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We determined that Rb inactivation induces epithelial-mesenchymal transition, EMT
through the ZEB expression. We conducted ZEB1 inhibitor screening and identified
several chemical inhibitors of the ZEB1 protein expression, which included CDK
inhibitors. The treatment of CDK4/6 inhibitor increased epithelial marker expression,
and suppressed breast cancer cell proliferation and cell invasiveness. We also
determined that the relationship between an endogenous CDK inhibitor, pl16 and
breast cancer stem cell marker CD44+/CD24-. Our findings suggest that the
CDK4/6-Rb-p16 pathway is associated with the regulation of EMT and cancer stem cell
properties in breast cancers, and the CDK4/6 inhibitor is effective due to the combined
suppression of cell cycle, EMT, and cancer stemness.
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E1. Depletion of Rb induces an EMT-like phenotype through
ZEB-dependent pathways in breast cancer cells
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[B3. The COK4/6 inhibitor PD0O332991 suppresses breast cancer
cell proliferation and cell invasiveness
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(4. relationship between pl6 expression and response to
chemotherapyin THBC patients
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(5. Relationship between pl6 and CD44/CD24 expression
inwvarious human breast cancer cell lines
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(6. relationship between pl6 and CD44/CD24 expression
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