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Encorafenib (Braftovi) + Cetuximab (Erbitux) + FOLFIRI for BRAF V600E-Mutated Metastatic Colorectal
Cancer

Description: The purpose of this PQI is to review clinical considerations related to the use of
encorafenib combined with cetuximab and FOLFIRI (EC + FOLFIRI) in patients with BRAF V600E-
mutated metastatic colorectal cancer (MCRC).

Background: Encorafenib, a selective ATP-competitive inhibitor of BRAF, in combination with
cetuximab—an epidermal growth factor receptor (EGFR) inhibitor—and fluorouracil-based
chemotherapy (mFOLFOX6 or FOLFIRI) has been granted FDA-approval for the treatment of adult
patients with BRAF V600E-mutated mCRC based on the results of the BREAKWATER trial."? The
following PQI outlines the EC + FOLFIRI (folinic acid/leucovorin, fluorouracil, and irinotecan) regimen.

Below are the most common adverse reactions associated with the regimen (2 25%)?:
o Nausea, fatigue, diarrhea, decreased appetite, vomiting, alopecia, anemia, decreased
neutrophil count

PQl Process:
« Verify correct dosing®*

Medication Dose Route of Frequency*
Administration
Encorafenib (Braftovi) (300 mg (4 x 75 mg capsules) Oral Daily
Cetuximab (Erbitux) 500 mg/m? IV over 120 minutes [Every 14 days
Folinic Acid/Leucovorin [400 mg/m? IV over 120 minutes [Every 14 days
Irinotecan 180 mg/m? IV over 90 minutes  [Every 14 days
5-fluorouracil (5-FU) 400 mg/m? IV bolus x1, then IVCI**over 46-48 Every 14 days
2400 mg/m?IVCI hours

*28-day cycle
**Intravenous continuous infusion

« Verify appropriate pre-medications have been ordered*®
o Cetuximab: H1-antagonist 30 - 60 minutes prior to first dose; may omit for subsequent
infusions if no hypersensitivity reaction (HSR)
o lIrinotecan:
* Moderately emetogenic — ensure antiemetic prophylaxis
» B5HT3 RA + dexamethasone, OR
= Olanzapine + palonosetron + dexamethasone, OR
= NK1 RA + 5HT3 RA + dexamethasone
» Consider prophylactic and/or post-exposure 1V/SQ atropine for patients with
cholinergic symptoms or early-onset diarrhea
o Encorafenib: Moderately—highly emetogenic. Ensure PRN oral antiemetics; consider
scheduled dosing if poorly tolerated.
e Genetic & Cardiac Risk Evaluation

IMPORTANT NOTICE: NCODA has developed this Positive Quality Intervention platform. This platform is intended as an educational aid, does not
provide individual medical advice, and does not substitute for the advice of a qualified healthcare professional. This platform does not cover all existing
information related to the possible uses, directions, doses, precautions, warning, interactions, adverse effects, or risks associated with the medication.
The materials contained in this platform do not constitute or imply endorsement, recommendation, or favoring of this medication by NCODA. NCODA
does not ensure the accuracy of the information presented and assumes no liability relating to its accuracy. All decisions related to taking this medication
should be made with the guidance and under the direction of a qualified healthcare professional. It is the individual’s sole responsibility to seek guidance
from a qualified healthcare professional. Updated 6.27.25 PQI-276
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o DPYD testing: Discuss with patients and consider prior to 5-FU initiation unless immediate
treatment is necessary’
» See: DPYD Testing Prior to Fluoropyrimidine Treatment - NCODA
UGT1A1 testing: Consider prior to irinotecan initiation per institutional protocols
QTc Monitoring: Baseline and periodic ECGs for those on or with:
» QT-prolonging meds
» Known long QT syndrome
» Bradyarrhythmias or heart failure
o Assessment of potential drug-drug interactions:
o Encorafenib is a substrate and strong inducer of CYP3A4
» Also inhibits the drug transporters BCRP, OATP1B1/1B3
= Per the BREAKWATER protocol, encorafenib was initiated on C1D3 to
minimize the potential DDI with irinotecan. However, with all subsequent
cycles encorafenib was administered starting day 1.
e Labs Prior to Each Cycle:
o Baseline pregnancy test in females of reproductive age per institutional protocol
o CBC, CMP, bilirubin
o Monitor and replete magnesium, potassium, calcium
o Evaluate renal and hepatic function and adjust irinotecan dosing as needed
o Consider holding until ANC > 1,500/mm? and/or platelets > 100,000/mm?3
S
O

upportive Care and Monitoring®10:
Prophylactic acneiform rash management (oral antibiotics +/- low/moderate topical steroids)
» Managing EGFR Inhibitor Induced Rash - NCODA
o Urea cream for hand-foot syndrome
» Medication Induced Hand-Foot Syndrome - NCODA

o For additional details regarding AE management with EC, see: Management of adverse
events from EC: insights from BEACON trial

o Potential Alternative Regimen
o Both mFOLFOX6 and FOLFIRI are approved chemotherapy backbones used in

combination with EC. NCCN also recognizes CAPEOX as an option. Consider use of
mFOLFOX6/CAPEOX for patients with intolerance to irinotecan.

« Anti-EGFR Agent Selection'12:

o While cetuximab was used in BREAKWATER, panitumumab (Vectibix®) is considered
clinically interchangeable with cetuximab in this setting, and may carry a lower risk of
HSR

e May consider substitution with panitumumab in patients with:

» History of HSR to cetuximab, Alpha-gal syndrome, tick bite exposure, residing/living
in the southeastern U.S., or history of Lyme disease

Patient-Centered Activities:
e Discuss financial support resources for encorafenib
o Commercially insured patients:
» 30-day trial voucher
» Co-pay assistance
o Medicare/Medicaid and under/uninsured patients:
» Pfizer Oncology Together
» Medicare Prescription Payment Plan via part D insurer
« Provide patient with Patient Education Sheets
o Encorafenib, Cetuximab, and FOLFIRI



https://www.ncoda.org/pqi/dpyd-testing-prior-to-fluoropyrimidine-treatment/
https://www.ncoda.org/pqi/managing-egfr-inhibitor-induced-rash/
https://www.ncoda.org/pqi/medication-induced-hand-foot-syndrome/
https://pmc.ncbi.nlm.nih.gov/articles/PMC8666642/pdf/main.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC8666642/pdf/main.pdf
https://www.pfizeroncologytogether.com/patient?brand=BRAFTOVI&role=caregiver
https://ncoda.org/pes/encorafenib/
https://ncoda.org/pes/cetuximab/
https://ncoda.org/pes/folfiri/

Educate on common side effects and proactive symptom management strategies. Highlight
when to contact the oncology team.
o Gl and Dermatologic toxicities

» Nausea and Vomiting

» Diarrhea

» Acneiform Rash

» Mucositis/Stomatitis

» _Hand-Foot Syndrome (HFS)

o Fatigue
o Arthralgia

» Bilateral joint pain (small/large joints)

» Supportive care: rest, gentle stretching, OTC oral/topical analgesics
(acetaminophen, NSAIDs) as needed

» Consider steroids for refractory pain

o Monitoring for unique toxicities:

» QTc prolongation (ECG as needed)

» Ocular toxicities (baseline and symptom-driven assessment)

» Secondary skin malignancies (dermatologic evaluation every 2 months during
treatment and 6 months post discontinuation)
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