Recurrent Bleeding Gastrointestinal Angioectasias and Acquired von Willebrand Deficiency
(Heyde’s Syndrome) Developing in the Setting of Mild Hypertrophic Obstructive Cardiomyopathy
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ABSTRACT

Heyde Syndromeis classically described as a triad of
gastrointestinal (Gl) arteriovenous malformations,
aortic stenosis (AS), and acquired von Willebrand
syndrome (aVWS). Reportedly under-diagnosed, the
syndrome is frequently missed even in the presence of
classically associated moderate-to-severe AS. Adding
difficulty is the increasing recognition of alternative
forms of structural heart disease, including
hypertrophic obstructive cardiomyopathy (HOCM),
having the ability to produce the syndrome.

We present a case of 68-year-old woman with mild
HOCM that resulted in 5 years of melanotic episodes
before the discovery of bleeding duodenal
angioectasias. In the setting of known “HOCM
morphology” without obstruction, bleeding episodes
began to develop shortly after annual surveillance
echo demonstrated a progression to a mildly

Increased left ventricular outflow tract (LVOT) gradient.

Cardiac magnetic resonanceimaging (MRI) confirmed
mild primary HOCM and confirmed mild flow
acceleration across the LVOT. Withinayear, Gl
bleeding would ensue, beginning a prolonged clinical
course with multiple hospitalizations for melenaand
symptomatic anemia. Demonstration of bleeding
angioectasias during esophageal duodenoscopy
(EGD) on multiple occasions prompted von Willebrand
Factor analysis. The patient was found to have
acquired Von Willebrand Factor deficiency, suggesting
the diagnosis of Heyde syndrome. She was
subsequently referred for evaluation and treatment of
her HOCM with septal ablation.

This case highlights the ability of mild states of
structural heart disease to produce Heyde Syndrome.
Diagnostic suspicion must remain high and von
Willebrand factor analysis considered in the combined
presence of bleeding angioectasias and any state of
structural heart disease.
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INTRODUCTION

Heyde Syndrome is a multisystem disorder classically described as a triad of aortic
stenosis, acquired Von Willebrand Syndrome, and arteriovenous (AV) malformations
of the Gl tract. First described by Dr. Edward Heyde in New England Journal of
Medicine in 1958, that at least ten patients with calcific aortic stenosis also suffered
from massive Gl bleeding (1). The association of these pathologies has not been
without controversy (2)(3)and with more recent evidence shows increasing
acceptance of a distinct, causally-related, diagnostic entity (4). Discovery of the link
between aortic stenosis and acquired Von Willebrand Factor deficiency has provided
a mechanistic rationale for the development of a coagulopathy secondary to valvular
heart disease (5), namely that shear force and hemodynamic turbulence are capable
of degrading the hemostatic protein. Perhaps solidifying the hypothesis, studies have
shown that aortic valve replacement almost invariably reverses acquired Von

Wi llebrand deficiency and subsequent episodes of Gl bleeding in cases associated
with aortic stenosis (6)(7). At present, it is the recognition that other forms of
structural heart disease, including hypertrophic cardiomyopathy (HOCM), may also
produce Heyde Syndrome (8) and that treatment can reverse the disease in these
cases as well (9). Regardless of structural etiology, most reported cases of Heyde
Syndrome are found in the presence of severe underlying disease. Reported here Is
a case of mild HOCM provoking Heyde Syndrome shortly after the lesion became of
modest hemodynamic significance, a less described occurrence.

Case Report

68-year-old female with mild hypertrophic obstructive cardiomyopathy presented with
a history of 5 years of Gl bleeding episodes before the discovery of bleeding
duodenal angioectasias. Initially diagnosed with “HOCM morphology” without
evidence of dynamic obstruction on stress echocardiogram, bleeding episodes
began to develop shortly after routine annual surveillance echo demonstrated a
progression to mildly increased left ventricular outflow tract (LVOT) gradient. Cardiac
magnetic resonance imaging (MRI) (Figure 1) not only confirmed mild primary
HOCM without secondary cause of hypertrophy, but also demonstrated mild flow
acceleration across the LVOT, consistent with the hypothesized hemodynamic
turbulence and sheer-stress believed to be the mechanism behind acquired Von
Willebrand deficiency. Within a year, Gl bleeding would ensue, beginning a
prolonged clinical course with multiple hospitalizations for symptomatic anemia
requiring transfusions. The eventual discovery of angioectasias (Figure 2) prompted
Von Willebrand Factor analysis which found evidence of acquired deficiency and
confirmed the diagnosis of Heyde Syndrome. The patient was subsequently referred
for evaluation and definitive treatment of her HOCM with septal ablation, an
Intervention with which case series have demonstrated the potential for reversal of
Von Willebrand Factor deficiency and bleeding episodes.

Figure 1. Echocardiography (on left) and cardiac MRI (on right) showing intraventricular wall
hypertrophy.

Figure 2. Duodenal bulb and gastric body angioectasia.

DISCUSSION

Despite the known association of acquired Von Willebrand disease with multiple
cardiac and non-cardiac pathologies, Heyde syndrome is likely underdiagnosed,
even In the presence of classically associated severe aortic stenosis. The patient
described in the report suffered from multiple years of recurrent Gl bleeding
episodes requiring transfusion and endoscopy before a unifying diagnosis was
made. Thus, diagnostic suspicion must remain high in the presence of structural
heart disease associated with Gl bleed and, as this case demonstrates, perhaps
even In association with mild structural disease. More cases require identification to
confirm this and reported outcomes, especially when intervention is performed, may
strengthen the indication for valvular/septal intervention for patients with persistent
bleeding Gl angioectasia that do not otherwise meet traditional structural or
symptom-based criteria.

CONCLUSIONS

Heyde Syndrome, although classically associated with aortic stenosis, can occur
with other cardiac and non-cardiac pathologies, perhaps even mild in nature, and
should be evaluated In patients with recurrent Gl bleeding from angioectasias. In
patients with syndromic, multisystem pathology, a unifying diagnosis not only helps
guide short term intervention, but can also help patients receive appropriate therapy
which can lead to long term improvement. After being diagnosed with Heyde
Syndrome secondary to HOCM, our patient was referred for evaluation for definitive
treatment of her HOCM.
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