Letter to the Editor

Reply to: “Albumin for cognitive impairment after TIPS: A road
to be explored”
Albumin for liver-brain outcome improvement across
different situations in cirrhosis
To the Editor:
We appreciate the ﬁndings and interpretation of the posttransjugular intrahepatic portosystemic shunt (TIPS) albumin
infusion study that was sent as a letter by Nardelli et al. in
response to our trial.1,2 Their interesting ﬁndings complement
our trial in a higher-risk population of patients with cirrhosis
undergoing TIPS placement.
As Nardelli and colleagues point out, there are several
salient differences in our RCT and their experience but the most
important one was that we required all patients in our trial to
have minimal hepatic encephalopathy (MHE), which was only
seen in about half of their pre-TIPS patients. We focused on
MHE as the primary endpoint because cognitive impairment is
associated with poor functioning and subsequent clinical outcomes, such as overt HE and survival.3 We agree that longerterm studies should also focus on clinical outcomes but of
late several regulatory agencies have noted endpoints related
to quality of life or daily functioning as important markers.4
The peri-TIPS period is an excellent within-subject model for
studying the impact of interventions to prevent overt HE in a
compressed time period.5 However, changes in hemodynamics
and the underlying reason for TIPS placement all inﬂuence the
risk of HE development post-TIPS, which are distinct from the
stable outpatient setting that was included in our trial. In
addition, all our patients had prior overt HE episodes and were
already on lactulose and/or rifaximin in contrast to the peri-TIPS
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patients. There is evidence that the post-TIPS change in brain
function in those with lower brain reserve, such as prior HE or
alcohol-related liver disease is less severe than in patients with
non-alcoholic etiologies.6 Therefore, the lack of peri-TIPS
medical treatment for HE could have affected these outcomes.7 Regardless, the proportion of patients with post-TIPS
HE in their experience was relatively low, compared to the
published literature, which is encouraging.5
In conclusion, we agree with Nardelli et al. that despite these
differences, there are hints emerging that intravenous albumin
therapy could have a role in improving liver-brain outcomes in
patients with cirrhosis. Larger studies are needed to answer
these very important questions.
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