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Pharmacologically-directed termination of anti-apoptosis to overcome drug
resistance in acute leukemia.
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1) Leukemia cells were cultured with the demethylating drug decitabine, and
the gene expression ratios were BCL-2 0.962, TP53 0.9, TP53AIP1 3.6, and TP53111 2.0. Western blot
showed a decrease in BCL2 and MDM2, and recovery of TP53 expression. Decitabine-induced apoptosis
was enhanced. This resulted in a synergistic effect with venetoclax or Mcl-1 inhibitors. 2)
Monocytic cells were used as effectors and cultured with CD33 antibody drug A in CD33-positive
leukemic cells. ADCC activity was demonstrated, and apoptosis was induced. Western blot showed
cleavage and activation of intrinsic caspase 9, 3, 7 and extrinsic caspase 8. Furthermore, the cell
proliferation inhibitory effect was enhanced by combination with venetoclax or the FLT3 inhibitor
gilteritinib. Progressively, the new liposomal cytarabine-containing anticancer drug B was
transferred into cells via a pathway different from that of cytarabine, and exerted a cytotoxicity.
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