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In the original article of Maqgbool et al. the authors found that tenascin in vitro increased both IL-6

and MMP3 gene expressions in cultured human cardiac myofibroblasts. IL-6 protein expression was

also elevated. They also found that incubation of cells with TLR4 neutralising antisera attenuated the

effect of tenascin on IL-6 mRNA and protein expression. They demonstrated that tenascin

upregulates MMP3 and the pro-inflammatory cytokine IL-6 in human cardiac myofibroblasts,

moreover, the latter effect of tenascin was found to be mediated via TLR4 and FBG domain of

tenascin. Their results are of clinical importance as targeting the FBG domain of tenascin may provide

a future

therapeutic strategies to counteract aberrant inflammation and maladaptive cardiac

remodelling after infarction. This is an excellent study, which is well designed and well presented.

Accept as it is.

Congratulation.
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COMMENTS TO AUTHORS

The authors have investigated if and how tenascin C (TNC) upregulate IL-6 expression in human
myofibroblasts.  The main finding is that TNC upregulate IL-6 expression in human CMF and that
this effect is mediated through its FBD domain ad the TLR4 receptor. The experiments were well
designed and performed, and supported the conclusions. The manuscript is well written. It
should be accepted upon minor revision. Minor points: 1. Legend to figure 1. Lines 4-5. The
phrase “(solid arrows)” in front of “TLR4 staining” should be relocated afterwards. 2. Page 10 and
Figure 2. In the Results (page 10), the authors stated that only IL-6 was enhanced while neither
IL-1beta nor any other MMP showed significant changes. However, upon inspection of the data
presented on Figure 2, it seems that both II-1beta and MMP10 were enhanced quite significantly. If
this is the case, please change the statements in the Results (on page 10). If not, leave it as it is.
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This manuscript reports the effects of tenascin-C on the expression of the pro-inflammatory cytokines

in human cardiac myofibroblasts. The findings are of interest and suitable for the publication by the

journal.
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