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Gene mutations are thought to accumulate with aging.
Previous transgenic mice mutation assays revealed that
point mutations such as base substitutions increase with age
in an organ-specific manner. However, effects of aging on
deletion mutations are not well studied. Mutation assays
using gpt delta transgenic mice have a feature that can
detect point mutations and deletions by gpr and Spi~ assays,
respectively, in the same organ. In this study, we
investigated the accumulation of point mutations and
deletions with aging. At the age of 4, 26, 52, and 78 wecks,
five male gpt delta transgenic mice were sacrificed. The
mice were not treated with any mutagens. Spontaneous gpt
mutant frequencies in liver significantly increased with age:
2.5 times in 26 weeks, 2.6 times in 52 weeks, 4.4 times in 78
weeks comparing with those in 4 weeks. However,
spontaneous gpt mutant frequencies in testis showed no
significant increases with age. We are ecxamining
spontaneous deletions by Spi~ assay in the liver and testis.
Effects of aging on spontaneous mutagenesis will be
discussed.

P-066

Genotoxicity of cyclophosphamide in liver
and testis of gpt delta transgenic mouse

Masayuki Hasuko!-2, Kenichi Masumura!,
Naomi Toyoda-Hokaiwado!, Tomo Inomata?,
Takehiko Nohmi!

Division of Genetics and Mutagenesis, National Institute of
Health Sciences, *School of Veterinary Medicine, Azabu
University

Cyclophosphamide (CP) has been known to be
clastogenic, testicular toxic and oncogenic. Mutagenicity of
CP is organ-specific in transgenic (Tg) animal assays, but
that in testis was not investigated well. In this study, we
analyzed point mutations and deletions induced by CP in
testis and liver by gpt and Spi~ assays. Male 6 week-old gp?
delta Tg mice were administrated 40 mg/kg bw of CP
intraperitoneally for 5 days and euthanized 14- and 50-days
after the first injection. The mutations of liver and testis
were subjected to gpt and Spi~ assays. The gpt mutant
frequencies in testis were not increased at 14 and 50 days
after the CP-treatment. The Spi” mutant frequencies were
not increased at 14 days either. However the Spi” mutant
frequencies at 50 days were significantly higher than those
of the vehicle control. Sequencing analysis of the Spi-
mutants showed that 1-bp deletions in run sequences and
complex-type deletions with illegitimate recombinations
were increased. Assays in liver are in progress.
Mutagenicity and organ-specificity of CP will be discussed.
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