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Requested Action: RD requests that Tox Branch I consider and
comment on the rationale for the MTD's for the chronic rat and
mouse studies proposed by Merck Company for a new semi-synethic
avermectin (MK-244).

THRU : Roger Gardner, Section Head
Review Section I, Tox Branch
Health Effects DlVlSlon (H7509C)

conclusions and Recommendations:

1. Although it is policy not to select dose levels for
studies, Toxicology Branch does not object to the rationales for
the MTD's selected for the rat and mouse carcinogenicity studies.

The selected doses for the rat study are 0.25, 1.0, and 5.0
mg/kg/day These doses are essentially based on a l1l4-week study
in which decreased body weight gain, deaths, ®ew@¥=-, and CNS
lesions were observed at 5.0 mg/kg/day or greater.”‘CNS lesions
also were present at 2.5 mg/kg/day. TreHORS

The selected doses for the mouse study are 0.5, 2.5, and

12.5 mg/kg/day. These doses are based on a l4-week study in
which possible deaths, and decreased body weight gain were
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observed at 15 mg/kg/day but not at 10.0 mg/kg/day, or lower. 1In
light of the slightly reduced level at 12.5 mg/kg/day in
comparison to the effects observed at 15 mg/kg/day, Toxicology
Branch I does not object to rationale for selection of the MTD.

Review:
1. No new toxicology data were submitted. Attached is the
Merck Company's memo describing the dose selection for the two

rodent bioassays.
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