Selective SMARCAZ2 Degradation Promotes Leukemic Differentiation and Synergizes with CDK9 Inhibition to Potently
Induce Cancer Cell Death in Preclinical Models of Acute Myeloid Leukemia.
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Backg round Figure 2. Selective SMARCA2 degradation by PRT3789 induces differentiation in AML Figure 4. PRT3789 selectively degrades SMARCA2 in vivo and induces expression of
cell lines differentiation markers in AML xenografts Summa ry
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(A) PRT3789, administered subcutaneously (200 mg/kg, Q3D), combines with CDK9 inhibitor PRT2527, CD14
administered intravenously (15 mg/kg, QW, b.i.d.) to potently inhibit tumor growth in multiple AML cell line-derived Figure 5. Expression of myeloid differentiation markers CD11b and CD14, in primary AML samples following Acknowledgements
o | | | xenograft (CDX) models, including regressions. Data represented as mean + SEM. N=8, * P<0.05, **P<0.001, treatment with PRT3789. Bone marrow mononuclear cells from AML/MDS patients were cultured in a . . o . .

(A, B) Quantification of SMARCAZ2/4 protein levels as measured by western blot in THP-1 cells following ***P<0.001 by Mann-Whitney U test. (B) PRT3789, administered, subcutaneously combines with hypomethylating methylcellulose colony forming assays and treated with varying doses of PRT3789 or vehicle. Clonogenic Experlmeptal §upport was provided by Crown B|osc;|enc?e, Shanghai Medicilon

surface expression of myeloid differentiation marker CD11b 5-days post depletion of SMARCAZ2 or Decitabine, 0.4 mg/kg, i.p. qd 4on/100ff; 5-azacytadine, 5 mg/kg, i.v. Q3D. Data represented as mean + SEM. N=8, * by flow cytometry (A).

SMARCA4. P<0.05, **P<0.001, ***P<0.001 by Mann-Whitney U test. All treatments were well tolerated.




