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Abstract

The use of the topical Imiquimod (IMQ) 5% cream as a non-surgical alternative to melanoma in situ (MIS) and Lentigo
Maligna (LM) is still controversial. Several case reports on this subject are available, but no general consensus exists regarding the
efficacy of IMQ for the treatment of MIS.

Here we present a case of a patient successfully treated with topical IMQ 5% for persistent and aggressive LM despite
repetitive surgery. In conclusion, IMQ appears to be a safe alternative to surgery in treating MIS; however, more studies are needed
to more precisely determine its role in this specific application.

Introduction

Melanoma in situ (MIS) often occurs in sun-damaged areas of the skin, i.e. head and neck!". It is a non-invasive lesion
confined to the epidermis, accounting for approximately 25% of all melanomas. Untreated, MIS can progress to invasive melanoma,
with an estimated risk approaching 2.2 - 4.7%/..

In Denmark, the standard treatment of MIS and LM is surgical excision with a margin of 5 mm, though LM frequently
displays additional subclinical extensions. Radical surgical excision is an option, but not in all cases, as comorbidity, size and/or
location of the lesion may challenge the surgeon with a complicated reconstruction - and the patient with a poor functional and cos-
metic outcome. Moreover, certain cases of LM may display subclinical margins, and are therefore less likely to be radically excised
compared to non-LM MIS. Hence the recurrence rate is 8 - 20 % after standard surgery, thus questioning the recommended 5 mm
excision margin®l.

Therefore, radiotherapy, cryotherapy and Imiquimod have been suggested as non-surgical alternatives!'. IMQ is a potent
stimulator of the innate immune system by activating natural killer cells, interferon-a, interleukins and tumor necrosis factor-af. It
was originally used in the treatment of actinic keratosis, superficial basal cell carcinomas and genital warts. IMQ was used in 264
patients with MIS or LN and 220 (82%) of the patients had clinical - and histologic clearance of their lesion according to Ellis et
althl.

In this case report we present a patient who was successfully cleared of a large and aggressive LM with topically applied
5% IMQ cream.
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Case Report

A 91-year-old Caucasian female patient was treated originally treated in 1998 with cryotherapy for a large LM located
on her right cheek and lower eyelid measuring approximately seven times four cm. In 2012 and twice in 2014 parts of the patient’s
in situ lesion transformed clinically in color and shape. Histology confirmed in 2012 that the suspected area of the LM had developed
into an invasive Lentigo Malignant Melanoma (LMM) of 0.65 mm thickness, with no ulceration and Clark’s level III. The lesion
was excised with 5 mm margins.

In April 2014 a LMM of 3.06 mm thickness, Clark’s level IV, with ulceration and > = 1 mitosis per mm* was excised from
another part of the LM. Several months later yet another LMM of 0.33 mm thickness and Clark’s level II was excised. Re-excision
was done according to the Danish Melanoma Guidelines™, but in all cases, residual in situ lesions were found in the resection mar-
gins. Thus, the 91-year-old patient was not interested in further extensive surgery for her aggressive LM. Figure 1 - 4

The patient was offered topical IMQ 5% once a day, five days a week for 12-16 weeks depending on clinical response and
tolerance. Within a month of treatment, a yellow crust formed on the lesion along with clear clinical signs of response to the treat-
ment. The treatment continued for more than 20 weeks, and during the last 4 weeks was reduced to 3 times a week due to a minor
superficial infection in the lesion along with influenza-like symptoms.

Five months after IMQ, 4 mm punch biopsies from the 3 invasive LMM areas of the former LM lesion showed complete
response based on the presence of inflammatory cells in the biopsies and no sign of malignancy.

Finally, 14 months after the treatment, the latest clinical examination revealed no signs of residual tumor. The patient con-
tinues follow-up examinations every 6 months. Figure 5
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Discussion

IMQ is generally a well-tolerated treatment. Typical side effects of topically applied IMQ include local erythema, pain,
influenza-like symptoms and nausea, though more severe side effects like chronic neuropathic pain, renal failure and Steven Johnson
syndrome have been reported in rare cases!. The side effects typically disappear after a few days without IMQ treatment.

No international accepted treatment protocol for IMQ on MIS is available. Several reports of off-label use of IMQ in the
treatment of LM and MIS are available in the literature. Thus, Pandit et al reported a 95% success rate for 21 of 22 patients treated
for MIS positive margins after excision. Ellis et al showed an 82% success rate. The general consensus is that IMQ is an effective
treatment of MIS and LM when radical surgery is not an option, or as either pre- or post-surgery adjuvant treatment. An advantage
with IMQ treatment is that it does not rule out other treatment options as other treatments often do. Besides, IMQ leaves the patient
with a satisfying cosmetic outcome and no irreversible skin alterations.

Our patient showed clear signs of clinical response to the treatment in form of a severe inflammatory reaction. Inflamma-
tion of the treated area appears to be an important predictor of the outcome of the treatment, as several studies report insufficient
response in patients without inflammation of the treated areal®l.

As more malignant and especially pre-malignant lesions like LM and MIS must be expected in the future!”! due to more
extensive sun bathing of the young generation, additional treatment options must be considered. LM and other pre-malignant le-
sions are often located in the upper part of the face including the eyelids, ears, scalp and neck, and can be both surgically difficult
to remove radically and can also leave the patient with a poor cosmetic and functional outcome. Our case showed that IMQ can be
efficient in the treatment of MIS/LM, when combining surgery and topical treatment in the management of a complex disease.

Conclusion

This case report supports the topical use of IMQ as a non-surgical alternative when surgical margins are positive of MIS,
and re-excision is not an option. More studies are needed, though, to more precisely define the role of IMQ in the treatment of MIS
and LM, i.e. large controlled randomized studies.
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