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Molecular mechanisms underlying the epigenetic dysregulation by synovial sarcoma spe
cific fusion oncoprotein
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We have been trying to unravel the molecular mechanism underlying the transcriptio
nal dysregulation of FZD10 gene in synovial sarcomas (SSs) and have found that histone acetylation of the
promoter region of FZD10 strongly correlates with up-regulation of FZD10 in SS. So, we next aimed to ident
ify the histone acetyltransferase (HAT) responsible for this. By adopting pull-down assay followed by West
ern blotting, we succeeded to identify two HATs (designated as SSIH1 and 2) as the interactors of SS18-SSX
. Furthermore, by using dominant-negative (DN) forms of SSIH1 and SSIH2, we have demonstrated that ectopic

expression of SSIH(DN) in SS cells abrogated the expression of FZD10. This result indicates SSIH1 and SSI

H2 are functionally involved in up-regulation of FZD10 in SSs, However, ChIP assay revealed that only SSHI
1 occupies the FZD10 promoter region in vivo. Collectively, We have identified SSIH1 as the HAT responsibl
e for the FZD10 dysregulation in SSs.
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