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Aim: MET exon 14 (METex14) skipping occurs in 3–4% of non-small-cell lung cancer (NSCLC) cases. Low
frequency of this alteration necessitated open-label, single-arm trials to investigate MET inhibitors. Since
broad MET biomarker testing was only recently introduced in many countries, there is a lack of historical
real-world data from patients with METex14 skipping NSCLC receiving conventional therapies. Given
the rarity of this population and limitations of existing real-world data sources, the MOMENT registry
aims to prospectively collect uniform, comprehensive, high-quality data from patients with METex14
skipping advanced NSCLC treated in routine clinical practice, which can support clinical and regulatory
decision making. Patients & methods: MOMENT is a multinational, non-interventional disease registry
collecting data on patients with METex14 skipping advanced NSCLC receiving any systemic anticancer
therapy. Newly diagnosed patients and those already receiving treatment are eligible. Patients with
previous participation in a clinical trial can be included if they receive at least one subsequent therapy
line in a routine clinical setting. Eligible systemic treatment includes all available anticancer therapies
(approved, conditionally approved or provided through Early Access). Data collection includes biomarker
testing results, demographics, baseline clinical characteristics, treatment details and effectiveness, safety
information and imaging. Registry site inclusion is dependent on confirmation that local METex14
skipping detection methods are sufficient to confirm METex14 skipping status. MOMENT is currently active
at more than 60 sites across Europe and North America and approximately 700 patients are expected to
be enrolled within the next 4 years. The first patient was enrolled on 4 October 2022. After completion of
data collection, MOMENT data can be shared with external parties to conduct non-interventional studies.
Discussion/conclusion: The MOMENT registry collects comprehensive, high-quality real-world data from
patients with METex14 skipping advanced NSCLC receiving systemic anticancer treatment in a routine
clinical setting, to enable future studies informing regulatory decisions and optimal care for this rare
population.

Clinical Trial Registration: NCT05376891 (ClinicalTrials.gov); EUPAS47602 (EU PAS register no.)
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Plain language summary
What is the MOMENT Registry? The MOMENT registry is a multi-national, large-scale, disease registry
designed to gather high quality information on people with a rare type of advanced non-small-cell
lung cancer (NSCLC), called MET exon 14 (METex14) skipping, who have received any type of anticancer
treatment which affects the whole body.
Who can be included in this registry? People who have been newly diagnosed with METex14 skipping
advanced NSCLC and those who are already receiving treatment for the disease can be included. People
who have previously taken part in a clinical trial can be included, if they are due to receive further cancer
treatment in the clinic.
How many people are expected to be enrolled? The MOMENT registry includes people from cancer
treatment centers from over 60 locations across 14 countries in Europe and North America. The registry is
expected to enroll about 700 people in the next 4 years.
What type of data does the registry collect? The registry collects information on cancer biomarker test
results, the characteristics of people who develop METex14 skipping advanced NSCLC, the effectiveness of
the anticancer treatment that they receive and any side effects that they experience with these treatments.
Why is this registry needed? The high-quality data collected in the MOMENT registry will allow a better
understanding of METex14 skipping advanced NSCLC and the effectiveness of the anticancer treatment
that people receive. It will serve as a database for future analysis of this rare disease.

Shareable abstract: The ongoing MOMENT registry is collecting data from people with advanced non-
small-cell lung cancer harboring MET exon 14 skipping to enable future studies informing regulatory
decisions and optimal care for this rare patient population. #Lungcancer #Cancerpatients

First draft submitted: 8 August 2024; Accepted for publication: 17 December 2024; Published online:
21 January 2025
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Background
Mesenchymal–epithelial transition factor (MET) tyrosine kinase receptor exon 14 (METex14) skipping is a MET
alteration that leads to the dysregulation of MET signaling in 3–4% of patients with non-small-cell lung cancer
(NSCLC) [1,2]. Highly-selective MET inhibitors, such as tepotinib, capmatinib and savolitinib are a new class of
treatment targeting this alteration [3]. Due to the low frequency of this alteration and therefore the limited number
of patients, MET inhibitors have typically been investigated in open-label, single-arm trials [4–6].

Although MET inhibitors are currently available as treatment options for patients in routine clinical practice
around the world, MET biomarker testing has only recently been introduced, globally. Since 2021, treatment
guidelines such as the American Society of Clinical Oncology and Ontario Health (Cancer Care Ontario), NCCN
Clinical Practice Guidelines in Oncology (NCCN Guidelines R©) and the European Society for Medical Oncology
Clinical Practice Guidelines, began including recommendations for testing for METex14 skipping in patients with
NSCLC [7–9]. Therefore, there are currently limited historical data on METex14 skipping NSCLC in real-world
data (RWD) sources, and the characteristics, biomarker testing, treatment patterns and treatment outcomes of
these patients are not yet well-described in the published literature. High-quality RWD on patients with METex14
skipping NSCLC treated in routine clinical care are important to enable research that helps to better understand and
treat these patients. Such research may also help to contextualize and strengthen the results from single-arm clinical
trials. Most regulatory agencies consider RWD as complementary to clinical trial data for regulatory decisions.
Importantly, published guidelines highlight data quality as a key factor in determining their usability, especially for
regulatory purposes [10–12].

Previous descriptive studies of patients with METex14 skipping NSCLC using RWD have highlighted general
challenges to research in this population, such as suboptimal data quality and limited availability of oncology-specific
clinical parameters, which are not always recorded when using secondary data from routine clinical care settings [13,14]

(i.e., data that are not collected for specific research purposes) [15]. Primary RWD, which are prospectively and
systematically collected for research purposes, have the potential to deliver more comprehensive and higher quality
information from routine clinical care than is typically available in secondary RWD sources [15,16]. The collection
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of RWD can enable analyses that better inform clinical and regulatory decision making, including those relating to
indications that are rare or not yet well researched.

The objective of the ongoing Met nOn sMall cEll caNcer regisTry (MOMENT) registry, which applies primary
data collection, is to enable future analyses of uniform, comprehensive and high-quality data on patients with
METex14 skipping advanced NSCLC. MOMENT data are intended to allow better understanding of characteristics
and treatment outcomes of this rare patient population, and to adequately complement and strengthen existing
evidence from clinical trials.

Methods
Registry design
MOMENT (ClinicalTrials.gov identifier: NCT05376891; EU PAS register no.: EUPAS47602) is a multinational,
non-interventional disease registry that utilizes longitudinal follow-up to prospectively collect high-quality, stan-
dardized, and contemporaneous data on patients with METex14 skipping advanced NSCLC, who are receiving
any type of systemic anticancer therapy in routine clinical practice. The disease registry design applies available
recommendations from the European Medicines Agency (EMA) on disease registries and registry-based studies to
ensure collection of high-quality harmonized and standardized data with quantifiable quality indicators in terms
of completeness, accuracy, validity, consistency and integrity (EMA/426390/2021) [10]. The registry protocol was
developed in collaboration with physicians, principal investigators and regulatory agencies to incorporate input on
selection of core data elements and other registry design elements such as quality control measures. The registry
was designed to closely emulate interventional clinical trial data collection processes as far as possible without
imposing treatment decisions or patient follow-up requirements. For example, data are continuously and prospec-
tively checked for errors or omissions via automated system processes, and epidemiological and medical data are
reviewed at specified timepoints based on an Epidemiological and Medical Data Monitoring plan. Written favorable
opinion or approval of the relevant Independent Ethics Committee (IEC)/Institutional Review Board (IRB) will
be obtained before commencement of the registry at each participating site. Further quality measures are described
below.

Data are collected on patient and clinical characteristics (including biomarker data), treatment patterns and
effectiveness and safety outcomes. To enable adequate follow-up, the registry will operate for a minimum of 5 years
and patient enrollment is planned to continue until 6 months prior to the end of data collection. All quality
measures are intended to assure the robustness of results of the future non-interventional studies that utilize the
data to support decisions by healthcare providers and regulatory agencies.

Eligibility criteria & description of treatments
The MOMENT population includes patients with advanced stage (IIIB–IV) NSCLC and confirmed METex14
skipping, who agree to participate and sign an informed consent form, and who are initiating or are currently
treated with at least one systemic therapy (i.e., both newly diagnosed patients and those already receiving therapy
are potentially eligible) (Figure 1). Patients currently enrolled in a clinical trial are not eligible. However, patients
with prior clinical trial participation can be included if they are currently receiving at least one subsequent line of
therapy in a routine clinical setting. Patients can also enter any clinical trial, non-interventional study, registry or
expanded access program after enrollment into the MOMENT registry; in such cases, treatment will be blinded
while the patient receives any investigational drug in that second study.

Written informed consent must be obtained from patients before participation in the MOMENT registry;
adequate information must be provided to the patient, including a subject information sheet in the local language.
All relevant aspects of the registry will also be verbally explained to the patient in easily understandable terms.
The informed consent form must be signed and dated by both the patient and the investigator, with the signed
form kept at the investigator’s site and a copy given to the patient. If new information arises that could impact
consent, the subject information sheet and other materials will be revised, reviewed and approved before being
sent to patients, with explanations of any changes provided by the investigator. Patients may withdraw consent and
discontinue participation at any time.

Eligible systemic treatments for the registry population include all available anticancer therapies that are approved,
conditionally approved, or available through early access in routine clinical care. During follow-up across different
lines of therapy for advanced disease, systemic anticancer treatment classes expected to be recorded in the registry,
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Systemic therapies in the MOMENT registry populationc

ICIsd Chemotherapyd MET inhibitorsd

Key inclusion criteria

    Advanced stage (IIIB–IV) NSCLC (all histologies)

    Confirmed METex14 skipping (by TBx and/or LBx)a

    Initiating or currently treated with systemic anticancer therapy

Patients enrolled

in a clinical trialb

Other anticancer

therapiesd

Exclusion
criterion•

•

•

Figure 1. Eligibility criteria.
aPrior to the initiation of a trial site, local METex14 skipping detection methods will be assessed.
bPatients with previous participation in any clinical trial can be included, provided they receive at least one
subsequent therapy line in a routine clinical setting. If a patient enters a clinical trial after enrollment into the registry,
treatment will be blinded for data entry in the eCRF during the time the patient receives any investigational drug.
cAll available anticancer therapies, including those approved, conditionally approved, or available through early
access.
dGiven as monotherapy or in combination with other systemic therapies.
eCRF: Electronic case report form; ICI: Immune checkpoint inhibitor; LBx: Liquid biopsy; MET: Mesenchymal–epithelial
transition factor, METex14: MET exon 14; NSCLC: Non-small-cell lung cancer; TBx: Tissue biopsy.

Canada

EEAUK

Israel

USA

Figure 2. MOMENT registry participating countries.
EEA: European Economic Area.

either as monotherapy or in combination regimens, include chemotherapy, immune checkpoint inhibitors, targeted
therapies (such as MET inhibitors) and other anticancer therapies.

Planned enrollment & registry sites
Approximately 700 patients are expected to be enrolled in the MOMENT registry within 4 years. Enrollment of
approximately 200 patients who receive tepotinib is targeted but not required. The first patient was enrolled on
4 October 2022.

Participating sites include oncology and radiotherapy sites, both in academic and community oncology settings,
to increase representativeness of the patient sample. The registry is currently operating at more than 60 sites in
14 countries across Europe and North America, including Austria, Belgium, Canada, the Czech Republic, France,
Germany, Israel, Italy, the Netherlands, Portugal, Spain, Sweden, the UK and the USA (Figure 2).
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Biomarker dataa including METex14 skipping confirmation, PD-L1 status
and co-mutational profile

Patient demographics at diagnosis including age, sex, smoking status and country

Clinical characteristics over time including disease stage, histology, ECOG PS,
line of therapy and presence of brain metastasis

Exposure to anticancer treatments including all systemic therapies with reasons
for treatment choice and discontinuation

Effectiveness outcomes including longitudinal radiologic tumor assessmentb,
and mortality data with date and cause of death

Safety data based on a predefined list of all-grade safety events (NCI-CTCAE v5)
during anticancer treatment

Figure 3. Core data elements of the MOMENT registry.
aBased on tests performed to confirm biomarker status and genomic alterations (laboratory report data including test
type, method, results, interpretation).
bIncluding imaging needed to mimic RECIST v1.1 response assessment following clinical practice. Imaging data
proposed to be sent to an independent review committee (if feasible) to independently assess tumor response
(impact of any differences could be assessed during data analyses) per RECIST v1.1.
ECOG PS: Eastern Cooperative Oncology Group Performance Status; MET: Mesenchymal–epithelial transition factor;
METex14: MET exon 14; NCI-CTCAE: National Cancer Institute Common Terminology Criteria for Adverse Event; PD-L1:
Programmed death-ligand 1: RECIST: Response Evaluation Criteria in Solid Tumors.

Data elements & data collection
For enrolled patients, sites are expected to collect data routinely and continuously from enrollment into the
registry until death, loss to follow-up (drop-out), withdrawal of consent, or the end of the data collection period.
Data elements are standardized and thereby harmonized according to EMA recommendations of international
terminologies (e.g., Medical Dictionary for Regulatory Activities [MedDRA], Eastern Cooperative Oncology
Group [ECOG] and National Cancer Institute Common Terminology Criteria for Adverse Events [NCI-CTCAE])
(Figure 3).

An electronic case report form (eCRF) is used for data collection, which includes biomarker testing assay types
and results, demographics, baseline clinical characteristics, treatment details for each line of therapy, treatment
effectiveness and safety information (Figure 3, Table 1). Historical data are extracted from the patient’s medical
record at enrollment. In addition, baseline and follow-up imaging data, including tumor images, are collected
continuously from patient enrollment, to enable future studies using MOMENT data to incorporate independent
review committee assessments.

All data collected will be processed, evaluated and stored in a de-identified form (using unique assigned patient
numbers) in accordance with applicable General Data Protection Regulations (GDPR) or other relevant local
regulations. Patients will be informed accordingly and will be requested to give their consent on data handling
procedures, in accordance with local regulations. In case verification of data is required, original medical records
will be archived at the registry site for the longest time permitted by local regulations, or for at least 5 years after
the end of registry data collection.

Use of MOMENT data
The primary objective of the MOMENT registry is to provide high-quality data for non-interventional studies,
which aim to inform clinical and regulatory decisions. Indeed, examples of potential future applications for data col-
lected in the MOMENT registry include providing more comparable external controls for single-arm intervention
studies of patients with METex14 skipping NSCLC, characterization of the natural history of METex14 skipping
NSCLC, assessing the safety of treatment options for these patients, as well as possible identification of eligible
patients for future clinical trials for this rare disease population [13,17]. Therefore, in addition to the already planned
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Table 1. eCRF data collection.
Data collected Timing of data collection

Biomarker data • METex14 skipping information
• Information on ALK mutation, BRAF, CDK6 amplification and mutation, EGFR mutation, KRAS
mutation, ROS1 fusions and mutation
• PD-L1 information
• MET amplification status

At enrollment

Demographics • Age, sex, country, smoking status, weight, height At enrollment

Clinical characteristics • Medical history
– Comorbid conditions
– Malignant cancer history, prior treatment, response to prior treatment
– Prior trial/current early access participation
– Diagnosis of NSCLC details

At enrollment

• Medical history
– Metastases (distant and brain)
– Performance status (ECOG PS, KPS, other)

At enrollment and during
follow-up

Treatment exposure • Treatment regimen details
• Reasons for treatment choice/change or discontinuation
• Concomitant supportive care
• Brain metastases management

From enrollment or start
of systemic therapy

• Brain metastases management outcome At enrollment and during
follow-up

Effectiveness • Tumor response per investigator per timepoint for each treatment line (based on RECIST-like
criteria†):

– Response: complete or partial, stable disease, progressive disease
– Not evaluable
– Non-complete response/non-progressive disease‡

• Imaging data are collected at baseline, and follow-up for central review and independent
assessment of response and progression
• Mortality data, including date and cause of death

From enrollment and
during follow-up

Safety • Data on adverse reactions for each patient include:
– Timing
– Severity/seriousness
– Management (hospitalization, dose reductions, treatment interruptions/discontinuation)
– Outcome

From enrollment (as of
consent form signature),
and during follow-up

†Future studies may incorporate assessment of response according to RECIST v1.1, per IRC if required, based on the imaging data collected.
‡Used in case of non-measurable disease at baseline assessment of tumor.
AE: Adverse event; ECOG PS: Eastern Cooperative Oncology Group Performance Status; eCRF: Electronic case report form; IRC: Independent review committee; KPS:
Karnofsky performance status; METex14: MET exon 14; NSCLC: Non-small-cell lung cancer; PD-L1: Programmed death-ligand 1; RECIST: Response Evaluation Criteria in
Solid Tumors.

studies by the sponsor, MOMENT data will be made available for external research and research applications after
the end of data collection, as guided by the MOMENT charter. Future MOMENT registry-based analyses or
non-interventional studies need a pre-defined study protocol and statistical analysis plan approved by a governance
committee. To ensure compliance with the Health Insurance Portability and Accountability Act of 1996 (HIPAA)
and the GDPR, access to de-identified data will be provided through a secure channel only to qualified persons for
a limited timeframe.

Discussion
Data quality goals
The eCRF design and prospective data collection enhance data quality and ensure that registry protocol-specified
data are obtained in a complete, accurate, standardized and timely manner. The completeness and quality of the
prospective data collection are warranted through extensive registry quality control procedures with continuous
monitoring, quality checking, data cleaning and maintenance of a validated database. Quality control procedures
are applied at each stage of data handling to ensure reliability and correct processing. Discrepancies, inconsistencies,
implausibility, or omissions of key data, as identified during periodic data reviews and automated data checks,
are clarified or resolved by queries to the sites. Additionally, based on the Epidemiological and Medical Data
Monitoring plan, summary statistics will be computed for key variables to check for outliers and abnormal values
or distributions according to registry guidelines [10].

10.57264/cer-2024-0127 J. Comp. Eff. Res. (2025) e240127
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Innovative registry elements
Many secondary RWD sources, including single-country databases, are often associated with various limitations
when used to conduct comparative studies [13,18]; the design of the MOMENT study aims to overcome many of
these limitations.

Data on mortality can be robustly collected and analyzed if the date and cause of death are available. However,
there are inherent challenges in using RWD sources to assess response-based outcomes such as objective response
rate and duration of response, which require accurate tumor response and progression assessments. For example,
while the Response Evaluation Criteria in Solid Tumors (RECIST v1.1) guidelines are often used to standardize
tumor response assessment in interventional clinical trials, these criteria are not necessarily used by physicians
in real-world clinical practice [13]. Instead, data in real-world clinical records are often limited to the physician’s
assessment of tumor response and potentially the supporting scan report. Imaging data are rarely available in RWD
sources. MOMENT collects the physicians’ tumor response assessments in the eCRF, and retrieves images and
imaging data (including site radiology reports, ultrasound reports, etc.), which enables independent assessment of
tumor response for registry-based non-interventional studies using MOMENT registry data. The availability of
images and imaging data will enable future studies that use MOMENT data to perform a second, independent
and blinded assessment of tumor response to all treatment regimens through an independent read committee.
Completeness of these data helps provide more accurate evidence to assess the effectiveness of available therapies.

Biomarker testing in real-world, routine clinical practice is often heterogeneous, with the wide variety of
commercial or in-house assays leading to differences in standards between sites [19]. Since MOMENT collects data
in countries across Europe and North America, some level of heterogeneity is anticipated. However, biomarker data,
including assay types and results, are monitored, continuously queried and used to confirm patient eligibility based
on METex14 skipping status. Ultimately, this process aims to minimize heterogeneity and enhance data quality.

Conclusion
The availability of high-quality key data, including information on patient characteristics, biomarkers and imaging
data from tumor assessments, is critical to enable meaningful analyses of this rare disease. Such data can ensure
that patients selected for analyses of treatment outcomes can be adequately compared with clinical trial results to
support regulatory and clinical decisions. The prospective design and the innovative elements of MOMENT enable
the collection of comprehensive, high-quality RWD from patients with advanced NSCLC harboring METex14
skipping undergoing systemic anticancer treatment in a routine clinical setting, to support future studies informing
the optimal care for this rare patient population.

Summary points

• MET inhibitors like tepotinib, capmatinib and savolitinib target non-small-cell lung cancer (NSCLC) harboring MET
exon 14 (METex14) skipping, but have been studied mainly in single-arm trials due to the relative rarity of this
alteration, present in approximately 3–4% of patients with NSCLC.

• High-quality real-world data are therefore crucial for understanding and treating patients with METex14
skipping NSCLC and for complementing clinical trial data.

• The MOMENT registry aims to collect high-quality, standardized and comprehensive data on patients with
METex14 skipping advanced NSCLC.

• MOMENT includes patients with advanced NSCLC and confirmed METex14 skipping, who are receiving any
systemic anticancer therapy and are not currently participating in clinical trials.

• The registry is currently operating at more than 60 sites in 14 countries and approximately 700 patients are
expected to be enrolled within the next 4 years.

• MOMENT collects robust mortality data, prospective imaging data and monitors heterogeneous biomarker
testing to enhance data quality.

• Data collection is standardized and harmonized according to European Medicines Agency recommendations,
with continuous quality control measures.

• MOMENT aims to improve the understanding and treatment of advanced NSCLC with METex14 skipping by
providing comprehensive, high quality real-world data.
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