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RESUMO

A esofagite eosinofilica (EE) € uma doenca inflamatoria do esofago, emergente e de caracter crénico. A histéria natural
nao esta, ainda, bem compreendida. Os mecanismos alérgicos tém sido cada vez mais implicados na etiologia desta doenga.
Descreve-se um doente de 23 anos, com antecedentes pessoais e familiares de rinite alérgica. Aos |3 anos, iniciou queixas
dispépticas persistentes que nao foram valorizadas até aos 19 anos, altura em que foi diagnosticada uma esofagite grau IV,
sendo instituida terapéutica com lansoprazol e sucralfato, sem resposta clinica. Por persisténcia das queixas, aos 23 anos
repetiu endoscopia digestiva alta (EDA), tendo sido diagnosticada EE. Relata-se a avaliagdo alergoldgica efectuada, a respos-
ta a terapéutica instituida e o seguimento proposto. A propdsito deste caso clinico discute-se a importancia da suspeicao

diagnostica, no sentido de evitar possiveis complicagdes, assim como a relevancia das respostas alérgicas nesta entidade.

Palavras-chave: Alergia, esofagite eosinofilica.

ABSTRACT

Eosinophilic oesophagitis (EO) is an emergent, chronic inflammatory disease of the oesophagus. Its natural history is not yet well under-
stood. Allergic mechanisms have been implicated in the aetiology of EO. The authors present a case of a 23-year-old man with personal
and family history of allergic rhinitis. At the age of |3, the patient started persistent dyspeptic symptoms that were overlooked until he was
19 years old, when the diagnosis of grade IV oesophagitis was established, without response to lansoprazole and sucralfate. Since the
symptoms persisted, the upper endoscopy was repeated at 23 years of age and eosinophilic oesophagitis was diagnosed. The allergological
evaluation performed, the response to the therapeutic regimen and the proposed follow-up are reported. The authors discuss the importance

of diagnostic suspicion in order to prevent possible complications, as well as the relevance of allergic responses in this disease.

Key-words: Allergy, eosinophilic oesophagitis.
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INTRODUCAO

esofagite eosinofilica (EE) € uma doenca inflamato-
ria crénica do eséfago que tem vindo progressiva-
mente a ser mais reconhecida. A primeira descri-
¢ao como entidade clinica diferenciada das restantes doencas
eosinofilicas do tracto gastrintestinal ocorreu em 1993 por
Attwood e colaboradores que reportaram |12 doentes com
disfagia e infiltragao eosinofilica superior a 20 eosindfilos por
campo de grande ampliagdo (cga) em bidpsias esofagicas e
pHmetria de 24 horas normal'. A prevaléncia da EE é,ainda,
desconhecida e os estudos de prevaléncia publicados s3o
escassos. Em 2004, num estudo norte-americano em indivi-
duos com idade inferior a 19 anos, observou-se uma inci-
déncia anual de EE de 12,8 casos/100 000 habitantes e uma
prevaléncia de 43/100 0002 Em 2005, um estudo suico em
adultos revelou uma incidéncia anual de 1,7 casos/100 000
habitantes e uma prevaléncia de 30/100 000 habitantes®. Nos
dois estudos, os autores verificaram um aumento significa-
tivo na prevaléncia de EE e concluiram tratar-se de um au-
mento real e nao apenas de aumento da suspeigao clinica.
Em 2007 foi elaborado um consenso que permitiu a
uniformizagao dos critérios de diagnostico®. A precocidade
do diagnostico e da instituicdo das medidas terapéuticas é
fundamental para evitar o desenvolvimento de alteragoes
estruturais e funcionais do esofago. A etiologia da EE é des-
conhecida, mas tém surgido inmeras evidéncias que supor-
tam a existéncia de respostas alérgicas subjacentes, sendo
frequente a sensibilizagio a aeroalergénios e/ou alimentos.
A resposta a alergénios alimentares parece envolver um

mecanismo misto, IgE e nio IgE mediado (celular)®.

CASO CLINICO

Doente de 23 anos, sexo masculino com antecedentes
pessoais de rinite alérgica persistente ligeira e anteceden-
tes familiares de atopia (irma com rinite alérgica). Aos 13

anos, iniciou queixas de mal-estar e pirose com a ingestao

INTRODUCTION

osinophilic oesophagitis (EO) is a chronic inflam-

matory disease of the oesophagus that is becom-

ing increasingly more recognised. Its first descrip-
tion as a clinical entity separate from other eosinophilic
diseases of the gastrointestinal tract was published, in
1993, by Attwood et al., who reported |2 patients with
dysphagia and eosinophilic infiltration greater than 20
eosinophils/high-power field (hpf) in biopsies of the oe-
sophagus and normal oesophageal acid on 24-hr pH
monitoring'. The prevalence of EO is still unknown and
published studies into its rate are scarse. A 2004 US
study on individuals aged below 19 showed an annual
EO incidence of 12.8 cases/100 000 inhabitants and a
prevalence of 43/100 0002. A 2005 Swiss study on adults
found an annual incidence of |.7 cases/100000 inhabitants
and a prevalence of 30/100 000 inhabitants>.In both studies
the authors saw a significant increase in EO prevalence
and concluded this was a real rise and not merely increased
clinical suspicion.

A consensus was drawn up in 2007 standardising
diagnostic criteria®. Early diagnosis and institution of
treatment is vital to avoid the development of struc-
tural and functional changes of the oesophagus. The
aetiology of EO is still unknown, but there is a growing
body of evidence in favour of the existence of underly-
ing allergic responses, often with sensitisation to aeroal-
lergens and/or foods®. The response to food allergens
seems to involve a mixed mechanism, IgE and non-IgE

mediated (cellular)®.

CASE REPORT

A 23-year-old male patient with history of mild persis-
tent allergic rhinitis and family history of allergy (sister with
allergic rhinitis), began at age |3, complaining of malaise

and pyrosis on daily intake of milk and milk derivatives. He
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diaria de leite e derivados e teve um episédio de impacto
alimentar com carne de vaca, de resolugdo espontanea.
Manteve ingestao de leite e derivados, embora menos fre-
quentemente, com queixas idénticas e passou a evitar car-
ne de vaca. Estas queixas nao foram valorizadas até aos 19
anos, altura em que ocorreu um agravamento da sintoma-
tologia e teve novo episédio de impacto alimentar com
carne de vaca com resolugdao espontanea. Nesta altura,
recorreu a uma consulta de Gastrenterologia, tendo reali-
zado EDA que revelou “eritema da mucosa esofagica e
placas esbranquigadas”. Os achados histolégicos da bidpsia
esofagica foram compativeis com esofagite grau IV. Foi me-
dicado com lansoprazol (60 mg por dia) e sucralfato (1000
mg SOS) durante 6 meses,com persisténcia das queixas. A
EDA e a biopsia realizadas 6 meses depois revelaram as-
pectos idénticos. O doente manteve terapéutica durante
3,5 anos, altura em que voltou a consulta de Gastrentero-
logia por persisténcia das queixas de pirose. A EDA foi
repetida e revelou uma‘“mucosa de aspecto granuloso,com
exsudados esbranquigados, calibre esofagico diminuido
entre os 35 e os 40 cm” (Figuras |A e IB). O exame his-
tologico das bidpsias esofagicas mostrou “intenso infiltrado
inflamatorio, constituido quase exclusivamente por eosi-
nofilos (> 20/cga) e exuberante permeacao epitelial com
numerosos microabcessos” (Figuras | C e I D). As biopsias
do estomago, piloro e duodeno nio evidenciaram altera-
¢oes. Estabeleceu-se, entao, o diagnostico de EE e o doente
foi referenciado a consulta de Imunoalergologia. Ao exame
objectivo salientava-se hipertrofia dos cornetos nasais in-
feriores e palidez da mucosa nasal. Os testes cutdneos em
picada (TCP) com aeroalergénios mostraram reactividade
cutanea para Dermatophagoides(D.) pteronyssinus (7 mm), D.
farinae (6 mm), Acarus siro (5 mm), Lepidoglyphus destructor
(5 mm), Tyrophagus putrescentiae (4 mm), epitélio de cao (6
mm) e de gato (5 mm). Os TCP com extracto comercial
para leite de vaca e fracgdes (a-lactoalbumina,
[-lactoglobulina e caseina), soja, ovo (clara e gema), farinhas
(trigo,aveia, cevada, centeio e milho), peixes, marisco (crus-

taceos e moluscos), amendoim e frutos secos, carne de

also had a food impact episode with ingestion of beef, which
resolved spontaneously. He continued to ingest milk and
milk derivatives, although less often, with identical com-
plaints, and started avoiding eating beef. These complaints
were not deemed interesting until the patient reached the
age of 19, the age at which symptoms worsened and there
was another food impact episode with ingestion of beef,
which resolved spontaneously. At this time the patient
went to a Gastroenterology appointment where an upper
digestive endoscopy (UDE) was performed. This revealed
“erythema of the oesophageal mucosa and whitish patch-
es”. The histological findings of the oesophageal biopsy
were compatible with grade IV oesophagitis. The patient
was medicated with lansoprazol (60 mg/day) and sucralfate
(1000 mg SOS) for 6 months, with persistence of the com-
plaints. The UDE and biopsy repeated after 6 months re-
vealed identical aspects.The patient continued with treat-
ment for 3.5 years, after which time he had a further
Gastroenterology appointment for persistent pyrosis. The
UDE was repeated and showed “granular mucosa with
whitish exudates, reduced oesophageal calibre” (Figures
IA and |B). Histological examination of the oesophageal
biopsies revealed “intense inflammatory infiltrate, consti-
tuted almost exclusively by eosinophils (> 20/hpf) and
exuberant epithelial permeation by numerous microab-
cesses” (Figures |C and ID).The stomach, pylorus and
duodenum biopsies showed no changes. A diagnosis of EE
was established and the patient was referred to an Im-
munollergology appointment. Physical examination re-
vealed hypertrophy of the lower nasal turbinates and pale
nasal mucosa. Skin prick tests (SPT) to aeroallergens
showed skin reactivity to Dermatophagoides (D.) pteronys-
sinus (7 mm), D. farinae (6 mm), Acarus siro (5 mm), Lepido-
glyphus destructor (5 mm), Tyrophagus putrescentiae (4 mm),
dog dander (6 mm) and cat dander (5 mm).The SPT to
commercial extracts of cow’s milk and protein fractions
(a-lactoalbumin, B-lactoglobulin and casein), soya, egg
(white and yolk), flours (wheat, oat, barley, rye and corn),

fish, shellfish (crustaceans and molluscs), peanuts and nuts,
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esofagico diminuido aos 35-40 cm. C: Biopsia do eséfago: hematoxilina/eosina x40; identifica-se intenso infiltrado inflamatoério, consti-
tuido quase exclusivamente por eosindfilos (mais de 20 por campo), permeando a mucosa e aderente a superficie do epitélio esofagi-
co. D: Biopsia do esdfago: hematoxilina/eosina x400; multiplos eosinéfilos permeando o epitélio esofagico, formado “microabcessos”
Figure I. Pre-treatment. A and B: Upper digestive endoscopy: granulated mucosa with whitish exudates and reduced oesophageal calibre (at
35-40 cm). C: Biopsy of the oesophagus: haematoxylin/eosin %40; intense inflammatory infiltrate constituted almost exclusively of eosinophils
(over 20 per high power field), permeating the mucosa and adhering to the surface of the oesophageal epithelium. D: Biopsy of the oesophagus:
haematoxylin/eosin x400; multiple eosinophils permeating the oesophageal epithelium, forming microabcesses”

vaca, carne de frango foram positivos apenas para a
a-lactoalbumina (4 mm). Os testes epicutdneos com leite,
ovo (clara e gema), farinhas de trigo e milho, amendoim e
frutos secos, carne de vaca, frango, camarao e tremogo
foram positivos para o camarao (++, eritema e papulas) e
para o tremogo (+, eritema e infiltragdo ligeira), de acordo
com os critérios do Grupo Portugués de Estudo de Der-
matites de Contacto. Analiticamente:IgE total de 157 kU/L,

beef and chicken were only positive to a-lactoalbumin (4
mm). Epicutaneous tests to milk, egg (white and yolk),
wheat and corn flours, peanuts and nuts, beef, chicken,
shrimp and lupini beans were only positive to shrimp (++,
erythema and wheals) and lupini beans (+, erythema and
mild infiltration), according to the criteria of the Portu-
guese Contact Dermatitis Study Group. Analytically, total

IgE was 157 kU/L, with no peripheral eosinophilia (eosino-
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A

Figura 2. Apds tratamento. A: Endoscopia digestiva alta: sem alteragSes macroscopicas. B: Biopsia do eséfago: hematoxilina/eosina,

%x200; mucosa esofagica normal

Figure 2. Post-treatment.A: Upper digestive endoscopy: no macroscopic changes. B: Biopsy of the oesophagus: haematoxylin/eosin x200; normal

oesophageal mucosa

sem eosinofilia periférica (eosinofilos 0,4 x 10%/L); IgE es-
pecificas para leite (0,48 kU/L), B-lactoglobulina (0,38 kU/L),
o-lactoalbumina (0,91 kU/L), caseina (0, 18 kU/L), camarao
(< 0,1 kU/L) e tremogo (< 0,1 kU/L). Para além das medi-
das de evicgao antiacaros, o doente foi medicado com flu-
ticasona nasal (100 ug/dia) e cetirizina (10 mg/dia). Iniciou
dieta sem leite de vaca e derivados, crustaceos e tremogo,
bem como fluticasona deglutida (500 pg bid), tendo ocor-
rido resolugao clinica completa em duas semanas. Apos 4
meses repetiu EDA que revelou normalizagao completa
dos aspectos macroscopicos (Figura 2A) e das alteragoes
histologicas (Figura 2B). A fluticasona deglutida foi, entao,
suspensa, tendo mantido apenas dieta de evicgao durante
os Ultimos 6 meses. O doente tem estado assintomatico e
repetiu EDA, que se mantém normal, quer macroscopica-
mente, quer histologicamente.

DISCUSSAO

A EE é uma doenga inflamatoria cronica que afecta

apenas o eséfago. O diagnéstico ¢é clinico e histologico e

phils 0.4 x 10%L).We found positive specific IgE to milk
(0.48 kU/L), B-lactoglobulin (0.38 kU/L), a-lactoalbumin.
(0.91 kU/L), casein (0.18 kU/L) and negative to shrimp
(< 0.1 kU/L) and lupini beans (< 0. kU/L). In addition to
eviction measures for house dust mites, the patient was
treated with nasal fluticasone (100 pg/day) and cetirizine
(10 mg/day). He began a diet free of milk and milk deriva-
tives, shellfish and lupini beans, and started on swallowed
inhaled fluticasone (500 pg bid) with complete clinical re-
solution within two weeks. After four months an UDE
showed complete normalisation of the macroscopic aspects
(Figure 2A) and histological changes (Figure 2B). The swal-
lowed inhaled fluticasone was then stopped, with only the
eviction diet continued for the next six months. The patient
has been asymptomatic and had a repeat UDE which con-

tinued to be normal macroscopically and histologically.

DISCUSSION

Eosinophilic oesophagitis is a chronic inflammatory
disease that affects only the oesophagus.The diagnosis is
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sao critérios de diagnostico: sintomas de disfungao esofa-
gica e/ou do tracto gastrintestinal alto, associados a uma
ou mais bidpsias do eséfago com infiltragao de 2 |5 eosi-
nofilos/cga e exclusdo de doenga do refluxo gastresofagi-
co (RGE), baseada na auséncia de resposta ao inibidor da
bomba de protdes em alta dose ou pHmetria do eséfago
distal normal*.

O presente caso clinico ilustra a demora que normal-
mente existe entre o inicio dos sintomas e o diagnostico.
Neste, o diagnéstico foi feito cerca de 10 anos apds o inicio
dos sintomas, o que provavelmente foi responsavel pelo
desenvolvimento de alteragdes estruturais do esofago. O
diagnéstico foi estabelecido com base na historia clinica
(mal-estar e pirose com a ingestdo de leite e derivados e
dois episddios de impacto alimentar), nas alteragoes histo-
l6gicas encontradas nas biopsias esofagicas (> 20 eosinofilos
por campo de grande ampliagao e microabcessos intraepi-
teliais) e na auséncia de resposta ao tratamento antirreflu-
xo com inibidor da bomba de protoes em altas doses (lan-
soprazol 60mg/dia). Excluiram-se outras causas de infiltragao
eosinofilica do eséfago, incluindo a doenga de RGE, devido
ndo sé a auséncia de resposta a terapéutica instituida, mas
também ao envolvimento do esdéfago médio e proximal,
menos frequente nesta Ultima. A gastrenterite eosinofilica
e a doenca inflamatoria intestinal foram igualmente excluidas
por nao haver clinica sugestiva e as biopsias da mucosa gas-
trica, do piloro e do duodeno nao revelarem alteragoes.

Nos ultimos anos, tem havido um nimero crescente
de relatos da importancia da avaliagao alergologica destes
doentes, detectando-se frequentemente sensibilizagao a
aeroalergénios e/ou a alergénios alimentares.

Cerca de 40 a 80% dos doentes tém historia pessoal e
60% historia familiar de atopia’. Na crianga, a sensibilizagio
a aeroalergénios esta presente em cerca de 79% e a alergé-
nios alimentares em 75%8, enquanto no adulto a sensibiliza-
¢do a aeroalergénios e a alergénios alimentares esta presen-
te em 93% e 50%, respectivamente’. Os aeroalergénios mais
frequentemente implicados sao os polenes (73% a 97%).No

entanto, mais de metade dos doentes adultos encontram-se

clinical and histological and diagnostic criteria are oeso-
phageal and/or upper gastrointestinal tract dysfunction,
associated with one or more oesophageal biopsies with
infiltration of 2 |5 eosinophils/hpf and exclusion of gastro-
-esophageal reflux disease (GERD), based on lack of re-
sponse to the high dose of proton pump inhibitor or nor-
mal distal oesophageal pH study*.

This case report illustrates the delay normally found be-
tween onset of symptoms and diagnosis. Here, the diagnosis
was made ten years after the onset of symptoms, which
was probably responsible for the development of struc-
tural changes of the oesophagus.The diagnosis was made
based on the patient’s clinical history (malaise and pyrosis
on intake of milk and milk derivatives and two food impact
episodes), the histological changes found in the oesopha-
geal biopsies (> 20 eosinophils per high power field and
intraepithelial microabcesses) and the lack of response to
anti-reflux treatment with high doses of proton pump in-
hibitor (lansoprazol 60mg/day). Other causes of eosino-
philic infiltration of the oesophagus, such as GERD, were
ruled out, due to both the lack of response to treatment
instituted and the involvement of the middle and proximal
oesophagus, less frequent in GERD. Eosinophilic gastroen-
teritis and intestinal inflammatory disease were also ruled
out as there was no clinical picture suggesting them and
the biopsies of the gastric, pyloric and duodenal mucosa
had no changes.

There have been a growing number of reports over
the last few years, showing the importance of an allergo-
logical evaluation of these patients, as it frequently detects
sensitisation to aeroallergens and/or food allergens.

Approximately 40 to 80% of patients have a personal
history and 60% a familial history of atopy’. In children,
sensitisation to aeroallergens is around 79% and to food
allergens 75%8,while sensitisation in adults is 93% and 50%,
respectively®. The most frequently involved aeroallergens
are pollens (73-97%). However, over half the adult-age
patients are sensitised to house-dust-mites (69%), animal
dander (53-67%) and fungi (64%)°. On the other hand,
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sensibilizados a acaros (69%), faneros (53% a 67%) e fungos
(64%)°. Por outro lado, as variagdes sazonais paralelas da
inflamagao eosinofilica esofagica e bronquica encontrada
nos doentes sensibilizados a polenes reforcam a importan-
cia da sensibilizagio a aeroalergénios na patogénese da EE'°.
Como os acaros sio alergénios perenes, nos doentes com
este tipo de sensibilizagao torna-se mais dificil avaliar esta
evolugao paralela, embora possa haver um agravamento
simultaneo das queixas bronquicas e gastroesofagicas no
Inverno.No presente caso clinico, nao foi possivel documen-
tar esta eventual relagao. Em 20 a 100% das criangas e em
até 50% dos adultos observa-se eosinofilia periférica e em
60 a 78% dos casos elevagio da IgE total sérica* A eficacia
clinica e histolégica das dietas de evicgao alimentar'' e ele-
mentar'? suporta o papel da alergia alimentar nesta patolo-
gia. A conjugacio do resultado dos TCP com o dos testes
epicutaneos para o ovo, soja, trigo, milho, carne de vaca,
carne de frango, mac3, arroz, batata, amendoim, aveia e ce-
vada, parece ter um bom valor preditivo negativo (88-100%);
para o leite este valor € mais baixo (41%)'3. Neste doente,
observamos uma elevacao da IgE total sérica, sensibilizagao
mediada por IgE a acaros, epitélios, leite e a-lactoalbumina
e sensibilizagao mediada por células para o camarao e tre-
mMogo, o que suporta a etiologia alérgica da EE.

O tratamento recomendado na literatura inclui dieta de
evicgdo e corticoterapia topica deglutida. Tem-se verificado
uma boa resposta clinica e histolégica mas com recidivas
frequentes quando é suspensa a corticoterapia. Neste doen-
te, a dieta de evicgao associada a fluticasona deglutida levou
a uma resolugao clinica, endoscépica e histoldgica completa,
o que pode sugerir um efeito aditivo da dieta de evicgao e
da terapéutica farmacoldgica numa fase em que ja havia al-
teragoes estruturais do eséfago. O facto de o doente se
manter assintomatico e sem recidiva das alteracoes endos-
copicas e histoldgicas apenas com a dieta de evicgao, reforca
o papel da alergia alimentar na etiopatogénese da EE.

A historia natural ainda nao esta totalmente elucidada,
mas a principal preocupagado é que a inflamagao eosinofi-

lica persistente possa levar a alteragdes estruturais e fun-

parallel seasonal variations of the oesophageal and bron-
chial eosinophilic inflaimmation, seen in pollen-sensitised
patients, reinforce the importance of sensitisation to
aeroallergens in the pathogenesis of EO'?. Since house-
dust-mites are perenial allergens, in patients with this type
of sensitisation it is difficult to assess this parallel evolu-
tion, although there could be a simultaneous exacerbation
of bronchial and gastroesophageal complaints in winter.
In this clinical case, it was not possible to document this
relationship. Peripheral eosinophilia is seen in 20-100% of
children and in up to 50% of adults; in 60-78% of cases
there is also elevated total serum IgE*. The clinical and
histological efficacy of food eviction diets'' or elemen-
tary diets'2supports the role of food allergy in this patho-
logy. The conjugation of the SPT results with the skin patch
tests to egg, soya, wheat, corn, beef, chicken, apple, rice,
potato, peanut, oat and barley seem to have a good nega-
tive predictive value (88-100%) while for milk this value
is lower (41%)'3. This patient had raised total serum IgE,
an IgE-mediated sensitivity to house-dust-mites, dander,
milk and a-lactoalbumin and cell-mediated sensitivity to
shrimp and lupini beans, which supports the allergic aetio-
logy of EQ.

The treatment recommended in the literature in-
cludes eviction diets and swallowed inhaled topical cor-
ticosteroids. A good clinical and histological response
has been seen but there are frequent relapses when the
corticosteroids are stopped. In our patient, the eviction
diet associated with swallowed inhaled fluticasone led to
a complete clinical, endoscopic and histological resolu-
tion, which could suggest an additive effect of the eviction
diet and drug therapy at a stage at which there were
already structural changes of the oesophagus. That this
patient remains asymptomatic and without relapse of the
endoscopic and histological changes only with the evic-
tion diet underlines the role food allergy plays in the
aetiopathogenesis of EO.

The natural history is not yet elucidated but the main

concern is that persistent eosinophilic inflammation can
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cionais irreversiveis do esoéfago, como estreitamento e
fibrose'. Relativamente ao seguimento, nio existe con-
senso, alguns autores defendem a realizacao periédica de
EDA com biopsias, enquanto outros sugerem reavaliagdo
histologica apenas quando existe alteragao da sintomato-
logia®. Neste doente, apesar do diagnéstico tardio e da
gravidade das alteragoes estruturais encontradas na altura,
ocorreu uma boa resposta a terapéutica instituida, mesmo

apos a suspensao da corticoterapia deglutida.

CONCLUSOES

Os autores descrevem um caso clinico de EE, com
diagnostico tardio relativamente ao inicio dos sintomas e
apresentando ja o doente alteragdes estruturais esofagicas
que, contudo, reverteram apos a introducao da dieta de
evicgdo associada a terapéutica farmacoldgica.

Alerta-se para a importancia da suspeicao clinica, diag-
nostico precoce e avaliagdo alergoldgica, de forma a poder
orientar correctamente estes doentes e assim prevenir ou

tratar atempadamente potenciais complicagoes da doenca.
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