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Abstract : To investigate the effect of diazepam on fetal development in pregnant rats, this
experiment was performed in eighty Sprague-Dawley female rats which were 8 weeks old and
grouped into two according to different diazepam treatment period during 5-9 days of gestation
and 10-14 days of gestation. Both experimental groups were included by saline treated groups
(control) and diazepam-treated groups (6mg, 12mg and 24mg), respectively. Diazepam was injected
to pregnant rats subcutaneously, which were sacrified on 20 days of gestation and mean litter
size, fetal body weight, fetal crown-rump length (CRL) and pathological findings were examined.

1. Concerning mean litter size, diazepam-treated groups showed lower mean litter size than
control in both 5-9 days and 10-14 days of gestation groups(p { 0.05) without difference according
to dosage of diazepam and day of gestation.

2. Concerning fetal body weight, diazepam-treated groups during 5-9 days of gestation showed
lower fetal body weight than control and the other treated group during 10-14 days(p < 0.01)
without difference according to dosage of diazepam. Diazepam-treated group during 10-14 days
of gestation showed no difference among experimented groups.

3. Concerning fetal crown-rump length (CRL), diazepam-treated groups during 5-9 days of
gestation showed shorter CRL than control and the other treated group during 10-14 days of
gestation(p { 0.01) without difference according to dosage of diazepam,

4. Reduction of mean litter size, fetal body weight and CRL was shown from when treated by
the dosage of 6mg/kg of diazepam.

5. Maternal mortality according to dosage of the 20mg/kg of diazepam were 30% and 20% in
the treated group during 5-9 days and 10-14 days of gestation, respectively.

These results indicated that diazepam treatment in pregnant rats caused considerable reduction
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of mean litter size, fetal body weight and fetal crown-rump length when treated during 5-9 days

of gestation.

Key words : gestation, mean litter size, fetal body weight, fetal crown-rump length.
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Table 1. Administration* of diazepam to pregnant rats

i o

YA ratol] diazepame FAH T YA 209 Yo 3
st dNLH Y diazepam A2 73} ) 273} H)
ofo] AAt4+E vl w g Z 3} Table 29 2o}

A 5~9Y H Foll A diazepam Fof Fo WE 6mg,
12mgd % 24mg7 9] MRS E 47 1230F, 1220F ¢
1214524 279 145059 ugto] 3} AAFE
B R 2 (p € 0.05), diazepam 2| FollA Fof&Fo)

((c;iisyt:)mn period  No. ofra l:smgnm Dosage(mg,/kg) 2 stol: gtk YA 10-148 8 o) A diazepam 5
10 o] & 6mgZ, 12mgZ ¥ 4mgT e AASE 12,
Control** 9 6 605, 12.50% 2 1225524 279 145059 H|&
5-9 9 1 we AR Vel A (p 005), YL 8 7 diazepam
. ” AYZAN Fel3 mhe gole A3 Yot
Diazepam % ¥ ejo} A5 & ZAM3 2 3} Table 33}
10 2.

Control** 10 6 YA 59U H TN diazepam F4Fof) P 6mgZ,
10-14 9 12 12mg? % 24mgZ 9l BlobA| 5L 242} 1.05g, 1.04g F 1.
9 " 04go 2 A th2 29 225090 M8 X b E e}

*: Diazepam was injected subcutaneously.
**: Control, pregnant rats were injected with 1 ml of saline.

Wl z(p{0.01), diazepam M2l FAA Foigeo] w2
Aol Qisith AN 10-14YH Tl A diazepam Fo} Z

Table 2. Mean litter size following treatment with diazepam to pregnant rats (Means+SD)

Experimental groups

. No. of
((f:stauon experimental Dosage of diazepam(mg/kg)
¥s rats Control(n = 10,10)
6(n=9,10) 12(n=99) 24(n=99)
5-9 37 14.50+1.17* 12.30+0.48° 12.20+0.42° 12.14+0.69"
10~14 38 14.50+0.94* 12.60+051° 12.50+0.85° 12.25+0.46°
AB: Different superscripts denote significant differences within rows(p ¢ 0.05).
Table 3. Fetal body weight following treatment with diazepam to pregnant rats (Means+ SD)
Experimental groups
. No. of
((i;acstauon experimental Dosage of diazepam(mg/kg)
¥$ rats Control
6 12 24
5-9 37 2.25+0.03* 1.05+0.11%* 1.04+0.11%% 1.04+0.10%°
10~14 38 2.26+0.02% 2.24+0.01% 2.24+0.024* 2224001

AB: Different superscripts denote significant differences within rows(p ( 0.01).
a,b: Different superscripts denote significant difference within columns(p ( 0.01).
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Table 4. Fetal crown-rump length following treatment with diazepam to pregnant rats

(Means+SD, cm)

Experimental groups

. No. of
dG:stanon experimental Dosage of diazepam(mg/kg)
s rats Control
6 12 24
5-9 37 3.02+0.04* 2.32+0.08%° 2.32+0.07%* 2.31+0.04>
10~-14 38 3.03+0.03" 3.02+£0.05™ 3.00+0.41% 3.00+0.03**

AB: Different superscripts denote significant differences within rows(p ( 0.01).
ab: Different superscripts denote significant difference within columns(p € 0.01).
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Legends of figures

Fig 1. Resorption site(arrow) of a fetus in the uterus on 20 days of gestation following diazepam treatment during 10~14 days of the gestation.

Fig 2. Comparison of fetal size between control and diazepam treated groups and pathological finding : Considerably shorter fetal size
than control and hemorrahgic patch in the fetuses treated with diazepam during 5~9 days of gestration.

Fig 3. Comparison of pathological finding between control and diazepam-treated groups(6mg) injected during 5~9 days of gestation :

Hemorrahgic patch in the abdominal region (arrow).

Fig 4. Comparison of another pathological finding between control and diazepam-treated groups(12mg) injected during 5~9 days of

gestation : See hemorrahgic patch on the head region (arrow).
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