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ACTION REQUESTED: The Registrant, Sumitomo Chemical Company, LTD,
has submitted supplemental data to address deficiencies in two 90-
day subchronic inhalation studies in rats and a mutagenicity study.
These studies were previously core-graded "supplementary".
‘Toxicology Branch-I (TB-I) has been requested to review the new
supplemental data and determine if the studies can be upgraded.

CONCLUSIONS: MRID 429177-02 has adequately demonstrated that neo-
pynanin has reached the bone marrow in the mutagenicity test on
neo-pynamin measuring chromosomal aberrations in vivo in mouse bone
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marrow cells. The ev1dence prov1ded which demonstrates this result
is two-fold; (1) ch —neo—pynamln given orally to rats reaches the
bone marrow, and (2) clinical signs of tox1c1ty, including death,
in the range-finding and main studies in mice clearly shows that
systemic toxicity by i.p. administration has occurred and the bone
marrow has been penetrated by the test substance. Therefore, the
mutagenicity study (MRID 42414403) can be upgraded to core-minimum
and acceptable to support reregistration of neo-pynanin. '

MRID 429177-01 has been examined by two HED inhalation
toxicologists and the new data supports the conclusion that the
actual chamber concentrations for the entire duration of both
studies, although only measured 2/days/week, are statistically
significantly similar with a C.V. of less than 15%, based on daily
~ nominal measurements. Therefore, the two 1nhalatlon studies, MRIDs

419950-03 and 420121-01 are upgraded to core-minimum and support
the reregistration of neo-pynamin.



