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WFZERE R OMEEE  (330) @ 0-Methylguanine (0%-mG), produced in DNA by the action of simple
alkylating agents, induces base mispairing during DNA replication and is thus responsible
for the induction of mutations as well as tumors. To prevent such an outcome, organisms
possess a mechanism to eliminate cells carrying 0°-mG by inducing apoptosis in a mismatch
repair protein-dependent manner. To understand the molecular mechanism of 0%-mG-induced
apoptosis, we carried out retrovirus—mediated gene—trap mutagenesis, followed by the
selection of MNU-resistant clones from MNU-sensitive Mgmt”™ cells. One of the mutants
has an insertional mutation in a novel gene, designated Mapol, and was unable to induce
mitochondrial membrane depolarization and caspase—3 activation, hallmarks for the
induction of apoptosis, after treatment with MNU. The flag-tagged MAPOI protein expressed
in cells was revealed to be associated with FLCN and AMPK. By the introduction of siRNAs
specific for these genes, the production of sub—G, population of cells following MNU
treatment was severely suppressed, suggesting the important role of MAPOl-containing
protein complex in the induction of apoptosis triggered by 0°-mG.
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