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An evolving multidisciplinary landscape

• Surgeons should lead

• For early-stage patients (I-III), surgeons have the most 

comprehensive understanding of accuracy of staging, of surgical 

risk, of risk of disease recurrence, and of patient goals and values

• Several “game changers” in the adjuvant and neoadjuvant 

treatment paradigm in 2020-2021

• Molecular testing and PD-L1 status will increasingly be used to 

make a priori surgical treatment decisions
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ADAURA:  Adjuvant Osimertinib
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N Engl J Med, 2020;383:1711-1723



Efficacy across multiple subgroups
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What to do with stage IB?
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Do we need adjuvant chemotherapy?

• Yi-long Wu, WCLC 2021

• Use of adjuvant chemotherapy decreased by stage:

– Stage IIA: 80%

– Stage II: 71%

– Stage IB: 26%

– Total: 66% for patients <70 and 42% for patients >/=70
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IMpower010:  Adjuvant atezolizumab
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pStage Atezo BSC

IB 12.8% 11.6%

IIA 29.0% 29.7%

IIB 17.8% 16.9%

IIIA 40.4% 41.8%
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Does PD-L1 matter?
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We still need to see how adjuvant therapy changes OS
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A lot more data (and more potential options) on the way
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PEARLS / KN-091 Press Release
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Neoadjuvant immunotherapy:  The foundation trials
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Duke: IB-IIIA, Neoadjuvant pembro, n=30, JTCVS



CheckMate 816:  Neoadjuvant nivolumab + chemotherapy
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Pathological response
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MPR 37% NIVO/chemo vs. 9% chemo

Median viable tumor cells, 10% NIVO/chemo vs. 74% chemo  
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What does that mean for us?
IMPROVED surgical outcomes
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IMPROVED surgical outcomes
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IMPROVED surgical outcomes
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And just last week…
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Will this set a new standard for 
OS for locally advanced NSCLC?



Lots more data on the way
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Dr. Patrick Forde, Targeted Therapies of Lung Cancer, 2022



The future of targeted therapy
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• Multiple adjuvant and neoadjuvant TKI trials

– ALCHEMIST (EGFR, ALK)

– ADAURA2

– LAURA

– ALK, RET specific industry trials

• Will continue to drive need for reflex biomarker 

testing earlier in the diagnosis/treatment decision 

process

• Role of liquid biopsy and ctDNA monitoring for 

residual disease will likely increase
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Which strategy?
Advantages of neoadjuvant therapy

• “Improved patient tolerance prior to surgery”

• “Tumor downstaging”

• “An earlier opportunity to eradicate micrometastases”

• “More rapid assessment of therapeutic efficacy”

• “Theoretical advantage of of improved efficacy to 
immunotherapy with the tumor in situ”

• “Permitting a change in systemic treatment”

• “Opportunity to evaluate surrogate markers of clinical efficacy”
Chaft et al., Evolution of systemic therapy for stages I-III non-metastatic 

non-small-cell lung cancer. Nat Rev Clin Oncol, 2021;18(9):547-557



Low rates of adjuvant uptake:  VIOLET
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Low rates of adjuvant uptake:  ALCHEMIST



Key take away messages

• Neoadjuvant and adjuvant options are expanding

• Patient selection for different treatment strategies will often be 

made by surgeons

• Neoadjuvant chemo-immunotherapy does not appear to 

compromise (and may enhance) surgical safety

• Adjuvant therapy won’t delay surgery, but many patients won’t start 

or complete therapy after surgery

• We still await data on effect of these strategies on overall survival

• Identification of which patients are most likely to benefit and 

determination of appropriate duration of therapy remain key 

questions
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