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Epidermodysplasia verruciformis: combined treatment with
acitretin and interferon alpha-2a
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Abtract: We report the result of a treatment with acitretin and alpha-2a interferon in a 16-
year-old boy with epidermodysplasia verruciformis. Diagnosis was based on clinical features,
histopathological examination and positivity for in situ HPV. The affection was extensive and
resistant to other treatment modalities, with a high risk of development of neoplasias.
Treatment with oral acitretin associated with subcutaneous recombinant interferon alpha-2a
three times per week induced improvement, which was sustained for 16 months of follow-
up.
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Resumo: Comunica-se o resultado do tratamento com acitretina e interferon alfa-2a em
doente de 16 anos de idade com epidermodisplasia verruciforme. O diagndstico foi real-
izado mediante os achados clinico-histopatologicos e pesquisa in situ positiva para papi-
loma virus bumano. O quadro clinico era extenso e resistente a outros tratamentos, com
risco de desenvolvimento de neoplasias. Houve melbora clinica 30 dias apos o inicio do

tratamento, mantida durante os 16 meses de seguimento.
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Epidermodysplasia verruciformis (EV) is a rare
genodermatosis of universal distribution,' character-
ized by cutaneous infection by certain types of human
papilloma virus (HPV) in particularly susceptible indi-
viduals.” Inheritance pattern is autosomal recessive,
even though there are described cases of X —linked
inheritance.' Lesions are similar to plane warts or
pityriasis versicolor.”” Histopathological examination
shows keratinocytes with wide and grayish cytoplasm,
and picnotic nuclei.' There is an abnormal suscepti-
bility to infection by various strains of HPV (5, 8, 9,
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12, 14, 15, 17, 19, 20-25, 36, 47, 50), which is usually
not observed in immunocompetent subjects."” This is
believed to be due to a selective inhibition of T-lym-
phocyte immune response when faced with HOV
infection, probably because of a defect in viral antigen
presentation on the surface of keratinocytes.'
Ultraviolet light is currently considered to be
the most important risk factor in the genesis of non-
melanoma skin cancer,”> but HPV infection also plays
a significant role in the development of these neo-
plasms, especially squamous cell carcinoma.”” Other
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Epidermodysplasia verruciformis...

factors, such as smoking, imunosuppression and spe-
cific genetic alterations, such as in EV, potentialize
HPV’s oncogenic effect.” Cutaneous alterations in EV
have their onset during childhood,"” malignant trans-
formation ensuing in 30% of the cases around the
third and fourth decades of life, mainly in sun-
exposed areas.1 Most common tumors are squamous
cell carcinomas, and less often, base cell carcino-
mas.””” These tumors tend to behave aggressively,
thus surgical treatment with wide resection margins
are recommended.’

Several therapeutic modalities have been
attempted, by means of both surgical excision and
chemo-cauterization,”™ with unsatisfactory results,
and oral cimetidine in the dose of 40mg/kg/dia,’ cido-
fovir (bad results)’ and photodynamic therapy.’
Photoprotection should be recommended ever since
childhood, given that malignant lesions predominate
in sun-exposed areas.’

Recently, novel therapies with oral retinoids,8
interferons’ or the association of both' have been
employed with variable results. Systemic or intrale-
sional interferon alpha-2a, in various doses (1-9 mil-
lion units/day), leads to disappearing of the histolog-
ical alterations found in EV, through immunomodu-
lating, anti-viral and anti-proliferative actions."” Most
frequent side effects are low fever (78%), weakness
(78%) and myalgias (65%), which disappear 12 hours
after administration of the drugs. Other less frequent
side effects are bone marrow suppression, neurotoxi-
city, alopecia, proteinuria, azotemia, cardiovascular
effects, elevation of seric triglycerides and hepatic
enzymes.”"

The present case is of a white 16-year-old male,
with lesions on the face ever since 7 years of age, with
progressive dissemination. He presented isolated or
confluent keratotic papules on the trunk and limbs
(Figure 1), associated with lenticular hyperchromic
maculae on the face. PPD, levedurin and trichophytin
tests were negatives and there were no other labora-
torial alterations. His parents were first-degree
cousins and there were no other cases in the family.
Histopathological examination revealed blotchy
hyperkeratosis, epidermal acanthosis and ker-
atinocytes with wide, grayish nuclei and picnotic
nuclei (Figure 2). Another biopsy also revealed areas
of bowenoid atypia. Testing for the presence of HPV
by means of in situ hybridization revealed: 1) positive
wide spectrum HPV probe for types 6, 11, 16, 18, 30,
31, 33, 35, 45, 50, 51 e 52; 2) negative HPV6-11,
HPV16-18 e HPV31-33 probes.

After the diagnosis of epidermodysplasia verru-
ciformis, treatment was initiated with salicylic acid,
retinoic acid, photoprotection, levamisol and Thuya
CH30, with no improvement. Because of the exten-
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FIGURE 2:Blotchy hyperkeratosis and acanthosis, with ker-
atinocytes with wide, grayish cytoplasms

and picnotic nuclei (HE; 200x)

sion of the lesions, besides the risk of developing neo-
plasms, we opted for oral acitretin at 0.75mg/kg/day
and interferon alpha-2a, 3,000,000IU subcutaneously,
three times a week. After 30 days, over 50% of the
lesions had disappeared, especially on the trunk, and
of the remnant, approximately 40% diminished in
thickness, with good tolerance. After six months, we
observed almost full regression, thus suspended
interferon alpha-2a and reduced acitretin to
0.5mg/kg/day, which is still maintained.

This patient presented all diagnostic parame-
ters of epidermodysplasia verruciformis, and
responded satisfactorily to the association of acitretin
and interferon. a
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