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Substance: capmatinib 

 

Brand Name: Tabrecta ® 

 

Originator/licensee: 

Novartis Europharm 

Limited. 

 

Classification: NCE 

 

ATC code: L01EX17 

 

Orphan Status: 

Eu: No 

Us: Yes 

 

Mechanism of action: 

capmatinib is a MET 

inhibitor which blocks 

MET phosphorylation and 

MET-dependent 

downstream signaling [1]. 

Authorized Indication:  

EMA: capmatinib as monotherapy is 

indicated for the treatment of adult pts with 

advanced NSCLC harbouring alterations 

leading to METex14 skipping, who require 

systemic therapy following prior treatment 

with immunotherapy and/or platinum-

based chemo-therapy [2]. 

 

FDA: capmatinib is a kinase inhibitor 

indicated for the treatment of adult ptswith 

metastatic NSCLC whose tumors have a 

mutation that leads to METex14 skipping as 

detected by an FDA-approved test [1]. 

 

Route of administration: OS 

 

Licensing status 

EU CHMP P.O. date: 22/04/2022 

FDA M.A. date: 05/06/2020 

 

EU Speed Approval Pathway:  No 

Us Speed Approval Pathway: Yes 

----- 

ABBREVIATIONS: 

AEs: Adverse Events 

ALK:  anaplastic lymphoma kinase 

CHMP: Committee for Medicinal Products 

for Human Use 

CR: complete response 

EGFR:  epidermal growth factor receptor 

M.A.: Marketing Authorization  

METex14: mesenchymal epithelial transition 

factor gene exon 14 

NSCLC: non-small cell lung cancer 

OS: Overall Response 

P.O.: Positive Opinion 

PR: partial response 

pts: patients 

RECIST:  Response Evaluation Criteria in 

Solid Tumors 

SAEs: Serious Adverse Events 

Summary of clinical EFFICACY:  

GEOMETRY mono-1 (NCT02414139):is an international, multicohort, non-randomized, open-label, phase II study. Eligible 

pts (≥18 years of age) were required to have NSCLC with a mutation that leads to METex14 skipping, EGFR wild-type and 

ALK negative status and at least one measurable lesion. Pts (n=364) were assigned to cohorts (1 to 7) on the basis of MET 

status and previous lines of therapy to receive capmatinib (400 mg tablet) twice daily. Across cohorts 1 through 5, 97 pts 

had METex14 skipping mutation and 210 pts had MET amplification; pts enrolled in cohorts 1 through 4 (n=264) had 

received one or two lines of therapy previously while pts in cohort 5 (n=43) had received no therapies. 34 pts were 

enrolled in cohort 6 (3 pts with MET amplification and 31 with METex14 skipping mutation) and they had received only one 

previous line of therapy. 23 pts were enrolled in cohort 7 but efficacy data were not available. 

The primary end point was OS, defined as CR or PR.  

Among pts with a METex14 skipping mutation, the OS was observed in 41% (29 to 53, 95% CI) of the 69 previously treated 

pts and in 68% (48 to 84, 95% CI) of the 28 pts who did not received any treatment previously. Among pts with MET 

amplification, the OR was observed in 12% of those (95% CI, 4 to 26) who had tumor tissue with a gene copy number of 6 

to 9, in 9% of those (95% CI, 3 to 20) who had tumor tissue with a gene copy number of 4 or 5, and in 7% of those (95% CI, 

1 to 22) who had tumor tissue with a gene copy number of less than 4 [3].  

 

Summary of clinical SAFETY:  

Across all the cohorts (364 pts), any AEs were reported in 98% of pts and the most common were peripheral edema (51%), 

nausea (45%) and vomiting (28%); any AEs of grade 3 or 4 were reported in 67% of the pts.  

The most common treatment related AEs (incidence ≥10%) were peripheral edema (43%), nausea (34%) and vomiting 

(19%). Treatment-related SAEs occurred in 13% of pts (48:364) and the incidence was lower in cohorts 1b, 2, and 3, which 

had shorter durations of exposure to capmatinib. The most common SAE reported was peripheral edema in 8% of the pts. 

Treatment-related AEs leading to discontinuation of treatment occurred in 11% (39/364). In total, 23% (83:364) had at 

least one AE (regardless of causality) that led to dose reduction. A lower incidence of gastrointestinal AEs was observed 

when capmatinib was administered without fasting restrictions. Only one death (from pneumonitis) was suspected to be 

related to capmatinib according to the investigator [3].  

 

Ongoing studies: 

● For the same indication: Yes 

● For other indications: Yes 

 

Discontinued studies (for the same indication): Yes 

---- 
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Cost of therapy: one month of therapy 

(capmatinib 400mg tablets/twice daily) costs $ 

21,056.68 [4]. 

 

Epidemiology:   METex14 is present in up to 

3% of NSCLCs. NSCLC pts with METex14 tend 

to have a smoking history and to be older than 

pts with other driver mutations. In addition, 

they have a higher frequency in pleomorphic 

carcinoma and adenosquamous cell carcinoma 

than in adenocarcinoma. The correlation 

between the frequency of METex14 and race, 

sex, stage, and/or histological grade has not 

yet been reported or is still controversial [5]. 

----- 

POSSIBLE PLACE IN THERAPY: there are 

currently no treatments approved to 

specifically target METex14 skipping mutation 

or c-MET gene amplification [6]. 

There are encouraging results from a study 

involving capmatinib with gefitinib and 

gefitinib withtepotinib[7]. 

 

OTHER INDICATIONS IN DEVELOPMENT: Yes 

(Oesophageal Adenocarcinoma, Gastric 

Adenocarcinoma, Kidney Cancer, Melanoma, 

Breast Cancer) [8]. 

 

SAME INDICATION IN EARLIER LINE(S) OF 

TREATMENT: No 

 

OTHER DRUGS IN DEVELOPMENT for the 

SAME INDICATION: Spartalizumab, Docetaxel 

[8].  Osimertinib and rocelitinib in combination 

with capmatinib and savolitinib [7]. 

 

*Service reorganization: No 

*Possible off label use: Yes  


