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This is a nice review article that comprehensively covers current knowledge concerning

pharmacological therapies for cirrhosis and its complications. I appreciate the authors'

efforts to have written this article. I could find no major problem. As a minor point,
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although anticoagulation therapies are explained in the main text, no such description is
present in the abstract. I think that a concise explanation about anticoagulation should be

added in the abstract because of its importance.
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I think this review is very important to aproach the treatment in these patients
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SPECIFIC COMMENTS TO AUTHORS

The review is very interesting and very well written. I have to congratulate the authors

on the detailed approach to this topic. There are, however, several details that I think

should be corrected before publishing: First, since the review will be published in 2019,
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literature review should be updated until December 2018, Second, Authors should
clearly state the aims and specific objectives of the review and formulate literature search
accordingly. They mention that “the present article aims to provide an overview of the
complete pharmacotherapy currently available for the long-term management of
cirrhotic patients as well as an insight into emerging and future directions”. But they do
not make a complete revision. Indeed, authors state that “Whilst previous articles have
addressed individual pharmacological agents and their role in treating specific
complications of cirrhosis”. They are partly approaching this topic the same way, with
specific subheadings for individual pharmacologic agents instead of subheadings for
complications of cirrhosis. For instance, authors mention hepatorenal syndrome but
they do not talk about terlipressin or octeotride. Neither they mention octeotride as a
potential treatment for correcting serum sodium in patients with cirrhosis and
hyponatremia.  In this regard, no specific subheadings are devoted to portopulmonary
hypertension, hepatopulmonary syndrome or hepatorenal syndrome (where terlipressin
or octeotride may have a role). Similarly, no specific subheading resumes the approach
to hepatic encephalopathy and many treatments, such as acarbose or
L-ornithine-L-aspartate are neither mentioned as new treatments nor discussed as
potentially useful for hepatic encephalopathy. It is particularly surprising that (instead
of acarbose, e.g.) caffeine is mentioned and 5 references are used for illustrating this
point. But caffeine is not used for treating cirrhosis or any of its complications (and
maybe this article should be cited
https:/ /www.ncbi.nlm.nih.gov/pmc/articles/PMC2783828/ ) To sum up, authors
should clearly state which drugs or which specific complications of cirrhosis they are
going to review and formulate and structure this narrative review accordingly. In this
present form, several important treatments are not covered and the readers may not

know if they are just not covered, if they missed or if they do not have a role in the
6
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