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Sorafenib-Related Hand-Foot Skin

Reaction Improves, Not Worsens,

with Continued Treatment

To the Editor: In the February issue ofClinical Cancer Research,
Azad and colleagues report on their experience with sorafenib
and hand-foot skin reaction (HFSR; ref. 1). Understanding
the relationship between toxicity and the primary molecular
targets of an agent is important. However, we find that the
analysis was severely constrained by data features that were
not thoroughly discussed.
The principal conclusion of this article is that the “cumulative

dose” of sorafenib is strongly correlated with the incidence and
severity of HFSR. However, the term cumulative dose, as it is
routinely used for agents such as doxorubicin to describe cardi-
otoxicity, is misleading. The following definition was used:
“Cumulative sorafenib dose for each cycle was used for the
analyses to minimize the variations in sorafenib dosing strate-
gies (dose reductions and dose levels) between the studies and
among patients.” Thus, the authors are referring to a total
monthly dose, not cumulative dose as it is routinely used to
describe toxicity.
For the single-agent sorafenib studies for metastatic pros-

tate cancer and metastatic non–small cell lung cancer, all pa-
tients started on 400 mg twice daily of sorafenib, therefore
there was no variation in dose and schedule to contribute
to variable cumulative dose other than adjustment due to
toxicity or discontinuation due to progressive disease. The
median number of cycles was short (two to four). It is not
surprising that the incidence of hand-foot syndrome plateaus
within the first 2 cycles (Fig. 2) with 40% of patients affect-
ed. This is not a novel finding (2, 3).
The authors imply that longer durations of treatment with

sorafenib are associated with higher incidence of HFSR. To
those of us who have treated many patients with metastatic re-
nal cell or thyroid carcinoma in clinical trials and in practice,
this is clearly not the case. Notably, most patients who take sor-
afenib for more than 6 months start to experience a decrease in
the severity of HFSR and rash, making longer-term therapy
more tolerable. In the Azad analysis, it appears that only seven
patients received therapy for more than 3 cycles, insufficient for
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the authors to observe the improvement in HFSR or rash that
occurs with longer durations of therapy. In their analysis, as in
our phase I/II trial of sorafenib with bevacizumab for patients
with renal cell carcinoma, HFSR did not improve over time,
unlike with single agent sorafenib (4).
Even grade 2 toxicities, such as HFSR, common to targeted

therapies can significantly affect quality of life if they persist
for many months during the course of “successful” treatment.
However, we continue to observe skin accommodation with
long-term sorafenib therapy, and thus, by definition, it is not
linked to cumulative dose in the traditional sense. We recognize
that there is a growing need to understand the relationship be-
tween toxicity and clinical benefit. In renal cell carcinoma and
thyroid cancer, this is an important consideration and we will
continue to examine this relationship in our large combined
cohort of clinical trial participants.
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