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Meeting Agenda – Friday, November 1
Time (ET) Topic Speaker/Moderator
2.00 PM – 2.05 PM Welcome and Introductions Corey J. Langer, MD, FACP

2.05 PM – 2.20 PM
Prognostic and Predictive Biomarkers in Lung Cancer (NSCLC): Pathologic 
Implications, Clinical and Research Relevance Fred Hirsch, MD, PhD

2.20 PM – 2.40 PM Discussion All faculty

2.40 PM – 2.55 PM Interventional Pulmonology and Advanced Diagnostic Approaches Andrew Haas, MD, PhD

2.55 PM – 3.10 PM Discussion All faculty

3.10 PM – 3.25 PM Stage I–III NSCLC: How Best to Apply Immunotherapy? David Jablons, MD

3.25 PM – 3.50 PM Discussion All faculty

3.50 PM – 4.00 PM Stage I–III Oncogene-Driven NSCLC: EGFR, ALK, and Beyond Shirish Gadgeel, MD

4.00 PM – 4.20 PM Discussion All faculty

4.20 PM – 4.30 PM Break
4.30 PM – 4.50 PM Optimizing Immunotherapy in Unresectable and Metastatic NSCLC Hossein Borghaei, DO

4.50 PM – 5.20 PM Discussion All faculty

5.20 PM – 5.35 PM
Subsequent Therapy in Stage IV NSCLC: Have We Moved Beyond Docetaxel? Will 
ADCs Enable Us to Do So? Martin Edelman, MD

5.35 PM – 6.00 PM Discussion All faculty

6.00 PM Wrap-Up and Adjourn Corey J. Langer, MD, FACP



Meeting Agenda – Saturday, November 2
Time (ET) Topic Speaker/Moderator
8.00 AM – 8.05 AM Review Agenda and Framework for Day 2 Corey J. Langer, MD, FACP

8.05 AM – 8.20 AM Stage IV NSCLC: EGFR Mutations Xiuning Le, MD, PhD

8.20 AM – 8.50 AM Discussion All faculty

8.50 AM – 9.10 AM Other Mutations in Advanced and Metastatic NSCLC (KRAS, HER2, MET, BRAF) Paul Paik, MD

9.10 AM – 9.45 AM Discussion All faculty

9.45 AM – 10.00 AM Fusion-Positive, Advanced and Metastatic NSCLC (ALK, ROS1, RET, NTRK, NRG1) Shirish Gadgeel, MD

10.00 AM – 10.30 AM Discussion All faculty

10.30 AM – 10.40 AM Break
10.40 AM – 10.55 AM Small Cell Lung Cancer: Limited- to Extensive-Stage Disease Helen Ross, MD

10.55 AM – 11.20 AM Discussion All faculty

11.20 AM – 11.35 AM Future Paradigms in Lung Cancer Martin Edelman, MD, and 
David Jablons, MD 

11.35 PM – 12.00 PM Discussion All faculty

12.00 PM Conclusions and Adjourn Corey J. Langer, MD, FACP



Prognostic and Predictive 
Biomarkers in Lung Cancer 
(NSCLC): Pathologic 
Implications, Clinical and 
Research Relevance 



Oncogenic Drivers and Molecular Testing
Adequate molecular testing is essential in all 
stages of NSCLC. There are approximately a 
dozen oncogenic drivers identified in NSCLC, 
with corresponding targeted therapies. In stage 
IV disease, these include mutations (EGFR
[classical and less-common mutations]; HER2, 
MET exon 14, BRAF V600E, KRAS G12C) and 
fusions (ALK, ROS1, NTRK, RET). Emerging 
markers include NRG1 fusions and protein 
expression of HER2 and MET. Targeted therapy 
has also become established in stage I–III 
disease as adjuvant therapy after surgery or as 
consolidation following chemoradiation therapy.

Some considerations in molecular testing 
include the use of RNA-based assays for 
fusions, as well as carrying out molecular testing 
from both liquid and tissue biopsies, if possible, 
since the 2 approaches may yield 
complementary information.

Prognostic and Predictive Biomarkers in Lung Cancer (NSCLC): 
Pathologic Implications, Clinical and Research Relevance (1/2) 
Presented by Fred Hirsch, MD, PhD



Prognostic and Predictive Biomarkers in Lung Cancer (NSCLC): 
Pathologic Implications, Clinical and Research Relevance (2/2) 
Presented by Fred Hirsch, MD, PhD

Role of ctDNA to Direct Therapy
Analyses of trials of perioperative immunotherapy in resectable NSCLC have shown that patients who have ctDNA clearance during the 
neoadjuvant phase have better outcomes than patients who do not
> This has led to the question of whether ctDNA assessment can be used to optimize therapy following neoadjuvant immunotherapy and

surgery
> There is a study in the metastatic setting (BR.36) that is exploring ctDNA-guided therapy; in patients with persistent ctDNA on 

pembrolizumab monotherapy, the study will ascertain if adding chemotherapy will improve PFS/OS compared with remaining on single-agent 
pembrolizumab

Biomarkers for ADCs and Bispecifics
Identifying selective biomarkers for ADCs beyond HER2 mutations has proven to be a major challenge in lung cancer. In several trials of ADCs 
vs docetaxel in previously treated NSCLC, the ADC failed to demonstrate superior OS in the overall cohort, regardless of whether expression of 
the target molecule was used as a selection criterion. It is likely that the current IHC assessment of biomarker expression is inadequate, and that 
new approaches, such as measuring the normalized membrane ratio by quantitative continuous scoring, as demonstrated with TROP2, may 
provide ways to identify patients who will most benefit from an ADC, provided that the algorithm can be sufficiently documented

Biomarkers for SCLC
Subtypes of SCLC have been identified on the basis of transcriptional profiling. One of the subgroups, referred to as SCLC-inflamed (SCLC-I), 
showed increased infiltration by immune cells. Using biopsy material from the IMpower133 trial evaluating the addition of atezolizumab to 
etoposide plus carboplatin, the SCLC-I cohort demonstrated the greatest benefit with the addition of immunotherapy to chemotherapy



Key Insights
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Prognostic and Predictive Biomarkers in Lung Cancer (NSCLC): 
Pathologic Implications, Clinical and Research Relevance (1/2)

For patients with newly diagnosed, stage IV NSCLC, most of the experts request liquid biopsy, with approximately one-third 
simultaneously requesting tissue biopsy
> It was pointed out by the experts that if the liquid-based test is positive for an oncogenic driver, this would be sufficient to inform treatment 

with targeted therapy; on the other hand, a result showing a KRAS mutation would rule out other oncogenic mutations/fusions and would 
allow treatment with chemotherapy plus immunotherapy

> Expert opinion is that liquid-based testing is approximately 70% to 75% as sensitive as tissue-based testing. Nevertheless, liquid-based 
testing can detect molecular aberrations not detected by a tissue-based test and vice versa. Therefore, there is value in requesting both 
liquid and tissue biopsies

> One of the experts mentioned that at their practice, a liquid biopsy is obtained at the time of the diagnostic biopsy, so that molecular testing 
results would be available at the time of the first appointment with the medical oncologist

The experts welcomed new approaches, such as the Quantitative Continuous 
Scoring Normalized Membrane Ratio (QCS-NMR), to assess predictive biomarkers 
for ADCs, although they cautioned that this approach may present issues with 
regulatory approval
> Expert opinion is that this approach can better measure internalization of the cell-

surface marker, and thus predict activity of the ADC that binds to it
> However, it was stated by the experts that the FDA requires documentation of every 

component of a biomarker assessment tool, which may be challenging in a system 
that uses artificial intelligence 

Dr Hirsch:
I think we need to learn about the immune 
landscape and how to integrate biomarkers from 
the immune system in a multiplexed fashion.

“ “



Prognostic and Predictive Biomarkers in Lung Cancer (NSCLC): 
Pathologic Implications, Clinical and Research Relevance (2/2)

The experts discussed biomarker development for patients with SCLC
> Expert opinion is that the prospect of a subset of SCLC that is highly responsive to immunotherapy (SCLC-I) is intriguing, but it was 

mentioned that the transcriptional classification of SCLC needs validation. Additionally, SCLC tumors that are classified as SCLC-I at 
diagnosis may change behavior once under therapeutic pressure

> Regarding DLL3 as a therapeutic target, expert opinion is that this molecule is ubiquitously expressed in neuroendocrine tumors, so it is 
likely that selection for DLL3 expression levels is not necessary. However, it would be ideal to further elucidate the biology of DLL3

> The pathology expert stated that rather than using a single biomarker, a combination of tumor characteristics and an assessment of the 
patient’s immune system, referred to as the “combiome”, would be a more powerful approach to optimize therapy

While scant biopsies have been an issue in SCLC, there appear to be approaches available to increase the acquisition of SCLC tissue
> On a patient level, the pulmonology expert stated that patients with SCLC tend to have extensive mediastinal adenopathy, and that there are 

other biopsy modalities besides needle aspiration, such as transbronchial cryobiopsy, that get more tissue
> In terms of obtaining SCLC tissue for translational research, one of the experts stated that the NCI rapid autopsy program included about 140 

patients with SCLC, and is thus an excellent potential resource for biomarker research 



Interventional Pulmonology 
and Advanced Diagnostic 
Approaches



Technological Advances in Pulmonology
The first bronchoscopy, performed in 1897, 
used straight metal tubes. Subsequent 
advances included the flexible bronchoscope, 
invented by Shigeto Ikeda, and the use of a 
transbronchial needle, described by Ko Pen 
Wang. Another major advance was the 
development of endobronchial ultrasound 
(EBUS), which allowed a doubling in the yield 
for diagnostic biopsies. For the majority of
patients, EBUS-guided transbronchial needle 
aspiration has replaced mediastinoscopy. 
Newer technologies have been developed to 
improve navigation through successive 
bronchial branches, and robotics are enabling 
manipulation of the probe at angles that would 
be less feasible with traditional manual 
approaches.

Interventional Pulmonology and Advanced Diagnostic Approaches 
(1/2)
Presented by Andrew Haas, MD, PhD



Interventional Pulmonology and Advanced Diagnostic Approaches 
(2/2)
Presented by Andrew Haas, MD, PhD

Evolving Role of the Bronchoscopist
Given the capabilities of modern bronchoscopy, every bronchoscopy should be both a diagnostic and complete staging bronchoscopy. Adequate 
material for molecular testing should be acquired; to avoid necrotic areas of lymph nodes, the focus should be on homogeneous, isoechoic 
areas.

The ability to acquire expanded biopsies raises several questions, including the safety of longer bronchoscopy procedures and associated cost, 
the additional risk posed by more complicated biopsy procedures, and whether PD-L1 testing needs to be done on more than 1 specimen.



Key Insights
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Interventional Pulmonology and Advanced Diagnostic 
Approaches

The pulmonology expert emphasized the need to conduct a complete staging assessment during the bronchoscopy procedure; tissue
acquisition should also be maximized at the same time

For patients with small peripheral lesions that do not appear to be reasonably accessible by bronchoscopy, the pulmonology expert 
stated that these patients would be referred to an interventional radiologist for biopsy

Interventional pulmonology can play a role in neoadjuvant delivery of antitumor treatments; the pulmonology expert described pilot 
studies where herpes simplex virus thymidine kinase was delivered to the tumor to increase T-cell infiltration into the tumor, as well as 
increasing TNF, IL-1, and IL-2 levels

Dr Haas:
Make sure the bronchoscopist is doing a full-
staging diagnostic bronchoscopy, maximizing 
tissue acquisition however they deem best.

“ “



Stage I–III NSCLC: How Best 
to Apply Immunotherapy?



Establishment of Immunotherapy in 
Resectable NSCLC
Multiple phase III trials of immunotherapy in 
patients with resectable NSCLC have been 
carried out. From these studies, 
immunotherapy has demonstrated benefit 
whether administered in a neoadjuvant, 
adjuvant, or perioperative approach. 
Additionally, all patients with NSCLC should 
undergo molecular testing, given the 
establishment of targeted therapy in patients 
with stage I–III NSCLC.

Stage I–III NSCLC: How Best to Apply Immunotherapy? (1/2)
Presented by David Jablons, MD



Stage I–III NSCLC: How Best to Apply Immunotherapy? (2/2)
Presented by David Jablons, MD

Outstanding Questions to Optimize Immunotherapy in Resectable NSCLC
Despite the abundance of positive trials demonstrating the benefit of immunotherapy in resectable NSCLC, there remain several outstanding 
questions
> How many cycles of therapy are needed? In terms of neoadjuvant therapy, the CheckMate 816 study suggests that 3 cycles is effective; it is 

not clear whether extending to 4 cycles provides additional benefit 
> Which approach is best? There have not been prospective trials comparing neoadjuvant, adjuvant, or perioperative approaches. An 

exploratory analysis suggested that the adjuvant component of immunotherapy may be particularly beneficial for patients who have PD-L1–
negative disease or who did not have a pCR after the neoadjuvant phase of treatment

> Can surgery be avoided in patients who have a pCR after neoadjuvant immunotherapy? A key factor in a surgery-free treatment approach is 
to engage with pulmonology experts to carry out a thorough, yet minimally invasive assessment of the tumor response after completion of 
neoadjuvant therapy
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Stage I–III NSCLC: How Best to Apply Immunotherapy? (1/2)

In patients who have a pCR with neoadjuvant immunotherapy plus chemotherapy, the experts were divided regarding the use of 
adjuvant immunotherapy following surgery
> Experts favoring adjuvant immunotherapy cited the OS benefit demonstrated in the perioperative KEYNOTE-671 study and the large benefit 

with immunotherapy in patients with stage III disease
> Other experts followed the neoadjuvant-only approach of CheckMate 816 due to the risk of possibly fatal immune-related AEs with additional 

immunotherapy after surgery
> Shared decision-making was mentioned as a factor that is incorporated following surgery

The experts discussed the use of radiation therapy instead of surgery after 
neoadjuvant immunotherapy; this could apply to patients reaching pCR or patients 
who wish to avoid undergoing a thoracotomy
> One of the reasons to avoid surgery is that after resection, the tertiary lymphoid 

structures, including the lymph nodes that are involved in generating the immune 
response to neoadjuvant therapy, are no longer present

> Furthermore, earlier studies before the emergence of immunotherapy showed that 
patients who disease was down-staged after neoadjuvant chemotherapy had worse 
outcomes with surgery vs chemoradiation therapy

Dr Jablons:
I don’t think you need a year’s worth of 
immunotherapy in patients who have had a 
dramatic induction response. But we need 
better biomarkers, better systemic ways to 
measure that.

“ “



Stage I–III NSCLC: How Best to Apply Immunotherapy? (2/2)

Expert opinion is that the exploratory data showing benefit with perioperative immunotherapy in patients with multi-station N2 nodal 
involvement were intriguing, as those patients historically were not viewed as good surgical candidates. However, it is not known if 
radiation therapy would provide equivalent benefit to surgery in these patients

It was thought by the experts that the different PD-(L)1 inhibitors are similar, and that other factors lead to preference for specific 
agents or regimens
> One expert mentioned that the pharmacy department at their institution favors pembrolizumab because of its many indications, which 

simplifies management of their inventory
> Alternatively, nivolumab is favored at other institutions since early studies in resectable NSCLC were done with this agent

One of the experts spoke favorably of the I-SPY trial design for evaluating new agents
> This approach does not have a requirement for a large patient cohort and includes tissue collection for translational research
> The pathology expert endorsed pCR as a surrogate for outcome; therefore, pCR would be an appropriate endpoint; DFS could be an endpoint 

for more-advanced studies

Expert opinion is that more granular genomics should be published from the perioperative studies to see if there are any imbalances 
for mutations that confer resistance to immunotherapy and possibly affect the outcomes of the trials



Stage I–III Oncogene-
Driven NSCLC: EGFR, 
ALK, and Beyond



Targeting EGFR in Stage I–III NSCLC
In patients with resectable, EGFR mutation-positive 
NSCLC, adjuvant osimertinib demonstrated superior 
DFS and OS compared with placebo in the phase III 
ADAURA trial. Analysis of ctDNA levels showed that of 
18 patients with detectable ctDNA at baseline, 4 of 5 
patients in the osimertinib arm had clearance during 
treatment, compared with 0 of 13 in the placebo arm. 
However, ctDNA eventually became detectable after 
clearance, raising questions on how long to continue 
therapy. A related question is whether patients should 
undergo more frequent scans after stopping therapy, 
as CNS relapses occur in this setting.

The phase III LAURA trial compared osimertinib with 
placebo in patients with unresectable, stage III NSCLC 
and an EGFR mutation whose disease did not 
progress after chemoradiation. A significant PFS 
benefit was demonstrated with osimertinib; the poor 
performance of the placebo arm has been noted, 
however.

Stage I–III Oncogene-Driven NSCLC: EGFR, ALK, and Beyond (1/2)
Presented by Shirish Gadgeel, MD



Stage I–III Oncogene-Driven NSCLC: EGFR, ALK, and Beyond (2/2)
Presented by Shirish Gadgeel, MD

Targeting ALK in Stage I–III NSCLC
The phase III ALINA trial showed a DFS benefit with adjuvant alectinib compared with chemotherapy in patients with resectable, ALK-rearranged 
NSCLC. There are currently no prospective data on ALK TKIs in the setting of unresectable stage III NSCLC, although retrospective data 
suggest improved outcomes with an ALK TKI after chemoradiation therapy compared with immunotherapy or observation.

Next Steps: Neoadjuvant Targeted Therapy?
The NAUTIKA1 trial is evaluating targeted therapy in the neoadjuvant setting with a wide range of oncogenic drivers (eg, ALK, BRAF V600E, 
KRAS G12C, NTRK, RET, ROS1). Preliminary results from 9 patients in the ALK cohort have demonstrated a pCR in 3 patients (33%).
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Stage I–III Oncogene-Driven NSCLC: EGFR, ALK, and Beyond 
(1/2)

The experts think that adjuvant targeted therapy would be appropriate for patients with an EGFR mutation or an oncogenic fusion; 
however, for KRAS G12C, BRAF V600E, or a MET exon 14 skipping mutation, it was thought that the toxicity of the corresponding 
targeted therapy would be too high

While studies are ongoing to evaluate neoadjuvant use of targeted therapy in resectable NSCLC, expert opinion is that previous 
experience with EGFR TKI therapy yielded disappointing pCR results

The experts discussed alternative approaches to phase III trials for studying 
targeted therapy in stage I–III NSCLC for oncogenic drivers beyond EGFR/ALK
> One approach would be a single umbrella-style study
> Another approach would be a registry study, in which the control arm would be 

created from a Flatiron-type database

Expert opinion is that while EGFR mutations are viewed as a favorable 
characteristic in stage IV disease, the relapse rate appears higher with an EGFR
mutation in stage I–III NSCLC. Therefore, oncogenic drivers may have different 
prognostic effects in different disease stages

Dr Gadgeel:
There are patients who still relapse despite 
getting TKIs. What is the right duration of 
treatment? And finally, what does this mean 
for other biomarkers?

“ “



Stage I–III Oncogene-Driven NSCLC: EGFR, ALK, and Beyond 
(2/2)

The experts agreed that AEs are a major issue with targeted therapy in patients with stage I–III NSCLC compared with patients who 
have stage IV disease
> These include stomatitis with adjuvant osimertinib and fatigue with adjuvant alectinib
> Additionally, pneumonitis with consolidation osimertinib in stage III disease was observed by one of the experts; the pulmonology expert did 

not indicate that it is currently possible to predict or prevent this AE, however. Since the clinical scenario is typical for pneumonitis, the 
pulmonology expert does not routinely perform a bronchoscopy; dose adjustments and steroids are the key interventions

Expert opinion is that, particularly in the curative setting, there needs to be a focus on dosing the drugs to efficacy, in contrast to the 
standard approach in oncology of dosing drugs to AEs
> Particularly if the therapy needs to be given for the long term, determining the optimal dose for each patient, rather than a standard, flat dose, 

may be necessary
> It was thought that cooperative groups would be most appropriate for carrying out the studies to optimize this approach



Optimizing Immunotherapy 
in Unresectable and 
Metastatic NSCLC



First-Line Immunotherapy-Based Regimens in 
Stage IV NSCLC
While single-agent immunotherapy is approved in 
patients with a PD-L1 expression of ≥50%, the 
EMPOWER-Lung 1 study contained a tertile 
analysis of PD-L1–high patients (≥50% to ≤60%; 
>60% to <90%; ≥90%). While the OS with 
cemiplimab in patients with a PD-L1 expression of 
≥90% approached 40 months, in the ≥50% to 
≤60% group, the OS was only 19.5 months. The 
addition of chemotherapy may therefore be an 
option for patients in the lowest tertile.

Dual blockade of PD-(L)1 and CTLA-4 has been 
explored. While the introduction of an anti–CTLA-4 
antibody has been associated with additional 
toxicity, long-term follow-up of trials with dual 
immune checkpoint blockade has shown OS 
benefits over chemotherapy in patients with a PD-
L1 expression of <1%, a cohort that has derived 
less benefit from PD-(L)1 inhibitors.

Optimizing Immunotherapy in Unresectable and Metastatic NSCLC 
(1/3)
Presented by Hossein Borghaei, DO



Optimizing Immunotherapy in Unresectable and Metastatic NSCLC 
(2/3)
Presented by Hossein Borghaei, DO

Treatment With Immunotherapy Beyond Progression
The EMPOWER-Lung 1 trial included an option to add chemotherapy for patients whose disease progressed with singe-agent cemiplimab. In 64 
patients who received this treatment, the OS from the time of continued cemiplimab with the addition of chemotherapy was 15.1 months, which 
appears favorable to a standard second-line approach that historically has yielded an OS of 8.4 months. The phase III INSIGNA trial, which has 
completed accrual, is prospectively evaluating the approach of continuing immunotherapy beyond progression with the addition of platinum-
based chemotherapy.

STK11 and KEAP1 Mutations: Is There a Role for CTLA-4 Inhibition?
Mutations in STK11 and KEAP1 have been correlated with decreased benefit from immunotherapy. However, retrospective analyses from trials 
that included a CTLA-4 inhibitor suggest an OS benefit in patients with STK11 or KEAP1 mutations when anti–PD-(L)1 and anti–CTLA-4 
antibodies are used simultaneously. The ongoing phase IIIb TRITON study will compare durvalumab plus tremelimumab and chemotherapy with 
pembrolizumab plus chemotherapy, with enrollment focusing on patients with STK11, KEAP1, and/or KRAS mutations.

Emergence of Bispecific Antibodies in Lung Cancer
Bispecific antibodies have become an established therapeutic class in lung cancer, with the approval of tarlatamab, which targets DLL3 and 
CD3, in patients with relapsed/refractory SCLC.

In NSCLC, bispecific antibodies are being developed that include targeting of an immune checkpoint. Ivonescimab, which targets PD-1 and 
VEGF, has been evaluated in the first-line setting in the phase III HARMONi-2 study conducted in China. Compared with pembrolizumab, a PFS 
benefit was observed with ivonescimab in the overall population as well as several subsets, including patients with squamous histology. 
Confirmatory studies with global patient enrollment are currently ongoing. Other bispecific antibodies under investigation in NSCLC include 
rilvegostomig, which targets PD-1 and TIGIT, and volrustomig, which targets PD-1 and CTLA-4.



Optimizing Immunotherapy in Unresectable and Metastatic NSCLC 
(3/3)
Presented by Hossein Borghaei, DO

Other Immune Checkpoints
Additional immune checkpoints have been established in oncology, including LAG-3, for which relatlimab in combination with nivolumab has 
been approved for patients with melanoma. The phase II RELATIVITY-104 study evaluated the addition of the anti–LAG-3 antibody relatlimab to 
nivolumab plus chemotherapy in patients with stage IV NSCLC. In the overall cohort, no PFS benefit was observed with the addition of 
relatlimab; when evaluating the subset of patients with nonsquamous histology and a PD-L1 expression of 1% to 49%, both ORR and PFS 
showed a benefit with relatlimab. The phase III RELATIVITY-1093 study is ongoing to compare relatlimab plus nivolumab and chemotherapy 
with standard pembrolizumab plus chemotherapy in patients with advanced, nonsquamous NSCLC and a PD-L1 expression of 1% to 49%.

Multiple antibodies to TIGIT have been developed, including tiragolumab, vibostolimab, domvanalimab, belrestotug, and the aforementioned 
rilvegostomig. Several of these agents have reached phase III investigation; however, a number of studies in NSCLC or SCLC have failed to 
meet their primary endpoint.
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Optimizing Immunotherapy in Unresectable and Metastatic 
NSCLC (1/2)

Expert opinion is that PD-L1 cutoffs in stage IV NSCLC need to be further refined, as illustrated by the PD-L1–expression tertiles with 
cemiplimab
> While a PD-L1 expression of ≥50% is usually described as high, the experts would still consider adding chemotherapy to immunotherapy for 

patients with a PD-L1 expression of 50% to 60%; there would be more confidence to use single-agent immunotherapy with PD-L1 levels of ≥70%
> Expert opinion is that similar results would be seen with other antibodies, such as pembrolizumab
> The pathology expert mentioned that there is research in the Lung-MAP study to analyze PD-L1 as a continuous variable; expert opinion is 

that the current 1% and 50% cutoffs, while satisfying numerically, are nevertheless arbitrary

The experts would use an anti–CTLA-4 agent in patients with PD-L1–negative 
disease; other characteristics favoring this approach include squamous histology 
and KEAP1 mutations. While a combination with chemotherapy would be used, the 
experts had reasons for preferring different approaches
> CheckMate 9LA: Familiarity with the combination of nivolumab and ipilimumab
> POSEIDON: Use of standard 4 cycles of chemotherapy, which may be important for 

patients with bulky disease

While long-term data have shown benefit with the use of an anti–CTLA-4 antibody, 
there was still concern over toxicity, such as colitis and hepatitis with CTLA-4 
inhibition, since the toxicities prevent patients from subsequently enrolling on 
clinical trials 

Dr Borghaei:
When I look at the [PD-L1] 50% to 60% 
group, I wonder if that is the group that I want 
to be a little bit more aggressive with and 
perhaps consider a combination with 
chemotherapy.

“ “



Optimizing Immunotherapy in Unresectable and Metastatic 
NSCLC (2/2)

While favorable outcomes were observed in patients with squamous histology in the EMPOWER-Lung 1 study of cemiplimab vs 
chemotherapy in PD-L1–high NSCLC, the experts did not report having experience using cemiplimab in their practice for lung cancer
> One of the experts mentioned that squamous NSCLC has the highest incidence of alterations in the NRF2, NFE2L2, and KEAP1 genes, 

which may have contributed to differential outcomes in patients with squamous vs nonsquamous histology

The experts think that a true biomarker has yet to be identified for the use of anti-TIGIT antibodies
> Their opinion is that a bispecific approach should be investigated
> Given that PVR is a ligand for TIGIT, the pathology expert stated that there needs to be more focus on the biology of PVR and the potential 

of this molecule as a biomarker

The experts agreed that in the first-line setting, an OS advantage would be required to establish a new standard of care, and that PFS 
is an insufficient endpoint



Subsequent Therapy in Stage 
IV NSCLC: Have We Moved 
Beyond Docetaxel? Will 
ADCs Enable Us to Do so?



Subsequent Therapy in Advanced NSCLC: 
Challenging Current Standards
While immunotherapy briefly displaced 
docetaxel as the second-line standard of care 
in patients with stage IV NSCLC, the shift 
toward using immunotherapy in the first-line 
setting has left docetaxel, with or without 
ramucirumab, as the benchmark for novel 
agents and approaches for patients whose 
disease progresses on immunotherapy and 
platinum-based chemotherapy.

Subsequent Therapy in Stage IV NSCLC: Have We Moved Beyond 
Docetaxel? Will ADCs Enable Us to Do so? (1/2)
Presented by Martin Edelman, MD



Subsequent Therapy in Stage IV NSCLC: Have We Moved Beyond 
Docetaxel? Will ADCs Enable Us to Do so? (2/2)
Presented by Martin Edelman, MD

Antibody-Drug Conjugates
Consisting of a monoclonal antibody attached to a cytotoxic payload, ADCs have been envisioned to deliver anticancer agents to tumor cells in a 
specific manner. In practice, ADC therapy is associated with toxicity due to the bystander effect or through inadvertent targeting of the antigen 
on normal cells. Nevertheless, ADCs have been approved for a wide range of malignancies, including NSCLC with a HER2 mutation.

Several phase III trials comparing an ADC with docetaxel have been carried out in patients with advanced NSCLC progressing on or after 
immunotherapy and platinum-based chemotherapy. However, ADCs targeting TROP2 or CEACAM5 did not demonstrate superior OS compared
with docetaxel. The phase III Be6A Lung-01 trial is currently ongoing to compare sigvotatug vedotin, an ADC targeting integrin beta-6, with 
docetaxel in patients with progression on platinum-based chemotherapy and a PD-(L)1 inhibitor.
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Subsequent Therapy in Stage IV NSCLC: Have We Moved 
Beyond Docetaxel? Will ADCs Enable Us to Do so?

For patients with progression on single-agent immunotherapy, the experts would add chemotherapy and continue immunotherapy
> This is consistent with data from the OAK study suggesting that additional benefit from immunotherapy can be obtained beyond progression
> The experts mentioned that no reimbursement issues have been encountered with this approach

In the setting of progression on or after chemotherapy plus immunotherapy, the experts’ approach is weekly docetaxel plus ramucirumab

The experts emphasized that clinical trials should have simple inclusion criteria and minimal exclusion criteria, as well as avoid excessive 
monitoring. They pointed out the Pragmatica-Lung study as a good example, and that as a result, this trial is enrolling rapidly

There was enthusiasm among the experts for investigating other targets, such as AXL, in subsequent lines of therapy in lung cancer

Regarding the use of an ADC without selection for the target biomarker, the experts 
mentioned that they would use such an agent if superiority to docetaxel could be 
demonstrated
> This may occur if the marker is (nearly) universally expressed in tumors, such as DLL3
> Additionally, tumors with oncogenic drivers appear to be sensitive to ADCs, potentially due to 

the general sensitivity of these tumors to chemotherapy

The experts mentioned that ADCs appear to be less efficacious in patients with squamous 
histology, although the exact reason is not known
> The pathology expert suggested that the biology of squamous NSCLC still needs further 

elucidation
> Other potential explanations are physical parameters, such as keratin pearls, that affect 

penetration or trafficking of ADC; additionally, the cytotoxic payloads may need to be 
optimized for squamous histology

Dr Edelman:
I think the ADCs are very interesting but 
remain somewhat disappointing. We need 
a better understanding of exactly what 
we're targeting.

“ “



Stage IV NSCLC: EGFR
Mutations



EGFR-Mutation Disease Spaces
The development of therapies for patients with 
stage IV, EGFR mutation-positive NSCLC can 
be divided into 4 main spaces
> First line: Classical mutations (exon 19 

deletion and exon 21 L858R)
> First line: Exon 20 mutations
> First line: P-loop and αC-helix compressing 

(PACC) mutations. These include G719X, 
L747X, S768I, L792X and T854I mutations

> TKI-resistant disease: In this setting, 
therapy is driven more by the mechanism of 
resistance than the category of the original 
mutation

Stage IV NSCLC: EGFR Mutations (1/2)
Presented by Xiuning Le, MD, PhD



Stage IV NSCLC: EGFR Mutations (2/2)
Presented by Xiuning Le, MD, PhD

First-Line Therapy
For patients with classical EGFR mutations, single-agent osimertinib has long been a standard approach; recently, combination approaches 
adding chemotherapy or amivantamab to an EGFR TKI have been approved. One note is that prophylaxis for venous thromboembolic events 
(VTE) is indicated with the combination of intravenous amivantamab plus lazertinib; the VTE risk appears to be reduced with the subcutaneous 
formulation of amivantamab.

There is currently one approved first-line regimen for patients with an EGFR exon 20 mutation, namely amivantamab plus chemotherapy. Next-
generation TKIs, including zipalertinib, sunvozertinib, and firmonertinib, are currently in phase III, first-line trials for treatment of NSCLC with an 
EGFR exon 20 mutation.

Second-generation EGFR TKIs such as afatinib have demonstrated activity in patients with EGFR PACC mutations. Other TKIs, such as 
firmonertinib and BDTX-1535, are in development in this therapeutic space.

TKI-Resistant Disease
Treatment of patients whose disease progresses on an EGFR TKI is a rapidly evolving setting. Mechanism-specific approaches can be applied 
when revealed by molecular testing, for example the addition of a MET inhibitor when MET gene alterations are detected.

Additionally, ADCs are being investigated in patients with TKI-pretreated disease, with the HER3-directed ADC patritumab deruxtecan 
demonstrating activity across a wide range of EGFR resistance mechanisms. The TROP2-targeted ADC datopotamab deruxtecan is currently in 
FDA review for patients with EGFR TKI-pretreated disease.
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Stage IV NSCLC: EGFR Mutations (1/2)

For patients with newly diagnosed, stage IV NSCLC and an EGFR mutation, the experts would use a combination approach for 
patients with certain risk factors (eg, high tumor burden, brain metastases, or co-mutations in TP53 or PIK3CA) and who were fit 
enough to withstand the increased toxicity
> While the use of monotherapy vs combination varied between the experts, 2 of them reported that approximately 35% to 40% of the 

oncologists at their institution use a combination approach. For other physicians, concerns about toxicity and the current lack of OS data 
make osimertinib monotherapy more appealing

> When using a combination, the FLAURA2 approach was preferred by the experts, as the toxicity with amivantamab (eg, rash) rendered the 
MARIPOSA regimen difficult to administer

– One of the experts reported that 2 patients treated with the MARIPOSA regimen have discontinued amivantamab but continued 
lazertinib monotherapy, with 36 months on treatment, raising the possibility that amivantamab might be effective even if administered in 
a limited-duration induction phase

For patients with atypical/PACC mutations, the experts reported using afatinib at a 
starting dose of 20 mg or 30 mg to lessen toxicity; one of the experts mentioned 
having colleagues who will start at the full 40-mg dose level

The pathology expert stated that, due to EGFR heterodimerization, patients with 
NSCLC will have concurrent HER2 and/or HER3 expression, which might also be 
exploited with combination or bispecific approaches

Dr Le:
[In EGFR-mutated NSCLC], even up-front, you 
have 40% with CNS metastases. Trying to find 
something more efficacious for [these patients] 
can be a very large market and is a huge need.

“ “



Stage IV NSCLC: EGFR Mutations (2/2)

For patients with EGFR-mutated NSCLC whose disease progresses on a TKI, the experts generally request both liquid and tissue 
biopsy to find a targetable mechanism of progression. There is a wide range of approaches depending on the characteristics of the 
progressive disease
> If testing reveals an actionable mechanism, such as a MET alteration, then a targeted agent is added to osimertinib; otherwise, 

chemotherapy would be added
> For oligoprogressive disease, the experts prefer a local approach (eg, radiation therapy)
> The experts do not use liquid biopsy to monitor patients, since it is unclear how to proceed in the setting of molecular progression without 

radiographic or symptomatic progression

Expert opinion is that brain metastases still represent a large unmet need; up to 40% of patients with newly diagnosed, EGFR-mutated 
NSCLC have brain metastases, representing a large potential market
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KRAS Mutations
The majority of KRAS inhibitors developed to 
date target the inactive state of the G12C-
mutated form of KRAS
> Currently, sotorasib and adagrasib are 

approved for second-line therapy in patients 
with advanced NSCLC and a KRAS G12C 
mutation

> Both sotorasib and adagrasib are in phase 
III, first-line trials; sotorasib is being 
combined with chemotherapy in PD-L1–
negative NSCLC (CodeBreaK 202), while 
adagrasib is being combined with 
pembrolizumab in PD-L1–high NSCLC 
(KRYSTAL-7)

> Next-generation KRAS G12C inhibitors are 
in development, including divarasib, which 
is currently in a phase III trial comparing 
divarasib with sotorasib or adagrasib in 
patients with previously treated, KRAS
G12C-mutated NSCLC

Other Mutations in Advanced and Metastatic NSCLC
(KRAS, HER2, MET, BRAF) (1/2)
Presented by Paul Paik, MD



Other Mutations in Advanced and Metastatic NSCLC 
(KRAS, HER2, MET, BRAF) (2/2)
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KRAS Mutations (cont.)
Other classes of KRAS inhibitors are being developed, including RMC-6236, which can target active KRAS and inhibits a wide range of 
mutations in addition to G12C.

Targeting HER2
The ADC trastuzumab deruxtecan is currently approved for patients with NSCLC and a HER2 mutation, as well as for patients with HER2 
protein overexpression. Next-generation HER2 TKIs are in development, including zongertinib and BAY 2927088.

Advances in MET Inhibition
Treatment with a MET inhibitor, whether a TKI or bispecific antibody, is frequently associated with edema. One hypothesis for this AE is that 
MET inhibition reduces the amount of degradation of VEGFR2. The increased VEGF signaling leads to lymphangiogenesis; however, the new 
structures are abnormal and exhibit delayed clearance. The S1900K study will evaluate the hypothesis that the addition of a VEGFR2 inhibitor 
(ramucirumab) to a MET inhibitor (tepotinib) will prevent the edema seen with MET inhibition.

BRAF V600E Mutations
Of the 3 classes of BRAF mutations, the majority of clinical research has focused on the V600E subset of class I mutations. Currently, 
dabrafenib plus trametinib and encorafenib plus binimetinib are approved for patients with advanced NSCLC and a BRAF V600E mutation. 
Other BRAF inhibitors are in development that target class II and/or class III mutations.
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Other Mutations in Advanced and Metastatic NSCLC (KRAS, 
HER2, MET, BRAF) (1/2)

Regarding first-line phase III trials of KRAS G12C inhibitors vs immunotherapy plus chemotherapy, the experts think that OS data are 
necessary to challenge the standard of care; for the PFS endpoint, a target hazard ratio would be 0.6 or lower

Expert opinion is that divarasib is currently the best-in-class KRAS G12C inhibitor, although new generations of agents are expected 
every 6 to 7 months

The experts think there is a heterogeneity in patients with a KRAS G12C mutation that needs to be further investigated; it is possible 
that an evaluation of co-mutations and corresponding dependence on the KRAS mutation might explain why activity of KRAS G12C 
inhibitors is lower than that seen with EGFR or ALK

The experts welcomed the development of agents targeting non-G12C mutations in KRAS. It was thought that the activity of current 
agents was not high enough for the first-line setting but could warrant use in subsequent lines of therapy

The experts generally have not yet routinely incorporated HER2 protein expression 
as part of molecular testing. There was concern about confusion with different 
criteria for grading HER2 expression (eg, breast vs gastrointestinal cancers)

Expert opinion is that multiplex testing is the best approach to accommodate 
evaluation of protein levels of multiple biomarkers. A Lung-MAP protocol is 
addressing this, with results anticipated in the next 12 to 18 months

Dr Paik:
The hypothesis for the Lung-MAP S1900K trial is that 
if you co-target with VEGFR2 inhibition, then you can 
increase efficacy while decreasing side effects, 
particularly lymphedema, [with MET inhibition].

“ “



Other Mutations in Advanced and Metastatic NSCLC (KRAS, 
HER2, MET, BRAF) (2/2)

For patients with newly diagnosed NSCLC and a MET exon 14 skipping mutation, the experts were split in terms of using targeted 
therapy or immunotherapy
> For elderly patients with a high PD-L1 level, one of the experts prefers single-agent immunotherapy; however, a different expert mentioned 

that their patients with MET exon 14 mutations are never smokers, so they use targeted therapy
> One of the experts is preparing a manuscript showing similar OS whether targeted therapy or immunotherapy is used in the first-line setting
> Expert opinion is that data are lacking on the characteristics of PD-L1 expression in patients with MET exon 14 mutations. It is not known 

whether PD-L1 expression correlates with the presence of T cells and responsiveness to immunotherapy, or if it is unrelated to sensitivity to 
immunotherapy, as is the case with PD-L1 expression in EGFR-mutated NSCLC

For patients with NSCLC and a BRAF V600E mutation, the experts have largely switched to using encorafenib plus binimetinib, citing 
the lower incidence of fever compared with dabrafenib plus trametinib. Most of the experts would use targeted therapy in the first-line 
setting, although one prefers immunotherapy plus chemotherapy due to the potential for long-term survival
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and Metastatic NSCLC (ALK, 
ROS1, RET, NTRK, NRG1)



Evolution of ALK Inhibitors
Patients with NSCLC and ALK or ROS1 gene 
fusions tend to be younger than other patients with 
NSCLC (approximately 52 years vs 70 years), so the 
impact of the disease is greater in these patients.

Several ALK TKIs have been approved as first-line 
therapy on the basis of phase III comparisons with 
crizotinib. The latest update of the CROWN trial 
showed that with 5 years of follow-up, the median 
PFS was not yet reached in the lorlatinib arm, with 
92% of patients also remaining free of CNS 
progression with lorlatinib treatment.

Toxicity is a consideration when choosing a first-line 
agent, with lorlatinib associated with neurocognitive 
toxicity, weight gain, and hyperlipidemia. Long-term 
treatment with alectinib has been associated with 
fatigue and weight gain. Additionally, patients treated 
with brigatinib may experience pulmonary toxicity.
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Fusion-Positive, Advanced and Metastatic NSCLC 
(ALK, ROS1, RET, NTRK, NRG1) (2/3)
Presented by Shirish Gadgeel, MD

Evolution of ALK Inhibitors (cont.)
Next-generation agents such as NVL-655 are being developed with the goal of avoiding TRK inhibition while improving activity against 
compound ALK mutations.

Targeting ROS1
Crizotinib, entrectinib, and more recently, repotrectinib are FDA approved for patients with ROS1 fusion-positive NSCLC; taletrectinib and 
zidesamtinib are under investigation in this setting.

Toxicity profiles of ROS1 inhibitors include lingering dizziness with repotrectinib and gastrointestinal toxicity with taletrectinib.

RET Fusions
Selpercatinib and pralsetinib are FDA approved for patients with RET fusion-positive NSCLC. AEs of note with RET inhibitors include 
hypertension and chylous effusions.

NTRK Inhibitors
For patients receiving an NTRK inhibitor, such as larotrectinib or entrectinib, one notable phenomenon that occurs is withdrawal pain, which can 
manifest as a full-body ache, muscle pain, or allodynia (ie, pain from a stimulus that is not normally painful).



Fusion-Positive, Advanced and Metastatic NSCLC 
(ALK, ROS1, RET, NTRK, NRG1) (3/3)
Presented by Shirish Gadgeel, MD

Emergence of NRG1
Fusion of NRG1, the ligand gene for HER family receptor tyrosine kinases, to the transmembrane domain of a fusion partner, leads to 
heterodimerization and increased HER signaling. Zenocutuzumab binds both HER2 and HER3 and represents the first therapeutic option for 
patients with NSCLC with an NRG1 fusion, having received FDA approval on December 4, 2024.

Other Approaches to Target Fusion-Positive NSCLC
ADCs (eg, datopotamab deruxtecan) have demonstrated high activity in the subset of patients with oncogenic drivers. Additionally, since 
oncogenic fusion proteins are distinct from self-proteins, vaccines may increase immunogenicity of fusion-positive NSCLC.
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Fusion-Positive, Advanced and Metastatic NSCLC (ALK, ROS1, 
RET, NTRK, NRG1) (1/2)

For patients with newly diagnosed NSCLC and an ALK fusion, approximately two-thirds of the experts have switched to lorlatinib due 
to the update from the CROWN study 
> First-line use of lorlatinib was supported by experts over concern that patients cannot be rescued with lorlatinib when administered in the 

second-line setting
> However, in addition to the AEs associated with lorlatinib, one of the experts mentioned that there are numerous drug interactions preventing 

the use of standard agents for other medical conditions (eg, anticoagulants for deep vein thrombosis)

The experts discussed their preferred initial approaches for other oncogenic 
fusions
> ROS1: Repotrectinib; some of the experts reported patients experiencing dizziness
> RET: Selpercatinib; one of the experts reported a patient experiencing chylous ascites
> NTRK: Both entrectinib and larotrectinib

One of the experts warned that the tumor content requirement can be different for 
DNA vs RNA testing, and that testing results may not clearly show when the tumor 
content was below the threshold for RNA testing

Dr Gadgeel:
I think survivorship is going to become an 
issue with stage IV patients whose disease 
persists. They’re doing well, but face a lot of 
challenges, both physical and psychological.

“ “



Fusion-Positive, Advanced and Metastatic NSCLC (ALK, ROS1, 
RET, NTRK, NRG1) (2/2)

Given the longer survival in lung cancer made possible by immunotherapy and targeted therapy, the experts think that cancer 
survivorship will be an important issue to address
> It was thought by the experts that internists in the community, and even some in academia, are not aware that there are patients with lung 

cancer who will live for 3 to 5 years or be cured
> These patients will still need to manage comorbidities, such as cardiac disease and hypertension
> Additionally, they may have autoimmune diseases with atypical presentations (eg, type I diabetes at 70 years of age)



Small Cell Lung Cancer: 
Limited- to Extensive-
Stage Disease



General Challenges in SCLC
Patients with SCLC tend to have very 
symptomatic disease and may need to receive 
the first cycle of chemotherapy in the hospital. It 
is important to know that the average patient 
with SCLC therefore has a lower PS than the 
patients who enroll on clinical trials for SCLC.

Limited-Stage SCLC
Recently, phase III trials have evaluated the 
incorporation of immunotherapy for patients 
with limited-stage SCLC. The ADRIATIC trial 
enrolled patients with a PS of 0 or 1 and a 
response or stable disease after 
chemoradiation therapy. In this study, 
consolidation durvalumab demonstrated 
superior OS and PFS compared with placebo. 
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Small Cell Lung Cancer: Limited- to Extensive-Stage Disease (2/2)
Presented by Helen Ross, MD

Limited-Stage SCLC (cont.)
The NRG-LU005 trial also enrolled patients with limited-stage SCLC, but randomized patients prior to chemoradiation therapy and studied the 
addition of atezolizumab concurrently to chemoradiation. The study endpoints were not met; correlative studies, including immunophenotyping, 
are in progress to determine which patient or disease characteristics are associated with benefit from this therapeutic approach.

Extensive-Stage SCLC
For patients with newly diagnosed, extensive-stage SCLC, immunotherapy plus chemotherapy is the standard of care, on the basis of the 
IMpower133 and CASPIAN trials. As in other settings, a key question remains regarding the optimal duration of immunotherapy following the 
induction phase.

New Therapies for SCLC
Multiple new classes of therapies are under investigation in SCLC, with the bispecific DLL3 × CD3 antibody tarlatamab recently approved for 
patients with relapsed/refractory SCLC. ADCs are in development with novel therapeutic targets, namely B7-H3 and SEZ6. Additionally, the 
S2409 PRISM trial will administer biomarker-directed therapy on the basis of the patient's SCLC profile.
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Small Cell Lung Cancer: Limited- to Extensive-Stage Disease

For patients with relapsed SCLC, the experts generally view re-challenge possible if at least 6 months have passed since treatment. They 
also described finding cases of isolated progression in a lymph node, which can be treated locally without resuming systemic therapy

Despite the CRS associated with tarlatamab, expert opinion is that the direct engagement of the immune system with this agent provides a 
real chance for long-term survival. The experts also discussed the use of tarlatamab in their practices and how to manage CRS
> Patients are admitted to the hospital for the first 2 doses; however, the exact arrangement can be complicated due to conditions that need to be 

met for reimbursement
> Expert opinion is that grading of CRS may understate the severity, as grade 2 CRS may require admission to the intensive care unit
> The experts inquired if prophylactic approaches such as tocilizumab may spare patients of CRS while leaving efficacy intact

It is not known why the NRG-LU005 study failed to meet its endpoint; the experts think 
that more investigation of concurrent immunotherapy with chemoradiation therapy 
will be necessary, along with extensive immune monitoring and analysis, to 
understand how best to integrate these modalities

Although data have yet to be presented from the phase III IMforte trial of maintenance 
lurbinectedin plus atezolizumab, the experts think this study has the potential to 
change practice

Expert opinion is that SEZ6, like DLL3, has specific expression ideal for use in SCLC. 
Hematologic toxicities seen with ADCs might be mitigated with dose reduction or G-CSF

Expert opinion is that it would be beneficial for clinical trials of SCLC to include a 
cohort of nonclassical SCLC; this would allow inclusion of patients with EGFR-
mutated NSCLC and histologic transformation

Dr Ross:
I think we have to do extensive immune 
monitoring and analysis to figure out what’s 
the story [with immunotherapy and 
chemoradiation in limited-stage SCLC].

“ “



Future Paradigms in 
Lung Cancer



Approaches for Stage I NSCLC
Even in patients with stage IA NSCLC, the 
long-term survival is only approximately 65%, 
indicating that a subset of patients will benefit 
from adjuvant therapy in addition to surgery. A 
14-gene array has been developed to identify 
the high-risk patients who should receive 
adjuvant therapy, along with low-risk patients 
who are likely to be cured with surgery alone. 
The key to this approach is to administer the 
adjuvant therapy immediately, as current ctDNA 
assays would not provide sufficient advance 
warning of disease recurrence. The focus on 
stage I disease is warranted given the 
increased efforts in lung cancer screening, 
which will detect lung cancers in earlier stages.

Future Paradigms in Lung Cancer (1/2)
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Tumor Treating Fields
Tumor treating fields (TTFs) are delivered by a wearable device and are thought to interfere with dividing cancer cells. This approach has been 
approved for patients with previously treated NSCLC and is being investigated in earlier lines of therapy, as well as in patients with localized 
disease.
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Future Paradigms in Lung Cancer

Expert opinion is that TTFs should be explored in the neoadjuvant setting; this could involve assessing the pCR rate in 50 to 60
patients receiving neoadjuvant immunotherapy plus chemotherapy along with TTFs 

The surgery expert stated that while approximately 60% of patients with stage IA NSCLC are cured with local therapy alone, the 
remaining patients will require additional therapy; development of reliable molecular diagnostic tests will be important to identify 
these patients

It was thought by the experts that radiopharmaceuticals might be explored for SCLC, as this modality is used in other neuroendocrine 
tumors; however, this would have to account for differences in SCLC biology vs other neuroendocrine tumors (eg, low expression of 
SSTR2)

Dr Jablons:
[Even some] patients with stage IA NSCLC, 
the earliest stage, node-negative confirmed, 
need your help.

“ “
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