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Calcineurin Inhibitors May Speed MF Progression
B Y  B R U C E  J A N C I N

Denver Bureau

K Y O T O ,  J A P A N —  Topical calcineurin inhibitors
should be used with caution when a diagnosis of atopic
dermatitis is less than certain because they might accel-
erate progression of early-stage mycosis fungoides, often
clinically indistinguishable from the atopic disorder.

“Biopsies should be obtained before using them on in-
filtrated facial lesions, which could be folliculotropic my-
cosis fungoides,” Grace C. Sun advised at an international
investigative dermatology meeting.

Because both the symptoms and skin biopsy findings
are often nonspecific in early mycosis fungoides, many
affected patients are misdiagnosed as having other skin
diseases—particularly atopic dermatitis—for years before
the proper diagnosis is eventually made. To examine the
impact of topical calcineurin inhibitor (TCI) therapy in
such patients, Ms. Sun of the M.D. Anderson Cancer
Center, Houston, and coworkers conducted a retro-
spective study of 414 M.D. Anderson patients diagnosed

with stage 1A or 1B mycosis fungoides during 2001-2007.
Of the 414 patients, 27 progressed beyond their initial

T1/T2 skin stage within 6 years. In a multivariate re-
gression analysis controlling for potential confounders,
three factors emerged as being independently associated
with reduced time to progression: the presence of large
cell transformation on skin biopsy, which conferred a 3.3-
fold increased risk of progression; prior pimecrolimus use,
carrying a 5.4-fold increased risk; and a high serum lac-
tate dehydrogenase concentration, which boosted the risk
of early progression 23-fold.

Twenty-one of the 414 patients had a history of pime-
crolimus therapy; 4 of those 21 progressed within 6 years.
So did 1 of 10 patients who had been on tacrolimus and
18 of 250 with a history of topical corticosteroid thera-
py prior to being diagnosed with mycosis fungoides.

Of the four patients with a history of pimecrolimus use
who progressed to a more advanced T stage within 6
years after diagnosis of mycosis fungoides, three had skin
biopsies consistent with folliculotropic mycosis fungoides,
a more aggressive variant. Three of the four patients de-

veloped tumors in areas where they had earlier applied
pimecrolimus: on the head and face in two patients with
folliculotropic mycosis fungoides, and on the antecubital
fossa and hands in another patient.

The number of individuals with a history of tacrolimus
therapy was too small to draw any conclusions regard-
ing a possible relationship with time to progression, said
Ms. Sun.

Seventeen percent of the 414 patients reported being
initially misdiagnosed as having eczema. Six of these 69
patients progressed within 6 years, but none had previ-
ously used a TCI, she reported at a meeting of the Eu-
ropean Society for Dermatological Research, the Japan-
ese Society for Investigative Dermatology, and the Society
for Investigative Dermatology.

Both of the available TCIs—tacrolimus and pime-
crolimus—are immunosuppressive, she said. The use of
oral tacrolimus to prevent graft rejection in transplant re-
cipients has been associated with increased risk of lym-
phoma; in animal models, systemic administration of either
TCI has been found to increase the risk of lymphoma. !

Imiquimod Effective for Treating
Squamous, Basal Cell Carcinoma

B Y  M I C H E L E  G. S U L L I VA N

Mid-Atlantic  Bureau

W I L L I A M S B U R G ,  VA .  — Imiquimod can
be a powerful tool for fighting in situ squa-
mous cell carcinomas and superficial basal
cell carcinomas, Dr. Roger Ceilley said.

“A number of studies have shown that im-
iquimod is up to 95% effective in clearing
squamous cell carcinomas,” said Dr. Ceilley,
at the annual meeting of the American Soci-
ety for Mohs Surgery. “We may worry that
when treating carcinoma in situ topically,
that we are just treating the tip of the iceberg,
but there are a few studies now that show
even patients with an early invasive squamous
cell carcinoma [SCC] treated three times a
week for 12 weeks
show clearing of the
deeper component of
the lesion.”

Evidence is mount-
ing for imiquimod’s
use on various sites of
SCC in situ, including
lesions on the anterior
leg and penis, said Dr.
Ceilley, a professor of
dermatology at the University of Iowa, Iowa
City. He noted seven case reports of im-
iquimod used successfully to treat penile le-
sions. The cream was applied anywhere from
twice a week to every other day, depending
on individual tolerance, for 8-16 weeks. “This
is clearly an off-label use and you wouldn’t
want to do it without consulting a urologist
but, with close management, this might be an
alternative for an SCC that would otherwise
result in a penectomy,” he said.

Combined with 5-fluorouracil, imiquimod
is especially effective for SCC lesions on the
scalp, and dorsum of the hand—places that
are often resistant to either treatment alone.

The cream also is approved for use in su-
perficial basal cell carcinoma, where it has
shown effectiveness. A 2004 placebo-con-
trolled study found that up to 82% of patients
had histologic clearance after a 6-week treat-

ment cycle ( J. Am. Acad. Dermatol.
2004;50:722-33). The study also found no sig-
nificant difference in clearance rates among
patients who used the cream five or seven
times a week, lending support for the short-
er treatment time. However, clearance was
highly correlated with increased severity of
erythema, erosion, and scabbing or crusting.
The cosmetic outcomes were excellent.

For BCC, Dr. Ceilley said he prefers to use
imiquimod prior to Mohs surgery, in con-
junction with aggressive curettage and elec-
trodesiccation. Treating for a few weeks pre-
operatively can reduce the defect, decrease
the frequency of residual tumor, and im-
prove cosmetic appearance. 

“You can really define the lesions more
carefully, minimizing
the area of surgery you
have to do,” he said.

Evidence is mount-
ing for the use of im-
iquimod in nodular
BCC as well—espe-
cially in smaller, low-
risk lesions or as ad-
junctive therapy. The
original 2002 dosing

study found a histologic clearance rate of up
to 76%, with no significant difference be-
tween those who applied the medication dai-
ly for 12 or 16 weeks (Arch. Dermatol.
2002;138:1165-71), said Dr. Ceilley.

A more recent study found that while 70 of
90 patients (78%) had a complete clinical re-
sponse, there was clinically visible tumor still
present in 20 patients (22%). There was com-
plete histopathologic clearance observed in 58
patients (64%), while residual tumor remained
in 32 patients (36%). Efficacy was better in le-
sions smaller than 1 cm in diameter. The au-
thors concluded that, since 17% of patients in
the study with clinical clearance still had
pathologic evidence of disease, excisional
biopsy of the treated site is still indicated ( J.
Am. Acad. Dermatol. 2007;57:616-21).

Dr. Ceilley stated that he did not have any
conflicts of interest to disclose. !

Weaker Lidocaine Provides
Equal Pain Relief for Mohs

B Y  S U S A N  L O N D O N

Contributing Writer

VA N C O U V E R —  Compared with
the lidocaine concentration typically
used for local anesthesia during Mohs
surgery, a lower concentration
achieved equivalent pain relief with a
53% reduction in the total dose ad-
ministered in a randomized, double-
blind trial of 149 patients.

“We found in our clinic that 10%-
15% of our patients were actually ex-
ceeding the recommended lidocaine
dose of 7 mg/kg when we used 1% li-
docaine with 1:100,000 epinephrine,
which is the most common concen-
tration of lidocaine used for Mohs
surgery,” explained Pamela Morgan-
roth, noting that the patients nonethe-
less did not experience any symptoms.

“These patients often have large tu-
mors, multiple sites, and extensive re-
constructions,” she said at the annu-
al meeting of the American College of
Mohs Surgery.

Minimizing lidocaine dose is im-
portant because symptoms of lido-
caine toxicity occur in a dose-depen-
dent manner; moreover, exceeding
the recommended limit—even if
symptoms do not occur or occur as a
result of other conditions—exposes
surgeons to medicolegal risk, ob-
served Ms. Morganroth, a medical
student at the University of Pennsyl-
vania, Philadelphia.

“Unfortunately, multiple factors in-
fluence lidocaine dose,” including old-
er age; pregnancy; and renal, cardiac,
and hepatic impairment, she added,
“so it’s virtually impossible to set a
uniform maximum recommended li-
docaine dose.”

In the study, patients undergoing
Mohs surgery were randomly as-
signed to local anesthesia consisting of
1.0% lidocaine with 1:100,000 epi-

nephrine or 0.5% lidocaine with
1:200,000 epinephrine. Surgery was
performed by a single physician who
was unaware of the patient’s assign-
ment. The surgical field was infiltrat-
ed immediately before each Mohs
layer and the reconstruction, with use
of local infiltration and field blocks in-
stead of regional nerve blocks. Exci-
sion began as soon as the patient re-
ported no pain to a pinprick stimulus.

Outcomes included the total lido-
caine dose administered (including all
stages of Mohs surgery and the recon-
struction) and patient comfort, which
was measured subjectively with a 100-
mm visual analog scale and objective-
ly according to the volume of “rescue”
lidocaine administered during the
surgery. Analyses were based on 74 pa-
tients (with 83 tumors) in the 1.0% li-
docaine group and 75 patients (with 85
tumors) in the 0.5% lidocaine group.

The mean total dose of lidocaine
administered to patients in the 0.5%
group was significantly lower, by
53%, than that administered to pa-
tients in the 1.0% group (139 mg vs.
297 mg). Mean scores for patient-rat-
ed pain (3.88 vs. 3.11 mm, respective-
ly) or mean volume of rescue lido-
caine administered (0.85 vs. 0.33 cc)
did not differ significantly, Ms. Mor-
ganroth reported.

It appears that “0.5% lidocaine pro-
vides equivalent patient comfort at
half the total dose of lidocaine as
compared to 1.0% lidocaine,” she
said, while also acknowledging that
the study did not measure blood lev-
els of the drug.

“Our study demonstrates that 0.5%
lidocaine decreases the risk of dose-
dependent lidocaine toxicity without
compromising patient comfort dur-
ing Mohs surgery,” said Ms. Morgan-
roth, who reported having no con-
flicts of interest. !

‘A number of
studies have
shown that
imiquimod is up to
95% effective in
clearing squamous
cell carcinomas.’

DR. CEILLEY




