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Use of imiquimod for residual acral melanoma
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SUMMARY
Recent reports suggest that topical imiquimod cream is
an effective treatment option for certain types of
melanomas. No reports exist on the efficacy of using
imiquimod cream to treat melanoma located on the
plantar surface of the foot. We present two patients
with a melanoma of the foot who had residual
melanoma following surgical excision with acceptable
margins. The patients were then treated with topical
imiquimod for 8 weeks after which a repeat biopsy of
the affected region showed no evidence of residual
melanoma in situ. The use of topical imiquimod cream
should be considered in the management of residual
melanoma in situ of the plantar surface of the foot.

BACKGROUND
Melanoma is responsible for 80% of deaths from
skin cancer. One increasingly investigated treatment
option for melanoma is the use of topical imiqui-
mod cream. Imiquimod is a synthetic imidazoqui-
noline amine that has been approved for topical
use in the treatment of superficial basal cell carcin-
oma, actinic keratosis and genital warts.1

Imiquimod modulates the immune response by acti-
vating Toll-like receptor 7 (TLR7), located on
antigen-presenting cells.2 TLR7 activation subse-
quently induces release of proinflammatory cyto-
kines that facilitates CD4+ T-cell induction as well
as the CD8+ T-cell antitumour response.3 Topical
imiquimod has been commonly used off-label to
treat lentigo maligna4–9 and metastatic melan-
oma.10–12 Until now, all published cases of topical
imiquimod use have been limited to application on
non-acral areas of skin, such as on the head and
neck.13 Plantar skin has a thick and compact corni-
fied layer, which may hinder percutaneous absorp-
tion of a topically applied drug. Additionally,
recurrence rates following surgical resection of

plantar melanomas can be high. Therefore, we
sought to investigate a mechanism for using this
promising drug for the treatment of plantar mela-
nomas. We report the first cases of successful use of
topical imiquimod on a cutaneous melanoma
located on the plantar surface of the foot.

CASE PRESENTATION
An 83-year-old Caucasian man who presented with
a skin lesion on his left heel (figure 1A), which on
pathology was diagnosed as a stage II 2.5 mm
malignant melanoma. There was no clinical or
radiological evidence of distant metastasis. A wide
local excision of the left heel with a minimum of
2 cm margins was performed (figure 1B) along
with a partial calcanectomy to aid in the recon-
struction of his left heel using a rotational flap. A
sentinel lymph node biopsy of his left inguinal
region was negative. A small focus of residual mel-
anoma in situ was present at the peripheral margin
(figure 2) between 8 o’clock and 2 o’clock in the
excised specimen with the marking suture at
12 o’clock.
An 81-year-old Caucasian woman who presented

with melanoma in situ on the medial side of her
left great toe extending inferiorly to the plantar
surface of the toe. A wide local excision of the
medial and plantar surfaces of the left great toe was
performed. The surgical pathology report was
notable for residual melanoma in situ located
almost circumferentially between 5 o’clock and 3
o’clock with the marking suture at 12 o’clock.

TREATMENT
After consultation with the patient and his family,
the Caucasian man was treated with topical imiqui-
mod 5% cream (Aldara, Medicis Pharmaceutical
Corporation, Scottsdale, Arizona, USA) on the
affected margins three times a week for 8 weeks

Figure 1 Preoperative view of the melanoma on the patient’s left heel (A). Surgically resected specimen (B).
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given the presence of residual melanoma in situ. This modality
was chosen instead of a surgical re-excision because of minimal
residual disease and because the latter would have necessitated a
complicated reconstructive procedure that the patient opted to
forgo.

The Caucasian woman was also treated with a course of
topical imiquimod 5% cream on the affected margins from 5
o’clock to 3 o’clock three times a week for 12 weeks.

OUTCOME AND FOLLOW-UP
For the Caucasian man, a re-excision of the entire involved area
after 8 weeks of treatment revealed no evidence of residual mel-
anoma on repeat histological examination. The patient did not
have recurrent disease 4 years postprocedure.

In the follow-up of the Caucasian woman, a repeat excisional
biopsy revealed clearance of the melanoma in situ between 5
o’clock and 3 o’clock, though a small focus of melanoma in situ
was detected between 3 o’clock and 5 o’clock, in a region
where the topical imiquimod was not applied. A second
12-week course of topical imiquimod was performed on the
region with the newly positive margins. A subsequent excisional
biopsy of this region revealed no evidence of residual melanoma
in situ.

DISCUSSION
These two cases demonstrate the response of a cutaneous
plantar melanoma to the application of topical imiquimod 5%
cream. We postulate that the use of topical imiquimod over the
incision lines on the plantar foot may have enhanced the
absorption of the drug through otherwise thick and impene-
trable skin. Our outcomes further support current research dem-
onstrating the utility of treating cutaneous melanomas with
topical imiquimod cream.

Plantar melanomas are relatively rare in Caucasian popula-
tion, though the foot is the most common site of melanoma
involvement in Asian and African population.14 The currently
recommended primary treatment of cutaneous melanoma is a
wide excision with margins from 0.5 to 2.0 cm depending on
the tumour thickness.15 In addition to the surgery, other alterna-
tive forms of therapy for melanoma include immunotherapy
and chemotherapy.

The treatment of the margins of a surgical excision that are
positive for melanoma in situ is undergoing change. Surgery is
the traditionally the mainstay of treatment. However, the use of
topical imiquimod may produce oncologically similar results.
Additionally, the presentation of melanoma on the plantar
surface of the foot often present a unique challenge for the
treatment by surgical excision because of potential reconstruct-
ive difficulty. A wide excision of plantar melanomas is usually
impossible to repair by direct closure given the lack of laxity of
skin on the plantar foot. Surgery on this region often requires
flap reconstruction or full-thickness skin grafts to enable a non-
sedentary lifestyle16 which generally entails a more complex sur-
gical procedure. Therefore, topical imiquimod potentially
enhances the available treatment options for plantar melanomas.

Learning points

▸ Imiquimod can be used to treat a residual melanoma in situ
after the definitive treatment of acral melanoma.

▸ This should be proven by complete re-excision of the
margins.

▸ The dramatic response may have been enhanced by diffusion
of imiquimod through the healing suture line.

▸ Imiquimod is a viable option to treat melanoma on plantar
surfaces.
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