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Unresectable Stage III NSCLC

Siegel, CA Cancer J Clin 2023

More than 1 in 5 patients present with regional disease

Surgery for resectable stage III (with perioperative therapy)

Chemoradiation for unresectable stage III

We pursue definitive therapy when possible

Surgery if resectable despite higher relapse

Chemoradiation despite notable toxicity

Why? Because we can cure stage III NSCLC.



Chemoradiation for Stage III NSCLC

Bradley, JCO 2020

RTOG 0617: randomized phase III study

Standard-dose versus high-dose chemoradiotherapy with or without cetuximab

Explored intensification of therapy

60 Gy or 74 Gy given 5 days a week in 2 Gy fractions 

30 treatments in 6 weeks versus 37 treatments in 7+ weeks

Chemotherapy weekly with or without cetuximab

Significant toxicities

High grade toxicity in > 70%



Chemoradiation for Stage III NSCLC

Bradley, JCO 2020

RTOG 0617: standard vs high-dose chemoradiation

Toxicity balanced by efficacy and opportunity for cure

In the standard arm, 5y survival rate 32.1%, 5y progression free rate 18.3%



Chemoradiation for Stage III NSCLC

Bradley, JCO 2020

Some patients with unresectable 
stage III NSCLC are cured with 

chemoradiation.



PACIFIC: Immunotherapy Consolidation after Chemoradiation

Spigel, JCO 2022

Durvalumab after chemoradiation improves survival

With durvalumab, 43% alive, 33% progression free at 5 years

Even in the standard arm: 33% alive, 19% progression free at 5 years



PACIFIC: Immunotherapy Consolidation after Chemoradiation

Spigel, JCO 2022; Naidoo, JTO 2023

Durvalumab after chemoradiation improves survival

But not all subsets derive the same benefit from consolidation immunotherapy

EGFR / ALK positive with a wide confidence interval, not a clear benefit

There seems to be less 
benefit from consolidation 
immunotherapy in EGFR/ALK 
NSCLC



PACIFIC: Immunotherapy Consolidation after Chemoradiation

Naidoo, JTO 2023; Spicer, ESMO 2023; Felip, Lancet 2021

Unclear benefit with immunotherapy in EGFR mutant NSCLC

Safety concern of giving immunotherapy followed by a need for targeted therapy

Understudied subset

EGFR mutations uncommon in PACIFIC (of 713 randomized patients, 35 EGFR)

Need to understand the impact of EGFR in early stage

EGFR subset in IMpower 010 (adjuvant atezolizumab) did well

EGFR subset in KEYNOTE 671 (perioperative pembrolizumab) did well



Chemoradiation for Unresectable Stage III NSCLC

Chemoradiation is potentially curative for stage III NSCLC

Consolidation immunotherapy needs further study in EGFR

Targeted therapy now plays a role after surgery

3 years of adjuvant osimertinib (ADAURA) improves DFS and OS

2 years of adjuvant alectinib (ALINA) improves DFS 

Should we use targeted therapy here?

Post-surgery, osimertinib (ADAURA) and alectinib (ALINA) improve DFS 

Why not use targeted therapy post chemoradiation?



Targeted Therapy for Unresectable Stage III NSCLC? No!

Current data showing targeted therapy improves survival 
after chemoradiation for stage III NSCLC



Targeted Therapy for Unresectable Stage III NSCLC? No!

Bradley, JCO 2020

Follow the Data.



LAURA: Consolidation Osimertinib 

Lu, ESMO Asia 2020

Post-chemoradiation for EGFR-mt NSCLC, role for osimertinib?

Phase III registration trial, expecting results 2024



Targeted Therapy for Unresectable Stage III NSCLC? No!

Spigel, JCO 2022

LAURA – osimertinib until progression 

Lifelong therapy for patients, some already cured with chemoradiation

5y progression free survival rate 19% with standard chemoradiation



Targeted Therapy for Unresectable Stage III NSCLC? No!

Bradley, JCO 2020

There are costs to overtreating 
our patients.



Targeted Therapy for Unresectable Stage III NSCLC? No!

Siegel, CA Cancer.J Clin 2023

LAURA – osimertinib until progression 

Lifelong therapy for patients, some already cured with chemoradiation

$16,080.12 for 1 month of osimertinib

x 60 months ~ $1 million for 5y per patient

238,340 new diagnoses in the US per year

~20% sensitizing EGFR ~ 50K

~22% locally advanced ~ 10K

Acceptable cost each year to treat patients already cured?

USA



Targeted Therapy for Unresectable Stage III NSCLC? No!

Spigel, JCO 2022

Exorbitant financial cost to protect patients already cured



Targeted Therapy for Unresectable Stage III NSCLC? No!

Lu, ESMO Asia 2020

LAURA trial recommends indefinite “adjuvant” osimertinib

Is this what “cure” looks like?

Some patients are already cured with chemoradiation

Massive healthcare system costs

Even a fraction of that as an out-of-pocket co-pay is significant

Additional cost in the form of chronic toxicity



Targeted Therapy for Unresectable Stage III NSCLC? No!

Wu, NEJM 2020

Chronic toxicity in ADAURA



Targeted Therapy for Unresectable Stage III NSCLC? No!

The Atlanta Journal-Constitution

Another cost of lifelong targeted therapy?

Being a lifelong patient. 

If you are taking a cancer medicine every day – are you ever cancer free?



Targeted Therapy for Unresectable Stage III NSCLC? No!

Are patients who require lifelong targeted therapy cured?

Do patients who will relapse without targeted therapy really 
have stage III NSCLC?

Can we instead work to identify who is and who is not cured? 



Targeted Therapy for Unresectable Stage III NSCLC? No!

Bradley, JCO 2020

Can we let patients who are cured 
from lung cancer – be cured?



Targeted Therapy for Unresectable Stage III NSCLC? No!

Bradley, JCO 2020

Can we save targeted therapy for 
the patients who need them?



Targeted Therapy for Unresectable Stage III NSCLC? No!



Targeted Therapy for Unresectable Stage III NSCLC? No!

Daly, JCO 2022



Targeted Therapy for Unresectable Stage III NSCLC? No!

No – we should not use targeted therapies after chemoradiation

I believe patients can be cured with this treatment

If cured, patients do not need lifelong targeted therapy

If patients need lifelong targeted therapy, they are not cured

Treat when and if needed

Avoid unnecessary toxicity and cost

Vote No!
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