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ABSTRACT

Epidermodysplasia verruciformis, or Lutz—Lewandowsky disease, is a rare genodermatosis, usually autosomal recessive,
characterized by abnormal susceptibility to infection by certain types of human papillomavirus. There are hereditary and
acquired forms. Immunocompromised people, such as HIV-positive patients and kidney transplant recipients, are at risk for
acquired epidermodysplasia verruciformis. This pathology poses management problems, and variable responses are observed
in different individuals. The prognosis of epidermodysplasia verruciformis is related to the oncogenic potential of certain
types of human papillomavirus, inducing carcinomas in sun-exposed areas in 30% to 60% of cases. Tumors grow slowly or
sometimes rapidly and are locally destructive. Lesions of epidermodysplasia verruciformis are refractory to conventional
wart treatments, yet preventive treatments for complications and symptomatic treatments for lesions may be offered with

regular follow-up. Herein, we report a case of acquired epidermod};sp]asia verruciformis in an HIV-positive patient.
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INTRODUCTION

Epidermodysplasia verruciformis (EV) is a rare,
autosomal recessive genodermatosis described in 1922 by
Lewandowsky and Lutz and characterized by abnormal
susceptibility to cutaneous infection by certain types
of human papillomavirus (HPV) [1]. It results in the
appearance of scaly macules and disseminated verrucous
papules of chronic evolution. The recent discovery of
acquired EV phenotypes in immunocompromised subjects
such as HIV positives and organ transplant recipients
suggests the role of an acquired immune deficiency [2].
Herein, we report a case of acquired epidermodysplasia
verruciformis in an HIV-positive patient.

CASE REPORT

This was a 64-year-old patient followed for retroviral
infection for six months under treatment presented

with diffuse painless and non-itchy skin lesions on the
trunk and back evolving for four years in a context of
unquantified weight loss and apyrexia.

A general examination revealed a patient
hemodynamically and respiratory stable and afebrile.
Adermatological examination found flat, erythematous,
yellowish, millimetric papules with regular edges,
well-defined, with a smooth and shiny surface,
painless, confluent in places in patches, and diffuse
on the thorax, abdomen, and back (Figs. 1a — 1d).
Ahistopathological study of the flat papules confirmed
the diagnosis of epidermodysplasia verruciformis
evoked by showing an intraepithelial lesion delimited
on both sides by a healthy lining. She showed
acanthosis with strong orthokeratotic hyperkeratosis.
Cells from the corpus mucosa revealed koilocyte
lesions with a perinuclear halo and rare, binucleate or
dyskeratotic cells. Deep cells showed hyperchromatic,
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bulky nuclei with a high cytonuclear ratio. At the level
of the superficial layers, there were large cells with
bluish-gray cytoplasm, sometimes vascular. The dermis
was fibrous (Figs. 2a and 2b). The patient was put on
an oral retinoid (isotretinoin 20 mg/day), by default of
acitretin, after a normal liver and lipid balance sheet
associated with the adjuvant treatment with a possible
clinical and biological control in one month.

DISCUSSION

Epidermodysplasia verruciformis (EV), or Lutz—
Lewandowsky disease [3,4], is a rare genodermatosis,
usually autosomal recessive, characterized by abnormal
susceptibility to infection by certain types of HPV. The
infection is disseminated and of chronic evolution. EV
is considered by some to be a multifactorial disease
involving specific viruses and genetic, immunological,
and environmental factors, with no preference for sex,
race, or geographic area [5]. The condition is familial
in around 25% of cases and consanguinity is found in
10% of the patients, yet in our case, there was no family
history of the discase.

Genome screening of consanguineous families has
identified two loci of susceptibility to EV and shown
the non-allelic genetic heterogeneity of the disease. The
first locus (EV1) was identified on chromosome 17q25.
Discase-associated mutations affect two adjacent
genes at this locus EVER]/TMC6 and EVERZ/TMCS,
which are expressed by T and B lymphocytes, NK cells,
endothelial cells, myeloid cells, and dendritic cells [6-8].

The EVER genes code for transmembrane proteins that
play an important role in zinc homeostasts, the loss of
which increases the expression of the pro-oncogenic
viral genes E6 and E7 [9]. Interestingly, EV1 is located
within a familial psoriasis susceptibility locus; and DNA

from HPV 5 and other EV HPVs has been detected in
psoriasis lesions, suggesting that the same gene may
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Figure 2: (a) Intraepithelial lesion bounded on either side by a

healthy lining (H&E; 40x). (b) Acanthosis and severe orthokeratotic
hyperkeratosis (H&E; 400x).

predispose to EV or psoriasis [10]. The second locus
(EV2) at 2p21-p24 has been identified in a French
family [11]. Patients are selectively infected with
certain types of HPV. There are more than thirty B-types
of HPV isolated from these patients in the world at
present, including HPV5, HPVS, HPV12, HPV14,
HPVI15, HPV17, HPV19-HPV25, HPV36, HPV3S,
HPV47, and HPV50 [12], yet the prognosis is related
to the oncogenic potential of some of them found
with greater frequency. HPV 5 and 8 are responsible
for 90% of carcinomas in EV. EV-specific HPV types
are only rarely isolated from the general population,
apart from HPV 3 and HPV 10, which are responsible
for common flat warts. Most patients have a deficiency
in cellular immunity, leading to a lack of recognition
of EV-specific HPVs and the inability to eradicate
the induced lesions. This immune deficiency, genetic
or acquired, is characterized by the inhibition of the
natural killer activity and the cytotoxic activity of the
T cells. UV light may play a role in the development
of this immune deficiency [13].

Only several cases of acquired EV have been described
in the literature, most of which were case reports,
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especially in immunocompromised subjects, such as
HIV positives, as was the case in our patient, organ
transplant recipients, and cases of Hodgkin’s disease and
systemic lupus erythematosus [14]. The development
of EV lesions in HIV-positive patients does not seem
to be related to the CD4 count and viral load, since in
these patients the CD4 count ranges generally from 2
to 767 and the viral load <50 to 623 000°. Moreover,
the increase in the CD4 count after the introduction
of highly active antiretroviral therapy (HAART) often
has not caused the skin lesions of EV to disappear [15].
In an observational study, ten patients developed early
EV lesions after the diagnosis of HIV and the initiation
of HAART. Only one patient in this study developed
these lesions before the diagnosis, as was the case in our
patient. However, HAART did not affect skin lesions
in eleven patients [16]. In other case reports, EV has
also been described after the initiation of HAART
and has been considered a manifestation of immune
reconstitution inflammatory syndrome (IRIS) [17,18].
Once the viral load decreases with HAART, it is often
accompanied by an increase in CD4 counts and
improved CD4 T-cell function. Increasing the CD4
count and possibly improving antigen recognition
increases the risk of patients developing HPV-associated
disease [19].

EV is manifested by two types of skin lesions, which
are highly characteristic of the disease and allow an
early diagnosis before the appearance of skin cancers.
It is, on the one hand, a persistent eruption of slightly
scaly or keratotic papules, such as flat, isolated warts,
sometimes confluent in more or less psoriasiform
plaques and, on the other, erythematous macules,
sometimes atrophic, pigmented, or achromic, finely
scaly, resembling pityriasis versicolor. These lesions
sit electively on the back of the hands, forearms,
face (in particular, the forchead), legs, and trunk,
ranging in rare cases to generalized forms; usually, the
mucous membranes are respected [20]. The diagnosis
is based on clinical data and the histopathological
and anatomopathological aspects, which show mild
hyperkeratosis, hypergranulosis, and acanthosis of the
epidermis, while the keratinocytes of the upper layer
of the epidermis are enlarged and show a vacuolated
nucleus [21,22]. Viral sequence detection, not
routinely practiced, and the typing of viral sequences

by sequencing from lesion scrapings or biopsies, allow
the identification of group B HPV [21].

The prognosis of EV is linked to the oncogenic potential
of certain HPVs, inducing carcinomas in light-exposed
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areas in 30% to 60% of cases [23]. The tumors grow
slowly or sometimes rapidly and are locally destructive.
Lesions of EV are refractory to conventional wart
treatments, yet preventive treatments for complications
and symptomatic treatments for the lesions may be
proposed. Viral eradication is impossible because the
virus is ubiquitous, and the risk of skin carcinomas
requires early, permanent, and rigorous photoprotection
and regular dermatological monitoring. It should
be noted that zinc has been used to treat EV, with a
response rate of 20% to 40%, with no recurrence after
six months [24]. Pharmacological treatments include
cidofovir 1%, topical tretinoin 0.05%, topical glycolic
acid, alpha and beta interferons, and imiquimod, yet
efficacy is inconsistent and temporary. Cosmetically
troublesome, benign lesions are treated with oral
retinoids (0.5 mg/kg), yet the results are inconsistent
with relapses when the doses are reduced or when
the treatment is stopped. Dynamic phototherapy
and cryotherapy secem effective in viral lesions. The
combination of acitretin 0.5-1 mg/day and interferon
alfa-2a has been used successfully, making it possible
to obtain a prolonged remission of benign lesions. The
treatment of cutaneous carcinomas, diagnosed early,
does not present any particularity. However, therapeutic
irradiations are strictly contraindicated [13,25-27].

CONCLUSION

Acquired EV is an entity that deserves special attention
in immunocompromised subjects, such as HIV
positives. The risk of skin cancer is high. It is important
to make an early diagnosis and to recommend optimal
photoprotection and regular follow-up.

Consent

The examination of the patient was conducted according to the
principles of the Declaration of Helsinki.

The authors certify that they have obtained all appropriate patient
consent forms, in which the patients gave their consent for images
and other clinical information to be included in the journal. The
patients understand that their names and initials will not be
published and due effort will be made to conceal their identity,
but that anonymity cannot be guaranteed.
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