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ADVANCES IN NSCLC WITH 
DRIVER MUTATIONS
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Treatment Approvals in Resectable Versus Metastatic 
NSCLC with Driver Mutations
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EARLY AND LOCALLY ADVANCED STAGE
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Disease Recurrence in Resectable NSCLC

6Pignon JP et al. J Clin Oncol 2008
Arriagada R et al. NEJM 2004
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5-Year Rate of Recurrence or Death in 
Resectable NSCLCØ Majority of resectable Stage 

IB-III patients will experience 
disease recurrence or death 
within 5 years

Ø Approximately 40% of early 
stage patients treated with 
adjuvant chemotherapy recur 
with metastatic NSCLC

Ø Multiple ongoing trials are 
examining neoadjuvant and 
adjuvant strategies to lower 
disease recurrence rates in 
early stage NSCLC



Oncogenic Mutational Status and its Impact on Disease 
Recurrence
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Mizuno T et al. Jpn J Clin Oncol. 2016

Chouaid C et al. Lung Cancer 2018

ØMicrometastases may remain 
even after successful surgery 

ØDistinct recurrence patterns are 
associated with oncogenic 
mutation status and mutational 
EGFR subtype

ØApproximately 40% of early stage 
patients will experience 
metastatic recurrence in multiple 
sites following surgical resection



ADUARA: Adjuvant Osimertinib in Resected EGFR mutated 
NSCLC

8Wu YL et al. NEJM 2020



ADAURA: Disease-Free Survival

9Wu YL et al. NEJM 2020

Ø410/682 (60%) patients in the trial received adjuvant CT
ØMedian duration: 4 cycles 
ØPFS with or without adjuvant CT was significant IIIA>II>IB



ADAURA: Subgroup Analyses and CNS



NEOADAURA: Neoadjuvant Osimertinib in Resectable 
EGFR mutant NSCLC 

11Adapted from Tsuboi,M; WCLC 2020



NEOS: Neoadjuvant Osimertinib in EGFR mutated 
NSCLC

12Adapted from Blakely, C; IALSC 2020 Targeted Therapies of Lung Cancer Meeting



NEOS: Tumor Response

13Adapted from Blakely, C; IALSC 2020 Targeted Therapies of Lung Cancer Meeting

Ø Neoadjuvant osimertinib 
is safe 

Ø MPR to osimertinib of 
14% is lower than 
predicted

Ø High TMB (including RB1 
and RBM10 mutations) 
identified in patient with 
minimal response to 
osimertinib



EMERGING-CTONG1103: Neoadjuvant Erlotinib Versus 
Chemotherapy in Stage IIIA-N2 EGFR mutated NSCLC

14Adapted from Wu,Y; ASCO 2021



EMERGING-CTONG1103: Overall Survival and Progression-
Free Survival

15Adapted from Wu,Y; ASCO 2021

Ø Median OS was 42.2 months in the erlotinib arm and 36.9 months in the GC arm 
Ø Median PFS was 21.5 months in the erlotinib arm and 11.4 months in the GC arm

Ø The results demonstrate feasibility of neoadjuvant/adjuvant EGFR TKIs for resected N2 
patients



ADVANCES IN NSCLC WITHOUT 
DRIVER MUTATIONS
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Treatment Approvals in Resectable Versus Metastatic 
NSCLC without Driver Mutations



EARLY STAGE
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IMpower010: Adjuvant Atezolizumab in Completely Resected 
Stage IB-IIIA NSCLC

19Adapted from Wakelee, H; ASCO 2021



IMpower010: Disease Free Survival
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IMpower010: Overall Survival

21Adapted from Wakelee, H; ASCO 2021



Impower010: Updated Overall Survival

22



IMpower010: Safety Data

23Adapted from Wakelee, H; ASCO 2021

Ø The safety profile was consistent with prior experience of atezolizumab monotherapy across 
indications and lines of therapy



PEARLS/KEYNOTE-091: Adjuvant Pembrolizumab in 
Completely Resected Early-Stage NSCLC

24Presented by O’Brien MER at ASCO 2022



PEARLS/KEYNOTE-091: Disease free and Overall Survival

25Presented by O’Brien MER at ASCO 2022



CheckMate 816: Neoadjuvant Nivo + Platinum-Doublet 
Chemotherapy in Resectable (IB-IIIA) NSCLC 

26Presented by Provencio-Pulla M at ASCO 2022



CheckMate 816: Event-Free Survival by pCR Status

27Presented by Provencio-Pulla M at ASCO 2022



CheckMate 816: Event-Free Survival by pCR Status and 
PD-L1 Expression

28Presented by Provencio-Pulla M at ASCO 2022

• This post hoc analysis from CheckMate 816 provides the first in-depth assessment of pathological regression and EFS in a Phase 3
trial with neoadjuvant immunotherapy

• EFS was improved with neoadjuvant NIVO + chemo and chemo in patients with pCR in the primary tumor relative to those without
• In the NIVO + chemo arm, EFS improvement in patients who had a pCR was observed regardless of tumor PD-L1 expression



NADIM: Neoadjuvant Nivolumab Plus Chemotherapy in
Operable Stage IIIA NSCLC

29Provencio M et al. JCO 2022



NADIM: PFS and OS in the ITT Population

30Provencio M et al. JCO 2022

Progression-Free Survival Overall Survival



NADIM: PFS and OS by ctDNA Levels at Baseline, Using 
Cutoff of < 1% MAF

31Provencio M et al. JCO 2022

Progression-Free Survival Overall Survival



LOCALLY ADVANCED STAGE
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PACIFIC TRIAL: Schema

33Spigel D et al. J Clin Oncology 2022

• Patients were enrolled regardless of PD-L1 
expression, EGFR/ALK status, or histology

Patients with 
unresectable             
Stage III NSCLC

• Completed concurrent   
platinum-based CRTa

‒ 92% of patients received     
a total radiation dose of     
54 Gy to 66 Gy

• WHO performance status: 0-1

Patients who had 
not progressed 
following ≥2 cycles 
of CRT
(N=713)

Durvalumab 10 mg/kg Q2W

Placebo 10 mg/kg Q2W 

Co-primary endpoints
• PFS
• OS

Select secondary endpoints
• 12-month PFS
• 18-month PFS
• 24-month OS

Treatment initiated 
within 6 weeks 
(42 days) of CRT 
completion
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nd

om
iz

ed
 2
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n=476

n=237

For up to 12 months or until unacceptable 
toxicity or confirmed disease progression



PACIFIC TRIAL: Updated PFS, OS and Time to Distant Metastases

34Spigel D et al. J Clin Oncology 2022

Time to Distant Metastases by blinded independent central review



KEYNOTE-799: Pembrolizumab Plus Concurrent 
Chemoradiation Therapy for Unresectable Stage III NSCLC

35Presented by Reck M at ASCO 2022



KEYNOTE-799: PFS and OS

36Presented by Reck M at ASCO 2022



BTCRC LUN 16-081: Consolidation Nivo + Ipi or Nivo Alone Following 

Concurrent Chemoradiation in Unresectable Stage III NSCLC

37Presented by Durm GA at ASCO 2022



BTCRC LUN 16-081: PFS and OS

38Presented by Durm GA at ASCO 2022

Progression-Free Survival Overall Survival



Conclusions

Ø Adjuvant therapy with EGFR TKIs have 
shown efficacy and osimertinib is now 
approved as adjuvant therapy after 
surgical resection in stage IB-III EGFR-
mutated NSCLC.

Ø More trials are needed to explore the 
feasibility of TKIs targeting other driver 
mutations in early stage NSCLC

Ø Neoadjuvant and adjuvant therapy with 
ICIs for NSCLC are FDA approved.

Ø Further trials are necessary to discover 
biomarkers of response to select for 
patients that would benefit from ICI 
treatment

39Adapted from Kang J et al. Cancer Comm 2021
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