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Resistance to Immune Checkpoint Inhibitors  
• Defects in antigen presentation machinery
• Aberrant Immunity of T-Cells

• Insufficient T cell Infiltration & exhausted T cells

• Defects in IFN-γ signalling
• JAK STAT pathway mutations

• Immunosuppressive Tumour Microenvironment
• Adenosine- mediated by CD 73

• Angiogenesis modulating factors & immunosuppression
• Upregulation of other T cell checkpoints (TIM3, LAG3, VISTA)

Schoenfeld & Hellmann. Cancer Cell 2020;37:443-455
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Cabozantinib Targets Pathways Associated with Tumor Immune 
Suppression 



COSMIC-021 Study Design for NSCLC Cohorts 



Baseline Demographics and Clinical Characteristics



Efficacy Summary



Best Change From Baseline in Target Lesions 



Progression-Free Survival 



Overall Survival



Safety Summary



Treatment-Emergent Adverse Events*



Adverse Events of Special Interest*†



Authors’ Conclusions



Questions that arise………
1) Can we really conclude that benefit is seen irrespective of PD-L1 expression??

 PD-L1 status unknown- 26% in the Atezo + Cabozantinib cohort 7

 Better outcomes (ORR,PFS,OS) in unknown vs PD-L1 <1%

 Possibility this group may have been enriched with patients with higher PD-L1 
expression

2) Atezo + Cabozantinib will this benefit be replicated in larger population?

3) Number of patients with RET or MET driver mutations in these cohorts?

4) Single agent Cabozantinib in an unselected population- Real Benefit??

5) Crossover allowed in 8 patients in cohort 20, detailed data not available yet.



● The combination of Atezolizumab + Cabozantinib promising 
signalneeds confirmation in larger studies

● Need to wait for full results from the  

 Phase 2 EA5191: Cabo + Nivo versus standard chemotherapy

 Phase 3 CONTACT-01: Cabo+ Atezo versus Docetaxel



THANK YOU!
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