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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.1,2 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 (≥ 25%)2:  

• Nausea, fatigue, diarrhea, decreased appetite, vomiting, alopecia, anemia, decreased 
neutrophil count 

 
PQI Process:   

• Verify correct dosing2-4 
 

Medication  Dose  Route of 
Administration  

Frequency*  

Encorafenib (Braftovi)  300 mg (4 x 75 mg capsules)  Oral  Daily   

Cetuximab (Erbitux)  500 mg/m2  IV over 120 minutes  Every 14 days   

Folinic Acid/Leucovorin  400 mg/m2  IV over 120 minutes  Every 14 days  

Irinotecan  180 mg/m2 IV over 90 minutes  Every 14 days  

5-fluorouracil (5-FU)  400 mg/m2 IV bolus x1, then  
2400 mg/m2 IVCI 

IVCI**over 46-48 
hours   

Every 14 days  

*28-day cycle 
**Intravenous continuous infusion  

 
• Verify appropriate pre-medications have been ordered4-6 

o Cetuximab: H1-antagonist 30 - 60 minutes prior to first dose; may omit for subsequent 
infusions if no hypersensitivity reaction (HSR) 

o Irinotecan:  
➢ Moderately emetogenic – ensure antiemetic prophylaxis 

▪ 5HT3 RA + dexamethasone, OR 
▪ Olanzapine + palonosetron + dexamethasone, OR  
▪ NK1 RA + 5HT3 RA + dexamethasone 

➢ Consider prophylactic and/or post-exposure IV/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. 

• Genetic & Cardiac Risk Evaluation 
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o DPYD testing: Discuss with patients and consider prior to 5-FU initiation unless immediate 
treatment is necessary7 

➢ See: DPYD Testing Prior to Fluoropyrimidine Treatment - NCODA 
o UGT1A1 testing: Consider prior to irinotecan initiation per institutional protocols 
o QTc Monitoring: Baseline and periodic ECGs for those on or with: 

➢ QT-prolonging meds 
➢ Known long QT syndrome 
➢ Bradyarrhythmias or heart failure  

• 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.  

• 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/mm3 and/or platelets > 100,000/mm3 

• Supportive Care and Monitoring8-10: 
o 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 
• 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 Selection11,12: 
• 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 

• 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:  

• 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/
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• Educate on common side effects and proactive symptom management strategies. Highlight 
when to contact the oncology team. 

o GI 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) 
 
References:  

1. Kopetz S, Yoshino T, Van Cutsem E, et al. Encorafenib, cetuximab, and chemotherapy in BRAF-mutant colorectal cancer: a randomized 

phase 3 trial. Nat Med. 2025;31(6):901-908. 
2. Kopetz, S., Wasan, H. S., Yoshino, T., Kim, T. W., Eng, C., Van Cutsem, E., Ciardiello, F., Desai, J., Maughan, T. S., Yaeger, R., Zhang, X., 

Beyzarov, E., Mori, A., Zhang, X., & Tabernero, J. (2026). BREAKWATER: Primary analysis of first-line (1L) encorafenib + cetuximab (EC) + 

FOLFIRI in BRAF V600E-mutant metastatic colorectal cancer (mCRC). Journal of Clinical Oncology, 44(2_suppl), 13–13. 
https://doi.org/10.1200/jco.2026.44.2_suppl.13 

3. BRAFTOVI® (encorafenib)[package insert]. 
4. ERBITUX (cetuximab) [package insert]. 

5. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology: Antiemesis. Version 1.2026. Published April 3, 
2026. Accessed April 6, 2026. https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1415. 

6. Yumuk PF, Aydin SZ, Dane F, et al. The absence of early diarrhea with atropine premedication during irinotecan therapy in metastatic 

colorectal patients. Int J Colorectal Dis. 2004;19:609-610 
7. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology: Colon Cancer. Version 1.2026. Published March 5, 

2026. Accessed April 6, 2026. https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1428 

8. Hofheinz RD, Gencer D, Schulz H, et al. Mapisal Versus Urea Cream as Prophylaxis for Capecitabine-Associated Hand-Foot Syndrome: A 
Randomized Phase III Trial of the AIO Quality of Life Working Group. J Clin Oncol. 2015;33(22):2444-2449. doi:10.1200/JCO.2014.60.4587 

9. Lacouture, M.E., et al. “Prevention and Management of Dermatological Toxicities Related to Anticancer Agents: ESMO Clinical Practice 

Guidelines.” Annals of Oncology, vol. 32, no. 2, Feb. 2021, pp. 157–170, https://doi.org/10.1016/j.annonc.2020.11.005. 
10. Tabernero J, Velez L, Trevino TL, et al. Management of adverse events from the treatment of encorafenib plus cetuximab for patients with 

BRAF V600E-mutant metastatic colorectal cancer: insights from the BEACON CRC study. ESMO Open Cancer Horizons. 2021;6(6):1-8. 

11. Chung CH, Mirakhur B, Chan E, et al. Cetuximab-Induced Anaphylaxis and IgE Specific for Galactose-α-1,3-Galactose. N Engl J Med. 
2008;358:1109-17. 

12. Dupont M, Carlier C, Gower-Rousseau C, et al. Incidence and associated factors of cetuximab-induced hypersensitivity infusion reactions in 

1392 cancer patients treated in four French areas: a possible association with Lyme disease? BMC Cancer. 2022;22(1). doi:10.1186/s12885-
022-10192-4. 

 
 

https://ncoda.org/pes/understanding-and-managing-treatment-related-nausea-and-vomiting/
https://ncoda.org/pes/understanding-and-managing-treatment-related-diarrhea/
https://ncoda.org/pes/understanding-and-managing-treatment-related-acneiform-rash/
https://ncoda.org/pes/understanding-and-managing-treatment-related-mouth-sores/
https://ncoda.org/pes/understanding-and-managing-treatment-related-hand-foot-syndrome-hand-foot-skin-reaction/
https://ncoda.org/pes/understanding-and-managing-treatment-related-fatigue/
https://doi.org/10.1200/jco.2026.44.2_suppl.13
https://labeling.pfizer.com/ShowLabeling.aspx?id=12990
https://uspl.lilly.com/erbitux/erbitux.html#pi
https://www.nccn.org/guidelines/guidelines-detail?category=3&id=1415
https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1428
https://doi.org/10.1016/j.annonc.2020.11.005

