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LETTERS AND COMMUNICATIONS

Commentary on “Long-Term Follow-Up Results of Topical Imiquimod Treatment in Basal

Cell Carcinoma”

The article “Long-Term Follow-Up Results of Topical
Imiquimod Treatment in Basal Cell Carcinoma” of
Professor Bostanci and colleagues1 addresses an
interesting topic that the authors would like to discuss
further. In this retrospective study, Bostanci and col-
leagues treated 24 basal cell carcinomas (BCCs) with
different histological subtypes using imiquimod and
concluded that imiquimod might be an alternative for
surgical excision, also for high-risk BCC. Only for
metatypical carcinoma this therapy was discouraged.
Although the study shows that 5% imiquimod cream
was effective for different subtypes of BCC, care
should be taken when encouraging the use of imiqui-
mod for high-risk BCCs.1

Noninvasive therapies are already well established for
the treatment of superficial (s)BCC. High-level evi-
dence was provided by a randomized controlled trial
(RCT) including 601 sBCC in which 5% imiquimod
cream has shown superior effectiveness compared
with photodynamic therapy and 5-fluorouracil with
a clinical clearance of 80.5%, 5 years after treatment.2

A different RCT provided evidence about long-term
effectiveness of surgery comparedwith 5% imiquimod
cream and demonstrated that 5% imiquimod cream is
an effective therapy for nodular BCC with long-term
clinical clearance rates of 81.1% after treatment using
imiquimod for 12 weeks, although the clinical clear-
ance for surgery was 98.8% in this study.3 In an RCT
that specifically included only high-risk facial BCC,
408 primary facial BCCs were treated using either
surgery or Mohs micrographic surgery and clinical
clearance was 87.8% and 95.6%, respectively.4 A
substantial number of recurrences occurred between 5
and 10 years after treatment, underlining the need for
long-term follow-up before conclusions about efficacy
can be drawn.4 As opposed to the 3 mentioned studies

with a GRADE A level of evidence that are helpful in
guiding BCC treatment, the level of evidence in the
study by Bostanci and colleagues (GRADE C) is
insufficient to offer the authors appropriate sub-
stantiation for treatment of high-risk BCC using 5%
imiquimod.

When the authors focus on the conduction of the
treatment by Bostanci and colleagues, it seemed that
5% imiquimod cream was applied for 5 consecutive
days per week, during 6 weeks. In case of no or
insufficient response, treatment was extended and re-
evaluated in courses of 2 weeks until complete clinical
response was obtained. This resulted in a mean treat-
ment duration of 15.7 weeks (range 6–28) and multi-
ple consultations in most patients.1 The costs for all
those consultations and the prescription of the extra
medication was not discussed by Bostanci and
colleagues, but is a relevant topic that should be
addressed. Furthermore, the burden the high fre-
quency of the consultations causes is a topic to
acknowledge.

Basal cell carcinoma can roughly be divided into high-
risk and low-risk lesions, according to tumor size,
localization, and histological subtype.1 High-risk
BCCs are defined as BCCs with an aggressive histo-
logical subtype (infiltrative, micronodular, and meta-
typical), nodular BCCs >1 cm located in a high-risk
area (i.e., the H-zone of the face), and recurrent
BCCs.5,6 According to this definition, 15 of the 24
included BCCs in the study of Bostanci and colleagues
may be classified as high-risk BCC. All the 5 treatment
failures found in this study were high-risk BCC
because of the localization in theH-zone and 3 of the 5
had an aggressive histological subtype. Specifically
focusing on high-risk BCC, the clinical clearance in
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this study was only 66.7% (10/15 tumors). In other
words, treatment failure occurred in 1 of the 3 high-
risk BCCs, resulting in a residual or recurrent BCC.
It is known that recurrent BCCs not only have
a higher risk of both incomplete excision and
recurrence after treatment,4 but there is also the risk
of repetitive surgical procedures with an inferior
cosmetic outcome and the chance of developing into
an advanced BCC.

In conclusion, the retrospective cohort study by Bos-
tanci and colleagues provides the authors insufficient
evidence to support treatment using 5% imiquimod
cream for high-risk BCC. To justify treatment of
patients with such BCC, an RCT or at least a larger
cohort study with long-term follow-up (GRADE level
of evidence A) is needed. Especially in the delicate
facial area, minimization of risk of incomplete
removal and recurrences are essential and the authors
therefore do not advice choosing a noninvasive ther-
apy unless there are very important contraindications
for more effective and well-established treatments
such as surgery or radiotherapy.
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Ectopic Extramammary Paget Disease Occurring on the Nose

Extramammary Paget disease (EMPD) is a rare intra-
epidermal adenocarcinoma that generally occurs in
areas with a high density of apocrine glands. Cases
that occur in locations where there are usually no
apocrine glands are considered ectopic EMPD. To our
knowledge, there have been only 2 reported cases of
ectopic EMPD on the face in literature.1,2 We present
the first known case of ectopic EMPD on the nose.

A 69-year-old Caucasian man presented with a non-
healing, nontender, and nonpruritic plaque on his left
dorsal nose that had been present for a few months
before presentation. This lesion was near a prior

biopsied squamous cell carcinoma in situ lesion on the
left ala, which had been treated with cryotherapy, 5-
fluorouracil, imiquimod, ingenol mebutate, and
medium-depth chemical peels in the past without full
resolution. The initial lesion was subsequently treated
withMohs surgery with clear margins on final section
and reconstructed with a local advancement flap 1
year before.

Physical examination revealed a 3.5 · 3.0-cm ill-
defined, pink, atrophic, scaly plaque over the left nasal
dorsum, extending over the previous surgical scar on
the left ala (Figure 1). No other similar lesions were
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