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but, concomitant with treatment, there was a generally dose-related 
decrement of feed intake for the first week on treatment. there was a 
severe reduction in the high dose group, and they alone had a rebound of 
intake that became evidentduring days 13 to 16. Intake was at, or just 
above, control levels on days 16-20 and after treatment, i.e. days 20-24. 

Description, severity, time of onset and duration of clinical signs: 

The control and low dose animals had body temperatures that were 
essentially similar throughout the study. The mid dose animals had 
temperatures somewhat higher during the first two days and last week of 
treatment. This phenomenon was accentuated in the high dose animals, 
which consistently maintained an elevated body temperature until after 
treatment had ceased, at which time it declined, to come within the range 
of the other three groups. High dose maternal body temperature reached 
its maximum on day 8 when it was 1035”C, trended lower for the next four 
days, but was again variably elevated to the 103°C range on days 13 and 
14. 

Fetal data: 

Litter size and weights: Fetal body weight was not affected by the treatment 
and, though those of the high doe group tended to be heavier than the 
other groups, this is considered to be an effect of the reduced litter size 
associated with an increased incidence of dead or resorbed fetuses per 
litter in the high dose group (Table 1). , 

Number viable: The number of live fetuses was reduced in the high dose 
group (Table 1) 

Grossly visible abnormalities, external, soft tissue and skeletal 
abnormalities: In the fetuses of high dose mothers, there were significant 
litter and fetal incidences of cleft palate, microcephaly, hydrocephaly, 
microphthalmia, and anophthalmia. At least 2 of these effects, i.e. 
hydrocephaly and anophthalmia, also were present in the fetuses from 
mothers receiving 3 mg/kg/day (Table 1). At the level of 1 mg/kg/day, none 
of these effects were evident, although instances did occur in the controls. 
Fetal effects frequently found in rabbit fetuses from compromised mothers, 
i.e. abnormal ossification of the axial skeleton, also were evident in the high 
dose group, but are not clearly dose related in the two lower treatment 
groups when compared with offspring of the untreated pregnancies. 

Test substance : 2-set-butyl-4,6-dinitrophenol (CAS No. 88-85-7) 
Source: No data 
Purity: No data 

Table 1: Effects of test substance on maternal status and in ufero development 

0 mglkg 1 mg/kg 3 mglkg 9 mglkg 
# Pregnant rabbits 16 16 16 17 
#(%) deaths or moribund sacrifice of 2 (12.5) 2 (12.5) 3 (18.75) 12 (70.6) 
pregnant rabbits 
#(%) aborted 2 (12.5) 4 (25.0) 2 (12.5) 2 (11.8) 
#(%) delivered naturally 3 (18.8) 0 0 0 
Mean No. implantations &SD 7.423.1 7.3+3.1 9.1+2.5 7.3k1.2 
Mean No. live fetuses +SD 6.5k2.8 7.1k3.1 8.3k2.3 3.322.1 
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No. litters wl live fetuses 10 10 11 3 
Mean male fetal weight (g) *SD 42.88k9.3 37.65k7.6 37.93k4.4 49.18k5.9 

0 9 6 2 
Mean female fetal weight (g) *SD 41.49k7.6 41.03k7.0 36.12*5.2 48.53k1.4 

6 8 8 0 
Mean % live male fetuses/litter *SD 56.Ok16.5 51.3k17.9 42.6223.3 71.7k30.1 
Mean % dead or resorbed/litter &SD 11.2U3.4 2.5k5.4 8.2k9.6 51.4k35.4 
% cleft palate L/F o/o o/o o/o 33/I 0 
% microcephaly L/F o/o o/o o/o 33/l 0 
% hydrocephaly L/F o/o o/o 1812 100/70 
% microphthalmia L/F 1 o/2 o/o o/o 67150 
% anophthalmia o/o o/o 9/l 100/30 
% abnormal caudal vertebrae L/F o/o 1 o/3 1 O/l 33/l 0 
% asymmetric thoracic vertebrae L/F 1 o/2 1 O/l 1812 67120 

Conclusion : It is clear that the test substance has the ability to adversely affect 
emryonic development or even cause fetal death in a well-designed 
experiment at dosage levels that also adversely affect maternal 
homeostasis. At the lower treatment level of 1 mg/kg/day, some 
perturbation of maternal homeostasis is evident, however in utero 
development is not altered. 

This means the test substance does not adversely affect the conceptus in 
any uniquely targeted manner, but, instead, produces its effects at 
treatment levels that are also maternally toxic. this is not to be construed 
as saying that maternal toxicity is causing the adverse effects, and, in fact, 
the assumed mechanism of action of the test substance (uncoupling of 
oxidated phosphorylation) is well known to adversely affect embryonic 
development. 

Reliability : (2) valid with restrictions 
17.02.2003 (23) 

Species . rat. 

Sex female 
.Strain . Sprague-Dawley 
.Route of admin. . oral feed 
.Exposure period Day 6 through 15 of gestation 
.Frequency of treatm. daily. 

.Duration of test 
Doses a 

.Control group . Yes 
Method . other: 
Year . 1982. 

.GLP . no data 
Test substance Phenol, 2-( 1 -methylpropyl)-4,6-dinitro- (CAS No. 88-85-7) 

Purity: 95.0% 
Stock No.: ACR 133942 
Source: Dow Chemical Company 

Method : a) Pseudopregnancy: Induced by stimulating the uterine cervical region of 
the rat with the introduction of a vibrating fiber glass in to the vagina during 
the proestrus and astrus stages of the reproductive cycle. Day 1 of 
pseudopregnancy was designated as the first day when leukocytes 

57 




