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Caso Clinico / Case Report

Eritrogueratodermia Simétrica Progressiva: relato de caso
Symmetrical Progressive Erythrokeratodermia: a case
report

Crigtiane Dal Magro* Carina Pellenz? Lucio Bakos’

Resumo: A eritroqueratodermia simétrica progressiva (EQSP) é genodermatose rara, caracterizada por
placas eritematosas e hiperceratéticas fixas, de distribuicdo simétrica nas extremidades. A primeira
descricdo da doenca foi feita por Darier em 1911, e desde entdo existem poucas publica¢Bes a respeito
do assunto. Os autores relatam um caso de EQSP em uma menina de nove anos de idade, com lesdes
localizadas nos cotovelos e joelhos, de aspecto tipico. Os achados histoldgicos foram inespecificos, e o
tratamento com produtos de uso tdpico, insatisfatorio. A descricdo do caso visa correlacionar os acha-
dos clinicos, histoldgicos, e a evolucdo do quadro, dentro dos conhecimentos atuais sobre a doenca.
Palavras-chave: Ceratose; dermatopatias genéticas.

Summary: Progressive symmetric erythrokeratoderma (PSEK) is a rare genetic skin disease, charac-
terized by fixed erythematous and hyperkeratotic plaques, symmetrically distributed over the extremi-
ties. The first description of the disease was made by Darier in 1911, though since then there have been
few related publications. The authors report the case of a 9-year-old girl with PSEK, presenting localized
lesions over elbows and knees, of typical aspect. The histologic findings were nonspecific and topical
treatment unsatisfactory. The description of this case intends to correlate the clinical and histologic
findings, as well as the clinical course of the patient, with the current knowledge regarding this disease.
Key words: Keratosis; Skin diseases, genetic.

INTRODUCTION

Erythrokeratodermia comprises a group of diseases
characterized by a disturbance in the keratinization. They
present clinically as erythematous and hyperkeratotic

INTRODUCAO

As eritroqueratodermias compreendem um grupo de
doengas caracterizadas por distirbio da queratinizagéo.
Apresentam-se clinicamente como |lesBes eritematosas e hiper-

ceratGticas, marginadas, persistentesou variaveisem reagdo ao
aspecto elocdizago. Possuem heranca autossdmica dominan-
te, com penetrancia variavel. Relatos de casos sfo esporadi-
COS.LZA?

A classificaco atual mente aceita dessas entidades as
separa em dois grupos. eritroqueratodermia variavel (EQV) e
eritrogqueratodermia smétrica progressiva (EQSP).-*’

Neste trabal ho é apresentado um caso de EQSP pau-
cissintomatica com reduzido nimero de lesdes, bem como
revisdo da literatura sobre alguns aspectos dessa rara geno-
dermatose.
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lesions, which are marginal, persistent or variablein rela-
tion to their aspect and location. They have autosomal
dominant inheritance, with variable penetrance. Reports of
cases are sporadic.**

The currently accepted classification divides these
entities into two groups: variable erythrokeratodermia (VEK)
and progressive symmetrical erythrokeratodermia (PSEK).*?

In this paper, a case of PSEK is presented that was
paucisymptomatic with a small number of lesions, as well
as a revision of the literature relative to certain aspects of
this rare genodermatosis.
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RELATO DO CASO

Paciente do sexo feminino, nove anos, fototipo 1V,
com histéria de lesfes cutaneas que surgiram em torno
dos 18 meses de idade com progressdo do quadro até
cerca de 3 anos de idade. Ndo se queixava de qualquer
sintoma local, seu estado geral era bom, e ndo possuia
antecedentes morbidos relevantes. N&o havia historia
familiar de casos semel hantes, e 0s pais ndo eram consan-
guineos.

Ao exame dermatol 6gico, apresentou placas eritéma
to-escamosas com hiperceratose exuberante, evidenciando
sulcosirregulares de conformacdo cerebriforme, delimitadas
nitidamente por um halo eritémato-acastanhado, localizadas
nos cotovel os e nos joelhos (Figuras 1 e 2). Também apre-
sentava placas semelhantes, de contorno geografico, nas
faces extensoras das maos e antebragos, mais pronunciadas a
direita

Foram realizadas duas biopsias de diferentes locais,
gue demonstraram achados semelhantes: hiperceratose
ortocerat6tica em trama de cesta, acantose discreta, papilo-
matose exuberante, camada granul osa preservada, presenca
de ceratinécitos vacuolados, capilares dilatados e discreto
infiltrado i nespecifico de células mononucl eares perivascu-
lares na derme papilar (Figura 3).

Como tratamento, foram prescritos creme de tretinoi-
na a 0,025% a noite e logdo com lactato de ambnia a 12%
pela manha. Ap6s 60 dias, as lesdes dos joelhos haviam
regredido e nos cotovelos houve reducdo da hiperceratose,
com a manutencao das lesdes. Devido aos efeitos colaterais
dos retindides sistémicos nessa faixa etéria e a pouca quanti-
dade de lesBes, 0 uso da tretinoina topica foi mantido.

Na ocasido da Ultima consulta realizada, as lesdes
mantinham-se com pouca ceratose, leve eritema e limitadas
aos cotovelos. A paciente abandonou o tratamento ap0s o
oitavo més de acompanhamento clinico.

CASE REPORT

Female patient, nine years old, phototype 1V, with
a history of cutaneous lesions which appeared at 18
months of age with progression of the picture until she
was about three of age. She did not complain of any loca-
lized symptoms, her general state was good and she did
not have any relevant morbid antecedents. There was no
familial history of similar cases and the parents were not
consanguineous.

Dermatological exam showed erythematous-scaly
plaques and exuberant hyperkeratosis with irregular cere-
briform furrows, clearly delimited by an erythematous to
brownish-colored halo, located in the elbows and knees
(Figures 1 and 2). She also presented similar plaques with
geographical outline, in the extensor faces of the hands and
forearms, which were more pronounced on the right side.

Two biopsies in different sites were performed,
which demonstrated similar findings: orthokeratotic
hyperkeratosis in a basket-weave pattern, discreet acan-
thosis, exuberant papillomatosis, preserved granular layer,
presence of vacuolated keratinocytes, dilated capillaries
and a nonspecific discreet infiltrate of perivascular mono-
nuclear cellsin the papillary dermis (Figure 3).

For treatment, 0.025% tretinoin cream was prescri-
bed to be applied at night in association with 12% ammo-
nium lactate lotion in the morning. After 60 days, the
lesions of the knees had regressed and there was a reduc-
tion of the hyperkeratosis in the elbows, but with mainte-
nance of the lesions. In view of the side effects of systemic
retinoids in this age group and to the small quantity of
lesions, the use of topical tretinoin was maintained.

At the time of the last consultation, the lesions still
had a little keratosis, slight erythema and were limited to
the elbows. The patient abandoned treatment after the
eighth month of clinical follow-up.

Figura 1: LesBes no cotovelo direito
Figure 1: Lesions in the right elbow
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Figura 2: Lesbes no cotovelo esquerdo
Figure 2: Lesions in the left elbow
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Figura 3: Observam-se
hiperceratose
ortoceratética, acantose
e papilomatose

DISCUSSAO

A eritroqueratodermia
simétrica progressiva € geno-
dermatose rara, com poucos
casos descritos na literatura, e

Figure 3: Note the
orthokeratotic

hyperkeratosis,

acanthosis and papillomatosis

DISCUSSION

Symmetrical progressi-
ve erythrokeratoderma is a
rare genodermatosis, with few
cases described in the literatu-

seu diagnostico é firmado
muito mais em bases clinicas do que histolégicas, uma vez
gue a ultima € inespecifica.?

Os primeiros relatos sobre a EQSP datam de 1886,
com Darier descrevendo um paciente com disqueratose
congénita. Em 1908, Brocq e Dubreuilh estudaram o
mesmo paciente de Darier e chamaram sua doenca de "eri-
troqueratodermia com placas simétricas'.*** Em 1911,
Darier publicou o caso de um paciente com eritroquerato-
dermia progressiva e simétrica verrucosa, Como um raro
distdrbio da ceratinizagdo em que foram observadas pla-
cas hiperceratéticas sobre base eritematosa com distribui-
¢ao simétrica nos joel hos, cotovel os, maos e pés. Gottron,
em 1923, denominou a mesma condic¢éo "eritroquerato-
dermia simétrica progressiva’', como € atualmente conhe-
cida.*??

O modo de heranga da EQSP € autossdbmico domi-
nante, com ocorréncia de casos esporadicos que podem che-
gar a 50% do total de pacientes diagnosticados com esta
condicdo.>® Acredita-se que o gene responsavel peladoenca
tenha penetranciaincompleta, com expressividade varidvel,
responsavel por formas clinicas mais brandas, como o caso
aqui descrito.*3°

A patogénese das eritroqueratodermias ainda € moti-
vo de estudo. Andlises com timidina tritiada demonstraram
aumento da atividade mitética na pel e af etada dos pacientes
com EQSP, tendo sido, no entanto, normal nos pacientes
com EQV, sendo a fisiopatologia das duas condi¢des dife-
rente: enquanto na EQSP o defeito basico é o excesso de
producdo de células corneas, na EQV ha anomalias na coe-
sdo das células da camada cornea.?

A microscopia 6tica demonstra achados inespecifi-
cos, podendo ocorrer em diferentes graus: acantose, hiper-
ceratose em ortoceratose - eventuamente paraceratose
focal - granular preservada com vacuolizagdo perinuclear,
auséncia de atrofia suprapapilar, capilares dilatados e infil-
trado linfo-histiocitério na derme papilar.2” A andlise ultra-
estrutural evidencia aumento do nimero e do tamanho das
mitocdndrias do epitélio, que formam uma zona vacuoliza-
da perinuclear na camada granulosa. As células mais infe-
riores da camada cornea possuem vacuolos lipidicos, que
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re, and its diagnosisisreached
much more on a clinical than a histological basis, since the
latter is nonspecific.

The first reports of PSEK date from 1886, when
Darier described a patient with congenital dyskeratosis. In
1908, Brocg and Dubreuilh studied the same patient as
Darier and denominated the disease "erythrokeratoderma
with symmetrical plaques®.*** In 1911, Darier published the
case of a patient with progressive erythrokeratoderma and
symmetrical verrucosis, as a rare disturbance of the kerati-
nization in that hyperkeratotic plaques were observed on an
erythematous base with symmetrical distribution in the
knees, elbows, hands and feet. In 1923, Gottron, denomina-
ted the same condition "symmetrical progressive erythroke-
ratoderma”, as it is known today.*??

PSEK is principally of autosomal dominant inheri-
tance, with the occurrence of sporadic cases that can
account for up to 50% of the total number of patients diag-
nosed with this condition.?® It is believed the gene responsi-
ble for the disease has incomplete penetrance, with varia-
ble expressiveness, responsible for milder forms as in the
case described here.*23®

The pathogenesis of erythrokeratoderma is still a
guestion for study. Analyses with tritiated thymidine have
demonstrated an increased mitotic activity in the skin of
patients affected by PSEK, however this was normal in
patients with VEK, since the physiopathology of the two
conditions is different: while in PSEK the basic defect is
the excess of production of horny cells and in VEK there
are anomalies in the cohesion of the cells in the corneum
stratum.?

Optical microscopy reveals nonspecific findings,
which can occur in varying degrees. acanthosis, granular
hyperkeratosis in orthokeratosis - occasionally focal para-
keratosis - preserved with perinuclear vacuolization,
absence of suprapapillary atrophy, dilated capillaries and
lymphocytic and histiocytic (L&H) cells infiltrate in the
papillary dermis.>” Ultrastructural analysis shows an
accumulation in the number and size of the mitochondria
of the epithelium, which form a vacuolated perinuclear
region within the granular layer. The lowermost cells of the
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também podem ocorrer nas células espinhosas. Com o tra-
tamento, essas alteragcBes podem regredir, mesmo quando a
melhora clinica ndo seja marcante.?

Ambos os sexos so acometidos de formaigual; o sur-
gimento das lesdes, mais comumente, ocorre nos primeiros
meses de vida, porém jaforam observados casos de inicio na
idade escolar e puberdade, assm como desde o nascimen-
to.23467 Aslesbes cutaness instalam-se gradual mente nos pri-
meiros anos, tendem a permanecer estaveis quanto a forma,
cor elocalizacdo até a puberdade, quando pode ocorrer remi-
S80 espontanea.2*®

Clinicamente, sdo observadas placas de hipercerato-
se sobre base eritematosa, distribuidas de modo simétrico,
principalmente nas extremidades, nédegas e face.*** Pode
ocorrer hiperceratose palmoplantar em aproximadamente
50% dos pacientes.?

Maldonado e cols.,* a0 descreverem 10 casos de
EQSP, fazem mengdo a variantes clinicas menores. uma
hipocrdémica, relatada por Saul,* e outra hipercrémica, rela
tada por Kogoj.*

Em geral, os pacientes com EQSP no apresentam
outros quadros clinicos relacionados, excegdo feita aqueles
agrupados sob a sindrome de Schnyder, que, além das lestes
cuténeas tipicas, apresentam surdez, miopatia ou atrofia
muscular, neuropatia periférica e retardo mental. Outros
achados s80: ceratite, distrofia ungueal, infecgbes cuténeas
recorrentes e retardo pondero-estatural. Nesses pacientes, a
andlise da pele a microscopia eetronica difere dos demais,
por apresentar ateractes no nivel dajuncao dermoepidérmi-
Ca, 0 gue sugere uma variante atipica da EQSP.®

O principal diagnostico diferencial a ser lembrado é
aEQV, descrita por Mendes da Costa em 1925. Nessa enti-
dade, ocorrem éreas de eritema com expansao centrifuga,
gue podem variar répida ou lentamente, associadas a placas
ceratdsicas persistentes; as lesdes podem ser induzidas por
alteracBes na temperatura ambiental, estresse emocional e
pressdo mecénica. Tendem a piorar durante a gestacéo.
Cerca de 30% dos pacientes podem ter |esdes ao hascimen-
to, 0 que ndo ocorre na EQSP.2* A histopatologia é seme-
Ihante nas duas condigBes, mas a microscopia eletronica
revela anomalias de coesdio dos ceratincitos da camada
cornea, sem mitocondrias edemaciadas ou aumentadas em
ndmero.

A terapéutica de escolha para as eritroqueratoder-
mias sd0 os retindides orais.>*® O fator limitante para seu
uso sdo os efeitos colaterais, especialmente nas criangas.
Podem ser usados, apresentando resultados varidveis, com
remissOes transitdrias: coaltar, &cido salicilico, corticoeste-
réides e retindides topicos.*® A paciente aqui relatada apre-
sentou resposta clinica favoravel com os retinoides topicos,
porém ndo aremissao total das lesdes, o que vai ao encon-
tro dos dados presentes na literatura. u
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corneum stratum have lipid vacuoles, which can also
occur in the spinous cells. On treatment, these alterations
can regress, even without a marked clinical improvement.?

Both sexes are affected in a similar way; the onset
of the lesions, most commonly, occursin the first months of
life, however cases have been observed at the beginning of
school age and puberty, as well as at birth.234¢” The cuta-
neous lesions develop gradually in the first few years, then
tend to remain stable in terms of form, color and location
until puberty, when spontaneous remission can occur.>*

Clinically, hyperkeratose plaques are observed on
an erythematous base, distributed in a symmetrical man-
ner, mainly in the extremities, buttocks and face.***
Palmoplantar hyperkeratosis can occur in approximately
50% of the patients.

Maldonado and cols.,* described 10 cases of PSEK
and made mention to lesser clinical variants: one hypoch-
romic, reported by Saul* and the other hyperchromic, des-
cribed by Kogoj.*

In general, patients with PSEK do not present other
related clinical pictures, with the exception of those grou-
ped under Schnyder's syndrome, which, besides the typical
cutaneous lesions, present deafness, myopathy or muscular
atrophy, peripheral neuropathy and mental retardation.
Other findings include: keratitis, ungual dystrophy, recur-
rent cutaneous infections and growth retardation. In these
patients, analysis of the skin with electron microscopy dif-
fers from the others, by presenting alterations at the level
of the dermoepidermal junction, which suggests an atypi-
cal variant of PSEK.?

The main differential diagnosisto be keptinmindis
VEK, described by Mendes da Costa in 1925. In this entity,
there occurs areas of erythema with centrifugal expansion,
which can vary rapidly or slowly, associated with persis-
tent keratose plaques; these lesions can be induced by alte-
rations in the ambient temperature, emotional stress and
mechanical pressure. They tend to worsen during gesta-
tion. Approximately 30% of the patients present the lesions
at birth, which is not observed in PSEK.2* Histopathologic
findings are similar in both conditions, but electron micros-
copy reveals anomalies in the cohesion of keratinocytesin
the corneum stratum, without however edematization of the
mitochondria or an increase in their number.

The therapeutics of choice for erythrokeratoderma
areoral retinoids.>**However, the side effectsare a limiting
factor against their use, especially in children. Also used,
but with variable results and transitory remissions are:
coaltar, salicylic acid, corticosteroids and topical reti-
noids.*¢ The patient reported here presented a favorable
clinical responseto topical retinoids, however without total
remission of the lesions, which is in agreement with the
data in the literature. a
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