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Editorial

See article vol. 22: 1115-1123

Aortic stenosis is the most common valvular dis-
ease in developed countries, and it is an increasing 
public health issue1). Normal aortic valve is composed 
of 3 leaflets, each of which is a thin, smooth, flexible, 
and mobile structure2). However, in aortic stenosis, 
these leaflets are thickened, fibrosed, and calcified, 
resulting in reduced leaflet mobility and progressive 
valvular obstruction1). Although lipid levels and 
inflammation may be important in the initiation 
phase, self-perpetuating processes of calcification are 
predominantly responsible for driving disease progres-
sion in the propagation phase1). There is an increasing 
evidence that senile lesions of aortic valve leaflets have 
several features, which are morphologically similar to 
atherosclerosis because of overlapping clinical factors 
in atherosclerosis including inflammation3). The 
pathogenesis of aortic stenosis shares various similari-
ties with that of atherosclerosis4-6).

In this condition, Heyde’s syndrome, i.e., aortic 
stenosis associated with gastrointestinal bleeding, was 
first reported in 19587). In the clinical settings, we 
often experience severe aortic stenosis patients with 
positive fecal occult blood test, in whom the bleeding 
improves after surgical therapy. In the current issue of 
Journal of Atherosclerosis and Thrombosis, Tamura et al. 
have demonstrated that ＞2/3 of the patients with 
severe aortic stenosis have shown the loss of large von 
Willebrand factor multimer, that most patients have 
hematologically shown acquired von Willebrand syn-
drome type IIA, that 38.7% of them had definite/pos-
sible Heyde’s syndrome, that the loss of large von Wil-
lebrand factor multimer was correlated with the sever-

ity of aortic stenosis, and that anemia complicated 
with aortic stenosis was improved after successful aor-
tic valve replacement, which was associated with the 
recovered large von Willebrand factor multimer8). The 
current study clearly demonstrated the mechanism 
regarding the gastrointestinal bleeding associated with 
severe aortic stenosis.

Recently, transcatheter aortic valve implantation 
has been developed and performed worldwide; this 
procedure is less invasive compared with open-heart 
surgery9), which successfully achieved the primary 
objective and demonstrated the functional and ana-
tomical effectiveness in patients with severe aortic ste-
nosis10). Although heparin is required as the choice of 
anticoagulant for several cardiac surgical procedures, 
including open-heart aortic valve replacement and 
transcatheter aortic valve implantation, the acquired 
von Willebrand syndrome complicated with severe 
aortic stenosis is currently treated by surgical aortic 
valve replacement, with no therapeutic strategy for the 
loss of large von Willebrand factor multimer. There-
fore, the new concept of therapeutic approach for such 
patients may be hopefully developed in the near 
future, as described in Fig.1.
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Fig.1. Concept of new approach for acquired von Willebrand syndrome.

Patients with severe aortic stenosis, who have lost the large von Willebrand multimer, have gastrointestinal bleeding 
before surgical aortic valve replacement in the current situation (black arrows pathway). After the new therapy is 
developed for acquired von Willebrand syndrome in the near future, surgical therapy can be safely performed after 
anemia improvement (red arrows pathway).
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