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CONTINUED FROM COVER SHEET SECTION # 2.1

Reporting is based on:
1. the decrease in fetal weight in the 1000 mg/kg/day dose group,

2. compound effects on skeletal development in the 1000 mg/kg/day dose group and a possible effect in
the 10 mg/kg/day dose group and, :

3. abnormal findings in the adrenal gland of fetuses in the 1000 mg/ka/day dose group.
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PLT 2930

Pilot study on developmental toxicity in rats after oral administration

(T7067888)

10 mated female Wistar rats each were daily treated orally by gavage with PLT 2930
in 0.5 % carboxymethyliceliuiose in demineralized water from day 6 to day 19 p.c. in
doses of 0, 10 and 1000 mg/kg body weight (b.w. Jday. Due to an incidentally low
fertility rate 6 further mated females were added to the 10 mg/kg group. The fetuses
were delivered by cesarean section on day 20 p.c. and blood was taken of the
females by cardiac puncture together with maternal fatty tissue (renal fat) as well as
one fetus each of the first 5 litters per group for toxicokinetic investigations (wil! be
reported separately). Investigations were performed on general tolerance of the test
compound by the females as well as on its effect on intrauterine development with
external and skeletal evaluation of fetuses. Additionaily macroscopically altered fetal
adrenal glands were evaluated histopathologically.

Mortality, appearance and behavior of the females were not affected by treatment.
Marginally reduced feed intake and reduced amount of feces were observed in the
1000 mg/kg group while light colored feces were seen in both dose groups, however
the latter finding was restricted at the 10 ma/kg doge lavel to 2 single female for 2
days and may be based on the high amount of white colored test substance given in
the 1000 mg/kg group. Further on water intake and urination were increased in
females of the 1000 mg/kg dose group. Increased urination for a single day was
observed in one female of the 10 mg/kg group as well. Since findings regarding
excretion at the 10 mg/kg dose level were restricted to single transient cases
toxicological relevance is not assumed for these findings. Maternal body weight
development was not affected by treatment at a dose level up to and including 1000
mg/kg and gross necropsy of the animals did nnt reveal treatment related effects.

8, 12 and 7 females of the 0, 10 and 1000 mg/kg dose group respectively, haa viabie
fetuses. One female of the 1000 mg/kg dose group started delivery just prior to
cesarean section and its data were excluded from evaluation while fetuse</pups
we:e included for external, skeletal and histological evaluation.
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T70678e8 PLT 2930

The reproductive parameters, namely gestation rate, mean number of implantation
sites, postimplantation loss, mean number of viable fetuses and fetal sex ratio were
not affected by treatment at a dose level up to and including 1000 mg/kg.

While placentai weight was not affected, increased incidence of necrotic placental
borders as well as one case each of engorged placenta were observed in both

remains questionable.
Fetal weight was decreased below the range of historical control values in the 1000

of single cell necroses.
One case of microphthalmia was observed in the 1000 mg/kg group for which due to
single appearance and comparability to historical controls toxicological relevance is

" not assumed.

Skeletal evaluation of fetuses revealed a variation i.e. the 7*" cervical vertebral arch
(uni- andfor bilateral) had the shape of a 6" cervical vertebral arch in all groups
tested resulting in a fetal incidence of 1.12%, 5.18% and 63.35% (together with an
as well altered shape of the atlas at the 1000 mg/kg dose level) for the control, 10
mg/kg and 1000 mg/kg group, respectively. At the 1000 mg/kg dose leve! the
exoccipital bone was thinner as well and incidence of 14™ ribs (variation) was
increased. Due to these findings, a treatment related effect on fetal skeletal
development is evident at the 1000 mg/kg dose leve! and may not be excluded at the
10 mg/kg dose ievel. )

2 cases of dysplastic Scapulae (in 2 litters) were seen at the 10 mg/kg dose level
and one case in the 1000 mg/kg dose group. Due to lack of dose relationship and

Comparable findings in historical controls, treatment relationship is not assumed for
dysplastic scapulae.

the 10 mg/kg dose leve! and was evident at the 1000 mg/kg dose level (10 mg/kg:
altered shape of 7" cervical vertebral arch: 1000 mg/kg: together with effects on
atlas, exoccipital bone and 14™ rib, findings on adrenal glands and reduced fetal
weights) while maternal toxicity was slightly evident at the 1000 mg/kg dose level
(reduced feed intake and increased water intake and urination).
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