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SY-5609, a Potent and Selective CDKY7 Inhibitor, Potentiates BTK Inhibitor Activity
in Mantle Cell Lymphoma Preclinical Models
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SY-5609 inhibits Mino cell proliferation at Combination of SY-5609 and acalabrutinib decreases

Background and rationale
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GR50: concentration of SY-5609 that inhibits growth rate by 50% (GR = 0.5) *p<0.01, single agent vs combination * Decreased expression of CCND1, CCNE1, anc! E2F1 proteins, key regulators of
GRmax: minimum GR value RB checkpoint function and cell cycle progression

GECS50 (relative GR50): concentration at point midway between top and bottom asymptote of fitted » N=5 per group, mean+/-SEM shown in figure * Increased proportion of cells with sub-G1 DNA content, a marker of cell death
curve - All regimens well-tolerated: no body weight loss observed at end of treatment (day 25) A Phase 1b safety and preliminary efficacy study of SY-5609, including in combination

Nat Methods 13, 521-527 (2016) with a BTK inhibitor, is planned for patients with relapsed/refractory MCL
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