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‘DATE: April 26, 2005

SUBJECT:  Pirimicarb: Qualitative Risk AssessmentBased On Alpk: APfSDRat, Alderley Park
Swiss-derived Mouse and C57BL/10J,CD-1 Alpk Mouse Dietary Studies

P.C. Code: 106101
TO: Guruva Reddy, Veterinary Medical Officer

Registration Action Branch 1 .
Health Effects Division (7509C)

A
FROM: Lori L. Brunsman, Statistician = 2 8RS
Science Information Management Branch C?é(
Health Effects Division (7509C)

THROUGH: Jess Rowland, Branch Chief E=T2——
Science Information Management®Branch
Health Effects Division (7509C)

BACKGROUND

The 104-Week Alpk:APfSD Rat Carcinogenicity Study (MRID 44883802

A combined chronic toxicity/carcinogenicity study in Alpk:AP{SD rats was conducted by
Central Toxicology Laboratory, Aldetley Park, Macclesfield, Cheshire, UK, for Zeneca Ag
Products, Wilmington, Delaware, and dated February 28, 1992 (Report No. CTL/P/3040, MRID
No. 44883802).

The study design allocated groups of 52 rats per sex to dose levels of 0, 75, 250 or 750
ppm (0, 3.7, 12.3 or 37.3 mg/kg/day for males; 0, 4.7, 15.6 or 47.4 mg/kg/day for females) of
Pirimicarb for 104 weeks. An additional 12 rats per sex per dose were designated for interim
sacrifice at 53 weeks.
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The 94-Weck Alderley Park Swiss-Derived Mouse Carcinogenicity Study (MRID 44883803)

A carcinogenicity study in Alderley Park Swiss-derived mice was conducted by Central
Toxicology Laboratory, Alderley Park, Macclesfield, Cheshire, UK, for Zeneca Ag Products,
Wilmington, Delaware, and dated December 24, 1980 (Report No. CTL/P/491, MRID No.
44883803). v

: The study design allocated groups of 60 mice per sex to dose levels of 0, 200, 400 or
1600 ppm (approximately equal to 0, 10, 20 or 80 mg/kg/day for males and females) of
Pirimicarb for 94 weeks. All animals were sacrificed when overall mortality approached 80% at
week 94. Two control groups of 60 mice per sex were combined for these analyses as there
were no statistically significant differences in mortality, body weight, body weight gain, food
consumption or food utilization between these two control groups.

The 80-Week C57BL/10JCD-1 Alpk Mouse Carcinogenicity Studv (MRID 44883901)

A carcinogenicity study in C57BL/10J,CD-1 Alpk mice was conducted by Central
Toxicology Laboratory, Alderley Park, Macclesfield, Cheshire, UK, for Zeneca Ag Products,
Wilmington, Delaware, and dated November 27, 1998 (Study No. PM1035, MRID No.

- 44883901).
The study design allocated groups of 55 mice per sex to dose levels of 0, 50, 200 or 700

ppm (0, 6.7, 26.6 or 93.7 mg/kg/day for males; 0, 9.0, 37.1 or 130.3 mg/kg/day for females) of
Pirimicarb for 80 weeks.

ANALYSES
The 104-Week Alpk:APfSD Rat Carcinogenicity Study (MRID 44883802)
Survival Analyses |

There were no statistically significant incremental changes in mortality with increasing
doses of Pirimicarb in male (Table 1} or female rats (Table 2).

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

Tumor Analyses
There were no compound-related increases in tumors in male rats.

Female rats had significant increasing trends for uterine stromal cell polyps, and polyps
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and/or sarcomas combined, both at p <0.05. There was a significant difference in the pair-wise
comparison of the 750 ppm dose group with the controls for uterine stromal cell polyps and/or
sarcomas combined at p < 0.05. The statistical analyses of the female rats were based upon
Fisher’s Exact Test and the Exact Test for Trend (Table 3).

The 94-Week Alderley Park Swiss-Derived Mouse Carcinogenicity Study (MRID 44883803)

Survival Analyses

There were no statistically significant incremental changes in mortality with increasing
doses of Pirimicarb in male mice (Table 4). Female mice showed a significant increasing trend
in mortality with increasing doses of Pirimicarb, as well as a significant difference in the pair-
wise comparison of the 1600 ppm dose group with the controls, both at p < 0.05 (Table 5).

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

Tumor Analyses

Male mice had significant increasing trends, and significant differences in the pair-wise
comparisons of the 1600 ppm dose group with the controls, for liver adenomas, carcinomas and
adenomas and/or carcinomas combined, and lung adenomas, all at p <0.01. There were
significant differences in the pair-wise comparisons of the 200 ppm dose group with the controls
for liver carcinomas and adenomas and/or carcinomas combined, of the 400 ppm dose group for
liver adenomas and/or carcinomas combined, and of the 1600 ppm dose group for lung
adenomas and/or carcinomas combined, all at p <0.05. There was also a significant increasing
trend for lung adenomas and/or carcinomas combined at p < 0.01. Individual histopathology
information was missing for 2 males, one in the control group and one in the 200 ppm dose
group. One animal in the 400 ppm dose group was recorded as having a liver nodule, but
autolysis made differentiation impossible so this animal was not included in the total count of
those having a liver adenoma or carcinoma. The statistical analyses of the male mice were based
upon Fisher’s Exact Test and the Exact Test for Trend (Tables 6 and 7).

Female mice had significant increasing trends, and significant differences in the pair-
wise comparisons of the 1600 ppm dose group with the controls, for liver carcinomas and
adenomas and/or carcinomas combined, lung adenomas and adenomas and/or carcinomas
combined, ovarian papillary cystadenomas, and mammary gland adenocarcinomas and adenomas
and/or adenocarcinomas combined, all at p < 0.01. There were significant differences in the
pair-wise comparisons of the 400 ppm dose group with the controls for liver adenomas and
adenomas and/or carcinomas combined, both at p < 0.05. There was also a significant difference
in the pair-wise comparison of the 200 ppm dose group with the controls for liver adenomas
and/or carcinomas combined at p < 0.05. The statistical analyses of the female mice were based
upon Peto’s Prevalence Test (Tables 8 through 11).

3



HED Records Center Series 361 Science Reviews - File R107767 - Page 4 of 21

The 80-Week CSTBL/10J.CD-1 Alpk Mouse Carcihogenici_ty Study (MRID 44883901)

Survival Analyses

Male mice showed a significant decreasing trend in mortality with increasing doses of
Pirimicarb, as well as a significant negative difference in the pair-wise comparison of the 700
ppm dose group with the controls, both at p <0.05 (Table 12). Female mice showed a
significant increasing trend in mortality with increasing doses of Pirimicarb at p < 0.05 (Table
13).

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

Tumor Analyses

Male mice had a significant increasing trend at p < 0.01, and a significant difference in
the pair-wise comparison of the 700 ppm dose group with the controls at p < 0.05, for harderian
gland adenomas. The statistical analyses of the male mice were based upon Peto’s Prevalence
Test (Table 14).

Female mice had a significant increasing trend, and a significant difference in the pair-
wise comparison of the 700 ppm dose group with the controls, for lung adenomas, both at p <
0.01. The statistical analyses of the female mice were based upon Peto’s Prevalence Test (Table
15).
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