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Learning objectives

After watching the touchROUNDTABLE activity, you should should be better able to:

✓ Discuss the complex landscape of biomarker testing for NSCLC in the advanced setting 

✓ Describe the recently-published near-global consensus statements on diagnostic best practice in METex14 
skipping NSCLC

✓ Discuss how optimizing testing and diagnosis can aid treatment decisions, improve patient selection, 
and benefit patients through early initiation of targeted therapy

✓ Provide an overview of the current treatment landscape in METex14 skipping NSCLC, and discuss the 
challenges oncologists and pathologists face in its diagnosis and management
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recent ATORG, MEAR and EU/US consensus recommendations
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Christian Rolfo 
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Mervat Mahrous (MEAR) 

Umberto Malapelle (EU/US) 

DISCUSSION All faculty

5 mins
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Christian Rolfo5 mins2 mins

3 Current treatment options for METex14 skipping NSCLC Christian Rolfo5 mins

4
DISCUSSION: Challenges / considerations with METex14 skipping testing, current 

best practice, impact of consensus recommendations, future directions
All faculty 25 mins



What are oncogenic driver mutations in NSCLC?
• NSCLC is a heterogeneous disease that can be 

broadly categorized by the presence or absence 
of specific oncogenic driver mutations1

• These are present in ~60% of lung 
adenocarcinoma cases, and define several 
molecular subtypes of NSCLC1

• Key drivers include KRAS, EGFR, ALK, and MET2,3

• Specifically, NSCLC with a METex14 skipping 
mutation is considered an extremely aggressive 
subtype with a poor prognosis2

*Blue values represent global estimates, purple values (where presented and where data are available) represent estimates for an Asian population.
ALK, Anaplastic lymphoma kinase; BRAF, v-raf murine sarcoma viral oncogene homolog B; EGFR, Epidermal growth factor receptor; HER2, Human epidermal growth factor 2; KRAS, Kirsten rat 
sarcoma; MET, mesenchymal epithelial transition gene; NSCLC, non-small cell lung cancer.
1. Malapelle U, et al. Br J Cancer. 2024;131:212–219; 2. Mahrous M, et al. Cureus. 2023;15:e41992; 3. Chevallier M, et al. World J Clin Oncol. 2021; 12:217–237; 
4. Ahn M-J, et al. Clin Lung Cancer. 2022;23:670–685; 5. Friedlander A, et al. Biomarker Res. 2024;12: https://doi.org/10.1186/s40364-024-00566-0.

Incidence of oncogenic drivers in NSCLC3–5*

Global Asian 
population

KRAS 29% 11%

EGFR 19% 50%

MET 3% 2%

BRAF 5%

ALK 3%

HER2 3%



Why is it important to identify them?
• Targeted therapies matched to their oncogenic drivers are 

associated with improved survival and quality of life, and are 
recommended by various clinical guidelines including ESMO, 
ASCO, and NCCN1

o Specifically, targeted METex14 skipping treatments (TKIs) 

have shown response rates of 25–68%, with up to three-fold 

improvements in median OS2 

• However, while NGS enables many driver mutations to be 
tested simultaneously, there still remain challenges to 
implementation and reporting of molecular testing1

ASCO, American Society of Clinical Oncology; ESMO, European Society for Medical Oncology; NCCN, National Comprehensive Cancer Network; NGS, next-generation sequencing.
1. Malapelle U, et al. Br J Cancer. 2024;131:212–219; 2. Chevallier M, et al. World J Clin Oncol. 2021; 12:217–237.



Current best practice for METex14 skipping 
NSCLC diagnostic testing
• Recently, three publications have provided near-global consensus/expert panel 

recommendations for METex14 skipping NSCLC diagnostic approaches1-3

1. Ahn M-J, et al. Clin Lung Cancer. 2022;23:670–685; 2. Mahrous M, et al. Cureus. 2023;15:e41992; 3. Malapelle U, et al. Br J Cancer. 2024;131:212–219.

Ahn M-J, et al. Clin Lung Cancer. 2022;23:670–685 Mahrous M, et al. Cureus. 2023;15:e41992

Malapelle U, et al. Br J Cancer. 2024;131:212–219



ATORG: MET-specific Expert Consensus Statements (2022)

1L, first line; 2L, second line; APAC, Asia-Pacific; ATORG, Asian Thoracic Oncology Research Group.
1. Ahn M-J, et al. Clin Lung Cancer. 2022;23:670–685.

Testing for METex14 skipping 
with advanced NSCLC is 

recommended. Currently, 
optimal testing methods are not 
prescribed and should be based 

on availability, disease status, and 
patient characteristics

Tepotinib and capmatinib (+ 
savolitinib in China) can be 

considered 1L or 2L treatment in 
metastatic NSCLC with METex14 

skipping mutations

Testing for METex14 skipping is 
preferred within multi-gene 

panels for detecting targetable 
driver mutations in NSCLC

Diagnostic challenges associated 
with MET testing include the lack 

of standardization, no national 
funded programs, and choice of 

tests based on local test 
availability

Given the reported clinical benefits of MET 
inhibitors in patients with NSCLC and 

METex14 skipping, improving awareness 
and access to these targeted treatments is 

warranted in the APAC region



Middle East, Africa, Russia: Consensus Recommendations (2023)

ECOG PS, Eastern Cooperative Oncology Group Performance Status; PD-L1, programmed death-ligand 1; SCC, squamous cell carcinoma; TKI, tyrosine kinase inhibitor
1. Mahrous M, et al. Cureus. 2023;15:e41992. 

• All patients with confirmed NSCLC (stage IIIb-IV) should undergo molecular testing before initiating 
systemic therapy

Initial Workup

• NGS molecular testing (full panel including KRAS, EGFR, PD-L1, METex14 skipping) is recommended for 
all patients with adenocarcinoma, large cell carcinoma, NSCLC not otherwise specified, and select SCC

• Relative preference is for RNA-based testing vs DNA-based testing

• Tissue-based NGS is recommended for all patients with an adequate biopsy, whereas liquid biopsy is 
recommended only when this is not available (and should be performed prior to treatment)

Molecular 
Testing

• Patients with METex14 skipping mutations and ECOG PS ≤2 should receive 1L oral MET-specific TKI 
therapy (tepotinib, capmatinib); crizotinib or platinum chemotherapy may be an alternative if these 
are unavailable 

• 2L treatment options for patients with adenocarcinoma, large-cell carcinoma, and NSCLC (not 
otherwise specified) are pembrolizumab or pemetrexed (+ platinum-based therapy) 

• Best supportive care is only recommended for patients with ECOG PS 3–4, multiple comorbidities, and 
decompensated organ function

Treatment



Oncologists to select most appropriate 
treatment based on NGS report in 
consultation with MTB if needed

Assays should be considered in line 
with the minimal number of 
actionable genes/alterations

Descriptors to enhance clarity and 
highlight key information is 

recommended, as is communication 
between Pathologist and Oncologist 

Pathologists/Molecular Pathologists 
should issue report to ensure 

appropriate clinical interpretation

Turnaround time can be a barrier, 
develop SOPs and use reflex testing to 

reduce time

Europe/US: NGS Reporting Consensus Recommendations (2024)

• Focussed on best practice recommendations for 
NGS reporting in NSCLC – one of the key 
barriers to successful implementation of 
molecular testing

• These complement existing guidelines / 
recommendations on the use of NGS and 
appropriately-targeted NSCLC therapies (e.g., 
ESMO, ASCO, NCCN)

• Overall aim: to ensure the most appropriate 
treatment options are selected based on robust 
molecular profiles in well-defined reports

DNA, deoxyribonucleic acid; MTB, molecular tumor board; RNA, ribonucleic acid; SOP, standard operating 
procedure.
1. Malapelle U, et al. Br J Cancer. 2024;131:212–219.

NGS request
Clinician/Pathologist 

(reflex testing if possible)

NGS assay
Assay determined by sample type (RNA/DNA 
tissue/liquid), quality and required coverage

Annotation/Communication
Annotation by Pathologist/Molecular Biologist

Report/Discussion
Discussion by Molecular Tumor Board and/or 

Clinician/Pathologist

Clinical Decision
Medical Oncologist

Adapted with permission from 
Malapelle U, et al. Br J Cancer. 2024;131:212–219

Best practice recommendationsCurrent approach



What treatments are available for METex14 
skipping NSCLC?1,2*

ORR, overall response rate
*Savolitinib is also available in China/Hong Kong.3 
1. Capmatinib. Highlights of prescribing information. Available at https://www.novartis.com/us-en/sites/novartis_us/files/tabrecta.pdf; 2. Tepotinib. Highlights of prescribing information. Available 
at https://www.emdserono.com/us-en/pi/tepmetko-pi.pdf; 3. Ahn M-J, et al. Clin Lung Cancer. 2022;23:670–685.

Capmatinib1 Tepotinib2

ORR2 
57% (treatment-naïve)

45% (previously treated)

VISION study

ORR1 
68% (treatment-naïve)

44% (previously treated)

GEOMETRY mono-1 study

Capmatinib Tepotinib

https://www.novartis.com/us-en/sites/novartis_us/files/tabrecta.pdf
https://www.emdserono.com/us-en/pi/tepmetko-pi.pdf


GROUP DISCUSSION

13

Key considerations for METex14 skipping NSCLC testing

What are key considerations for NGS?

Multiplex gene panel testing is important, 
to identify different mutations and isolate 

the driving mutation

Equally, covering the appropriate range of 
mutations for a single-gene test is 

important, as there can be multiple causes 
of METex14 skipping

What are the differences between 
liquid and tissue biopsies?

Both are recommended for testing, 
though tissues tests (i.e., RNA) are 
preferred if available, and ctDNA 

liquid NGS tests if not

What are the key considerations for 
testing and treatment sequencing?

Early testing (reflex, ideally) is 
recommended

Always recommended to follow 
national/international testing and 

treatment guidelines

What is the difference between 
DNA- and RNA-based assays?

RNA testing is preferred over 
DNA due to better 

sensitivity/detection rates and 
ease of interpretation 

(though DNA can be used if 
RNA is unavailable or as an 

external service)

What is meant by a ‘complementary 
approach’?

Testing of both RNA/DNA using both 
tissue/liquid biopsy samples to provide the 

most comprehensive molecular picture of the 
tumor – though reimbursement could be a 

barrier to this approach
ctDNA, circulating tumor DNA.



How will standardized consensus recommendations for METex14 
skipping NSCLC impact clinical practice and benefit patients?

1. Malapelle U, et al. Br J Cancer. 2024;131:212–219. 14

Consensus Recommendations

Targeted treatment

Earlier identification of 
NSCLC

Patient benefits
Early initiation of targeted treatment 

Treatment targeted to oncogenic drivers
Improved survival and quality of life1



GROUP DISCUSSION
Diagnostic challenges for METex14 skipping NSCLC

An accurate/early diagnosis requires 
good tissue fixing/preservation for 

comprehensive molecular testing – what 
if these are not available?

A complementary approach using both 
tissue (if available) and liquid ctDNA 

testing would be the preferred strategy, 
though liquid alone is an option

DNA testing can also be performed on 
older tissue samples, due to less 

degradation vs RNA

What is best reporting practice?

Simple and quick reporting is key 
(e.g., <14 days; highlighting 

METex14 skipping first, before 
details on specific mutations)

Report complementary findings 
(DNA/RNA, tissue/liquid)

Additional important details include 
relevant treatment class for the 
mutation, relative dominance (if 

more than one mutation is 
identified), type of tissue sample and 

the genes tested

Reflex testing and quick reporting 
would be the ideal approach

What are the differences between METex14 
skipping, EGFR mutations, and ALK fusions?

METex14 skipping NSCLC is an aggressive form of 
the disease – with targeted treatments durable 

responses can be achieved, though targeted 
treatments with ALK fusion and EGFR can achieve 

even better survival and response outcomes

In NSCLC, EGFR is the most common oncogenic 
driver of the three, especially in Asian populations



GROUP DISCUSSION
How do you see the diagnosis and management of METex14 

skipping NSCLC evolving in the future? 

How might oncogenic driver testing be 
integrated in these settings – what 

would be clear/concise best practice 
options?

Initiate testing as early as possible, 
ideally in the adjuvant/neoadjuvant 

setting

Reflex testing in all patients with NSCLC, 
using a comprehensive gene panel 
(NGS), a  complementary approach 

(tissue/liquid) and providing a simple 
and clear report of the results

What is the future direction of 
oncogenic driver testing?

Tailoring of treatment to specific 
oncogenic driver mutations – e.g., 
METex14 skipping, overexpression, 

and/or fusion proteins 

Adjustment and tailoring of 
strategies for different resistant 

mechanisms

“Testing, testing, testing is the key message for the future”



This activity is sponsored by:

This activity has been funded by Merck. This activity is provided by Touch Medical Communications (TMC) for 
touchONCOLOGY.

TMC activities are developed in conjunction with expert faculty. 

Unapproved products or unapproved uses of approved products may be discussed by the faculty; these 
situations may reflect the approval status in one or more jurisdictions. The presenting faculty have been 
advised by TMC to ensure that they disclose any such references made to unlabelled or unapproved use. No 
endorsement by TMC of any unapproved products or unapproved uses is either made or implied by mention 
of these products or uses in TMC activities. TMC accepts no responsibility for errors or omissions.
The views and opinions expressed are those of the faculty and do not necessarily reflect those of any sponsor.
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