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Objectives

• Chemotherapy’s role in peri-operative 
setting

• Targeted therapy in the adjuvant setting
• Role of immunotherapy

• Adjuvant vs Neoadjuvant
• Future landscape



Role of cytotoxic chemotherapy in 
resectable NSCLC 

• 5-year OS rates 
– pT1a 77% v pT3 35%-

41%

• Recurrence is 
primarily distant 
disease

• Platinum based 
chemotherapy 
does reduce 
disease recurrence 
& improve OS. 

Detterbeck. Chest 2009, Douillard. Lancet Oncol 2006

HR 0.80 [95% CI 0.66-0.96]

Stage IB-IIIA



Adjuvant vs Neoadjuvant
Chemotherapy

Lim et al. J Thorac Oncol 2009, Pignon et al. JCO 2008

Meta – analysis of adjuvant and neo adjuvant 
chemotherapy

Adjuvant Neo-Adjuvant 

Chemo No Chemo

Chemo No Chemo

HR 0.80 (0.74-0.87, p <0.001)

HR 0.81 (0.68-0.97, p = 0.024)

• LACE Meta-analysis: 5-year OS increased by 5.4% + 1.6% 
• No significant different difference in OS benefit between adjuvant 

and neo-adjuvant chemotherapy.



Adjuvant Treatment of EGFR 
mutation positive NSCLC



Peri-op EGFR TKI 

Liu et al. Lung Cancer 2023



• ADAURA established the 
paradigm of adjuvant 
osimertinib for 3 years in 
resected stage IB-IIIA 
EGFR exon 19 or L858R 
NSCLC.

• Primary endpoint DFS; 
HR of 0.17 (0.12-0.23)

• Median DFS NR vs 19.6 
mo

• CNS DFS NR vs 48.6 mo



ADAURA Update – ESMO 2022

4-year Update – consistent DFS benefit HR 0.23 (0.18, 0.30) from 0.17 (0.12, 0.23)

Wu et al. NEJM 2020, Tsuboi et al ESMO 2022, 

Median DFS 65.8 vs 21.9 moMedian DFS NR vs 20.4 mo



ADAURA Update – ESMO 2022

4-year Update – consistent DFS benefit HR 0.23 (0.18, 0.30) from 0.17 (0.12, 0.23)

Wu et al. NEJM 2020, Tsuboi et al ESMO 2022, 

3-yr treatment3-yr treatment











• CNS & non-CNS relapse rates rise 
after 3 yrs on osimertinib arm.

• Rates remain stable for patients on 
placebo.



• ILD 11% (Gr 1&2) QTc 
prolongation 9%.

• Adverse events remain 
stable with long term 
follow-up.

• Overall, well tolerated.



Targeted Therapy Futurescape
Target A/

Neo A
Study Pha

se
Stage Regimen Primary 

Endpoint
EGFR A ICTAN III IIA-IIA C v C + Icotinib DFS

CORIN II IB Obs v Icotinib OS

ALCHEMIST III IB-IIIA C v C + Erlotinib OS

APEX III II-IIIA C v C + Almo vs 
Almonertinib

DFS

NeoA NEOADAURA III II-IIIB Osi v Osi + C v P + 
C

MPR

ANSWER II IIIA Almo v Erlot/C ORR

NeoIpower II II-IIIB Icotinib + C MPR

ALK A ALCHEMIST III IB-IIIA C v C + crizotinib OS

NeoA ALINA III IB-IIIA C v alectinib MPR

RET A LIBRETTO-432 III IB-IIIA Selpercatinib v P EFS
MET NeoA GEOMETRY-N II IB-IIIB Capmatinib MPR

ALK/ROS1/
BRAF/RET/
NTRK

NeoA NAUTIKA1 II II-III TKI x 2 cycles MPR



Conclusions

• Adjuvant osimertinib improves DFS in patients 
with resected EGFRm+ NSCLC. Reduces risk of 
recurrence particularly CNS mets.

• Well tolerated, no new AEs on 4-yr follow-up
• But questions remain,

– Is 3 years of adjuvant osimertinib enough? 
– Will there be an OS benefit?
– Is treatment waning effect specific to stages II & III?
– How long do we surveil patients? Is 5 years enough?

• Expecting data on other targets including ALK, 
RET, MET, ROS1, BRAF & NTRK



Immunotherapy in Resectable NSCLC

















• Did not meet co-
primary endpoint DFS 
in PD-L1 > 50% but 
trend in favor of 
pembrolizumab

• Secondary endpoint OS  
did not reach statistical 
significance, but immature 
data and longer follow-up 
needed





Neoadjuvant IO & Chemo IO

Godoy et al Biomarker Res 2023

pCR 7%-15%, RR 67%-95% pCR 18%-38%, RR 81%-87%



Checkmate 816

Tsuboi ASCO 2022





Checkmate 816 Results

Forde et al. NEJM 2022



Checkmate 816 Results

Forde et al. NEJM 2022Forde et al. NEJM 2022





Safety

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Provencio-pulla. ASCO 2022



Neoadjuvant IO vs Adjuvant IO

Patel et al. ESMO 2022



Why Neoadjuvant vs Adjuvant IO in 
NSCLC?

• Pros
– Higher neoantigen load
– Early treatment of micro-metastatic disease
– Intact tumor vasculature

• Cons
– Delay in resection
– Treatment related adverse events
– Risk of delayed/cancelled surgery (CM 816 83% vs 

75%; NADIM II 93% v 69%)



Futurescape

Neo 
A/A

Study Phase Stage Regimen Primary 
Endpoint

Neo A KN-671 III IIB, IIIA C+Pem v C EFS, OS

IMp-030 III II,IIIA & IIIB Atezo+C v C MPR

AEGEAN III II,IIIA & IIIB C+Durva v C pCR, EFS

NCT04379635 III II,IIIA Tisle+C v C MPR, EFS

NCT04025879 III IIA-IIIB Nivo+C > Surg > Nivo EFS

NCT04158440 III IIIA Tori+C MPR, EFS

A NCT02273375 III IB-IIIA Adj Durva v Placebo DFS

ALVIN II/III IB-IIIA Adj Nivo v Obs DFS, OS

MERMAID 1 & 2 II/III II-III C+Durva > Durva DFS

NADIM-ADJ II/III IB-IIIA C+Nivo>Nivo DFS



Conclusions

• IO agents in peri-op treatment of NSCLC is a 
key breakthrough, but questions remain,
– Neo-adjuvant v adjuvant? It maybe a function of 

patient selection: ?cfDNA ?imaging 
– Is 3 cycles of neo-adjuvant chemo IO enough? 
– Do we need both neo-adjuvant & adjuvant IO? Is 

there an optimal regimen?
• Pre-treatment molecular testing is essential! 
• Results from ongoing trials would guide patient 

& treatment selection.




