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Patient Journey in Resectable NSCLC without Driver 
Alterations

Diagnosis Resection CTX & ICI



Adjuvant ICI after Definitive Surgical Resection
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Patient Journey in Resectable NSCLC without Driver 
Alterations

Diagnosis Resection CTX & ICI

Neo Adj Chemo ICI



Median EFS 31.6 v 20.8 mo, 
HR 0.63, p = 0.005



Patient Journey in Resectable NSCLC without Driver 
Alterations

Diagnosis Resection CTX & ICI

Neo Adj Chemo ICI

Adjuvant IO
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Peri-operative CTX + IO Trials in NSCLC ( N = 3000 patients)

Provencio NEJM 2023,  Wakelee NEJM 2023, Yue ESMO 2024
Forde NEJM 2022, Lu JAMA 2024,  Cascone ESMO 2023



There is benefit in adding ICI to chemotherapy

• Neoadjuvant/Peri-operative chemotherapy ICI improves both OS and 
EFS
• Compared to adjuvant ICI the magnitude of benefit appears to be better 

with the Neoadjuvant approach

Neoadjuvant EFSNeoadjuvant OS
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Which is better? Adjuvant or Neoadjuvant

• Adjuvant
• No delay in curative surgery
• Accurate surgical staging 
• Avoid neoadjuvant “mission 

creep”

• Neoadjuvant
• Intact tumor generates better 

antitumor response
• Better tumor response 
• Better resectability
• More lung sparing surgeries



Which is better? Adjuvant or Neoadjuvant

• Adjuvant
• No delay in curative surgery
• Accurate surgical staging 
• Avoid neoadjuvant “mission 

creep”

• Only 53% are guideline 
compliant lymph node 
dissections

• Low adherence - only 57% 
receive adjuvant chemotherapy

• Neoadjuvant
• Intact tumor generates better 

antitumor response
• Better tumor response 
• Better resectability
• More lung sparing surgeries

• Possible disease progression
• Delay of surgery & inability to 

undergo surgery 



Checkmate 816 – Outcomes by pCR

• Patients with pCR have better 
EFS
• But at 30 months EFS ~75%
• Outcomes for patients without 

pCR seem similar with or 
without nivo!!

Forde NEJM 2022



KN-671 - Outcomes by pCR

• HR for pCR patients 0.33 
(95% CI 0.09-1.22)
• Once again, these patients 

do better but 2-year EFS 
~90% 
• But do have recurrent 

disease

Wakelee NEJM 2023





NEOTORCH

18-month EFS ~ 90%

Lu JAMA 2024



What is pathologic complete response?

• pCR = no residual viable (0%) tumor cells in the resected tumor & 
lymph nodes after treatment

Pataer JTO CRR 2022



What is pathologic complete response?

• or is it a function of the pathologist’s time?

Pataer JTO CRR 2022





• 11 recommendations
• Recommend a multi-D approach

• Integrate imaging and gross path
• Pathologist encouraged to get input from thoracic surgeon

• Number of prospective studies evaluating this methodology = 0



Is pathologic CR a 
valid surrogate 
endpoint?

Saqi JTO Clin Res Rep 2022



Is pathologic CR a valid surrogate endpoint?

• Can mPR and pCR be surrogate endpoints for survival?
• Maybe!!

• There is variability in guidelines for assessing pathologic response
• Inter-observer variability
• Several challenging scenarios 

• Extracellular Mucin – “Tumor” or “Stroma”
• Are fibrovascular cores - “Tumor” or “Stroma”
• What constitutes “regression bed”
• Cystic changes in tumor bed
• Hilar tumors
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Is pathologic CR a valid surrogate endpoint?

• Can mPR and pCR be surrogate endpoints for survival?

Hines JTO 2024



Is pathologic CR a valid surrogate endpoint?

• Can mPR and pCR be surrogate endpoints for survival?
• Maybe !! There is a positive correlation with 2-year EFS
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Is pathologic CR a valid surrogate endpoint?

• Can mPR and pCR be surrogate endpoints for survival?
• Maybe !! There is a positive correlation with 2-year EFS
• No correlation with OS!!

Hines JTO 2024



Is pathologic CR a valid surrogate endpoint?

• Can mPR and pCR be surrogate endpoints for survival?
• Interestingly there is no correlation at individual study level

Hines JTO 2024



Conclusion

• pCR after neoadjuvant chemo ICI is associated with better 
survival
• But pCR does not equal “cure” and that’s current evidence
• pCR and MPR assessment needs standardization

• IMpower030 sub study – to eval IASLC standards for assessing MPR & 
pCR and address some of the previously noted challenging scenarios

• There is risk for IrAEs with extended ICI treatment and the duration 
of adjuvant ICI is not well established
• This calls for shared decision making



Coming up next

• Joshua Reuss, MD, thoracic 
medical oncologist at MedStar 
Georgetown University Hospital.



He is going to ask you to trust him!!



He is going to ask you to trust him!!

TRUST ME, I KNOW WHAT I AM 
DOING !


