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Unmet needs

• Neoadjuvant chemoimmunotherapy is an option for resectable NSCLC 

• More effective neoadjuvant treatment is required to complete 
surgery and derive survival benefit in resectable, EGFR-mutant NSCLC

• The Phase 3 NeoADAURA study explored whether neoadjuvant osi +/-
chemotherapy can further improve pathological, surgical, and long-
term outcomes in resectable, EGFR-mutant stage II-IIIB NSCLC 



Adjuvant osimertinib improves DFS and OS

Wu Y-L et al. N Engl J Med 2020; 383:1711-1723. 
Tsuboi M, Herbst RS et al. N Engl J Med. 2023 

DFS benefit OS benefit 



Neoadjuvant osimertinib

5

• To determine the major pathological response (MPR) for 
neoadjuvant osimertinib for stage IA-IIIA EGFR-mutated NSCLC

• MPR rate 14.8%
• No PCR 
• Neoadjuvant osimertinib did not 

meet its primary endpoint for MPR 
rate

Blakely CM, et al. JCO 2024



NeoADAURA: global, randomized, phase 3 
controlled study 

Presented by Jamie E Chaft at ASCO 2025



Baseline characteristics 

Presented by Jamie E Chaft at ASCO 2025



Surgery summary 

Presented by Jamie E Chaft at ASCO 2025



Reasons for not undergoing or completing 
surgery 

Presented by Jamie E Chaft at ASCO 2025



MPR

Presented by Jamie E Chaft at ASCO 2025



MPR by subgroup

Presented by Jamie E Chaft at ASCO 2025



Depth of pathological response

Depth of pathological response greater with osi+/- chemotherapy 
Presented by Jamie E Chaft at ASCO 2025



Nodal downstaging

In baseline N2 disease, over 50% of patients were downstaged at surgery with osi +/- chemotherapy 

Presented by Jamie E Chaft at ASCO 2025



Interim EFS analysis (15% maturity)

Presented by Jamie E Chaft at ASCO 2025



Interim EFS by MPR status

Presented by Jamie E Chaft at ASCO 2025



Interim EFS by MPR status

EFS events were reported in 2% (1/62) of patients with MPR vs. 18% (52/296) of patients without MPR 
Presented by Jamie E Chaft at ASCO 2025



Most common AEs 

Presented by Jamie E Chaft at ASCO 2025



Conclusions

• Neoadjuvant osimertinib, with or without chemotherapy, 
demonstrated significantly improved MPR rates vs. chemotherapy 
alone in resectable, EGFRm, stage II-IIIB NSCLC

• Interim EFS favored osi-containing arms

• Over 50% of patients with baseline N2 disease were downstaged at 
surgery with osi-containing arms 

• Safety findings were consistent with the known profiles 

Neoadjuvant osimertinib, with or without chemotherapy, should be considered 
when planning treatment for patients with resectable EGFRm, stage II-IIIB NSCLC







Molecular Residual Disease (MRD) analysis 
from NeoADAURA

Presented by Collin M Blakely at WCLC 2025

Personalis NeXT Personal® assay 



Molecular Residual Disease (MRD) analysis 
from NeoADAURA

Presented by Collin M Blakely at WCLC 2025



Baseline MRD 

Presented by Collin M Blakely at WCLC 2025



Pre-surgical MRD clearance

Presented by Collin M Blakely at WCLC 2025



Conclusions

• Baseline MRD status was prognostic for EFS 

• Pre-surgical MRD clearance and MRD not detected were associated 
with MPR 

• These findings highlight the utility of MRD to complement MPR



NORA trial (NCT04816838) 

JB Lee, … SM Lim. JTO 2025



NORA trial 

• N=25 patients (IA – IIIA) 

• EGFR activating mutations

• ORR 44% 

• MPR 24%

• PCR 0%

• DFS: not reached 

JB Lee, … SM Lim. JTO 2025



JB Lee, … SM Lim. JTO 2025



Case #1. 

F/60s 

NSCLC, adenocarcinoma, cT2aN2M0, stage IIIA

s/p neoadjuvant osimertinib 2 months (2023.7-9)

s/p RUL lobectomy (2023.9) 

on adjuvant osimertinib (2023.9-) 



Before neoadjuvant osimertinib

After 2 months of neoadjuvant osimertinib



Case #2.

F/60s 

NSCLC, adenocarcinoma, cT1N1M0, stage II

s/p neoadjuvant osimertinib 2 months (2021.2-2021.4)

s/p LLL lobectomy (2021.5), ypT1bN2a2 

s/p adjuvant osimertinib (2022.5-2025.5)

Recurrence, new fissural nodule in left lingual, left interlobar LN (2026.1) 



Before neoadjuvant osimertinib

After 2 months of neoadjuvant osimertinib



2026 Jan, 8 months after completion of adj osimertinib

2026 March
EBUS Bx of 11L -> adenoca, EGFR Ex19del 

2026 April
Started palliative Lazertinib 240mg 



Take Home Message

• Neoadjuvant osimertinib, with or without chemotherapy, should be 
considered when planning treatment for patients with resectable
EGFRm, stage II-IIIB NSCLC

• Duration of adjuvant osimertinib beyond 3 years is under 
investigation

• Treatment strategies after relapse on adjuvant osimertinib requires 
further study 
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