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Role of microRNAs in glucocorticoid-resistant B-cell precursor acute

lymphoblastic leukemia
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Acute lymphoblastic leukemia (ALL) in childhood is characterized by a
high remission rates which is attributed to patients responding poorly to
therapy. Glucocorticoids (GCs) such as prednisone and dexamethasone
(DEX) are essential drugs used for ALL chemotherapy, and response to GC
treatment is a strong independent factor of ALL prognosis. In the present
study, we examined the mechanism of GC resistance in B-cell precursor
ALL (BCP-ALL). GCs treatment up-regulated glucocorticoid receptor (GR)
and Bim expression, resulting in apoptosis of a GC-sensitive BCP-ALL cell
line, but not of a GC-resistant BCP-ALL cell line. GR was down-regulated
in a DEX-resistant BCP-ALL cell line which was induced by treatment of
cells with increasing concentrations of DEX. Interestingly, expression levels
of miR-142-3p and miR-17~92 cluster were up-regulated in the acquired
DEX-resistant BCP-ALL cell line. Our results suggest that the interference
of miR-142-3p and miR-17~92 might overcome resistance to GCs in
BCP-ALL.
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