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RESUMO

A caquexia neuropatica diabética é considerada a forma mais rara da
neuropatia diabética. Descrita pela primeira vez em 1974, permitiu a
identificacdo e diagnostico de aproximadamente 30 pacientes até hoje. De
todos os sinais e sintomas, os mais frequentes na literatura englobam a perda
ponderal, dor intensa (inespecifica), indices glicémicos razoavelmente
controlados, anorexia, distirbios emocionais, neuropatia periférica e auséncia
de outras complicacdes relacionadas a diabetes. O tratamento € principalmente
de suporte e sintomatico. Os antidepressivos sdo de grande ajuda no
tratamento sintomatico da neuropatia e da depressao associada a sindrome. O
progndéstico geralmente € bom e 0s pacientes geralmente recuperam seu peso,
com resolucdo dos sintomas sensoriais dolorosos dentro de um a dois anos,

embora déficits residuais possam persistir.

Palavras-chave: caquexia neuropatica diabética; dor abdominal; perda de

peso.



ABSTRACT

The diabetic neuropathic cachexia is considered the rarest form of diabetic
neuropathy. First described in 1974, it has allowed the identification and
diagnosis in approximately 30 patients until today. From all the signs and
symptoms, the most frequent in the literature include weight loss, severe pain
(nonspecific), glycemic index reasonably controlled, anorexia, emotional
disorders, peripheral neuropathy and no other complications related to
diabetes. The treatment is mainly supportive and symptomatic. The
antidepressants are helpful for symptomatic treatment of neuropathy and
depression associated with the syndrome. The prognosis in general is good and
patients usually recover their weight with a resolution of painful sensory

symptoms within one to two years, although residual deficits may persist.

Keywords: diabetic neuropathic cachexia; abdominal pain; weight loss.
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1.2 RESUMO

A caquexia neuropatica diabética é considerada a forma mais rara da
neuropatia diabética. Descrita pela primeira vez em 1974, permitiu a
identificacdo e diagnostico de aproximadamente 30 pacientes até hoje. De
todos os sinais e sintomas, os mais frequentes na literatura englobam a perda
ponderal, dor intensa (inespecifica), indices glicémicos razoavelmente
controlados, anorexia, distirbios emocionais, neuropatia periférica e auséncia
de outras complicacdes relacionadas a diabetes. O tratamento € principalmente
de suporte e sintomatico. Os antidepressivos sdo de grande ajuda no
tratamento sintomatico da neuropatia e da depressao associada a sindrome. O
progndéstico geralmente € bom e 0s pacientes geralmente recuperam seu peso,
com resolucdo dos sintomas sensoriais dolorosos dentro de um a dois anos,

embora déficits residuais possam persistir.

Palavras-chave: caquexia neuropatica diabética; dor abdominal; perda de

peso.
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1.3 ABSTRACT

The diabetic neuropathic cachexia is considered the rarest form of diabetic
neuropathy. First described in 1974, it has allowed the identification and
diagnosis in approximately 30 patients until today. From all the signs and
symptoms, the most frequent in the literature include weight loss, severe pain
(nonspecific), glycemic index reasonably controlled, anorexia, emotional
disorders, peripheral neuropathy and no other complications related to
diabetes. The treatment is mainly supportive and symptomatic. The
antidepressants are helpful for symptomatic treatment of neuropathy and
depression associated with the syndrome. The prognosis in general is good and
patients usually recover their weight with a resolution of painful sensory

symptoms within one to two years, although residual deficits may persist.

Keywords: diabetic neuropathic cachexia; abdominal pain; weight loss.
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1.4 INTRODUCAO

Caquexia neuropatica diabética (CND) € considerada a forma mais rara da
neuropatia diabética [1]. Essa enfermidade € descrita como uma sindrome, pois
apresenta um conjunto de sinais e sintomas em que 0s pacientes podem ter
diferentes apresentacdes clinicas, algumas comuns e outras nem tanto. A
principal caracteristica dessa doenca é a extrema perda de peso associada a

dor neuropatica.

Em 1974 Ellenberg descreveu a CND pela primeira vez, permitindo assim a
identificacdo e diagndstico de aproximadamente 30 pacientes até hoje [2]. A
inconstancia e a variabilidade dos sintomas torna essa doenca de dificil
diagnéstico a qual pode ser muitas das vezes sub diagnosticada em doentes

graves [3].

Este trabalho se propde a relatar o caso de um homem de 50 anos de idade,
com caquexia neuropatica diabética associada a dor abdominal recorrente. E
através desse alertar a importancia do diagndstico e tratamento precoces com
o objetivo de evitar o impacto iatrogénico de tratamentos especificos sobre

morbidades existentes ou até mesmo inexistentes.
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1.5 RELATO DE CASO

Paciente de 50 anos de idade, sexo masculino, branco, casado, pedreiro.
Possuia historico de diabetes mellitus tipo 2, diagnosticada ha 5 anos, em
tratamento irregular com hipoglicemiantes orais (metformina e glibenclamida) a
pouco menos de 2 anos. Apresentava quadro de emagrecimento importante,
cerca de 30 kg de peso em oito meses, associado a dor abdominal no mesmo
periodo, porém com piora nos ultimos trés meses. Inicialmente esta dor era em
andar superior do abdome, pés-prandial, de leve intensidade, progressiva, sem
irradiacdo, que melhorava com analgésicos (Codeina 30mg de 12 em 12 horas
e Hioscina 10mg de 4 em 4 horas). A dor evoluiu com extensao para todo
abdome com irradiacdo para regido lombar, continua, de moderada a forte
intensidade, sem relacdo com alimentacdo, sem melhora com analgésicos, que
se intensificava com a manipulacdo e atividade fisica cotidiana. Além disso,
apresentava constipacdo, com 2 evacuacdes por semana de consisténcia
firme, sem muco, pus, sangue ou gordura. Possuia historico de etilismo de 40g
de alcool por dia durante 30 anos, negava tabagismo e uso de drogas ilicitas.
N&o apresentava febre, diarreia, nauseas, vomitos, disfagia, odinofagia,
sudorese, palidez ou mal estar. Diante de tais sinais e sintomas o paciente
procurou o ambulatorio de Gastroenterologia do Hospital da Santa Casa de
Misericordia de Vitéria (HSCMV), onde foi atendido e internado no dia

23/05/2014 na enfermaria Santa Luiza para investigacdo da dor abdominal.

Ao exame fisico de admissdo o paciente apresentava-se em regular estado
geral, lucido, orientado, hidratado, caquético, marcha atipica, equilibrio estatico

e dindmica preservados, coordenacao motora sem alteracdes, peso de 52 kg,
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1,75m de altura, IMC de 16,97, frequéncia cardiaca normal, pressao arterial e
frequéncia respiratérias normais. Abdome escavado, ruidos hidroaéreos
presentes, doloroso a palpacdo profunda de hipogéstrio, auséncia de

visceromegalias.

O paciente ficou internado por 40 dias, periodo no qual realizou uma extensa
propedéutica investigativa com realizagdo de exames laboratoriais, exames de

imagem e procedimentos diagnésticos invasivos.

Na investigacdo laboratorial, a glicose apresentava discreta alteracdo, porém
as demais exames como hemograma, ionograma, funcdo renal e funcéo
tireoideana ndo apresentaram nenhuma alteracdo. Dosagem de Peptidio C,
insulina, amilase, lipase, transaminases, fosfatase alcalina, gama gt, proteina C
reativa, lactato, desidrogenase lactea se apresentaram normais. Sorologias
para Hepatite B, Hepatite C, Sifilis, HIV e teste para tuberculose também foram
avaliados, sendo também normais, assim como as radiografias de térax e

abdome.

Na avaliagdo complementar, a endoscopia digestiva alta (EDA) evidenciou
restos alimentares sugerindo gastroparesia, além de esofagite ndo erosiva com
moderada gastrite enantematosa do antro. A colonoscopia foi normal. Na
angiotomografia de abdome total, apresentava discreta falha de enchimento
em ramo colico esquerdo da artéria mesentérica superior. A arteriografia ndo
evidenciou alteragbes em vaso abdominais. Na tomografia computadorizada de
abdome total apresentava uma discreta reducdo do volume pancreatico (corpo
e cauda) com densidade heterogénia na cabeca do pancreas, imagem nodular
na glandula adrenal esquerda (adenoma) e cisto em polo superior de rim

esquerdo.
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Diante da duvida diagnostica, e com a persisténcia das dores abdominais, o
paciente foi submetido a uma videolaparoscopia exploradora, onde nao foram
evidenciados ascite e/ou massa tumorais visiveis e/ou implantes tumorais em
peritbnio parietal, e as al¢cas de intestino delgado e colon eram eutroficas, de
coloragdo atipica, com auséncia de sinais macroscopicos de hipoperfusédo
sanguinea intestinal. Durante o procedimento foi realizado bidpsia hepatica,
cujo laudo foi de alteracdes reativas leve do figado com fibrose e ectasia ductal

capsular focal.

Para tratamento da dor foram administrados tramadol (até 50mg VO de 6/6
horas) e morfina (2mg 1V) de resgate caso dor refrataria. Houve necessidade
do uso rotineiro de morfina sem melhora do quadro, somado a episédios

repetidos de insonia.

Como na tomografia de abdome havia alteracdes sugestivas de pancreatite
crbnica foi iniciado o tratamento empirico com enzimas pancreéticas, porém o

mesmo nao apresentou resultado clinico.

Diante da extensa investigacdo diagnéstica, e sem dados que evidenciassem
tumor, doenca infecciosa, enddcrina ou digestiva, aventou-se a hipotese de dor
associada a uma caquexia neuropatica diabetica. Dessa forma, o paciente foi
medicado com amitriptilina 25 mg/dia, com melhora gradativa da dor a medida
que a mediacdo era ajustada para 75mg/dia, com reducdo também gradativa
nas doses de morfina até sua suspensdo, quando o0 paciente apresentou

remissao completa da dor e da insbnia.

Apo6s a melhora da dor com o tratamento medicamentoso o paciente recebeu
alta hospitalar com prescricdo de 75mg de amitriptilina ao dia e insulina NPH

16 Ul/dia (NPH de 10 Ul / as 8 horas e 6 Ul / as 18 horas). A partir de entdo
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paciente foi orientado a fazer acompanhamento regular nos ambulatérios de
Gastroenterologia e de Endocrinologia do Hospital Da Santa Casa de

Misericordia de Vitoria.

Em consultas periddicas nos ambulatérios de Gatroenterologia e
Endocrinologia, o paciente apresentou ganho ponderal importante de 25kg
recuperando paulatinamente a massa corporal de origem, e realizou exames
complementares de seguimento. Entre eles: a) uma eletroneutomiografia, onde
os dados eletromiogréficos e eletroneurograficos evidenciavam sinas de um
processo neuropatico sensitivo motor, crénico acometendo os MMIl e MMSS
de caracteristicas axonais e mielinicas e comprometimento de intensidade
moderada, revelando quadro de polineuropatia sensitivo motora crénica axonal
e mielinica de intensidade moderada de predominio sensitivo e nos MMII; b)
um ecocardiograma, apresentando uma disfuncdo diastélica grau | e ectasia
discreta do seio adrtico; ¢) um Raio X de térax com pequeno nédulo de aspecto

residual no terco superior do pulmao esquerdo e o restante sem alteracoes.

Durante as consultas de seguimento, o paciente ndo apresentou alteragcdes em
exames de hemograma, plaquetas, leucécitos, urina, exame parasitoldgico,
proteinas totais, enzimas hepatica, provas de funcdo renal e tireoidiana,
ionograma e sorologias para HIV, hepatite B e C e sifilis. Os controles de
glicose de jejum ficaram em torno de 170mg/dL, de glicose pés-prandial em
torno de 194mg/dL, a hemoglobina glicada de 7,6mg/dL e o LDL por volta de

120mg/dL.

Durante 0s seis meses iniciais de acompanhamento foram realizadas
fotografias do paciente para comparacédo de ganho ponderal (Fig.1), sendo que

na ultima consulta 0 mesmo apresentava 77kg (27 kg a mais desde o inicio do
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tratamento). Nesta Ultima consulta, fazia uso continuo de omeprazol 20mg pela
manha, insulina NPH 15U pela manh& e 6U a noite, sinvastatina 20mg/dia e

amtriptilina 75mg/dia.

Apesar da melhora da dor abdominal, o paciente ainda relatava diminuicéo de
forca muscular em membros, principalmente em membros inferiores, além de

parestesia importante em toda regido de abdome.
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1.6 DISCUSSAO

A caquexia neuropatica diabética € uma doenca extremamente rara, sendo
relatados em torno de 35 casos no mundo desde que foi descrita pela primeira
vez em 1974 por Ellenbeg. Nos casos descritos, as dores neuropaticas e a

perda ponderal importante sdo descritos como 0s principais sintomas relatados
[3].

Nos casos descritos na literatura, o diagnéstico de diabetes mellitus estava
presente nos pacientes antes da internacdo, entretanto muitos realizavam
tratamento e acompanhamento inadequado. Os pacientes descritos eram
predominantemente de meia-idade, do sexo masculino, com diabetes do tipo 2,
em uso de hipoglicemiantes orais [1,4-8]. Essas caracteristicas também foram
encontradas no paciente deste relato, sendo um homem de 50 anos, com

diabetes tipo 2, em uso irregular de hipoglicemiantes orais.

No paciente em questdo, obteve-se grande dificuldade para inserir e nos
orientar nas hipoéteses diagndsticas de uma possivel complicacdo da diabetes:
a neuropatia diabética. Uma vez que o paciente mesmo apresentando historia
de diabetes, porém sem orientacdo e medicacdo para a mesma, possuia um
quadro clinico variado, com padrdo de dor atipico, sendo sua principal

sintomatologia a dor abdominal de forte intensidade.

A etiologia da caquexia neuropatica diabética ainda permanece obscura. O
catabolismo proteico exagerado devido ao pobre controle da glicemia pode ser
uma das possiveis causas. Além disso, a eventual resolugdo dos sintomas com
concomitante ganho de peso sugere um processo essencialmente metabdlico

[3,9-10].



21

Um fator complicador para a avaliacdo diagnostica do paciente foi o fato dos
exames laboratoriais apresentarem niveis glicémicos acima do limite permitido,
porém ndo o bastante para caracterizar qualquer possivel complicacdo
associada ao diabetes. Esse dado torna-se importante, pois correlaciona-se
com os casos relatados na literatura com CND, onde a alteragdo da glicemia
geralmente é leve, sendo na maioria das vezes controlada, pelo menos
inicialmente, com dieta e hipoglicemiantes orais. Contudo, em alguns desses
pacientes, o diabetes ndo consegue ser suficientemente controlado com
agentes orais, sendo necessario o uso de insulina [1-2,8]. No caso relatado, a
administracdo de insulina foi necessaria a medida que o quadro de dor

abdominal foi resolvendo-se e o paciente comegou a ganhar peso.

Na internacédo hospitalar do paciente relatado, 0 mesmo tem como queixa
principal as dores difusas em regido abdominal e o emagrecimento importante
de 30% de peso corporal. Tendo em vista que os sinais e sintomas de CND
podem levar a uma hipétese diagnéstica de cancer oculto, as causas de perda
de peso devem ser cuidadosamente investigadas, e uma terapia adequada
deve ser fornecida em um tempo habil [2,4,11]. Diante de um quadro de
importante perda ponderal, de acordo com a literatura, € comum pensar-se em
uma neuropatia carcinomatosa, o0 que foi descartado em propedéutica

adequada, apoés a laparoscopia exploradora.

Ainda durante a investigacdo para a dor abdominal do paciente foi descartado
o diagndstico de sindrome da artéria mesentérica superior, pancreatite cronica
e angina mesentérica ap0s a realizacdo de tomografia e angiografia de

abdome.



22

Neste caso, nos deparamos com a dificuldade no diagnéstico pois o paciente
apresentava dor abdominal difusa, fato que ndo é comumente relatado na
literatura. De acordo com os estudos, as dores na CND caracteriza-se também
como dor em queimacao, porém com caracteristicas diferentes da citada, onde
0 sintoma é mais predominante em regido de tronco e em regido proximal dos

membros [1,12].

Baseado em exames iniciais de imagem, como na tomografia, e associado com
a clinica de dor abdominal de forte intensidade e histéria de etilismo crénico, o
diagndstico de pancreatite cronica foi descartado apds a introducédo de enzimas
pancreaticas sem melhora do quadro. Apesar desses resultados, tal ponto € de
fundamental importancia para gerar suposicoes a respeito da CND. De acordo
com um estudo [13], uma série de individuos apresentou uma sindrome de ma
absorcdo e/ou alteracdes dos habitos intestinais associada a méa absorcédo de
gordura, sendo essa caracteristica associada a uma insuficiéncia pancreética,
porém com mecanismos disabsortivos, ndo sendo muito claros, apenas pela

insuficiéncia pancreatica apresentada.

Ao excluir a pancreatite cronica como uma das causas da dor abdominal, foram
solicitados exames mais especificos para a investigacoes de lesdes em regido
da arterial intestinal e de possiveis alteracfes que pudessem mostrar qualquer
alteracdo do trato gastrointestinal. Nesse sentido, uma angiotomografia
computadorizada de abdome total e uma arteriografia dos vasos abdominais,
que evidenciou discreta falha de enchimento colico esquerdo, foram suficientes
para descratar tais hipoteses ja que esses exames seriam favoraveis para um

possivel diagnoéstico de ocluséo arterial como causa da dor abdominal.
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Na endoscopia digestiva alta, o resultado nos mostrou um dado importante que
pode ser correlacionado com os relatos dos artigos publicados sobre a CND,
onde a gastroparesia grave, documentada em alguns pacientes, pode ser um
fator contributivo para perda de peso e € evidenciada em pacientes que
possuem diabetes porém com glicemia ndo controlada [3,9-10]. A colonoscopia

ndo apresentou dados que nos ajudasse a concluir algum diagnéstico, mas foi

importante na exclusdo de neoplasia do intestino grosso.

O fato da dor abdominal relatada pelo paciente ser refrataria ao tratamento
medicamentoso com analgésicos potentes e opidides, condiz com os relatos
citados na literatura em que os analgésicos opidides raramente tém beneficio
no tratamento da neuropatia dolorosa e, apesar de sua ampla utilizagéo,

devem ser evitadas devido ao risco de dependéncia [1].

Na maioria dos casos descritos, os distirbios emocionais sdo graves e
proeminentes. Eles, invariavelmente caminham para a depressao aguda com
crises de choro, insbnia, ansiedade e com marcante anorexia, sendo por isso
outro fator importante para a perda de peso. A depressao parece ser uma parte
integrante da sindrome como um sintoma, em vez de um fator causal
independente, e sua explicacdo néo € clara [3,6,8,11]. Dentre os sintomas
acima, nosso paciente, apresentou pequenos sintomas depressivos, nao
evoluindo para forma grave, porém contribuindo significativamente para a

hiporexia e a perda de peso do paciente.

Schipper e Poleski [12] descreveram que as dores que se restringem aos
dermatomos toracicos mais baixos e lombares superiores geralmente sugerem
doenca visceral do abdémen. A dor atinge o auge de intensidade dentro de

alguns dias do inicio, mas pode piorar ao longo de semanas ou meses antes
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de um platé ser atingido. Raramente, a dor pode ser tdo grave a ponto de
sugerir a presenca de abdémen agudo. Porém, quando ha associacdo da
hiporexia, perda de peso e neuropatia autondmica, como no paciente que
descrevemos, ndo se pode descartar o diagnostico de neuropatia autondmica.
Anorexia e perda de peso acentuada frequentemente acompanham

radiculopatia diabética.

Apés toda a propedeutica realizada, a hipétese de CND foi aventada e o
tratamento empirico da patologia foi iniciado, como nos relatos citados na

literatura.

As opcOes de tratamento sdo limitadas e geralmente ineficazes em alguns
pacientes, embora Gade et al. relatem uma resposta benéfica para a terapia de
combinacdo com amitriptiina e flufenazina. Apesar disso, o progndstico
geralmente € bom e o0s pacientes geralmente recuperam seu peso, com
resolucdo dos sintomas sensoriais dolorosos dentro de um a dois anos, embora
déficits residuais possam persistir [1,7,10-11,14]. Com a introducdo da
amtriptiina no paciente do caso atual, na dose de 75mg/dia, 0 mesmo
apresentou melhora importante da dor, podendo o tratamento ser realizado em

domicilio.

De acordo com a literatura, um dos pontos principais do tratamento é o controle

rigoroso da glicemia, o qual foi iniciado o uso de insulina regular.

O seguimento do paciente do caso foi realizado em consultas regulares a cada
2 meses até completar 6 meses. Durante esse periodo, foram realizadas
consultas nos ambulatérios de gastroenterologia, para analise do peso e
controle da dor abdominal, e no ambulatorio de endocrinologia do HSCMV para

o controle do diabetes.
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Em todas as consultas, o paciente realizou exames de rotina, com enfoque
para controle da diabetes, sendo este de dificil controle, principalmente pela
rapida recuperacdo do peso. Um dos exames relatados na literatura, e também
mais sensivel para neuropatia diabética, seria a bidpsia neural e muscular, em
que demonstra atrofia neurogénica do musculo, com acentuado envolvimento
das fibras mielinicas grandes e pequenas, com degeneracao axonal [3,9-10,15-
16]. Porém no paciente em estudo, optou-se pela realizacdo de uma
eletroneuromiografia que também pode ser usado para descrever possiveis
lesbes da complicagcdo da diabetes [1]. O resultado desse exame foi a
presenca da polineuropatia sensitiva motora crénica axonal e mielinica de

intensidade moderada de predominio sensitivo e nos membros inferiores.

Com o seguimento adequado, observou-se a recuperacédo do peso, com ganho
ponderal de cerca de 25kg, bem como grande melhora do estado geral,
diminuicdo da dor abdominal, sono reparador, e melhora dos sintomas
depressivos. Nos casos descritos, o controle do peso é adquirido com até 2
anos apoés o controle dos sintomas, entretanto em nosso paciente, o retorno ao
peso habitual foi atingido em 6 meses, porém ainda apresentava desconforto
abdominal e dores neuropaticas em membros inferiores, fatos esses que
esperamos que regridam com a evolugdo do tratamento ao longo do tempo

[1,7,10-11,14].
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1.7 CONCLUSAO

Por tratar-se de uma das apresentacdes mais raras de neuropatia diabética, a
dor abdominal nem sempre é lembrada como causa de CND, por isso ainda ha
grandes desafios no que diz respeito ao diagndstico adequado e o tratamento
especifico. A falta de diagndstico precoce da caquexia neuropatica diabética
pode levar a um impacto iatrogénico de tratamentos especificos sobre

morbidades existentes ou até mesmo inexistentes.

O relato deste caso visa divulgar essa entidade em meios cientificos para maior
conhecimento, por parte das equipes médicas, a respeito dessa doenca, bem
como, estimular a investigacdo de caquexia neuropatica diabética como
diagnéstico diferencial em pacientes com histéria de perda de peso importante

associada a dor abdominal.
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Fig.1 - Evolugdo do paciente da internagdo aos seis
meses de seguimento.
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2 TERMO DE CONSENTIMENTO LIVRE E ESCLARECIDO

TERMO DE CONSENTIMENTO LIVRE E ESCLARECIDO

Prezado paciente,

O senhor esta sendo convidado a participar de um Relato de Caso. Por favor, leia este
documento com bastante atencao antes de assina-lo. Caso haja alguma palavra ou frase que o
senhor ndo consiga entender, converse com o pesquisador responsavel pelo estudo ou com
um membro da equipe desta pesquisa para esclarecé-los.

O objetivo deste estudo é relatar o caso de um paciente com o diagndstico de caquexia
diabética neuropatica associada a dor abdominal, para apresentacdo e divulgacdo de
conhecimento cientifico aos profissionais da area e demais interessados.

Este estudo sera realizado no Ambulatério de Gastroenterologia do Hospital Santa
Casa de Misericérdia de Vitéria (HSCMV) sob supervisdo dos pesquisadores. O senhor foi
escolhido para participar porque a Caquexia Diabética Neuropdtica é rara, com poucos casos
relatados na literatura. Apés entender e concordar em participar havera acesso aos dados do
seu prontuario, onde exames laboratoriais e de imagem assim como a histéria clinica serédo
analisados.

N&o ha beneficio direto para o participante deste estudo. Porém contribuird na melhoria

do atendimento e aprendizado médico. A ndo aceitacdo deste termo ndo ir4 influenciar na
conduta do seu tratamento hem no seu relacionamento com a equipe meédica. Os resultados
desta pesquisa poderdo ser apresentados em reunies e/ou publicagdes, contudo, sua
identidade ndo seréa revelada durante essas apresentacoes.
Caso vocé tenha alguma divida relacionada ao estudo, podera entrar em contato com a
Pesquisadora responsavel, Dra. Livia Zardo Trindade, (Tel. 27 3212 7200) ou com oS
académicos Fabio Favarato Scopel (Tel. 27 999742108), Fernanda Liibe Antunes Pereira (Tel.
27 992788286), Luiz Carlos Barros de Castro Segundo (Tel. 27 999530202) ou Madson
Macédo Souza (Tel. 27 998716706).

Ainda podera recorrer ao Comité de Etica em Pesquisa com Seres Humanos da
EMESCAM (Tel. 27 3324-3586), situado na Avenida Nossa Senhora da Penha, 2190, Santa
Luzia, Vitéria — ES. CEP: 29045-402.

Vocé receberd uma cépia deste documento assinado.

Apos ter lido este documento, eu ,
RG n°; / CPF ne°: , declaro que entendi todas as
informacdes fornecidas sobre a minha participacdo na pesquisa, e concordo em participar de
forma voluntaria.

Autorizo, também, a divulgacdo dos dados obtidos pela pesquisa para fins cientificos, desde
que respeitada a privacidade dos dados individuais.

Vitoria, de 2014.

Assinatura do paciente ou responsavel
Documento de identidade n°
Assinatura do pesquisador responsavel
Documento de identidade n°
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Namero do Parecer: 848 209
Data da Relatoria: 27/10/2014

Apresentagio do Projeto:

O presente projeto de pesquisa consiste no relato de caso de um paciente com caquexia neuropatica
diabética associada a dor abdominal recorrente que esteve internado na Santa Casa e permanece em
acompanhamento no ambulatério de gastroenterologia da Santa Casa.

O projeto se justifica pois a caquexia neuropatica diabética é considerada a forma mais rara da neuropatia
diabética. De todos os sinais e sintomas, os mais encontrados na literatura englobam a perda ponderal, dor
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Objetivo da Pesquisa:

Objetivo primario:

- Relatar o caso de um paciente do Hospital Santa Casa de Misericordia de Vitoria (HSCMV) com o

diagnostico de Caguexia Neuropatica Diabética.
Objetivo secundario:

- Alertar sobre a importdncia do diagndstico e tratamento precoces com o objetivo de amenizar a
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- Fomentar a discussdo e a investigacdo de casos de caquexia neuropatica diabética na comunidade
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Avaliagdo dos Riscos e Beneficios:

Estudo retrospectivo que tem como base a analise de dados de prontuarios, ndo havera portanto
interferéncia na conduta instituida pelo médico assistente. Os pesquisadores garantem manter a guarda
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Points to consider before submission

Please think carefully about the following points and make the appropriate
declarations.

Redundant or duplicate publication

We ask you to confirm that your paper has not been published in its current
form or a substantially similar form (in print or electronically, including on a web
site), that it has not been accepted for publication elsewhere, and that it is not
under consideration by another publication. The International Committee of
Medical Journal Editors has provided details of what is and what is not duplicate

or redundant publication (www.icmje.orq). If you are in doubt (particularly in the

case of material that you have posted on a web site), we ask you to proceed
with your submission but to include a copy of the relevant previously published
work or work under consideration by other journals. In your covering letter to the
editors, draw attention to any published work that concerns the same patients

or subjects as the present paper.

Conflicts of interest

Authors must state all possible conflicts of interest in the manuscript, including
financial, consultant, institutional and other relationships that might lead to bias
or a conflict of interest. If there is no conflict of interest, this should also be
explicitly stated as none declared. All sources of funding should be
acknowledged in the manuscript. All relevant conflicts of interest and sources of
funding should be included on the title page of the manuscript with the heading

“Conflicts of Interest and Source of Funding:”. For example:

Conflicts of Interest and Source of Funding: A has received honoraria from
Company Z. B is currently receiving a grant (#12345) from Organization Y, and
is on the speaker’s bureau for Organization X — the CME organizers for

Company A. For the remaining authors none were declared.

In addition, each author must complete and submit the journal’'s copyright

transfer agreement, which includes a section on the disclosure of potential
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conflicts of interest based on the recommendations of the International
Committee of Medical Journal Editors, “Uniform Requirements for Manuscripts
Submitted to Biomedical Journals” (www.icmje.org/update.html). The form is

readily available on the manuscript submission

page www.editorialmanager.com/ejgh and can be completed and submitted

electronically. Please note that authors may sign the copyright transfer
agreement form electronically. For additional information about electronically
signing this form, go to http://links.lww.com/ZUAT/A106.

Permissions to reproduce previously published material

Authors should include with their submission copies of written permission to
reproduce material published elsewhere (such as illustrations) from the
copyright holder. Authors are responsible for paying any fees to reproduce

material.

Patient consent forms

Patients have a right to privacy that should not be infringed without informed
consent. Identifying details (written or photographic) should be omitted if they
are not essential, but patient data should never be altered or falsified in an
attempt to attain anonymity. Complete anonymity is difficult to achieve, and a
consent form should be obtained if there is any doubt. For example, masking
the eye region in photographs of patients is inadequate protection of anonymity.
When informed consent has been obtained it should be indicated in the

published article.

A statement to the effect that such consent had been obtained must be included
in the ‘Methods’ section of your paper and an example of the consent form you

used must be uploaded with your manuscript.

Ethics committee approval

You must state clearly in your submission in the Methods section that you

conducted studies on human participants must with the approval of an
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appropriate named ethics committee. Please also look at the latest version of
the Declaration of Helsinki. Clinical studies should be in accordance with the
latest publication of ‘Good Clinical Practice’. Similarly, you must confirm that
experiments involving animals adhered to ethical standards and must state the

care of animal and licensing guidelines under which the study was performed.

Authorship

All authors must sign copyright forms accompanying their submission to confirm
that they have read and approved the paper, that they have met the criteria for
authorship as established by the International Committee of Medical Journal
Editors, that they believe that the paper represents honest work, and that they

are able to verify the validity of the results reported.

Compliance with NIH and Other Research Funding Agency Accessibility
Requirements

A number of research funding agencies now require or request authors to
submit the post-print (the article after peer review and acceptance but not the
final published article) to a repository that is accessible online by all without
charge. As a service to our authors, LWW will identify to the National Library of
Medicine (NLM) articles that require deposit and will transmit the post-print of an
article based on research funded in whole or in part by the National Institutes of
Health, Wellcome Trust, Howard Hughes Medical Institute, or other funding
agencies to PubMed Central. The Copyright Transfer Agreement provides the

mechanism.

Copyright assignment

Papers are accepted for publication on the understanding that exclusive
copyright in the paper is assigned to the Publisher. Authors are asked to submit
signed copyright assignment form with their paper. They may use material from

their paper in other works published by them after seeking formal permission.
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Submissions
All manuscripts and materials must be submitted through the web-based
tracking system at https://www.editorialmanager.com/ejgh/. The site contains

instructions and advice on how to use the system. Authors should NOT in
addition then post a hard copy submission to the editorial office, unless you are
supplying artwork, letters or files that cannot be submitted electronically, or
have been instructed to do so by the editorial office. For those authors who
have no option but to submit by mail please contact the Editorial

Office editiorial.office@wolterskluwer.com. Submitted articles undergo a

preliminary review by the editors. Some articles may be returned to authors
without further consideration. Those being considered for publication will
undergo further assessment and peer-review by the editors and those invited to

do so from the board and reviewer pool.

Double spacing should be used throughout the manuscript, which should
include the following sections, each starting on a separate page: title page,
abstract and keywords, text, acknowledgements, references, individual tables
and captions. Margins should be not less than 3 cm. Pages should be
numbered consecutively, beginning with the Title Page, and the page number
should be placed in the top right hand corner of each page. Abbreviations
should be defined on their first appearance in the text; those not accepted by

international bodies should be avoided.
Before submitting to the journal make sure you have provided:
+ information whether submission contains previously published material
+ conflicts of interest
+ patient’s consent forms
» approval from the local Ethics Committee
» description of authors contributions to the study

* information who performed statistical analysis
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mailto:editiorial.office@wolterskluwer.com
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Presentation of Papers
Title Page

The Title Page should carry the full title of the paper and a short title, of no more
than 45 characters and spaces, to be used as a ‘running head’ (and which
should be so identified). The first name, middle initial and last name of each
author should appear. If the work is to be attributed to a department or
institution, its full name should be included. Any disclaimers should appear on
the Title Page, as should the name and address of the author responsible for
correspondence concerning the manuscript and the name and address of the
author to whom requests for reprints should be made. Finally, the Title Page
should include a statement of conflicts of interest and source of funding, and

when none state “none declared”.

Abstracts

The second page should carry a structured abstract of no more than 250 words
for in-depth reviews and original papers. Case reports and letters to the editor
should not have an abstract. The abstract should state the Objective(s) of the
study or investigation, basic Methods (selection of study subjects or laboratory
animals; observational and analytical methods), main Results (giving specific
data and their statistical significance, if possible), and the principal Conclusions.

It should emphasise new and important aspects of the study or observations.

Keywords

The abstract should be followed by a list of 3—10 keywords or short phrases
which will assist the cross-indexing of the article and which may be published.
When possible, the terms used should be from the Medical Subject Headings
list of the National Library of Medicine

(http://www.nlm.nih.gov/mesh/meshhome.html).

Text

Full papers of an experimental or observational nature may be divided into
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54

sections headed Introduction, Methods (including ethical and statistical
information), Results and Discussion (including a conclusion), although reviews

may require a different format.

Word limit for original studies and reviews is 5000 words, case reports 3.500

words and letters 1500 words (tables and figures are not counted).

Acknowledgements

Acknowledgements should be made only to those who have made a substantial
contribution to the study. Authors are responsible for obtaining written
permission from people acknowledged by name in case readers infer their

endorsement of data and conclusions.

References

References should be numbered consecutively in the order in which they first
appear in the text. They should be assigned Arabic numerals, which should be
given in brackets, e.g. [17]. References should include the names of all authors
when six or fewer; when seven or more, list only the first six names and add et
al.References should also include full titte and source information. Journal
names should be abbreviated as in MEDLINE (NLM Catalog,

http://www.ncbi.nlm.nih.gov/nimcataloq).

Articles in journals
Standard journal article:

Simopoulos AP. The traditional diet of Greece and cancer. Eur J of Cancer
Prev 2004;13:219-230.

Tan MP, Newton JL, Chadwick TJ, Gray JC, Nath S, Parry SW. Home

orthostatic training in vasovagal syncope. Europace 2010;12:240-246.
More than six authors:

Schaefer M, Schmidt F, Folwaczny C, Lorenz R, Martin G, Schindlbeck N, et al.
Adherence and mental side effects during hepatitis C treatment with interferon
alfa and ribavirin in psychiatric risk groups. Hepatology 2003;37:443-451.
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Supplements:
Matthews G, Kronborg 1J, Dore GJ. Treatment for hepatitis C virus infection
among current injection drug users in Australia. Clin Infect Dis 2005;40(Suppl
5):S325-S329

Books

Book:
Whitehead WE, Schuster MM. Gastrointestinal Disorders. Behavioral and

Physiological Basis for Treatment. Orlando: Academic Press; 1985.
Chapter in a book:

Dancygier H, Lightdale CJ, Stevens PDDancygier H, Lightdale CJ. Endoscopic
ultrasonography of the upper gastrointestinal tract and colon. Endosonography
in gastroenterology: principles, techniques, findings. 1999 Stuttgart Thieme
Verlag:13-175.

Online
Snyder CL, Young DO, Green PHR, Taylor AKPagon RA, Bird TC, Dolan CR,
Stephens K. Celiac disease GeneReviews [Online, 03 July 2008]. 1993 Seattle

University of Washington.

Personal communications and unpublished work should not feature in the
reference list but should appear in parentheses in the text. Unpublished work
accepted for publication but not yet released should be included in the
reference list with the words ‘in press’ in parentheses beside the name of the
journal concerned. References must be verified by the author(s) against the

original documents.

Tables

Each table should be typed on a separate sheet in double spacing. Tables
should not be submitted as photographs. Each table should be assigned an
Arabic numeral, e.g. (Table 3) and a brief title. Vertical rules should not be used.
Place explanatory matter in footnotes, not in the heading. Explain in footnotes

all non-standard abbreviations that are used in each table. Identify statistical
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measures of variations, such as standard deviation and standard error of the

mean.

Be sure that each table is cited in the text. If you use data from another

published or unpublished source, obtain permission and acknowledge the

source fully.

lllustrations
A) Creating Digital Artwork

1.

Learn about the publication requirements for Digital
Artwork: http://links.lww.com/ES/A42

Create, Scan and Save your artwork and compare your final figure to the
Digital Artwork Guideline Checklist (below).

Upload each figure to Editorial Manager in conjunction with your

manuscript text and tables.

B) Digital Artwork Guideline Checklist

Here are the basics to have in place before submitting your digital artwork:

Artwork should be saved as TIFF, EPS, or MS Office (DOC, PPT, XLS)
files. High resolution PDF files are also acceptable.

Crop out any white or black space surrounding the image.

Diagrams, drawings, graphs, and other line art must be vector or saved
at a resolution of at least 1200 dpi. If created in an MS Office program,
send the native (DOC, PPT, XLS) file.

Photographs, radiographs and other halftone images must be saved at a

resolution of at least 300 dpi.

Photographs and radiographs with text must be saved as postscript or at
a resolution of at least 600 dpi.

Each figure must be saved and submitted as a separate file. Figures
should not be embedded in the manuscript text file.


http://links.lww.com/es/a42
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Remember:

Cite figures consecutively in your manuscript using Arabic numerals in

parentheses, e.g. (Fig. 2).

Number figures in the figure legend in the order in which they are

discussed.

Upload figures consecutively to the Editorial Manager web site and enter
figure numbers consecutively in the Description field when uploading the

files.

If hard copies are submitted they should have a label pasted to the back
bearing the figure number, the title of the paper, the author's name and a

mark indicating the top of the figure.

lllustrations should be presented to a width of 82 mm or, when the

illustration demands it, to a width of 166 mm.
Photomicrographs must have internal scale markers.

If photographs of people are used, their identities must be obscured or
the picture must be accompanied by written consent to use the

photograph.

If a figure has been published before, the original source must be
acknowledged and written permission from the copyright holder for both
print and electronic formats should be submitted with the material.
Permission is required regardless of authorship or publisher, except for

documents in the public domain.

Figures may be reduced, cropped or deleted at the discretion of the
editor. Colour illustrations are acceptable but authors will be expected to
cover the extra reproduction costs (for current charges, contact the
publisher).

Legends for illustrations
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Captions should be typed in double spacing, beginning on a separate sheet of
paper. Each one should have an Arabic numeral corresponding to the
illustration to which it refers. Internal scales should be explained and staining

methods for photomicrographs should be identified.

Units of measurement

Measurements of length, height, weight, and volume should be reported in
metric units (metre, kilogram, or litre) or their decimal multiples. Temperatures
should be given in degrees Celsius. Blood pressures should be given in

millimetres of mercury.

All haematologic and clinical chemistry measurements should be reported in the
metric system in terms of the International System of Units (SI). Editors may
request that alternative or non-Sl units be added by the authors before

publication.

Abbreviations and symbols

Use only standard abbreviations. Avoid abbreviations in the title and abstract.
The full term for which an abbreviation stands should precede its first use in the

text unless it is a standard unit of measurement.

Supplemental Digital Content

Supplemental Digital Content (SDC): Authors may submit SDC via Editorial
Manager to LWW journals that enhance their article's text to be considered for
online posting. SDC may include standard media such as text documents,
graphs, audio, video, etc. On the Attach Files page of the submission process,
please select Supplemental Audio, Video, or Data for your uploaded file as the
Submission Item. If an article with SDC is accepted, our production staff will
create a URL with the SDC file. The URL will be placed in the call-out within the
article. SDC files are not copy-edited by LWW staff, they will be presented
digitally as submitted. For a list of all available file types and detailed

instructions, please visit http://links.lww.com/A142.
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SDC Call-outs

Supplemental Digital Content must be cited consecutively in the text of the
submitted manuscript. Citations should include the type of material submitted
(Audio, Figure, Table, etc.), be clearly labeled as "Supplemental Digital
Content," include the sequential list number, and provide a description of the
supplemental content. All descriptive text should be included in the call-out as it

will not appear elsewhere in the article.

Example:
We performed many tests on the degrees of flexibility in the elbow (see Video,
Supplemental Digital Content 1, which demonstrates elbow flexibility) and found

our results inconclusive.

List of Supplemental Digital Content

A listing of Supplemental Digital Content must be submitted at the end of the
manuscript file. Include the SDC number and file type of the Supplemental
Digital Content. This text will be removed by our production staff and not be
published.
Example:

Supplemental Digital Content 1.wmv

SDC File Requirements

All acceptable file types are permissible up to 10 MBs. For audio or video files
greater than 10 MBs, authors should first query the journal office for approval.
For a list of all available file types and detailed instructions, please
visit http://links.lww.com/A142.

Offprints
Offprints may be purchased using the appropriate form that will be made


http://links.lww.com/a142
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available with proofs. Orders should be sent when the proofs are returned,;

orders received after this time cannot be fulfilled.

Letters to the Editor

Letters commenting on papers in EJGH will be considered for publication. They
should be submitted within 4 weeks of the appearance of the original item and
be 300 words, or shorter. Such letters will be passed to the authors of the

original paper, who will be offered an opportunity to reply.

Letters of general interest, up to 450 words long, will be peer reviewed if they
contain original data. They may contain one table, or one figure and have no
more than five references and up to five authors. Proofs will be sent out on

acceptance.

Please include with either category of letter a declaration of conflict of interest, if

any, e.g., conflict of interest: none (or declare conflict).

Open access

LWW’s hybrid open access option is offered to authors whose articles have
been accepted for publication. With this choice, articles are made freely
available online immediately upon publication. Authors may take advantage of
the open access option at the point of acceptance to ensure that this choice has
no influence on the peer review and acceptance process. These articles are
subject to the journal’'s standard peer-review process and will be accepted or

rejected based on their own merit.

Authors of accepted peer-reviewed articles have the choice to pay a fee to
allow perpetual unrestricted online access to their published article to readers
globally, immediately upon publication. The article processing charge
for European Journal of Gastroenterology & Hepatology is $2,000. The article
processing charge for authors funded by the Research Councils UK (RCUK) is
$2,540. The publication fee is charged on acceptance of the article and should
be paid within 30 days by credit card by the author, funding agency or

institution. Payment must be received in full for the article to be published open
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access. Any additional standard publication charges, such as for color images,

will also apply.

Authors retain copyright

Authors retain their copyright for all articles they opt to publish open access.
Authors grant LWW a license to publish the article and identify itself as the
original publisher.

Creative Commons license

Articles opting for open access will be freely available to read, download and
share from the time of publication. Articles are published under the terms of the
Creative Commons License Attribution-NonCommerical No Derivative 3.0 which
allows readers to disseminate and reuse the article, as well as share and reuse
of the scientific material. It does not permit commercial exploitation or the
creation of derivative works without specific permission. To view a copy of this

license visit: http://creativecommons.org/licenses/by-nc-nd/3.0.

Compliance with NIH, RCUK and other research funding agency
accessibility requirements

A number of research funding agencies now require or request authors to
submit the post-print (the article after peer review and acceptance but not the
final published article) to a repository that is accessible online by all without
charge. As a service to our authors, LWW identifies to the National Library of
Medicine (NLM) articles that require deposit and transmits the post-print of an
article based on research funded in whole or in part by the National Institutes of
Health, Howard Hughes Medical Institute, or other funding agencies to PubMed
Central. The revised Copyright Transfer Agreement provides the mechanism.
LWW ensures that authors can fully comply with the public access requirements
of major funding bodies worldwide. Additionally, all authors who choose the
open access option will have their final published article deposited into PubMed

Central.
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RCUK funded authors can choose to publish their paper as open access with
the payment of an article process charge, or opt for their accepted manuscript
to be deposited (green route) into PMC with an embargo.

With both the gold and green open access options, the author will continue to
sign the Copyright Transfer Agreement (CTA) as it provides the mechanism for
LWW to ensure that the author is fully compliant with the requirements. After
signature of the CTA, the author will then sign a License to Publish where they

will then own the copyright.

It is the responsibility of the author to inform the Editorial Office and/or LWW
that they have RCUK funding. LWW will not be held responsible for retroactive
deposits to PMC if the author has not completed the proper forms.

FAQ for open access

http://links.lww.com/LWW-ES/A48
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Delayed hypersensitivity reaction after initial dose of

infliximab: a case report

Anna Krajcovicova, Tibor Hlavaty, Zuzana Zelinkova, Juraj Letkovsky

and Martin Huorka

We report here an unusual case of delayed hypersensitivity
reaction in a young woman with ulcerative colitis after
the first administration of infliximab (IFX). The patient
developed severe serum-sickness-like reaction, and her
anti-IFX antibody titer increased rapidly after a single
infusion of IFX. The possible reason for the delayed
hypersensitivity reaction to a single IFX exposure might be
the presensitization of the patient by murine antigens as
she had been keeping mice and hamsters as pets for
several years. Eur J Gastroenterol Hepatol 26:485-487 ©
2014 Wolters Kluwer Health | Lippincott Williams & Wilkins.

Introduction

Infliximab (IFX) i1s a chimeric murine~human 1gG1
monoclonal antibody against tumor necrosis  factor-o
composed of human constant and murine variable regions.
It represents a valuable drug in the treatment of a variety
of immune-mediated diseases including inflammatory
bowel disease (IBD). As a foreign protein, it has the
potential to cause acute and delaved hypersensitivity
reactions. We report here a case of unusual delayed
hypersensitivity reaction after IFX initialization in a 20-
year-old female patient with ulcerative colitis.

Case report

A 20-year-old nonsmoking woman with steroid-dependent
ulcerative pancolitis since 2001 presented at the 1BD
Centre of the Department of Internal Medicine, Division
of Gastroenterology and Hepatology, University Hospital
Bratislava. Her history revealed primary sclerosing cholan-
gitis and seasonal allergic rhinoconjunctivitis. She did not
tolerate the treatment with 5-aminosalicvlates because of
nausea and vomiting and developed acute pancreatitis to
immune-suppressive  treatment with azathioprine and
cyclosporine. Because of steroid-dependent colitis, treat-
ment with [FX was initiated. She was premedicated with
200 mg hydrocortisone and received her first IFX infusion
at a dose of 5 mg/kg without acute complications. However,
she was seen at the Emergency Unit 3 days later with
a report of shivering, heart palpitations, nausea, vomiting,
flu-like symptoms, rhinitis, and general weakness. She had
no fever, headache, cough, or rash. Physical examination
revealed pain in the left hypogastrium and right hemi-
thorax. Blood tests showed modest leukocytosis
(10.6 % 10°/1), neutrophilia (8.3 x 10°/1), elevated platelet
count (565 x 10°/1), and relative lvmphocytopenia (10.5%).
Electrolytes, liver and renal function tests, amvlase,

0954-691X © 2014 Wolters Kluwer Health | Lippincott Williams & Wilkins
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myocardial-specific markers, C-reactive protein, and hemo-
static parameters were all within the normal range. Her
ECG at the time of examination and the chest radiograph
were unremarkable. After a few hours of monitoring, her
symptoms resolved and she was discharged. Over the next
2 days, she experienced several flares of shivering lasting
a few minutes that disappeared spontaneously. Ten days
later, she presented at the outpatient clinic in perfect
health without anv complaints. On further interrogation,
she mentioned that she was keeping mice and hamsters as
domestic pets and suffered bites and scratches from these
animals at least once a month. Two weeks after the
administration of [FX, anti-1FX antibodies (AT1) of the 1gG
group were assessed by Q-INFLIXI ELISA Quantitative
Analyses (Matriks Biotek, Ankara, Turkey) and their levels
were below the derection limit, whereas the levels of
IFX were at a therapeutic concentration of 7.1 pg/ml. Four
weeks later the level of IFX had decreased to 2.8 pg/ml
with ATl increasing to 152 IU/ml. Because of continuous
disease acuvity, treatment with adalimumab was initated.
The patient did not respond t adalimumab and therefore was
continued on low-dose corticosteroids.

Discussion

IFX therapy has proven its efficacy in the treatment of
Crohn's disease and ulceratve colias [1-3]. To date,
several large series assessing the long-term safety profile
of IFX in clinical practice have reported its overall good
tolerance [4-7], but hypersensitivity reactions occur In
3-13% of patients [4,6,8,9]. Infusion reactions that occur
within the first 24 h are classified as acute anaphylactic-
like reactions and have also been described during or after
the first administration. It 1s assumed that these reactions
are mostly non-IgE-mediated and are a result of direct
degranulation and activation of mast cells [10,11]. There

DOI: 10.1097/MEG.0000000000000049
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Fig. 1

IFX and ATl levels
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Course of first infliximab (IFX) administration and associated delayed reaction with development of antbodies to infliximab (ATI).

are case reports of anaphylactic reactions of type 1
hypersensitivity caused by release of histamine and other
cvtokines from mast cells mediated by [gE [12-14].

In contrast, delaved reactions occur 24h to 14 days after
an infusion and imitate serum sickness, a type Il
hypersensitivity reaction [15]. These tend to be asso-
ciated with episodic therapy that predisposes to the
development of antibodies to IFX (ATI) [11] and are
generally reported only after repetitive treatment with
IFX. So far, there has been only one case of delayed
hypersensitivity reaction occurring after the first 1FX
infusion [16]. The pathogenesis of these delayed
reactions is not fully understood, but the development
of antibodies to the murine component of [FX seems to
play a role. Several groups have shown that the
development of antibodies to 1FX correlates with
increased risk of delaved hypersensitivity infusion reac-
tions, as well as decreased drug concentration and clinical
response  [9,17-19]. However, the kinetics of ATl
development are unexplored as trials are mainly focused
on the clinical implications of antibodies to 1FX.

Nonetheless, it has been shown that sera from healthy
controls contain anti-animal antibodies that can arise from
iatrogenic and noniatrogenic causes. These antibodies also
include antibodies against murine immunoglobulins that
interfere with mouse monoclonal antibody-based two-site
assays causing their false-positive outcome [20]. In a
recent study, Steenholdt and colleagues [21] have shown
that pre-existing anti-murine antibodies reacting with the
Fab region of 1FX are present in healthy controls as well as
in IBD patients naive to IFX. High titers of these
antibodies were associated with poorer efficacy and safety
responses to IFX therapy. Moreover, patients who
experienced infusion reactions had significantly higher
levels of anti-murine antibodies in comparison with
patients with long-term remission on IFX [21].

The latter might be the case of the patient in this study
who unusually developed ATT after the first exposure to

IFX. This rapid immunization might result from sensitiza-
tion of her immune system to murine antigens during bites
and scratcches and may be the underlying cause of this
delayed hypersensitivity reaction occurring  after IFX
initialization (Fig 1).

"To the best of our knowledge, this is the first reported case
of a patient who developed delaved hypersensitivity
reaction after the first administration of IFX with a
documented history of rearing mice. Considering the
history of rearing of mice and hamsters, we hypothesize
that the patient had developed anti-murine antibodies
during contact with her rodent pets before the therapy
administration and that these antibodies had cross-reacted
with the murine part of IFX. Therefore, clinical question-
ing should include hamster/mouse exposure as a potential
nisk of immunogenicity. While considering the retreacment
of patients with IFX who have had an infusion reaction,
precaution should be taken to diminish the chance of
infusion reaction, taking account of premedication, im-
munosuppressive comedication, and adjustment of the
schedule and dosage of infusions.

Conclusion

Previous exposure to mice or hamsters might immunize
and precondition the patient to delayed hypersensitivity
reaction to 1FX even after the first infusion administration.
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