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Mlecular analysis of epigenetic disorders including pseudohypoparathyroidism
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To clarify the usefulness of methylation-specific multiplex
ligation-dependent probe amplification (MS-MLPA), we evaluated genetic and epigenetic changes of the
GNAS locus in Japanese PHP-Ib patients.

We studied 13 subjects with PHP-1b (three families with eight affected members and one unaffected
member and four sporadic cases). The methylation status of GNAS differentially methylated regions
(DMRs) was evaluated using MS-MLPA. The main outcome measure was the presence of deletion mutations
in the GNAS locus and STX16, which were assessed using MLPA. In all familial PHP-Ib cases, a 3kb
deletion of STX16 and demethylation of the A/B domain were identified. In contrast, no deletion was
detected throughout the entire GNAS locus region in the sporadic cases. Broad methylation
abnormalities were observed in the GNAS DMRs.
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