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RESUMO

Os autores apresentam o caso de um jovem de |3 anos, com antecedentes de rinite alérgica, referenciado por eo-
sinofilia grave detectada na sequéncia de astenia prolongada. A sindrome hipereosinofilica idiopatica foi diagnosticada
apos exclusdo de outras causas de eosinofilia. Apresentava atingimento hepatico como lesdo organica, com infiltragao
eosinofilica tecidual intensa e elevagao de aspartato-aminotransferase, alanina-aminotransferase, fosfatase alcalina, gama-
-glutamil-transpeptidase e desidrogenase lactica séricas. O doente respondeu bem a corticoterapia sistémica com dimi-
nuicao da contagem periférica de eosindfilos e dos restantes parametros laboratoriais, mantendo seguimento em con-
sulta de Imunoalergologia.

A propésito deste caso clinico, discutem-se as estratégias diagnosticas da eosinofilia grave e os novos avangos no
conhecimento da fisiopatologia, da classificagdo e do tratamento das sindromes que cursam com eosinofilia e, em par-

ticular, da sindrome hipereosinofilica idiopatica.

Palavras-chave: Eosinofilia, helmintiase, lesio organica, sindrome hipereosinofilica.

ABSTRACT

The authors present the case of a |3 year-old boy with allergic rhinitis, referred to the Allergology and Clinical Immunology

Department for severe eosinophilia, detected due to a sustained period of fatigue. Different causes of eosinophilia were excluded
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and Idiopathic Hypereosinophilic Syndrome was diagnosed. The patient had liver damage, with eosinophilic infiltration of the he-

patic tissue and altered liver function tests.There was a good response to systemic corticosteroids, as shown by a lowered number

of circulating eosinophils and the remaining laboratory results. The patient has been followed up in the Allergology and Clinical

Immunology Outpatient Department since then.

With this case report, the authors discuss the diagnosis of severe eosinophilia and the new advances in the pathophysiology,

classification and treatment of eosinophilic disorders, with special attention to Idiopathic Hypereosinophilic Syndrome.

Key-words: Eosinophilia, helminthic infection, hypereosinophilic syndrome, organ damage.

INTRODUCAO

O termo “sindrome hipereosinofilica” foi introduzido
em 1968 por Hardy e Anderson'? designando o conjunto
de doengas caracterizadas por eosinofilia grave e lesao
organica persistentes.

Chusid et al, em 19753 estabeleceram critérios empiri-
cos de diagnostico para o sindrome hipereosinofilica idio-
patica (SHE): ) contagem de eosindfilos no sangue peri-
férico superior a 1500/mm? durante mais de seis meses;
2) lesdao ou disfungao organica; 3) auséncia de etiologia
para a eosinofilia e de blastos eosinofilicos no sangue pe-
riférico.Vigorando ainda actualmente, estes critérios e a
prépria designagio de “idiopatica” tém sido postos em
causa, dadas a heterogeneidade clinica observada neste
grupo de doentes e a progressiva identificacao de defeitos
moleculares especificos.

A acumulagao de eosindfilos no sangue periférico e nos
tecidos pode ser o resultado de uma anomalia adquirida
da linhagem mielodide ou seus precursores (eosinofilia pri-
maria ou intrinseca) ou da produgao de citocinas eosino-
filopoiéticas (IL-5,1L-3 e GM-CSF) por células nao mielodides,
nomeadamente células T ou células tumorais (eosinofilia
secundaria ou extrinseca)*®. Simon et al.> propuseram re-
centemente uma classificagdao, um algoritmo diagnéstico e
uma estratégia terapéutica relativamente as entidades no-

soldgicas que cursam com eosinofilia, baseando-se no me-

INTRODUCTION

The term “hypereosinophilic syndrome” was first in-
troduced by Hardy and Anderson'? in 1968 and described
a set of diseases characterised by severe eosinophilia and
persistent organ damage.

Chusid et al in 19753 established empirical diagnostic
criteria for idiopathic hypereosinophilic syndrome (IHS):
I) circulating eosinophil count over 1500/mm? for more
than six months;2) organ damage or dysfunction; 3) lack
of aetiology for eosinophilia and circulating eosinophilic
blasts. These criteria are still in use, but both they and
the term ‘idiopathic’ are the subject of current debate,
due to the clinical heterogeneity seen in this group of
patients and the progressive identification of specific
molecular defects.

The build up of circulating and tissue eosinophils
could be the result of an acquired anomaly of the
myeloid line or its precursors — primary or intrinsic
eosinophilia — or of the production of eosinophilo-
poietic cytokines (IL-5, IL-3 and GM-CSF) by non-
-myeloid cells, particularly T lymphocytes or tumoral
cells —secondary or extrinsic eosinophilia**. Simon et
al recently proposed a classification, a diagnostic al-
gorithm and a treatment strategy for the nosological
conditions which occur with eosinophilia, based on

the underlying mechanism. It is interesting to note
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canismo subjacente. E interessante notar que a SHE se
insere em diferentes grupos fisiopatologicos.

Globalmente, na SHE, os individuos do sexo masculino
sao mais atingidos do que os do sexo feminino (relagao de
9:1), predominantemente entre os 20 e os 50 anos®, apesar
de poder ocorrer em criangas.Virtualmente, qualquer 6rgao
pode estar atingido, mas os mais frequentemente envolvidos
sao a pele (urticaria, angioedema, papulas eritematosas pru-
riginosas,nddulos cutdneos e ulceragdes mucosas’), o sistema
nervoso central®®(encefalopatia ou acidente vascular cerebral
isquémico) ou periférico’ (neuropatia sensorial ou mista) e
o coracio”? (miocardiopatia restritiva, lesio valvular e insu-
ficiéncia cardiaca congestiva). O estado de hipercoagulabili-
dade inerente a SHE confere um risco acrescido para com-
plicagoes tromboembodlicas. Um inicio insidioso de astenia e
adinamia pode ocorrer'®. Dispneia e tosse sio sintomas do
atingimento pulmonar, presente em 40% dos doentes''. Pode
existir também envolvimento hepatico (hepatite crénica ac-
tiva, lesoes hepaticas focais, colangite eosinofilica, sindrome
de Budd-Chiari), gastrintestinal (gastrite, enterocolite e colite
eosinofilicas), renal e/ou articular®.

A SHE é um diagndstico de exclusdo. A abordagem ao
doente implica a pesquisa de uma causa para a eosinofilia'®
que viabilize um tratamento especifico’, para além da ava-
liagdo de possiveis lesoes de orgaos-alvo e complicagoes.

O objectivo principal da terapéutica da SHE é controlar
o nimero de eosindfilos’ para prevenir a progressao da lesio
organica. Klion et al.'? elaboraram uma importante revisio do
tratamento das sindromes hipereosindfilicas,incluindo da SHE.
Na primeira linha, na maior parte dos doentes com SHE, estao
indicados os corticosteroides sistémicos. A resposta inicial a
prednisona (I mg/kg/dia) é sinal de melhor prognéstico'®. As
alternativas incluem:citostaticos (hidroxiureia, vincristina, eto-
posideo) e imunomoduladores (IFN-g, ciclosporina e alentu-
zumab).Em duas variantes da SHE recentemente identificadas,
com anomalias hematoldgicas primarias distintas’, podem
utilizar-se tratamentos especificos: na variante mieloprolifera-
tiva, o mesilato de imatinib'3, e na variante linfocitica, 0 mepo-

lizumab'*.O transplante medular alogénico nio mieloablativo'®

that IHS falls into several different physiopathological
groups.

Males are more affected by IHS overall (the ratio is
9:1), predominantly those aged between 20-50 years old®.
The disease can also affect children, however.Virtually any
organ can be damaged, with the most frequent being the
skin’ (hives, angioedema, itchy erythematous wheals, skin
nodules and mucosal ulcerations), central nervous sys-
tem®® (encephalopathy or ischaemic cerebral vascular
incident), peripheral nervous system’ (sensory or mixed
neuropathy) and the heart”? (restrictive myocardiopathy,
valvular damage and congestive cardiac failure).|[HS’s inhe-
rent hypercoagulability state confers an increased risk of
thromboembolic complications. There could be an insi-
dious start, with fatigue and adynamia'®. Dyspnea and cou-
gh are signs of lung damage, experienced by 40% of pa-
tients'. Involvement of the liver (active chronic hepatitis,
focal hepatic lesions, eosinophilic cholangitis, Budd-Chiari
syndrome), as well as gastrointestinal (gastritis, enteroco-
litis and eosinophilic colitis), renal and/or articular® invol-
vement can also occur.

IHS is a diagnosis of exclusion. Managing the patient
implies investigating the causes of the eosinophilia,'® which
may allow specific treatment’,in addition to evaluating any
target-organ damage and complications.

The main aim of IHS treatment is to reduce the number
of eosinophils’ to prevent progression to organ damage.
Klion et al'* drew up an important review of hypereosi-
nophilic syndromes, including IHS. First line treatment for
the majority of IHS patients is systemic corticosteroids.
The initial response to prednisone (I mg/kg/day) is a sign
of a good prognosis'®. Alternatives include cytostatics (hy-
droxyurea, vincristine, etoposide) and immunomodulators
(IFN-a, cyclosporine and alentuzumab). Specific treatment
can be used in two recently-identified variants of IHS with
distinct primary haematological anomalies:” imatinib me-
sylate'® in the myeloproliferative variant and mepolizu-
mab'* in the lymphocytic variant. Non-nonmyeloablative

bone marrow transplant'® is the last resort for patients
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constitui o Ultimo recurso para doentes com a variante mie-
loproliferativa e para aqueles com lesdo organica progressiva
em que as restantes terapéuticas se esgotaram. No caso de
complicagbes cardiacas e/ou tromboembodlicas, podem estar
indicadas a anticoagulagao e a cirurgia cardiaca.

O prognéstico da SHE tem melhorado drasticamente,
de uma sobrevida de 12% aos 3 anos (sobrevida média de
9 meses) na série inicial de Chusid® em 1975 para uma
sobrevida de 70% aos |0 anos na série de Fauci de 19828

Aguardam-se novos estudos epidemiolégicos.

CASO CLIiNICO

Os autores apresentam o caso de um doente do sexo
masculino, de |3 anos, de raga branca, natural e residente
em Mira, referenciado a consulta de Imunoalergologia por
eosinofilia grave (7550/mm?3).

A referida eosinofilia foi detectada na sequéncia de astenia
prolongada. Paralelamente, apresentava também episodios de
rinorreia aquosa, crises esternutatorias, prurido e obstrugao
nasais, desencadeadas pela exposigdo ao p6 doméstico, com
cerca de 6 anos de evolugao. Da histéria epidemioldgica, salien-
tava-se o contacto esporadico com caes e o facto de nunca ter
viajado para fora do pais.Tratava-se de um jovem previamente
saudavel, sem consumo recente de medicamentos ou suple-
mentos dietéticos e sem antecedentes familiares relevantes.

Ao exame objectivo, apresentava apenas hipertrofia
bilateral dos cornetos inferiores nasais.

O hemograma, para além da leucocitose (15 100/mm?3)
e eosinofilia (7550/mm?), ndo apresentava outras alteragdes.
A velocidade de sedimentagao eritrocitaria era de 59 mm
na primeira hora. O estudo da coagulagao era normal. Na
andlise bioquimica do sangue, apresentava elevagio da
aspartato-aminotransferase (37| U/l),da alanina-aminotrans-
ferase (611 U/l), da fosfatase alcalina (410 U/l), da gama-
-glutamil-transpeptidase (251 U/l) e da desidrogenase lactica
(507 U/1). O proteinograma electroforético do soro eviden-

ciava uma hipergamaglobulinemia policlonal, corresponden-

with the myeloproliferative variant and for patients with
progressive organ damage where the remaining treatments
have been ineffective. Anticoagulants and cardiac surgery
may be needed when there are cardiac and/or throm-
boembolic complications.

The prognosis for IHS has improved markedly from a
12% survival at 3 years (median survival 9 months) in the
initial 1975 Chusid series® to a 70% survival at 10 years in
the 1982 Fauci series®. New epidemiological studies are

awaited.

CASE REPORT

We present the case of a male caucasian, aged |3,
born and living in Mira, referred to an Allergology and
Clinical Immunology appointment for severe eosinophi-
lia (7 550 cells/mm?) detected due to a sustained period
of fatigue.

In addition to the fatigue, the patient had had episodes
of rhinorrea, sneezing fits and an itchy and blocked nose
due to exposure to house dust.The patient had occasional
contact with dogs and had never left Portugal. He was a
previously healthy boy who had not recently taken any
drugs or dietary supplements and whose family history
was not relevant here.

Examination revealed only bilateral hypertrophy of the
lower nasal turbinates.

The haemogram revealed leukocytosis (15 100 cells/
mm3) and eosinophilia (7 550 cells/mm?). Erythrocyte
sedimentation rate was 59 mm in the first hour. Coa-
gulation tests were normal. Blood chemistry showed
raised aspartate-aminotransferase (371 U/l), alanine-
-aminotransferase (611 U/l), alkaline phosphatase (410
U/l), gamma-glutamyl-transpeptidase (251 U/l) and lactic
dehydrogenase (507 U/l). Serum protein electrophore-
sis showed polyclonal hypergammaglobulinaemia,with
increased IgG (27.9g/L) and IgE (1330U/mL) serum le-

vels. Complement levels were normal.
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do a uma elevagao da IgG (27,9 g/l) e da Igk (1330 U/ml)
séricas. O estudo do complemento era normal.

As serologias para o citomegalovirus, o virus Epstein-
-Barr, os virus herpes tipo | e tipo 2, os virus das hepatites
A, B e C, o virus de imunodeficiéncia humana e o Trepone-
ma pallidum foram negativas, bem como as serologias pa-
rasitarias realizadas, designadamente para Fasciola hepatica,
Leishmania donovani, Toxocara canis, filaria e quisto hidatico.
As amostras repetidas de fezes e o aspirado e a bidpsia
duodenais para exames parasitologicos nao revelaram a
presenca de qualquer microrganismo ou seus ovos. A en-
doscopia digestiva alta também nao revelou alteragdes.

Os autoanticorpos,nomeadamente anticorpos antinuclea-
res e antimusculo liso, foram negativos. Os testes cutineos
de alergia por picada revelaram reactividade a Aspergillus fu-
migatus (didmetro médio da papula de 4 mm) e a acaros do
p6 doméstico e de armazenamento: Dermatophagoides (D.)
pteronyssinus (6 mm), D. farinae (6 mm), D. microceras (6 mm)
e Acarus siro (4 mm), tendo como controlo positivo a hista-
mina (didametro médio da papula de 4 mm). O estudo funcio-
nal ventilatério e as radiografias do torax foram normais.

O mielograma revelou fragmentos de celularidade au-
mentada, com muitos megacariocitos, alguns metaeosino-
filos,sem alteragdes displasicas. A biopsia dssea apresentou
hipercelularidade a custa de hiperplasia da série mieldide
na linhagem eosinofilica, sem sinais de fibrose.

O ecocardiograma mostrou um coragao estrutural-
mente normal, com fungdo conservada. A tomografia
computorizada cérvico-toraco-abdomino-pélvica revelou
apenas hepatomegalia homogénea e bago com dimensoes
no limite superior da normalidade (Figura ).

A biopsia cutanea foi normal, sem evidéncia de eosi-
nofilos. A biopsia hepatica, pelo contrario, veio a revelar
uma infiltragdo difusa, portal e acinar, por eosinofilos, com
fibrose portal e perissinusoidal (Figura 2). Realizou ainda
biopsia da nasofaringe, cuja histologia foi normal.

O doente foi inicialmente submetido a multiplos esque-
mas terapéuticos com anti-helminticos de modo empirico,

nomeadamente com tinidazol e pirantel,nao tendo a eosino-

Serological tests for cytomegalovirus, Epstein-Barr
virus, herpes virus type | and 2, hepatitis A, B and C vi-
ruses, human immunodeficiency virus and Treponema
pallidum were negative. Parasitic serology was negative
for Fasciola hepatica, Leishmania donovani, Toxocara canis,
Filariasis and Hydatid cyst. Repeated faecal exams, duo-
denal swab samples and duodenal biopsies revealed no
micoorganisms or eggs. Upper digestive endoscopy sho-
wed no abnormalities.

Antinuclear and anti-smooth muscle antibodies
were negative. Allergy skin-prick-tests were positive
to Aspergillus fumigatus (mean wheal diameter 4 mm)
and house dust mites and grain mites: Dermatophagoi-
des (D.) pteronyssinus (6 mm), D. farinae (6 mm), D. mi-
croceras (6 mm) and Acarus siro (4 mm). Histamine was
used as positive control with mean wheal diameter 4
mm. Pulmonary function tests and chest radiography
were normal.

Bone marrow aspirate revealed fragments of in-
creased cellularity with many megakaryocytes, some
meta-eosinophils but no dysplastic abnormalities.
Bone marrow biopsy showed hypercellularity of mye-
loid series, with eosinophil hyperplasia but with no
fibrosis.

Echocardiogram showed a structurally normal heart
with preserved function. Cervical-thoracic-abdominal-
-pelvic CT scan only showed homogeneous hepatome-
galy and spleen enlarged to the upper normal limit
(Figure 1).

Skin biopsy was normal with no evidence of eosi-
nophils. Liver biopsy, on the other hand, revealed di-
ffuse portal and acini eosinophil infiltrates with portal
and perisinusoidal fibrosis (Figure 2). A nasopharyn-
geal biopsy was performed, and revealed no abnorma-
lities.

The patient was initially given different empiric tre-
atments with antihelminths, including tinidazol and
pyrantel, but the eosinophilia did not decrease subs-

tantially (Figure 3). Systemic corticotherapy was then
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Figura |. NaTC abdominal é evidente a hepatomegalia homo-
génea, numa altura de corte onde normalmente nao se observa
tecido hepatico na auséncia de ptose do figado

Figure I. Abdominal CT scan shows homogeneous hepatomegaly at
a height of the cut where hepatic tissue is not normally seen without
hepatic ptosis

Figura 2. Biopsia hepatica evidenciando infiltragio difusa por
eosindfilos com fibrose portal e perissinusoidal (coloragao com
hematoxicilina-eosina, ampliagio 400x)

Figure 2. Liver biopsy showing diffuse eosinophil infiltrates with por-
tal and perisinusoidal fibrosis (stained with haematoxylin-eosin, am-
plification 400x)
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Figura 3. Evolucio da contagem de eosindfilos no sangue periférico com o tratamento
Figure 3. Evolution of eosinophil blood count
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filia cedido significativamente (Figura 3). Foi entao instituida
corticoterapia sistémica (prednisolona em dose de | mg/kg/
dia, seguida de redugao progressiva) durante cerca de 6 me-
ses,com boa resposta terapéutica (melhoria sintomatica com
desaparecimento da astenia, diminuicao da eosinofilia perifé-
rica e dos restantes parametros laboratoriais previamente
alterados). Apos a suspensao da corticoterapia oral, iniciou
tratamento com antagonista dos receptores dos cisteinil-
-leucotrienos (montelucaste 10 mg/dia), associado ao bude-
sonido topico nasal, para controlo da rinite alérgica.
Presentemente, encontra-se assintomatico,com manuten-
cao do nimero de eosindfilos circulantes inferior a 1000/mm?
ha 18 meses.Na mais recente avaliagao laboratorial,em Junho
de 2007,apresentava uma contagem de eosinéfilos no sangue
periférico de 900/mm?3, diminui¢do relativa dos valores da
gama-glutamil-transpeptidase (167 U/l) e normalizagao da
aspartato-aminotransferase, da alanina-aminotransferase, da
fosfatase alcalina e da desidrogenase lactica séricas. Apre-
sentava um proteinograma electroforético do soro dentro
dos parametros de referéncia, niveis plasmaticos de IgG den-
tro da normalidade (11,7 g/l) e elevagao dos niveis séricos
de IgE total (736 U/ml). O doente mantém o seguimento em

consulta externa de Imunoalergologia.

DISCUSSAO

O presente caso ilustra bem o facto de a SHE ser um
diagnostico de exclusao. As causas de eosinofilia sao ind-
meras (Quadro 1)'°.Nos paises desenvolvidos,as etiologias
mais frequentes sao as patologias alérgicas e,no mundo de
uma forma global, as infec¢des parasitarias'®. Consideran-
do o espectro de intensidade, a eosinofilia periférica pode
classificar-se em ligeira (se inferior a 1500/mm?), modera-
da ou grave (se superior a 5000/mm?)!'”. No caso de eosi-
nofilia moderada ou grave, as etiologias mais provaveis
serdo as parasitoses invasivas, as dermatoses e a SHE'®.

O diagndstico de SHE exige uma pesquisa exaustiva de

possiveis etiologias para a eosinofilia. Neste caso, a clinica

started (prednisolone | mg/kg/day on a tapered-off
schedule) for approximately 6 months. There was a
good response: symptoms improved, the fatigue disa-
ppeared, circulating eosinophils decreased and the
remaining laboratory results improved. After stopping
oral steroids, the patient began treatment with a cys-
teinil leukotriene antagonist (montelukast 10 mg/day),
associated with topic nasal budesonide to treat the
allergic rhinitis.

The patient is presently asymptomatic with main-
tenance of circulating eosinophils below | 000 cells/
mm? for 18 months. Latest laboratorial work-up —
June 2007 — showed an eosinophil count of 900 cells/
mm?, increased gamma-glutamyl-transpeptidase (167
U/l) and normal values of aspartate-aminotransferase,
alanine-aminotransferase, alkaline phosphatase and
serum lactic dehydrogenase. His serum electropho-
retic proteinogram and plasma IgG levels (11.7 g/l)
were within normal limits and total serum IgE (736
U/ml) was elevated. The patient is still followed up
in Allergology and Clinical Immunology on an outpa-

tient basis.

DISCUSSION

This case report illustrates that IHS is a diagnosis of
exclusion. There are many causes of eosinophilia (Table
[)'°.In developed countries, the most frequent are allergic
conditions, and worldwide, parasitic infections'®. In terms
of intensity, circulating eosinophilia is classified as mild (if
below | 500 cells/mm?3), moderate or severe (if above
5000 cells/mm?)'”. The most probable causes of modera-
te and severe eosinophilia are tissue-invasive parasitosis,
dermatosis and IHS'®.

A diagnosis of IHS requires exhaustive investigation
into the possible aetiologies of eosinophilia. In this case,
the clinical picture was only fatigue; the detection of cir-

culating eosinophilia was a chance finding.
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Quadro |. Principais causas de eosinofilia periférica'®

Doencas alérgicas

Atopicas e relacionadas

Asma, bronquite eosinodfilica, rinite alérgica, NARES, polipose nasal, sinusite crénica, dermatite
atopica

Reacgdes a farmacos

Beta-lactdmicos, nitrofurantoina, AINE, sais de ouro, fenotiazinas, metotrexato, alopurinol, fenitoina,
L-triptofano, citocinas (G-CSF, IL-2)

Doencas infecciosas

Helmintiases

Strongyloides, Ascaris, Toxocara, Ancylostoma, Trichinella, Necator, Fasciola, Clonorchis, Filarias

Protozooses

Dientamoeba fragilis, Isospora belli

Micoses

Aspergilose, Coccidiodomicose

Doencas hematolégicas e neoplasicas

Doengas hematolégicas

S. hipereosinofilica idiopatica, mastocitose sistémica, leucemia eosinofilica, linfomas Hodgkin e nao
Hodgkin

Associadas a neoplasia

Carcinomas de pulmao, vagina, pele, nasofaringe e bexiga
Adenocarcinoma gastrico, intestinal e uterino

Doencas com envolvimento organico especifico

Pele e tecido celular

Psoriase, penfigbide bolhoso, pénfigo vulgar, dermatite herpetiforme, urticaria crénica, urticaria
retardada de pressao, NERDS, paniculite eosinofilica, angioedema episddico com eosinofilia, doenga

subcutaneo .

de Kimura, S.Shulman, S.Wells

S. Loeffler, eosinofilia pulmonar tropical, aspergilose broncopulmonar alérgica, pneumonia
Pulmao eosinofilica aguda e cronica, S. eosinofilia-mialgia, S. Churg-Strauss, granuloma eosinofilico

pulmonar, granuloma broncocéntrico

Tubo digestivo

Gastroenterite eosinofilica, colangite esclerosante, colangite eosinofilica, colecistite eosinofilica

Sistema nervoso

Hematoma subdural, meningite eosinofilica, shunt ventriculo-peritoneal, meios de contraste
radiologico em mielografia

Tecido conjuntivo

Sinovite eosinofilica, dermatomiosite, artrite reumatoide, esclerose sistémica, S. Sjogren, vasculites

Sistema urinario

Cistite eosinofilica, hemodiilise

Imunodeficiéncias primarias

S. Hiper-IgE
S. Omenn

Qutras

Rejeicao de transplante
Insuficiéncia supra-renal
Doenca ateroembolica
S.Dressler

(NARES - nonallergic rhinitis with eosinophilia syndrome — sindrome de rinite ndo alérgica com eosinofilia: G-CSF —
granulocyte colony-stimulating factor; NERDS — doenca rara caracterizada por nédulos, eosinofilia,“reumatismo”, dermatite
e edema (swelling); S. — sindrome)

era fruste (apenas astenia) e a detecgao de eosinofilia no
sangue periférico foi um achado acidental.
A investigacio diagndstica inicial dirigiu-se a uma possivel

parasitose. Exames parasitologicos de fezes e serologias para-

Initial diagnostic work-up aimed at discovering a
possible parasite, but repeated faecal and serum para-
sitology exams were negative. It should be noted that

eosinophilia tends to be more intense in the early sta-
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Table 1. Main causes of blood eosinophilia'®

Atopic and related

Asthma, eosinophilic bronchitis, allergic rhinitis, NARES, nasal polyposis, chronic sinusitis, atopic
dermatitis

Reactions to drugs

Beta-lactams, nitrofurantoin, NSAIDs, gold sodium thiomalate, phenothiazines, methotrexate, al-
lopurinol, phenytoin, L-tryptophan, cytokines (G-CSF, IL-2)

Helminthiasis

Strongyloides, Ascaris, Toxocara, Ancylostoma, Trichinella, Necator, Fasciola, Clonorchis, Filariasis

Protozoans

Dientamoeba fragilis, Isospora belli

Mycoses

Aspergillosis, Coccidiodomicosis

Haematological disease

Idiopathic hypereosinophilc syndrome, systemic mastocytosis, eosinophilic leukaemia, Hodgkin’s and
non- Hodgkin’s lymphoma

Associated to neoplasy

Lung, vagina, skin, nasopharyngeal and bladder cancers
Gastric, intestinal and uterine adenocarcinoma

Skin and subcutaneous cel-
lular tissue

Psoriasis, bullous pemphigoid, pemphigus vulgaris, dermatitis herpetiformis, chronic urticaria, de-
layed pressure urticaria, NERDS, eosinophilic panniculitis, episodic angiooedema with eosinophilia,
Kimura disease, Shulman’s syndrome, Wells syndrome

Lung

Loeffler’s syndrome, tropical pulmonary eosinophilia, allergic bronchopulmonary aspergillosis, acute
and chronic eosinophilic pneumonia, eosinophilia-myalgia syndrome, Churg-Strauss syndrome, pul-
monary eosinophilic granuloma, bronchocentric granuloma

Digestive tube

Eosinophilic gastroenteritis, sclerosing cholangitis, eosinophilic cholangitis, eosinophilic cholecystitis

Nervous system

Subdural haematoma, eosinophilic meningitis, ventriculo-peritoneal shunt, radiology contrast media
in myelography

Connective tissue

Eosinophilic sinovitis, dermatomyositis, rheumatoid arthritis, systemic sclerosis, Sjogren’s syndrome, vasculitis

Urinary system

Eosinophilic cystitis, haemodialysis

Primary immunodeficiencies

Hyper-IgE syndrome
Omenn’s syndrome

Others

Transplant rejection

Supra-renal failure

Arterial thromboembolic disease
Dressler’s syndrome

(NARES — nonallergic rhinitis with eosinophilia syndrome; G-CSF — granulocyte colony-stimulating factor; NERDS — rare disease characterised
by nodules, eosinophilia, rheumatism, dermatitis and swelling

sitarias foram repetidamente negativos. De notar que, numa
infeccao parasitaria, a eosinofilia tende a ser mais intensa nas
fases iniciais, que sao precisamente aquelas em que a pesquisa

de ovos e larvas nas fezes é negativa'®. No entanto, a pesquisa

ges of a parasitic infection, exactly those stages in whi-
ch tests for eggs and larvae in the faeces come up
negative'®. Tests for helminths were conducted in sub-

sequent stages and although special attention was gi-
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de helmintas foi realizada em fases posteriores e, apesar da
especial atencao as parasitoses mais frequentemente associa-
das a atingimento hepatico, nao foi possivel identificar nenhum
microrganismo implicado. Para além disso, a eosinofilia perifé-
rica persistiu apos varios tratamentos com anti-helminticos.

As doengas alérgicas sao uma das causas de eosinofilia
periférica. No entanto, a rinite alérgica do doente nao foi con-
siderada causa suficiente, dado o seu inicio prévio a hipereosi-
nofilia,a sua evolugao prolongada e por uma eosinofilia superior
a 1000/mm? nio ser habitualmente de causa unicamente alér-
gica'®. Relativamente a uma possivel reac¢io a firmacos, neste
caso nenhum medicamento foi considerado suspeito, dada a
inexisténcia de antecedentes medicamentosos.

A auséncia de sintomas respiratorios, articulares, neuro-
|6gicos, urinarios e gastrintestinais, bem como de lesoes cuta-
neas, juntamente com a normalidade dos exames de imagio-
logia toracica,do estudo funcional ventilatorio,da endoscopia
digestiva alta,dos doseamentos de autoanticorpos e das biop-
sias de pele, nasofaringe e duodeno, permitiram excluir as
doengas pulmonares, reumatolégicas, digestivas e cutaneas.

Neoplasias foram também excluidas, salientando-se o
facto de, apesar de a SHE ser uma doenca rara, uma res-
posta eosinofilica a uma neoplasia oculta ser ainda menos
frequente'? e, habitualmente, sinal de doenca avangada.

Os exames medulares (mielograma e bidpsia 6ssea) reve-
laram aspectos sugestivos de proliferagao eosinofilica reactiva,
sem alteragoes compativeis com processos medulares pri-
marios. No entanto, casos descritos na literatura inicialmen-
te “rotulados” como SHE que anos mais tarde se vém a re-
velar como sarcoma granulocitico®, linfoma de Hodgkin?' ou
leucemia mieldide aguda?,a semelhanga do que acontece na
transformacao blastica de uma leucemia cronica,alertam-nos
para a necessidade de seguir cuidadosamente este doente
durante um longo periodo de tempo®.

Independentemente da causa da eosinofilia, a lesao orga-
nica é o resultado directo da acumula¢io de eosindfilos nos
tecidos?*, com libertagio local do conteldo toxico dos seus
granulos, incluindo proteinas cationicas, radicais livres de oxi-

génio, citocinas proé-inflamatérias e mediadores derivados do

ven to parasitosis more frequently associated with
liver damage, no micoorganism was identified. In addi-
tion, circulating eosinophilia persisted after various
antihelminth treatments.

Allergic diseases are a cause of circulating eosinophi-
lia. Yet the patient’s allergic rhinitis was not considered
sufficient cause, due to its earlier onset, prolonged evo-
lution and also because eosinophilia above | 000/mm? is
not usually caused solely by allergy'®. Drug allergy was
not suspected in this case since there was no history of
drug intake.

Lung, rheumatologic, digestive and skin diseases
were ruled out by the absence of respiratory, articular,
neurological, urinary, gastrointestinal symptoms and
skin lesions, in addition to normal thorax imagiology,
pulmonary function tests, upper digestive endoscopy,
autoantibody levels, skin nasopharyngeal and duode-
num biopsies.

Neoplasia was also ruled out. |t should be stressed that
while IHS is a rare disease, an eosinophil response to an
occult neoplasm is even less frequent'? and, usually, a sign
of advanced neoplasic disease.

Bone marrow exams (aspirate and biopsy) pointed
to a reactive eosinophil proliferation but without the
abnormalities compatible with primary medullary pro-
cesses.Some cases described in the literature, however,
were initially labelled as IHS to be years later revealed
as granulocytic sarcoma?, Hodgkin’s lymphoma?' or
acute myeloid leukaemia??, similar to what happens in
the blastic transformation of a chronic leukaemia, alert
us to the need for a careful long-term patient follow
up?.

Independent of the cause of eosinophilia, target or-
gan damage is the direct result of eosinophil accumu-
lation in the tissues?!, with local release of the granules’
toxic content, including cationic proteins, free oxygen
radicals, pro-inflammatory cytokines and mediators
derived from arachidonic acid. One or more organ can

be affected (Table 2)%'°. The severity of the complica-

REVISTA PORTUGUESA DE

IMUNOALERGOLOGIA



SINDROME HIPEREOSINOFILICA IDIOPATICA: UM CASO CLINICO / CASO CLINICO

acido araquidénico. Um ou mais 6rgaos podem estar envol-
vidos (Quadro 2)%'°. A gravidade das complicagdes nio pa-
rece ter relagao directa com a eosinofilia no sangue perifé-
rico, mas com o nimero de eosindfilos em desgranulagao
nos tecidos'” . As complicagdes sdo comuns a diferentes
entidades nosoldgicas que cursam com eosinofilia e parecem
ser independentes da causa que inicialmente levou a infiltra-
¢do eosinofilica dos 6rgaos. No presente caso, apenas se
evidenciou lesao hepatica, com aparente resposta ao trata-
mento instituido,dada a melhoria clinica e laboratorial. Outras
causas de doenga hepatica foram excluidas, nomeadamente
hepatopatia alcodlica, auto-imune e infecciosa.

Dado o risco de complicagoes fatais, deve merecer
especial atengado o atingimento cardiaco da SHE, que ocor-
re em 58% dos doentes®. Em geral, distinguem-se trés esta-
dios de lesdo: um estadio necrético precoce, raramente
sintomatico, seguido por um estadio trombético, com de-
senvolvimento de trombos intracavitarios sobre o endo-
cardio lesado, e um estadio final de fibrose endomiocar-
dica, miocardiopatia restritiva, lesao valvular e insuficiéncia
cardiaca congestiva’’. Neste caso, o ecocardiograma nio
evidenciou lesdo cardiaca organica ou funcional, mesmo
em exames realizados posteriormente, nem ocorreu qual-

quer acidente tromboembdlico.A avaliagdo ecocardiogra-

Quadro 2. Frequéncia de envolvimento orginico na SHE®

tions does not seem to be directly related to the eo-
sinophilia but to the amount of degranulated eosino-
phils in the tissues '"2°. Complications are common to
different nosological conditions with eosinophilia, and
seem to be independent of the cause which initially led
to eosinophil organ infiltration. Only liver damage was
seen in this case report, with an apparent good respon-
se to treatment, given the clinical and laboratorial im-
provement. Other causes of liver disease, particularly
alcoholic hepatopathy, autoimmune and infectious di-
sease, were ruled out.

Special attention must be paid to cardiac damage
in IHS, which occurs in 58% of patients®, given the risk
of fatal complications. There are in general three sta-
ges of damage: an early necrotic stage, rarely sympto-
matic, followed by a thrombotic stage, with growth of
intracavitary thrombus around the damaged endocar-
dium. The final stage is endomyocardial fibrosis, res-
trictive myocardiopathy, valvular damage and conges-
tive heart failure”’. In our patient, the echocardiogram
did not reveal organ or functional damage, even in the
later set of exams.There was no thromboembolic in-
cident in this case. Echocardiograms must be made

regularly, as cardiac lesions can occur insidiously at

Table 2. Frequency of organ involvement in IHS®

Envolvimento de 6rgdo ou sistema | % de doentes

Hematologico 100 Haematological 100
Cardiovascular 58 Cardiovascular 58
Cutineo 56 Cutaneous 56
Neuroldgico 54 Neurological 54
Pulmonar 49 Pulmonary 49
Esplénico 43 Splenic 43
Hepatico 30 Hepatic 30
Ocular 23 Ocular 23
Gastrintestinal 23 Gastrointestinal 23
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fica devera continuar a ser repetida,uma vez que as lesoes
cardiacas podem surgir insidiosamente a qualquer momen-
to da evolugao da doenga e nao parecem relacionar-se
com a intensidade da eosinofilia periférica'’.

A série publicada por Chusid et al.’ e outras que se
seguiram ilustram claramente a heterogeneidade clinica
e a variabilidade prognéstica da SHE, variando de doen-
¢a assintomatica, sem necessidade de tratamento e com
longa sobrevida, a doenga rapidamente fatal por desen-
volvimento de complicagdes, nomeadamente cardiacas
e hematoldgicas. Neste caso em particular, a resposta
do doente a corticoterapia sistémica com diminuigao
dos niveis de eosinéfilos no sangue periférica bem como
a benignidade do quadro clinico, parecem indicar um bom
prognostico. Note-se que um ciclo de corticoterapia
sistémica com prednisona na dose de | mg/kg/dia ou
equivalente devera ser instituida em todos os doentes
com SHE, uma vez que a resposta do doente a esta te-
rapéutica tem importancia prognostica e permite conhe-
cer antecipadamente a sua eficacia em caso de agrava-
mento subito'”.

No futuro, apesar de o doente se manter assinto-
matico, devera ser continuamente acompanhado, com
a realizagao de exames complementares periodicamen-
te, mantendo um elevado indice de suspei¢ao para qual-
quer lesdao organica de novo e eventuais complicagoes,
reconsiderando o diagnéstico e reiniciando o tratamen-
to, sempre que tal se justifique, de acordo com o esta-
do da arte.

A heterogeneidade clinica e a identificacao de defeitos
moleculares especificos na SHE permitem antever pro-
gressos no conhecimento da fisiopatologia desta sindrome
que, no futuro, permitirao diagnosticar cada vez menos
doentes como SHE, nomenclatura esta que podera ser
redefinida’. Efectivamente, mais estudos s3o necessarios
para melhor conhecer as bases moleculares da SHE e
identificar entidades nosologicas distintas,de modo a me-
Ihorar as possibilidades terapéuticas e o prognostico des-

tes doentes.

any time as disease progresses and they do not appear
to be connected to the intensity of the circulating eosi-
nophilia'”.

The Chusid et aP series and others which followed,
clearly illustrate the clinical heterogeneity and prognos-
tic variability of IHS. It ranges from an asymptomatic
disease, with no need for treatment and a long survival,
to a rapidly fatal disease, mainly due to cardiac or haema-
tological complications. In our case report, the patient’s
response to systemic corticotherapy, with decreased
eosinophil blood levels and a benign clinical evolution,
seems to indicate a good prognosis. It should be noted
that systemic corticotherapy with prednisone (| mg/kg/
day or equivalent) should be administered in all IHS pa-
tients as patient’s response to this treatment is impor-
tant for the prognosis and allows the efficacy of the
treatment to be known ahead of time, should the con-
dition suddenly worsen'’.

The patient should continue to be followed up, des-
pite the lack of symptoms, and complementary exams
should be carried out from time to time. In line with
the current thinking, a high level of suspicion should be
maintained for the appearance of any de novo organ
damage and possible complications, reconsidering the
diagnosis and adjusting/restarting treatment whenever
needed.

Clinical heterogeneity and the identification of the
molecular defects specific to IHS allow to foresee ad-
vances in the understanding of this syndrome’s physio-
pathology.This will probably mean that fewer and fewer
patients will be diagnosed with IHS and this designation
could be redefined®. Further studies are needed for a
better knowledge of IHS’ molecular base, to allow im-
proved treatment possibilities and prognosis for these

patients.
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