. of implants 14.7+£2.5 15.3+£2.7 14.7+3.1 15.1£1.5 15.912.6
No. of still born (Total) 20 2 1 1 5
No. of live born 13.1+3.5 13.5+3.1 13.4+3.3 13.9+1.5 14.1+2.4
Sex ratio (Male/Female) 0.96 0.92 1.00 0.92 0.87
Body weight of offspring at
birth (g)
Male 6.1+0.4 6.0£0.7 6.0+0.6 5.9+0.4 5.7+0.6
Female 5.8+£0.4 5.7+0.6 5.7£0.5 5.5+0.4 5.4%0.6
No. of offspring with external 1(0.3)9 0 0.0) 00.0) 00.0) 10.4°
abnormality (%)? : : ’ ! ’
Live birth index (%) 88.9 87.9 91.2 92.1 89.0
@ (No. of offspring with external abnormality/No. of live born offspring) x 100 Mean + S.D.

b : (No. of live born/No. of implants) x 100

) : Subcutaneous hematoma
4 : Omphalocele
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Fig.5 Changes of body weight in male offspring (F;) from dams treated

intravenously with CVA-K
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Fig.6 Changes of body weight in female offspring (F;) from dams treated

intravenously with CVA-K
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Fig.7 Changes of body weight in male offspring (F,) from dams treated

intravenously with BRL 28500
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Fig.8 Changes of body weight in female offspring (F;) from dams treated

intravenously with BRL 28500
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REPRODUCTION STUDIES OF POTASSIUM CLAVULANATE
AND BRL 28500

III. PERINATAL AND POSTNATAL STUDIES IN RATS

Kazusur Fusrta, Yosurtaka Nisuioka, Yasuo KurakaTa and Yosumosu KosHiMa
Beecham Yakuhin K. K.

Hirosur SumMazu, Artsusai NakaMura and SHIGERU IsHIDA
Bozo Research Center, Co., Ltd.

Joun A.BaLDwWIN

Beecham Pharmaceuticals Research Division

I'ctzssium clavulanate (CVA-K) at 25, 50, 75 and 150 mg/kg or BRL 28500 at 200, 400, 800 and 1,200
mg/kg were administered intravenously to Crj: CD (SD) rats during the perinatal and postnatal periods
to assess effects of treatment on dams and their offspring.

For dams, increased liver weight occurred with CVA-K at 75 mg/kg and above, a suppression of
Lodyweight gain was noted during late gestation with BRL 28500 at 800 mg/kg and above, and enlarge-
ment of the cecum and increased liver weight were noted in the 1,200 mg/kg BRL 28500 group.

However, no changes attributable to treatment with either drug were noted with regard to the main-
tenance or length of gestation, delivery or lactation.

For both drugs, the development of the offspring after birth was normal and no treatment related
effects were observed in the functional tests nor in the open field, multiple T-maze, conditioned avoid-
ance response and reproductive performance tests.

In view of the above findings and under the experimental conditions employed, the maximum no-
effect doses for general toxicological responses in the dams are considered to be 50 mg/kg for CVA-K
and 400 mg/kg for BRL 28500, for delivery and lactation are 150 mg/kg for CVA-K and 1, 200 mg/kg for
BRL 28500 and for the offspring are 150 mg/kg for CVA-K and 1,200 mg/kg for BRL 28500.



