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Caso Clinico / Case Report

Lipoidoproteinose - relato de dois casos
Lipoid proteinosis - a report of two cases”
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Resumo: A lipoidoproteinose (doenca de Urbach-Wiethe) é doenca autossdmica recessiva rara, caracteri-
zada pela deposicio progressiva de substincia hialina na pele, membranas mucosas e 6rgios internos.
Clinicamente, os pacientes apresentam lesdes papulonodulares na face, com dreas de infiltragio difusa da
pele principalmente nos joelhos, cotovelos e mios; a lingua apresenta consisténcia firme. Infiltragio da
laringe produz rouquidio que pode estar presente ji a0 nascimento. Os autores relatam dois casos dessa
doenca acometendo individuos da mesma familia (irmaos).

Palavra-chave: lipoidoproteinose.

Summary: Lipoid proteinosis (Urbach-Wiethe disease) is a rare disorder with autosomal recessive
inberitance, characterized by progressive deposition of byaline substance in the skin, mucous mem-
branes and internal organs. Clinically, there are papular and nodular lesions on the face, with areas
of infiltration in the elbows, knees and hands; the tongue is firm and hoarseness may be present at
birth. We describe two cases of this disease in the same family (brother and sister).

Keywords: lipoidproteinosis.

INTRODUCAO

A lipoidoproteinose, também denominada doenca
de Urbach-Wiethe, hialinose cutaneo-mucosa, lipoidose
cuténea e mucosa, lipoproteinose, lipoglicoproteinose, foi
descrita pela primeiravez em 1908 por Seibenmann,*?mas
o primeiro relato detalhado foi feito por Urbach e Wiethe
em 1929.2% E dermatose autossdmica recessiva rara, con-
genita ou de aparecimento precoce na infancia, caracteri-
zada pela deposi¢do progressiva de uma substancia hialina
amorfa de constituicdo glicoprotéica na pele e em mem-
branas mucosas (boca, faringe, laringe). Envolvimento
visceral generalizado também tem sido relatado.*®
Clinicamente, caracteriza-se por lesdes papulosas, que
podem agrupar-se em placas, de coloragdo amarelada,
localizadas principalmente na face, no pescoco e em areas
sujeitas a atrito, além de rouquid&@o causada pelo envolvi-
mento mucoso. O curso da doenga é geralmente benigno e
crénico, a patogénese ndo € bem conhecida, e o tratamen-
to, pouco efetivo.**®

O objetivo deste trabalho € descrever dois casos
dessa entidade rara, pouco relatada, sendo encontrados
aproximadamente 250 casos na literatura médica.® °
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INTRODUCTION

Lipoid proteinosis, also denominated Urbach-
Wiethe disease, mucocutaneous hyalinosis, lipoidosis cutis
et mucosae, lipoproteinosis and lipoglycoproteinosis, was
described for the first time in 1908 by Seibenmann,”’ but
the first detailed report was made by Urbach and Wiethe in
1929.7%7 It is a rare recessive autosomal dermatosis, which
can be congenital or precocious with onset in infancy, cha-
racterized by the progressive deposition of an amorphous
hyaline substance with a glycoproteic constitution in the
skin and mucous membranes (mouth, pharynx and larynx).
Generalized visceral involvement has also been reported*
1t is characterized clinically by papular lesions, that can
aggregate forming plaques with a yellowish coloration,
located mainly in the face, neck and in areas subject to
attrition, there is also hoarseness caused by the mucous
involvement. The course of the disease is usually benign
and chronic, the pathogenesis is not fully understood and
treatment somewhat ineffective."*’

The objective of the present work was to describe two
cases of this rare entity, which has been infrequently reported,
with approximately 250 cases found in the medical literature.>
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RELATO DOS CASOS
Caso 1

Paciente de 31 anos, do sexo masculino, branco,
casado, lavrador, natural e procedente de Pitanga - PR.

Desde ainfancia apresenta rouquidado e "pele fragil",
com formagdo de Ulceras aos pequenos traumas, de dificil
cicatrizagdo. Ha 20 anos, surgimento de lesBes papul osas
nas méaos, nos punhos e cotovelos, com piora progressiva
lenta. Atualmente o quadro esté estével. Piora das |esBes no
verdo e com exposi¢ado solar.

Refere vérios internamentos durante a infancia pelo
aparecimento de quadro bolhoso na pele e mucosa oral. E
portador de Ulcera péptica ha quatro anos, fazendo uso de
cimetidine 400mg ao dia.

Bisavd paterno e irma com lesdes de pele semel hart
tes. N&o ha histéria de consangtiinidade.

Ao exame dermatoldgico, apresenta pequenas
papulas hiperceratdsicas coalescentes, localizadas no
dorso das méos e nas faces | aterais dos punhos; |esbes ver-
rucosas nos cotovelos (Figura 1) e pele xerética nos mem-
bros inferiores.

O estudo histopatol gico evidenciou epiderme com
focos de hiperceratose compacta, acantose regular e espor-
giose focal. Derme com deposic¢ao superficial, perivascular
e perianexial de material PAS-positivo e diastase-resistente
(Figuras 2 e 3).

A videolaringoscopia, presenca de lingua rigida,
infiltrada, de aspecto amil6ide; parede da faringe com infil-
tragdo irregular e granulada; corpo da laringe com presenca
de granulacdes.

Iniciado creme de uréia a 20%, duas vezes ao dia,
com discreta melhora.

Caso 2

Paciente de 35 anos, do sexo feminino, branca, sepa-
rada, trabalha com servicos gerais, natural de Pitanga - PR
e procedente de Curitiba - PR.

Desde o0 nascimento, os pais notaram "vermelhiddo
na pele". Na infancia, aparecimento de lesdes papulosas,
pruriginosas, localizadas na face, no pescogo e nos cotove-
los, além de lesbes ulceradas

CASE REPORTS
Case 1

Patient, 31 year-old man, white, married, agricultu-
ral worker, born and resident in Pitanga - Parana State.

Ever since infancy he presented hoarseness and "fragile
skin", with formation of ulcers following minor traumas, which
healed with difficulty. Twenty years ago papular lesions appea-
red in the hands, fists and elbows, with slow but progressive wor-
sening. To date the picture is stable, though there is worsening
of the lesions in the summer and with solar exposure.

He referred to several hospitalizations during child-
hood due to the onset of a bullous picture in the skin and oral
mucous membrane. Four years previously he had developed a
peptic ulcer and is taking cimetidine at a daily dose of 400mg.

Paternal great-grandfather and sister with similar
skin lesions. There is no history of consanguinity.

Dermatological exam showed small coalescing
hyperkeratose papules, located in the back of the hands and
in the lateral faces of the fists, verrucose lesions in the
elbows (Figure 1) and xerotic skin in inferior members.

Histopathological study demonstrated epidermis
with compact hyperkeratose focuses, regular acanthosis
and focal spongiosis. Dermis with superficial, perivascular
and periannexal deposition of PAS-positive and diastase-
resistant material (Figures 2 and 3).

Videolaryngoscopy, revealed a rigid, infiltrated ton-
gue with an amyloid aspect; wall of the pharynx with irre-
gular and granulated infiltration; body of the larynx with
presence of granulations.

A slight improvement was observed following the
use of 20% urea cream, twice daily.

Case 2

Patient, 35 year-old woman, white, separated, works
doing general services, born in Pitanga - PR and resident
in Curitiba - PR.

Since birth, the parents noticed "redness in the skin".
During infancy, papular and pruriginous lesions appeared in the
face, neck and elbows, as well as ulcerated lesions in the oral
mucous membrane. She had been using topical neomycin and
oral tetracycline, without medi-

na mucosa oral. Faz uso, sem
prescri¢cdo médica, de neomi -
cina tdpica e tetraciclina via
oral, sem melhora significati-
va do quadro.

Ha 23 anos, episddios
de convulsBes, com diagnos-

Figura 1: Lesoes
verrucosas
coalescentes nos
cotovelos

cal prescription and there had
been no significant improve-
ment of the picture.

She had suffered epi-
sodes of convulsions 23
years previously, diagnosed
as epilepsy. At the time of

Figure 1:Verrucose
and coalescent
lesions in the
elbows
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tico de epilepsia. Atualmente, em uso de fenobarbital
100mg ao dia.

Ao exame dermatol égico, multiplas lesdes papulo-
sas, pequenas, amareladas, na regido frontal e nas bordas
palpebrais inferiores (Figura 4) e, em menor quantidade,
lesdes papul 0sas no pescoco e no dorso das maos.

Ao exame anatomopatoldgico da pele, derme com
deposicdo superficial, perivascular e perianexial de material
PASpositivo e didstase-resistente. A videolaringoscopia mos-
travalinguarigida, infiltrada e infiltracio do corpo dalaringe.
Tomografia computadorizada de crénio (TAC) com cdcifica-
¢Oes grosseiras naregido para-selar bilateralmente (Figura5).

A paciente foi encaminhada ao Servigo de
Neurologia para acompanhamento do quadro de epilepsia.
O quadro cutaneo mantém-se estavel clinicamente.

DISCUSSAO

A lipoidoproteinose é doenga autdssomica recessiva
rara, tendo aproximadamente 250 casos descritos na literatu-
ra, com maior prevaléncia na Africa do Sul e na Suécia.®®
Caracteriza-se pela deposicdo de um materia hialino amorfo
de constitui¢do glicoprotéica na pele, em mucosas e 6rgaos
internos. A etiopatogénese da lipoidoproteinose ndo é ainda
completamente conhecida, mas parece estar relacionada a
uma alteragcdo da sintese e do metabolismo do colégeno,
levando a aumento na producgdo de colageno tipos IV e V
pelas células endoteliais dos vasos sangiiineos, diminuicdo da
produgéo de coldgeno tipos | e I, e aumento na sintese de
uma substancia glicoprotéica pelos fibroblastos.>"®

Clinicamente, caracteriza-se por lesdes papul onodu-
lares, ceratosicas, de coloragdo amarelada, localizadas prin-
cipalmente na face, no pescogo e em areas submetidas a
trauma mecanico como cotovelos e joelhos. LesBes verru-
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publication she was taking 100mg/day phenobarbital.

Dermatological exam, showed multiple papular
lesions, which were small and yellowish, in forehead, infe-
rior palpebral borders (Figure 4) and, to a lesser extent,
papular lesions in the neck and back of the hands.

Anatomicopathological exam of the skin showed
dermis with superficial, perivascular and periannexal
deposition of a PAS-positive and diastase-resistant mate-
rial. Videolaryngoscopy revealed a rigid and infiltrated ton-
gue, as well as infiltration in the body of the larynx.
Computed tomography of the skull detected bilateral, gross
calcifications in the paraselar area (Figure 5).

The patient was referred to the Service of Neurology
for treatment of epilepsy. The cutaneous picture remains cli-
nically stable.

DISCUSSION

Lipoid proteinosis is a rare disease with autosomal
recessive inheritance, approximately 250 cases have been
described in the literature, with a higher prevalence in South
Afiica and Sweden’ It is characterized by the deposition of
an amorphous hyaline material with a glycoproteic constitu-
tion in the skin, mucous membranes and internal organs. The
etiopathogenesis of the lipoid proteinosis is not still comple-
tely clarified, but it seems to be related to an alteration in the
synthesis and metabolism of the collagen, leading to an
increase in the production of collagen types IV and V by the
endothelial cells of the blood vessels, a decrease in the pro -
duction of collagen types I and II, and an increase in the
synthesis of a glycoproteic substance by the fibroblasts.””*

Clinically, it is characterized by papular, nodular
and keratose lesions with a yellowish coloration, located
mainly in the face, neck and in areas submitted to mechani-
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Figura 4: Papulas hipercera-
tosicas nas regides frontal e
maxilar, como também nas
bordas palpebrais

cosas podem aparecer nos
locais submetidos a atrito.
Pequenas lesBes frequente-
mente aparecem nas margens
das papebras ("blefarose
moniliforme"); essa distribui-
¢éo pode ser Gtil no diagnosti-
co.** Usualmente, a manifes-

Figure 4: Hyperkeratose
papules in the frontal and
maxillary areas, as well as in
the palpebral margins

cal trauma, such as the elbows
and knees. Verrucose lesions
can appear in places suffering
attrition. Small lesions fre-
quently appear in the margins
of the eyelids (moniliform ble-
pharosis), this distribution can
be useful in the diagnosis.’*

tacdo clinicainicia € arouqui-
dao, devida ainfiltracdo da laringe, que pode estar presente
desde o nascimento. Nos casos familiares, a mée reconhece
o filho acometido pelo choro rouco.®” Os casos aqui descri-
tos apresentam lesdes caracteristicas, 0 primeiro nas maos,
nos punhos e nos cotovelos, e o segundo naface, no pesco-
¢o e nas bordas pal pebrais; os dois apresentavam rouquidao
desde ainféancia.

Outras manifestagdes clinicas sdo a alopecia, a hipo-
hidrose, o crescimento ungueal lento e as anormalidades
dentédrias.®>® N&o foram encontradas essas alteragbes nos
casos apresentados.

O sistema nervoso central pode ser acometido.
CalcificagBes intracerebrais bilaterais séo freglientemente
encontradas na lipoidoproteinose e, as vezes, S80 responsa-
veis por distdrbios de comportamento e epilepsia.®**°
Envolvimento visceral generalizado tem sido relatado,
porém, como é assintomatico, é usualmente achado de
necrépsia. *** No segundo caso relatado, a paciente apresen
tava crises convulsivas tonico-clénicas, apresentando, na
TAC, calcificagBes grosseiras na

Usually, the initial clinical
manifestation is hoarseness, due to infiltration of the larynx,
which can be present from birth. In familial cases, the
mother can recognize the child with this disease by its hoar-
se cry.%” The cases described here present characteristic
lesions, firstly in the hands, fists and elbows, and then in the
face, neck and palpebral margins; both presented hoarse-
ness since infancy.

Other clinical manifestations are alopecia, hypohi-
drosis, slow ungual growth and dental abnormalities,™
however these alterations were not found in the presented
cases.

The central nervous system can also be involved.
Bilateral intracerebral calcifications are frequently found
in the lipoid proteinosis and these are sometimes responst
ble for behavioral disturbances and epilepsy.**" In addi-
tion, generalized visceral involvement has been reported,
however, since this is asymptomatic it is usually only found
in the necropsy."*’ In the second case, the patient presented
convulsive tonicoclonic crises, computed tomography of the
skull showed bilateral gross calcifi-

regi&o para-selar bilateralmente.

Em relagdo ao estudo histo-
patol 6gico, ha extensa deposicéo de
substancia eosinofilica amorfa ao
redor dos capilares, das glandulas
sudoriparas e na derme papilar;
deposicéo focal pode ser encontrada
na derme profunda. Essa substancia
hialina é PAS-positivo e diéstase-
resistente. Ambos os casos descritos
apresentaram derme com deposi¢éo
superficial, perivascular e periane-
xial de material PAS-positivo e dids-
tase-resistente, que € caracteristica
da doenca. %8

Figura 5: Tomografia de cranio
mostrando calcificacoes
cerebrais na regiao para-selar
bilateralmente.

cations in the paraselar region.

In relation to the histopatho-
logical study, there is extensive depo-
sition of an amorphous eosinophilic
substance around the capillaries,
sudoriparous glands and papillary
dermis; focal deposition can be
found in the profound dermis. This
hyaline substance is PAS-positive and
diastase-resistant. Both cases descri-
bed here presented dermis with
superficial, perivascular and perian-
nexal deposition of PAS-positive and
diastase-resistant material, which is
characteristic of the disease."**

Figure 5: Skull tomogra-
phy showing bilateral
cerebral calcifications in
the selar area.
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A microscopia eletronica, trés alteragdes principais
podem ser notadas na derme: considerdvel adelgacamento
da lamina basal; deposicdo extensa de material hialino
amorfo, predominantemente na derme superficial e ao
redor dos vasos sangiiineos, e significativa reducdo do
ndmero e tamanho das fibras coldgenas.*?

O diagndstico diferencial dessa entidade patol 6gica
deve ser feito com protoporfiria eritropoiética, cujas lesdes
s30 restritas a &reas expostas ao sol, ndo havendo envolvi-
mento de mucosas. Outros diagnosticos diferenciais séo a
mucinose papular, a hanseniase, a amiloidose e a xantomato-
se cutanea "

O curso da lipoidoproteinose é geramente benigno e
cronico.™* Quanto ao tratamento, dermoabrasdo, peeling qui-
mico e etretinato j& foram utilizados como tentativas terapéu-
ticas para as lesdes cuténeas com resultados ndo satisfaté-
rios.”™™ Harelato de um caso em que houve mel horadas lestes
com o uso de dimetil-sulf6xido via oral 2 e de outro com resul-
tados satisfatorios a longo prazo em lesdes faciais com uma
combinagdo de métodos cirlirgicos como dermoabrasdo, esfo-
liagdo quimica, blefaroplastia e transplante de sobrancelhas.®
Tratamentos especificos e efetivos ainda ndo estéo disponi-
veis " Egte trabalho tem como objetivo salientar, especial-
mente aos dermatol ogi stas, otorrinolaringol ogistas e pediatras,
a importancia da lipoidoproteinose como causa de alteractes
cuténeas e mucosas nainfancia a
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