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Q. What unmet needs are there in the current standard of care
for advanced BRAF-mutant melanoma?

For advanced disease we currently follow two treatment strategies. immunotherapy with the anti-
programmed-cell-death protein 1 (PD1) antibody ipilimumab alone or in combination, and treatment
with targeted therapy. Among the latter are two combinations: one is dabrafenib and trametinib, the
other is verumafenib and cobimetinib. These have improved outcomes in metastatic melanoma
including prolongation of overall survival (OS). However, these treatments have a number of limitations
based on efficacy and adverse events; therefore there is room for improvement.
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Q. Could you briefly explain the mechanism
of action of the drugs encorafenib and
binimetinib, which are used as a combination
therapy in the COLUMBUS trial, and how this
combination differs from the COLUMBUS
control drug, vemurafenib?
The COLUMBUS trial is evaluating a new combination of targeted agents.s
One is a new BRAF inhibitor, encorafenib (Braftovi™; Array BioPharma
Inc., Boulder, CO, US); the other is binimetinib (Mektovi®; Array BioPharma
Inc., Boulder, CO, US), a new MEK inhibitor with a short half-life. In my
opinion, the major interest is in encorafenib, which has shown a number
of unique preclinical features. Unlike vemurafenib (Zelboraf®; Genentech,
Inc., South San Francisco, CA, US), it has a high inhibition potency for
wild-type BRAF, and v-Raf murine sarcoma viral oncogene homolog C,
as well as V600E-mutant BRAF. It also has a very long dissociation time.”
This means that when the molecule binds to the catalytic domain of the
BRAF oncogene, it stays there for a long time. This results in a profound
and long-lasting suppression of the signalling pathway. We know from
preclinical work that the intensity of this suppression is associated with
prolonged efficacy.” This specific pharmacological feature of encorafenib
has the potential to improve the clinical outcome. In addition, binimetinib
has benefits that were demonstrated in a phase Il trial. It suppresses
the side-effect profile of encorafenib, enabling encorafenib to be given in
combination at higher doses (up to 600 mg).?

Q. What was unique about the design of the
COLUMBUS trial?

The COLUMBUS trial was designed to compare the efficacy of an old
BRAF inhibitor, vemurafenib, with a new BRAF inhibitor, encorafenib
and also with the combination of encorafenib and binimetinib.? The
conclusion of the phase Il trial was that, in the presence of binimetinib,
encorafenib can be significantly increased in dose.® Therefore, a unique
feature of the COLUMBUS trial is that we use encorafenib 300 mg, which
is a tolerated dose for monotherapy, and can use encorafenib 450 mg
in combination with binimetinib. With augmentation, there is better

inhibition of the MET-kinase pathway: the end result is a better clinical
outcome for the patient.

Q. What were the key findings from the study?
The outcome of the COLUMBUS study showed that the combination
of encorafenib and binimetinib resulted in significantly improved OS
(33.6 months versus 16.9 months in the vemurafenib arm).¢ The latter
matches the findings of previous studies of vemurafenib, so we can
assume that the control arm is representative of the patient population.
The hazard ratio for the comparison was 0.61, meaning there is a
39% reduction in the risk of death if treated with the combination of
encorafenib and binimetinib. These are very encouraging results. The
findings for progression-free survival (PFS) were also highly significant
(14.9 months for the combination versus 7.3 months for vemurafenib).
Again, vemurafenib performed as expected in this patient population.
The hazard ratio was 0.53 i.e., a 47% reduction for the risk of progressive
disease. In addition, the trial provided a direct comparison of
encorafenib monotherapy (300 mg) with vemurafenib. There was also a
significantly improved OS and PFS with encorafenib monotherapy versus
vemurafenib.? This confirms that the improved pharmacological features
of encorafenib result in improved clinical outcomes.

Q. How do you predict that the recent EMA
approval of the encorafenib/binimetinib
combination therapy will impact clinical
practice and the outlook for patients with
unresectable or metastatic melanoma with
BRAF-V600 mutation?

The combination therapy has demonstrated impressive clinical efficacy

that is reflected by very high response rates and prolonged PFS and OS.

In addition, the tolerability of the combination is excellent; many patients

do not suffer from any adverse events. In patients that do suffer adverse

events, they are easily managed. Therefore, encorafenib and binimetinib
iS @ new, promising treatment option for the patient, and | am sure that
many clinicians will use this combination in the future.Q
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