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• Chemotherapy is not enough (either pre- or post-op)
Not for debate:

NSCLC Meta-Analysis Group. Lancet Oncology 2014 Pignon et al. JCO 2006  

Slide courtesy of Dr. Leal
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1. Surgeons prefer to operate first / inertia with current 
     work-flow

2. Surgical implications of immunotherapy:
  -Inflammation, increased OR time
  
3. Why risk delays or missed surgery when we can give immunotherapy 
in the adjuvant setting?

What is Dr. Steuer going to argue?

Slide courtesy of Dr. Leal
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PERIOPERATIVE IMMUNOTHERAPY TRIALS
Study (Primary Endpoint) Patient population

Neoadjuvant CheckMate 816 (pCR, EFS)* Excludes EGFR/ALK

Neoadjuvant/adj Checkmate 77T (EFS) Excludes EGFR/ALK

Neoadjuvant/adj Aegean (pCR, EFS) Excludes EGFR/ALK 

Neoadjuvant/adj KEYNOTE 671 (EFS, OS) May include EGFR/ALK

Neoadjuvant/adj IMpower030 (EFS) Excludes EGFR/ALK

Adjuvant IMpower010 (DFS)* May include EGFR/ALK

Adjuvant PEARLS/KN 091 (DFS) May include EGFR/ALK

Adjuvant BR.31 (DFS in PD-L1 TC ≥ 25% May include EGFR/ALK
Adjuvant ANVIL (DFS, OS) Excludes EGFR/ALK

Forde et al. NEJM 2022; Cascone et al. ASCO 2021; Felip et al. Lancet 2021;
Paz-Ares et al. ESMO Virtual Plenary 2022.ga aco

FDA approval 
3/22

FDA approval 
10/21
FDA approval 
01/23
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IMpower010: Adjuvant atezolizumab

Felipe et al, Lancet 2021

Primary endpoint: DFS in PD-L1 >1%
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IMpower010: OS results

Felipe et al, WCLC 2022
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IMpower010: 

Felipe et al, WCLC 2022
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Keynote-091: adjuvant pembrolizumab
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Note: 
14% of patients 
in both arms did 
not receive 
adjuvant 
chemotherapy

Keynote-091: DFS results

J Patel, ASCO 2022



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY 12

Keynote-091: DFS results

O Brien et al. Lancet 2022
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Why may timing of immunotherapy matter?
Tumor present=

1. More antigen

2. Activate the 
tumor–specific 
TILs already in 
the tumor

3. Better T cell 
priming at the 
level of the 
dendritic cell

Topalian et al., SCIENCE 2020:367(647)
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CHECKMATE 816 

Forde et al. NEJM 2022
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CHECKMATE 816: EFS BENEFIT

Forde et al. NEJM 2022
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CHECKMATE 816: PATH CR

Forde et al. NEJM 2022
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CHECKMATE 816: OS

Forde et al. ELCC 2023 oral

Not yet mature
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CTDNA CLEARANCE AND ASSOCIATION WITH PCR IN CHECKMATE-816

Slide courtesy of Dr. Leal
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CHECKMATE 816: SAFETY

Forde et al. NEJM 2022
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DEBUNKING SURGICAL CONCERNS

20

Spicer et al. ASCO 2023

Numerically, more patients 
who got chemo alone did not 
get surgery than chemo + IO 
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PATIENTS WHO DON’T GET TO SURGERY HAVE POOR OUTCOMES

21

Spicer et al. ASCO 2023
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ADDITION OF NIVOLUMAB DOES NOT INCREASE SURGICAL AES

22

Spicer et al. ASCO 2023Spicer et al. ASCO 2023
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Spicer et al. ASCO 2023

KEYNOTE-671: NEOADJ. CHEMO +PEMBRO
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KEYNOTE-671: NEOADJ CHEMO + PEMBRO

25
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NEO-TORCH: peri-operative toripalimab + chemo

Shun et al, ASCO virtual Plenary, 2023
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NEO-TORCH: peri-operative toripalimab + chemotherapy

Shun et al, ASCO virtual Plenary, 2023

Does the number of cycles and 
timing of chemo-io matter?

3 chemo-IO pre-op, 1 post op
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AEGEAN: peri-operative durvalumab + chemo

Haymach, AACR, 2023
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AEGEAN: peri-operative durvalumab + chemo

Haymach, AACR, 2023

Durva.        Placebo
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AEGEAN: peri-operative durvalumab + chemo

Haymach, AACR, 2023
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AEGEAN: peri-operative durvalumab + chemo

Haymach, AACR, 2023
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1. Improved overall survival, especially relevant for resectable N2 disease

2. Minimal surgical risks

3. Provides benefit regardless of PD-L1 status

Practice change may not be convenient, but in this case is necessary
 

Benefits of neoadjuvant immunotherapy approach
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Key Questions remain for perioperative treatment NSCLC: 

1. Can we omit chemotherapy?
- Patients want this
- Currently no proven overall survival benefit of IO alone in peri-operative setting

2. Role of PD_L1
- Neoadjuvant chemo-nivo: All PD-L1 included in CM816 approval
- Adjuvant atezo: PD_L1> 1% approved

3. Can we “downstage” patients?
- Currently need to determine surgical resectability up-front

4. What about common and less common driver mutations?
- Some trials address EGFR and ALK, but we have so many other drivers
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