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Dear Editor,

We have recently read the article by Ri-Na Wu [1] concerning
“Targeting HMGB1 ameliorates cardiac fibrosis through restoring
TLR2-mediated autophagy suppression in myocardial fibroblasts”.
They found that inhibition of HMGB1 could attenuate cardiac fibrosis
via enhancing autophagy in cardiac fibroblasts (CFs), suggesting that
inhibition of HMGB1 may be a promising treatment for myocardial
fibrosis.

In this paper, toll-like receptor 2 deficiency mice alleviated intersti-
tial fibrosis via retarding HMIGB1 expression in cardiac remodeling stim-
ulated by isoproterenol, as evidenced by the decreased expression of
fibrotic markers: collagens I and oi-smooth muscle actin («-SMA) in
CFs. Based on our previous study, we hypothesized that endothelial-
to-mesenchymal transition (EndoMT) also promotes cardiac fibrosis
since HMGB1 increases in cardiac remodeling. First, in response to
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fibrotic stimuli, endothelial cell gain a fibroblast-like phenotype and
acquire mesenchymal or myofibroblastic markers, such as a-SMA and se-
cretion of collagen I, a process that could be important in fibrotic
development [2]. Secondly, HMGB1, a nuclear protein, is also expressed
in endothelial cells. Moreover, HMGB1 retarded the expression of
EndoMT markers, ZO-1 and VE-cadherin, in human pulmonary microvas-
cular endothelial cell [3]. Additionally, extensive evidence suggested that
elevated HMGBT1 in serum is positively associated with heart failure [4].
We supposed fibrotic stimuli will increases HMGB1 expression, leading
to enhanced EndoMT and aggravation of myocardial fibrosis. Collectively,
Inhibition of HMGB1 may ameliorate cardiac fibrosis through retarding
EndoMT.
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