Abstract #2591 Combination of the BCL-2 inhibitor ZN-d5 with the WEE1 inhibitor ZN-c3 shows additive or synergistic
anti-tumor activity in acute myeloid leukemia (AML) models
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1. Venetoclax Pl. 2021. https://www.rxabbvie.com/pdf/venclexta.pdf; 2. DiNardo CD, et ZN-d5 + ZN-c3'is highly synergistic in an MV4;11 AML xenograft model (Figure 3).

. L o , o , progressed on venetoclax-based therapies
al. N Engl J Med. 2020;383(7):617-629; 3. Saliba AN, et al. Cancer Drug Resist. 2021;4:125-142;  * The friple combination of ZN-d5, ZN-c3, and azacitidine af low doses in the HL-60 in vivo model resulted in , L , , - ,
4. Osman AA, et al. Mol Cancer Ther. 2015;14(2):608-619; 4. Li J, et al. Cancer Res. 2021361 synergistic anti-tumor efficacy compared with single- and double-agent treatments (Figure 4). * These results support testing the ZN-d5 and ZN-c3 combination or possibly the triple combination including

(13 Suppl):1965; 5. Tolcher A, et al. Cancer Res. 2021;61(13 Suppl):CT016; 6. Zaucha JM, et al. , , , , . , _ - . azacitidine in AML patients independently of TP53 status
Ann Oncol. 2021;32(suppl_5): $583-5620. « Only minor reductions in body weight (<10%) were observed in the mice treated in the in vivo studies.

Days post freatment
— In samples with insensitivity o BCL-2 inhibifion

* The combination of ZN-d5 and ZN-c3 was highly active in vitro in 3 samples from patients with AML who later
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