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Objectives

• Immunotherapy in the advanced stage setting
• Neoadjuvant vs Adjuvant Immunotherapy
• Safety 



Lung Cancer: the big picture



Lung Cancer is a Heterogeneous Disease



Evolving Treatment Landscape



How do you choose which regimen 
to use?



How to choose the best therapy in 
Stage IV NSCLC

• Does the patient have a driver?
– If yes à targeted therapy
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Standard of Care in Patients with Drivers 
and not Candidates for Immunotherapy

• Non-squamous
– Platinum plus pemetrexed or taxane doublets
– Bevacizumab in selected patients
– 4 cycles plus maintenance (pemetrexed/bevacizumab)

• Squamous
– Platinum plus taxane or gemcitabine
– 4 cycles
– No role for maintenance



How to choose the best therapy in 
Stage IV NSCLC

• Does the patient have a driver?
– If yes à targeted therapy
– If no: 

• Is the patient a candidate for immunotherapy?
– If no à standard chemotherapy
– If yes:

• Is the patient a candidate for single-agent immunotherapy?
– If yes à Keynote-024, IMpower110 & EMPOWER-Lung-01



KN 24 Pembrolizumab vs Chemotherapy 
in PD-L1 High (>50%) NSCLC

Reck et al. JCO 2021



IMpower 110: Atezolizumab v Chemo OS 
in TC3 or IC3



EMPOWER-Lung-1: Cemiplimab v Chemo
in PD-L1 > 50% NSCLC



OS Results in RCTs comparing ICI to 
Chemo in PD-L1 High NSCLC

Trial Agent N OS HR 
Keynote 024 Pembrolizumab 305 0.62
Keynote 042 

(> 50%)
Pembrolizumab 599 0.69

IMPower 110
TC3/IC3

Atezolizumab 205 0.59

EMPOWER-Lung-
1

Cempilimab 563 0.57
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• Acceptable standard in high PD-L1 expressors particularly very high 
expression (> 90%)

• May not be optimal for all high expressors (symptomatic, high tumor 
burden etc)



How to choose the best therapy in 
Stage IV NSCLC

• Does the patient have a driver?
– If yes à targeted therapy
– If no: 

• Is the patient a candidate for immunotherapy?
– If no à standard chemotherapy
– If yes:

• Is the patient a candidate for single-agent immunotherapy?
– If yes à Keynote-024, Impower 110 & EMPOWER-Lung-01
– If no à Keynote-189, Keynote-407, IMpower 150, IMpower 130, 

IMpower 131, IMpower 132, EMPOWER-Lung-03, ………………



• Is the patient a candidate for single-agent immunotherapy?
– If yes à Keynote-024, Impower110 & EMPOWER-Lung-01
– If no: 

• Is the patient a candidate for bevacizumab
– If yes à Impower 150
– If no à Keynote 189/407 or Impower 130



IMpower 150 met its OS and PFS 
endpoints





KN189 – OS by PD-L1 TPS



Adding IO to Chemotherapy Regimens in
NSCLC

Trial Control Histology mOS 
Control/Inv

HR

KN-189 CbPem NSq 10.6/22 0.60
KN-407 CbTaxane Sq 11.3/15.9 0.64
IMP-150 CbPacBev NSq 14.7/19.2 0.80
IMP-130 CbnabPac NSq 13.9/18.6 0.79
IMP-131 CbnabPac Sq 13.5/14.2 0.88
IMP-132 PlatPem NSq 13.6/17.5 0.86
EMPOWER-3 PlatPem or

PlatTaxane
NSCLC 12.9/21.1 0.65
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• Selecting single agent IO vs chemoIO high expressor depends on
– tumor volume & symptoms 

• Where do IO-IO combinations fit in?
– Checkmate 227, Checkmate 9LA, POSEIDON, Keynote 598
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Where do IO-IO combinations fit in?

• Where do IO-IO combinations fit in?

– Possibly KRAS commutated STK11/KEAP1
– Chemotherapy intolerant à Checkmate 227 

Ponvilawan B, Subramanian J et al. JTO 2023 (in press)



Locally Advanced NSCLC









Durvalumab Consolidation

• In PACIFIC, durvalumab started within 42 days of randomization
– In actual practice even > 42 days

• Molecular alterations, to test or not?
– Recommend testing and avoid ICI in EGFR/ALK patients

• Treatment duration
– 1 year



Immunotherapy in Resectable 
NSCLC











Immunotherapy in resectable NSCLC

• Neoadjuvant vs Adjuvant (vs Peri-operative)
• Pros

– Improved tolerability
– Down staging (greater neoantigen load)
– Early treatment of micrometastatic disease

• Cons
– Delay or Eliminate Surgery
– Risk of post-surgical complications
– Immune related AEs













Quo Vadis?



Is it Adjuvant or Neoadjuvant or 
Perioperative



Is it Adjuvant or Neoadjuvant or 
Perioperative

• Limited data due 
to early release

• In stages I & II 
DFS benefit 
appears to be 
similar for adj vs 
Neo adj vs 
periop

• In stage III 
NeoAdj/Periop 
better than 
adjuvant for 
DFS?



Safety







Conclusion

• IO single agent or in combination with chemotherapy is the standard 
1st line treatment of non-oncogene addicted NSCLC.

• Role of IO & IO combination is evolving 
– KRAS with STK11 or KEAP1 commutated
– Patients with good PS and not receiving chemotherapy 

• Durvalumab consolidation is now standard of care after CRT for 
stage III non-EGFR/ALK NSCLC

• More systemic treatment options for patients with resectable NSCLC
– Adjuvant vs Neoadjuvant vs Perioperative

• Neoadjuvant offers some unique advantages but is subsequent 
adjuvant IO needed? Who needs perioperative IO?

• Biomarkers development might help select patients appropriate for 
the different treatment options.


