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into this study. This trial is the largest ever conducted 
in this population and the first phase III trial to show 
both a survival and response advantage in pre-treat-
ed BRAF-mutated CRC patients. The primary endpoints 
for the BEACON CRC study were overall survival (OS) and 
blinded central review confirmed objective response 
(ORR) for the triplet combination (arm A) compared with 
the control arm C. A key secondary endpoint was OS 
for the encorafenib plus cetuximab (doublet) regimen 
versus control. Other secondary endpoints included 
progression free survival (PFS), duration of response, 
and safety [28].

The mature results of the BEACON CRC study showed 
that the encorafenib plus cetuximab regimen signifi-
cantly improved OS compared to the control group, with 
a median OS of 9.3 months (95% CI 8.0-11.3 months) 
compared with 5.9 months (95% CI 5.1-7.1 months) for 
the control regimens (HR 0.61; 95% CI 0.48-0.77) [29]. 

Efficacy was similar when binimetinib was added to the 
encorafenib plus cetuximab regimen (9.3 months OS) 
and both regimens (arms A & B) had significantly im-
proved efficacy and quality of life (QoL) assessments rela-
tive to the control in patients with  BRAF V600E-mutated 
mCRC whose disease had progressed after one or two 
prior regimens [29]. On the Patient Global Impression 
of Change scale, more than 20% of the patients in arm 
B and arm A said they were “very much improved,” com-
pared with 10% of those on the control arm C [30]. In 
the updated analysis, confirmed ORR results by blinded 
independent review based on all randomized patients 
were 26.8% (95% CI 21.1% to 33.1%) for triplet, 19.5% 
(95% CI 14.5% to 25.4%) for doublet, and 1.8% (95% CI 
0.5% to 4.6%) for control. For median PFS, the updated 
results were 4.5 months (95% CI 4.2-5.4 months) in arm 
A, 4.3 months (95% CI 4.1-5.4 months) in arm B, and 1.5 
months (95% CI 1.5-1.9 months) in arm C, respectively, 

Table 2. Main studies of BRAF inhibitors in metastatic CRC.

Regimen (Author, reference) RR, % mPFS, mo

Single/Doublet BRAF/MEK

Vemurafenib (Kopetz S. JCO 2015) 5 2.1

Dabrafenib (Falchook GS. Lancet 2012) 11 NR

Encorafenib (Gomez-Roca C. ESMO 2014) 6 4

Dabrafenib + Trametinib (Concoran R. JCO 2015) 12 3.5

Doublet with EGFR

Vemurafenib + Panitumumab (Yaeger R. Clin Ca R 2015) 13 3.2

Vemurafenib + Cetuximab (Tabernero J. ASCO 2014) 20 3.2

Encorafenib + Cetuximab (van Geel R. Canc Disc 2017) 19 3.7

Dabrafenib + Panitumumab (Atreya CE, ASCO 2015) 10 3.4

Triplet with EGFR

Vemurafenib + Cetuximab + Irinotecan 
(Hong D. Cancer Discov 2017)

35 7.7

Dabrafenib +Trametinib + Panitumumab
(Atreya CE, ASCO 2015)

26 4.1

Encorafenib + Cetuximab + Alpelisib
(van Geel R. Cancer Discov 2017)

18 4.2

Encorafenib + Cetuximab +/- Binimetinib vs Cetuximab + 
Irinotecan or FOLFIRI
(Kopetz S. NEJM 2019)

26.8 / 19.5
vs 1.9

4.5 / 4.3 
vs 1.5

[mOS: 9.3/9.3   
vs 5.9]

Encorafenib + Cetuximab + Binimetinib (1st line)
(Van Cutsem E. ESMO 2021)

47.5 5.8




