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RESUMO

Segundo a Organizacdo Mundial de Saude, as doencas sao consideradas
raras quando afetam até 65 pessoas em cada 100.000 individuos, ou seja, 1,3 para
cada 2.000 pessoas. A Sindrome de Osler-Weber-Rendu ou também conhecida
como Telangiectasia Hemorragica Hereditaria, € uma das doengas raras descritas
na literatura, de heranga autossémica dominante, que acomete o tecido fibrovascular
e afeta um a cada 5000/10000 pessoas. E caracterizada pela triade: epistaxes
recorrentes, telangiectasias em pele e mucosas e malformacbes arteriovenosas,
aléem do padrdo familiar. O diagnostico é baseado nos critérios de Curacao e
confrmado na presenca de no minimo trés das manifestacdes descritas
anteriormente. O tratamento é realizado de acordo com o tipo de manifestacao
apresentada. Este estudo descreve o padrao familiar da Telangiectasia Hemorragica
Hereditaria e suas manifestacdes clinicas no caso de uma familia com o pai de 60
anos de idade e duas filhas, com Sindrome de Rendu-Osler-Weber.

Palavras-Chave: Telangiectasia Hemorragica  Hereditaria, Malformagdes

Vasculares, Epistaxe, Hemorragia.



ABSTRACT

According to the World Health Organization, the disease is considered
rare when affect up to 65 people in every 100,000 individuals, i.e. 1.3 for every 2000
people. Osler-Weber-Rendu Syndrome or also known as Hereditary hemorrhagic
Telangiectasia, is a rare disease described in the literature, of autosomal dominant
inheritance, that affects the fibrovascular tissue and affects 1 every 5000/10000
people. It is characterized by the triad: epistaxes applicants, Telangiectasia on
mucous membranes and skin and arteriovenous malformations; In addition to the
familiar pattern. The diagnosis is based on the criteria of Curagao and confirmed in
the presence of at least three of the demonstrations described previously. The
treatment is performed according to the type of expression. This study describes the
familiar pattern of hereditary hemorrhagic Telangiectasia and its clinical
manifestations in the case of a family with the 60-year-old father and two daughters
with Rendu-Osler-Weber Syndrome.

Keywords: Telangiectasia Hereditary Heorrhagic, Vascular Malformations,

Epistaxis, Hemorrhages.
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1 INTRODUCAO

De acordo com a Organizacdo Mundial de Saude (OMS), as doencas
raras sao aquelas que afetam até 65 pessoas em cada 100.000 individuos, ou seja,
1,3 para cada 2000 pessoas. O numero exato de doencgas raras é desconhecido,
mas sao descritas de sete a oito mil doencas na literatura médica. De acordo com 0s
dados descritos acima, observa-se que apesar de individualmente serem raras, ha
um grupo significativo da populacdo acometida, o que desencadeia um problema de
saude publica (Ministério da Saude, 2014).

Diante disso, o Ministério de Saude, em 2014, estabeleceu diretrizes de
atencdo integral as pessoas com doencas raras no Sistema Unico de Saude (SUS).
Este documento estabelece que a Atencdo Basica seja a porta de entrada do
individuo e sua familia na rede. Em relacdo a Atencao especializada, pontua que os
Servicos de Atencdo Especializados em Doengas Raras sejam um complemento a
atencdo em saude, ja que a assisténcia deste usudrio deve ser centrada nas suas
necessidades. (Ministério da Saude, 2014).

Para os profissionais de saude da Atencéo Basica é fundamental que haja
uma educacéo permanente, para conseguirem manter a qualidade do atendimento e
a eficacia do progresso da linha de cuidado das pessoas com doencas raras,
garantindo processo formativo aos profissionais na assisténcia, aos pacientes e suas

familias. (Ministério da Saude, 2014).

Uma das doencgas raras descritas na literatura médica € a Telangiectasia
Hemorragica Hereditaria (THH) ou Sindrome de Rendu-Osler-Weber. Essa doenca
de heranca autossémica dominante acomete o tecido fibrovascular, ndo tendo
predilecao por etnia ou sexo e com uma incidéncia de 1:5000 a 1:10000 (te Veldhuis
et al, 2008; Juares et al, 2008; Lee et al, 2009; Santos et al, 2009). E
caracterizada por uma triade classica: malformacdes arteriovenosas (MAV),
epistaxes recorrentes, telangiectasias mucocutaneas e apresenta carater hereditario
(Haarmann et al., 2008; Serra et al., 2015).



Historico

O primeiro relato da sindrome foi em 1864, por Henry Gawen Sutton, que
descreveu um disturbio com presenca de epistaxe, telangiectasias cutaneas e
sangramentos internos. Em 1865, Benjamin Guy Babington observou o carater
hereditario da doenga e relatou epistaxes frequentes em cinco geragbes de uma
familia. Mas apenas em 1896, Henri Jules Louis Marie Rendu, foi quem diferenciou
pela primeira vez a doenga da hemofilia e contextualizou os episddios de epistaxes
como consequéncias de lesées no nariz. Publicou um caso clinico de um homem
com 52 anos, com historico de anemia, epistaxes frequentes, telangiectasias de
pele, labio, lingua e tecido mole e observou também problemas semelhantes
(presenca de sangramentos nasais) em familiares (Juares et al., 2008; Santos et al.,
2009; Scully et al., 2011; Sharathkumar & Shapiro, 2008; Fushizaki et al., 2003). Em
1901, Willian Osler publicou um relato de trés casos clinicos descrevendo
precisamente pela primeira vez o padrao hereditario da doencga, e foi quem observou
que as visceras também poderiam ser afetadas, apds realizar autopsia de um
homem (Juares et al., 2008; Santos et al., 2009; Fushizaki et al., 2003). Frederick
Parkes Weber fez uma descricdo de casos clinicos com lesbées em dedos, sob as
unhas, que ainda nao tinham sido relatadas anteriormente (Juares et al., 2008;
Santos et al., 2009; Fushizaki et al., 2003).

Apesar de a doenca ser conhecida pelo epénimo de Sindrome de Rendu-
Osler-Weber, em 1909 Hanes denominou-a como Telangiectasia Hereditaria
Hemorragica (THH) (Juares et al., 2008; Fushizaki et al., 2003).

Histopatologia

As manifestacbes clinicas conhecidas da doenca resultam de
anormalidades do tecido vascular. As telangiectasias aparecem como uma mancha
avermelhada na pele ou mucosa, com cerca de 1-2mm, que desaparece ap6s uma
ligeira pressdo (Sharathkumar & Shapiro, 2008; Hoop et al., 2013). Nos tecidos
normais, as arteriolas estdo conectadas as veias por multiplos capilares, na regiao
mais superficial da pele ou mucosa. No desenvolvimento das telangiectasias, ocorre
em um primeiro momento uma dilatacdo das vénulas, mas elas ainda estédo
conectadas as arteriolas por meio dos capilares. No caso de um estdgio mais
avancado, ha uma dilatagdo das vénulas e das arteriolas de modo que os capilares
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desaparecem propiciando a malformacao arteriovenosa, como fistulas e shunts. Em
ambos 0s casos, ha a presenca de um infiltrado linfocitico perivascular (te Veldhuis
et al., 2008; Juares et al., 2008; Lee et al., 2009; Santos et al., 2009; Sharathkumar
& Shapiro, 2008, Shovlin 2010).

Heranca Genética

A THH é uma doenga com padrao hereditario, autossémico dominante,
porém 20% dos casos nao apresenta histérico familiar, considerado como mutacdes
esporadicas (Juares et al., 2008; Lee et al., 2009; Folz et al., 2004).

Diversos estudos genéticos tém investigado as causas das THH. Ha
relato de varios genes associados a doenca, principalmente o Endoglin e o
ACRVL1\ALK1, mas percebe-se um disturbio heterogéneo geneticamente. Uma
mutagdo no gene Endoglin (ENG) no cromossomo 9, nos traz uma variante da
doenca, a Telangiectasia Hemorragica Hereditaria do tipo 1 (THH1), enquanto que
uma mutagao no receptor da Activina A Kinase 1(ALK1), no cromossomo 12 traz a
Telangiectasia Hereditaria Hemorragica do tipo 2 (THH2) (te Veldhuis et al., 2008;
Juares et al., 2008; Santos et al.,, 2009; Sharathkumar & Shapiro, 2008, Shovlin
2010; Serra et al., 2015). A THH1 estd associada a uma forma da doengca com
malformacgdes arteriovenosas pulmonares enquanto que a THH2 é uma forma mais
branda e com inicio tardio da doenca (Juares et al., 2008; Santos et al., 2009;
Fushizaki et al., 2003). As proteinas que sao codificadas por esses genes estdo
envolvidas na via de recep¢ao do fator de crescimento ((TGF)-B) que desempenham
um papel importante na angiogénese (Juares et al., 2008; Santos et al., 2009;
Fushizaki et al., 2003; Serra et al., 2015).

Alguns estudos também demonstram que mutacées em outros genes
trazem outras variantes da doenca, como muta¢cées no gene MADH4 ou SMAD4, no
cromossomo 18, ocasionando um tipo de THH combinada com polipo juvenil (te
Veldhuis et al., 2008; Folz et al., 2004; Sharathkumar & Shapiro, 2008, Shovlin
2010;); E no gene BMPRII, no cromossomo 2 contribui para pacientes com
caracteristicas de THH e Hipertensdo Pulmonar Priméaria (HPP) (Sharathkumar &
Shapiro, 2008).



11

Essas mutacbes causam alteracdes nas camadas elasticas e musculares
das paredes dos vasos, desencadeando uma perda da sua funcao contratil,
tornando-os mais frageis a ruptura, injurias e consequentemente do paciente ter

episodios de hemorragia e anemia (Lee et al., 2009).
Manifestacoes Clinicas e Diagnostico

As manifestacbes da doenga sao: (1) epistaxes recorrentes; (2)
telangiectasias em pele e mucosa (labio, cavidade oral, nariz, dedos); (3)
malformacgdes arteriovenosas (no nariz, tecido cutaneo, pulméo, cérebro, figado e
trato gastrointestinal); e (4) historico familiar (te Veldhus et al., 2008; Juares et al.,
2008; Harmann et al., 2007; Santos et al., 2009; Fushizaki et al., 2003; Serra et al.,
2015).

O diagnéstico clinico é baseado nos critérios de Curacdo estabelecidos
pela Fundagédo Internacional de Telangiectasia Hereditdria Hemorrdgica e é
confirmado na presenga de no minimo trés manifestagdes descritas anteriormente.
Na presenca de duas, ha apenas a suspeita da doenca (Juares et al., 2008;
Harmann et al., 2007; Fushizaki et al., 2003; Mylona et al., 2012; Serra et al., 2015).

Tratamento

Ha varias opcdes terapéuticas, porém sdo consideradas paliativas e nao
ha nenhum tratamento totalmente satisfatério (te Veldhus et al., 2008). A conduta
terapéutica deve ser considerada individualmente para cada paciente, devido as
diversas manifestacdes da doenca (te Veldhus et al., 2008).

As opgdes variam desde tamponamentos anteriores e posteriores da
cavidade nasal, cauterizacdo quimica, laser, embolizacao, ligaduras e tratamentos

cirurgicos (Juares et al., 2008).

As malformacdes arteriovenosas (MAV) podem causar um acentuado
grau de morbidade e até mortalidade, por isso um ponto a ser considerado é a
investigacdo de MAV néo identificada, pois o diagnéstico precoce é essencial em
pessoas de alto risco, a fim de iniciar o tratamento precoce e melhorar seu
prognéstico (Lee et al.,, 2009). As telangiectasias e MAV tendem a aumentar em
tamanho e niumero com o passar do tempo (Folz et al., 2004).
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Devido a importancia do conhecimento e da educagdo permanente dos
profissionais da saude, principalmente os que trabalham na Atencdo Basica, que
servirdo como a porta de entrada destes pacientes na rede, este estudo foi

conduzido.
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Abstract

Osler-Weber-Rend syndrome or also known as hereditary hemorrhagic
telangiectasia, a disease is autosomal dominant, which affects the fibrovascular
tissue and affects 1 each 5000/10000 people. Described as a rare disease, it is
characterized by the triad candidates epistaxis, telangiectasia on the skin, mucous
membranes and arterial and venous malformations; beyond the familiar pattern. The
criteria for Curacao are used for diagnosis, which is confirmed the presence of at
least three of the events described above. This article describes the familial
manifestation of hereditary hemorrhagic telangiectasia through the reporting of
clinical manifestations a 60-year-old father and two daughters who received the
diagnosis of the syndrome after starting evaluation of a dentist.

Keywords: Telangiectasia Hereditary Heorrhagic, Vascular Malformations, Epistaxis,
Hemorrhages.

Introduction

Sutton in 1864 first described Osler-Weber-Rendu syndrome or hereditary
hemorrhagic telangiectasia (HHT). It is an autosomal dominant disease of the
fibrovascular tissue'. Osler-Weber-Rendu all reported familiar cases with
characteristic multiple telangiectasias and recurrent nosebleeds. In 1909, Hannes
designate the syndrome as hereditary hemorrhagic telangiectasia®. The clinical
manifestations consist of mucocutaneous telangiectasias, arteriovascular
malformations with recurrent hemorrhages, and familial occurrence®.

The incidence of HHT varies from 1:5000 to 1:10000"*. Epistaxis occurs in
90% of all HHT patients and is usually the first symptom of this disease°. Patients
with telangiectasias may have a variety of serious complications due to vascular
involvement of internal organs®’. Presented here seven cases in one family of Osler-

Weber-Rendu syndrome, which has rarely been reported in dermatologic literature.
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Case Report

A 60-year-old Caucasian, male was admitted to the Oral Diagnosis Clinic
of Dental School, Federal University of Uberlandia, for node evaluation and red spots
on the lower lip. There was no relevant medical disorder however is recurrent
nosebleeds. The familiar history showed two daughters and three grandsons with
similar condition described above. An extra-oral examination revealed the presence
of multiple telangiectasia lesions in the face, arms, shoulders and lower lip (Figs. 1,2
and 3). Her laboratory investigations were unremarkable. By clinical assessment and
based on the patient's history, he was referred to a medical specialist who confirmed
the diagnosis of hereditary hemorrhagic telangiectasia (HHT). The medical
monitoring is carried to assess the possible systemic changes resulting from the
syndrome. No arteriovenous malformations (AVMs) were detected on chest and
abdomen computed tomography. All the other members of family also were

requested to perform clinical evaluation but only the daughters attended.

A daughter with 42 years of age and the youngest daughter with 39 years
of age, both Caucasians, had experienced recurrent nosebleeds and oral bleeding of
unknown cause since childhood. They too have suffered mild episodes of melena.
Intraoral examination showed that both patients have numerous telangiectasias in
the lips, tongue, oral mucosa, hard palate and soft palate (Fig. 4). A patient
with 39 years of age presented few telangiectasias lesions in the oral mucosa but
she was the only that were found telangiectasias on the skin, on the face and upper
limbs (Fig. 5).The two patients were referred for laboratory evaluation and in
computed tomography. No abnormalities were detected.

The diagnosis of HHT was made. As the most serious complication of the
syndrome (arteriovenous malformations) was not found in any of the family members,
the patients were oriented care and return in case of bleeding. Follow up every 3

months was recommended for evaluation of lesions in oral mucosa and skin.
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Discussion

Osler-Weber-Rendu syndrome or hereditary hemorrhagic telangiectasia
(HHT) is an autosomal dominant inheritance of the fibrovascular tissue. It is
characterized by the classic triad of mucocutaneous telangiectasias, arteriovascular
malformations with recurrent hemorrhages, and familial occurrence®. Two major
types have been identified, HHT1 and HHT2. HHT1 is caused by mutation in the
endoglin gene (ENG, chromosome 9q) and pulmonar involvement. HHT2 and be
induced by mutations on the activin receptor-like kinase 1 (ALK-1) gene on
chromosome 12q13"°.

The reported incidence is approximately 1 per 5,000 — 10,000 population
per year'*. Mucocutaneous telangiectasia in 90% of cases' and it has frequently
been described in the third decade of life?®. Epistaxis is caused by the rupture of
the nasal mucosal telangiectasia'. A mortality rate of 1%-2% refer to complications
related to epistaxis® Is occurs in 90% of all HHT patients and is usually the first
predominant symptom of this disease®®.

The HHT is diagnosed on the basis of four main clinical characteristics,
known as Curagao's criteria: 1) recurrent epistaxis; 2) mucocutaneous telangiectasia;
3) visceral lesions, such as pulmonary arteriovascular malformation (AVM),
gastrointestinal AVM, hepatic AVM, cerebral AVM, spinal AVM; 4) family history. The
presence of three of the criteria confirm the diagnosis of HHT 2367

The present report describes a case of HHT, in which the patient not had
complaints of pain, hadn't been diagnosed with HHT, and only sought the Oral
Diagnosis Clinic of Dental School, Federal University of Uberlandia, for node
evaluation and red spots on the lower lip. The clinical signs of telangiectasias, in this
case, combined with recurrent nosebleeds and familiar pattern were relevant factors
for the suspect HHT. The Dentists can play an important role in defining the HHT
diagnostic dental examination often the first sign of disease can appear in the oral
mucosa®.

Dermal manifestation of HHT is in the form of small telangiectasias of
mucous membranes and skin®®. They can be found characteristically on the lips,
tongue, oral and nasal cavity, and skin of the face and fingers3'7. In the face
telangiectasia preponderantly involve the sun-exposed areas, especially the
forehead, the cheeks and the chin®.
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The studies show that about 90% of HHT cases occur telangiectasia and
arteriovenous shunts are small, red spot appear as 1-2 mm into the skin and the oral
mucosa, and disappear after a slight pressure® . Histological analysis demonstrated
as dilated blood vessels (arterioles communicate directly with no capillary venules)
with a layer of endothelial cells, the lack of perivascular elastic fibers, smooth muscle
and perivascular infiltrate®'°.

It has been estimate that 15% of patients with HHT develop
arteriovascular malformation with involvement of internal organs such as the liver,
kidneys, and the brain . Visceral AVMs may put patients at risk for severe
complications through hemorrhages, embolism, organ failure or secondary heart
failure®.

Pulmonary AVM is one of the most common conditions associated with
HHT. PAVM consist of a direct arteriovenous connection between a pulmonary artery
and a pulmonary vein with no interventing capillary bed'*"'". Some complications
that arise from PAVM, such as neurological symptoms, headache, vertigo and
numbness, have been reported frequently®. The risk of cerebral complications
increases with the multiplicity of pulmonary arteriovascular malformations, with 10%
of HHT patients expected to have a brain abscess during their lifetimes.

Telangiectasia of the gastrointestinal tract become hemorrhagic in 10-40%
of the cases with a peak incidence in the 5th decade of life'?®.

Knowledge about the syndrome allows warn the patient of possibility of
bleeding, risk of complications and skin changes, which are often subtle but also
decisive for the diagnosis of a severe manifestation of the syndrome'®. Patients with
telangiectasia may have a variety of serious complications due to vascular
involvement of internal organs that can result in suddenly morbidity or death®. It is
important to recognize the skin manifestation of the HHT for the early diagnosis and
initiation of screening for occult lesions as well as eventual preventive therapy at an
early stage.

Symptoms of HHT increase with age. The initial evaluation should include
contrast echocardiography to screen for intrapulmonary shunts; computed
tomography (CT) of the chest with 3 mm cuts to characterize pulmonary AVM, if
necessary; Chemical Shift Imaging of the brain to screen for cerebral AVM; and
auscultation for a hepatic bruit and medical history for symptomatic liver shunts. The

treatment options should be considered for each patient, according on the stage and
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severity of disease. The treatment is based at control symptoms, lesions and
measures to prevent complications associated with AVM and have the objective to
control epistaxes (decrease the frequency and intensity of episodes of bleeding) and
reduce the need hospitalization and blood transfusions®. Should be given special
atention to patient with pulmonar AVM, because they need infective endocarditis
prophylaxis before dental and surgical procedure to reduce the risk of brain abscess.
The literature provide some treatment options, among them: (l) can use for epistaxes
the humidification, topical estrogen/progesterone ointments, packing, embolization of
external carotid artery iron therapy, antifibriolytic therapy, local cauterization, Septal
dermoplasty and laser; (Il) Topical agents and ablation for the telangiectasias; (lI) in
the case of lung AVM can use the transcatheter or stereotactic embolization of AVM,
surgical resection of AVM, ligation of arterial supply of AVF and iron therapy; (IV)
Central Nervous System AVM is used neurovascular surgery, ligation of the feeding
artery, stereotactic surgery, transcatheter embolization of the feeding artery and
radiosurgery; (V) Blood transfusion, endoscopic application of photocoagulation,
ethinyl estradiol/norethindrone, iron therapy for anaemia for the AVM, telangiectases
and angiodysplasias the gastrointestinal tract ; and (VI) in the cases hepatic AVM

there is no intervention, liver transplantation only for life-threatening lesions'®.

Regarding the dental treatment, dentists should be aware of the risks
associated with the disease and request medical conduct or follow-up when
necessary, for detect any malformations, because intense epistaxes and vascular
malformations are factors that must be observed before dental treatment’'*. A few
ideas can be used to avoid complications, like as maintaining the chair in the vertical
position, to decrease epistaxis and pulmonary bleeding risk, and measuring the
patient’s blood pressure®'®. Patients with this syndrome and with severe anemia
should avoid routine procedures and invasive procedures that can exacerbate
anemia®. Although some studies have associated cerebral abscesses with dental
treatments’®, there isn't consensus in the literature for the use of antibiotic
prophylaxis in invasive dental treatment due to the risk of bacteremia’®'*. However,
as the disease is rare and there are few prospective studies it becomes more evident
the importance of attention to patient and discuss each case with other professionals.

A multidisciplinary team should be considered to give optimal patient care.
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Conclusion

Telangiectasias are symptons of HHT that can be diagnosed initially by a
dentist. The diagnosis is very important so that the recommendations are passed to
individuals with HHT mainly about the care and the course of the disease, to
maintaining quality of life of these patients.

There are several treatment options, but there isn't yet a standard
treatment that is absolutely resolute, so it is of paramount importance to notification
of existing cases, which can contribute to establishing an effective treatment protocol
and impact positively on the quality of life of people with Osler-Weber-Rendu

syndrome.
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Figure 1: Telangiectasias lesions on the lower lip in a
60-years-old male with hereditary haemorrhagic telangiectasia

Figure 2: Telangiectasias lesions on the arm.

Figure 3: Telangiectasias lesions on the shoulder.
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Figure 4: Telangiectasias lesions on the lips (A) and oral mucosa (B) in a
42-years-old woman with hereditary haemorrhagic telangiectasia.

Figure 5: Telangiectasias lesions on the hard palate and soft palate (A) and
tongue (B) in a 39-years-old woman with hereditary haemorrhagic
telangiectasia.




25

3 CONCLUSAO

De acordo com o objetivo proposto neste relato de caso podemos concluir
que muitos pacientes desconhecem a doenca e a atencao primaria pode ajudar no
diagnéstico e consequentemente na melhora e/ou manutengédo da qualidade de vida
destes pacientes, bastante comprometida principalmente em virtude dos

sangramentos de repeticao.
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