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TRIALS FOR NSCLC



Enhancement of systemic antitumor T cell immunity 
after neoadjuvant PD-1 blockade 



CHECKMATE 816: EFS

AEGEAN: EFS

KEYNOTE-671: EFS

CheckMate 816: primary endpoint - EFS

Forde PM et al. N  Engl J M ed. 2022

NADIM II  trial: study designNADIM II trial: study design





CheckMate 816: study design

Forde PM et al. N Engl J Med. 2022

Checkmate 816: study design



Neoadjuvant nivolumab plus chemotherapy vs chemotherapy in patients with resectable NSCLC: 4-year update from CheckMate 816



EFS: 4-year updatea



Checkmate 816: OS 4y FU







Health-Related Quality of Life Outcomes <br />From the Randomized, Double-Blind Phase 3 <br />KEYNOTE-671 Study of Perioperative Pembrolizumab for Early-Stage NSCLC



Empirical Mean Change From Baseline Over Time<br />EORTC QLQ-C30 GHS/QoL





















FDA and EMA approvals ICB and TKIs early-stage NSCLC





Neoadjuvant & Perioperative 
approaches



KEYNOTE 671 AEGEAN

CHECKMATE - 77T

CheckMate 816: primary endpoint - pCR

Forde PM et al. N Engl J Med. 2022

CHECKMATE 816

Perioperative Immunotherapy in 
early stage NSCLC

pCR



Perioperative Immunotherapy in early stage NSCLC
Consistent EFS Benefit 

Spicer, ESMO 2023; Heymach, NEJM 2023; Cascone, ESMO 2023

KEYNOTE-671: Pembro+CT

AEGEAN: Durva+CT CHECKMATE-77T: Nivo+CT

CHECKMATE-816



Neoadjuvant & Perioperative 
approaches





ctDNA clearance rate and OS by ctDNA clearance

ctDNA clearance is prognostic



50% of ctDNA clearance is seen in absence of pCR in CM7T



MRD tests are specific, but not sensitive enough to guide any
de-escalation decisions today

….and have significants false negative rates!



What data do we have in NSCLC: phase III global trials



Neo-Adjuvant or peri-operative trials: a basis for discussion







Patient level analysis

(association between the 

expression of the intermediate 

endpoint and the reference 

final endpoint)



Burzykowski and Buyse, Pharmaceutical Statist 2006;5:173

TRIAL LEVEL CORRELATION BETWEEN EFFECTS

threshold for surrogacy



R2: 0.103 (95% CI: –0.174 to 0.379



R2: 0.246 (95% CI: –0.222 to 0.714



R2: 0.7159



In order to fully engage our patients in treatment 

decisions, we must understand how therapies affect 

outcomes that are important to them. Surrogate end- 

points will not provide us with these answers.













Similarity Assumption
trials must be comparable on effect modifiers

to obtain an unbiased pooled estimate.





Population-adjusted Indirect Comparisons

• Population-adjusted Indirect Comparisons use patient-level data from a trial of a 

given treatment (referred to as the index trial) to derive a comparison of 

outcomes with competing treatments, based on published information from 

similarly designed studies, after adjusting for differences in the characteristics 

of the populations.

• in other words: individual patient data (IPD) in one or more trials are used to

adjust for between-trial differences in the distribution of variables that influence 

outcome

https://www.nicedsu.org.uk/wp-content/uploads/2017/05/Population-adjustment-TSD-FINAL.pdf.





Event-Free Survival Overall Survival





Grazie per l’attenzione!
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