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in this study, the dose of 1000 mg/kg revealed skeletal variations and malformations at low incidences, for
which a treatment related effect cannot be completely exciuded. Thus, these findings are being reported.
Final evaluation of these findings, however, should be based on a succeeding guideline study and not on the
limited data availabie from this screening study.

Abstract

Four inseminated Wistar rats (two rats in the 100 mg/kg dose group had implantation sites; i.e., were
pregnant) were treated daily from day € to day 19 p.c, by gavage, with 100 or 1000 mg/kg body weight/day of
AND 7370 in 0.5 % carboxymethyiceliulose in demineralized water. The fetuses were delivered by cesarean
section on day 20 p.c. Investigations were performed on the general tolerance of the test compound by the
females as well as on its effects on intrauterine development (pregnancy rate, number of fetuses and
resorplions, external findings in the fetuses, fetal weight, fetal skeletal malformations, and fetal skeletal
variations (wavy ribs only)).

There were no compound-related effects on appearance, behavior, and mortality of the females.
Furthermore, there was na indication of a compound-reiated effect on feed intake, excretory products, or
body weight gain. Gross necropsy of the females did not reveal compound-related findings.

There was no compound-related effect on the pregnancy rate, the resorption rate, the number of fetuses, and
fetal weight.

External evaluation of the fetuses did not reveal compound-related effects. Skeletal evaluation showed a
slightly increased incidence of variations (wavy fibs in seven fetuses; 3.7 %, two aifected iitter) in the 1000
mg/kg dose group. Additionally, skeletzl matformations (thickening and shortening of the humerus and
scapula) occurred in 2 fetuses (3.9 % one affected litter) in the 1000 mg/kg dose group. The incidence of
fetuses with wavy ribs in the 1000 mg/kg dose group was at the upper end of the spontaneous range for the
strain of rat used in this study, and the forelimb malformations were limited to a single litter. As, however,
wavy ribs and dysplasia of limb bones may occcur with this class of compounds, a compound-related effect
cannot be completely excluded for these findings at the 1000 mg/kg dose level. However, a final
assessment is not possible due to the low number of females in this screening study.
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