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ABSTRACT

Basal cell carcinoma is the most common malignancy of man. The use of the topical imiquimod 5% cream offers a noninvasive,
nonsurgical, and an effective option for the treatment of primary types superficial basal cell carcinoma (sBCC). We present a case
series of patients who used imiquimod 5% cream with good therapeutic effect. The medication had a good tolerability profile

and there were no ocular adverse events. Imiquimod 5% cream could be considered the first choice treatment for BCCs in older
patients who are poor candidates to surgery.
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INTRODUCTION

Basal cell carcinoma (BCC) is the most common type of facial
skin cancer. It represents alone approximately 65% of all epithe-
liomas, and the incidence is 4-fold higher than that of squamo-

us cell carcinoma [1].

Among predisposing factors, chronic exposure to the sun and/
or to other types of ionising radiation plays a main role.

Other significant factors include immunosuppression, pre-exi-
sting cutaneous lesions and genetic conditions (e.g. albinism,
xeroderma pigmentosum, and Gorlin-Goltz syndrome, Bazex
syndrome), immunosuppressant settings such as AIDS and or-
gan transplantation [2].

The reported annual incidence is approximately 65/100,000
individuals in Europe, 146/100,000 in the US and reaches
726/100,000 in Australia [3, 4].

The tumor may occur at any age, but higher frequency is noted
in males and in older age, with a peak around the age of 706,7,8.
Nearly 80-85% of BCCs involve the head and neck regions
and 25-30% are localized in the nasal area. Other frequently
involved anatomical regions are the cheeks, the retroauricular
area, the forehead, the periorbital area, and, in particular, the

inner canthus [5].

DISCUSSION

Although it is described as a slowly growing tumor and me-

tastases are extremely rare (< 0.1%), BCC may lead locally to

considerable morbidity and complications, with particular re-

ference to cases of recurrence following surgical excisions of

primary lesions; recurrent cases of BCC tend to have a more

aggressive progression [6].

The rates of recurrence after elimination appear to depend, to

a large extent, on the anatomical localization, the histological

characteristics, the initial treatment strategy and the eventual

neoplastic margin involvement.

There are various methods for BCC treatment [6, 7]:

+ cryotherapy

+ curettage and electrodesiccation

+ intralesional immunomodulatory agents (alpha interferon)

+ photodynamic therapy

+ radiotherapy

+ surgical excision (classical, Mohs) (considered the gold
standard treatment)

+ topical chemotherapy (5% fluorouracil cream or solution)

+ topical immunomodulatory agents (imiquimod 5% cream).
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Five-year recurrence rates by treatment modality are as follows:
Mohs micrographic surgery 1.0%, surgical excision 10.1%, cu-
rettage and electrodesiccation 7.7%, radiation therapy 8.7%, and
cryosurgery 7.5% [1, 4]. The recurrence of basal cell carcinoma
depends on the method of treatment and ranges between 4%
and 18%.

Imiquimod 5% cream is licensed in the USA (FDA) and Europe
(EMA) for the treatment of external genital warts, superficial
basal cell carcinoma, and actinic keratoses [6, 8].

For superficial BCC the recommendation is to apply the 5%
cream once daily, overnight, five times a week, for six weeks in

arow [9].

Its mechanism of action relies on [9, 10]:

+ bindingto toll-like receptor 7and 8 (TRL7 and TRL8) and on
the release of pro-inflammatory cytokines including IFN-
-alpha, TNF-alpha and IL-12 and with the activation of cy-
totoxic functions of CD8*cells

+ inducing apoptosis

+ binding to adenosine receptors (ADORAs) expressed in
tumoral lesions and that could influence immune surveil-

lance processes.

Advantages of topical cream therapy with imiquimod are

[9, 11]:

« elderly patients, non-hospitalized, with multiple comorbi-
dities and contra-indication for surgery

« complete cure rate varies, depending on studies, from 80%
to 83%

« easy to perform, adapted to each person, good compliance
from the patient and family member

+ canbe apply on large areas and in multiple locations

+ the action of imiquimod is not limited to clinically evident
lesions, but also on close proximity supporting the concept
of “field cancerization” (treatment of subclinical-early ma-
lignancies); this so called prophylactic effect was proved in
actinic keratoses and BCC

» scar free healing

» cost effective treatment compared to photodynamic thera-

Py

Disadvantages:

» lack of histological control

 pain, pruritus and local inflammatory reactions observed
in some patients

« risk of residual or/and recurrent tumoral lesion impossible

to identify; close follow-up of the patient is mandatory
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« unpredictable duration of treatment, adapted to each per- CONCLUSION
son, depending on age of the patient, location of lesion, = Imiquimod 5% cream could be considered the first choice tre-
depth of the tumor, other treatment associated, patient  atment for BCCs in older patients who are poor candidates to
compliance surgery. In Figures 1-4 we present our results.

+ adverse reactions on long term: vitiligo or vitiligo-like hy-
popigmentation associated with imiquimod treatment of Acknowledgements:
condylomata acuminate, lichen planus Authors report no conflict of interest.

+ acase of pulmonary embolism has been recently reported

during topical treatment with imiquimod.

FIGURE 1.
Large ulcerated BCC on the left temporal area in a 72 year-old woman treated with imiquimod
5% cream daily application. A: before treatment; B: at 4 weeks interval; C: at 6 weeks interval.

FIGURE 2.
Ulcerated BCC covered with hemorrhagic crust on the left nasal wing. A: before treatment;
B: after 6 weeks of topical imiquimod 5% cream.

FIGURE 3.

Ulcerated BCC on the left temporal region in a 78 year-old man. A: local inflammatory reac-
tion after 3 weeks of treatment; B: atrophic scar surrounded by erythema with imiquimod
5% cream in daily application at the end of 6 weeks of therapy.

FIGURE 4.

A and B: Multiple crusts, atrophic scars, erythema, erosions, telangiectasia distributed on the
nose and malar areas in a 57 year-old male patient diagnosed with multiple BCCs, treated
previously by classic surgery and in present by topical imiquimod 5% cream.
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