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VISUAL ABSTRACT

Gotzmann, M. et al. J Am Coll Cardiol Basic Trans Science. 2018;3(3):335–46.

HIGHLIGHTS

� The extent of myocardial fibrosis and the

degree of isoform-expression and phos-

phorylation changes in cardiomyocyte

titin were unknown in different hemody-

namic subgroups of AS, including “para-

doxical” low-flow, low-gradient AS with

preserved ejection fraction.

� Hemodynamic subtypes of AS were found

to exhibit increased cardiac fibrosis, titin-

isoform transition toward more compliant

N2BA variants, and both total and site-

specific titin (N2Bus) hypophosphor-

ylation compared with donor heart

controls.

� A significant shift toward N2BA titin

appeared in “paradoxical” AS, whereas

alterations in total-titin phosphorylation

and cardiac fibrosis were similar in all

hemodynamic subtypes of AS, suggesting

increased myocardial passive stiffness.

� The unfavorable prognosis of

“paradoxical” AS could be explained by

the pronounced myocardial remodeling,

which is no less severe than in other AS

subtypes.
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