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Description
Tepotinib (Tepmetko) is an orally administered tyrosine kinase inhibitor (TKI) that targets mesenchymal-
epithelial transition (MET).

Length of Authorization
e N/A

Quantity Limits

Product Name Dosage Form Indication Quantity Limit
Metastatic Non-Small Cell
tepotinib 225 mg tablets Lung Cancer with a 60 tablets/30-day
(Tepmetko) mutation that leads to MET supply
exon 14 skipping

Initial Evaluation

l. Tepotinib (Tepmetko) is considered investigational when used for all conditions, including but
not limited to Non-Small Cell Lung Cancer.

Renewal Evaluation

l. N/A

Supporting Evidence

I.  Tepotinib (Tepmetko) is a tyrosine kinase inhibitor that targets mesenchymal-epithelial
transition (MET) and is currently being evaluated in Non-Small Cell Lung Cancer (NSCLC) that
contains a mutation that leads to MET exon 14 skipping. The clinical trial dose is 500 mg orally
once daily.

Il.  Tepotinib (Tepmetko) is the second therapy FDA-approved for this specific NSCLC mutation,
joining capmatinib (Tabrecta). Other therapies that have been utilized in this setting include
crizotinib (Xalkori), platinum-based doublet chemotherapy with or without bevacizumab, and/or
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immunotherapy (e.g., pembrolizumab); however, available data to support efficacy in this
population is limited, and response to therapy is generally poor.

Il Place in therapy is likely to be in the advanced or metastatic setting based on the population
being evaluated in the clinical trial, and may be utilized as first-line in these stages; however,
given the limited safety and efficacy data to support its use, other therapies may be considered
prior to tepotinib (Tepmetko). As of October 2020, the NCCN treatment guidelines had not yet
included tepotinib (Tepmetko). Tepotinib (Tepmetko) is mentioned in the ESMO treatment
guideline as a treatment option for this population, alongside capmatinib (Tabrecta) and
investigational agent savolitinib.

IV.  The pivotal trial for tepotinib (Tepmetko) is the VISION trial, which is an open-label, Phase 2,
multi-cohort, single-arm, ongoing trial. Patients with MET exon 14 skipping mutations or MET-
amplified disease across various treatment settings (e.g., treatment naive vs. pretreated) were
included in the trial. Patients were negative for EGFR mutations or ALK rearrangements, and
those with brain metastases were allowed. Ninety-nine patients are being evaluated for efficacy,
and the safety profile is based on 152 patients. The average patient age was 74 years, 97% had
metastatic disease, 43% were treatment native in the advanced/metastatic setting, 33%
received one prior therapy, and 11% had two or more prior therapies. Japanese patients were
excluded, due to an ongoing trial specific to that population.

V.  Objective response was seen in 46 patients (46%), all of which were partial responses. Duration
of response was 11.1 months, progression-free survival was 8.5 months, overall survival 17.1
months, and EORTC-QLQ-LC13 cough symptom quality of life scores showed a 13-15 point
reduction.

VI.  Tepotinib (Tepmetko) was granted Breakthrough Therapy designation, Priority Review, and is
being evaluated under FDA Real-Time Oncology Review (RTOR) pilot program —intended to be a
more efficient review process to bring safe and effective treatment to patients as early as
possible. The application is supported by the results of the Phase 2, ongoing VISION study that
has shown potential anti-tumor activity via response rate.

VIl.  True medication safety and efficacy of tepotinib (Tepmetko) remain unknown given the
observational nature of the trial (i.e., lack of comparator arm and open-label study design).
VIIl.  Safety of tepotinib (Tepmetko) has been evaluated in 152 patients, with a median exposure of

6.9 months. Eighty-nine percent of patients experienced treatment related adverse events (AE).
Common AE were peripheral edema (63%), nausea (26%), diarrhea (26%), creatinine increase
(18%), hypoalbuminemia (16%), amylase increase (11%), lipase increase (9%), asthenia (8%),
anorexia (8%), pleural effusion (8%), and alopecia (8%).

IX.  Grade 3 or 4 AE occurred in 28% of patients, mainly peripheral edema and amylase and lipase
increases. Serious AE’s occurred in 15%, 11% permanently discontinued due to AE’s overall, and
33% of patents had a dose reduction due to AE’s. Peripheral edema was the most common
reason for discontinuation or dose reduction. Sixteen percent of patients had dose reduction
and 18% had dose interruption based on this AE alone. Twenty-one patients had an AE leading
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to death while on tepotinib (Tepmetko), one of which was due to interstitial lung disease
determined as related to tepotinib (Tepmetko) therapy. Currently there is unknown clinical
benefit/value of tepotinib (Tepmetko), and the safety risks are outweighing until further
evidence is available to support safety and efficacy of tepotinib (Tepmetko). Of note, tepotinib
(Tepmetko) is in several ongoing clinical trials alone and in combination with other
chemotherapeutic agents for NSCLC.

Investigational or Not Medically Necessary Uses

I. Tepotinib (Tepmetko) has not been sufficiently studied for safety and efficacy for any condition to
date.
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