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RESUMO

A sindrome de Wells, também conhecido como celulite eosinofilica, ¢ uma patologia cutanea rara.As lesdes clini-
cas caracteristicas incluem papulas, vesiculas ou grandes placas eritematosas, que podem aparecer em toda a super-
ficie corporal, podendo mimetizar um quadro de urticaria cronica. Os autores apresentam dois casos clinicos de
doentes com o diagnostico de S.Wells: doente |, sexo feminino, 41 anos e doente 2, sexo masculino, 40 anos. Ambos
apresentavam um quadro clinico de lesGes maculopapulares generalizadas, pruriginosas recorrentes, que persistiam
pelo menos 24 horas, refractarias a anti-histaminicos, com necessidade frequente de corticoterapia sistémica para
controlo sintomatolégico. Como sintomas associados salientam-se astenia, mialgias e artralgias. O estudo comple-
mentar em ambos os casos excluiu a presenga doutra patologia associada e as bidpsias cutaneas revelaram celulite
eosinofilica. Ambos efectuaram dapsona 100 mg/dia com evolugao clinica favoravel. Estes casos demonstram a neces-
sidade do estudo histopatolégico cutineo em doentes com lesdes urticariformes com necessidade de recorrer fre-
quentemente aos corticoides sistémicos e com reaparecimento das lesdes com a redugdo ou interrupgao destes

farmacos.

Palavras-chave: Celulite eosinofilica, dapsona, sindrome de Wells.
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ABSTRACT

Wells’ syndrome, also known as eosinophilic cellulitis, is a rare cutaneous pathology.The clinical features include papules, vesi-

cles or large erythematous plaques, which can appear on any part of the body, sometimes mimicking chronic urticaria.The authors

present two case reports of patients diagnosed with Wells’ syndrome. Patient |, a 41 year old female and patient 2, a 40 year old

male. Both presented with recurrent, pruriginous, generalised maculo-papular lesions, which persisted for at least 24 hours, refrac-

tory to anti-histamines, with frequent need for systemic corticotherapy to manage symptoms.Associated symptoms were asthenia,

myalgia and arthralgia. The complementary studies in both cases ruled out other associated pathology and the skin biopsies re-

vealed eosinophilic cellulitis. Both patients initiated dapsone 100 mgl/day with a favourable clinical outcome.These cases show the

need for a histopathologic study in patients presenting urticariform lesions with frequent need of systemic corticosteroids and that

recur with the reduction or suspension of this medication.

Key-words: Eosinophilic cellulitis, dapsone, Wells’ syndrome.

INTRODUCAO

iversas doengas cutianeas podem manifestar-se
pela recorréncia de papulas eritematoprurigino-
sas generalizadas. Dentro deste grupo heterogé-
neo de patologias salienta-se, pela sua frequéncia, a urticaria,
definida pelo aparecimento de papulas eritematosas pruri-
ginosas, nao infiltradas, com duragao inferior a 24 horas. A
persisténcia de leses por mais de seis semanas define a
urticaria cronica. Esta entidade, mais frequente em mulheres
na 3.% e 4.* décadas de vida, pode ter uma etiologia multifac-
torial, a qual obriga a investigagao no sentido de exclusao
das diversas patologias que podem cursar associadamente,
ou manifestar-se através do aparecimento de urticaria'.
Nos casos em que as lesdes persistem por um periodo
superior a 24 horas, com caracteristicas infiltrativas ou se
associam a outras manifestagdes sistémicas, a investigagao
deve ser orientada no sentido do diagnostico de outras doen-
¢as, nomeadamente vasculites, incluindo lipus eritematoso
sistémico (LES),sindrome deWells,sindrome de Muckle-VVells,
sindrome de Sweet, penfigdide bolhoso, ou sindrome de Hiper

IgD. Torna-se portanto fulcral a realizagao de uma historia

INTRODUCTION

any skin diseases are characterised by recur-

rent, generalised erythemato-pruriginous le-

sions. Urticaria is a frequent example of this.
It is defined by non-infiltrated pruriginous erythema-
tous papules, which clear up in less than 24 hours. Le-
sions persisting for over 6 weeks define chronic urti-
caria'2. This condition is more frequent in females in
the 3™ and 4™ decades of life and it may have a multi-
factor aetiology, making tests to rule out other associ-
ated conditions or those which manifest as urticaria'
necessary.

When lesions persist for more than 24 hours and have
infiltrative characteristics or are associated with other
systemic manifestations, tests for other diseases, namely
vasculitis, including systemic lupus erythematosus (SLE),
Wells’ syndrome, Muckle-Wells’ syndrome, Sweet’s syn-
drome, bullous pemphigoid, or Hyper-IgD syndrome must
be performed.

A detailed case history and examination are vital,

particularly observation of the lesions, chronological

REVISTA PORTUGUESA DE

IMUNOALERGOLOGIA



SINDROME DE WELLS. A PROPOSITO DE DOIS CASOS CLINICOS /| CASO CLINICO

clinica e exame fisico pormenorizados, com énfase na obser-
vagdo das lesoes, na evolugao cronoldgica, resposta ao trata-
mento e eventuais sinais e sintomas associados.A realizagio
de exames complementares deve ser orientada em fungdo
dos dados obtidos,bem como da idade e sintomas associados.
Nos casos em que a investigagao realizada nao permita a
identificacao da patologia e, principalmente, nos casos refrac-
tarios a anti-histaminicos e corticodependentes, a realizagao
de biopsia cutanea e, se necessario, estudos de imunohisto-
quimica diferenciados permitem a caracterizagao celular e dos
mediadores inflamatodrios eventualmente envolvidos.

A sindrome de Wells caracteriza-se pelo aparecimento
recorrente de papulas, vesiculas ou grandes placas eritema-
tosas mal definidas, que podem persistir durante semanas a
meses, por vezes com remissao espontanea e sem lesao re-
sidual. Cerca de metade dos doentes apresenta eosinofilia
periférica®. Este quadro clinico pode ainda ser acompanhado
de sintomas constitucionais inespecificos. Entre os doentes
que necessitam de terapéutica, nem todos respondem favo-
ravelmente a corticoterapia sistémica. Em casos refractarios

a corticoterapia, a dapsona parece ser uma alternativa viavel.

DESCRIGCAO DOS CASOS

Caso clinico | — Doente do sexo feminino, 4| anos,
com antecedentes de eczema atopico em crianga, asma
bronquica persistente ligeira e rinite intermitente ligeira
desde a primeira infincia. A doente referia ainda episodio
de rash ao paracetamol ha cerca de 10 anos, com evicgao
posterior. Efectuava medicagao com propionato de fluticaso-
na inalada 250 pg/dia, budesonido inalador nasal 128 pg/dia
e cetirizina 10 mg oral em SOS. Em Fevereiro de 2005 ini-
ciou, subitamente, um quadro de leses em placas, macula-
res e pruriginosas generalizadas, sem desencadeante apa-
rente. Inicialmente localizadas ao tronco, estenderam-se
posteriormente ao abdémen, membros superiores e infe-
riores, poupando a face. Como sintomas associados, referia

astenia, mialgias, artralgias e dispepsia. As lesoes cutaneas

evolution, response to treatment and any associated
signs and symptoms. The choice of complementary
exams will depend on the data obtained, patient’s age
and associated symptoms.When the tests do not iden-
tify the pathology and especially in cases that are re-
fractory to anti-histamines and dependent on corti-
costeroids, skin biopsy and, if necessary, differentiated
immunohistochemical studies should be performed to
identify the cellular makeup and any inflammatory me-
diators involved.

Wells’ Syndrome is characterised by recurring papu-
les, vesicles or large, poorly defined erythematous pla-
ques that can persist from weeks to months, sometimes
going into spontaneous remission and with no residual
lesion. Approximately half of these patients present pe-
ripheral eosinophilia®. This clinical picture may also be
accompanied by non-specific systemic symptoms. Not
all patients who need treatment respond favourably to
systemic corticosteroids. In these cases, dapsone seems

to be a viable alternative.

CASE REPORTS

Case | —A 41 year old female with a history of atopic
eczema,during childhood and mild persistent bronchial
asthma and mild intermittent rhinitis since childhood.The
patient had also experienced an episode of rash with pa-
racetamol, approximately 10 years ago, and subsequently
avoided this drug. She was medicated with inhaled flutica-
sone propionate 250 mg/day,inhaled nasal budesonide 128
mg/day and 10 mg oral cetirizine when necessary.

Generalised pruriginous maculo-papular lesions appe-
ared, in February 2005, with no apparent trigger, starting
on the trunk and then spreading to the abdomen, upper
and lower limbs but not the face. Associated symptoms
were asthenia, myalgia, arthralgia and dyspepsia.The skin
lesions persisted for over 24 hours and the patient sou-

ght Emergency Room treatment. The lesions only disa-

REVISTA PORTUGUESA DE

IMUNOALERGOLOGIA

397



Nuno Sousa, Daniel Machado, Celso Pereira, Emilia Faria, Celso Chieira

persistiam mais de 24 horas, obrigando ao recurso ao ser-
vico de urgéncia, regredindo apenas com corticoterapia
endovenosa (125 a 250 mg de metilprednisolona).A doen-
te ndo apresentava resposta aos anti-histaminicos, inicial-
mente em monoterapia e posteriormente em associagao
(hidroxizina 25 mg e levocetirizina 5 mg). Posteriormente,
observava-se recorréncia da sintomatologia sempre que a
dose de prednisolona era inferior a 10 mg/dia. Apos dois
meses de corticoterapia sistémica (|10 mg prednisolona/dia)
apresentava facies cushingdide. No Quadro | salientam-se
os exames complementares efectuados mais relevantes.
A doente realizou em Maio de 2005 endoscopia diges-
tiva alta com bidpsia de mucosa gastrica, que revelou gastri-

te crénica com colonizagdo moderada por Helicobacter

ppeared with intravenous steroids (methylprednisolone
125-250 mg).

The patient did not respond to anti-histamines, ini-
tially in monotherapy and later in association (hydroxyzi-
ne 25 mg and levocetirizine 5 mg). Symptoms recurred
when the dose of prednisolone was less than 10 mg/day.
After two months of systemic corticosteroids (predni-
solone 10 mg/day), she developed a Cushingoid facies.
Table | shows the most relevant complementary exams
performed.

The patient underwent an upper digestive endosco-
py with biopsy of the gastric mucousa, in May 2005,
which showed chronic gastritis with moderate Helico-

bacter pylori colonisation. The patient was prescribed

Quadro |. Exames complementares de diagnostico de ambos os doentes

Caso | Caso 2
Hemograma Normal Normal
G6PDH Normal Normal
Bioquimica Normal Normal
{ CI Inibidor
Complemento (C3, C4, CH50, Clinibidor esterase, Clq) (0,186 g/l;N=0,210-0,390); Normal
restantes normais
IgG, IgM, IgA, 1D Normais Normais
IgE total (Ul/ml) 113 178
IgE especifica Amox., Ampic., Pev G, PenV NE Classe 0
Sumaria de urina Normal Normal
Proteinograma electroforético Normal Normal
Hist. 6 mm;Dp 7mm;
Testes cutaneos a aeroalergénios Df 10mm; Negativos
Parietaria 8mm;
Auto-anticorpos: factor reumatoide, Ac antitiroglobulina, Negativos Negativos
Ac antimicrossomais, Ac anti-dsDNA & g
TSH,T3L,T4L Normais NE
Serologia H. pylori Positiva (IgG 100U/ml) NE
Serologia !EBV, CMV,HSV | e 2, Mycoplasma pneumoniae, Chlamydia Negativos NE
trachomatis
Teste intradérmico com soro autélogo Negativo Negativo

NE - Nio efectuado.
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pylori. Efectuou tratamento de erradicagao com amoxicilina
Ig 12/12h, claritromicina 500 mg 12/12h e omeprazol 40 mg
24/24h, durante 10 dias,sem melhoria clinica. A erradicagcio
foi confirmada por teste respiratério da ureia marcada com
13C. Por persisténcia das queixas optou-se pela realizagio
de bidpsia cutinea de lesao, em Maio desse ano. No exame
histolégico e imunoquimico, observou-se infiltrado perivas-
cular abundante superficial e profundo, com componente
intersticial dérmico de células mononucleares com grande
componente de eosindfilos, sugestivo do diagnostico de sin-

drome de Wells (Figura la). Efectuou dapsona 100 mg/dia

de Junho a Novembro de 2005 com melhoria progressiva.

Assistiu-se a uma regressao completa das lesoes cutineas

apos 4 semanas de terapéutica, tendo suspendido a cortico-

Table I. Complementary diagnostic exams of both patients

eradication treatment with amoxicillin | g/every |2hrs,
clarythromycine 500 mg/every |2hrs and omeprazol 40
mg/once a day for 10 days, but there was no clinical
improvement.

Eradication was confirmed by the carbon-13 labelled
urea breath test. The persistent symptoms led to a skin
lesion biopsy in May 2005. Histology and immunochemical
exam revealed within the superficial and deep dermis abun-
dant perivascular infiltrate with an interstitial, dermal com-
ponent of mononuclear cells and eosinophils, suggesting
the diagnosis of Wells’ syndrome (Figure |a).Dapsone 100
mg/day was given from June to November 2005 with pro-
gressive improvement. There was complete resolution of

the skin lesions after 4 weeks of treatment and corticos-

Blood count Normal Normal

G6PDH Normal Normal

Biochemistry Normal Normal
Low CI Inhibitor

Complement (C3, C4, CH50, C| esterase inhibitor, Cl q) (0.186 gl/l;N=0.210-0.390); Normal
Remaining Normal

IgG, IgM, IgA, IgD Normal Normal

Total IgE (Ul/ml) 113 178

Specific IgE Amox, Ampic, Pen G, PenV NP Class 0

Urinalysis Normal Normal

Electrophoretic proteinogram Normal Normal

Hist. 6 mm; Dp 7mm;

Skin tests to aeroallergens Df 10mm; Negative
Parietaria 8mm;

Autoimmunity: rheumatoid factor, antithyroglobulin antibodies, an- Negative Necative

timicrosomal antibodies, antidsDNA antibodies g g

TSH, T3, T4 Normal NP

H. pylori serology Positive (IgG 100U/ml) NP

EBV,.CMV, HSv I.and 2 serology, Mycoplasma pneumoniae, Chla- eene NP

mydia trachomatis serology

Intradermal test with autologous serum Negative Negative

NP — Not performed.
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Figura |. Biopsia de pele, demonstrando infiltrado abundante de linfocitos e eosindfilos (hematoxilina/eosina, 400x). 1a) Doente 1,
antebraco; Ib) Doente 2, regido deltéide, apresentando ainda imagens ténues e focais de degenerescéncia do colagénio

Figure I. Skin biopsy, showing abundant lymphocyte and eosinophil infiltrate (haematoxylin/eosin, 400x). 1a) Patient |, forearm; Ib) Patient 2,
deltoid area, also showing faint focal images of collagen degeneration

terapia e os anti-histaminicos no final do 3.° més. Durante
o tratamento com dapsona foi realizado mensalmente he-
mograma, nao se verificando quaisquer variages analiticas.

Desde essa altura a doente nao apresentou recorréncia.

Caso clinico 2 — Doente do sexo masculino, 40 anos,
sem antecedentes patoldgicos relevantes, iniciou aos 37 anos
quadro recorrente de lesGes eritematopapulares puriginosas
generalizadas que poupavam a face, que o doente relacionava
com quadros febris infecciosos,com a ingestao de paracetamol,
amoxicilinatacido clavulanico, diclofenac/tiocolquicosideo,
nimesulide e metoclopramida. Em dois outros episédios nao
era definido o factor desencadeante. O quadro persistia mais
de 24h,com melhoria apenas apds corticoterapia ev (125 mg
metilprednisolona) e anti-histaminico (clemastina 2 mg i.m.)
no servigo de urgéncia. O doente referia seis episodios no
prazo de dois anos, sem regressio espontanea, apesar de
cumprir terapéutica diaria com anti-histaminicos, inicialmen-
te em monoterapia (10 mg cetirizina/dia) e posteriormente
em associagao (10 mg cetirizina + 5 mg desloratadina/dia).
Houve ainda necessidade de dois ciclos de corticoterapia oral

(10 dias) no mesmo periodo de tempo. Da investigagao rea-

teroids and anti-histamines were suspended after the 3™
month.A monthly blood count was performed during the
dapsone treatment, and the analyses revealed no changes.

The patient has not had any recurrence since.

Case 2 — A 40 year old male without any relevant
medical history, reported the onset, 3 years earlier, of re-
current, generalised, pruriginous erythemato-papular le-
sions, that spared the face. The patient associated these
lesions to infectious fevers, ingestion of paracetamol,amo-
xicillin/clavulanic acid, diclofenac/thiocolchicoside, nimesu-
lide and metoclopramide, although the trigger was not
detected in two other episodes.The symptoms persisted
for over 24hrs, with improvement only seen after IV ste-
roids (methylprednisolone 125 mg) and anti-histamine
(clemastine 2 mg IM) in the Emergency Room.

The patient mentioned six episodes, in two years, that did
not have any spontaneous resolution in spite of daily anti-
-histamine use, initially in monotherapy (cetirizine 10 mg/day)
and later in association (cetirizine 10 mg + 5 mg deslora-
tadine/day). Two cycles of oral corticosteroids were ad-

ministered during 10 days over the same period.The re-
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lizada salientam-se os exames sumarizados no Quadro |.A
biopsia cutinea de lesio, realizada em Junho de 2007,demons-
trou infiltrado de linfocitos e eosindfilos em grande nimero
em toda a derme, com distribuigao perivascular e perianexial,
com componente difuso, intersticial,havendo imagens ténues
e focais de degenerescéncia do colagénio, compativel com o
diagnéstico de celulite eosinofilica (Figura 1b). Em Setembro
de 2007 iniciou dapsona 100 mg/dia. O doente autossuspen-
deuaadministracao ao fim de 8 semanas por astenia. Verificou-
-se uma diminui¢ao progressiva dos valores da hemoglobina
durante a terapéutica com dapsona,de 13,5 g/L pré-tratamento
(Setembro 2007) até 10,7 g/L em Novembro de 2007, apesar
de apresentar previamente valores normais para glicose-6-
-fosfato desidrogenase (G6PDH). Durante este periodo, o
doente nao teve qualquer recorréncia, mantendo-se assinto-
matico desde essa altura.

A biopsia realizada em Novembro de 2007 mostrou re-
gressao dos elementos patoldgicos supracitados. Posterior-
mente, jafoiprescritoaodoente paracetamol,amoxicilina+acido

clavulanico e nimesulide, sem qualquer sintomatologia.

DISCUSSAO

As lesoes cutaneas maculopapulares persistentes com
resolugao apenas com corticoterapia sistémica devem cons-
tituir um sinal de alerta para a possibilidade de se tratar de
uma doenga sistémica. A bidpsia cutanea é essencial no diag-
nostico destes casos e nestes doentes revelou-se fundamen-
tal na identificagao de padrées histoldgicos compativeis com
sindrome de Wells. A investigagao complementar efectuada
permitiu excluir outras hipoteses de diagnostico, como sin-
drome de Sweet, LES e vasculite leucocitoclastica.

A sindrome de Wells (S.Wells), também conhecida
como celulite eosinofilica, € uma patologia cutanea rara,
cuja aparéncia por vezes mimetiza urticaria ou celulite
infecciosa®*¢78, Pode ocorrer em qualquer idade, sendo
no entanto pouco comum em criangas, com igual incidén-

cia em ambos os sexos®®’. As lesbes tipicas incluem

levant complementary exams performed are listed in
Table .The biopsy of a skin lesion, performed in June 2007,
revealed abundant lymphocyte and eosinophil infiltrate in
the whole dermis, with perivascular and periadnexal dis-
tribution and a diffuse interstitial component. It also sho-
wed faint focal images of collagen degeneration, compati-
ble with a diagnosis of eosinophilic cellulitis (Figure 1b).

Dapsone 100 mg/day was started in September 2007.
The patient suspended the medication, after 8 weeks, due
to asthenia. During dapsone therapy, the haemoglobin va-
lues progressively decreased from 13.5 g/L pre-treatment
(September 2007) to 10.7 g/L in November 2007, while
glucose-6-phosphate dehydrogenase (G6PDH) levels were
previously normal.The patient experienced no recurrence
during this period and is still asymptomatic.

The biopsy repeated in November 2007 showed re-
gression of the alterations.The patient was later prescribed
paracetamol, amoxicillin/clavulanic acid and nimesulide,

without any symptoms.

DISCUSSION

Persistent cutaneous maculo-papular lesions that clear
up only with systemic corticotherapy are a red flag for
possible systemic disease. Skin biopsies are needed to diag-
nose such cases and are crucial in the identification of
Wells’ syndrome-type histology patterns in these patients.
Complementary tests allowed other diagnostic hypotheses
such as Sweet’s syndrome, SLE and leukocytoclastic vas-
culitis to be ruled out.

Wells’ syndrome, also known as eosinophilic cellulitis,
is a rare cutaneous pathology that can sometimes mimic
urticaria or infectious cellulitis*>¢7%. It can occur at any age,
although it is uncommon in children,and affects males and
females equally®3?. Typical lesions include maculo-papular,
vesicles or large, poorly defined erythematous plaques,
which can appear on any part of the body with the face

usually unaffected®”8!%.The clinical picture is usually accom-
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maculopapulas, vesiculas ou grandes placas eritematosas
mal definidas, que podem aparecer em toda a superficie
corporal. Como acontecia nestes casos a face é geralmen-
te poupada®’#!%, O quadro clinico é comummente acom-
panhado por dor e prurido local, febre, mal-estar geral e
eosinofilia periférica. Embora com grande variabilidade,em
geral estas lesoes tendem a persistir por semanas ou me-
ses, por vezes com regressiao espontdnea. A histéria na-
tural da S.Wells é geralmente pontuada por exacerbagoes
episodicas nos meses e anos seguintes*>¢%!!,

A etiologia da S.Wells é desconhecida, tendo sido no
entanto associada a infecgdes virais, bacterianas, parasita-
rias, doengas mieloproliferativas, firmacos e a picadas de
insectos. Foi consequentemente postulado que esta enti-
dade se trata duma reacgao de hipersensibilidade inespe-
cifica a multiplos antigénios, embora a atopia ndo pareca
constituir um factor de risco®>?.

O diagnéstico definitivo € histologico; a evolugao natural
das lesoes passa por diversos estadios: numa fase inicial é
caracterizada por um denso infiltrado eosinofilico dérmico,
seguido, posteriormente, pelo aparecimento de figuras em
chama, que finalmente evoluem para microgranulomas em
palicada®”!!. Estas figuras em chama, embora nao patogno-
monicas, sao tipicas de S.VWells, permitindo o seu diagnosti-
co quando associadas a um quadro clinico compativel.

As lesGes que ndao entram em remissao espontanea
apenas respondem a altas doses de corticoterapia sistémi-
ca ou a dapsona.A corticoterapia sistémica é considerada
terapéutica de primeira linha**. Nos casos mais graves, re-
fractarios ou que necessitem de altas doses de corticote-
rapia sistémica, a dapsona surge como alternativa. Este
antibiético do grupo das sulfonamidas actua por efeito ini-
bitorio directo na activagao dos eosinofilos, demonstrando
uma boa eficicia e tolerancia, confirmado na literatura®®.

Estes dois casos clinicos revelam a heterogeneidade
clinica da S.Wells. Assim, o primeiro doente apresentava
maior gravidade clinica, corticodependéncia e estava asso-
ciado a sintomas constitucionais, o que acontece numa

pequena percentagem de doentes>®. O tratamento de in-

panied by local pain and pruritus, fever, general malaise and
peripheral eosinophilia. The lesions can last from weeks to
months, sometimes going into spontaneous remission.
Wells’ syndrome is usually characterized by occasional
flare-ups over the following months and years®>¢%!!,

The aetiology of Wells’ syndrome is unknown, but it
has been associated with viral, bacterial and parasitic in-
fections, myeloproliferative diseases, medication and insect
bites. It has been postulated that this condition is an unspe-
cific hypersensitivity reaction to multiple antigens, although
atopy does not seem to be a risk factor®>?.

Definitive diagnosis is made through histology. The natu-
ral evolution of the lesions undergoes several stages. The
initial stage is characterised by a dense infiltrate of eosinophils
in the dermis, which is then followed by the appearance of
flame figures, which finally evolve into palisading microgra-
nulomas®’'' While these flame figures are not pathognomo-
nic, they are typical of Wells’ syndrome and in conjunction
with a compatible clinical picture,a diagnosis may be made.

The lesions, which do not have spontaneous remission,
only clear up with high doses of systemic corticosteroids
or dapsone.While systemic corticosteroid therapy is con-
sidered first line treatment®*, dapsone is a solid alternati-
ve in the more serious cases, the ones which are refractory
or that need the highest doses of systemic steroids. This
antibiotic from the sulphonamide group works by directly
inhibiting eosinophil activation and it has good efficacy and
tolerance according to the literature®®.

These two cases demonstrate the clinical heterogenei-
ty of Wells’ syndrome.The first patient had a more severe
clinical picture with steroid dependance and the condition
presented with associated systemic symptoms.This occurs
in a small percentage of patients®¢.The erradication of the
Helicobacter pylori infection was not associated with any
clinical improvement.

The second case had a more typical course.There were
not any associated systemic symptoms and it was charac-
terized by flare-ups, that required bouts of systemic cor-

ticosteroids. None of the patients presented the typical
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feccao por Helicobacter pylori nao cursou com melhoria
clinica. Ja o segundo caso teve uma evolugdao mais tipica,
sem sintomas constitucionais associados e pontuado por
exacerbagbes com necessidade de corticoterapia sistémi-
ca episddica. Nenhum dos doentes apresentava a eosino-
filia periférica tipica desta patologia descrita por outros
autores®®. A bidpsia cutanea foi essencial no estabeleci-
mento do diagndstico final em ambos os doentes, ilustrando
diferentes fases evolutivas desta doenca. Relativamente ao
tratamento, a corticoterapia sistémica foi transitoriamen-
te eficaz em ambos os casos durante as exacerbagdes.
Também a eficcia terapéutica da dapsona, bem documen-
tada na literatura, foi evidente, com regressao completa
das lesdes por longos periodos de tempo, com compro-
vacao por biopsia cutanea no segundo doente.

Fica por definir a importancia da infecgao por Helico-
bacter pylori e da hipersensibilidade a farmacos como fac-
tores desencadeantes desta sindroma3®.

Estes casos salientam a importancia da realizagao de biop-
sia cutanea em doentes cujas lesdes mimetizam a urticaria
grave e sao refractarias a associagoes de anti-histaminicos, ne-

cessitando de corticoterapia sistémica para controlo clinico.
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peripheral eosinophilia of this pathology that has been
described by several authors®®. The skin biopsies were
vital in establishing the final diagnosis in both patients and
they showed different evolutive stages of this disease.

Systemic corticosteroids were transitorily effective in
both cases during the flare-ups. Dapsone’s efficacy, well
documented in the literature, was evident.There was com-
plete remission of the lesions for long periods and docu-
mented by skin biopsies in patient 2.

The role played by Helicobacter pylori infection and drug
hypersensitivity as triggers of this syndrome remains un-
clear3s.

These two cases highlight the importance of skin biop-
sy in patients with lesions mimicking chronic urticaria and
that are refractory to anti-histamines and that require

systemic corticosteroids for clinical management.

Correspondéncia / Correspondence:
Nuno Alexandre Gaspar de Sousa
Servigo de Imunoalergologia

Hospital da Universdidade de Coimbra
E-mail — Ngasparsousa@netvisao.pt

6. Wells GC. Recurrent granulomatous dermatitis with eosinophilia.
Trans St Johns Hosp Dermatol Soc 1971;57:46-56.

7. Moossavi M, Mehregan DR. Wells’ syndrome: a clinical and
histopathologic review of seven cases. Int | Dermatol. 2003;
42:62-7.

8. Caputo R, Marzano AV, Vezzoli P, Lunardon L. Wells syndrome in
adults and children: a report of 19 cases. Arch Dermatol. 2006;
142:1157-61.

9. Anderson CR, Jenkins D, TronV, Prendiville ]JS.Wells’ syndrome in
childhood: case report and review of the literature. ] Am Acad
Dermatol. 1995; 33:857-64.

10. Holme SA, McHenry P. Nodular presentation of eosinophilic cel-
lulitis (Wells’ syndrome). Clin Exp Dermatol. 2001;26:677-9.

REVISTA PORTUGUESA DE

IMUNOALERGOLOGIA

403




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Kodak SWOP Proofer CMYK - Uncoated Stock)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00333
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00333
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00833
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


