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Abstract

Hereditary hemorrhagic telangiectasia is a rare autosomal dominant genetic disorder. Gastrointestinal bleeding is a common but often over-

looked complication of HHT and is frequently misdiagnosed as a more common disease. We report a case of a 55-year-old woman with persistent
black stool and anemia. These symptoms were initially attributed to Helicobacter pylori-related ulcers. After the conventional treatment proved
ineffective, subsequent imaging examinations revealed hepatic arteriovenous malformations, which prompted us to conduct genetic testing to con-
firm the diagnosis of HHT type 2. Then we began targeted anti-angiogenic therapy. After that, the bleeding stopped and the hemoglobin level rose.
This case demonstrates that HHT can simply present as gastrointestinal bleeding, that is, it can disguise itself as refractory gastrointestinal bleeding,

emphasizing the importance of a comprehensive assessment including endoscopy and genetic evaluation.
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Introduction

Hereditary Hemorrhagic Telangiectasia (HHT) is a rare auto-
somal dominant genetic disorder. It is characterized by recurrent
bleeding, telangiectasia, and Arteriovenous Malformations (AVMs)
[1]. The most common symptoms include epistaxis, telangiectasia
on the skin and mucous membranes, and AVMs in the lungs, liver,

and brain. However, clinical observations have shown that some pa-
tients may present with uncommon symptoms confined to a single
system, such as gastrointestinal bleeding [2]. The lack of sensitivity
in diagnosing HHT can delay the use of effective treatment meth-
ods. This case report describes such a situation. After standard
treatments for gastrointestinal bleeding failed to produce satisfac-
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tory results, we discovered the presence of intrahepatic AVMs on
the patient’s CT scan which drawn our attention to HHT.

Case Presentation

A 55-year-old woman was admitted with intermittent melena
and upper abdominal pain for eight years. Three months before
presentation, she underwent a gastroscopy revealing a duodenal
ulcer and Helicobacter pylori (H. pylori) infection, whereas colo-
noscopy showed no obvious abnormalities. After receiving stand-
ard treatment for duodenal ulcers and eradication of H. pylori, the
symptoms did not improve significantly. Laboratory tests showed
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hemoglobin at 85.0 g/L and contrast-enhanced computed tomogra-
phy demonstrated cardiophrenic angle and intrahepatic AVMs (Fig-
ure 1), raising the possibility of HHT. Capsule endoscopy showed
multiple capillary telangiectasias in the small intestine (Figure 2).
Subsequently, to identify the etiology and confirm the diagnosis, she
underwent genetic testing, which revealed a pathogenic c.558G>A
nonsense mutation in the ENG gene [3]. Consequently, we initiat-
ed systemic anti-angiogenic therapy with thalidomide 50 mg once
daily for her [4]. At the six-week follow-up, melena had virtually
resolved and hemoglobin levels had increased to 102 g/L.

Figure 1: Contrast-enhanced Computed Tomography (CT) images: A soft tissue density nodule is noted in the left cardiophrenic angle,
suggestive of an Arteriovenous Malformation (AVM). The hepatic parenchyma demonstrates heterogeneous enhancement during the arterial
phase, with early opacification of the left hepatic vein. Overall, these findings are suspicious for Hereditary Hemorrhagic Telangiectasia (HHT),
and further clinical evaluation is recommended to exclude this condition.

Figure 2: Capsule endoscopy findings: Multiple patchy areas of erythematous mucosa are observed in the jejunum and ileum, with prominent
dilated vascular patterns on the surface.
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Discussion

HHT, also known as Osler-Weber-Rendu syndrome, is an auto-
somal dominant vascular disorder characterized by aberrant blood
vessel formation. The pathogenesis stems from loss-of-function
mutations in genes involved in the transforming growth factor-be-
ta (TGF-B) signaling pathway, predominantly ENG and ACVRL1
(ALK1) [5,6]. This genetic defect leads to the development of mu-
cocutaneous telangiectasias and AVMs [7]. The clinical hallmarks
include recurrent epistaxis, gastrointestinal bleeding, and compli-
cations from AVMs in the pulmonary, cerebral, and hepatic circu-
lations, such as stroke, brain abscess, and high-output heart failure
[5,6].

This case discusses the diagnostic challenges and management
strategies of a 55-year-old female patient. The patient present-
ed with long-term intermittent black stools and upper abdominal
pain. At first, it seemed that we identified the diseases that could
explain these symptoms. Because the previous gastroscopy showed
duodenal ulcer and Helicobacter pylori infection. After that, we
began the standard treatment for eradicating Helicobacter pylori.
However, as the patient’s symptoms persist, this reminds us that it
is necessary to conduct further investigations beyond typical peptic
ulcer diseases.

The evidence of intrahepatic arteriovenous malformations and
laboratory anemia found through enhanced computed tomography
has raised our suspicion of HHT [5]. Subsequent capsule endoscopy
revealed multiple dilated capillaries in the small intestine, which
also supported this suspicion. Ultimately, we confirmed this diag-
nosis through genetic testing. We found a pathogenic ¢.558G> A
nonsense mutation in the ENG gene, and this mutation is usually
associated with HHT [6].

This case demonstrates that gastrointestinal symptoms may
sometimes mask more complex systemic vascular diseases, empha-
sizing the importance of considering HHT in the differential diagno-
sis of gastrointestinal bleeding. In this case, it is crucial to identify
the ENG gene mutation as it establishes a direct connection with
the pathophysiology of avm, providing clear evidence for potential
genetic diseases [6]. Subsequently, we began to use thalidomide for
systemic anti-angiogenic treatment, which led to significant clin-
ical improvement. The reduction in black stools and the increase
in hemoglobin levels during the subsequent 6-week follow-up con-
firmed this. This result highlights the effectiveness of targeted ther-
apy in the treatment of HHT-related bleeding [8].

Conclusion

This case illustrates how Hereditary Hemorrhagic Telangiecta-

Copyright© Yanbo Yu

sia (HHT) can masquerade as more common causes of gastrointes-
tinal bleeding, particularly in cases where conventional treatments
are ineffective. In this context, even in the absence of other char-
acteristic clinical features, the presence of extra-intestinal arterio-
venous malformations should raise clinical suspicion for HHT, and
prompt consideration of a definitive diagnostic evaluation. A thor-
ough endoscopic assessment, supplemented by genetic testing, is
critical for ensuring timely diagnosis and appropriate management
of this potentially treatable condition.
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