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 HEALTH TECHNOLOGY ASSESSMENT 

Braftovi 

50 mg capsule, hard x 28 

75 mg capsule, hard x 42 

INN Encorafenib 

 

Therapeutic indication(s) In combination with cetuximab for the treatment of adults 

patients with metastatic colorectal carcinoma with BRAF 

V600E mutation who have been treated previously with 

systemic chemotherapy. 

 

Start/end date of procedure 07.04.2021 – 04.07.2022 

Final decision Inclusion in Annex 2 of the Positive Drug List (PDL) for 

purchase by the healthcare facilities with state and/or 

municipality ownership and under Article 5 of the Medical 

Establishments Act, and reimbursement by the NHIF beyond 

the value of the provided medical services. 
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Summary of the report on the clinical and pharmacoeconomic assessment of the health 

technology of the medicinal product Braftovi 

 

Health problem 

 

Colorectal carcinoma (CRC) is the second most common cancer in Europe and the second leading 

cause of cancer-related mortality in Europe. The percentage of patients diagnosed with metastatic 

CRC (mCRC) in European countries is estimated at 25% of all CRC cases. The European Society 

for Medical Oncology (ESMO) estimates that approximately 50% of CRC patients will progress 

to a metastatic stage during the course of their disease. mCRC is associated with a significant 

economic burden and higher medical costs compared to the early stages of the disease. BRAF 

mutations are the most aggressive forms in CRC, occurring in 8-12% of European mCRC cases. 

The presence of a BRAF mutation is associated with a poorer prognosis compared to other 

mutational subgroups. BRAFV600E accounts for more than 90% of BRAF mutations in CRC, 

with this specific type of mutation being more prevalent in female patients over the age of 65. 

 

Most cases of CRC are spontaneous and originate from benign growths known as polyps, which 

can eventually develop into cancer over time through a multistep mechanism. The main symptoms 

of CRC often include a habitual change in bowel habits. In its early stage, CRC is often 

asymptomatic and does not present specific manifestations. The risk factors for the onset of CRC 

can be age-related, hereditary, as well as lifestyle-related (obesity, physical inactivity, alcohol 

and/or tobacco consumption, high intake of red meat and saturated fats). 

 

Epidemiological Data 

 

In 2018, colorectal cancer accounted for approximately 11.8% of new cancer cases in Europe. 

According to Globocan data in 2020 there are 4600 newly diagnosed patients in Bulgaria with 

CRC. 

 

Efficacy data 

 

The BEACON CRC trial is the first and only Phase 3 trial specifically designed for patients with 

BRAFV600E-MT metastatic colorectal cancer (mCRC) whose disease has progressed after one or 

two prior lines of therapy in the metastatic stage. This trial is a multicenter, international, 

randomized, open-label, active-controlled Phase 3 trial evaluating the efficacy of encorafenib with 

cetuximab (N = 220) compared to encorafenib + binimetinib with cetuximab (N = 224) and 

investigator's choice of standard chemotherapy (FOLFIRI or irinotecan) in combination with 

cetuximab (control arm; N = 221). 

The BEACON CRC trial consists of two parts: 
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 Initial Safety Lead-In (SLI) Cohort: This part assessed the safety and tolerability of 

encorafenib + binimetinib with cetuximab before the randomized Phase 3 part of the trial 

began. 

 Main Phase 3 Randomized Clinical Trial: This part evaluates the efficacy and safety of 

encorafenib with cetuximab, and encorafenib + binimetinib with cetuximab. 

BEACON CRC includes three study arms: 

1. Encorafenib with cetuximab, 

2. Encorafenib + binimetinib with cetuximab, 

3. Control arm involving investigator's choice of either irinotecan with cetuximab, or 

FOLFIRI (folinic acid, fluorouracil, and irinotecan) with cetuximab. 

A total of 665 patients were randomized (1:1:1) to receive either: 

 Encorafenib 300 mg orally daily with cetuximab at the approved dosing (n = 220), 

 Encorafenib 300 mg orally daily with binimetinib 45 mg orally twice daily and cetuximab 

at the approved dosing (n = 224), or 

 Control (irinotecan with cetuximab or irinotecan/5-fluorouracil/folinic acid [FOLFIRI] 

with cetuximab) (n = 221). 

Treatment continued until disease progression or unacceptable toxicity. The primary endpoints 

were overall survival (OS) and overall response rate (ORR), as assessed by a blinded independent 

review committee (BIRC), comparing encorafenib 300 mg with cetuximab versus the control. 

Encorafenib 300 mg in combination with cetuximab demonstrated statistically significant 

improvements in OS, ORR, and progression-free survival (PFS) compared to the control. The 

median OS was 9.30 months in the encorafenib with cetuximab arm and 5.88 months in the control 

group, representing an improvement of 3.4 months. According to the American Society of Clinical 

Oncology (ASCO) goals in CRC (increasing OS by 3-5 months with an HR of 0.67), the OS results 

of encorafenib + cetuximab versus control in BEACON (median OS improvement of 3.4 months 

and HR of 0.61) translate into a clinically significant benefit. ORR was significantly higher in 

patients receiving encorafenib with cetuximab (19.5%) compared to the control group (1.8%) 

Safety data 

The safety data analysis from the BEACON CRC trial, involving 216 patients in the Encorafenib 

with Cetuximab group and 193 patients in the control arm, shows that treatment-related adverse 

events (AEs) of grade 3 or higher were reported in only 21.3% of patients in the Encorafenib with 

Cetuximab group compared to 42.5% in the control group. The mortality rate among patients 

treated with Encorafenib with Cetuximab (3.7%) was lower compared to the control arm (4.1%). 



                                                                                

  

  

  

 

REPUBLIC OF BULGARIA 
NATIONAL COUNCIL ON PRICES AND REIMBURSEMENT 

OF MEDICINAL PRODUCTS 
 

 

4 
 

There was only one grade 3 or higher AE reported in more than 5.0% of patients in the Encorafenib 

with Cetuximab arm, which was anemia (5.6%). In contrast, AEs occurring in more than 5% of 

patients in the control arm included diarrhea (10.4%), neutropenia (10.4%), decreased neutrophil 

count (8.3%), anemia (6.7%), abdominal pain (5.2%), and asthenia (5.2%). 

Data on comparators 

 

There are currently no treatments available that specifically target BRAF-mutation, and since 

mutations in BRAF in CRC and those of another signaling protein RAS, are mutually exclusive, 

BRAFV600E-MT mCRC patients have been treated to date with standard regimens for RAS wild-

type mCRC. 

 

For the purposes of this analysis, the following was selected as a comparative alternative: 

 

-FOLFIRI or Irinotecan + EGFRi (epidermal growth factor receptor inhibitors); 

-FOLFIRI + VEGFi (vascular endothelial growth factor inhibitors); 

-FOLFIRI alone. 

 

Pharmacoeconomic indicators 

 

Published health technology assessments performed by governmental institutions intended 

for the health care systems of other countries 

 

Encorafenib (in combination with cetuximab) received 3 positive evaluations of the health 

technology from the agencies of other government institutions – NICE (UK), HAS (France) and 

GBA & IQWiG (Germany). 

 

Applied analysis  

Pharmacoeconomic methods, specifically cost-effectiveness analysis (CEA) and cost-utility 

analysis (CUA), were applied to evaluate the value effectiveness of Encorafenib in combination 

with Cetuximab for treating patients with metastatic colorectal cancer (mCRC) who have 

previously undergone systemic chemotherapy. The comparator alternatives selected for the 

analysis were FOLFIRI or Irinotecan + Cetuximab, FOLFIRI + Bevacizumab, and FOLFIRI alone. 

The analysis was conducted from the perspective of the payer, the National Health Insurance Fund 

(NHIF). The time horizon for the analysis was set at a lifetime (30 years). Health benefits and costs 

were discounted at an annual discount rate of 3.5%. The outcome measures used were life years 

gained (LYG) and quality-adjusted life years (QALY). 

 

The cost-effectiveness modeling employed a survival method that included three mutually 

exclusive health states: "progression-free," "post-progression," and "death." The analysis 

demonstrated that the combination of Encorafenib + Cetuximab for treating patients with mCRC 
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resulted in the highest number of QALYs and life years gained, but also incurred the highest costs. 

When ranking the alternatives by increasing utility, it was found that FOLFIRI/Irinotecan + 

Cetuximab had the lowest incremental cost-effectiveness ratio (ICER). Although Encorafenib + 

Cetuximab provided the most QALYs, it also had the highest incremental cost-utility ratio (ICUR), 

which exceeded the upper cost-effectiveness threshold of 3 times the GDP per capita, as 

recommended by the World Health Organization (WHO) for countries with restrictive budgets. 

 

Subgroup analyses 

Not attached. 

 

Costs for the assessed health technology 

The model includes costs of treatment with the evaluated health technology, costs of comparators 

alternatives, other direct costs, costs of adverse drug reactions. 

 

Budget impact analysis 

The budget impact assessment was calculated through a budget impact analysis (BIA). The BIA 

was conducted from the perspective of the payer, the National Health Insurance Fund (NHIF). The 

time horizon for the BIA was set at 5 years. The projected number of patients to be treated with 

Braftovi is expected to be 26 in the first year and 75 by the fifth year. 

The results of the analysis indicate that including Braftovi in the Positive Drug List for the 

indication of "metastatic colorectal carcinoma with BRAF V600E mutation, previously treated 

with systemic chemotherapy," will lead to additional costs for the payer throughout the entire 

analysis period. 

Conclusion 

 

Colorectal cancer is the second leading cause of cancer-related mortality in Europe. Among 

patients with the BRAFV600E mutation, the risk of death is 70% higher compared to those with 

BRAF wild-type (BRAF-WT). Patients with the BRAFV600E mutation have the lowest median 

overall survival (OS) among the different mutation subgroups in metastatic colorectal cancer 

(mCRC). 

Encorafenib is the first-in-class targeted therapy developed specifically for patients with 

BRAFV600E-MT mCRC, in combination with cetuximab. The combination of Encorafenib + 

Cetuximab for the treatment of mCRC patients is associated with the highest gains in quality-

adjusted life years (QALY) and life years, but it also incurs the highest costs compared to 

alternative treatments. The budget impact analysis predicts that the new health technology will 

result in additional costs for the payer throughout the entire analysis period. 

 


