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Involvement of Incl62 on sensitivity to DNA demethylating agents
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DNA demethylation therapy is now expanding from hematological tumors to
solid tumors. Previously, we have identified a long noncoding RNA, 1inc00162 (Inc162), as highly
and frequently expressed in gastric cancer cell lines sensitive to 5-aza-2' -deoxycytidine
(5-aza-dC). Here, we aimed to reveal the molecular mechanisms how Incl162 is involved in 5-aza-dC
sensitivity and the function of Incl162 in other solid tumors. In vivo experiments showed that Incl62
overexpression increased the sensitivity. Mechanistically, Incl62 interacted with an RNA splicing
protein, HNRNPH1, and decreased splicing of an anti-apoptotic splicing variant, BCL-XL. In
liposarcomas cell lines, Incl62 expression was induced by the treatment of 5-aza-dC, meaning that
the involvement of Incl62 in 5-aza-dC sensitivity is universally applicable to solid tumors. Incl62
may have translational value to predict patients who will respond to 5-aza-dC. We have published
these findings as an original paper.
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