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Rationale for Neoadjuvant Therapy in EGFR-Mutant NSCLC

▪ Adjuvant Osimertinib is the current standard of care after the ADAURA trial.

▪ However, recurrence still occurs after surgery.

▪ Neoadjuvant therapy may:

➢ Provide early systemic disease control

➢ Downstage nodal disease

➢ Allow in vivo assessment of treatment response

▪ Does neoadjuvant EGFR-TKI change surgical outcomes?
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NORA: Pilot Study / single arm / single center (Yonsei)

▪ 8 weeks of neoadjuvant Osimertinib + 3years of adjuvant Osimertinib

▪ Clinical response: PR 44% / SD 56% 

▪ No patient lost the opportunity for surgery due to disease progression

▪ R0 resection: 100% 

▪ MPR: 24% / pCR: 0%

▪ No grade ≥3 adverse events during neoadjuvant

▪ Neoadjuvant EGFR-TKI was Feasible / Well tolerated / Did not compromise surgical 

candidacy
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▪ 8 weeks of neoadjuvant Osimertinib + 3years of adjuvant Osimertinib

▪ Clinical response: PR 44% / SD 56% 

▪ No patient lost the opportunity for surgery due to disease progression

▪ R0 resection: 100% / VATS: 96% (Conversion to open: 1 patient (during LN dissection))

▪ MPR: 24% / pCR: 0%

▪ No grade ≥3 adverse events during neoadjuvant

▪ Neoadjuvant EGFR-TKI was Feasible / Well tolerated / Did not compromise surgical 

candidacy



NORA: Pilot Study / single arm / single center (Yonsei)

▪ Midterm oncologic outcome



NORA: Pilot Study / single arm / single center (Yonsei)

▪ Midterm oncologic outcome

One recurrence before 3 years
cT3N0 (stage IIB) → ypT2aN0 (stage IB)
Adjuvant Osimertinib discontinued
(patient withdrew consent)



NORA: Pilot Study / single arm / single center (Yonsei)

▪ Midterm oncologic outcome

Two recurrences after discontinuation of Osimertinib
1. cT4N2 (stage IIIB) → ypT2aN1 (stage IIB) / lung and bone
2. cT2aN1 (stage IIB) → ypT1aN2a1 (stage IIIA) / brain
3. cT3N1 (stageIIIA) → ypT1bN2a2 (stage IIIA) / lung and LN

Completion of 3 years of adjuvant osimertinib



NeoADAURA (Phase III)

▪ Resectable stage II–IIIB, EGFR-mutant NSCLC

▪ MPR: ~25% with osimertinib vs 2% with chemotherapy

▪ Pathologic complete response: low

▪ 90~95% underwent surgery

▪ High R0 resection rate: 91~95%

▪ N2 downstaging observed

▪ Neoadjuvant osimertinib significantly improves pathologic response without 

compromising surgical feasibility. ▷Skip 

Skip ▷
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Neolazer: phase II / randomized / multi-center



Neoadjuvant TKI Case 1

▪ Lung cancer (RLL, ADC, cT3N2bM0) + E19del mutation

▪ Neoadjuvant Osimertinib  (2022-01-21 ~ 2022-03-16, 8wks)
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▪ Lung cancer (RLL, ADC, cT3N2bM0) + E19del mutation

▪ Neoadjuvant Osimertinib  (2022-01-21 ~ 2022-03-16, 8wks)

▪ VATS RLLobectomy with MLND + En-bloc wedge resection of RML (2022-03-28)



N1 LN dissection after neoadjuvant Osimertinib



Neoadjuvant TKI Case

▪ Lung cancer (RLL, ADC, cT3N2bM0) + E19del mutation

▪ Neoadjuvant Osimertinib  (2022-01-21 ~ 2022-03-16, 8wks)

▪ VATS RLLobectomy with MLND + En-bloc wedge resection of RML (2022-03-28)

▪ cT3N2bM0 → ypT3N1a(2mm) 



Neoadjuvant TKI Case 2

▪ Lung cancer (RLL, ADC, cT2aN2a2M0) + L858R mutation

▪ Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)
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Neoadjuvant TKI Case 2

▪ Lung cancer (RLL, ADC, cT2aN2a2M0) + L858R mutation

▪ Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)

▪ RATS RULobectomy with MLND (2026-05-21)



Rt. paratracheal LN dissection after neoadjuvant Lazertinib



Neoadjuvant TKI Case 2

▪ Lung cancer (RLL, ADC, cT2aN2a2M0) + L858R mutation

▪ Neoadjuvant Lazertinib + chemoTx (2026-03-11 ~ 2026-05-17, 10wks + A/C #3/3)

▪ RATS RULobectomy with MLND (2026-05-21)

▪ cT2aN2a2M0 → ypT2aN0 



Surgical Considerations After EGFR-TKI

▪ Limited inflammatory reaction

▪ Preserved tissue planes

▪ Hilar dissection is generally feasible

▪ Anatomy often remains recognizable.

▪ No clear increase in perioperative morbidity reported



Surgical Considerations After EGFR-TKI

▪ Limited inflammatory reaction

▪ Preserved tissue planes

▪ Hilar dissection is generally feasible

▪ Anatomy often remains recognizable.

▪ No clear increase in perioperative morbidity reported

Comparable to 
upfront surgery

without compromising 
surgical feasibility 



Compare to Neoadjuvant IO and CCRT case



Neoadjuvant TKI vs IO vs CCRT: A Surgical Perspective

EGFR-TKI Immunotherapy CCRT

Dominant Effect Targeted tumor apoptosis Immune-mediated 
inflammation

Radiation-induced fibrosis + 
cytotoxic necrosis

Fibrosis Usually mild Variable, sometimes dense Often significant

Identification of previously 
metastatic LN

Mild capsular thickening Diffuse nodal enlargement 
d/t reactive hyperplasia

Frequently embedded in 
fibrotic tissue

LN dissection Comparable to upfront 
surgery in most cases

May require wider clearance Technically demanding due 
to fibrosis

Preservation of surgical 
planes

Usually preserved Variable, inflammatory 
changes

Frequently distorted 

Overall technical feasibility
Comparable to upfront 
surgery in most cases

Generally feasible, but less 
predictable

Technically demanding, esp
ecially in minimally invasive 
approaches



Take home message

▪ Neoadjuvant Osimertinib improves pathologic response while preserving surgical 

feasibility.

▪ Neoadjuvant Osimertinib significantly improves MPR

▪ Neoadjuvant Osimertinib shows favorable early event-free survival signals, pending 

longer-term follow-up.

▪ Given the low risk of preoperative progression and recent availability in Korea, 

neoadjuvant EGFR-TKI is becoming an increasingly important treatment option.
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