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✣ NEOADJUVANT  vs  ADJUVANT
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5 year OS OUTCOMES DECREASE WITH INCREASE IN STAGE

2
Goldstraw P et al , J Thorac Oncol 2016



Outcomes in early nsclc: room for improvement

3
Goldstraw et al, J Thorac Oncol 2016



Recurrence rate is high in early cancer patients 



5Mohan et al, Lung India 2020
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Noronha et al, 2012 TMH-Mumbai

Kaur et al, 2017 PGIMER-Chandigarh
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Considerations for Timing of Treatment Options for Early-Stage NSCLC

Neoadjuvant

• Provides earliest opportunity to eradicate 
micrometastatic disease1

• Increased treatment initiation rate and compliance2

• Pathologic response provides early indicator of 
response to therapy and can guide future treatment 
decisions3

Adjuvant

• Allows the fastest time to surgery4

• No risk of presurgery complications from systemic therapy4

• Enables longer treatment duration for 
systemic control5

• More flexible timing postsurgery provides more recovery time 
for patients6

1. Lewis. Front Oncol. 2018;8:5. 2. Felip. JCO. 2010;28:3138. 3. Hellmann. Lancet Oncol. 2014;15:e42. 4. McElnay. J Thorac 
Dis. 2014;6 Suppl 2:S224. 5. Yuan. Signal Transduct Target Ther. 2019;4:61. 6. Owen. J Thorac Dis. 2018;10(suppl 3):S404.



9Wantanabe et al, JCO 2017



NATCH TRIAL
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• Patients in the preoperative arm had a 
nonsignificant trend toward longer disease-free 
survival than those assigned to surgery alone (5-
year disease-free survival 38.3% v 34.1%; hazard ratio 
[HR] for progression or death, 0.92; 
P .176) 

• Five-year disease-free survival rates were 36.6% in 
the adjuvant arm versus 34.1% in the surgery arm (HR 
0.96; P .74)

✣ However, more patients were able to receive preoperative than 

adjuvant treatment.



NeoADJ VS ADJ cT2-4n0-1M0 NSCLC

13Brandt et al, J Thorac Cardiovasc Surg 2019
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Randomized Trial of Multimodal Prehabilitation for Lung Cancer Surgery 

• Multimodal prehabilitation initiated 4 wk prior to surgery effective in recovering functional capacity in 
patients undergoing surgical resection 

Ferreira. Ann Thorac Surg. 2020;112:1600.
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Optimizing Outcomes for Locally Advanced NSCLC Using Neoadjuvant 

Prehabilitation Therapy

• Retrospective analysis of patients with 
NSCLC receiving neoadjuvant therapy 
followed by curative-intent surgery at 
McGill University Health Center (2015-
2020; N = 93)

• 12 patients screened for 
prehabilitation program, including 
physical performance assessment, 
nutritional status, signs for 
anxiety/depression

• 9 patients completed full 
neoadjuvant rehabilitation program

Schmid. ASCO 2021. Abstr e20545. 



Meta-analysis on neoadjuvant chemotherapy
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Lancet 2014



Other studies
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Rationale for neoadjuvant IMMUNOTHERAPY

20Versluis Nat Med 2020



Arguments FOR  NEOADJUVANT ICI FOLLOWED BY RESECTION

21
Bakos et al, J Immunother Cancer 2018



IASLC Guidance for pathological assessment of lung 
cancer specimens following nat

22Travis WD et al, J Thorac Oncol 2020



Major pathological response

23
J Thorac Oncol, 2019



PDL-1 BLOCKADE AS INDUCTION IN NSCLC
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Selected phase 3 neoadjuvant chemotherapy + ANTI PDL-1 STUDIES
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PD L1 Blockade as PREOPERATIVE THERAPY

26Forde et al NEJM 2018



LCMC3-NEOADJUVANT ATEZOLIZUMAB IN RESECTABLE NSCLC

27Lee WCLC 2020



ATEZOLIZUMAB+CT IN EARLY STAGE RESECTABLE NSCLC

28Shu et al, Lancet 2020



Phase II NADIM TRIAL- NIVO+CT IN STAGE IIIA NSCLC
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OS-INTERIM ANALYSIS
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CHECKMATE 816-ctDNA CLEARANCE

42Forde et al, AACR 2021
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✣ What about lung with targetable mutations????
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LCMC4 LEADER  AND NEOADJUVANT TRIALS

45
Blumenthal et, J Thorac Oncol 2018



ADJUVANT IMMUNOTHERAPY TRIALS
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KEYNOTE 091
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COMPLIANCE KEYNOTE 091
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✣ Path CR – NADIM (63%) 

CHECKMATE 816 (24% vs 2.2%)

✣ Compliance- IMPOWER 010 (65%)

CHECKMATE 816 (94%)

NADIM (100%)       
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FUTURE DIRECTIONS

✣ 54% of NADIM trial patients had multistage N2. Almost 50% of PACIFIC 

patients had Stage IIIA disease- were these patients operable?

✣ Future is tailoring of treatment  and duration depending on 

ctDNA, Pathological response and Radiomics
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