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TSCA 8(e) Review

Results are being reported based on the marginal increase in post implantation loss in the high-dnse group
(1000 mg/kg), which was above the recent historical control data, and the marginal increase in conmon
malformations in the high-dose group reported in this pilot developmental toxicity study in rats.

7 inseminated female Wistar rats each were daily treated orally by gavage with
the test substance in 0.5% aqueous carboxymethyicellulose from day 6 to day 19 p.c. with doses of 0, 109,
300 and 1000 mg/kg body weight (bw)/day (dose volume 10 mikg bw). The fetuses were delivered by
cesarean secticn on day 20 p.c. Investigations were performed on general tolerance of the test compound by
the females as well as on its effect on intrauterine development.

There were no treatment related mateinai findings at a du se leve! up to and including 500 mg/kg bw/day. In
the 1000 mg/kg dose group feed intake was transignily slightly reduced after start of treatment (days 6-9
g.c.). Reduced amount of and light colored (most possibly related ‘o the high 2mount of white test substance
given) feces were as veell transiently observad during treatment. Further on body weight loss occurred
intermittently in the 1900 mg/kg group, resulting in slightly reduced body weight gain during the treatment and
gestation period and slightly decreased corrected pody weight gain. Necropsy revealed no treatment related
findings.

With respect to intrauterine development gestation rate, litter size, fetal sex distribution, fetal weight, ana
placental weight and appearance were not affected by treatment up to and including 1000 mg/kg.
Postimplantation loss was marginally increased at the 1000 mg/kg dose level. Since incidence lay above the
range of recent historical control data, toxicological relevance could not be completely for this finding.
However, final evaluation of postimplantation loss was not possible due to the low number of females in this
dose group {4 litters available for evaluation).

Externz!, visceral and skeletal evaluation of fetuses revealed no meaningfui effects, except of a marginaily
increased number of fetuses and litters with common malformations at the 1000 mg/kg dose level (atrial
septal defect, ancphthalmia, dysplastic scapulze; alitogether 4 fetuses in 2 litters affected, 3 fetuses
originated from the same litter). Toxicolooi=z! relevance was not assumed for marginally increased incidence
of common malformations, since all findings were different in type and dose refationship was not evident for
the individual types of malformation. However, final evaluation was not possible due to the low number of
females in this dose group.

Summarizing all findings, maternal effects were evident at the 1000 mg.,kg dose level (decreased feed intake,
reduced amount of and light colored feces, body weight loss and impaired body weight development). Final
evaluation of marginally increased postimplantation loss and incidence of common malformations at the 1000
mg/kg dose level was not possible, due to the low number of females in this dose group.
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