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BRAF V600E or V600K Mutation-Positive Unresectable or Metastatic Melanoma

Encorafenib is a kinase inhibitor indicated, in combination with binimetinib, for the treatment of
adult patients with unresectable or metastatic melanoma with a BRAF V600E or V600K
mutation.

BRAF V600E Mutation-Positive Metastatic Colorectal Cancer (CRC)

Encorafenib is indicated in combination with cetuximab, for the treatment of adult patients with
metastatic colorectal cancer (CRC) with a BRAF V600E mutation, as detected by an approved
test after prior therapy.
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7.1 Effect of Other Drugs on BRAFTOVI
[-..]
Strong exr-Mederate CYP3A4 Inducers

Coadministration of BRAFTOVI with a strong ermederate-CYP3A4 inducer may decrease
encorafenib plasma concentrations [see Clinical Pharmacology (11.3)] and may decrease
encorafenib efficacy. Avoid coadministration of BRAFTOVI with strong ermederate-CYP3A4
inducers.

7.2 Effect of BRAFTOVI on Other Drugs
Sensitive CYP3A4 Substrates

BRAFTOVI is a strong CYP3A4 inducer at steady-state. Concomitant use Coeadministration-of
BRAFTOVI withsensitive CYP3A L substrates-may merease-adverse reactons-or-decrease

etficaey-of-theseagents:
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Coadministration-of BRAFTOVIwAith-the plasma concentrations of CYP3A4 substrates
(including hormonal contraceptives €E¥P3A4-), [see Clinical Pharmacology (121.3)], which
may reduce the efficacy of these substrates)-canresultin-decreased-concentrations-and-loss-of
hermonal-contraceptive-efficaey. Avoid the coadministration of BRAFTOVI with hermenal
contraceptivesfsee Use-in-Specific Populations{83)f CYP3A4 substrates for which a decrease
in plasma concentration may lead to reduced efficacy of the substrate. If the coadministration
cannot be avoided, see the CYP3A4 substrate product labeling for recommendations.

8.1 Pregnhancy
[...]

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

11.3 Pharmacokinetics

[.]

Strong CYP3A4 Inducers: The effect of a strong CYP3A4 inducer on encorafenib exposure has
not been studied-—Hewever-[see Drug Interactions (7.1)].

Moderate CYP3A4 Inducers: Repeat dose administration of BRAFTOVI 450 mg once daily and
binimetinib 45 mge twice daily with modafinil, a moderate CYP3A4 inducer, decreased

encorafenib (E¥YP3A4-inducerin-vitro)-expostres-were lowerat-steady-state AUC by 24% and
Cumax by 20%, compared to BRAFTOVI alone.

Effect of encorafenib on CYP3A4 Substrates: Repeat dose administration of BRAFTOVI 450 mg
once daily and binimetinib 45 mg twice daily with a single dose of midazolam 2 mg, a sensitive
CYP3A4 substrate, decreased midazolam AUC by 82% and Cmax by 74% relative to midazolam

2 mg alone.

Effect of encorafenib on Other CYP Substrates: There was no clinically significant effect of
repeat dose administration of BRAFTOVI 450 mg once daily and binimetinib 45 mg twice daily

on the-first-dosetn-elinteal studies;suggesting CYP3A4auto-induection induetion exposure of
substrates of CYP1A2, CYP2B6, CYP2C9, CYP2C19, and CYP2D6.

[..]

In Vitro Studies

CYP/UGT Enzymes Encorafemb isa rever31b1e inhibitor of UGTlAl—@llll—A—Z—QHlQ-Bé—
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