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Production mechanism and functional role of myelin protein produced by stop codon
readthrough
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L-MPZ is a novel isoform of myelin PO that is produced from PO mRNA by stop codon
readthrough mechanism. Antibodies against L-MPZ are often found in the patient sera with peripheral
neuropathy, but the role of the antibodies in neuropathy is unknown. In present study, production
mechanism, function of L-MPZ in myelin, and relevance of the antibody to demyelination were examined. We
found that rate of L-MPZ production (ratio of L-MPZ/PQ) was dependent on the nucleotide sequence near the
stop codon, and readthrough stimulating drug, G418, significantly elevated this ratio. L-MPZ showed cell
adhesion activity in the transfected cells. Anti-L-MPZ antibody did not induce demyelination, but further
study on its role in remyelination may be needed. Since cell adhesion activity of L-MPZ was weaker than
that of PO, change of L-MPZ/PO ratio may affect adherence of myelin layers. Thus, our study suggests that
precausion should be needed when readthrough stimulating drugs are used for therapy.
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