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55-year-old female with a 20 pack-year smoking history underwent a low 
dose screening CT chest that showed a concerning RLL mass

March 2025: CT chest showed a RLL mass measuring 2.3 x 1.6 cm

April 2025: PET/CT confirmed avidity in RLL, along with right hilar and 
paratracheal LN, MRI Brain Negative

April 2025: Bronchoscopy confirmed metastatic adenocarcinoma in 4R, 
10R, 11R Lymph Nodes. Level 4L, 11L, and 7 nodes were negative

Controlled hypertension, hyperlipidemia, COPD, osteoarthritis, PS 1

FEV1 1.2, normal exercise, cardiac, marrow/organ function

Clinical Scenario
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Management of Early-Stage NSCLC is Complex!
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Setting Trial Therapy FDA Approval Date Indication
Adjuvant IMpower0101 Atezolizumab October 15, 2021 Stage II–IIIA NSCLC with PD-L1 ≥1%, 

post-surgery and platinum-based chemotherapy

Adjuvant PEARLS/KEYNOTE-0912 Pembrolizumab January 26, 2023 Stage IB (≥4 cm), II, or IIIA NSCLC, post-surgery

Adjuvant ADAURA3 Osimertinib December 18, 2020 Stage IB–IIIA NSCLC post-surgery
with EGFR exon 19 deletions or exon 21 L858R

Adjuvant ALINA4 Alectinib April 18, 2024 Resected stage IB (tumors >4 cm), II, or IIIA 
ALK-positive NSCLC

Neoadjuvant CheckMate 8165 Nivolumab + 
Chemotherapy March 4, 2022 Resectable NSCLC (tumors ≥4 cm or node-

positive), pre-surgery

Perioperative KEYNOTE-6716 Pembrolizumab + 
Chemotherapy October 16, 2023 Resectable stage II–IIIB NSCLC, neoadjuvant and 

adjuvant treatment

Perioperative AEGEAN7 Durvalumab + 
Chemotherapy August 15, 2024 Resectable NSCLC (tumors ≥4 cm and/or node-

positive) without EGFR/ALK alterations

Perioperative CheckMate 77T8 Nivolumab + 
Chemotherapy October 3, 2024 Resectable NSCLC (tumors ≥4 cm and/or node-

positive) without EGFR/ALK alterations 

Felip E et al Lancet 2021, O’Brien M, Lancet 2021, Tsuboi M et al NEJM 2023, Wu YL et al NEJM 2024,  
Forde PM et al NEJM 2022, Wakelee H et al NEJM 2023, Heymach J et al NEJM 2023, Cascone T et al NEJM 2024

Current Approvals in Early-Stage NSCLC
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EGFR+, ALK+

Biomarker Testing in Early-Stage NSCLC is Complex!

First biomarker testing opportunity 
(when possible): EGFR and ALK alterations

Biomarker testing in patients who 
don’t receive neoadjuvant therapy

National Cancer Institute. Non-Small Cell Lung Cancer Treatment (PDQ®)–Health Professional Version. Accessed May 2025 
https://www.cancer.gov/types/lung/hp/non-small-cell-lung-treatment-pdq
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Why is Biomarker Testing Important?

Lisberg et al, JTO 2018
Schoenfeld et al, Ann Onc, 2019

Immunotherapy is ineffective in 
some molecular subsets of NSCLC

Targeted therapy given after 
immunotherapy increases toxicity



• Seen by MDT team

• Medically operable

• Surgically resectable

• PD-L1 90%

• Molecular testing is performed

• How should this patient be treated?

Clinical Scenario (continued)
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Presenter Notes
Presentation Notes
NCCN GL LEH 11/3/25: Changed “managed” to “treated” for the last bullet
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EGFR TKIs in the Adjuvant Setting 10

Adjuvant Osimertinib improves OS 
in EGFR Mutant Early Stage NSCLC 

Voruganti T et al ASCO Education Book 2025, Tsuboi M et al NEJM 2023, Wu Y et al NEJM 2020
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Updated DFS Analysis from ADAURA

Sustained DFS benefit beyond 3 years

CNS Benefit

In patients with 
II-IIIA disease, 

15/18 CNS 
recurrences 

occurred after 
stopping 

Osimertinib



Duration of Osimertinib – TARGET Study



Osimertinib in Stage I – ADAURA2 Study
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Neoadjuvant TKI?
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Chaft J et al, ASCO Annual Meeting 2025
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Chaft J et al, ASCO Annual Meeting 2025

NeoADAURA – A Phase III Study 

Neoadjuvant osi, with or without CTx, should be 
considered when planning treatment for patients with 

resectable EGFRm stage II–IIIB NSCLC 
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AEGEAN1

(Perioperative)
CheckMate 8162

(neoadjuvant only)
KEYNOTE-6713,4

(Perioperative)
CheckMate 77T5,6

(Perioperative)
N 740 358 797 451

Stage Stage II, IIIA, and IIIB (N2)
By AJCC 8th ed

Stage IB (≥4 cm), II, IIIA
By AJCC 7th ed

Stage II, IIIA, and IIIB (N2)
By AJCC 8th ed

Stage IIA (>4 cm) to IIIB (N2)
By AJCC 8th ed

Regimen
Neoadjuvant Durva + CT

(Q3W x 4 cycles)
Nivo + CT

(Q3W x 3 cycles)
Pembro + CT

(Q3W up to 4 cycles)
Nivo + CT

(Q3W x 4 cycles)

Adjuvant Durva
(Q4W x 12 cycles) N/A Pembro

(Q4W x 13 cycles)
Nivo

(Q4W X 12 cycles)

Platinum backbone Cisplatin/carboplatin Cisplatin/carboplatin Cisplatin Cisplatin/carboplatin

Planned pneumonectomy 
permitted at baseline? Amended to exclude Yes Yes No specified

T4 invasion Excluded Included Included Excluded

EGFRm/ALK alterations Excluded from mITT 
analysis

Excluded patients with 
known EGFR/ALK 

alterations
Included No EGFRm/no known ALK 

alterations

Chemo+IO Chemotherapy

Known EGFR mutation n, (%) 14 (3.5) 19 (4.8)
Known ALK translocation n, (%) 12 (3.0) 9 (2.3)

Heymach J, et al. NEJM 2023; Forde PM, et al. NEJM 2022; 
Wakelee HA, et al. NEJM 2023; Cascone T, et al. NEJM 2024

Peri-operative Immunotherapy in EGFRm NSCLC?
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CheckMate 816 study designa

Forde P et al, NEJM 2025
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Forde P et al, NEJM 2025
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Exploratory analysis: OS by pCR status

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Early-Stage NSCLC
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Molecular Testing is critical
If EGFR/ALK – Avoid ChemoIO

Neoadj Chemo + TKI - option sometimes

Neoadj ChemoIO w/ an OS benefit
Unclear if Periop >>Neoadj ChemoIO

Probably Ok to stop if pCR



55-year-old female with a 20 pack-year smoking history with a 

RLL T1cN2aM0, Stage IIB Lung Adenocarcinoma with an EGFR activating 
mutation

 Adjuvant osimertinib provides a proven overall survival benefit

 Avoid neoadjuvant chemo-immunotherapy in patients with EGFR-
mutant NSCLC

 Consider neoadjuvant chemo plus TKI – NeoAdaura

Clinical Scenario
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