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The TSCA 8(e) Reporting Guidance states that "serious adverse developmental effects (e.g., significant
embryo or fetal lethality, significantly reduced fetal/birth weights, significantly retarded/incomplete skeletal
ossification) should be reported." The TSCA 8(e) Reporting Guidance further states that "Statistically or
biologically significant increases in teratogenic effects or other serious embryotoxic or fetotoxic effects (e.g.,
significant embryo or fetal lethality, spontaneous abortion) should be reported regardless of the level of
maternal toxicity observed in the study". In this study, all females revealed total resorption at the 10 mg/kg
level. The dose of 1 mg/kg revealed decreased fetal weights and an increased incidence of common
skeletal malformations and variations. Final evaluation of these findings, however, should be based on a
succeeding guideline study and not on the limited data available from this screening study.

Abstract

4 (10 and 100 mg/kg) or 3 (1000 mg/kg) inseminated Wistar rats each were treated daily by gavage with 10,
100, or 1000 mg of DRS 4917/kg body weight/day in 0.5 % carboxymethylcellulose in demineralized water
from day 6 to day 19 p.c. Cesarean sections were performed on day 20 p.c. (Study No. T1067143). All
females in the 100 and 1000 mg/kg dose groups were found dead or were killed for humane reasons
between days 8 and 12 p.c. Sunken flunks, high stepping gait, piloerection, nearly no feed intakes, reduced
feces, decreased water consumption, and severe body weight loss occurred in these dose groups.

Gross necropsy showed tightly filled stomachs (all females) or reddish discolored small intestines (females
found dead) in the females in the 1000 mg/kg dose group. The females in the 100 mg/kg group had
enlarged liver and kidneys.

All females in the 10 mg/kg group had total (late) resorptions of all implants, without systemic maternal
toxicity.

Based on these results an additional study was performed, in which 7 females were treated with 0 (Study No.
T5061314 or 1 mg of DRS 4917/kg body weight/day in 0.5 % carboxymethylcellulose in demineralized water
from day 6 to day 19 p.c. The fetuses were delivered by cesarean section on day 20 p.c. Investigations
were performed to evaluate the general toxicity of the test compound to the females, which included
hematology and clinical chemistry, as well evaluation of effects on intrauterine development (pregnancy rate,
number of fetuses and resorptions, external findings in the fetuses, fetal weight and fetal skeletal
malformations and variations (wavy ribs only) ( Study No. T1068034).

There was no indication of a treatment related effect on feed intake and excretory products as well as on
body weight gain at the 1 mg/kg jevel. Furthermore, hematology parameters (i.e., LEU, ERY, HB, HCT,
MCV, MCH, MCHC, RETI, erythrocyte morphology, THRO) and clinical chemistry (i.e., ASAT, ALAT, APh in
the plasma, Cyt P-450 in the liver) did not reveal treatment related effects at the 1 mg/kg dose level. Total
bitirubin in the plasma was slightly, however, statistically significantly increased at the 1 mg/kg level. Gross
necropsy did not reveal any treatment-related effects at the 1 mg/kg dose level.

The pregnancy rate, the resorption rate and comrespondingly the number of fetuses were unaffected at the 1
mg/kg level. The fetal weight was distinctly decreased in three litters and was unaffected in the remaining
three litters, resuiting in a marginally decreased overall mean fetal weight for the 1 mg/kg dose level.
External evaluation of the fetuses did not reveal treatment related effects. Skeletal evaluation showed
findings in the three litters with distinctly decreased fetal weights. Dysplasia of the long bones of forelimbs
and of the scapula occurred in 8 fetuses from two litters and wavy ribs occurred in 19 fetuses from three
litters. A treatment related effect is assumed for these findings, as the incidence of fetuses with dysplasia of
forelimb bones (11.8 %) and of wavy ribs (27.9 %) exceeded the current and historical control range.




