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Reviewer 2: 
 
1. Whether the use of NSBB is associated with the risk of different grades of hepatic 
encephalopathy-related readmissions (e.g. grades II, or III, or IV, respectively)? 
-As the study was performed in a retrospective manner, details of overt HE grades were 
not available for all of the patients and no conclusion can be made about the NSBB 
association with grades of HE-related readmissions. The following sentence in 3rd 
paragraph of “Reconciling Data” section of Discussion was revised as follows to reflect 
this limitation: 
“Furthermore, blood pressure, ammonia levels, precipitant factors for HE, association of 
NSBB use with different overt HE grades, indications/contraindications for NSBB use 
and diuretic/proton pump inhibitor use were not explored in our study.” 
 
2. Is there any association between duration or dose of NSBB use and risk of hepatic 
encephalopathy-related readmissions? 
-In performing Cox regression analysis to evaluate the factors associated with the first 
HE-related readmissions, the duration of taking NSBB while being in our study is 
already included and adjusted for in our analysis. Furthermore, as mentioned in the 
limitations section, the exact start and end dates of NSBB and SBB use in our patient 
population were not determined in all cases. So, a separate analysis evaluating the 
association between duration of NSBB use and risk of hepatic encephalopathy-related 
readmissions could not be performed. The following sentence in 3rd paragraph of 
“Reconciling Data” section of Discussion was revised as follows to reflect this limitation: 
“Although the exact start and end dates and compliance with NSBB and SBB use in all 
cases and hence the association between duration of NSBB use and risk of HE-related 
readmissions were not determined, stable estimates across a variety of subsets showed 
similar results.” 
Considering the dose of NSBB, there were 3 different NSBB medications used in our 
patient population with different doses in different patients. Due to limited sample size 
for an individual NSBB medication and lack of a universal dose-conversion guideline for 
different NSBBs, a meaningful analysis exploring the association of different doses of 
NSBBs and risk of HE-related readmissions could not be performed in our study. The 
following sentence was added to 3rd paragraph of “Reconciling Data” section of 
Discussion to reflect this limitation: 
“Due to limited sample size for an individual NSBB medication and lack of a universal 
dose-conversion guideline for different NSBBs, a meaningful analysis exploring the 
association of different doses of NSBBs and risk of HE-related readmissions could not 
be performed in our study.” 
 
3. How about the stability of NSBB prescription? Is there any patients quit the NSBB 
use or newly prescribed NSBB during follow up? 
As this study included data collected during the liver-related hospitalizations, we were 
only able to assess whether the patients were on NSBB right before and after the 
hospitalizations and not during the intervals between the hospitalizations. The following 
sentence in 3rd paragraph of “Reconciling Data” section of Discussion was revised as 
follows to reflect this limitation: 



“Although the exact start and end dates and compliance with NSBB and SBB use in all 
cases and hence the association between duration of NSBB use and risk of HE-related 
readmissions were not determined, stable estimates across a variety of subsets showed 
similar results.” 
Furthermore, we did not include the patients whose status of NSBB/SBB use got 
changed after the start of the study. The following sentence was added to “Study 
Variables” section of Materials and Methods to address this issue: 
“Patients with a change in their NSBB or SBB status after the first liver-related 
hospitalization were not included in our study.” 
 
4. Whether quitting NSBB use is associated with a decreased risk of hepatic 
encephalopathy-related readmissions? 
We did not include the patients whose status of NSBB/SBB use got changed after the 
start of the study. The following sentence was added to “Study Variables” section of 
Materials and Methods to address this issue: 
“Patients with a change in their NSBB or SBB status after the first liver-related 
hospitalization were not included in our study.” 

 


