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Meeting Snapshot

DATE: 
November 4–5, 2022

PANEL: Key experts in 
lung cancer
> 10 from US
> 1 from Canada

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

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
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Meeting Agenda – Day 1
Time Topic Speaker/Moderator

2.30 PM – 2.35 PM Welcome and Introductions Corey Langer, MD, FACP 

2.35 PM – 2.55 PM
Prognostic and Predictive Biomarkers in Non-small Cell Lung Cancer (NSCLC): Pathologic 
Implications, Clinical and Research Relevance Ignacio Wistuba, MD 

2.55 PM – 3.25 PM
Discussion: Prognostic and Predictive Biomarkers in Non-small Cell Lung Cancer (NSCLC) –
Pathologic Implications, Clinical and Research Relevance All

3.25 PM – 3.40 PM Immunotherapy in Unresectable Stage III NSCLC Fred Hirsch, MD, PhD

3.40 PM – 4.00 PM Discussion: Immunotherapy in Unresectable Stage III NSCLC All

4.00 PM – 4.10 PM EGFR (Less Common Mutations, Including Exon 20 Insertions) Natasha Leighl, MD

4.10 PM – 4.20 PM Discussion: EGFR (Less Common Mutations, Including Exon 20 Insertions) All

4.20 PM – 4.30 PM Break All

4.30 PM – 4.45 PM Therapeutic Landscape for Fusion-Positive NSCLC (ALK, ROS1, NTRK, RET) Shirish Gadgeel, MD 

4.45 PM – 5.15 PM Discussion: Therapeutic Landscape for Fusion-Positive NSCLC (ALK, ROS1, NTRK, RET) All

5.15 PM – 5.30 PM Inhibiting Oncogenic Mutations: Overcoming Mutant KRAS, HER2, MET, and BRAF Paul Paik, MD 

5.30 PM – 6.00 PM Discussion: Inhibiting Oncogenic Mutations – Overcoming Mutant KRAS, HER2, MET, and BRAF All

6.00 PM – 6.10 PM Promising New Targets/Agents in Lung Cancer: ADCs and Beyond Martin Edelman, MD 

6.10 PM – 6.30 PM Discussion: Promising New Targets/Agents in Lung Cancer – ADCs and Beyond All

6.30 PM Adjourn Corey Langer, MD, FACP 



Meeting Agenda – Day 2 
Time Topic Speaker/Moderator

8.00 AM – 8.05 AM Review Agenda and Framework for Day 2 Corey Langer, MD, FACP 

8.05 AM – 8.20 AM Perioperative Immunotherapy in Early NSCLC Jamie Chaft, MD 

8.20 AM – 9.00 AM Discussion: Perioperative Immunotherapy in Early NSCLC All

9.00 AM – 9.10 AM New Directions for EGFR-Mutated NSCLC Antoinette Wozniak, MD

9.10 AM – 9.30 AM Discussion: New Directions for EGFR-Mutated NSCLC All

9.30 AM – 9.45 AM First-Line Immunotherapy in Metastatic NSCLC: Single Agent or Combination? Roy Herbst, MD, PhD 

9.45 AM – 10.20 AM Discussion: First-Line Immunotherapy in Metastatic NSCLC – Single Agent or Combination? All

10.20 AM – 10.30 AM Break All

10.30 AM – 10.40 AM New Directions for Second-Line Therapy Natasha Leighl, MD

10.40 AM – 11.00 AM Discussion: New Directions for Second-Line Therapy All

11.00 AM – 11.20 AM Emergence of Immunotherapy and New Agents in SCLC Paul Bunn, MD, FASCO 

11.20 AM – 12.00 PM Discussion: Emergence of Immunotherapy and New Agents in SCLC All

12.00 PM Conclusions and Adjourn Corey Langer, MD, FACP 



Summaries of Faculty 
Presentations



> The expanding application of new therapies 
to earlier stages of disease and the 
development of new therapeutic modalities 
in lung cancer has only increased the 
demands on pathologists for molecular 
testing

> One area of challenge regarding 
neoadjuvant applications is the collection of 
sufficient biopsy material for genetic testing 
and PD-L1 evaluation

> Additionally, for patients with resectable 
disease who receive neoadjuvant/adjuvant 
immunotherapy, more-sensitive approaches 
will be needed for therapeutic decision-
making and to monitor disease

> For the growing number of antibody-based 
therapeutics in development, adding 
multiple conventional IHC-based tests will 
not be feasible due to demand for tissue; 
other approaches, such as multiplex assays 
and/or RNA-based approaches, will need to 
be explored

Prognostic and Predictive Biomarkers in Non-small Cell Lung 
Cancer 
Presented by Ignacio Wistuba, MD



> For patients with resectable, EGFR
mutation-positive NSCLC, adjuvant 
osimertinib was approved by the US Food 
and Drug Administration (FDA) in 
December 2020 on the basis of the phase 
III ADAURA trial comparing osimertinib with 
placebo

> Updated results were presented in 
2022 (ESMO 2022, Abstract LBA47); 
the primary endpoint of DFS in 
patients with stage II/IIIA disease was 
65.8 months with osimertinib and 21.9 
months with placebo (HR, 0.23; 95% 
CI, 0.18–0.30)

New Directions for EGFR-Mutated NSCLC (1/2) 
Presented by Antoinette Wozniak, MD, FACP, FASCO



New Directions for EGFR-Mutated NSCLC (2/2) 
Presented by Antoinette Wozniak, MD, FACP, FASCO

> For patients with metastatic, EGFR mutation-positive disease, a major focus 
of research is the management of patients whose disease progresses on or 
after first-line osimertinib

> MET signaling represents a focus of several clinical trials, with TKIs 
(eg, tepotinib, savolitinib), bispecific agents (eg, amivantamab), and 
ADCs (eg, telisotuzumab vedotin) being combined with EGFR TKIs

> Other targets are being explored in patients previously treated with 
osimertinib, including HER3 (eg, patritumab deruxtecan)

> New EGFR TKIs are being developed with activity against the EGFR
C797S mutation (eg, BLU-701, BLU-945)



> For patients with EGFR exon 20 insertion 
mutations, amivantamab and mobocertinib 
are approved for patients whose disease 
has progressed on or after platinum-based 
chemotherapy. Phase III trials are currently 
ongoing to evaluate these agents in the 
first-line setting

> PAPILLON: Platinum-based 
chemotherapy with or without 
amivantamab (NCT04538664)

> EXCLAIM-2: Mobocertinib vs 
platinum-based chemotherapy 
(NCT04129502)

> Additional agents are in development for 
patients with EGFR exon 20 mutations, 
including CLN-081, sunvozertinib, and BLU-
451

> As with other oncogenic drivers, 
mechanisms of resistance to therapy are 
being elucidated, including secondary 
EGFR mutations, MET amplification, and 
histologic transformation

EGFR (Less Common Mutations, Including Exon 20 Insertions) 
Presented by Natasha Leighl, MD, FRCPC, FASCO



> For the detection of oncogenic fusions, 
RNA-based testing remains an important 
approach

> There are at least 2 approved agents for 4 
of the oncogenic fusions

> ALK (approved: alectinib, brigatinib, 
lorlatinib)

> Updated results from the 
CROWN trial were presented in 
2022: 3-year PFS with lorlatinib 
vs crizotinib (63.5% vs 18.9%; 
HR, 0.27 [95% CI, 0.184–
0.388]) (AACR 2022, Abstract 
CT223)

> ROS1 (approved: entrectinib, 
crizotinib)

> Investigational: repotrectinib, 
NVL-520

> NTRK (approved: larotrectinib, 
entrectinib)

> RET (approved: selpercatinib, 
pralsetinib)

> Investigational: TPX-0046, 
BOS172738, LOXO-260

Therapeutic Landscape for Fusion-Positive NSCLC 
(ALK, ROS1, NTRK, RET) (1/2)
Presented by Shirish Gadgeel, MD



Therapeutic Landscape for Fusion-Positive NSCLC 
(ALK, ROS1, NTRK, RET) (2/2)
Presented by Shirish Gadgeel, MD

> An emerging oncogenic fusion involves the NRG1 gene, which codes for a 
growth factor, and a fusion partner that contributes a transmembrane 
domain. This fusion protein is tethered to the cell membrane, with the NRG1 
growth factor moiety held in close proximity to HER3, leading to 
downstream signaling

> Therapeutic approaches under investigation include antibodies 
targeting HER3, such as seribantumab and zenocutuzumab



> Over the past year, phase III data on 
sotorasib have been presented, and the 
anti-HER2 ADC trastuzumab received 
approval from the FDA for patients with 
HER2 mutation-positive NSCLC and prior 
systemic therapy

Inhibiting Oncogenic Mutations: Overcoming Mutant KRAS, 
HER2, MET, and BRAF (1/2)
Presented by Paul Paik, MD



Inhibiting Oncogenic Mutations: Overcoming Mutant KRAS, 
HER2, MET, and BRAF (2/2)
Presented by Paul Paik, MD

> Approved therapy is available for the following oncogenic mutations
> KRAS G12C (approved: sotorasib)

> Accelerated approval was granted to sotorasib in 2021 on the basis of the 
phase I/II CodeBreaK 100 trial. Recently, the phase III CodeBreaK 200 trial 
was presented, which compared sotorasib with docetaxel in patients with 
KRAS G12C mutation-positive NSCLC and prior platinum-based chemotherapy 
and immunotherapy (ESMO 2022, Abstract LBA10). The primary endpoint of 
PFS was superior with sotorasib (5.6 months vs 4.5 months; HR, 0.66; P = 
.002); no difference was observed for OS (HR, 1.01; P = .53)

> Investigational: adagrasib (in FDA review), GDC-6036, JNJ-74699157, D-1553
> HER2 (approved: trastuzumab deruxtecan)

> The FDA granted accelerated approval to trastuzumab deruxtecan in August  
2022 for patients with HER2 mutation-positive NSCLC who have received prior 
systemic therapy. This approval was supported by data from the DESTINY-
Lung02 study (ESMO 2022, Abstract LBA55), which established the dosing 
regimen of 5.4 mg/kg, every 3 weeks

> MET exon 14 (approved: capmatinib, tepotinib)
> Investigational: amivantamab

> BRAF V600E (approved: dabrafenib-trametinib)



> Several ADCs are in development in lung 
cancer, with the first approval in lung cancer 
being granted to trastuzumab deruxtecan 
for patients with HER2 mutation-positive 
NSCLC. ADCs to other therapeutic targets 
are being evaluated

> B7-H3: DS-7300
> CEACAM5: tusamitamab ravtansine
> HER2: patritumab deruxtecan
> TROP2: datopotamab deruxtecan, 

sacituzumab govitecan

> Cellular therapy has also been explored, 
including gavocabtagene autoleucel, an 
autologous T-cell–based therapy targeting 
mesothelin

Promising New Targets/Agents in Lung Cancer: 
ADCs and Beyond 
Presented by Martin Edelman, MD



> A major recent advance in the treatment of 
patients with resectable NSCLC is the 
establishment of perioperative 
immunotherapy-based regimens. Currently, 
there are both neoadjuvant and adjuvant 
approaches approved, with several trials 
ongoing

Perioperative Immunotherapy in Early NSCLC (1/2) 
Presented by Jamie Chaft, MD



Perioperative Immunotherapy in Early NSCLC (2/2) 
Presented by Jamie Chaft, MD

> The CheckMate 816 study yielded FDA approval in March 2022 for neoadjuvant nivolumab 
plus chemotherapy. Patients receiving immunotherapy plus chemotherapy achieved a 
higher rate of pathologic complete response (pCR) compared with chemotherapy alone 
(24% vs 2%; P <.001). The coprimary endpoint of event-free survival was also superior 
with the addition of nivolumab to neoadjuvant chemotherapy (31.5 months vs 20.8 months, 
respectively; HR, 0.63; P = .005)

> Adjuvant atezolizumab was approved by the FDA in 2021 for patients with stage II/IIIA 
disease and PD-L1 expression of at least 1%; in June 2022, European authorities 
approved this regimen for patients with PD-L1 expression of at least 50%. These approvals 
were based on the IMpower010 trial, which demonstrated superior DFS with adjuvant 
atezolizumab compared with placebo (HR, 0.66; P = .0039)

> PEARLS/KEYNOTE-091 compared adjuvant pembrolizumab with placebo in patients with 
completely resected, stage IB to IIIA NSCLC. DFS was superior in the overall cohort with 
pembrolizumab (53.6 months vs 42.0 months; HR, 0.76; P = .0014). In the subgroup of 
patients with PD-L1 expression of 50% or greater, however, the difference was not 
significant (HR, 0.82; P = .14). Data from this trial are in review with the FDA, with a 
decision expected by January 2023



> The PACIFIC trial defined the current standard of care 
of consolidation durvalumab for patients with 
unresectable stage III NSCLC who achieve at least 
stable disease after chemoradiation therapy (CRT)

> A 5-year update of the PACIFIC trial (J Clin 
Oncol. 2022;40:1301) has been published, 
continuing to show an OS advantage with 
consolidation durvalumab compared with 
placebo (47.5 months vs 29.1 months; HR, 0.72)

> Several trials are ongoing to build on the PACIFIC 
regimen, including administering immunotherapy 
concurrently with CRT or with combination 
consolidation regimens; some trials are incorporating 
both approaches

> Trials evaluating the addition of immunotherapy 
to CRT include PACIFIC-2, EA5181, CheckMate 
73L, KEYLYNK-012, and KEYVIBE-006

> Studies evaluating combination regimens in the 
consolidation setting include PACIFIC-9, 
CheckMate 73L, and KEYLYNK-012

Immunotherapy in Unresectable Stage III NSCLC 
Presented by Fred Hirsch, MD, PhD



> Multiple immunotherapy-based regimens 
are available for patients with newly 
diagnosed NSCLC

> Single-agent immunotherapy 
> Immunotherapy plus chemotherapy
> Immunotherapy doublet

First-Line Immunotherapy in Metastatic NSCLC: Single Agent or 
Combination? (1/2)
Presented by Roy Herbst, MD, PhD



First-Line Immunotherapy in Metastatic NSCLC: Single Agent or 
Combination? (2/2)
Presented by Roy Herbst, MD, PhD

> Single-agent immunotherapy 
> Pembrolizumab (PD-L1 ≥1%) (KEYNOTE-024/042)
> Atezolizumab (PD-L1 ≥50%) (IMpower110)
> Cemiplimab (PD-L1 ≥50%) (EMPOWER-Lung 1)

> Immunotherapy plus chemotherapy
> Pembrolizumab plus chemotherapy (KEYNOTE-189/407)
> Atezolizumab plus chemotherapy (IMpower130 [nonsquamous])
> Atezolizumab plus chemotherapy/bevacizumab (IMpower150 [nonsquamous])
> Cemiplimab plus chemotherapy (EMPOWER-Lung 3)
> Ipilimumab-nivolumab plus 2 cycles of chemotherapy (CheckMate 227)
> Durvalumab-tremelimumab plus chemotherapy (POSEIDON)

> Immunotherapy doublet
> Ipilimumab-nivolumab (CheckMate 227) (PD-L1 ≥1%)

> A continuing key area of need is to build on patient selection beyond PD-L1 expression 
levels and to develop approaches for patients whose tumors have innate resistance to 
immunotherapy



> The management of patients whose disease has 
progressed on immunotherapy and platinum-based 
chemotherapy remains a key unmet need, and several 
efforts are ongoing to improve on single-agent 
docetaxel

> One approach under investigation involves the addition 
of multikinase inhibitors with antiangiogenic activity, 
with several phase III trials ongoing

> Cabozantinib plus atezolizumab vs docetaxel 
(CONTACT-01; NCT04471428)

> Lenvatinib plus pembrolizumab vs lenvatinib 
monotherapy vs docetaxel (LEAP-008; 
NCT03976375)

> Sitravatinib plus nivolumab vs docetaxel 
(SAPPHIRE; NCT03906071)

> ADCs are also being investigated in previously treated 
patients; therapeutic targets include TROP2 and 
CEACAM5, with agents discussed previously in 
“Promising New Targets/Agents in Lung Cancer”

New Directions for Second-Line Therapy 
Presented by Natasha Leighl, MD, FRCPC, FASCO



> For patients with newly diagnosed, 
extended-stage small cell lung cancer (ES-
SCLC), the standard of care remains 
immunotherapy (atezolizumab or 
durvalumab) with chemotherapy, on the 
basis of the IMpower133 and CASPIAN 
trials

> Previous analyses of PD-L1 
expression levels and tumor 
mutational burden did not reveal a 
predictive role for these biomarkers 
for immunotherapy in SCLC

> Translational research has suggested 
that transcription factor profiles may 
predict which patients most benefit 
from the addition of immunotherapy to 
chemotherapy (Cancer Cell. 
2021;39:346)

Emergence of Immunotherapy and New Agents in SCLC (1/2) 
Presented by Paul Bunn, MD



Emergence of Immunotherapy and New Agents in SCLC (2/2) 
Presented by Paul Bunn, MD

> For subsequent lines of therapy, lurbinectedin and topotecan are FDA-approved options; 
several other alternatives are indicated in treatment guidelines, including taxanes and 
single-agent immunotherapy

> Trials are ongoing to evaluate new agents, including anti-DLL3 bispecific agents (eg, 
tarlatamab), anti–B7-H3 ADCs (eg, DS-7300)

> Other potential therapeutic targets in SCLC include LSD1 and PARP



Key Insights



Prognostic and Predictive Biomarkers in Non-small Cell Lung 
Cancer (1/2)

> Regarding collection of tissue and liquid biopsies, a wide range of practices are carried out at the experts’ institutions; while tissue is generally 
collected by default, approaches to simultaneous collection of a liquid biopsy vary due to a lack of standard procedures

> One of the experts has carried out research showing that doing both tissue and liquid biopsies actually lowers the cost of health care, since 
more patients will have an oncogenic driver identified and will receive a matched targeted therapy rather than immunotherapy that is 
ineffective in the context of certain oncogenic drivers

> The cost of testing was estimated by the experts to be 2% to 3% of drug cost, so avoiding an ineffective treatment would offset the 
expense of testing

> The experts discussed shortcomings of current molecular test reports
> It was noted by the experts that the nomenclature used to indicate molecular 

abnormalities is sometimes in a format used by molecular biologists, which is 
different from the format that oncologists use

> While the results of molecular tests may list potential therapies in order to be 
compliant with FDA regulations, one of the pathology experts objected to this 
practice, as recommendations coming from non-oncologists have contained 
errors or guidance that was not relevant to lung cancer (eg, olaparib as a level 1 
recommendation in lung cancer due to BRCA alterations)

Dr Leighl:
But we did a study where we actually did
both [tissue and liquid] at the same time, and 
we were actually able to show that because 
you are able to ascertain that more people 
can have targeted therapy when you use 
both, we ended up saving money on 
immunotherapy, and that offset the cost of 
the testing.

“ “



Prognostic and Predictive Biomarkers in Non-small Cell Lung 
Cancer (2/2)

> The experts also mentioned issues with accessing their patients’ molecular testing results, as these are not 
always contained in the patient’s EMR

> One of the experts related that results from external institutions are transmitted as hard copies, which must 
be scanned in order to access electronically

> Foundation Medicine was mentioned by the experts as being able to integrate testing results into patient 
records

> A related issue mentioned by the experts is that if a trial later opens for a new molecular marker, it can be 
challenging to search records to identify previous patients with the relevant genetic profile

> From the pathology perspective, biomarkers for antibody-based therapies will be a challenge to develop 
> One of the pathology experts stated that additional IHC-based approaches would require significant 

amounts of tissue
> With current approaches, expert opinion is that 1 or 2 additional IHC tests may be feasible, but adding 6 to 

7 IHC-based tests for ADC markers, for example, would not be possible
> Multiplex approaches may provide a way to conserve tissue, but this will require cooperation between 

companies
> Expert opinion is that RNA-based approaches using material from formalin-fixed paraffin-embedded 

(FFPE) tissue may provide an alternate way to develop biomarkers for antibodies

> The experts mentioned several ongoing trials at their institutions to use liquid biopsy to monitor response and 
adjust therapy (eg, add chemotherapy to immunotherapy if a response is not detected by plasma)



New Directions for EGFR-Mutated NSCLC
> With regard to testing of patients with early-stage disease, the experts’ institutions generally carry out broad NGS testing

> Expert opinion is that for patients with resectable, EGFR mutation-positive NSCLC, the universal application of 3 years of adjuvant osimertinib 
per the ADAURA trial is not optimal, as some patients may not need additional therapy after surgery. However, noting the drop in DFS rates 
between 3 and 4 years, the experts concluded that some patients may need more than 3 years of adjuvant treatment

> Given the plateau on the DFS curve in the placebo arm (suggesting ~40% of the patients in the overall cohort were cured), the experts 
recommended further development of ctDNA assessment to determine which patients truly require adjuvant osimertinib

> One of the experts would consider more frequent surveillance scans in patients who discontinue adjuvant osimertinib, such as every 4 
months for the first year

> The simultaneous administration of adjuvant chemotherapy, particularly if pemetrexed-based, with osimertinib was suggested by one of 
the experts, given the improved OS observed in the metastatic setting when an EGFR TKI was combined with chemotherapy

> The experts think treatment-related adverse events affect patients with early-stage disease more than those with metastatic disease, 
particularly given the extended time of adjuvant therapy

> In patients with metastatic disease that becomes refractory to EGFR TKIs, most of the 
experts would add chemotherapy to osimertinib; at least half of the experts have used 
the IMpower150 regimen

> One of the experts cautioned that a patient who has received osimertinib for an 
extended period (eg, 2–3 years) may not tolerate platinum doublet 
chemotherapy as well as a treatment-naive patient with stage IV disease

> In the event that MET amplification is revealed, expert opinion is that addition of 
a MET TKI or amivantamab would be a rational approach

> In patients with CNS metastases, the experts avoid the use of radiation therapy; the 
increased risk of radiation necrosis in the context of EGFR TKI therapy was cited as a 
factor

Dr Bunn:
So, I think we need to know 
who’s cured and who isn’t.  
Obviously, if I was a patient, at 3 
years I wouldn’t stop [adjuvant 
osimertinib].

“ “



EGFR (Less Common Mutations, Including Exon 20 Insertions)

> For first-line therapy of patients with an EGFR exon 20 insertion, the experts use chemotherapy
> The experts mentioned that they have limited experience treating patients with EGFR exon 20 insertions since the approvals of amivantamab 

and mobocertinib
> Most of the experts (3 of 4) who indicated a preference for an EGFR exon 20-targeted agent mentioned amivantamab, often related to 

familiarity from previous participation in clinical trials of the agent

> Major areas of future development mentioned by the experts for EGFR exon 20-
targeted agents include determining the best sequencing of agents, improving activity 
against CNS metastases, and further elucidating the different types of exon 20 
mutations (eg, near-loop vs far-loop insertions) and differential responses to therapy

Dr Leighl:
I think we do need to learn about 
sequencing. We need drugs with 
better CNS penetration, and I 
think they are on their way.

“ “



Therapeutic Landscape for Fusion-Positive NSCLC (ALK, 
ROS1, NTRK, RET) (1/2)

> The experts clarified that actionable molecular alterations in NSCLC refer to the alterations with approved agents, generally divided into 
mutations (EGFR [common and exon 20], BRAF V600E, KRAS G12C, HER2, MET exon 14) and fusions (ALK, ROS1, RET, NTRK) 

> In terms of molecular testing, one of the pathology experts recommended NGS with a hybrid capture approach, even if DNA-based. If the 
results are negative, then RNA-based testing can be pursued. Furthermore, FFPE biopsies are regarded by the pathology expert as being 
fairly stable, in contrast to fresh tissue, where RNA degradation is an issue

> Most of the experts reported that their institutions routinely include RNA-based testing, and include newer fusion partners, such as NRG1

> For initial therapy of patients with ALK-rearranged NSCLC, some of the experts (n = 3) 
who expressed a preference mentioned lorlatinib as the treatment of choice, 
representing a shift from former panels. This was driven by data on patients with CNS 
metastases and those with the variant 3 fusion 

> In terms of toxicity, particularly cognitive effects, the experts stated that dose 
reduction is effective, and that toxicity in the first-line CROWN trial was less than 
that seen in the second- and third-line trials

> The experts indicated that they rebiopsy patients with ALK-rearranged NSCLC 
upon disease progression; past rebiopsies have shown MET amplification and 
histologic transformation to SCLC

Dr Wistuba:
Go for an NGS with hybrid capture 
approach, even if it’s DNA. . . . And then 
you have a patient that you think is 
negative for everything, and you would 
like to explore further, then you can try 
to have an RNA fusion test.

“ “



Therapeutic Landscape for Fusion-Positive NSCLC (ALK, 
ROS1, NTRK, RET) (2/2)

> In patients with a ROS1 fusion, the experts generally use entrectinib as initial therapy, particularly if the patient 
has CNS metastases; however, entrectinib is associated with toxicity (eg, CNS effects, cardiac toxicity, Achilles 
tendinitis)

> For patients who progress on entrectinib or crizotinib, the main options pursued by the experts are clinical 
trials or lorlatinib

> For patients with a RET or NTRK fusion, the experts use TKIs as first-line therapy; these are considered by the 
experts as true oncogenic drivers, and the TKIs have a high response rate

> Among the experts, both selpercatinib and pralsetinib are used; certain adverse events were mentioned 
regarding pralsetinib, including blood count issues

> For patients with an oncogenic fusion and progressive disease, the experts generally use chemotherapy; 
however, if progression is slow, one of the experts mentioned sequencing targeted therapy if more than 1 agent 
is available



Inhibiting Oncogenic Mutations: Overcoming Mutant KRAS, 
HER2, MET, and BRAF (1/2)

> The experts cited a study that showed a continuing lack of molecular testing in community practice; while 80% of the patients were tested for 
at least 1 oncogenic driver, less than half were tested for 5 oncogenic drivers, and 10% of the patients were not tested at all

> KRAS
> Sotorasib is considered by the experts as the second-line standard of care for 

patients with NSCLC and a KRAS G12C mutation; some of the experts (n = 3) 
reported prescribing sotorasib in the first-line setting, although they did not 
describe the outcomes of this approach

> Regarding sotorasib vs adagrasib, the experts stated a need for additional data 
before differentiating the 2 agents in terms of both efficacy and safety

> One of the experts reported observing hepatic toxicity requiring steroids 
when sotorasib was administered to patients previously receiving 
chemotherapy-immunotherapy

> Expert opinion is that activity greater than that seen with current KRAS G12C 
inhibitors as monotherapy is needed for early-stage NSCLC

Dr Hirsch:
They presented an eye-opener at 
ASCO last year where less than 
50% of the patients were tested 
for 5 [driver mutations].

“ “



Inhibiting Oncogenic Mutations: Overcoming Mutant KRAS, 
HER2, MET, and BRAF (2/2)

> HER2
> Expert opinion is that trastuzumab deruxtecan has potential as first-line therapy in patients with NSCLC 

and a HER2 mutation

> MET
> In terms of MET as a therapeutic target, one of the experts explained that while high protein expression 

alone is not sufficient, protein expression is required along with the MET genetic alteration for a MET TKI to 
have activity

> Expert opinion is that high levels of MET gene amplification do indicate sensitivity of the tumor to MET TKI

> BRAF
> In patients with NSCLC and a BRAF V600E mutation, the experts use dabrafenib-trametinib in the first-line 

setting; however, dose reduction or intermittent dosing is needed to manage toxicity (eg, nausea/vomiting)
> For patients with non-V600E mutations, expert opinion is that chemotherapy with immunotherapy is still the 

standard of care



Promising New Targets/Agents in Lung Cancer: ADCs and 
Beyond
> Expert opinion is that ADCs have potential in lung cancer; however, an important first step is to beat docetaxel in phase III trials of previously 

treated patients
> One of the experts cautioned that immunotherapy lingering in the patient’s body may contribute to the improved performance of

docetaxel, which has implications for trials using docetaxel as a comparator
> The experts think biomarker development for ADCs is complicated because activity may be influenced by internalization as well as cell-

surface expression, and that tumor cells with no target expression may be killed due to the bystander effect, where the cytotoxic 
payload diffuses into neighboring cells

> In terms of combinations, there was little enthusiasm to add systemic chemotherapy to an ADC-based regimen, since ADC payloads are 
typically cytotoxic agents

> One of the pathology experts mentioned the need to identify a biomarker for anti-TIGIT 
antibodies; the ligand PVR was suggested as a possibility if TIGIT expression is not 
informative

> Expert opinion is that bispecific agents may be more successful than CAR T cells in 
lung cancer

> Patients with lung cancer who are able to receive cellular therapy are considered 
by the experts to be much more fit than the typical lung cancer patient, especially 
given the need for manufacturing time of CAR T cells and the aggressive nature 
of lung cancer

Dr Hirsch:
TIGIT has a ligand called PVR, 
and PVR could eventually be an 
important biomarker too . . .

“ “



Perioperative Immunotherapy in Early NSCLC (1/2)

> Regarding the decision between neoadjuvant and adjuvant immunotherapy, varying approaches were described by the experts; at some
institutions, the surgeon drives the decision, while in other cases, the decision is made at a tumor board

> One of the experts mentioned that data from China and the UK have shown that patient survival improved when a multidisciplinary 
tumor board was used to make treatment decisions

> There does not appear to be an exclusive focus on patients with stage IIIA disease for neoadjuvant therapy, as some of the experts reported 
that patients with stage II disease will be offered neoadjuvant treatment; however, surgery is favored as the initial intervention for patients with 
stage IB disease

> For patients with stage IIIA NSCLC and multistation N2 nodal disease, chemoradiation therapy (CRT) followed by consolidation 
durvalumab would be a strong consideration

> The neoadjuvant approach is gaining acceptance among surgeons and medical 
oncologists

> The experts reported that some surgeons actually welcome the emergence of 
neoadjuvant immunotherapy, given potential benefits such as the possibility of 
lung-sparing treatment after shrinkage of the primary tumor, or the rendering of 
patients as operable after neoadjuvant therapy

> From a medical oncologist perspective, one of the experts mentioned that an 
advantage of neoadjuvant immunotherapy is the ~50% reduction in the number 
of complex resections with neoadjuvant immunotherapy reported in CheckMate 
816

> For a patient who achieves a pCR and undergoes a complete resection with clearance 
of nodal disease, expert opinion is that this patient could return for follow-up every 6 
months for 2 years, then annually

Dr Edelman:
So, I think the area where neoadjuvant to 
me makes the most sense is somebody 
who’s PD-L1-positive, stage IIIA, and 
particularly—or where you’re planning a 
complex resection, particularly a right 
pneumonectomy or something.

“ “



Perioperative Immunotherapy in Early NSCLC (2/2)

> In terms of a histology-based difference in outcome after neoadjuvant immunotherapy, one of the experts stated 
that squamous tumors are inherently necrotic, so a greater degree of tumor cell kill is needed to make an 
observable difference in systemic disease control

> Expert opinion is that it can be a challenge to obtain sufficient tumor biopsy for molecular testing prior to surgery, 
which contrasts with the metastatic setting, where there has been much emphasis on collecting sufficient tissue

> FNA was mentioned as suitable provided there are enough cells to make a cell block
> Also, the liquid phase of the FNA was mentioned by experts as having 20× more ctDNA than the plasma 

from patients with metastatic lung cancer

> The experts stated the need to determine the best approach for patients who achieve less than a pCR after 
neoadjuvant immunotherapy with chemotherapy, as there is a lack of data to guide this decision 

> For patients with residual nodal disease, one of the experts refers them to radiation oncology
> Expert opinion is that additional chemotherapy will likely not be of benefit, since the patient had already 

received 3 cycles
> Some of the experts suggested adjuvant immunotherapy if the patient had achieved some tumor 

shrinkage, although this approach may have challenges with reimbursement, since the patient received 
immunotherapy in the neoadjuvant setting

> In the adjuvant setting, the US-based experts offer atezolizumab to patients with PD-L1 expression greater than 
1%, but more strongly recommend it to patients with PD-L1–high disease

> A need also mentioned by the experts is managing disease recurrence after perioperative immunotherapy, such 
as defining a disease-free interval compatible with rechallenge



Immunotherapy in Unresectable Stage III NSCLC

> The experts mentioned the need to determine which patients with unresectable stage III NSCLC truly require a year of consolidation 
durvalumab after CRT; unfortunately, current ctDNA-based approaches do not appear to be sensitive enough

> For patients with stage III disease that is PD-L1 negative, the experts would not withhold consolidation durvalumab; most would have a 
discussion of the data with the patient

> It was mentioned that PD-L1 testing results can be affected by tumor heterogeneity

> The experts would not offer consolidation immunotherapy after CRT in a patient with 
EGFR mutation-positive, stage III disease

> Although expert opinion is that trials for patients with oncogenic drivers are 
needed, there is some doubt about the potential to randomize a patient with 
ALK-rearranged NSCLC to consolidation immunotherapy

> One expert mentioned they would consider consolidation immunotherapy for 
patients with certain oncogenic drivers that do not appear to be detrimental to 
benefit from immunotherapy, such as KRAS or BRAF mutations

Dr Hirsch:
If 80% of your tumor is positive and you 
get your needle into the little area which 
is negative, this is a PD-L1 negative 
tumor, but biologically it is a positive 
tumor. So that might be a reason why 
PD-L1 negatives are responding to 
immunotherapy.

“ “



First-Line Immunotherapy in Metastatic NSCLC: Single Agent 
or Combination?
> For patients with newly diagnosed, stage IV NSCLC and PD-L1 expression of 50% or higher, without bulky or aggressive disease, the experts 

would recommend single-agent pembrolizumab
> This preference is generally driven by familiarity
> One of the experts indicated that even a 5% difference in pricing may influence choice; however, the expert from Canada mentioned 

that physicians there are so used to pembrolizumab that a price difference alone may not shift practice 

> For patients with PD-L1–negative disease, the most common approach mentioned by experts is chemotherapy with immunotherapy (eg, 
KEYNOTE-189/407)

> Currently, the experts do not use STK11/KEAP1 mutational status to make treatment 
decisions

> One of the pathology experts stressed the need to take combinations of biomarkers 
into account when using combination immunotherapy regimens 

> The experts discussed the trend toward moving infusions into a non-hospital setting
> This change was described as being initiated by payors
> Potential safety issues were mentioned by the experts, such as lack of familiarity 

of the drugs among the non-hospital staff

Dr Herbst:
For those that . . . have cold tumors, that 
have immune resistance for some other 
mechanism, we have to figure them out. 
That’s the only way we’re going to make 
the next progress. Adding these drugs 
together . . . is going to be very 
incremental, at best.

“ “



New Directions for Second-Line Therapy (1/2)

> The experts remarked on the number of phase III trials without biomarker selection
> Experts supporting the unselected approach pointed out that this may facilitate accrual in the community, and the trial can still be 

informative if there is a translational science component
> Conversely, some trials mandate biopsy and the presence of a marker in patients with progressing disease, which makes it extremely 

challenging to enroll patients, particularly if the marker is not frequently expressed in lung cancer
> One of the experts recommended allowing preregistration or making biopsy part of the trial, but the presence of the marker is not 

necessary for enrollment

> There was some concern among the experts on the outcome of phase III trials with 
docetaxel as a comparator, especially given the lack of OS benefit seen in CodeBreaK 
200

> There is typically a drop in response rates from those seen in single-arm, phase 
II studies

> Expert opinion is that the responders in phase II trials should be analyzed 
in an effort to improve the design of the subsequent phase III study

> Furthermore, as discussed previously, outcomes with docetaxel appear to be 
improving in the current era, making docetaxel a more challenging comparator. 
This may be due to additive effects of immunotherapy or the use of active 
therapy in subsequent lines after docetaxel

Dr Wozniak:
I think it would be good to study 
the responders before going to 
big trials.

“ “



New Directions for Second-Line Therapy (2/2)
> The experts mentioned unmet needs in the current inventory of clinical trials

> Patients with poor performance status (eg, PS 2), perhaps as a separate cohort, differentiating between 
PS 2 due to comorbidities vs PS 2 due to the cancer

> Approaches to target the tumor microenvironment

> In terms of clinical trial criteria, the experts stated a need to make the entry requirements more amenable to real-
world patients (eg, eliminate exclusion of patients with a single 1-mm CNS lesion)

> Expert opinion is that patients who are used to TKI therapy may find the adverse events with ADCs, particularly 
pneumonitis, difficult to tolerate



Emergence of Immunotherapy and New Agents in SCLC

> One of the pathology experts stated that many institutions use cytology-based samples for diagnosis, which works for molecular analysis of 
SCLC, but is not ideal for IHC-based biomarkers

> The experts discussed circulating tumor cells for biomarker tests; however, current approaches do not appear to be effective enough at 
collecting quantities sufficient for routine clinical practice in SCLC 

> The experts stated the need to identify the characteristics of the ~10% of patients with SCLC who achieve long-term survival with first-line 
immunotherapy-chemotherapy (eg, the “I” subset from analysis of IMpower133)

> In SCLC, expert opinion is that the tumor microenvironment needs to be further investigated
> Expert opinion is that the early progressors should also be studied and compared with the long-term responders

> In terms of the 3-month treatment-free interval as a benchmark in SCLC, one of the 
experts explained that the median PFS with platinum-etoposide is 5 months, meaning 
50% of the patients will progress within a month of finishing 4 cycles of chemotherapy. 
The 3-month time frame is to ensure that poor-risk patients are not overrepresented in 
subsequent lines of treatment

> The experts favor lurbinectedin in patients progressing on first-line therapy
> Other agents used by the experts include paclitaxel, docetaxel, gemcitabine, 

topotecan, temozolomide, and CAV
> Expert opinion is that DLL3 is a rational therapeutic target in SCLC
> None of the experts reported using trilaciclib to ameliorate chemotherapy-induced 

myelosuppression
> Regarding CRS from treatment with bispecific agents, the experts stated that patients 

are admitted to the hospital as part of the study and that CRS is not a major issue from 
dose 2 onward

Dr Langer:
We need to interrogate the 
original tissue [of long-term 
survivors] . . . look at what’s 
unique about their immune 
system that made them do so 
well.

“ “
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