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§ Neoadjuvant setting

o CheckMate 816

§ Adjuvant settings

o IMpower010

o KEYNOTE-091

§ Perioperative settings

o KEYNOTE-671

o NEOTORCH

o AEGEAN
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§ Advanced/Metastatic settings

o KEYNOTE-789 (post EGFR TKI)

o STK11, KEAP1, KRAS and TMB 

o Dual vs single immune checkpoint blockade 
based
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CheckMate 816: pCR and subgroup analysis
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CheckMate-816: OS 
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CheckMate 816: EFS - 3 year follow up
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Girard N, European Lung Cancer Congress 2023 
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§ Three-year update to the randomized phase III CheckMate 816 study showed improved long-term event-free 
survival in patients with resectable NSCLC.

§ Among patients who underwent surgery, fewer in the nivolumab-plus-chemotherapy arm had disease recurrence 
compared with patients who received chemotherapy alone (28% vs 42%). Fewer distant recurrences were 
observed with nivolumab plus chemotherapy (10% of patients) vs chemotherapy alone (22%), with a significant 
reduction in central nervous system recurrences (4% vs 15%).

§ Results also demonstrated an improved overall survival trend and tolerable safety profile.

§ Exploratory biomarker analysis (four-gene inflammatory signature, CD8A, STAT1, LAG3, and CD274, assessed by 
transcriptome) suggested potential for identifying patients who may derive the greatest clinical benefit. 
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https://ascopost.com/issues/may-10-2023/checkmate-816
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§ Adjuvant setting

o IMpower-010

o KEYNOTE-091
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J Clin Oncol 39, 2021 (suppl 15; abstr 8500)
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IMpower-010  – Role of KRAS mutation
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https://ascopubs.org/doi/abs/10.1200/JCO.2023.41.16_suppl.8522
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Perioperative NSCLC Immune Checkpoints:
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§ Both studies are positive and agents approved by FDA; however, efficacy is rather modest and no OS data yet

§ Surprising discrepancy of the PDL1 role as a predictive marker 

§ Similar expected rates of irAEs

§ Will be more controversy now with neoadjuvant and perioperative data

§ Controversy about use in EGFR mutated tumors (especially after ADAURA resulted)
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https://ascopost.com/issues/may-10-2023/checkmate-816
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§ Perioperative setting

o AEGEAN

o KEYNOTE-671

o NEOTORCH
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AEGEAN: A Phase 3 Trial of Neoadjuvant Durvalumab + 
Chemotherapy
 Followed by Adjuvant Durvalumab in Patients with Resectable 
NSCLC
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Heymach AACR 2023
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AEGEAN: pCR and EFS using RECIST v1.1 (BICR) (mITT)

Updates in Immunotherapy for Lung Cancer

     

18

Heymach AACR 2023



CITY OF HOPE

AEGEAN: EFS subgroup analysis
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NEOTORCH: Perioperative Toripalimab + Chemo vs Chemo in Resectable Stage II/III 
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NEOTORCH: Subgroup Analysis
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KEYNOTE-671 Randomized, Double-Blind, Phase 3 
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KEYNOTE-671: mPR and pCR

Updates in Immunotherapy for Lung Cancer

     

24

Wakelee ASCO 2023



CITY OF HOPE

KEYNOTE-671: EFS 

Updates in Immunotherapy for Lung Cancer

     

25

Wakelee ASCO 2023



CITY OF HOPE

KEYNOTE-671: Subgroup Analysis 

Updates in Immunotherapy for Lung Cancer

     

26

Wakelee ASCO 2023



CITY OF HOPE

KEYNOTE-671: Exploratory EFS Analysis by mPR
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Perioperative NSCLC Immune Checkpoints:
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§ Impressive and similar EFS and pCR rate in all three trials. Similar study design.

§ No obvious tumor or demographic characteristics to serve as predictor factors, except PDL-1

§ Similar rates of irAEs in all three studies

§ Awaiting approval. Will be more controversy when to use neoadjuvant, adjuvant and perioperative regimens

§ Controversy about use in EGFR and ALK mutated tumors (KN-671 included these)

§ Ongoing work to define more precise molecular predictors. Has to be easy, fast and adaptable in all healthcare 
settings

28
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Neoadjuvant-Adjuvant or Adjuvant-Only Pembrolizumab in 
Advanced Melanoma

Patel, Ribas, N Engl J Med 2023 Mar 2;388(9):813-823
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§ Advanced/Metastatic settings

o KEYNOTE-789 (post EGFR TKI)

o STK11, KEAP1, KRAS and TMB 

o Dual vs single immune checkpoint blockade 
based
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KEYNOTE-789: OS
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STK11: Dual vs Single ICI
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KEAP1: Dual vs Single ICI
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KRAS: Dual vs Single ICI
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CheckMate227: Nivolumab +/- Ipilimumab. TMB.

BorghaeiH, et al. ASCO 2018. Abstract 9001

TMB ≥10 mut/Mb and <1% tumor PD-L1 expression TMB <10 mut/Mb and <1% tumor PD-L1 expression
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MYSTIC: Durvalumab +/- Tremelimumab. bTMB.

Rizvi NA, et al. ASCO 2019. ESMO 2019



CITY OF HOPE

Metastatic NSCLC Immune Checkpoints:
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§ Potential role for ICI in EGFR mutated tumors with high PDL1. However, clinical trial can be better solution

§ Presence of KEAP1 or STK11 or KRAS mutations favors dual immune checkpoint blockade

§ High TMB, in particular, with low PDL1 favors dual immune checkpoint blockade
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