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ABSTRACT

Heyde syndrome is a multisystem disorder characterized by the classical triad of aortic stenosis,
gastrointestinal (GI) angiodysplasias, and acquired von Willebrand syndrome. Gl
angiodysplasias, common in older patients, are tortuous, thin walled blood vessels seen in the
mucosa or submucosa of the Gl tract and are highly prone to rupture resulting in GI bleeds.

We report a case of a 60-year-old woman with recurrent gastrointestinal bleeding and aortic
valve stenosis presented with bleeding from intestinal angiodysplasia, the exploration of von
willebrand factor revealed willebrand disease 2A, the patient was diagnosed with Heyde’s
syndrome.

We report throw a case of Heyde syndrome the role of hematology laboratory in the diagnostic
of this rare pathology.
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INTRODUCTION

First described by Edward Heyde in 1958, Heyde syndrome (HS) is a multisystem disorder
characterized by the classical triad of aortic stenosis (AS), angiodysplasia of the gastrointestinal
(GI) tract, and the presence of an acquired von Willebrand syndrome (von Willebrand syndrome
type 2A, abbreviated here VWS-2A).[1,2]

The exact incidence and prevalence of the disease is unknown, but it is commonly seen in older
individuals [3].

Management of Heyde syndrome involves replacement of the stenotic aortic valve, but valve
replacement requires antiplatelet and/or anticoagulant therapy, which may be contraindicated in
the setting of severe bleeding. [4]

We report throw a case of Heyde syndrome the role of hematology laboratory in the diagnostic
of this rare pathology.

CASE REPORT

The patient was male, 60 years old, with a medical history of chronic anemia and valvulopathy
on dilated heart disease and hypertension under treatment, the patient was a chronic smoker who
had weaned himself off smoking 1 year ago.

No family history of a bleeding syndrome. The patient was admitted for an anemic syndrome
with rectal bleeding. The patient received a hemostatic treatment with a fibroscopy which
showed active rectal bleeding with a gastric tumor.
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The bleeding time was prolonged, the willebrand factor immunoassay (VWFAg) was 302% and
the measurement of ristocetin cofactor activity (WF-RCo) was 13% with a ratio of VWFCo to
VWFAg = 4.2% (normal value >70%) which is in favor of a type 2A willebrand disease (by
default of multimerization of willebrand factor).

DISCUSSION

Heyd4s syndrome is characterized by the presence of a classical triad that includes as, acquired
coagulopathy, or AVWS, and the presence of angiodysplasia in the Gl tract.[5] The pathogenesis
of AVWS is believed to be secondary to the increased sheer stress forces on the blood as it flows
through a stenotic valve. These sheerforces induce significant conformational change in the high
molecular-weight (HMW) von Willebrand factors (VWF) subsequently exposing the A2 domain
of VWF, which can be cleaved by ADAMST13, a well-known plasma protease.[6]

As a result, the HMW vWF multimers are significantly smaller in size and less competent for
hemostasis when compared with the larger vVWF multimers.[7] Due to increased interactions
between the VWF multimers and the platelets, there is increased degradation and clearance of
these VWF.[8]In our case the clinical triad was complete.

It is important to consider the possible presence of Heyde syndrome if metallic AVR is being
considered, as there is a need for lifelong anticoagulation subsequently. In VWS-2A, routine
screening tests for VWS are usually normal. The gold standard is gel electrophoresis of VWF [9].
VWS-2A is characterised by absence of large VWF multimers seen on SDS-agarose
electrophoresis [10]. The sensitivity of various tests for VWS-2A has been ranked as follows: gel
electrophoresis (most sensitive), PFA-100 closure time, skin bleeding time, vWEFristocetin
cofactor activity and vWFantigen level (least sensitive) [2].

In our study, the diagnostic approach to Willebrand disease is based on the immunoassay of
willebrand factor (vWFAQ) and the measurement of ristocetin cofactor activity (WF-RCo) with
the measurement of the vVWFCo/ VWFAQ ratio;

Although aortic valve replacement is the most preferred therapy for patients with HS, providers
must be cautious and due consideration should be excised for the prescription of antiplatelet and
oral anticoagulant agents as they may increase the risk of Gl bleeding.[2] Many elderly
patientsmay be unfit for AVR or may refusesurgery. Conservative management includes oral
iron supplements but regular blood transfusions may be necessary. Combined oestrogen and
progesterone have been used to reduce bleeding from angiodysplasia, although the mechanism of
action is not understood [2]. In serious cases this could halve transfusion requirements [10]. In
patients with severe recurrent bleeding, endoscopy with laser therapy may be an option. In these
circumstances treatment with octreotide may be considered [11].

CONCLUSION

Heyde syndrome is a complex disorder, resulting from interactions between aortic stenosis,
intestinal angiodysplasia and acquired VWS-2A.

In VWS-2A, routine screening tests for VWS are usually normal. The gold standard is gel
electrophoresis of VWF.

Early diagnosis and appropriate treatment of Heyde syndrome is essential but requires teamwork
and liaison between different specialities.
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