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groups. Ovarian cysts were aiso observed in the 30 mg/kg bwiday dose group, and this finding cannot be
completely excluded from being compound-reiated. Therefore information is being submitted.

Abstract

Eight inseminated Wistar rats per dose grouo were treated daily by gavage with ALM 2552 in 0.5% aqueous
carboxymethyicellulose from day 6 to day 19 p.c. with doses of 0, 30, 100, and 160 mg/kg bw/day body

Further findings consisted of feed spillage and transiently reduced feed intake (days 6-9 p.c.), increased
water intake and urination, and body weight loss (days 6-9 p.c) with a subsequent reduction in body weight
9ain, resulting in decreased final body weight, comected body weighi change, and carcass weight.
Additionally, decreased feed intake together with body weight loss was observed at the end of gestation
{days 18-20 p.c.) in the 160 mg/kg bwiday dose group, and light colored feces was observed in this dose

group.

No toxicological relevance is assumed for the marginal body weight loss which occurred on day 6-7 p.c. in
the 30 mg/kg bw/day dose group, since this finding was based on 2 females only. However, fina} evaluation
is not possible due to the low number of females used in a pilot study.

Necropsy reveaied a single case of renal pelvis dilatation in the 160 mg/kg bw/day dose group as well as
ovanan cysts in all pregnant females in the 100 and 160 mg/kg bw/day dose groups. One case of ovarian
cysts was seer in the 30 mg/kg bwiday group. While the kidney finding is assumed to be incidental, at the

Sex distribution, and placental appearance were not affected by ALM 2552 A marginal reduction of fetal
weight for the 100 mg/kg bwiday dose group cannol be compietely excluded as being compound-related,
since values were al the lower range of the historical control data. In the 160 mg/kg bw/day dose group,
placental weights were slightty reduced (at the lower range of historicai controls) and fetal weights were
distinctly reduced (below the range of historical controls).

Reproductive parameters (i.e., gestation rate, postimplantation loss, number of live fetuses per litter, fetal ,’
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One case each of fetal microphthalmia (30 and 100 mg/kg bw/day dose-groups) or anophthaimia (160 mg/kg
bw/day dose group) was observed, but due to comparable findings in the historical controls treatment

effects. At all dose levels tested, skeletal investigalions revealed retarded ossification of skull bones with an
incidence approximately twice as high as the control group. However, dose relationship was not evident and
the incidence of these findings were in the range of the historical control data. Therefore, a compound-

related effect is not assumed.

feed intake and feed spiliage, increased water intake and urination, body weight loss, reduced body weight
gain, ovarian cysts, and light colored feces). A compound-related effect on intrauterine development cannot
be completely excluded for the 100 mg/kg bw/day dose group (marginally reduced fetaf weights). However,




