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(a) Among AML cell lines with high BCL-2 expression, both MV4-11 and MOLM-13 showed pronounced in
vitro sensitivity to Venetoclax. (b) Ven-R-MV4-11 and Ven-R-MOLM-13 cell lines were established through
long-term exposure to escalated dose of Venetoclax in vitro for over 6 months. (c) Acquired Venetoclax

Fig3. In vivo validation of the Venetoclax-resistant models
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a, b) Compared to parental MV4-11 tumors, Ven-R-MV4-11 tumors showed strong resistance to
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Venetoclax, Azacytidine, and combination treatment with Venetoclax and Azacytidine (standard therapy).
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resistance was validated in vitro by CTG assays and in xenograft models. Western blot was performed to 2. Nwosu, Gus O et al. “Venetoclax therapy and emerging resistance mechanisms in acute myeloid leukemia.” Cell death
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(c, d) Ven-R-MOLM-13 tumors showed decreased sensitivity to Venetoclax, Azacytidine, and resistance to
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explore the potential resistance mechanism, which was further validated using combinatorial treatment. Ven + Aza combination treatment, comparing with the parental MOLM-13 tumors.
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