Disseminated epidermolytic acanthoma
probably related to trauma
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SUMMARY

Epidermolytic acanthoma s a rare benign tumour, which may occur in both isolated and
disseminated forms. Only seven cases of disseminated epidermolytic acanthoma (DEA)
have been described. This entity should be distinguished from other hereditary or
acquired conditions which involve epidermolytic hyperkeratosis and other benign
acanthomas. On the basis of the clinical history and the histological findings, we
diagnosed a case of DEA which was probably secondary to repeated trauma.
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Epidermolytic hyperkeratosis (EH) is a reactive histo-pathological pattern characterized
by the presence of alterations in intracytoplasmic tonofilaments, with the formation of
eosinophilic intracellular masses and preservation of desmosomes.” It is associated with
localized or widespread cutaneous diseases, of both an inherited and an acquired nature.
Among the acquired disorders, disseminated epidermolytic acanthoma (DEA) is
unusual. We present the case of a patient with DEA. The pathology studies performed
show a primary disorder of the tonofilaments of the keratinocytes, leaving the
desmosomes unaffected; the lesions were probably related to repeated local trauma.

CASE REPORT

A 36-year-old woman presented with multiple small asymptomatic lesions on the
abdominal region and the thorax, which had developed over the previous 6 years. In
recent months she had noticed that they had increased in number, but was unable to
relate this to any triggering factor. She had also noted a deepening in pigmentation. She
had no relevant personal history, was not taking any medication systematically, nor did
she report any allergies to drugs. There was no family history of ichthyosiform
processes. On physical exploration, she was found to have multiple keratotic popular
lesions, 2-3 mm in diameter, which were brown in colour, and which were mainly
located in a band around the abdomen, on the waistline (Fig. 1), with only a few
scattered across the thorax. A biopsy from an abdominal lesion showed a well-defined
area of orthokeratotic hyperkeratosis and focal acanthosis. The cells of the stratum
granulosum and stratum spinosum had large clear perinuclear spaces, with dense masses
of keratohyalin and condensation of the cytoplasm with an eosinophilic appearance,
resembling inclusion bodies. There was a dlight perivascular lymphocyte infiltrate.
Electron microscopy revealed a generalized alteration of the tonofilaments, which
formed electrondense masses in a perinuclear arrangement of two kinds: thick bundles
of interwoven tonofilaments with partial loss of the fibrillar character, which were
highly osmiophilic and mainly grouped in a perinuclear fashion; and large amorphous
masses of variable size and irregular outline which were peripherally arranged. The
keratinocytes seemed to be cohesive (Fig. 2). Frequent intracellular vacuoles were
observed, and the desmosomes were preserved (Fig. 3). On the basis of the clinica
history and the histological findings, we diagnosed DEA.

DISCUSSION

EH is thought to be a reactive histopathological pattern, the principal features of which
were described by Acker-man:* (i) perivascular vacuolization, of variable size, of the
cells of the stratum spinosum and stratum granu-losum; (ii) the keratinocytes do not
have well-defined limits, which gives the epidermis a reticulate appearance; (iii) an
increase in the number of basophil bodies of a keratohyalin appearance, irregular in size
and shape, and of eosinophilic bodies of a trichohyalin appearance, aways the same



thickness as the epidermis, but mainly in the granular layer, and not affecting the basal
layer; and (iv) compact hyperkeratosis of the stratum corneum.

EH can appear in various clinical forms. Mostly, the hereditary nature and clinical
picture in these disorders enable a precise diagnosis. There are a'so some non-hereditary
disorders which may include EH as an occa-sional finding.? This histological pattern
can aso be observed in other acquired EH forms as epidermolytic acanthoma. Thisis a
benign acquired tumour of the epidermis which usually appears on the back in middle-
aged patients, and which takes the form of numerous flat, discrete, greyish-brown
papules of 2— 6 mm in diameter. In 1970 Shapiro and Baraf® described the first six
patients with isolated epidermolytic acanthoma (IEA), and a seventh with multiple
lesions on the scrotum. Subsequently two further cases were described of patients with
lesions on the abdomen.*® The term DEA was first coined by Hirone and Fukushiro,® in
a patient with multiple lesions on the trunk, upper limbs and shoulders. Since then, six
further cases have been described.?”*! Electron microscopy, in DEA and in most cases
of EH, demonstrates that the desmosomes are conserved and the mechanism of blister
formation is cytolysis rather than acantholysis.®’

DEA should aso be distinguished from other benign acanthomas such as acantholytic
acanthoma.’? In this skin tumour, the characteristic histological abnormality is the
presence of acantholysis resulting from a rupture of the desmosomes. None of these
findings occurs with DEA. =

The mechanisms involved in the development of DEA are not fully understood. It is
known that under normal conditions, the basal cells of the epidermis synthesize keratins
K5 and K14, and on some occasions K15 and K17. When the epidermis begins to be
stratified and differentiated, the suprabasal keratinocytes begin to synthesize K1 and
K10.* In processes involving EH, patients have a mutation in the genes responsible for
the synthesis of K1 and K10™ in the suprabasal cells.*® It could be that these alterations
in K1 and K10 have a hereditary basis in some disorders which involve EH, but in
acquired forms such as |EA or DEA they may be induced by an exogenous factor, such
as ultraviolet light>* or viruses We do not know if DEA may represent some
postzygotic/mosaic abnormality of K1 or K10 or whether trauma is involved in these
skin lesions. In our patient, tight clothes at the waistline, and perhaps small unnoticed
traumas on the thorax, could have triggered DEA.
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Figure 1. Greyish-brown keratotic lesions forming a band on the anterior wall of the
abdomen.

Figure 2. Generalized disorder of the tonofilaments which form two kinds of electron-
dense masses around the nuclel. Thick bundles of interwoven tonofilaments with partial
loss of the fibrillar character; these are very osmiophilic, and are mainly arranged
around the nucleus (arrows). Large amorphous masses of variable size and irregular
shape, arranged peripherally (hollow arrow). The keratinocytes are apparently cohesive.
Note the apparent conservation of the nuclei (original magnification x 2475).



Figure 3. Complete loss of the fascicular nature of the tonofilaments and adoption of a
homogeneous granular appearance (arrow head). However, the desmosome has apparent
structural integrity (original magnification x 15,000).



