2019 2021

RARB

Elucidation of the pathophysiology of RARB translocation-positive acute
promyelocytic leukemia and development of new target therapy
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Almost all of Acute promyelocytic acute leukemia (APL) is caused by a
translocation of the RARA gene, but in some cases this RARA translocation can not be identified. We
recently identified RARB translocation as the recurrent genomic alteration in APL without RARA
rearrangements. Howevere,the functional consequences of APL with RARB rearrangements are still
unknown. Thus, we performed functional analyses of APL with RARB rearrangement. RARB rearrangement
could make homodimerize and blocked retinoic acid pathway in dominant-negative manner. Furthermore,
we showed that synthetic retinoids such as all-trans retinoic acid were ineffective for RARB
rearrangement positive APL. As retinoids have insufficient therapeutic effects on APL with RARB
rearrangement, we performed transcriptome analysis using RARB rearrangement induced cell line. We
found TBL1XR1-RARB significantly suppressed the expression of PPARy target genes, and PPARy
ligands could partially differentiate RARB rearrangements.
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