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INTRODUCTION

Rendu-Osler-Weber syndrome or hereditary hemorrhagic
telangiectasia (HHT) is a rare autosomal dominant disor-
der with an estimated prevalence of 1/5,000-8,000 indi-
viduals. It results from mutations in the ENG and ALKI
genes in approximately 85% of cases"). The most frequent
clinical features include: epistaxis (95%), telangiectasias
(95%), anemia (50%), hepatic arteriovenous malforma-
tions (AVMs) (47%-74%), pulmonary AVMs (15%-50%),
gastrointestinal AVMs (13%-30%), pancreatic AVMs (up
to 30%), cerebral AVMs (2%-20%), and pulmonary hyper-
tension (1%-5%). While many patients may experience
mild symptoms, others develop various complications
from organ AVMs, leading to significant morbidity and
mortality if not promptly detected and treated®.
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Abstract

Rendu-Osler-Weber syndrome (ROWS) is characterized by the develo-
pment of aberrant vascular structures such as dilated microvessels and
arteriovenous malformations (AVMs) in the skin, gastrointestinal (Gl)
tract, lungs, liver, brain, and less commonly in the kidneys and pancreas.
Complications include strokes, septic emboli, mesenteric ischemia, portal
hypertension, and high-output cardiac failure. We report the case of a
52-year-old male patient with a history of recurrent epistaxis since ado-
lescence and a family history of the same condition, who presented with
symptoms of severe iron deficiency anemia. Endoscopic and radiologic
studies confirmed the diagnosis of Rendu-Osler-Weber syndrome with
hepatic and pancreatic involvement. The patient was referred for argon
plasma coagulation therapy.
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We present the case of a 52-year-old male with recurrent
epistaxis hospitalized for severe anemia symptoms, found
to have multiple cutaneous, mucosal, and gastrointestinal
telangiectasias. Abdominal CT angiography further revea-
led hepatic and pancreatic AVMs. The patient was referred
for argon plasma coagulation therapy.

CASE REPORT

A 52-year-old male presented with recurrent epistaxis since
age 18 (1-2 monthly episodes lasting 4-5S days, resolving
spontaneously) and monthly use of nonsteroidal anti-
inflammatory drugs (NSAID) for mechanical low back
pain. He denied significant weight loss or gastrointestinal
symptoms. The patient reported multiple family members
with recurrent epistaxis (Figure 1).
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Figure 1. Family history of recurrent epistaxis, showing 6 affected relatives. Image property of the authors.

He was admitted for moderate exertional dyspnea, pro-
gressive fatigue, and new epistaxis episode two days prior.
Physical examination revealed pallor and multiple telangi-
ectasias on the face, tongue, lower lip, ears, neck, fingers,
palms, and back (Figure 2). No hepatosplenomegaly or
abdominal tenderness was noted.

Laboratory tests revealed the following results: hemog-
lobin: 4.8 g/dL, mean corpuscular volume (MCV): 64
fL, mean corpuscular hemoglobin (MCH): 16.4 pg, reti-
culocytes: 7.5%, normal folic acid and vitamin B, levels,
ferritin: 3 ng/mL, normal urinalysis and other laboratory
values, and unremarkable chest X-ray findings.

Given the presentation of severe iron-deficiency anemia,
cutaneous and mucosal telangiectasias, recurrent epistaxis,
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and positive family history, Rendu-Osler-Weber syndrome
was suspected, prompting further evaluation. Upper
endoscopy demonstrated multiple telangiectasias in the
duodenum and stomach (Figure 3) without active bleed-
ing stigmata. Colonoscopy showed no abnormalities.

As part of the diagnostic workup, portal Doppler
ultrasound (Figure 4) showed multiple hepatic AVMs.
Contrast-enhanced CT angiography (angio-CT) of abdo-
men and chest was performed to evaluate potential pul-
monary involvement. Chest angio-CT was unremarkable,
while abdominal imaging revealed multiple hepatic and
pancreatic AVMs (Figure §).

The patient remained asymptomatic during hospitali-
zation. Management included intravenous iron supple-

Figure 2. Multiple telangiectasias
on the tongue (A) and lower lip
(B). Images property of the authors.
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Figure 3. Upper endoscopy revealing multiple telangiectasias. A and B. 4-6 mm telangiectasias in the second portion of duodenum. C and D. 3-S5 mm
telangiectasias along the greater curvature of gastric body. Images property of the authors.

Figure 4. Portal Doppler ultrasound. A. Grayscale imaging showing serpentine-appearing vessels. B. Color Doppler enhancement
of vascular structures. Images property of the authors.
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mentation and otolaryngology evaluation with chemical
cauterization of the right nasal fossa, resulting in no further
epistaxis episodes. He was discharged asymptomatic on
oral iron therapy, with comprehensive counseling regar-
ding his diagnosis, potential complications, and warning
signs. Referral was made to another institution for schedu-
led argon plasma coagulation therapy.

DISCUSSION

Rendu-Osler-Weber syndrome or HHT is a rare, mul-
tisystem disorder with variable clinical presentation and
potential complications during its natural course”. This
autosomal dominant condition results from mutations in

the endoglin gene or activin receptor-like kinase 1 gene in
85% of cases, designated as HHT type 1 and HHT type
2, respectively®. These mutations cause endothelial migra-
tion and proliferation abnormalities, leading to vascular
malformations, which carry an increased thrombosis risk
and bleeding tendency®*.

The characteristic clinical features include epistaxis
(95%), telangiectasias (75%), and anemia (50%) - all pre-
sent in our patient. Notably, telangiectatic lesions typically
appear during adolescence and increase with age(®).

Current diagnosis requires meeting three of four modi-
fied Curagao criteria®, as described in Table 1. Our patient
fulfilled three criteria: spontaneous recurrent epistaxis
since age 18; multiple telangiectasias on lips, oral cavity,

Figure 5. Abdominal angio-CT demonstrating multiple hepatic and pancreatic AVMs (arrows). Images property of the authors.
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tongue, fingers and nose; and visceral telangiectatic lesions
on upper endoscopy.

Table 1. Modified Curagao criteria for clinical diagnosis of hereditary
hemorrhagic telangiectasia (HHT)

Criteria Description

Epistaxis Spontaneous and recurrent

Telangiectasias  Multiple at characteristic sites: lips, oral cavity,

fingers, nose

Visceral lesions ~ Gastrointestinal, pulmonary, hepatic, cerebral

telangiectasias or spinal arteriovenous malformations

Family history  First-degree relative meeting these HHT criteria

Table prepared by the authors.

Patients may develop AVMs in hepatic, pulmonary, cerebral,
and gastrointestinal systems. Gastrointestinal AVMs typically
manifest during the Sth-6th decades, most commonly in sto-
mach/proximal small bowel (colon involvement in 30%),
causing slow chronic bleeding in 30% of cases®®. Our patient
demonstrated multiple gastric/duodenal telangiectasias
without colonic involvement, consistent with literature.

Hepatic AVMs (47%-74%) create shunts between hepatic
artery/portal vein, artery/hepatic veins, or portal/hepatic
veins, potentially causing high-output heart failure, portal
hypertension, hepatic encephalopathy, biliary/mesenteric
ischemia, and cirrhosis. While usually asymptomatic, possi-
ble manifestations include abdominal pain, ascites, variceal
bleeding, anicteric cholestasis, and encephalopathy. Our
patient remained asymptomatic, but Doppler ultrasound
detected hepatic AVMs later confirmed by abdominal CT.

Pulmonary AVMs (15%-50%) may complicate with embo-
lic stroke and cerebral abscess. The first international HHT
guidelines recommend screening and considering treatment,/
prophylactic antibiotics before certain procedures to prevent
cerebral abscess®. Screening involves transthoracic bubble
echocardiography or chest CT angiography. Our asymptoma-
tic patient’s chest CT showed no vascular lesions.

Cerebral AVMs (2%-20%) may cause intracranial hemorr-
hage and seizures. The utility of routine brain MRI screening
remains controversial given adults’ low complication risk”.

This case uniquely demonstrated pancreatic AVMs - an
uncommon finding with limited prevalence data in recent
literature®. A 15-year study of 333 HHT patients reported
pancreatic involvement in 18% versus hepatic involvement
in 70%). Potential complications include bleeding, pain,
portal/splenic hypertension, and acute pancreatitis.

The treatment of HHT focuses on symptom management
and complication prevention. For epistaxis, topical thera-
pies or local ablative treatments such as laser therapy or

sclerotherapy are reccommended!?). Iron deficiency anemia
secondary to gastrointestinal bleeding is initially managed
with oral iron supplementation, transitioning to intrave-
nous iron if unresponsive. Based on three-month treatment
response, cases are classified as: Mild HHT (hemoglobin
targets achieved with oral iron), Moderate HHT (requires
IV iron to reach hemoglobin targets), or Severe HHT (fails
to reach targets with iron or requires transfusions)". Our
patient responded well to oral iron therapy.

For gastrointestinal telangiectasias, the Second
International HHT Guidelines recommend argon plasma
coagulation during endoscopy for both actively bleeding
lesions and significant non-bleeding lesions (1-3 mm)(V.
Antifibrinolytics like oral tranexamic acid may be used
for mild cases, while moderate-to-severe cases or those
refractory to IV iron may require systemic antiangiogenic
agents like bevacizumab"V. Our patient had non-bleeding
3-S5 mm telangiectasias requiring argon plasma coagulation,
prompting referral to a specialized center.

Capsule endoscopy is recommended when upper endos-
copy fails to identify significant telangiectasias in suspected
HHT-related bleeding!'V—not indicated in our case given
the diagnostic findings.

Genetic counseling is essential upon diagnosis to inform
patients about the possible inheritance risk and the impor-
tance of early family screening to prevent complications.

CONCLUSIONS

Rendu-Osler-Weber syndrome should be suspected in
patients with spontaneous recurrent epistaxis and cuta-
neous/mucosal telangiectasias. Multidisciplinary manage-
ment is crucial given multisystem involvement. The con-
dition carries high complication risks, necessitating timely
diagnosis, ongoing monitoring, and genetic counseling.
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