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TEPMETKO is indicated for the treatment of adult patients with metastatic non-small cell lung

cancer (NSCLC) harbouring a MET tyrosine kinase receptor exon 14 (METex14) skipping mutation.
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Interactions

Effect of other medicinal products on the pharmacokinetics of tepotinib

Avoid concomitant administration

CYP3A- and/or P-gp-inducers:

In healthy participants, co-administration of a single 450 mg tepotinib dose with the strong CYP3A-
/P-gp-inducer carbamazepine (300 mg twice daily during 14 days) resulted in a decrease of the
AUCint of Tepotinib by 35% (geometric mean ratio of 65.2%, 90% confidence interval of 59.8% to
71.0%) and of the Cmax Of tepotinib by 11% (geometric mean AUC ratio of 89.3%, 90% confidence
interval of 83.4% to 95.6%), compared to administration of tepotinib alone.

This could reduce the efficacy of Tepmetko. Concomitant administration of Tepmetko with strong
CYP3A- and/or P-gp-inducers (e.g. carbamazepine, phenytoin, rifampicin, St. John’s wort) should be
avoided.
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Strong CYP3A- and P-gp-inhibitors:

In healthy participants, co-administration of a single 450 mg dose tepotinib with the strong CYP3A-
and P-gp-inhibitor itraconazole (200 mg once per day during 11 days) resulted in a 22% increase in
the AUCin of tepotinib (geometric mean ratio of 122.4%, 90% confidence interval of 111.5% to
134.3%), with no change in the Cmax of tepotinib, compared with tepotinib alone.

This could lead to increased or increased occurrence of adverse events. Therefore, concomitant
administration of Tepmetko with potent CYP3A- and P-gp-inhibitors should be done with caution
and monitoring for adverse events.

Undesirable effects

(..)

System organ class/Adverse Tepmetko
reaction N=448

All grades Grade 23

n (%) Frequency n (%) Frequency
category category

Increase in alkaline phosphatase 35 (7.8) Common 4(0.9) Uncommon

(...)

Hepatoxicity

Hepatotoxicity has occurred in patients treated with Tepmetko. In the main clinical study, ALT/AST
elevations occurred in 12.2% of patients. In 3.1% of patients, an increase in ALT/AST to grade 3 or
higher was observed. In one patient, a fatal case of liver failure occurred. No patients treated with
Tepmetko discontinued treatment due to elevated ALT/AST. The median time to onset of an
elevated ALT/AST increase to grade 3 or higher was 7.3 weeks (range 3.1 to 8.6 weeks) “(see
sections Dosage/Administration and Warnings and precautions).

ALP increase did not lead to any dose reductions, temporary discontinuation, or permanent
discontinuation. The observed ALP increase was not associated with cholestasis. Based on
laboratory values, a worst-on-treatment increase of at least 1 grade was observed for 47.5% of
patients for ALP in the main clinical study. An increase to grade 3 or higher occurred in 1.6% of
patients.
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