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P-081
Evaluation of in vivo gene mutation with etoposide
using Pig-a and PIGRET assays

Mika Yamamoto, Akihiro Wakata
Drug Safety research Laboratory, Astellas Pharma Inc.

Pig-a assay using endogenous Pig-a gene as a reporter of
mutation is expected as new in vivo mutation assay. Pig-a assay
using mature erythrocytes requires 4 weeks after single dose to
detect mutation. In contrast, newly developed PIGRET assay
using reticulocytes is considered to have potential to detect
mutation sensitively 1 week after dosing and expected as short
term in vivo genotoxic study.

We conducted Pig-a and PIGRET assays with etoposide,
genotoxic carcinogen as the JEMS/MMS collaborative study and
compared the results. Etoposide was intravenously given once to
SD rats at doses of 0, 5, 10, and 20 mg/kg. We conducted Pig-a
mutant analysis in both assays 1, 2 and 4 weeks after dosing.
Severe myelosuppression was induced 2 days after dosing in all
dosing groups. Neither assays showed increase of Pig-a mutant
frequency at all dosing groups. Both results were negative and
had hardly any difference. It was concluded that etoposide had no
potential to induce gene mutation in vivo.

P-082
Evaluation of in vivo mutagenicity of AAs and AZT
with PIGRET and RBC pig-a assays

Hisakazu Sanada, Tomoka Ohsumi, Michi Nakamura,
Naomi Koyama, Yutaka Yonezawa
Kaken Pharmaceutical Co., Ltd. Pharmacokinetics and Satety Department

As a part of the MMS collaborative study, mutagenicity of
Aristolochic Acids (AAs) and Azidothymidine (AZT) was
examined using PIGRET and RBC pig-a assays. Eight-week old
Crl:CD(SD) male rats were orally single-administrated with AAs
at 15, 30 and 60 mg/kg and AZT at 500, 1000 and 2000 mg/kg,
and both assays were conducted using peripheral blood obtained
at 7, 14 and 28 days after administration. In the AAs groups, a
significant increase in mutation frequency was observed at 60
mg/kg at 28 day after administration in RBC pig-a assay and
observed at same dose from 7 day after administration in
PIGRET assay. On the other hand, no increase in mutation
frequency was observed in the AZT groups. From the above
results, mutagenicity of AAs and AZT was judged as positive and
negative, respectively. In addition, PIGRET assay could detect
the mutagenicity earlier than RBC pig-a assay, suggesting
PIGRET assay is considered to be possible to evaluate the
mutagenicity in a short period.
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