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Clinicopathologic Features of V600E and V600KMelanoma—Response
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We welcome the communication from Jewell and col-
leagues about the incidence and clinical correlates of the
BRAFV600K mutation in a cohort of primary melanoma
samples from the United Kingdom.
The incidence of BRAFV600K reported in this study is

similar to that of other Northern European study popula-
tions (1, 2), and lower than that of regions with higher UV
levels, such as Australia and Texas (3, 4). Despite these
regional differences,BRAFV600K is the secondmost common
genotype of BRAF-mutant melanoma across all geographic
regions, and in the metastatic setting, responds to BRAF
inhibition (5). The results of this study are in keeping
with our hypothesis that cumulative UV irradiation plays
an important role in the pathogenesis of BRAFV600K

melanoma. The association of cumulative sun damage

with BRAFV600K melanoma (and not BRAFV600E) further
supports this hypothesis (3), whereas older age, indepen-
dently associatedwithBRAFV600K in this study and our own,
again further supports the hypothesis that BRAFV600K mel-
anoma is related to chronic exposure to high levels of
UV irradiation.

Correlates of BRAFV600K melanoma will be difficult to
ascertain with certainty, given the relatively low preva-
lence of the BRAFV600K genotype within BRAF-mutant
melanoma. Studies to assess outcome correlates, partic-
ularly in the primary melanoma setting, will require a
prospective approach and a wide referral base to limit
selection bias, a large number of patients, and detailed
clinical data analysis accounting for follow-up and treat-
ment. This study adds further evidence that BRAFV600K is
an etiologically and clinically distinct form of melanoma,
and should spur on efforts to examine this genotype in
more detail.
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