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Caso Clinico / Case Report

Doenca de Cowden ou Sindrome dos Hamartomas
Multiplos”
Cowden's Disease or Mutiple Hamartoma Syndrome®

Gerson Vettorato* Paulo Ricardo Martins Souza? Marcia Paczco Bozko? Flavia Maria Lamb*

Resumo: Os autores descrevem um caso de doenca de Cowden ou sindrome dos hamartomas mdltiplos.
Doenca de transmissdo autossdmica dominante cuja triade dermatoldgica classica comp&e-se de tricolemo-
mas faciais multiplos (hamartomas do infundibulo folicular), fibromas orais e queratoses acrais benignas.
Afeta maltiplos 6rgdos e é associada a varias neoplasias, tais como de mamas, tiredide, célon e outras. Os
autores apresentam um caso de paciente do sexo feminino em cujo exame fisico notaram-se papulas cor da
pele na face, lesGes papulosas na cavidade oral, mucosa jugal, lingua plicata e hiperceratose palmoplantar
puntata bilateral. Historia patoldgica pregressa de tireoidectomia subtotal por adenoma folicular.
Palavras-chave - Sindrome do hamartoma multiplo; Doengas da boca.

Summary: A case of Cowden'’s disease or Multiple Hamartoma Syndrome is reported. The disorder is
inherited as an autosomal dominant trait, the classic dermatological features of which are multiple
facial trichilemmomas (hamartomas of the follicular infundibula), oral fiboroma and benign acral
keratosis. Multiple organs are affected and it is associated with mama, thyroid and colon malignant
neoplasms. We present a young woman with skin-colored flat-topped papules in the central facial
area, papular gingival and palatal lesions, fissured tongue, palmoplantar keratoses and prior histo -
ry of subtotal thyroidectomy.

Key words: Multiple hamartoma syndrome; Mouth diseases.

INTRODUCAO INTRODUCTION

A sindrome de Cowden é genodermatose que pode
acometer varios 6rgdos, como pele, mucosa oral, tiredide,
mamas, ovarios e sistema nervoso central. Os 0rgdos extra-
cutaneos mais comumente afetados s&o mama e tiredide.
Alteracdes mamaérias variam de doenca fibrocistica a ade-
nocarcinoma. Na tiredide pode ocorrer carcinoma ou ade-
noma, sendo este Gltimo o mais freqiiente. Existe grande
variabilidade de apresentacdes clinicas.
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Cowden's disease (CD) is a genodermatosis that can
involve various organs, such as the skin, oral mucous mem -
brane, thyroid, mammas, ovaries and central nervous
system. The most commonly affected extracutaneous organs
are the mamma and thyroid. Mammary alterations vary
from fibrocystic disease to adenocarcinoma. Carcinoma or
more frequently adenoma can occur in the thyroid. There is
a great variability in the clinical presentations.
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O caso relatado diz respeito a sindrome completa,
com historico de neoplasia associada a doenca precedendo
o0 diagndstico em trés anos. As lesbes cutaneas, embora pre-
sentes, sdo bastante discretas, principalmente na face e
mucosa oral.

O quadro cutaneo facial nem sempre € facilmente
detectado, como no caso aqui descrito, mas em conjunto
com as manifestacdes intraorais e a historia pregressa pos-
sibilitam o diagnéstico.

RELATO DE CASO

Paciente de 26 anos, do sexo feminino, branca, soltei-
ra, natural de Trés Passos, RS, procedente de lvoti, RS, ope-
raria da inddstria de calgados, consultou o servigo de der-
matologia queixando-se de manchas acastanhadas no rosto.

Ao exame fisico notavam-se manchas acastanhadas
nas regifes malares, frontal, perioral e mentoniana; hirsu-
tismo na regido mentoniana; papulas cor da pele, algumas
de superficie achatada, outras lesdes filiformes nas regifes
paranasal, 1abio superior (Figura 1), na regido medial do
olho esquerdo e nos pavilhGes auriculares. Foram encon-
trados, também, lesGes papulosas na cavidade oral (regido
gengival, mucosa jugal e dorso da lingua) e lingua plicata
(Figura 2). Apresentava ceratose pilar na face de extenséo
dos bracos e antebracos, e hiperceratose plurifocal, punta-
ta, bilateral nas regifes palmoplantares (Figura 3). Como
antecedentes pessoais, referia tireoidectomia subtotal reali-
zada em junho de 1997, sendo o0 anatomopatoldgico com-
pativel com adenoma folicular e hematoquezia eventual.
Negava outras alteracGes e presenca de quadro semelhante
na familia.

Figura 1:

Na regido
centrofacial,
discretas
lesdes papu-
losas cor da
pele.

Figure 1:
discreet,
skin-colored
papular
lesions in the
centrofacial
region.
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The case reported concerns the complete syndrome,
with a history of neoplasia associated to the disease prece -
ding the diagnosis by three years. The cutaneous lesions,
although present, are very discreet, principally in the face
and oral mucous membrane.

The facial cutaneous picture is not always easily
detected, as in the case described here, but together with the
intraoral manifestations and prior history a diagnosis was
reached.

CASE REPORT

Patient 26 years old, female, white, unmarried woman,
natural of Tres Passos, RS, resident in lvoti, RS, worker in the
footwear manufacturing industry, presented at the dermato -
logy service complaining of brownish stains in the face.

Physical exam showed brownish stains in the malar,
frontal, perioral and menton regions; hirsutism in the men -
ton region; skin-colored papules, some flat-topped, other
filiform lesions in the paranasal regions, upper lip (Figure
1), in the medial region of the left eye and auricular pavi -
lions. Papular lesions were also found in the buccal cavity
(gingival area, jugal mucous membrane and dorsal surface
of the tongue) as well as fissured tongue (Figure 2). She
presented keratosis pilaris in the extensor surface of the
arms and forearms, and multifocal, punctate, bilateral
hyperkeratosis in the palmoplantar regions (Figure 3).
Regarding personal antecedents, she cited subtotal thyroi
dectomy performed in June, 1997, the anatomicopathologi
cal exam was compatible with follicular adenoma and even
tual hematochezia. She denied other alterations or presen
ce of a similar picture in the family.

Figura 2:
Lingua
plicata e
lesdes
papulosas
na gengiva.
Figure 2:
Fissured
tongue and
papular
lesions in the
gums.
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Figura 3:
Hiperceratose
puntata plantar.

Foram realizadas biopsias de
trés lesdes: papula na regido medial
do olho esquerdo, lesdo hipercerato-
tica palmar e papula na regido labial
superior, cujos resultados foram: tri-
colemoma (Figuras 4 e 5), queratose
actinica e hiperplasia sebacea, res-
pectivamente.

A paciente foi entdo orienta-
da quanto a sindrome e encaminhada
ao oncologista e ginecologista para
acompanhamento e rastreamento de
possiveis neoplasias; seguiu também

Figure 3:
Punctate plantar
hyperkeratosis.

Biopsies of three lesions
were performed: papule from the
medial region of the left eye, pal -
mar hyperkeratotic lesion and
papule in the superior labial
region, the results of which were:
trichilemmoma (Figures 4 and 5),
actinic keratosis and sebaceous
hyperplasia, respectively.

The patient was counseled
regarding the syndrome and refer -
red to an oncologist and gynecolo -
gist for attendance and screening

acompanhamento no ambulatério de
dermatologia.

Foi solicitada a presenca dos familiares para exame
dermatolégico, mas ninguém compareceu, e a paciente até
0 momento ndo realizou as avaliagBes das outras especial-
idades.

DISCUSSAO

A doenca de Cowden (DC) caracteriza-se por malti-
plos hamartomas de origem endo, ecto e mesodérmica;-**¢
descrita primeiramente por Lloyd e Dennis em 1963,>* tem
até hoje cerca de 150 casos relatados.® Sua triade dermato-
légica classica compBem-se de tricolemomas faciais multi-
plos, fibromas orais e queratoses acrais benignas.?*® Afeta
maltiplos 6rgdos e é associada a varios graus de degenera-

for possible neoplasia; she was
also followed-up at the dermato -
logy clinic.

The presence was requested of her relatives for der -
matological exam, but nobody attended, and to date the
patient has not submitted herself for evaluations by other
specialties.

DISCUSSION

Cowden's disease is characterized by multiple
hamartomas of endo-, ecto- and mesodermal origin;**¢
first described by Lloyd and Dennis in 1963,>* there have
been approximately 150 cases reported to date.® The classic
dermatological triad is composed of multiple facial trichi -
lemmomas, oral fibromas and acral benign keratosis.?*® It

Figura 4: Tricolemoma, mostrando lesdo nodular dérmica no tra-
jeto do foliculo piloso (H&E, 50x). / Figure 4: Trichilemmoma,
presenting nodular dermal lesion in the trajectory of the pilar

follicle (H&E, 50x).

An bras Dermatol, Rio de Janeiro, 78(2):209-213, mar./abr. 2003.

Figura 5: Detalhe do tricolemoma mostrando algumas células
epiteliais de citoplasma claro. Formacéo de palicada periférica
(H&E, 100x). / Figure 5: Details of the trichilemmoma showing
some epithelial cells of clear cytoplasm. Peripheral palisade
formation. (H&E, 100x).
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¢do maligna das mamas, tiredide e colon, entre outros.*>* E
de transmissdo autossémica dominante.>*** O gene de sus-
cetibilidade para a DC foi designado PTEN (phosphatase
and tensin homologue deleted on chromosome 10) por Li e
colegas em 1997, sendo esse um gene de supressdo tumo-
ral.® MutacBes nesse gene localizado no cromossoma 10
estdo associadas tanto a DC como a sindrome Bannayan-
Riley-Ruvalcaba.’®

As lesBes mucocutaneas sdo as mais representativas
da doencal,® e consistem de:

- papulas liquenoides achatadas da cor da pele normal de
distribuicéo centrofacial com tendéncia ao agrupamento ao
redor dos olhos, nariz e boca. Podem ser encontradas no
pescoco. N&o sdo encontradas no restante do corpo;

- lesdes verrucosas papilomatosas filiformes que tendem a
se agrupar ao redor dos ouvidos, olhos, nariz e boca;

- papulas achatadas hiperqueratdsicas semelhantes a verru-
gas planas no dorso das mé&os e punhos, que ndo aparecem
no dorso dos pés;

- queratoses translucentes nas palmas, plantas e face lateral
de méos e pés, que lembram as queratoses arsenicais;

- lipomas mdaltiplos;

- angiomas cutaneos;

- lesdes papulosas no palato e nas gengivas, de didmetro
variando de um a 3mm, com tendéncia a coalescer, e aspec-
to de paralelepipedo;

- lesBes papilomatosas e verrucoides na mucosa bucal, oro-
faringe e laringe;

- lingua escrotal.*

Quanto ao acometimento extracutaneo, a tiredide é o
6rgdo mais afetado (60%), sendo o adenoma de tiredide o
tumor mais comum encontrado na sindrome.® As alteracdes
extracutaneas envolvem, além da tiredide (adenoma, carci-
noma), mamas (doenga fibrocistica, carcinoma), trato gas-
trointestinal (polipose, diverticulose), ovarios (cistos e
tumores). Podem ser encontrados hidrocele, cisto tireogo-
losso, dedos supranumerdrios, ganglioneuroma da méo,
meningioma do canal auditivo,* pélipos de bexiga, cranio-
megalia, retardo mental, leses oculares maltiplas, pectus
excavatum,* lesdes prostaticas.®

Anormalidades do trato respiratério associadas a
doenca sdo raramente relatadas na literatura e incluem
polipos de laringe, cistos pulmonares, malformagdes arte-
riovenosas e hamartomas. J& foram descritas lesdes pulmo-
nares e col6nicas de aspecto lipomatoso.* No caso original
descrito em 1963 foram relatados fascies adendide com
hipoplasia de maxila e mandibula, palato em ogiva, pectus
excavatum.*

Os tumores mais comuns relacionados & DC séo de
mama e tiredide, mas ha também outras neoplasias relata-
das, como linfoma ndo Hodgkin, melanoma, carcinomas
espinocelular e basocelular da pele, leucemia mielocitica
aguda, carcinoma transicional da bexiga, lipossarcoma,
tumor ovariano,® carcinoma de colo uterino,* carcinoma de
endométrio, carcinoma das células de Merkel, carcinoma
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involves multiple organs and is associated to various
degrees of malignant degeneration of the mammas, thyroid
and colon, among others.*?* It is of autosomal dominant
transmission.**** The susceptibility gene for CD was desig -
nated PTEN (phosphatase and tensin homologue deleted on
chromosome 10) by Li et al in 1997, which is a tumoral sup -
pressor gene.® Mutations of this gene located in chromoso -
me 10 are associated to both CD and Bannayan-Riley-
Ruvalcaba syndrome.3®

Mucocutaneous lesions are the most characteristic
aspects of the disease*® and consist of:

- skin-colored, flat-topped lichenoid papules with a centro -
facial distribution and tendency to grouping in the perior -
bital region, nose and mouth. They can also be found in the

neck, but not in the remainder of the body;

- filiform papillomatous verrucose lesions with a tendency

for grouping around the ears, eyes, nose and mouth;

- flat-topped, papular hyperkeratose lesions similar to

plane warts in the back of the hands and fists, that do not

occur in the dorsal surfaces of the feet;

- translucent keratosis in the palms, soles and lateral face

of hands and feet, that are similar in appearance to arseni -
cal keratosis;

- multiple lipoma;

- cutaneous angioma;

- papular lesions in the palate and gums, with diameter varying

from one to 3mm, tendency to coalesce and paving-stone aspect;

- papillomatous and verrucose lesions in the buccal mucous

membrane, oropharynx and larynx;

- fissured tongue.!

Regarding extracutaneous involvement, the thyroid
is the most affected organ (60%), and thyroid adenoma is
the most common tumor found in the syndrome.® Besides the
thyroid (adenoma, carcinoma), such extracutaneous altera -
tions involve the mammas (fibrocystic disease, carcinoma),
gastrointestinal tract (polyposis, diverticulosis) and ovaries
(cysts and tumors). Other findings include: hydrocele,
thyroglossal duct cyst, polydactyly, ganglioneuroma of the
hand, meningioma of the auditory canal,' bladder polyps,
wide cranial structure, mental retardation, multiple ocular
lesions, pectus excavatum* and prostatic lesions.®

Abnormalities of the respiratory tract associated to
the disease are rarely reported in the literature and include
polyps of the larynx, pulmonary cysts, arteriovenous mal -
formations and hamartomas. While pulmonary and colonic
lesions with a lipomatous aspect have been described.* In
the original case described in 1963, adenoid fasciae were
reported with hypoplasia of the maxilla and mandible,
arched palate and pectus excavatum.*

The most common tumors related to CD involve the
mamma and thyroid, although other neoplasias have been
reported, such as non-Hodgkin's lymphoma, melanoma,
squamous cell and basal cell carcinomas of the skin, acute
myelocytic leukemia, transitional cell carcinoma in the
bladder, liposarcoma, ovarian tumor,® carcinoma of the ute -
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renal, osteossarcoma, meningioma e glioma.® O carcinoma
de mama acomete propor¢do que varia de 30 a 50% das
mulheres afetadas pela DC, sendo bilateral em um terco
delas.® Alguns autores recomendam mastectomia bilateral
profilatica para as mulheres afetadas que apresentam doen-
ca fibrocistica avangada da mama.**

Homens afetados geralmente ndo apresentam mani-
festacBes mamarias, embora j& tenha sido descrita gineco-
mastia nesses pacientes.?

Participam do diagnéstico diferencial da DC a doen-
ca de Darier,' a esclerose tuberosa, a neurofibromatose | e
I1, a doenca de von Hippel-Lindau,** a sindrome da polipo-
se juvenil,® a sindrome de Bannayan-Riley-Ruvalcaba,* a
paquioniquia congeénita, a hialinose mucocutanea, o hamar-
toma generalizado do foliculo piloso e a queratose folicular
invertida.!

Apresenta-se este caso em virtude da importancia
do diagndstico correto da sindrome, uma vez que a abor-
dagem do paciente quanto ao diagnostico precoce das neo-
plasias pode em muito melhorar sua sobrevida e qualidade
de vida. a
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rine cervix,* endometrioid carcinoma, Merkel cell tumor,
renal carcinoma, osteosarcoma, meningioma and glioma.®
Breast cancer involves from 30 to 50% of women with CD
and is bilateral in one third of these.> Some authors recom -
mend prophylactic bilateral mastectomy for affected women
that present advanced fibrocystic disease of the mamma.**

Mammary manifestations are not usually present in
males with CD, although gynecomastia has been described
in these patients.?

The following diseases should be considered in the
differential diagnosis of CD: Darier's disease,* tuberous
sclerosis, neurofibromatosis | and Il, von Hippel-Lindau
syndrome,* juvenile polyp syndrome,® Bannayan-Riley-
Ruvalcaba syndrome,* pachyonychia congenita, mucocuta -
neous hyalinosis, generalized hamartoma of the pilar folli -
cle and inverted follicular keratosis.*

The present case was reported because of the impor -
tance of a correct diagnosis of the syndrome, since both
appropriate management of the patient and precocious
diagnosis of the neoplasia result in an improvement in sur -
vival and life quality. a
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