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MEMORANDUM

DATE: August 31, 2005

SUBJECT: Metconazole: Qualitative Risk Assessment Based On Fischer 344 Rat and Crl:CD-
I{ICR)BR Mcuse Dietary Studies

P.C. Code: 125619

TO: Gregory Akerman, Toxicologist
Toxicology Branch
Health Effects Division (7509C)

FROM: Lori L. Brunsman, Statistician ~ — = /,_,,,74_,.

Science Information Management Branch
Health Effects Division (7509C)

THROUGH: Jess Rowland, Branch Chief - e (T s
Science Information Management Branch
Health Effects Division (7509C)

BACKGROUND

The 104-Week Fischer 344 Rat Carcinogenicity Study (MRID 44721611) -

A combined chronic toxicity/carcinogenicity study in Fischer 344 rats was conducted by
Shell Research Limited, Sittingbourne Research Center, Sittingbourne, Kent, England, for BASF
Corporation, Research Triangle Park, North Carolina, and dated June 30, 1992 (Laboratory
Report No. SBGR.91.192, MRID No. 44721611).

The study design allocated groups of 50 rats per sex to dose levels of 0, 100, 300 or 1000
ppm (0, 4.6, 13.8 or 46.5 mg/kg/day for males: 0. 5.5, 16.6 or 56.2 mg/kg/day for females) of
Metconazole for 104 weeks. There were no compound-related tumors observed in male rats so
this document only contains analyses of the females.
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The 91-Week Crl:CD-1(ICR)BR Mouse Carcinogenicity Studv (MRID 44721612)

A carcinogenicity study in Crl:CD-1(ICR)BR mice was conducted by Hazelton UK.
North Yorkshire. England. tor BASF Corporation. Research Triangle Park. North Carolina. and
dated August 26. 1992 (Laboratory Report No. 579/26. MRID No. 44721612).

The study design allocated groups of 51 mice per sex to dose levels of 0. 30. 300 or 1000
ppm (0. 4.4. 43.6 or 144.9 mg/kg/day for males: 0, 5.2, 55.0 or 179.2 mg/kg/day for temales) of

Metconazole for 92 weeks. An additional 12 mice per sex per dose were designated for interim
sacrifice at week 33.

ANALYSES

The 104-Week Fischer 344 Rat Carcinogenicity Study (MRID 44721611)

Survival Analyses

There were no statistically significant incremental changes in mortality with increasing
doses of Metconazole in female rats (Table 1).

The statistical evaluation of mortality was based upon the Thomas, Breslow and Gart
computer program.

Tumor Analyses
Female rats had significant differences in the pair-wise comparisons of the 100, 300 and
1000 ppm dose groups with the controls, all at p < 0.05, for mononuclear cell leukemia at all

sites. There was no statistically significant trend. The statistical analyses of the female rats were
based upon Fisher's Exact Test for pair-wise comparisons and the Exact Test for trend (Table 2).

The 92-Week Crl:CD-1(ICR)BR Mouse Carcinogenicity Study (MRID 44721612)

Survival Analyses

There were no statistically significant incremental changes in mortality with increasing
doses of Metconazole in male or female mice (Tables 3 and 5).

The statistical evaluation of mortality was based upon the Thomas, Breslow and Gart
computer program.
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Tumor Analyses

Male mice had significant increasing trends. and significant differences in the pair-wise
compartison of the 1000 ppm dose group with the controls. for liver adenomas and adenomas
and‘or carcinomas combined. alt at p < 0.01. The statistical analyses of the male mice were
bhased upon Fisher’s Exact test for pair-wise comparisons and the Exact test for trend (Table 4).

Female mice had significant increasing trends. and significant differences in the pair-
wise comparison of the 1000 ppm dose group with the controls. for liver adenomas. carcinomas
and adenomas and/or carcinomas combined. all at p <0.01. The statistical analyses of the
female mice were based upon Fisher's Exact test for pair-wise comparisons and the Exact test

for trend (Table 6).
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