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 Screening is underutilized

 Stage (IA) tumors

 Driver mutated NSCLC (EGFR, ALK, others)

 Non-driver mutated NSCLC: Neoadjuvant versus adjuvant

 Following Neoadjuvant therapy: 
- pathologic response
- duration of adjuvant treatment (escalate or de-escalate?)

Perioperative Therapy for Resectable NSCLC
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American Lung Association: state of lung cancer 2022

https://www.lung.org/research/state-of-lung-cancer/states/georgia
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Lobectomy versus limited resection

Ginsberg  et al. Ann Thorac Surg 1995; 60:615-23

• Prospective Multi-institutional Randomized Trial (Lung Cancer Study Group)
• 247 patients with peripheral T1N0 NSCLC
• Limited resection group had observed 75% increase in recurrence rates (p = 0.02, one-sided) 

attributable to an observed tripling of the local recurrence rate (p = 0.008 two-sided), an 
observed 30% increase in overall death rate (p = 0.08, one-sided), and an observed 50% 
increase in death with cancer rate (p = 0.09, one-sided) compared to lobectomy
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Sub-lobar resection is non-inferior for stage IA (<2cm)

Altorki et al. NEJM, 2023; 388:489-498

International phase III randomized non-inferiority 
study of 697 patients with stage IA peripheral NSCLC

Median follow-up: 7 years

Improved pulmonary function
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Peri-operative therapy for driver mutated NSCLC

Skiloudis & Haymach Nat Rev Cancer 2019
May reflect referral bias in the metastatic cohort
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EGFR mutant NSCLC (exon 19 del, L858R)

Presented by Roy Herbst ASCO 2020

4cm tumors on AJCC 7, now IIA ON AJCC 8
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ADAURA: adjuvant Osimertinib improved PFS

Wu et al. N Engl J Med 2020; 383:1711-1723

FDA approved 12/18/20 
for AJCC8 stage II-IIIA 
following complete 
resection +/- chemo

Are we just delaying 
recurrence and 
preventing CNS disease 
with added cost?
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ADAURA: adjuvant Osimertinib delays CNS disease
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ADAURA: adjuvant Osimertinib improves OS

Tsubi et al. N Engl J Med June 2023 
DOI: 10.1056/NEJMoa2304594

Absolute benefit at 5 
years:  
12% (II-IIIA)
10% (Ib-IIIA)

Regardless of prior 
chemotherapy

Exon 19 deletions do 
better than L858R
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NEO-ADAURA: Randomize to chemo, 
chemo+osi, or osi for 9 weeks prior to surgery

ADAURA2: Osi for Stage IA2-IA3 NSCLC 
Following Complete Tumor Resection

Are they cured?
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60% of patients received chemotherapy, no difference between arms

ADAURA: OS with and without chemotherapy

Presented by Roy Herbst, ACO 2023; Tsubi et al. N Engl J Med June 2023 DOI: 10.1056/NEJMoa2304594
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 Molecular testing of early-stage NSCLC is mandatory

 Rather than piecemeal testing, NGS preferred

 Given FDA approved option for neoadjuvant chemo-IO, need NGS at 
diagnosis to avoid chemo-IO in patients with EGFR to avoid toxicity with 
adjuvant osimertinib following IO (pneumonitis)

                How much can we extrapolate to other driver mutations?

Take-aways from ADAURA
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Early stage ALK trials…are languishing 

Chen & Chaft, TLCR 
Feb 2023
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Other Molecular targets
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Chemo-IO in driver mutated NSCLC – EGFR?
KEYNOTE-671 MOSTLY NEOADJUVANT NIVO

KEYNOTE-091

Wakelee et al, NEJM, 2023
Rosner et al, ASCO 2023
O’Brien, Lancet Oncology, 2022
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Chemo-IO in KRAS subgroups
IMpower010: DFS benefit regardless of KRAS mutation

Reck et al, ASCO 2023
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NADIMII: Duration adjuvant IO after neoadjuvant chemo-IO

Provencio et al, WCLC, 2022
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hazard ratio for death, 0.43; 95% CI, 0.19 to 0.98

Surgery was performed in 93% of the patients in the experimental group and in 69% in the control 
group (relative risk, 1.35; 95% CI, 1.05 to 1.74)

NADIMII: Efficacy with 6 months adjuvant nivolumab

Provencio et al, NEJM, 2023
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Trial IO Agent PCr%  
Treatment
(95%CI)

PCr%
Control
(95% CI)

P value

Keynote-671 Pembrolizumab 18.1%
(14.5-22.3)

4.0%
(2.3-6.4)

<0.0001

NEOTORCH Toripalimab 28.2%
(22.1-35)

1.0%
(0.1-3.5)

<0.0001

AGEAN Durvalumab 17.2% 4.3% 0.000036

CheckMate-816 Nivolumab 24.0% 2.2% <0.0001

NADIMII Nivolumab 37% 7% relative risk, 5.34; 
95%CI (1.34 to 
21.23) P=0.02

Pathologic complete response rates with chemo IO
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Proposed ideal workflow:
Suspicious lung mass biopsy shows NSCLC

Reflex NGS* and PD-L1, any clinical stage
(ordered by pathology)

PET +/- Brain MRI
(ordered by IP/PMD)

Clinical Pre-review for Multidisciplinary clinic

Stage I Stage II-IIIB 

Surgery, Rad onc, Med onc

Stage IIIC /
unresectable

Stage IV

Rad onc
Med onc

Med onc
+/- Rad onc

PFTs
Surgery
+/- Rad 

onc

Resectable
Driver negative

Candidate for IO

Neoadjuvant 
> Adjuvant

CRT -> 
Durvalumab 

*discuss if EGFR

Resectable
Driver + 

EGFR/ALK

Surgery, 
chemo +/- OSI

Not surgical 
candidate 
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