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Changes of body weight and food consumption in male rats
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Fig.2 Changes of body weight and food consumption in male rats
treated intravenously with BRL 28500 before mating
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Fig.3 Changes of body weight and food consumption in female rats
treated intravenously with CVA-K before mating

300

N
B
S

Body weight(g)

o——o Control

o———12.5mg/kg
o———025.0mg/kg
‘0——050.0mg/kg
x===x75.0mg/kg

1 3 7 16 5T0y)

Fig. 4 Changes of body weight and food consumption in female rats
treated intravenously with BRL 28500 before mating
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Fig.5 Changes of body weight and food consumption in rat dams
treated intravenously with CVA-K
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Fig.6 Changes of body weight and food consumption in rat dams
treated intravenously with BRL 28500
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Table 1 Effect of CVA-K on reproductive ability in rats
No. of animals Copulation? Pregnancy®
Dose Sex . ! : "
(mg/kg) mated copulated pregnant index (%) index (%)
M 22 22 100
Control F 22 22 19 100 86.4
M 22 22 100
125 F 22 22 21 100 95.5
~ M 22 22 100
= F 2 22 209 100 9.9
M 22 22 100
50 F 22 22 18 100 " 81.8
{
75 hY! 21 21 100
F 22 22 19 100 | 86.4
a : (No. copulated/No. mated) x 100.
b : (No. pregnant/No. copulated) x 100.
o - Included one animal, which was delivered due to misconfirmation of mating day.
M : Male : Female
Table 2 Effect of BRL28500 on reprcductive ability in rats
Dose S No. of animals Copulation? Pregnancy®
ex . .
(mg/kg) mated copulated pregnant index (%) index (%)
1 o]
Control M 20 20 100
F 20 20 20 100 100
O c)
200 M 20 19 9%
F 20 19¢ 19 95 100
400 M 20 20 160
F 20 20 20 100 100
F 20 20 20 100 100

@ 1 (No. copulated/No. mated) x 100
b : (No. pregnant/No. copulated) x 109

c -

confirmed during 2nd mating period.
* M: Male F : Female
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ThoOHRAB I BE L AR L OMEEX
RED LRIk - To ABEREOWTH, FEfkalik
BB VB RESESHBR Y 2D HRED LR ER
THRIhLY, FhooHBRAEC L RBH L 4HE

: Copulation and pregnancy of remaining one couple which did not copulate during Ist mating reriod were
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TIX1Hd &R Bhigd 7o —F, BRL28500 T3, %t
FBEEC16l, 400mg/kg HEH T2 4, 800mglke 5
HTlfabhich, HBEEECINBRLEHREHL
OECERBZERIRDbhich oo BEOEETIE, X
JBE¥E, 400 1 XU 800mg/kg HEFFOE 1 FHTERL
F, IHI 400mg/kg HEFHED1FITHE AR LIVES
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Table 3 Effects of CVA-K on fetuses
Dose (mg/kg) Control 12.5 25 50 75
No. of dams 19 21 19? 18 19
No. of corpora lutea 16.2+2.1 16.3+1.4 15.9+2.2 16.8£3.0 16.5%+1.6
No. of implants 14.6+3.3 15.0+1.9 14.2+3.3 14.2+3.5 15.5+2.2
No. of dead fetuses
early 0.7+1.1 0.5+1.0 0.9+1.1 0.5+0.6 0.5+0.7
late 0 0 0.1£0.2 0 0
No. of live fetuses 13.9+3.4 14.5+1.9 13.2+3.9 13.7+£3.5 15.0+2.4
Sex ratio (Male/Female) 0.87 0.98 1.18 1.24 0.85
Fetal weight (g)
Male 4.04+0.30 4.11£0.28 3.95+0.50 4.11+0.22 3.96+0.26
Female 3.75+£0.32 3.86+0.25 3.79+0.48 3.90+0.27 3.72+0.26
Placental weight (g) 0.55+0.08 0.54+0.07 0.55+0.08 0.56+0.17 0.52+0.04
a) : Excluded one animal,which was delivered Mean + SD.
due to misconfirmaticn of mating day.
Table 4 Effects of BRL28500 on fetuses
Dose (mg/kg) Control 200 400 800
No. of dams 20 20 20 20
No. of corpora lutea 16.5+3.0 17.3+2.9 17.8+2.8 16.5+£2.2
No. of implants 14.9+3.8 14.6+2.6 14.9+£2.5 13.9+1.4
No. of dead fetuses
early 1.2+1.1 0.7£0.8 0.9£1.4 0.7£0.9
late 0 0.1£0.2 0 0
No. of live fetuses 13.7£4.0 13.8%+2.7 14.0%£2.9 13.3+1.8
Sex ratio (Male/Female) 1.19 1.09 0.87 1.07
Fetal weight (g)
Male 3.46+0.28 3.36%0.21 3.41+0.30 3.34+0.26
Female 3.28+0.20 3.15£0.24 3.24+0.31 3.23+0.22
Placental weight (g) 0.55+0.17 0.49+0.04 0.49+0.06 0.49+0.04
Mean + S.D.
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Table 5 Morphological findings in Fi rat fetuses from dams treated with CVA-K

Dose(mg/kg) Control 12.5 25.0 50.0 75.0
External observation
No.of fetuses observed 265 305 251 246 285
No.of fetuses with abnormality (%) 0 (0.0 0(0.0) 1(0.4) 000.0) 0(0.0)
Type of abnormality
Umbilical hernia 0 (0.0 000.0) 1(0.4) 0(0.0) 0(0.0)
Visceral observation
No.of fetuses observed 84 101 86 85 94
No.of fetuses with abnormality (%) 0 (0.0 1(1.0) 1(1.2) 0(0.0) 1(1.1)
No.of fetuses with variation (%) 3 (3.6) 0(0.0) 8(9.3) 5(5.9) 3(3.2)
Type of abnormality
Hydrocephaly 0 (0.0) 0(0.0) 1(1.2) 0(0.0) 0(0.0)
Ventricular septal defect 0 (0.0 1(1.0) 0(0.0) 0(0.0) 1(1.1)
Type of variation
Thymic remnant in the neck 0 (0.0 0(0.0) 1(1.2) 2(2.4) 1(1.1)
Dilatation of the renal pelvis 3 (3.6) 0(0.0) 1(1.2) 1(1.2) 2(2.1)
Dilatation of the ureter 2 (2.4 0(0.0) 1(1.2) 2(2.4) 2(2.1)
Kinked ureter 3 (3.6) 0(0.0) 4(4.7) 2(2.4) 1(1.1)
Left umbilical artery 0 (0.0 0(0.0) 1(1.2) 1(1.2) 0(0.0)
Dislocation of the umbilical vein 0 (0.0) 0(0.0) 1(1.2) 0(0.0) 0(0.0)
Skeletal observation
No.of fetuses observed 181 204 165 161 191
No.of fetuses with abnormality (%) 0 (0.0 0(0.0) 0(0.0) 0(0.0) 0(0.0)
No.of fetuses with variation (%) 27(14.9) 16(7.8) 16(9.7) 14(8.7) 19(9.9)
Type of variation
Cervical rib 0 (0.0 1(0.5) 0(0.0) 3(1.9) 2(1.0)
Splitting of the thoracic vertebral body 2 (1.1 1(0.5) 3(1.8) 0(0.0) 5(2.6)
Shortened 13th rib 0 (0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.0)
14thrib 22(12.2) 13(6.4) 12(7.3) 11(6.8) 10(5.2)
Deformation of the transverse process 2 (1.1 1(0.5) 1(0.6) 0(0.0) 2(1.0)
Splitting of the lumbar vertebral body 0 (0.0) 0(0.0) 1(0.6) 000.0) 0(0.0)
Splitting of the sternebra 1 (0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

A fetus may Dbe entered under more than one category.
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OBERD HEFEFIHIC 75 mg/kg BETR® Hh, BRL
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BEEWC X 3 s —BEEFEN T EFEE 1 CVA-K
T 25 mg/kg, BRL 28500 T 400 mg/kg, AFEEEST
T 5 EEER T CVA-K Tk T5mg/kg, BRL
28500 Tix 800 mg/kg, FRFFICXIT % EHEE X CVA-
K Ti% 75 mg/kg, BRL 28500 Ti% 800 mg/kg ¢#%
bhbe
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Table 6 Morphological findings in F1 rat fetuses from dams treated with BRL28500
Dose(mg 'kg) Control 200 400 800
External observation
No. of fetuses observed 274 276 280 265
No. of fetuses with abnormality (%) 0 (0.0) 0 (0.0 1 (0.4) 0 (0.0)
Type of abnormality
Cleft palate and micrognathia 0 (0.0 0 (0.0 1 (0.4) 0 (0.0
Visceral observation
No. of fetuses observed 95 92 96 91
No. of futuses with abnormality (%) 0 (0.0 0 (0.0) 1 (1.0) 0 (0.0
No. of fetuses with variation (%) 2 (2.1) 4 (4.3) 11(11.5) 10(11.0)
Type of abnormality
Dilatation of lateral and 3rd ventricle 0 (0.0 0 (0.0 1 (1.0 0 (0.0
Atresia of the nasal cavity 0 (0.0) 0 (0.0 1 (1.0 0 (0.0)
Malposition of the liver 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0
Type of variation ’
Thymic remnant in the neck 1 (1.1 3 (3.3) 6 (6.3 6 (6.6)
Abnormal lobulation of the liver 1 (1.1) 0 (0.0) 2 (2.0 0 (0.0
Dilatation of the ureter 0 (0.0) 1 (1.D) 0 (0.0) 1.(1.1)
Kinked ureter 0 (0.0 1 (1.1 0 (0.0) 1 (1.1)
Dilatation of the renal pelvis 1 (1.1 1 (1.1 3 (3.1 3 (3.3
Left Umbilical artery 0 (0.0) 0 (0.0) 2 (2.0 0 (0.0)
Skeletal observation
No. of fetuses observed 179 184 184 174
No. of fetuses with abnormality (%) 1 (0.6) 0 (0.0) 2 (1.1) 1 (0.6)
No. of fetuses with variation (%) 11 (6.1) 17 (9.2) 7 (3.8) 12 (6.9)
Type of abnormality .
Wavy rib 1 (0.6) 0 (0.0) 1 (0.5) 1 (0.6)
Fusion of the cervical vertebral arches and 0 0.0 0 (0.0 1 0.5 0 (0.0)
fusion of the thoracic vertebral arches
Type of variation '
Retarded ossification of the cervical )
. ‘ 4 (2.2) 1 (0.5) 1 (0.5) 2 (1.1
vertebral arches
Cervical rib 1 (0.6) 4 (2.2 1 (0.5) 2 (1.1)
Splitting of the thoracic vertebral body 2 (1.1) 6 (3.3) 4 (2.2) 2 (1.1
Shortened 13th rib 0 (0.0) 4 (2.2) 1 (0.5) 1 (0.6
14th rib 6 (3.4) 3 (1.6) 1 (0.5) 5 (2.9)
Sacralization of the lumbar vertebra 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)

D

2)

3

A fetus may be entered under more than one category.
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REPRODUCTION STUDIES OF POTASSIUM CLAVULANATE
AND BRL 28500

I. FERTILITY STUDIES IN RATS

Kazusut Fujita, Yosurtaka Nisaioka, Yasuo KurakaTa and Yosamwoeru KosHima
Beecham Yakuhin K. K.

AtsusHi NakaMurRA and Suiceru IsHipa
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Beecham Pharmaceuticals Research Division

Patassium clavulanate (CVA-K) at 12.5, 25, 50 and 75 mg/kg or BRL 28500 at 200, 400 and 800 mg/kg
were administered intravenously to male Crj: CD (SD) rats for 63 days and to female Crj: CD (SD)
rats for 14 days before mating, and then until day 7 of gestation. The effects of treatment on the par-
ent animals and fetuses were studied.

Increased liver weight was noted in males at 50 and 75 mg/kg CVA-K and in the female 75 mg/kg
CVA-K group, a slight decrease in food consumption was observed during early pregnancy. In the
male 800 mg/kg BRL 28500 group, a slight decrease in food consumption was observed during the latter
half of the treatment period. With these exceptions, general condition, body weight and food consump-
tion were normal.

No adverse effects on the copulation and fertility indices were noted that could be attributable to ei-
ther drug. Neither were fetal observations such as the number of corpora lutea, implantations, dead
and resorbed embryos etc., adversely affected by any treatment.

No treatment related abnormalities were noted in the viable fetuses with regard to external, visceral
and skeletal observations.

In view of the above findings and under the experimental conditions employed, the maximum no-
effect doses for general toxicological responses in the parent animals are considered to be 25 mg/kg for
CVA-K and 400 mg/kg for BRL 28500 and the no-effect doses for reproductive performance as well as
for the fetuses are considered to be 75 mg/kg for CVA-K and 800 mg/kg for BRL 28500.



