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Hand-Foot Syndrome Tied to New Cancer Drug

BY MIRIAM E. TUCKER
Senior Writer

STowe, VT. — A “striking” erythe-
matous, peeling eruption of the distal ex-
tremities associated with a new cancer
drug will be seen increasingly in physi-
cians’ offices, Dr. Peter W. Heald predict-
ed at a dermatology conference spon-
sored by the University of Vermont.

The drug, sorafenib, was approved in
2005 for the treatment of advanced renal
cell carcinoma. Codeveloped by Bayer
Pharmaceuticals and Onyx Pharmaceuti-
cals Inc. under the name Nexavar, the
agent is a multikinase inhibitor of tumor-
cell proliferation and angiogenesis. It is
currently being evaluated for a variety of
other tumors, including melanoma.

In the meantime, some patients with ad-
vanced melanoma who are unable to tol-
erate interferon have been treated with the
oral medication. “This is being used off-la-
bel for melanoma, even though the
melanoma trials are still in progress at this
point,” said Dr. Heald, professor of der-
matology at Yale University, New Haven,
Conn.

A recently published phase 11l random-
ized, double-blind placebo-controlled tri-
al of oral sorafenib (400 mg twice daily) in
903 patients with advanced clear-cell renal
cell carcinoma demonstrated a significant
increase in progression-free survival (5.5
months vs. 2.8 months). However, the
treatment was associated with a variety of
adverse effects, including the hand-foot
skin reaction in 30% of the patients (me-
dian treatment duration 23 weeks), com-
pared with just 7% (median 12 weeks) in

Grade 2 hand-foot syndrome, causing peeling on the plantar
surface, is shown on a man who took sorafenib for 2 months.

the placebo group (N. Engl. J. Med.
2007;356:125-34).

“If you haven't seen this, I can tell you
it’s coming to a patient near you as the use
of this drug picks up. Now that the drug
is on the market, off-label use will in-
crease along with its use in management
of renal cell carci-
noma,” said Dr.
Heald, who is also
attending derma-
tologist at the West
Haven (Conn.) VA
Medical Center.

Most of the liter-
ature on sorafenib
hand-foot syn-
drome comes from
the oncology community and is “a little
murky at the moment,” he said.

The eruption presents in a spectrum
ranging from peeling to bullae and ero-
sions, and also appears to have a vascular
component. In one case report, the au-
thors described what they considered to be
“leukocytoclastic vasculitis masquerading
as hand-foot syndrome” in a 70-year-old
man with metastatic lung cancer who was
taking sorafenib (Arch. Dermatol.
2006;142:1510-1).

But Dr. Heald says he believes that the
vascular component is part of the spec-
trum of sorafenib hand-foot syndrome,
describing one of his patients with venous
insufficiency in whom the skin manifes-
tation of the syndrome was worse in the
more severely affected limb.

The syndrome does appear to be dose
dependent. In a pooled analysis of four
phase | dose-escalation trials of sorafenib,

few patients experienced it at dosages less
than 300 mg twice daily, but both fre-
quency and severity of the skin eruption
increased with dosages of 300-600 mg
b.i.d. At the recommended dosage of 400
mg b.i.d., 15% of patients experienced
hand-foot syndrome of grade 2 or 3 (Eur.
J. Cancer 2006;42:
548-56).

As with the drug
eruptions that oc-
cur with epidermal
growth factor in-
hibitors such as ce-
tuximab and er-
lotinib, the patients
who experienced
sorafenib hand-foot
syndrome had significantly longer times to
progression than did those who did not
experience the skin toxicity.

Some oncologists believe that the so-
rafenib-associated syndrome is the same as
the drug eruption known as “Ara-C syn-
drome,” a painful erythematous pal-
mar/plantar eruption seen in leukemia pa-
tients receiving intravenous treatment
with cytosine arabinoside (Ara-C).

Dr. Heald disagreed, though, noting
that Ara-C syndrome doesn’t cause the
“funky split peeling” that is worse distal-
ly and improves farther up the limb, basi-
cally disappearing above the elbow or
knee.

Treatment of sorafenib hand-foot syn-
drome depends on its severity. Topical
steroids to minimize the peeling usually
suffice for patients with grade 1 disease in-
volving minimal erythema. Topical
steroids should also be tried first in pa-

‘If you haven't
seen this, | can
tell you it's
coming to a
patient near you
as the use of this
drug picks up.’
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Grade 3 syndrome appeared as hemorrhagic, pustular acral
lesions on the hands of this patient who needed a lower dose.
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tients with grade 2 disease, defined as
peeling, bullae, and edema that don’t in-
terfere with activities of daily living. Ker-
atinolytic agents such as urea may be help-
ful in these patients as well, he said.

But for patients with grade 2 disease that
is refractory to topical steroids and for
those with grade 3 disease that interferes
with activities of daily living, Dr. Heald
recommended working with the patient’s
oncologist to interrupt the sorafenib ther-
apy and restart it at a lower dose. In the
published phase Il trial, doses were re-
duced in 13% and interrupted in 21% of
the sorafenib group because of adverse
events, most of which were due to hand-
foot skin reactions or gastrointestinal
events.

As the off-label use of sorafenib in-
creases for the treatment of a variety of
cancers, physicians will be seeing increas-
ing numbers of patients taking the drug.
In addition to the hand-foot syndrome,
40% of the patients in the phase Il trial ex-
perienced rash/desquamation, 27% had
alopecia, and 19% had pruritus, compared
with 2% or less of those adverse events in
the placebo group.

Currently, investigators are looking at
additional uses for sorafenib. One pub-
lished phase Il study involving 37 patients
with advanced melanoma found little or
no antitumor activity with 400 mg b.i.d.
sorafenib monotherapy (Brit. J. Cancer
2006;95:581-6), and a manufacturer-fund-
ed, phase Il randomized trial of sorafenib
or placebo in combination with carbo-
platin and paclitaxel as second-line thera-
py in 277 patients with advanced
melanoma failed to reach its primary end
point of progression-free survival.

Bayer and Onyx, however, are continu-
ing to investigate the drug’s use in
melanoma. An ongoing phase Il study us-
ing sorafenib in combination with dacar-
bazine as first-line therapy has thus far
shown a 50% improvement in progres-
sion-free survival, Onyx spokesperson Julie
Wood said in an interview.

At the same time, at least two other ex-
ternally sponsored phase Il studies are
also looking at combination therapy with
sorafenib in treating melanoma. Other
trials are investigating its use for liver,
lung, and breast cancer, she said.

In any case, Dr. Heald noted, “As use of
this drug spreads out from renal cell car-
cinoma, we’ll be seeing more and more
hand-foot syndrome.” ]

Melasma, Undertreated in Men, Clears With Topical Solution

BY HEIDI SPLETE
Senior Writer

GRAND CAYMAN, CAYMAN
ISLANDS — A topical solution
containing 2% mequinol and
0.01% tretinoin can noticeably
improve facial melasma in men,
based on results from a small
study presented at the Caribbean
Dermatology Symposium.

Male melasma is undertreated,
in part because many men are

ashamed to seek help given the
condition’s association with
women and pregnancy, said Dr.
Jon Keeling, a dermatology resi-
dent at Wellington Regional
Medical Center in West Palm
Beach, Fla.

“There are no previous re-
ports of using mequinol in the
treatment of melasma in
women or men,” he said. Dr.
Keeling presented the data on
behalf of Dr. Marta I. Rendon,

who conducted the study at her
private dermatology practice in
Boca Raton, Fla.

Five healthy men aged 30-45
years with at least a 1-year histo-
ry of melasma were instructed
to apply a 2% mequinol/0.01%
tretinoin solution nightly for 12
weeks along with a 6% zinc ox-
ide sunscreen with SPF 30 each
day. All of the patients had failed
at least one previous treatment
for melasma.

After 12 weeks, four of the
five patients’ faces were cleared,
based on physician assessment,
patient self-assessment, and eval-
uations of standardized photos
takenat 2, 4, 8, 12, and 16 weeks
after baseline.

The fifth patient had partial
clearance after 12 weeks, Dr.
Keeling said.

All patients showed some im-
provement after 4 weeks and the
maximum improvement after 12

weeks of treatment. Their skin
remained clear 16 weeks after
the start of the study.

Overall, the medication was
well tolerated; one patient re-
ported mild stinging when he ap-
plied the solution.

“Itis important to note the psy-
chosocial impact of melasma for
men,” said Dr. Keeling, adding
that the number of men seeking
treatment for skin pigment prob-
lems is rapidly growing. L]



