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Exploration of Predictive Biomarkers for Combined BCL2 and Methylation Inhibitor
Therapies in Elderly Leukemia Patients
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The combination of venetoclax (VEN), an inhibitor of the anti-apoptotic
factor BCL2, with the hypomethylating agent, decitabine (DEC) is the current frontline standard of
care for elderly patients with acute myeloid leukemia (AML). Despite the success of VEN/DEC in
inducing remission in AML, a significant proportion of patients remain refractory to combination
therapy. Our RNA sequencing analysis revealed that genes related to fatty acid metabolism were
significantly upregulated 1n leukemia cells obtained from non-responders after treatment with
VEN/DEC. We identified significantly increased expression of Peroxisome Proliferator-Activated
Receptor gamma (PPARG) in these non-responders after treatment. Furthermore, AML cells
overexpressing PPARG acquired VEN/DEC resistance with up—re?ulation of fatty acid metabolism. These
findings suggest that elevated PPARG expression affects cellular energy metabolism and contributes
to treatment resistance.
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