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Mechanism analysis of progressive neurological abnormalities in xeroderma
pigmentosum group A patients

Mori, Toshio
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Xeroderma pigmentosum group A (XP-A) patients develop progressive
neurological abnormalities, which has been hypothesized to be associated with a type of oxidatively
generated DNA damage called purine 8,5 -cyclo-2' -deoxynucleosides. Thus, we generated a monoclonal

antibody specific for 8,5 -cyclo-2' -deoxynadenosine (Cyclo-dA) in DNA. The immunoassay revealed a
linear dose-response between known amounts of Cyclo-dA in oligonucleotides and the antibody binding
to them with a detection sensitivity of about 1 lesion/10<6> bases in a 1 ug DNA sample. We
compared the amounts of Cyclo-dA accumulated in organs between wild type and XP-A mice with ages
from 5 months to 29 months. We found that XP-A mice accumulate significantly higher amounts o
Cyclo-dA in brains than do wild type mice, supporting the hypothesis.
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