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Abstract
LentigoMaligna (LM) is an in situ lesion with a low risk of progression to LM Melanoma (LMM). Treatment of LM is mostly advocated
because an invasive component of LMM might be lethal. Recently topical Imiquimod 5% cream was introduced as a new treatment
possibility.
We describe here a patient, with skin type IV, with a hyperpigmented LM eruption at his forehead. The lesion was treated 4 weeks with
topical Imiquimod 5%, 5 times a week for 8 weeks. Four weeks after cessation of treatment the macular lesion appeared enlarged and
darker indicating lack of response. Punch biopsies revealed post-inflammatory hyperpigmentation (PIH) and ruled out LM and LMM.
During 6 moths observation the skin normalized.
The present case is a reminder that dark skin comprises an increased risk of PIH that when induced by Imiquimod treatment of LM
can be mistaken as lack of therapeutic efficacy or progression to LMM.
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The lesion was enlarged with hyperpigmentation corresponding
to 0.5-1 cm treatment margins around the original lesion (Fig. 1B).
Still, no lymph node enlargements were present in the head or
neck region. In order to rule out malignant transformation three
2-mm punch biopsies were obtained, (two from the dark margins of the lesion and one from the central area with regression).
The histological examination of the biopsies revealed superficial
perivascular lymphocytic inflammation with a few malanophages,
increased pigmentation in the basal layer and a normal number
of melanocytes without atypical transformation- or proliferation
pattern. The presence of post-inflammatory hyperpigmentation
(PIH) was in accordance with the quick development of a hyperpigmented macular lesion corresponding to the area treated with
Imiquimod. No further treatment was introduced and the patient
was followed for 6 months with complete elimination of the PIH
(Fig. 1C). Probably due to a general chronic sun-damage of the
surrounding skin the treated area appeared slightly hypopigmented.

Case Report

Discussion

A previously healthy 63-year-old man with Fitzpatrick skin type
IV was referred to our clinic with a sharply demarcated, macular, brownish-colored lesion located on the left temporal area of
the forehead. The lesion had developed over a 3 months period.
The patient had no personal history of malignant melanoma
but reported a grandfather who had died from skin cancer of
unknown type. A 3-mm punch biopsy revealed LentigoMaligna
(LM). Further physical examination was normal. Topical Aldara
® therapy (Imiquimod 5% cream) was prescribed once daily, five
times a week for eight weeks. The lesion showed an inflammatory response to topical Imiquimod treatment (Fig. 1A). Four
weeks after cessation of the treatment the lesion appeared as an
irregular dark brownish macule with a central regression zone.

Lentigomaligna (LM) is the in situ phase of lentigomaligna melanoma (LMM). The risk of LM developing into LMM is unknown,
but estimated to be low [1]. Mostly LM occurs on the face in
patients with sun-damaged skin. With surgical excision of LM,
the risk of leaving disfiguring scars is considerable. Recently, the
off label treatment of LM with topical Imiquimod 5% cream was
introduced as a cosmetically more acceptable treatment possibility
[2]. In prospective studies of patients with LM who were treated
with topical Imiquimod, sustained histological clearance were
only verified in about 50%, based on post-treatment biopsies in
one study [3] and excisions of the entire treated LM-lesions in
another [4]. It is likely that the therapeutic efficacy of Imiquimod on LM, however, might be under-estimated in such studies
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Figure Legend, Fig. 1.
(A) LentigoMaligna(LM) during topical Imiquimod treatment, hyperpigmentation correspond to the primary LM lesion.
(B) Post-inflammatory hyperpigmentation 4 weeks after treatment, markings on figure indicate sites of punch biopsies.
(C) Improvement 6 months after treatment.

because histologic differentiation between LM and the features
of sun-damaged skin is difficult [5-6]. Nevertheless, long-term
follow-up on patients with LM treated with Imiquimod, as monotherapy, seems to be recommendable until long-term follow-up
data is available. Imiquimod induces inflammation via the toll-like
receptors [7]. In our patient with skin type IV, Imiquimod induced
severe but transient post-inflammatory hyperpigmentation. Postinflammatory hyperpigmentation consist of macular hyperpigmentation with epidermal and dermal hypermelanosis at the site
of inflammation [8].
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