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ALM 2647

Pilot study on developmental toxicily in rats after oral administration

(T7067897)

8 mated female Wistar rats each were daily treated orally by gavage with ALM 2647
in 0.5% aqueous carboxymethylceliulose from day 6 to day 19 p.c. with doses of 0,
10, 30 and 100 mg/kg body weight (bw)/day (dose-volume 10 mi/kg bw). The fetuses
were delivered by cesarean section on day 20 p.c. Investigations were performed on
generai iclerance of the test compound by the females as well as on its effect on
intrauterine development. 2/3 of fetuses underwent skeletal evaluation whiie 1/3 of
~ fetuses were evaluated viscerally.

Mortality and appearance of the dams were not affected by treatment, while feed
spillage occurred mainly at the end of treatment in the 100 mg/kg dcse group.
Distinctly reduced feed intake was seen during the whole treatment period up ta the
end of gestation (with increasing severity) at the 100 mg/kg dose level as well.
Reduced amount of feces was observed at a dose level cf 30 mg/kg and above
together with light colored feces in the 100 mg/kg group. Water intake and urination
were increased at the 30 mg/kg dose level and above. Body weight loss occurred
after the start of treatment (day 6-8 P.C.) and intermittently thereafter (days 11-12
p.c; 13-14 p.c; 19-20 p.c) at the 100 mg/kg dose level resuiting in distinctly
reduced mean body weight, body weight gain, carcass weight and corrected body
weight gain. Necropsy reveaied no toxicologically relevant gross pathological
alterations at a dose level up to and including 100 mg/kg bw/day.

Reproductive parameters i.e. gestation rate, postimplantation loss, number of live
fetuses per litter, fetal sex distribution and placental appearance were not affected to
a toxicological significant degree by treatment at a dose level up to and including
100 mg/kg. Placental and fetal weights were either slightly (within the range of
historical controls) or distinctly (below the range of historical controls) reduced in the
100 mg/kg dose group.

External, visceral and skeletal evaluation of fetuses showed no clearly treatment-
related aiterations up to and including a dose level of 100 mg/kg. Visceral evaluation
revealed one case each of liver hemorrhage in the 30 and 100 mg/kg group but due
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to lack of clear dose-relationship and comparable findings in historical controis
toxicological relevance is not assumed. Skeletal evaluation showed a marginally
increased incidence of 14" rib (variation) at a dose level of 30 mg/kg and above.
Since dose relationship was not clearly evident on a fetal and litter basis, treatment
relationship is not assumed, however final evaluation is not possible due to the low
number of females in a pilot study. Mo treatment-related fetal malformations were
observed at a dose level up to and including 100 mg/kg.

Summarizing all findings test compound related effects on the matemal organism
were evident at the 30 mg/kg (reduced amount of feces, increased water intake and
urination) and 100 mg/kg dose level (same findings as in the 30 mg/kg group
together with feed spillage, decreased feed intake, body weight loss, reduced body
weight gain) while an effect on intrauterine development (decreased placental and
fetal weight) was observed at a dose of 100 mg/kg bw/day.

September 13, 1999 Dr. A-M. Klaus



