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Practice points

Introduction

e Basal cell carcinoma is the most common skin cancer in the Caucasian population, mostly located in the head and
neck region.

e Surgical resection is the gold standard for basal cell carcinoma treatment but it is not indicated to treat recurrent
tumors.

Case report

e A 63 year old patient with recurrent nasal basal cell carcinoma treated with electrochemotherapy.
e Complete regression of lesions after 8 weeks, disease free after 7 months.

Discussion

e Electrochemotherapy using bleomycin is an alternative to surgery in the treatment of nonmelanoma head and neck
cancer.

e European Standard Operating Procedures of Electrochemotherapy study showed a complete response in about 73%
patients while an objective response was recorded in 85% of cases.

Conclusion

e Electrochemotherapy is usually well accepted because it uses a low chemotherapy dose, it is repeatable, it is safe and
well tolerated by patients, without important side effects, with good long term results.

SUMMARY Basal cell carcinoma (BCC) is the most common skin cancer in Caucasian
population. Surgical excision is the gold standard treatment for BCC. Secondary surgical
approach in patients presenting surgical scars after multiple surgical excisions or submitted
to radiotherapy without obtaining a safe clearance margin, should be avoided. In recent
years the use of electrochemotherapy (ECT) in head and neck cancers using intravenous
bleomycin was specifically addressed and BCC resulted to be among tumors with the best
response to ECT. We report a case of a recurrent nasal BCC treated with ECT with a complete
regression of lesions after 8 weeks and a disease free period of 7 months. ECT is a good
palliative treatment not affecting survival rate but improving quality of life in patients.
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Basal cell carcinoma (BCC) is the most com-
mon skin cancer in Caucasian population [1; its
incidence, as well as that of the other nonmela-
noma skin cancers, is progressively increasing
particularly among individuals with fair skin
and is considerably high in the elderly. Three
major clinical variables of BCC are identi-
fied: nodular, superficial and morpheaform.
Four histological subtypes are defined: super-
ficial, nodular, infiltrative and morpheaform
(2]. Superficial spreading BCC represents the
most common subgroup, occurring in about
15— 25% of patients [1]. This neoplasm appears
to be related to acute exposure to sunlight [3]
but, together with sun exposure, immunosup-
pression is another important factor in tumor
pathogenesis, whereas lifestyle factors do not
appear to have a major role. Most of the tumors
are located in the head and neck region as these
are the more sun exposed regions of the body
but BCC may often occur on other cutaneous
areas chronically exposed to sun, like trunk
and upper and lower limbs [4.5]. Although most
BCCs are indolent, metastases occur in rare
cases [67]. Surgical resection with an adequate
margin of normal tissue remains the gold stand-
ard for treatment. As a matter of fact recurrence
rates reported are around 10% when a BCC is
completely excised as compared with recurrence
rates of over 30% when a lesion is incompletely
excised. Mohs micrographic surgery is typically
utilized for high-risk lesions in critical anatomic
areas [8]. Alternative treatment modalities exist
in selected cases, including radiotherapy (RT),
cryotherapy, photodynamic therapy, topical
imiquimod, topical 5-fluorouracil [9]. Recently,
the electrochemotherapy (ECT) using bleomy-
cin is being used as a new technique in order
to evaluate and confirm its efficacy and safety
in the treatment of nonmelanoma head and

Figure 1. Pretreatment situation: note the three
nodules in the nasal area (arrows).
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neck cancers [10]. ECT is an anticancer treat-
ment that combines the use of specific chemo-
therapy drugs, which have an intracellular tar-
get and low membrane permeability, with the
application of electric pulses (electroporation)
directly into the tumors to increase cells” drug
uptake [11].

Case report
We report the case of a 63 years old male patient
with no comorbidities.

Starting from 1998, the patient underwent
multiple surgical excisions for recurrent BCC
on nasal pyramid and right nasal wing. In 2002,
he was treated with RT and phototherapy (PT)
which was discontinued after the second session
since the patient was not compliant, referring to
unsustainable pain during the treatment. Other
medical history information was not available.

The patient arrived at our institute in October
2013, 3 months after the last PT session, presenting
3 new skin lesions on nasal pyramid.

Physical examination showed multiple surgi-
cal scars and two nodules on the nasal pyramid
cranially and caudally (with a diameter of 4 and
8 mm, respectively) and a third nodule (diameter
7 mm) on the right nasal wing (Figures 1 & 2).

After a multidisciplinary evaluation with plas-
tic surgeons, we considered a conventional surgi-
cal excision with skin graft as a procedure asso-
ciated with a high risk of unsuccessful results,
since the patient has been already treated with
surgery followed by RT and PT on the tissues
of the nasal area.

Thus we decided to propose the patient for a
palliative ECT treatment on the three nasal nod-
ules. The procedure was performed according to
the European Standard Operating Procedures of
Electrochemotherapy (ESOPE) [12]. Intravenous
bleomycin infusion of 15.000 IU/m? was admin-
istered 8 min before delivery of electric pulses
under general anesthesia by means of a hexago-
nal electrode (length 25 mm) connected to an
electric pulses generator (Cliniporator™) [13].
The lesions were treated by multiple direct inser-
tions of the electrode completed within 28 min
of bleomycin infusion. A full coverage of the
lesions was obtained and the margins were
treated up to 0.5 cm from the lesions.

Procedure was well tolerated and patient was
discharged on postoperative day (POD) 1 with
no postoperative complication and a satisfying
pain control (Numeric Rate Scale [NRS] <3

not requiring pain killer administration). Local
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application of antibiotic cream was prescribed
for the following 2 weeks to achieve a complete
skin healing.

First re-evaluation was performed on POD
15 with initial good result: initial reduction of
skin lesion diameter, no skin ulcers, redness or
swelling (Figure 3).

Second re-evaluation was performed 8 weeks
after procedure with patient presenting a com-
plete BCC regression (Figure 4). Up to date (after
7 months follow-up) the patient is disease-free.

Discussion

Surgical excision is the most common treatment
for BCC. The 5-year cure rates obtained with
this procedure exceed 95% and approach 99%
when resection margins are clean to histologi-
cal examination [14]. Since surgery has a curative
intent, it is very important to achieve negative
clearance margins. Thus when planning a surgi-
cal excision of a BCC, the site of primary tumor,
the size, the clinical type, as well as the ana-
tomic development of local recurrences should
be carefully taken into consideration. Excision
margins of 5 mm are recommended, although
small lesions may be managed with closer mar-
gin excision and still have a 95% cure rate, while
large lesions may require wider margins because
positivity of resection margin and recurrence
rates increase with the increasing of tumor size
(14]. If surgery is considered the BCC treatment
gold standard, secondary surgical approach in
patients presenting surgical scars after multiple
surgical excisions for BCC local relapses or sub-
mitted to RT without obtaining a safe clearance
margin, should be possibly avoided.

As a matter of fact it must be considered
that ionizing radiation either directly damages
the genome or injures the DNA through the
production of free radicals. The end point of
chronic radiation damage is a no healing ulcer;
therefore few surgical procedures are performed
on patients with acutely radiated tissues. The
greater concern lies with patients with chronic
radiation damage, who show a relevant rate of
postoperative infection in previously irradi-
ated sites [15]. Thus, surgery for patients previ-
ously submitted to RT should be approached
cautiously.

In recent years the evaluation of the clinical
activity of ECT in head and neck cancers using
intravenous bleomycin was specifically addressed
(12]. This technique is based on the concept that
electroporation, obtained by the application of
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Figure 2. Pretreatment situation: note the

8 mm nodule on the nasal pyramid and the
patient’s skin after multiple surgical excisions,
radiotherapy and phototherapy.

electric fields, temporarily increases the per-
meability of the cell membrane and allows the
diffusion of different drugs in the tumor cells.
ECT standardization was developed through a
multicenter study (ESOPE) [12]. In this study
the treatment response was tested according to
the tumor type, the drug used, the route of its
administration and the type of electrodes used.
A complete response was obtained in about 73%
of patients, while an objective response was
recorded in 85% of cases, irrespectively from
the tumor histology, the type of drug and the
route of administration. The best local tumor
control rate for ECT (88%) was achieved with
bleomycin given intravenously [11.12,14-20). The
BCCs resulted to be among tumors with the best
response to ECT in literature [13,19-22].

Figure 3. Evaluation on POD 15: initial
regression of the lesions.
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Figure 4. Evaluation after 8 weeks: complete
basal cell carcinoma regression.

The use of ECT found indications for primary
or relapsing tumors of the skin or subcutaneous
tissue and the sizes of the treated lesions varied
from few millimeters to several centimeters [12].

Conclusion

In the reported case, we obtained a high local
response on recurrent BCC small lesions on the
nose, confirming that lesion size represents a rel-
evant predictive parameter for ECT response. This
procedure is usually well accepted because it rep-
resents a simple and repeatable treatment based
on the use of low chemotherapy doses, safe and
well tolerated by patients, without important side
effects 13]. Our results show that ECT could rep-
resent an effective alternative treatment to surgery,

4 Reinau D, Surber C, Jick SS, Meier CR.

RT and PT to achieve local tumor control in cases
of BCC, with a good tolerance for patients.

Future perspective

Electrochemotherapy is a safe and effective treat-
ment for skin cancer and cutaneous and subcuta-
neous metastases [13,19-22]. The use of ECT does
not change the natural history of the disease and
does not modify the extent of survival, but pro-
vides a palliative and provisional effect and it is
able to improve quality of life in patients. This
technique seems to be particularly suitable for
some kind of skin tumors like BCC that usually
has only a local malignancy.
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