










The importance of sustained target 
inhibition to optimize response

• The efficiency to induce irreversible 
growth inhibition is a potentially a 
crucial component for single-agent 
efficacy

• Irreversible growth arrest leading to 
induction of quiescence or 
senescence is observed only after 
longer durations of exposure

• Losses in tumor volume 
(regression) may occur through 
activation of a secretory pro-
inflammatory phenotype leading to 
the clearance of senescent tumor 
cells



Abemaciclib treatment induces a 
senescent-associated phenotype in 
ER+ breast cancer cells
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Abemaciclib Summary

♦ Abemaciclib is a highly potent inhibitor of CDK-
4/6 that appears to be best in class in terms of 
early preclinical and initial clinical efficacy data

♦ The preclinical data demonstrate particular 
efficacy in ER+ breast cancers and many types 
of non-small cell lung cancers

♦ Combination strategies between abemaciclib
and other relevant involved, targeted pathway 
inhibitors are currently being evaluated across 
sevarl histologies
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A.) LOSS OF RB FUNCTION – MUTATION

B.) LOSS OF RB EXPRESSION

C.) AMPLIFICATION OF CDK-2

D.) AMPLIFICATION OF CYCLIN E

E.) INCREASED CDK-6 EXPRESSION

MECHANISMS OF RESISTANCE:



Rb as Master-Regulator of the R-point
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THANK YOU


