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Embryo-fetal development

Jl92080P".T...togeoietYi~tuclofNK..i04i.n..ats byóraladministí'atìón
(preliminary study) 

, ,.' .... . ... , .. .
Definitive study already reviewed.

RFGis-. StudybyOrat'Â.dirdoislralioo.of NI-104AJU..ing!;Redód'ofFrtal ') .....
Or~ano~enesisinRats (Segment in) . ,. . .', ,t/ ..' . .,; , . .. . ... '.' .. ..

Key study findings:
· NOAEL (F1 fetuses/pups) was the 3 mg/g dose, due to agnathia at 10 mg/kg in

1/347 pups, and exencephaly and open eyelids and anal atresia with anury at 30
mg/g in 2/332 pups, There was decreasd weight gain during postnatal Days 7 -
21 in female pups born to 10 mg/kg/day dams, though there was no
developmental delay at 30 mg/kg/day.

· No adverse effects were observed on Fi mating at NK-104 doses up to 30 mg/g,
but there were sporadic effects on F2 fetuses (see below).

· NOAEL (Fo females during gestation) was the high-dose of 10 mg/kg, due to
weight gain that was slightly decreased in the high-dose, 30 mg/kg group during
the period of drug administration (days 7 - 18 of gesttion). This was likely due

to decreased food consumption by the sae grup (day 9 - 14) during drg

administration period (days 7 - 18 of gesttion).

· One case of agnathia (absence or partial absence ofthe lower jaw) and irregular
alignment of caudal vertebrae in one F i fetus in the mid-dose, 10 mg/g group
(1/370). One observation of fetal exencephaly (defective skull, brain extrusion)
with open eyelids in one F1 high-dose, 30 mg/g, fetus (1/342) with irregular
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