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Investigation of the pathogenesis of uterine leiomyomas grown in a
hormone-independent manner using single-cell analysis
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There are two subtypes of uterine leiomyomas with different histological and
cellular composition, MED12(+) and MEDlZ(—?, which may contribute to the individual differences in
the efficacies of UPA, a selective progesterone receptor modulator. In this study, we investigated
the effect of UPA in each subtype using a xenograft model, and found that UPA administration
resulted in tumor reduction of xenografts in all MED12(+) specimens, while in MED12(-), 70% of
specimens showed similar reduction, but the remaining 30% of specimens had low E and P sensitivity
and were not affected any effect of UPA on tumor shrinkage. In addition, the effect of tumor
reduction in xenografts by UPA administration was higher than that by withdrawal of E and P,
Sgggesting that UPA has a mechanism of action other than the intrinsic function in inhibition of
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Different DNA methylome, transcriptome and histological features in uterine fibroids
with and without MED12 mutations. Ryo Maekawa, Shun Sato, Tetsuro Tamehisa, Takahiro
Sakai, Takuya Kajimura, Kotaro Sueoka, Norihiro Sugino. Scientific reports
2022;12:8912-8912
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