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COMMENTS TO AUTHORS

There are number of concerns about the writing: 1. The statement in the text is not clear. 2. Each

tested index appeared in the section of results should be introduced in the section of methods and

materials. 3. All statistic content should be just put into statistic analysis, but the measuring unit such

as “mmol/L” should put in “Method part”. Therefore, I am suggesting authors make necessary

revision for the manuscript. Thanks,
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COMMENTS TO AUTHORS

In the manuscript, the authors developed two discriminant functions to differentiate normal controls
from cirrhotics and cirrhotics with encephalopathy from cirrhotics without encephalopathy. It is
always difficult to make the diagnosis of hepatic encephalopathy, especially covert encephalopathy,
which often requires neuropsychiatric testing. The West Haven criteria is somehow subjective and is
not sensitive for covert encephalopathy. Noninvasive biomarkers for the condition are therefore
much needed. In this study, patients with grade 3 and 4 encephalopathy based on the West Haven
criteria were excluded. The authors could have missed the opportunities to identify other biomarkers
since those patients who have more severe disease could have more significant changes in
metabonomics. In addition, the study design is flawed since the authors cannot rule out the presence
of covert encephalopathy in the “stable cirrhotics”. In the study, patients with either coagulopathy
(INR>2) or thrombocytopenia (platelets<80,000) were excluded. The authors did not provide reasons
why they made that decision. The authors failed to provide data on the sensitivity, specificity, PPV
and NPV for the cut-off values of the discriminant functions. Receiver operating characteristic
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analysis should be performed. Hepatitis B is one of the most common causes of chronic liver injury or
cirrhosis worldwide, especially in Asia and Africa. However, it is not the most common cause of
chronic liver injury or cirrhosis in developed world as the authors mentioned in introduction.
Please also refer to the attached document for other suggestions.
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COMMENTS TO AUTHORS

To authors. It is a very interesting paper. It will be importnt to know in the near futures whats
happens with the changes in Minimal Hepatic Encephalopathy and the action of some intestinal
drugs in changes on the spectrum of metabonomics. Minimal errors founded: Samples instead
sanmples, milimeters instead milllimeters, Lambda instead lamda , from instead ferom..




