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Week Carcinogenicity Study using B6.129-Trp53tm18rd N5 Heterozygous and Wild Type Mice
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Test article-related mortality was observed in all MNU dose groups. The MNU-related
mortality was higher in the p53*- groups compared to the wild type groups. Based on
the mortality, the 90 mg/kg dosage of MNU exceeded the maximum tolerated dose. At the
60 mg/kg dosage survival to 26 weeks appears acceptable. In comparison, daily treatment
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increase in mortality was seen at both MNU dosages, whereas in females only the 90

= Mice were group housed during acclimation, dosing and until . " "
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approximately 24-48 hours post dosing. Once dosed the mice
were maintained in disposable caging for approx. 48 hours.
Mice were then individually housed in solid bottom
microisolator cages with filtered tops and contact bedding for
the duration of the study.

Week of Stud
v Acceptance of a single oral gavage dose of MNU as a suitable positive control in place of

the currently used p-cresidine would make performance of 26-week carcinogenicity assays
with p53+/- mice easier and safer. MNU should be useful as a positive control for short
term carcinogenicity assays using p53* transgenic mice, although further
refinement of an acceptable dosage is warranted. Other refinements could consist of
definition of an interim necropsy time point for the positive control group or study conduct
involving appropriate handling processes in order to collect data from the high percentage
of found dead or early terminated mice.
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Survival: The rate of decedents was increased in the
p53*, MNU-dose groups compared to the wild type
MNU-dose groups. The survival rates between the
p53*- and wild type control groups were comparable.
Deaths occurred beginning at approximately 10 weeks
post-dosing; however, the majority of the deaths
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=N-Methyl-N-nitrosourea (MNU) was obtained from Sigma
Chemical Co., St. Louis, MO. MNU was prepared in 25 mM
disodium citrate buffered saline at pH 4.5, with dosages of 0
(vehicle control), 60 and 90 mg/kg used. Dosing solutions
were prepared and used within 5 hours on the day of dosing,
and analytical analysis was performed on all dosing solutions.
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occurred after 14 weeks on study. Only six animals
were found dead in the Group 1 or 4 vehicle control
groups.
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