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1. The protocol for the teratogenicity study appears to be adequate)
with respect to number of animals, dose levels, and parameters

studied. A final rationale for the choice of dose level will be
required, the highest dose should if possible show some minimal effects
on either mothers or é&etuses.

2. The male dominant lethal mutagenicity study is not acceptable
primarily because of its lack of sensitivity. The registrant must be re-
ferred to the Guidelines. The Ames test as a non-mammalian test is
acceptable,; to fulf@ll the requirements for the test in a mammaliaan
system the in vivo cytogenetics (bone marrow) and the mouse heritable xx
ocation tegk are acceptable.
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