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My esteemed opponent…

@Joshua_Reuss



Look how far we’ve come!

Provencio et al. ASCO 2022

@Joshua_Reuss

Investigator opens 
perioperative trial

Trial results 
published



Look how far we’ve come!

Provencio et al. ASCO 2022

@Joshua_Reuss

4/2018

7/2021 – positive pCR 
endpoint from ph3 

CheckMate816 trial
4/2022

3/2022 – FDA approves 
neoadjuvant nivo-chemo in 

resectable NSCLC 

10/2021 – FDA 
approves adjuvant 

atezolizumab in PD-
L1+ resected NSCLC

1/2023 – FDA 
approves adjuvant 
pembrolizumab in 
resected NSCLC

10/2023 – Positive 
overall survival results 

for ph3 KEYNOTE-
671 trial

10/2023 – FDA 
approves neoadj/adj 

pembrolizumab in 
resectable NSCLC



Phase 3 CheckMate 816 Trial

Forde et al. AACR 2021, Forde et al ELCC 2023 
@Joshua_Reuss



Phase 3 CheckMate 816 Trial

Provencio et al ESMO 2023 

@Joshua_Reuss

Subgroup analysis by pCR status



Phase 3 Perioperative chemo-immunotherapy trials

Wakelee et al ASCO 2023, Wakelee et al NEJM 2023, Heymach et al AACR 2023, 
Heymach et al NEJM 2023, Cascone et al ESMO 2023 

@Joshua_Reuss

KEYNOTE-671

AEGEAN

CheckMate 77T



Phase 3 Perioperative chemo-immunotherapy trials

Wakelee et al ASCO 2023, Wakelee et al NEJM 2023, Cascone et al ESMO 2023 
@Joshua_Reuss

KEYNOTE-671 CheckMate 77T

EFS Subgroup analysis by pCR status



Is pCR predictive of improved EFS with neoadjuvant 
chemo-immunotherapy?

Provencio et al. ASCO 2022
@Joshua_Reuss



Is pCR predictive of improved EFS with neoadjuvant 
chemo-immunotherapy?

Hines et al. JTO 2024

@Joshua_Reuss



Nearly identical EFS curves for pCR subgroups of CheckMate 
816, KEYNOTE-671, and CheckMate 77T Trials!

Provencio et al. ESMO 2023, Wakelee et al. ASCO 2023, Cascone et al. ESMO 2023

@Joshua_Reuss

CheckMate 816 KEYNOTE-671 CheckMate 77T

2-year EFS ~90%



@Joshua_Reuss

To choose my 
regimen, how can I 

predict who will 
have a pCR?

How you achieve a 
pCR with 

immunotherapy 
doesn’t matter! PEMBRO

Nivolumab



@Joshua_Reuss

But what about 
cross-trial 

comparisons?

Forde et al. AACR 2021, Cascone et al. ESMO 2023 

As close to a 
pure cross-trial 
comparison as 

we can get!



The EFS analyses in pCR subgroups of CheckMate 
816 and CheckMate 77T are impressively similar!

Girard et al. AACR 2022, Cascone et al ESMO 2023 
@Joshua_Reuss

CheckMate 816 CheckMate 77T

Median follow-up: 29.5mo

Median follow-up: 25.4mo

Nivo   +   chemo
pCR      No pCR

HR (95% CI)    0.14 (0.06-0.35)     
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But KEYNOTE-671 is 
the only perioperative 
trial that is positive for 

overall survival.

Provencio et al. ESMO 2023 

Interim Overall Survival analysis by 
pCR status from CheckMate 816

There are no overall 
survival subgroup 
analyses from KN-
671 by pCR status!



How much do the results of perioperative trials 
truly reflect the adjuvant therapy component?

1 – Wakelee et al ASCO 2023, 2 – Heymach et al AACR 2023, 3 – Cascone et al ESMO 2023
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KEYNOTE-6711 AEGEAN2 CheckMate 77T3

Completed adjuvant 
treatment

40.4% 24.0% 60%

Discontinued 
adjuvant treatment

22.2% 18.6% 34%

Adjuvant treatment 
ongoing

10.6% 23.2% 6%

Who are these?



Does additional adjuvant therapy subject patients who 
achieved pCR and are cured to needless toxicity? 

@Joshua_Reuss



Is there a financial cost? 

@Joshua_Reuss@Joshua_Reuss

Pembrolizumab dose Cost/infusion
200mg every 3 weeks $11,115.04
400mg every 6 weeks $22,230.08

Source: https://www.keytruda.com/financial-support/

$11,115.04/dose x 13 doses = $144,495.52



Are there treatment-related toxicities that subject 
patients to serious risk? 

@Joshua_Reuss@Joshua_Reuss

All grade irAEs Grade ≥ 3 irAEs

PD-1 
monotherapy

PD-1 monotherapy

Tang et al. Cancer Res Treat. 2021



Are there treatment-related toxicities that subject 
patients to serious risk? 

Phase 3 CheckMate 77T Trial



Should adjuvant therapy be offered if a pCR is achieved with 
neoadjuvant chemo-immunotherapy in resected NSCLC?

@Joshua_Reuss

Just Say NO!



THANK YOU!

@Joshua_Reuss


