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The present and future of CDK 4/6 inhibitors 

● What we know  

● What we don’t know 

● What the future holds  



Chemotherapy better than Endocrine Therapy in First-

line setting?  

Schettini. SABCS 2018 



CDK 4/6 inhibitors:  FDA-approved indications 2018 

and Fulvestrant 



Benefit of CDK 4/6 in First line setting 



Benefit of CDK 4/6 in Second line setting 



Active in premenopausal patients, regardless of 

endocrine therapy used 



Heath Related Quality of Life - MONARCH 3 

Goetz. SABCS 2018 

Reduction in PAIN scores – PALOMA 2 and MONALEESA 2  



Overall Survival with Palbociclib – PALOMA 3 



Overall Survival with Palbociclib by 

Sensitivity 

Turner. N Engl J Med 2018;379:1926-36 
 
 



Difficult to demonstrate overall survival benefit in ER+, 

metastatic breast cancer 



Toxicity differences between agents: Grade 3/4 



What we don’t know?  

● When to best integrate into the therapeutic plan? 

● Which tumors biologically most likely to responde? 

● Mechanism of resistance? 

● What is next line post progression? 



When should we add CDK inhibitors to endocrine 

therapy? 



Real World Data IRIS 

Taylor-Stokes. P6-18-36 SABCS 2018 



What should we consider when indicating a CDK? 



Is it Cost Effective – OS 

Zhang. Breast Can Res Treat 2019  



Can biomarkers help us to optimize therapy? 

● Biologic Responders  

● Mechanism of resistance 

● Therapeutic interventions at progression 



Biomarkers that have NOT identified responders: 



Paired blood samples for circulating tumor DNA from 

PALOMA-3 

Turner et al, Abs 1001 



How could we manage our patients at progression? 



Conclusion 

● Consistent, clinically-meaningful improvements in PFS  

● PFS benefit regardless of endocrine sensitivity, endocrine therapy 

partner, menopausal status 

● Results of other trials to fully understand magnitude and nature of 

benefit in terms of OS 

● Predictable, tolerable and manageable side effect profile   



Median progression-free survival was 13.5 months in the 
anastrozole-alone group and 15.0 months in the 
combination-therapy group  
 

median overall survival was 42.0 months in the anastrozole-
alone group and 49.8 months in the combination-therapy 
group  
 


