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Encorafenib | BEACON CRC trial: | Median OS: 8.4 months encorafe
(BRAFTOVI,) in | BRAF V600E encorafenib vs 5.4 months nib (300
combination | mutation-positive | ( cetuximab) (p=0.0003). mg qd)
with metastatic CRC Median PFS: 4.2 months in
cetuximab for | with disease ( encorafenib) vs 1.5 months combinat
the treatment | progression after | (cetuximab) (p< 0.0001). ion with
of adult one or two prior ORR:20%vs 7% cetuxima
patients with | regimens. Median DOR: 6.1 months b
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with a BRAF combination with | ADR: (225%) for encorafenib
V600E cetuximab vs 221 | with cetuximab were fatigue,
mutation, pts (irinotecan or | nausea, diarrhea, dermatitis
FOLFIRI with acneiform, abdominal pain,
cetuximab). decreased appetite, arthralgia,
and rash.

* mPFS: medium progression free survival; ORR: Objective response rate;
DOR: duration of response, CR :complete response, MDR : The median
duration of response, DC : Disease control OS :overall survival, mOS : median
Survival, RFS : relapse-free survival
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@YX HIEH
Substrate of CYP2C19 (minor), CYP2D6 (minor), CYP3A4 (major), P-
glycoprotein/ABCB1 (minor); Note: Assignment of Major/Minor
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substrate status based on clinically relevant drug interaction potential.
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Encorafenib is an ATP-competitive inhibitor of protein kinase B-raf (BRAF)
which suppresses the MAPK pathway (Dummer 2018). Encorafenib targets
BRAF V600E, V600 D, and V600 K, and has a longer dissociation half-life than
other BRAF inhibitors, allowing for sustained inhibition (Dummer 2018).
BRAF V600 mutations result in constitutive activation of the BRAF pathway
(which may stimulate tumor growth); BRAF inhibition inhibits tumor cell
growth. The combination of encorafenib and binimetinib allows for greater
antitumor activity in BRAF V600 mutant cell lines; in animal studies, the
combination also delayed the emergence of resistance in BRAF V600E
mutant cells compared to either drug alone. In BRAF-mutant colorectal
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cancer, EGFR-mediated MAPK pathway activation is a resistance mechanism
to BRAF inhibitors; the combination of a BRAF inhibitor and anti-EGFR
agents has been shown to overcome this resistance mechanism (in
nonclinical models). The combination of encorafenib and cetuximab had an
anti-tumor effect greater than either agent alone (in an animal model)
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