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MEMORANDUM

DATE: March 15, 2006

SUBJECT Metrafenone: Qualitative Risk Assessment Based On Crl:CD-1{ICR)BR Mouse
and Sprague-Dawley Rat Carcinogenicity Dietary Studies

P.C. Code: 000325

TO: Alan Levy, Physiologist
Registration Action Branch 2
Health Effects Division (7509C) - P .
FROM: Lori 1.. Brunsman. Statistician / / (/ pd / T e
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Health Effects Division (7509C) e o o ’ /G'//%{/ .
‘\/
THROUGH: Jess Rowland. Branch Chief >o @5 L -

Science Information Managemerit Branch
Health Effects Division (7509C)

BACKGROUND
Mouse Study
A carcinogenicity study in Crl:CD-1{ICR)BR mice was conducted by BASF Agro
Research, Princeton. New Jersey, for BASF Corporation. Research Triangle Park. North
Carolina. and dated March 12, 2002 (Laboratorv Project ID No. T-1130. MRID No. 46415731).
The study design allocated groups of 63 mice (66 in the high dose) per sex to dose levels

of 0. 250. 1000 or 7000 ppm (0. 39, 156 or 1109 mg/ke/day for males: 0. 33. 223 or 1493
mg/kg/day for females) of Metrafenone for 78 weeks. There were no compound-related tumors
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in the females so only the analyses of the males are presented in this document.

Rat Study

A combined chronic toxicity/carcinogenicity study in Sprague-Dawley rats was
conducted by Huntingdon Life Sciences. East Millstone. New Jersey. for BASF Corporation.
Princeton, New lerseyv. and dated April 1. 2002 (Laboratory Project ID No. 98-2606. MRID No.

46415732).

The study design allocated groups of 65 rats per sex to dose levels ot 0. 500. 5000 or
20.000 ppm (0. 24.9. 260 or 1068 mg/kg/day for males: 0, 30.4, 320 or 1419 mg/kg/day for
females) of Metratenone for 104 weeks. At week 69, the high dose of 20.000 ppm was reduced
to 10.000 ppm for females only (equivalent to 593 mg/kg/day for females) due to toxicity. An
additional 10 rats per sex per dosc were designated for interim sacrifice at week 53,

il

Male mice showed negative pair-wise comparisons of the 250 {at p < 0.05) and 1000 ppm
(at p < 0.C1) dose groups with the controls with increasing doses of Metrafenone (Table 1).
There was not a statistically significant trend for mortality.

Rat Study

There were no statistically stgnificant incremental changes in mortality with increasing
doses of Metrafenone in male rats (Table 3). Female rats showed a statistically significant
decreasing trend for mortality. as well as a negative pair-wise comparison of the 20.000 ppm
dose group with the controls. both at p < 0.01 (Table 3).

Tumor Analyses
Mouse Study

Male mice had stausucally significant trends in liver adenomas (p < 0.01), carcinomas (p
< 0.05) and adenomas and/or carcinomas combined (p < 0.01). There were statistically
significant pair-wise compansons of the 7000 ppm dose group with the controls for liver
adenomas (p < 0.03) and adenomas and‘or carcinomas combined (p < 0.01). The stavstical
analyses of the male mice were based upon the Exact test for trend and Fisher's Fxact test for
pair-wise comparisons ( Table 2).
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Rat Study

Male rats had a statistically significant trend for liver adenomas at p < 0.03. There were
no statisticalty significant pair-wise comparisons of the dosed groups with the controls. The
statistical analyses of the male rats were based upon the Exact test for trend and Fisher’s Exact
test for pair-wise comparisons (Table 4).

Female rats had statistically significant trends, and statistically significant pair-wise
comparisons of the 20.000 ppm dose group with the controls. for liver adenomas and adenomas
and/or carcinomas combined. all p < 0.01. The statistical analyses ¢f the female rats were based
upon Peto’s Prevalence test due to a statistically significant decreasing trend for mortality with
increasing doses of Metrafenone (Table 6).
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