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RUNX1 as a therapeutic target for adult T-cell leukemia/lymphoma

Adult T-cell leukemia/lymphoma (ATL) is an intractable disease with a
poor prognosis. Recent studies have revealed that super-enhancers (SEs)
play an important role in regulating tumor-specific gene expression and
are expected to be therapeutic targets for neoplastic diseases, including
ATL.

Bromodomain-containing protein 4 (BRD4) is a complex of
transcription factors that bind to the SE region. JQ1 is one of the BRD4
inhibitors, which exerts its antitumor effects by suppressing SE-
mediated gene expression regulation. JQ1 has potential as a therapeutic
agent in various malignancies, but has not yet been clinically applied.

In this study, we investigated the anti ATL effect of JQ1 and identified
RUNX1 as a novel therapeutic target molecule by elucidating its
mechanism of anti ATL effect. Previous studies have suggested the
efficacy of RUNXI1 inhibitors such as AI-10-104 and Ro05-3335 in
hematological malignancies such as AML and T-ALL. In this study, both
drugs showed inhibition of cell proliferation at concentrations that were
effective against AML and T-ALL. Thus, RUNXI1 is a therapeutic target
molecule, and RUNX1 inhibitors may represent a novel therapeutic
approach for ATL.

We demonstrated that JQ1 suppressed SE-mediated RUNXI1
expression. We also suggested the efficacy of RUNX1 inhibitors against
ATL and the mechanism of anti-ATL effect with RUNX1 inhibitor, which
may lead to future clinical applications of RUNXI1 inhibitors.
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If you would like to participate in this seminar and need Zoom ID
and Password, please contact below email address.

(Email: k-seven@nagasaki-u.ac.jp Ext. 7111)
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