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COMMENTS TO AUTHORS: 

The manuscript by Lepreux S et al. hypothesizes the presence of smooth muscle cell-derived 

myofibroblasts in cirrhotic liver and in hepatocellular carcinoma, based on the expression of the 

markers alpha-SMA and smoothelin in stromal cells. The study is of potential interest in the field of 

myofibroblast source and differentiation in a pathological  setting. Nonetheless, it could be more 

convincing if integrated by immunohisyochemistry experiments showing a co-localization of the 

markers alpha-SMA and smoothelin in the same cell. The immunohistochemistry experiments should 

be integrated by immunofluorescence analysis of alpha-SMA and smoothelin, to highlight their 

co-localization in the cytoskeleton of the same cell. The immunohistochemical detection of the 

fibronectin ED-A isoform, also involved in myofibroblast differentiation, could also be helpful to 

support the data.
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The report by Leproux and colleagues attempts to demonstrate that during advanced liver fibrotic 

precesses a subset of myofibroblasts coexpress smoothelin and a-smooth muscle actin, which is a 

marker of myofibroblasts. The implication is that these cells may originate from vascular smooth 

muscle cells known to express smoothelin. The report is highly descriptive and there is no conclusive 

evidence that myofibroblasts do in fact express smoothelin. Colocalization by confocal microscopy or 

affinity isolation of the cells with an antibody to a surface marker to show the expression of both 

proteins and/or the corresponding mRNAs may be convincing. At the very least, demonstrating that 

the antigen is in fact smootheling may be a significant improvement.   
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COMMENTS TO AUTHORS: 

I read with great interest the manuscript entitled “SMOOTHELIN, A NEW MARKER TO 

DETERMINE THE ORIGIN OF LIVER FIBROGENIC CELLS”. The study is quite interesting and 

original, although a few orthographical and grammatical errors found throughout the manuscript 

limit its readability. In addition, the main drawback is the low number of cases investigated by the 

Authors. The Authors should better highlight the scientific potential value of their study and the 

clinical impact. Additionally, their conclusion is not sufficiently supported by their experimental 

design. The main message of the manuscript is the evidence of a new biomarker useful in the study of 

liver fibrosis and the potential detection of smoothelin in serum taken from patients affected by 

chronic liver diseases. Furthermore, it might be interesting whether differences in smoothelin 

expression exist among viral versus metabolic or autoimmune chronic liver diseases. References 

should be formatted according to the Journal Instructions for Authors. 


