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Fig. 1. Body weight gain of rats orally administered with various doses of dichloromethane.
Each point represents the mean of four or five rats. Arrows show oral administra-

tion of dichloromethane.
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Fig. 2. Body weight gain of pregnant rats fed
with dichloromethane from day 0 to
20 of pregnancy.
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dams, given from

day 0 to 20 of pregnancy

No. of No. of No. of live Ty No. of fetuses
resorptions dead fetuses Fetal wt. with external
(%)% fetuses {Male/Female) (g, Mean%S.D.) malformations
4(3.4) 0 113 44.01+0.20 0
(54/59) ?3.8040.13 0
5(2.2) 0 224 43.8340.34 0
(122/102) ?3.55 0, 30%2 0
11(5.8) 0 178 33.9340.28 0
(85/93) £3.69+0.30 0
12(5.3) 0 216 43,9440, 34 0
(108/108) ?3.760. 26 0
*2: p<0.05
Table 4. Skeletal and visceral examinations of fetuses derived from the dams given

dietary dichloromethane from day O to 20 of pregnancy

Dose (%) 4 0.4 0.04 0

Skeletal examination
No. of fetuses examined 54 112 86 104

Delayed ossification
Skull 0 1 0 0
Sternebra 25 63 46 26
Cervical vertebra 0 1 1 0

Visceral examination
No. of fetuses examined 59 112 92 112
Dilatation of renal pelvis 0 3 0 1

Table 5. Effects of dietary dichloromethane on growth of rat neonate from
dams, given from day 0 to 20 of pregnancy
Dose (%) 0.4 0.04 0
No. of dams 7 7 7
Day 0 (At birth)
No. of live neonates 91 94 80
No. of dead neonates 5 3 3
24 of neonatal death*! 5.2 3.1 3.6
Abnormality of neonate
Short tail 0 1 0
Day 21 (At weaning)
Survival rate (9)%2 100 98.0 100
Day 56
Survival rate (9;)*2 100 98.0 100

*1: (No. of dead neonates at birth/No. of total neonates at birth) x 100
*2: (No. of live neonates at weaning/No. of live neonates at day 4) x 100
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Fig. 3. Growth curve of rat neonates from the dams given dietary dichloromethane from day
0 to 20 of pregnancy. @ : 0.49% of dietary dichloromethane, (O : 0.049% of dietary
* .
: p<0.05

dichloromethane, x : Control.

Table 6. Organ weight of 56-day-old rats from the dams, given dietary

dichloromethane from day 0 to 20 of pregnancy

Absolute organ wt. (g)

Relative organ wt. (g/100 g body wt.)

Dose S
(%) ex N . . T T . i
° Liver Kidney Liver Kidney
0.4 Male 11.804£1.05%  2,08=:0.36* 4.55+0.29 0.8040.13
Female 8.001.04 1,4840.13 4,37£0.35 0.81+0.04
0.04 Male 12,9942.05 2.35+0.26 4,890, 39* 0.89=40.05
Female 8.73+1.11 1.61£0.15 4,810, 23* 0.884-0.03*
0 Male 12.9541.05 2.3940.23 4,550, 26 0.84-+0.09

Female 8.49-0.57

Mean=£S.D. * p<0.05

1.5740.10

4,4040.19 0.820.05
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Summary

During the period from the 0 day to the 20th day of pregnancy some examinations were
carried out on the teratogenic effects of dichloromethane in Wistar rats fed with the diet
containing 4, 0.4 or 0.04%, of dichloromethane, respectively.

Examinations were made on the effects on the fetuses on the 20th day of pregnancy as well
as on the effects on the neonatal growth for eight weeks after birth.

Even in the case of acute oral toxicity, no lethal effect was shown by any single
administration at the doses of 600, 300 or 150 mg/kg; while a slight reduction in the body
weight gain was brought forth at the doses of 600 and 300 mg/kg, respectively. No lethal
effect was shown either by the six administrations during six days at the doses of 300, 150, 75
and 37.5 mg/kg; while some significant inhibition of the body weight gain was brought forth at
the doses of 300 and 150 mg/kg; on the other hand, some significant decreasing was brought
forth in the relative weight of the liver in the experimental groups, excepting the group of 75
mg/kg.

In the teratological study, in case of 4%, group, was brought forth some significant reduc-
tion in the maternal body weight. Concerning the numbers of implantations and resorptions,
no significant differences were noted throughout all the groups, while some significant
reduction was noted in the fetal weight of the females in case of the 0.49, group. In no
group was observed any external malformation. By the skeletal and visceral observations of
the fetuses it was indicated that between the control and the experimental groups no significant
difference was observed both in the frequency of delayed ossifications and in the dilatation of
renal pelvis.

In the case of 0.049, group, on the postnatal growth was observed no adverse effect, but
in case of 0.49, group a decreasing in the body weight gain was observed in the 8th week in
the male offspring. Also in the 0.49, group, some significant reduction in the absolute weight
of liver was observed in the 8th week after birth in male.

Based on the above mentioned results, it was concluded that no teratogenic effect was to
be noted in the rats fed with the diet containing dichloromethane ranging from 0.04 to 49,
during gestation.



