
Letter to the Editor
D
ow

nloaded from
 http://aacrjournals.org/clincancerres/article-pdf/15/24/7749/1989830/7749a.pdf by guest on
In Response: We thank Drs. Flaherty and Brose for their
interest in our report and their thought-provoking comments.
Our report was intended to advance the dialogue about the
possible mechanism of hand-foot skin reaction (HFSR) as
well as to describe the potential synergistic toxicity of these
agents. We would like to respond to each of Flaherty and
Brose's points. Flaherty and Brose state that our use of the
term “cumulative dose” was misleading because we referred
to cumulative dose per month, not total cumulative dose
over the course of the study. However, our conclusion that
the cumulative dose of sorafenib correlated with HFSR was
based on the total cumulative dose administered over the
entire study as indicated in Fig. 2 (1), with the median
sorafenib dose to development of HFSR equal to 21,117 mg
in combination therapy versus not reached in single-agent
treatment. Our observation may be contrary to that of
Flaherty and Brose's experience perhaps as a result of a fewer
number of patients who received more than 7 cycles of
sorafenib monotherapy due to disease progression.
Alternatively, the initial slope followed by stabilization of the
Kaplan-Meier curve in the single-agent sorafenib patients
depicted in Fig. 2A may reflect the tendency for HFSR
associated with single-agent sorafenib to develop in the first
2 months of treatment with reduced incidence over time, as
discussed by Flaherty and Brose. Risk factors for HFSR may
be different in these different treatment regimens.
Flaherty and Brose note that the short median number of

cycles administered may have led to the observed plateau of
the incidence of HFSR in the single-agent trials (31%). Report-
ing these findings was meant to show that our single-agent,
standard-dose treatment had similar incidence of HFSR to his-
torical controls. The dermatologic toxicities that we observed
in the patient cohort treated with the combination therapy of
sorafenib and bevacizumab followed a more persistent course
as compared with the skin accommodation with long-term sin-
gle-agent sorafenib therapy that is commonly observed.
Flaherty and Brose comment that our observations of the

effect of longer durations of sorafenib on HFSR or rash are
limited by having only seven patients receiving treatment for
more than 3 cycles. Forty-two patients were treated with sor-
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afenib and bevacizumab for a median of 4 cycles, of whom 21
were treated for more than 4 cycles, in fact up to 26+ cycles.
The thrust of our analysis is that patients treated with combi-
nation therapy have a higher incidence of HFSR, and that this
incidence increases with total cumulative sorafenib dose. Pa-
tients will have higher cumulative sorafenib doses if they remain
on therapy for more cycles, particularly for the combination
therapy group.
We agree with Drs. Flaherty and Brose that there is a need to

better understand the toxicity profile and the mechanisms of
toxicity for our patients. Studies of combination targeted ther-
apy are becoming more frequent as investigators seek to im-
prove on the modest activity of these drugs as single agents.
We encourage investigators and practitioners to remain vigilant
in monitoring for higher-than-expected toxicity when two tar-
geted agents are combined, even when the drugs do not have
overlapping toxicity profiles.
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