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Meeting Snapshot

DATE: 
December 15, 2023

PANEL: Key experts in 
lung cancer
> 6 from US
> 2 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

EARLY LUNG CANCER-
SPECIFIC DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 6 North American and 2 European Lung 
Cancer Experts

CHAIR: 
Corey Langer, MD, FACP
University of Pennsylvania

Jonathan Spicer, MD, PhD
McGill University

Nasser Hanna, MD
Indiana University Health

Lynette Sholl, MD
Brigham and Women’s Hospital 

Solange Peters, MD, PhD
Centre Hospitalier 

Universitaire VaudoisAndrew Haas, MD, PhD
Penn Medicine

Charles Simone II, MD, FASTRO, FACRO
Memorial Sloan Kettering Cancer Center

Enriqueta Felip, MD, PhD
Vall d’Hebron University



Meeting Agenda
Time (ET) Topic Speaker/Moderator
1.30 PM – 1.35 PM Welcome, Introductions, and Meeting Objectives Corey Langer, MD, FACP

1.35 PM – 1.55 PM Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? Solange Peters, MD, PhD; Charles 
Simone II, MD, FASTRO, FACRO

1.55 PM – 2.30 PM Discussion All

2.30 PM – 2.35 PM Key Takeaways Solange Peters, MD, PhD; Charles 
Simone II, MD, FASTRO, FACRO

2.35 PM – 2.50 PM
Oncogene-Driven NSCLC: EGFR/ALK – Do These Approaches Complement 
or Replace Chemotherapy? Enriqueta Felip, MD, PhD

2.50 PM – 3.10 PM Discussion All

3.10 PM – 3.15 PM Key Takeaways Enriqueta Felip, MD, PhD

3.15 PM – 3.25 PM The Road Forward for Other Drivers and Targets in Resectable NSCLC Nasser Hanna, MD

3.25 PM – 3.45 PM Discussion All

3.45 PM – 3.50 PM Key Takeaways Nasser Hanna, MD

3.50 PM – 4.05 PM Predictive Markers: Who Needs More Therapy, Who Needs Less? Lynette Sholl, MD

4.05 PM – 4.20 PM Discussion All

4.20 PM – 4.25 PM Key Takeaways Lynette Sholl, MD

4.25 PM – 4.30 PM Summary and Closing Remarks Corey Langer, MD, FACP



Immunotherapy: 
Neoadjuvant, Adjuvant, or 
Perioperative? 



Immunotherapy in Resectable NSCLC
> Immune checkpoint inhibitors are now 

available for patients with resectable 
NSCLC, with recent approvals in the 
neoadjuvant, adjuvant, and perioperative 
settings, although the optimal approach is 
yet to be defined

– A statistically significant overall 
survival (OS) benefit for 
immunotherapy compared with 
placebo was demonstrated in the 
perioperative KEYNOTE-671 trial, 
with other studies ongoing for 
evaluation of OS

Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? 
(1/2)
Presented by Solange Peters, MD, PhD, and Charles Simone II, MD, FASTRO, FACRO



Immunotherapy in Resectable NSCLC (cont.)
> There are potential advantages with the neoadjuvant approach, including

– A more robust immune response due to the presence of the tumor, which is not possible in a purely adjuvant approach
– Improved compliance and tolerance of therapy
– Improved surgical outcomes
– Opportunity to assess biomarkers before and after therapy

> There are also potential risks with neoadjuvant immunotherapy, including delayed surgery due to immune-related adverse events, and 
disease progression leading to ineligibility for surgery

Trials With Radiation Therapy
> The rationale for combining RT and immunotherapy includes improving antigen presentation, upregulating PD-L1, and inducing 

immunogenic cell death
> For patients with medically inoperable, early-stage NSCLC, stereotactic body RT (SBRT) is standard of care, and early trials, such as I-

SABR, have evaluated combinations of immunotherapy and SBRT in this patient population
– Trials are ongoing to further evaluate this approach, including PACIFIC-4 and SWOG/NRG S1914

> Trials have also demonstrated high pathologic complete response (pCR) rates with the addition of RT to neoadjuvant immunotherapy in 
resectable patients, including SAKK 16/18 and SACTION-1

Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? 
(2/2)
Presented by Solange Peters, MD, PhD, and Charles Simone II, MD, FASTRO, FACRO



Key Insights
Immunotherapy: Neoadjuvant, Adjuvant, 
or Perioperative? 



Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? (1/4) 

> In general, the experts use neoadjuvant chemotherapy plus immunotherapy in patients with resectable stage IIA–IIIA NSCLC
– For patients with stage IB or IIIB disease, however, there is variability among the experts on the use of the neoadjuvant approach
– It should be noted that certain patients who would be classified as having stage IIIA disease in the seventh edition of TNM staging now 

fall into the stage IIIB classification in the eighth edition; the experts noted that the changes in staging groups may lead to confusion 
when interpreting stage subsets in the trials of immunotherapy in resectable NSCLC

– One of the experts incorporates PD-L1 expression and tumor mutational burden (TMB) into treatment decision-making, excluding 
patients with PD-L1–negative disease unless their disease has a high TMB

> Expert opinion is that proper patient selection is essential to ensure patients 
successfully undergo surgery after neoadjuvant therapy

– One of the experts explained that in clinical trials of perioperative immunotherapy, 
approximately 20% of patients did not undergo surgery; approximately half of 
these cases were enrolled patients who were marginal surgical candidates (eg, 
with comorbidities or limited resectability at baseline)

– The surgical expert related that in their practice, only a small number of patients 
who receive neoadjuvant chemotherapy plus immunotherapy do not undergo 
surgery. The key is to select true surgical candidates, incorporating patient 
physiology along with tumor characteristics

– Additionally, the experts warned against pursing the neoadjuvant approach with 
the intent of making an unresectable tumor into a resectable one; if a patient is 
not resectable at baseline, they should undergo chemoradiation therapy and 
consolidation durvalumab

“Dr Spicer:
It’s a very small number . . . who’ve not 
made it to surgery. So it is really about 
selection of the patient . . . picking through 
surgical candidates, both based on tumoral 
anatomical characteristics but also 
physiology.

“



Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? (2/4) 

> The pathology expert commented on assessment of PD-L1 and pathologic response
– Assessment of PD-L1 is easier to carry out on tissue compared with cytology, but the correlation between the 2 approaches is 

considered satisfactory by experts
– While intratumoral variation for PD-L1 expression exists, expert opinion is that this is not a major variable affecting PD-L1 testing results
– If multiple samples are available for PD-L1 staining, pathologists generally choose what they consider to be the most representative 

sample to stain. When evaluating patients over time in longitudinal studies, expert opinion is that assessing PD-L1 in multiple sites (eg, 
primary tumor and brain metastases) may be informative

– The experts think assessment of pCR can be done consistently, provided that a mapped-out cross-section of the tumor is obtained
– However, determining major pathologic response is more complicated; given the cut point of ≤10% residual viable tumor, there will be 

variability just above and below that value (eg, determining what is 9% residual viable tumor)



Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? (3/4) 

> The experts agreed more data are needed to determine the best management approach following surgery
– It was mentioned that the only clear OS benefit seen with immunotherapy in resectable NSCLC was with the perioperative (ie, 

neoadjuvant plus adjuvant) approach, so the current evidence supports immunotherapy both before and after surgery
– However, some patients (eg, those with less than a pCR) may require more than single-agent immunotherapy in the adjuvant setting
– Conversely, in a setting where patients are fully responsible for paying for therapy, a patient with PD-L1–negative disease who has a 

pCR may not want to pursue a year of adjuvant immunotherapy
– One of the experts stated that the separation of OS curves appears greater in trials that incorporate neoadjuvant immunotherapy 

compared with trials that are adjuvant only
• It was proposed by one of the experts that current data can be used to evaluate the role of adjuvant immunotherapy. This could be 

achieved through a landmark analysis, starting survival curves at the time of surgery; the hazard ratio can be calculated for those 
who received adjuvant immunotherapy compared with those who did not

– The RT expert explained that postoperative RT is not frequently done due to recent data showing a lack of benefit, but this approach 
can be considered for patients with multiple positive nodal stations



Immunotherapy: Neoadjuvant, Adjuvant, or Perioperative? (4/4) 

> For patients with medically inoperable, early-stage NSCLC, the opinion of the RT expert is that the standard of care will be to use 
immunotherapy in combination with SBRT

> Expert opinion is that in addition to the amount of biopsy material collected, it will be increasingly important to collect high-quality, intact 
biopsies in the setting of resectable NSCLC

– Along with facilitating immediate treatment decisions, acquisition of enough tissue to archive will help for future enrollment on clinical 
trials

– The pathology expert noted that adequate cytology or tissue material is needed to ascertain the tumor grade, which relies on tissue 
architecture. Additionally, analyses of the immune milieu also rely on intact tissue architecture, so as the field of tumor immunology 
continues to expand, high-quality biopsies will become more important

– The radiation oncology expert related that RT modalities are becoming more conformal, with less incidental irradiation, and that
prophylactic RT is being used less. Therefore, it is critical to know all the areas (eg, lymph nodes) that are positive for tumor cells, to 
ensure that no tumor metastases fall outside the focused RT fields

> The pulmonology expert described approaches used by interventional pulmonologists (IP) and interventional radiologists (IR) for tissue 
acquisition 

– Practices used by IP include sampling all lymph nodes; for nodes that appear positive (eg, through metabolic imaging), extra needle 
passes and cryobiopsies are carried out to obtain more tissue. If the primary lesion is accessible, multiple modalities are used, including 
transbronchial biopsies, fine needle aspiration, and brush biopsy

– The IR will carry out transthoracic biopsies; approaches are more limited and include needle and core biopsy



Oncogene-Driven NSCLC: 
EGFR/ALK – Do These 
Approaches Complement or 
Replace Chemotherapy? 
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> Therapeutic options are increasing for 
patients with oncogene-driven, resectable 
NSCLC, as demonstrated by phase III trials 
in patients with an EGFR or ALK molecular 
aberration 

> The phase III ADAURA study demonstrated 
improved disease-free survival (DFS) and 
OS with adjuvant osimertinib compared with 
placebo in patients with resected, EGFR
mutation-positive NSCLC

– However, initial clinical trials exploring 
osimertinib as neoadjuvant therapy 
have demonstrated limited efficacy

> In patients with resected, ALK-rearranged 
NSCLC, the phase III ALINA study showed 
superior DFS with adjuvant alectinib 
compared with chemotherapy

Oncogene-Driven NSCLC: EGFR/ALK – Do These Approaches 
Complement or Replace Chemotherapy? (1/2)
Presented by Enriqueta Felip, MD, PhD



> Treatment guidelines recommend adjuvant chemotherapy in patients with resected disease, and do not exclude patients with oncogenic 
drivers

– While the IMpower010 trial evaluated immunotherapy and not targeted therapy, an analysis of this study showed that 62% of patients 
who were circulating tumor DNA (ctDNA) positive after surgery reached clearance of ctDNA following adjuvant chemotherapy (ESMO 
IO 2022, abstract 1O)

> As has been observed in the metastatic setting, patients with EGFR or ALK genetic alterations demonstrate a lack of benefit from 
immunotherapy, reinforcing the importance of molecular testing in patients with resectable NSCLC

Oncogene-Driven NSCLC: EGFR/ALK – Do These Approaches 
Complement or Replace Chemotherapy? (2/2)
Presented by Enriqueta Felip, MD, PhD



Key Insights
Oncogene-Driven NSCLC: EGFR/ALK – Do 
These Approaches Complement or Replace 
Chemotherapy? 



Oncogene-Driven NSCLC: EGFR/ALK – Do These Approaches 
Complement or Replace Chemotherapy? 
> For patients with resectable, ALK-rearranged NSCLC, the experts agreed all patients should receive adjuvant chemotherapy, even though the 

ALINA trial randomized patients to alectinib or chemotherapy
– It was mentioned that pemetrexed is highly efficacious in patients with ALK-rearranged NSCLC
– The experts also agreed that an OS benefit is likely to be demonstrated in the ALINA study with additional follow-up; this is due to the 

large disease-free survival benefit observed, as was seen previously in the ADAURA trial
– Additionally, given the propensity of ALK-rearranged NSCLC to metastasize to the brain, expert opinion is that the activity of alectinib in 

the central nervous system would also contribute to an OS benefit
– Expert opinion is that the optimal duration of adjuvant tyrosine kinase inhibitor therapy is still not clear, as the 3-year duration in 

ADAURA and the 2-year duration in ALINA were both chosen in an empirical fashion

> There is interest among the experts for neoadjuvant combination approaches with targeted 
therapy that might achieve cure and avoid the need for prolonged adjuvant therapy

> The RT expert mentioned there are data suggesting that targeted therapy can be delivered 
concurrently with SBRT

> In terms of coordination of biomarker testing, the experts described differing approaches at 
their institutions

– In general, the pathologist coordinates testing for tissue-based biopsies, while more 
variation was described for liquid biopsies (eg, no designated coordinator vs 
coordination through the nurse navigator)

– The pathology expert explained that financial considerations have led to the use of 
polymerase chain reaction- and immunohistochemistry-based testing instead of next-
generation sequencing approaches at their institution 

– The experts stated that reflex testing is available at their practices, but mainly for 
patients with non-squamous histology

“Dr Hanna:
I think the ALINA trial is compelling for 
disease-free survival, just as the ADAURA 
trial was before we had the OS. These are 
not small differences in disease-free 
survival. These are huge differences, and I 
expect it's going to translate just like 
ADAURA.

“



The Road Forward for Other 
Drivers and Targets in 
Resectable NSCLC 
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> A major challenge moving forward is to identify 
the best treatment for patients with resectable 
NSCLC and oncogenic drivers other than 
EGFR or ALK; drawing parallels from the 
metastatic setting is further complicated by the 
lack of phase III data

– An examination of data with targeted 
therapy for oncogenic drivers, such as 
BRAF V600E and MET exon 14 skipping 
mutations, shows lower efficacy 
compared with that of current targeted 
therapies for EGFR or ALK; however, 
there may be room to optimize efficacy 
and safety with next-generation agents

– Furthermore, patients with BRAF V600E 
or KRAS G12C mutations generally 
benefit from immunotherapy, raising the 
question of whether targeted therapy 
should replace or be used in 
combination with immunotherapy as 
adjuvant or neoadjuvant treatment in 
these molecular subsets

The Road Forward for Other Drivers and Targets in Resectable 
NSCLC (1/2)
Presented by Nasser Hanna, MD



> Several trials are ongoing to evaluate targeted therapy in patients with oncogene-driven, resectable NSCLC
– The LEADER (LCMC4 Evaluation of Actionable Drivers in EaRly Stage Lung Cancer) study is ongoing to screen for 11 actionable 

oncogenic drivers in 1,000 patients with lung cancer who are being evaluated for neoadjuvant therapy. The feasibility endpoint of this 
trial will be met if >35% of patients with nonsquamous NSCLC have 1 of the 11 actionable drivers

– The phase II NAUTIKA1 trial is evaluating targeted agents as neoadjuvant and adjuvant therapy in patients with positive molecular 
testing results from the LEADER trial or a CLIA-certified laboratory

– The phase III LIBRETTO-432 study is comparing selpercatinib with placebo as adjuvant therapy in patients with RET-rearranged, 
stage IB–IIIA NSCLC after locoregional therapy (surgery or RT)

– Phase II trials are also investigating targeted agents as neoadjuvant therapy in patients with a KRAS G12C or MET exon 14 mutation

The Road Forward for Other Drivers and Targets in Resectable 
NSCLC (2/2)
Presented by Nasser Hanna, MD



Key Insights
The Road Forward for Other Drivers and 
Targets in Resectable NSCLC 



The Road Forward for Other Drivers and Targets in Resectable 
NSCLC (1/2)
> The pathology expert stated that testing for an expanding array of biomarkers in early-stage NSCLC will bring several challenges

– The first will be to obtain high-quality biopsies at the time of diagnosis; in early-stage disease, current liquid-based testing platforms are 
not sufficiently sensitive

– The next challenge will be to achieve access to both DNA and RNA testing; furthermore, the sensitivity of current rapid RNA tests is not 
optimal

– Finally, if no markers are found with initial testing, patients may need to followed for additional procedures
– Expert opinion is that pathologists need education on best practices to conserve tissue, including not discarding material that can be 

interrogated, such as the supernatant from cytology specimens
– As mentioned previously, cryobiopsy can be used to increase tissue acquisition
– One solution mentioned was to have rapid KRAS mutation tests, as other oncogenic drivers could be ruled out if a KRAS mutation is 

found

> The experts agreed a new strategy will be required to establish targeted therapy for 
other oncogenic drivers in resectable NSCLC

– Traditional phase III randomized trials are not seen as feasible due to the high 
cost and long duration; by the time these trials are completed, the agents 
studied would likely be obsolete

– One of the experts proposed using real-world and historical data to serve as 
comparator arms

“Dr Hanna:
If we could just do proper lung cancer 
screening, 65% of our patients would have 
early-stage disease, and then we can more 
robustly accrue these patients to clinical trials.

“



The Road Forward for Other Drivers and Targets in Resectable 
NSCLC (2/2)
> Regarding the prospects for ADCs in early-stage NSCLC, expert opinion is that these agents have demonstrated more toxicity than expected; 

it was recommended to continue evaluating ADC-based regimens in advanced disease before moving to resectable disease
– Emerging ADCs of interest to the experts include agents targeting integrin beta-6, which has demonstrated a favorable toxicity profile to 

date, as well as ADCs targeting B7-H3
> The pathology expert mentioned that assessing pathologic response after neoadjuvant TKI therapy is currently a challenge, as the

appearance of the tumor cells changes after treatment
> Expert opinion is that if all eligible persons undergo lung cancer screening, approximately two-thirds of patients with lung cancer will have 

early-stage disease
– This in turn would then help with accrual to clinical trials in early-stage disease and drug development in this setting
– It was therefore recommended that resources be allocated to promote lung cancer screening in the community

> Returning to the theme of molecular testing, one of the key takeaways was the need for comprehensive molecular testing of patients with 
resectable NSCLC

– While trials of (neo)adjuvant immunotherapy may exclude patients with EGFR or ALK aberrations, there are still other subsets that do 
not respond to immunotherapy (eg, RET, ROS1)

– As these other patient subsets are directed to targeted therapy, expert opinion is that the benefit from immunotherapy will become even 
more apparent for the remaining patients



Predictive Markers: Who 
Needs More Therapy, Who 
Needs Less? 

25



> While regimens of neoadjuvant and 
adjuvant immunotherapy have been 
approved for patients with resectable 
NSCLC, some patients with low-risk 
disease may not require the full course of 
therapy, while patients with high-risk 
disease may require prolonged or more 
aggressive treatment. However, there is 
currently a lack of predictive biomarkers to 
identify these patients prior to therapy

> Studies of neoadjuvant or adjuvant 
immunotherapy in NSCLC have generally 
shown greater benefit in patients with 
higher PD-L1 expression levels, but with the 
exception of adjuvant atezolizumab, 
regulatory approvals have not included 
minimum PD-L1 expression levels

Predictive Markers: Who Needs More Therapy, Who Needs Less? 
(1/2)
Presented by Lynette Sholl, MD



> In patients with KRAS mutations, co-mutations in genes such as STK11 have been correlated with reduced benefit from immunotherapy; 
however, these data were generated in the metastatic setting and are retrospective

> Assessment of ctDNA levels is particularly challenging in early-stage disease, given the lower tumor bulk and ctDNA shedding compared 
with metastatic disease, but tumor-informed approaches (eg, TRACERx [ESMO 2023, abstract LBA55]) have demonstrated the ability to 
stratify patients on the basis of preoperative assessment of ctDNA

– Additionally, longitudinal analyses (ie, surveillance) of ctDNA can increase sensitivity and specificity compared with analysis at a single 
time point (ie, landmark analysis)

Predictive Markers: Who Needs More Therapy, Who Needs Less? 
(2/2)
Presented by Lynette Sholl, MD
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Predictive Markers: Who Needs More Therapy, Who Needs 
Less? 
> There was enthusiasm from the experts regarding the data from the TRACERx study (ESMO 2023, abstract LBA55) that demonstrated

stratification of patients on the basis of preoperative ctDNA levels. However, this approach currently involves significant cost and complex 
logistics due to its individualized nature

> Expert opinion is that data from emerging biomarkers, such as STK11 mutations, have come from the metastatic setting; therefore, the impact 
of these markers in resectable disease cannot be automatically assumed

– Currently, expert opinion is that STK11 mutation status would not discourage use of immunotherapy in patients with resectable NSCLC
– In the metastatic setting (eg, CheckMate 227, CheckMate 9LA, and POSEIDON trials), the addition of an anti–CTLA-4 antibody 

improved outcomes in patients with STK11 or KEAP1 mutations, which is a hypothesis that experts think could be explored through 
trials in the setting of resectable disease

– The pathology expert mentioned that it is important to select the appropriate assays to study genes such as STK11, since the coverage 
varies across different assays

– Furthermore, expert opinion is that next-generation sequencing needs to be routinely done in all the different settings in NSCLC if the 
role of co-mutations is to be elucidated

> As mentioned previously, expert opinion is that landmark analyses can be carried out on data from current and recent trials of immunotherapy 
in resectable NSCLC to determine which patients have high-risk disease and would be suitable for intensified therapy

“Dr Sholl:
From a standpoint of ctDNA, it does seem like the most promising data is in the bespoke space, because you know what you’re 
looking for and you can therefore increase your sensitivity and specificity for these targets.

“
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