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Mechanism for corticosteroid resistance in acute lymphoblastic leukemia carrying
MEF2D fusion gene
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Acute lymphoblastic leukemia (ALL) is the most common neoplasm in children.
The MEF2D fusion genes have been identified as a causative chromosomal aberration in ALL. Patients
with ALL carrying the MEF2D fusion genes (MEF2D-ALL) have shown resistance to corticosteroid
chemotherapy. We performed a global expression analysis of MEF2D-ALL blasts in the presence of
corticosteroids and found that intracellular steroid signaling was insufficient to induce cell
death. In a fraction of patients with MEF2D-ALL, this insufficiency was caused by a deletion of the
NR3C1 steroid receptor gene and/or a deletion of the IKZF1 gene, which are known causes of
corticosteroid resistance. In the remaining patients, NR3C1l expression was also significantly
decreased. In conclusion, patients carrying MEF2D-ALL have corticosteroid resistance, which was
caused by way of a decreased NR3C1l expression.
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