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Abstract

Focal Epithelial Hyperplasia (FEH) or Heck’s disease is
a rare and benign condition characterized by cell prolif-
eration in the squamous epithelium, which is manifest-
ed clinically as verrucous projections. It is associated
with Human Papillomavirus (HPV) subtype 13 or 32,
and it is often observed in children, young adults, and
middle aged individuals, as well as some ethnic groups
such as Indians and Eskimos, which suggests a possible
hereditary influence. Objective: knowing that FEH is a
rare disease among the Brazilian population, this article
reports a case of FEH in a Brazilian family. Case report:
a 27 year-old woman was assisted in the Department
of Dentistry of the Federal University of Rio Grande do
Norte (UFRN) showing round, plane, and well-defined
lesions localized in the oral cavity, with an evolution of
six years. Lesions underwent incisional biopsy, and the
microscopic analysis revealed epithelial changes such
as epithelium hyperplasia and prominent acanthosis.
These histopathologic findings were consistent with the
clinical hypothesis of FEH. Final considerations: this re-
port reinforces the need for an accurate clinical assess-
ment, so dentists are able to recognize, diagnose, and

treat FEH in their own patients.
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Introduction

The focal epithelial hyperplasia (FEH) or
Heck’s disease is a benign and relatively rare condi-
tion associated with human papillomavirus (HPV)
subtype 13 or 32!7. It was initially reported in lite-
rature in 1965 by Archard, Heck and Stanley, who
observed oral mucosa lesions in American Indian
children. It was originally described in Eskimos
and ethnic groups from the North, South, and Cen-
tral American Indian ancestry®!2, but it is curren-
tly recognized worldwide?.

Primarily, FEH is a disease of children, adoles-
cents, and young adults. In some populations up to
40% of children are affected?®. It is clinically cha-
racterized by multiple, soft circumscribed nodule
elevations or small raised papules on the oral mu-
cosa that often coalesce!**8. The lesions are asymp-
tomatic and may be found by routine examination.
Their color is usually pink or sometimes white*%7,
and their diameter is 2-10 mm'2. All areas of the
oral cavity may be affected, but the lesions are most
common on labial and buccal mucosa, and the ton-
gue?”8 and less frequent in the floor of the mou-
th, soft palate, and oropharynx. A high incidence
in close communities and among family members
indicates infectious pathogenesis?.
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The histological features are epithelial hyper-
plasia, a sharply marked zone of epithelial acan-
thosis without formation of well-defined projections
of epithelium, and the lesion contains minimal
connective tissue papillae. Occasionally, cells’ nu-
clei containing coarsely clumped heterochromatin
resembling a mitotic figure may be observed, hence
they are called “Mitosoid bodies”**71%14, Virus-like
particles have been observed in lesional kerati-
nocytes, and viral antigens have been detected by
immunohistochemistry.

The present article reports a case of family
FEH, aiming to educate and inform general dental
practitioners so they are be able to recognize, diag-
nose, and manage FEH in their own patients.

Case report

A 27 year-old, non-white woman was referred to
the Department of Dentistry of the Federal Univer-
sity of Rio Grande do Norte (UFRN) because of a le-
sion that was painless to palpation in her oral cavity,
which had spontaneously appeared 6 years before.

Nodules were observed upon intraoral exam.
Their surface was smooth, mostly sessile, roun-
ded shaped and sometimes merged, their color was
similar to the mucosa. The lesions were firm on
palpation, coated with an apparently regular mu-
cosa without ulceration or inflammation, with si-
zes ranging from 0.5 to 1 cm, and were located on
the labial mucosa left (Figura 1A) and lip vermillion
(Figura 1B).

Figure 1 - Clinical appearance of the focal epithelial hyperplasia:
multiple pink papules in the lower lip mucosa (A), and
prominent, well-defined lesions in the lip vermillion (B).

When asked about her ethnic origin, the patient
reported not to be indigenous descendant, and most
of her relatives (a brother and a son) had similar
lesions in the oral cavity (Figura 2A and 2B).

Figure 2 - Clinical appearance of the focal epithelial hyperplasia in
descendants: Erominent, well-defined lesions in the labial

commissure (brother) (A), and in the lip vermillion (son) (B).
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The clinical diagnosis was FEH, and incisional
biopsy was performed on the labial mucosa. Micros-
copic examination revealed epithelium showing
hyperplasia with deep papillomatous projections
and prominent acanthosis (Figura 3). These histo-
pathologic findings associated with clinical features of the
lesion were consistent with the hypothesis of FEH.

Figure 3 - Photomicrograph of focal epithelial hyperplasia showing
epithelium with hyperplasia with deep papillomatous pro-
jections and prominent acanthosis (H/E - 40x)

The patient was informed of the benign natu-
re of the lesions, which were not removed because
of their large number. The patient had a one-year
follow-up during which no clinical alteration of the
lesions was observed.

Discussion

Focal Epithelial Hyperplasia is a relatively
rare lesion!” first described in 1965!. Retrospec-
tive studies show that FEH has a wide frequency
range from one geographic region to another, from
0.002%?% up to a prevalence of 40% in certain popu-
lations, as described by Barnes et al.?

Dos Santos et al.!® stated that FEH was the most
prevalent lesion of the oral mucosa among Waimiri
Atroari Indians, reaching 21% with no differences
among genders or different age groups.

Subtypes 13 and 32 of the HPV are known to
be the main etiological agents of FEH*5% howe-
ver, information about the natural history of FEH
is still incomplete, so it is not known why some le-
sions spontaneously retreat in some people and per-
sist for a long time in others®.

This disease is an uncommon entity that occa-
sionally affects young and middle-aged adults®%'".
There is a predominance of the disease in women
and certain breeds such as the Eskimos and na-
tive Americans’*%1318 however some cases have
been reported in Caucasians®!®, and in individuals
with mean age above 45 years'®. This predominan-
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ce in certain ethnic groups and the existence of fa-
miliar cases'*?, as reported in this article, suggest
a genetic predisposition®”1420, Considering the
case here presented, the patient profile is consis-
tent with that described in literature.

From a clinical standpoint, FEH is presented
in the form of multiple well-defined papules, whi-
ch are slightly elevated, and their color varies from
white to regular mucosa. It is asymptomatic and
may affect any region of the oral mucosa, however it
is more frequent in the labial mucosa, tongue, and
cheek??¢8, All these clinical features are compatible
with the case described.

An important aspect that should be considered is
the differential diagnosis of FEH with other lesions
that affect the oral cavity, such as inflammatory fi-
brous hyperplasia, inflammatory papillary hyper-
plasia, verruciform xanthoma, verrucous carcino-
ma, Cowden disease, and condylomata acuminata’!”.

In this context, the first three lesions mentioned
emerge in reaction to the presence of an identifia-
ble irritant. Verrucous carcinoma is a tumor that
affects older individuals, and its epidemiological
characteristics are similar to those found in oral
carcinomas. Cowden’s disease is typical of an older
age group, and fibroepithelial polyps presents more
consistency, less mobility, and different intraoral
topography?!. Differential diagnosis is very impor-
tant to condylomata acuminata, as it is also cau-
sed by HPV, and its isolated lesions are very simi-
lar. However, the lesions found in FEH tend to be
flatter and more numerous, adding the fact that the
location of these lesions in the labial and buccal mu-
cosa are very typical®722,

Microscopically, FEH’s trademark is an nodule
with considerable acanthosis of the oral epithelium.
The thickening of the epithelium extends to the ou-
ter surface of the lesion. There is not formation of
well-defined projections of epithelium, and the le-
sion contains minimal connective tissue papillae.
Other lesions occasionally demonstrate an altered
nucleus that resembles a mitotic figure (mitosoid
bodies)"26.712,

Generally, histopathological findings descri-
bed in this case confirm those in literature, distin-
guishing condylomata acuminata lesions and other
cells, due to the presence and absence of mitosoid
epithelial projections in the external surface of the
epithelium?®.

Considering the clinical and epidemiological cha-
racteristics that differentiate the FEH lesions men-
tioned above, as well as histopathological features, it
was possible to confirm the diagnosis of FEH in
this case, excluding the need to perform an analy-
sis by immunohistochemistry or in situ hybridiza-
tion to detect the presence of HPV in the lesion.

Multiple therapeutic alternatives are pro-
posed for FEH, such as simply monitoring the
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case, since the disease tends to resolve spontaneou-
sly and/or may persist for many years until surgical
treatment, which is only indicated for diagnostic
purposes, aesthetics, or when the lesions interfe-
re with mastication and are constantly subjected
to trauma®?"?¢, However, there are alternatives for
treatment, such as cryotherapy, laser therapy, cau-
terization, and the use of topical treatments such
as retinoic acid or interferon®72%,

There are published reports of spontaneous re-
treat after months or years?"?%27, Because of the ab-
sence of symptoms and pain, and the presence of
a large number of lesions, this case of patient mo-
nitoring was chosen. Up to now there is no publi-
shed reports of neoplastic transformation?, and the
case has been followed for 2 years in the Depart-
ment of Dentistry of UFRN, although there was
no regression of the lesion.

The recurrence of FEH or the appearance of new
lesions is unpredictable and therefore follow-up is re-
quired. Moreover, it is not known whether recurren-
ce of the lesions is related to new infections, changes
in the immune response, or a latent infection?®.

Final considerations

This report reinforces the need of accurate cli-
nical assessment so dentists are able to recognize,
diagnose, and treat FEH in their own patients.

Resumo

A hiperplasia epitelial focal (HEF) ou doenca de Heck é
uma doenga benigna, rara e caracterizada por prolifera-
cao celular no epitélio escamoso, que se manifesta cli-
nicamente como projecées verrucosas. E associada com
o papilomavirus (HPV), subtipo humano 13 ou 32, e,
muitas vezes, é observada em criangas, adultos jovens
e pessoas de meia-idade, bem como em alguns grupos
étnicos, como os indios e esquimods, o que sugere uma
possivel influéncia hereditaria. Objetivo: sabendo que
a HEF é uma doenca rara na populagao brasileira, este
artigo relata um caso de HEF em uma familia brasileira.
Relato de caso: paciente feminina, de 27 anos de ida-
de, foi atendida no Departamento de Odontologia da
Universidade Federal do Rio Grande do Norte (UFRN),
mostrando lesoes bem definidas, arredondadas, pla-
nas, localizadas em cavidade oral e com uma evolu-
cdo de seis anos. As lesdes foram submetidas a bidpsia
incisional, e a analise microscopica revelou alteragées
epiteliais, como hiperplasia do epitélio e acantose pro-
eminente. Esses resultados histopatolégicos foram con-
sistentes com a hipotese clinica de HEF. Consideragées
finais: este relatorio reforca a necessidade de uma ava-
liacdo precisa da clinica, para dentistas serem capazes
de reconhecer, diagnosticar e tratar HEF em seus pro-
prios pacientes.

Palavras-chave: Hiperplasia epitelial focal. Doenca de
Heck. Papilomavirus humano.
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