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Dear Editor:

We read the study [1] with interest; it investigated the contribut-
ing factors and outcomes associated with the onset of de novo major
depressive disorder (MDD) following liver transplantation. The objec-
tive of this nested case-control study was to evaluate the prevalence,
underlying risk factors, and prospective effects of MDD on post-trans-
plant survival and recovery. The findings indicate that MDD signifi-
cantly affects liver transplant recipients, leading to reduced graft
survival rates compared to controls. Female sex, alcoholic liver dis-
ease, pre-transplant encephalopathy, and inadequate hemoglobin
levels were recognized as significant risk factors for the onset of
MDD. The study highlights the importance of early detection and
intervention for depressive symptoms in liver transplant patients, as
this can significantly improve both physical and mental health out-
comes. However, various elements of the findings require further
examination.

First, the study [1] provides a comprehensive array of labora-
tory test results in Table 2, encompassing alanine aminotransfer-
ase, aspartate aminotransferase, and serum creatinine.
Nonetheless, the study lacks a definitive specification regarding
the precise timing of the laboratory tests—were they conducted
two weeks prior to liver transplantation or merely one day before
the procedure? Insufficient clarity can notably elevate the risk of
measurement bias, potentially clouding the connection between
laboratory values and post-transplant outcomes. Laboratory
results for patients in need of liver transplantation may vary sig-
nificantly due to factors including disease progression, acute liver
decompensation, or other comorbid conditions. Such variations
may result in considerable discrepancies in test outcomes that
might not accurately reflect the patient’s baseline condition. If
the laboratory tests were conducted closer to the transplant date,
specifically within 24 hours prior to the procedure, they would
more precisely capture the patient’s true clinical status and the
immediate risk factors associated with liver transplantation.

Second, Table 1 of the study [1] presents data indicating that
patients who developed MDD required higher red blood cell
(RBC) transfusions compared to the control group, with a median
of 5 L (4—10 L) versus 4 liters (1-8 L), respectively, showing a
significant difference (p = 0.034). This suggests a potential con-
nection between the need for RBC transfusions and the develop-
ment of MDD in patients who have received liver transplants.

https://doi.org/10.1016/j.a0hep.2025.102105

However, the subsequent analysis does not explore this relation-
ship through regression analysis or other statistical methods.
Given the potential clinical importance of this association, it is
recommended that this study investigate whether RBC transfu-
sions independently contribute to the development of de novo
MDD, while taking into consideration other confounding varia-
bles. This approach could determine whether RBC transfusions
are merely a marker of disease severity or a direct risk factor for
MDD in this patient population.

Third, this study [1] found that pre-transplant encephalopathy
was an important risk factor for the development of de novo
MDD after liver transplantation. It is important to highlight that
hepatic encephalopathy (HE) and major depressive disorder
(MDD) exhibit certain similarities in their clinical manifestations
[2,3], potentially resulting in diagnostic confusion. HE is charac-
terized by difficulties in attention, challenges with executive
functions, and delayed responses, whereas MDD may also mani-
fest as psychomotor retardation and inattention, especially in
older adults or those experiencing severe depression. This study
diagnosed MDD exclusively using DSM-IV or DSM-V criteria,
which may misclassify minimal hepatic encephalopathy (MHE)
symptoms as de novo MDD. It is advisable to integrate neuropsy-
chological assessments (like PHES and BDI) to distinguish HE
from MDD [4,5]. Dynamic monitoring of HE markers, including
blood ammonia levels, brain MRI, or EEG, should be performed
when necessary to eliminate confounding factors.
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