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Elucidation of the mechanism of mutagenesis in malignant melanoma
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Activation-induced cytidine deaminase (AID), a member of a cytidine
deaminase family acts as a genome mutator that contributes to malignancy. BRAF-activating somatic
mutations often exist in malignant melanoma. To explore the correlation between the AID expression

and BRAF mutations, we performed the immunohistochemical study for 16 Japanese melanoma patients.
Nine out of 10 malignant melanoma specimens with high AID expression contained BRAFV60OE mutation.
Eight out of 10 malignant melanoma patients with high AID expression developed multi-organ
metastases and/or multiple lymph node metastases afterwards. To further examine a role of AID in
melanocytes, we stably transfected normal human melanocytes with plasmids expressing AID. Sequence
analysis revealed the existence of BRAFV600E mutations in two independent clones with forced
expression of AID and UV irradiations. Taken together, AID may play roles in inducing BRAFV600OE
mutation and become a marker for prognosis of melanoma.
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