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NSCLC STAGE III; A HETEROGENEOUS DISEASE

• Stage IIIA
• T1a-2bN2
• T3N1
• T4N0

• Stage IIIB
• T1a-T2bN3
• T3-4N2

• Stage IIIC
• T3-4N3

T3N1
T4N0
N2-3

8th Edition TNM Classification for Lung Cancer, Staging manual in Thoracic Oncology, 2nd edition by IASLC 2017



NSCLC STAGE III, STAGING, PROGNOSIS AND TREATMENT

• Staging NSCLC provides information about prognosis

• However, in guidelines: choice of treatment is based 
on clinical staging

• Questions in stage III NSCLC
• For this heterogeneous stage of disease; 1 single treatment (or 

combination of treatments) fits all subgroups? 
• What is the role of surgery in the treatment of stage III NSCLC?

Overall survival by clinical stage

8th Edition TNM Classification for Lung Cancer, Staging manual in Thoracic Oncology, 2nd edition by IASLC 2017
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LANDMARK PAPERS 2007-2023

Van Meerbeeck, et al. J Natl Cancer Inst 2007 Albain, et al. Lancet 2009 Auperin, et al. J Clin Oncol 2010
Eberhardt, et al. J Clin Oncol 2015 Pless, et al. Lancet 2015 Köning, et al. ESMO open 2022



LANDMARK PAPERS; PACIFIC (5-YEAR OS)

Antonia, et al. N Engl J Med 2018                          
Spigel, et al. J Clin Oncol 2022

• HR for OS: 0.72

• ± 10% survival benefit 
after adjuvant 
durvalumab

• Note: ‘Unresectable’ 
tumors (% resectable?)

2017/2018/2022 
PACIFIC



2020/2023 
ADAURA

2017/2018/2022 
PACIFIC

HR 0.49

HR 0.49

Improvement 5-yr OS; II-IIIA: 85 vs. 
73% (HR 0.49), IB-IIIA: OS = 88 vs. 78% 
(HR 0.49) (secondary endpoints)

LANDMARK PAPERS; ADAURA (5-YEAR OS)

Wu et al. N Engl J Med 2020                      
Tsuboi, et al. N Engl J Med 2023 

NSCLC, IB-IIIA, EGFR+, resection ± adjuvant 
chemotherapy + (r) osimertinib or placebo; 
improvement 2-yr DFS (primary endpoint)

OS
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GUIDELINES; ESMO

• Distinction resectable vs. unresectable LA-NSCLC (stage III)

• Definition unresectable stage III (as discussed in MDT):
• complete resection (R0) (± induction treatment) is not possible (?)

• Treatment: cCRT (cisplatinum-based, 60-66 Gy)
• eUpdate (4-2020): adjuvant ICI (PACIFIC, i.e. durvalumab)

Postmus, et al. Ann Oncol 2017
ESMO Guidelines Committee; eUpdate 2020



GUIDELINES; ESMO

• Definition resectable stage III (as discussed in MDT):
• Stage III NSCLC, with a single station N2, nodal downstaging (?) after induction 

treatment, R0 resection deemed possible (no pneumonectomy)

• Treatment:
• Resection + adjuvant chemotherapy
• (neoadjuvant) cCRT + resection
• eUpdate (9-2021): adjuvant osimertinib (IB-IIIA) (EGFR) (ADAURA)

Postmus et al. Ann Oncol 2017
ESMO Guidelines Committee; eUpdate 2021



TOPICS

Staging
Landmark papers 

Guidelines 
Operability and resectability

(Neo)adjuvant ICI trials
Questions and challenges

Conclusions



‘OPERABLE’ NSCLC

• Multidisciplinary patient assessment (and treatment planning)

• Is the patient ‘operable’?
• Performance status
• Cardiac function
• Lung function (spirometry, (bicycle) ergospirometry)
• Comorbidity (…ies) and medication
• Patient preferences

• What is the surgical approach; thoracotomy, sternotomy, 
VATS, robot?

• What is the extend of surgery required (for an R0 
resection)?

• Is my patient fit for this kind of surgical approach?
• What kind of risks is the patient (and treating team) 

willing to take?
• Alternative treatment(s) possible?



‘RESECTABLE’ NSCLC

Postmus et al. Ann Oncol 2017  NCCN Guidelines, NSCLC Version 2.2024                        
ESMO Guidelines Committee; eUpdate 2021 Brandao et al. J Thorac Oncol 2023



‘RESECTABLE NSCLC’

Postmus, et al. Ann Oncol 2017  NCCN Guidelines, NSCLC Version 2.2024          
ESMO Guidelines Committee; eUpdate 2021 Brandao, et al. J Thorac Oncol 2023

No consensus between tumor board members

First multidisciplinary meeting  
(ERS, ETOP, ESP, ESTRO and 
IASLC), 3-2023, Copenhagen 
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NSCLC STAGE III; WHAT IS THE PROBLEM AND WHAT DO WE NEED? 

8th Edition TNM Classification for Lung Cancer, Staging manual in Thoracic Oncology, 2nd edition by IASLC 2017



GOALS IN TREATING STAGE III NSCLC



‘NEW’ MULTIMODALITY STRATEGIES, INCL. SURGERY

Many multimodality trials, introducing
• Immune Checkpoint Inhibition (ICI/IO)
• Chemotherapy + ICI
• Radiotherapy + ICI
• Chemoradiation + ICI
• Targeted therapy (EGFR-TKI, ALK, etc.)

In what order?
• Neoadjuvant
• Perioperative
• Adjuvant

Neoadjuvant/perioperative chemo-ICI 
• CheckMate 816 
• NADIM-II
• AEGEAN
• NEOTORCH
• CheckMate 77T
• KeyNote 671
• NEOSTAR
• NEOCOAST
• CANOPY-N
• RATIONALE 315
• IMpower 030
• …

Adjuvant (chemo-) ICI
• KeyNote 091
• IMpower 010
• BR21/NVALT 24
• ANVIL
• ACCIO
• …



Adjuvant IO trial in resectable stage IB-IIIA NSCLC (with longest follow-up)

ADJUVANT TREATMENT; IMPOWER-010



IMPOWER-010; 5-YEAR UPDATE



IMPOWER-010; 5-YEAR UPDATE

DFS

OS



NEOADJUVANT TREATMENT; CHECKMATE 816

• (first phase III) RCT NSCLC IB-IIIA (N = 358, stage III = 64%) (r) (3x nivo/chemo or 3x chemo) + resection
• Endpoints: EFS (progression/recurrence/death), pCR

Forde, et al. N Engl J Med 2022  



CHECKMATE 816; 4-YEAR UPDATE

• EFS benefit most in stage IIIA and PD-L1 ≥1%

Forde, et al. N Engl J Med 2022
Spicer, et al. ASCO 2024



NADIM I study; (first) perioperative chemo-IO in stage III NSCLC (2019)

Provencio et al. Lancet Oncol 2020
Provencio et al. J Clin Oncol 2022

Initial results

• PFS 77% (2-year)
• OS 82% (3-year)

PERIOPERATIVE TREATMENT; NADIM-I



• Most benefit PFS/OS in pCR
• ctDNA clearance predicts PFS/OS

Provencio et al. Lancet Oncol 2020
Provencio et al. J Clin Oncol 2022

NADIM-I; 5-YEAR UPDATE

Courtesy Mariano Provencio 



Stage IIA-IIIB (N2) NSCLC
Endpoint: EFS (pCR, MPR, OS)
N=461

PERIOPERATIVE TREATMENT; CHECKMATE 77T

Spicer, et al. ESMO 2024



EFS; HR 0.59 (0.45-0.79) EFS (by pCR vs no pCR)

CHECKMATE 77T; CLINICAL OUTCOMES BY pCR

Spicer, et al. ESMO 2024

Courtesy Jonathan Spicer



More often ctDNA clearance in nivolumab group (neoadjuvant)
With ctDNA clearance, more often pCR

CHECKMATE 77T; CLINICAL OUTCOMES BY ctDNA 

Spicer, et al. ESMO 2024

Courtesy Jonathan Spicer



Forde et al. N Engl J Med 2022
Cascone et al. N Engl J Med 2024

Courtesy Patrick Forde

NEOADJUVANT/PERIOPERATIVE TREATMENT; CM816 VS. CM77T



• EFS benefit more when PD-L1<1%

• EFS benefit more when no pCR

• No relation with stage (IB-II vs. III)

• No difference in AE’s

NEOADJUVANT/PERIOPERATIVE TREATMENT; CM816 VS. CM77T

Courtesy Patrick Forde



NEOADJUVANT/PERIOPERATIVE TREATMENT; CM816 VS. CM77T

Courtesy Patrick Forde



After neoadjuvant treatment (trials including N2+); 
78-93% has surgery

Cancellation of surgery does not seem to depend 
on N2 status (data not shown)

Forde et al. N Engl J Med 2022  Opitz et al. ESMO 2024
Cascone et al. N Engl J Med 2024  Provencio et al. ASCO 2024 

PERIOPERATIVE TREATMENT; CANCELLATION OF SURGERY



SURGERY FOR STAGE III-N2; NADIM-II AND CM77T

Provencio et al. J Clin Oncol 2022  Provencio et al. ASCO 2024        
Provencio et al. N Engl J Med 2023 Provencio et al. WCLC 2024 

pCR



SURGERY FOR STAGE III-N2; NADIM-II AND CM77T

Provencio et al. J Clin Oncol 2022  Provencio et al. ASCO 2024        
Provencio et al. N Engl J Med 2023 Provencio et al. WCLC 2024 

PFS OS



pCR in N2+

SURGERY FOR STAGE III-N2; NADIM-II AND CM77T

Cascone et al. N Engl J Med 2024  Provencio et al. WCLC 2024                   
Spicer et al. ESMO 2024

EFS IN N2+ group (chemo-IO vs chemo), HR 0.46



Background
• CM from adjuvant nivolumab following neoadjuvant chemo-IO + surgery?

Courtesy Solange Peters

. CM77T



ICI; NEOADJUVANT VS. ADJUVANT



NEOADJUVANT VS. PERIOPERATIVE VS. ADJUVANT STRATEGY?

CheckMate 816 IMpower 010

In resectable stage III NSCLC, there are no trials comparing neoadjuvant chemo-ICI vs. perioperative vs. adjuvant (chemo-) ICI

Forde, et al. N Engl J Med 2022
Felip, et al. Lancet 2021

CheckMate 77T



WE NEED TRIALS COMPARING DIFFERENT STRATEGIES

Courtesy Lizza Hendriks
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QUESTIONS AND CHALLENGES

• How to deal with borderline resectable stage III tumors?

• ICI; which agent, what dose, how many cycles, what combination (chemotherapy, radiotherapy, chemoradiation)?

• ICI neoadjuvant, perioperative or adjuvant?

• Which or what biomarker(s) will guide in treatment decision making?

• Role of targeted therapy (EGFR-TKI, ALK, etc.) in stage III NSCLC needs to be clarified

• Organ preserving (no surgery) treatment possible in stage III NSCLC (follow-up with ctDNA and radiology)? (data not shown)

• Role of salvage surgery after systemic treatment needs to be evaluated (data not shown)
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CONCLUSIONS; IN GENERAL

• Neoadjuvant (and/or adjuvant) (chemo-) ICI new standard in stage III NSCLC (no driver mutation)
• Neoadjuvant chemo-ICI superior vs. chemo in resectable (stage III) NSCLC

• At least for pCR, MPR, EFS
• OS data are not yet mature

• Adjuvant ICI seems beneficial for certain subgroups (stage II-III, PD-L1 ≥50%)

• Trials are needed to elucidate optimal strategy; neoadjuvant, perioperative or adjuvant treatment

• Biomarker studies (PD-L1, ctDNA (clearance), pCR, EGFR, ALK, etc.) are needed to guide treatment choice



CONCLUSIONS; SURGERY

• Definition about resectability varies between hospitals and surgical teams, in terms of experience and risk tolerance

• More and better criteria (e.g. anatomical and functional aspects) are needed for decision making about resectability

• Resectability should preferably be evaluated after neoadjuvant therapy (data not shown)

• Incorporating biological parameters and criteria
• Avoid futile resections
• Offer demanding resections to patients with favorable biology
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