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Abstract

It is essential to identify the subgroup of patients who experience poorer out-
comes in order to adapt clinical management effectively. In the context of liver
disease, the earlier the identification occurs, the greater the range of therapeutic
options that can be offered to patients. In the past, patients with acute decom-
pensation (AD) of chronic liver disease were treated as a homogeneous group,
with emphasis on identifying those at the highest risk of death. In the last
15 years, a differentiation has emerged between acute-on-chronic liver failure
syndrome (ACLF) and AD, primarily due to indications that the latter is linked to a
less favorable short-term prognosis. Nevertheless, the definition of ACLF varies
among the different knowledge societies, making it challenging to assess its true
impact compared with AD. Therefore, the purpose of this review is to provide a
detailed analysis emphasizing the critical importance of identifying ACLF in the
field of advanced liver disease. We will discuss the differences between Eastern
and Western approaches, particularly in relation to the occurrence of liver failure
and disease onset. Common characteristics, such as the dynamic nature of the
disease course, will be highlighted. Finally, we will focus on two key clinical im-
plications arising from these considerations: the prevention of ACLF before its
onset and the clinical management strategies once it develops, including liver

transplantation and withdrawal of care.
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INTRODUCTION

In the past 15 years, various definitions of acute-on-chronic liver
failure (ACLF) syndrome have been put forth. However, their ulti-
mate objective has been to distinguish a specific subset of patients
who exhibit different natural history compared with presenting with
an acute decompensation (AD) of cirrhosis. Distinguishing between

ACLF and AD carries numerous clinical ramifications, in terms of
prediction of the course of the disease, global disease management,
and making timely referrals for liver transplantation (LT). This review
aims to emphasize the ultimate clinical significance of distinguishing
between ACLF and AD populations, with a specific focus on exam-
ining the documented evidence regarding the progression and out-
comes of both conditions.
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DIFFERENCES IN ACUTE-ON-CHRONIC LIVER
FAILURE VERSUS ACUTE DECOMPENSATION: EAST
VERSUS WEST

As per the World Gastroenterology Organization (WGO), acute-on-
chronic liver failure (ACLF) refers to a clinical syndrome marked by
the sudden deterioration of liver function (manifesting as jaundice
and prolonged INR) along with the occurrence of one or more
extrahepatic organ failures. It is associated with increased mortality
rates within a period of 28 days to 3 months from its onset.! How-
ever, there are notable differences in the understanding of ACLF
between Eastern and Western knowledge societies. According to the
Asian Pacific Association for the Study of the Liver (APASL), ACLF
identifies a homogeneous subgroup of patients with chronic liver
disease or cirrhosis without any decompensation event, developing
liver failure (defined by serum bilirubin >5 mg/dL and INR >1.4 or
prothrombin activity <40%) secondary to an acute hepatic insult
complicated within 4 weeks by clinical ascites and/or encephalopathy
associated with high 28-day mortality.?2 The Chinese Group on the
Study of Severe Hepatitis B (COSSH) also suggests that ACLF can
develop in the presence or absence of cirrhosis.® In contrast, in their
definition of ACLF the European Association for the Study of the
Liver (EASL) and the North American Consortium for the Study of
End-Stage Liver Disease (NACSELD) include cirrhotic patients,
regardless of their history of decompensation and consider both
intra-hepatic and extra-hepatic insults. While extrahepatic organ
failures are required to define ACLF, liver failure itself is not a
mandatory criterion.*> The Eastern approach to ACLF diagnosis
generally involves patients with less advanced liver disease and fewer
extrahepatic failures compared to the Western definitions. APASL-
ACLF, in particular, resembles the definition of acute liver failure in
individuals with chronic liver disease and has a higher chance of
reversibility if survived (around 70%).2 Hence, the APASL-ACLF
diagnostic criteria highlights the disease's potential for reversibility,
emphasizing patient's potential for recovery, promoting early diag-
nosis and creating opportunities for therapeutic intervention. In
contrast, the EASL definition of ACLF encompasses nearly the entire
population of patients with advanced liver disease with the highest
short-term mortality risk. In fact, about 10% of ACLF patients
meeting the criteria for APASL-ACLF are not captured by the EASL-
ACLF criteria.® The observed lack of sensitivity seems to be associ-
ated with the utilization of a high bilirubin threshold to define liver
failure. Lowering the bilirubin threshold could address the lack of
sensitivity in the EASL definition, potentially improving the identifi-
cation of patients at risk. In contrast, the strict definition of APASL-
ACLF may not identify all patients who exhibit a significant short-
term risk of death and would likely be categorized as AD.2®
According to the EASL definition, AD refers to the acute occur-
rence of one or more major complications of liver disease (ascites,
hepatic encephalopathy (HE), gastrointestinal bleeding (GIB), or
bacterial infection) in individuals with liver cirrhosis who do not meet
the criteria for ACLF.* On the other hand, according to the APASL

definition, all patients who are already experiencing decompensation

and undergo a sudden deterioration of their condition (such as
worsening ascites, HE, GIB, hepatorenal syndrome, or sepsis) would
qualify as AD. As a result, the expected short-term mortality rate of
APASL-AD patients is anticipated to be higher compared to that of
EASL-AD patients.?

Despite these divergences, both Eastern and Western knowledge
societies agree that ACLF and AD are associated with high short-
term mortality risks (as high as 35%-40% at 28 days in the case of
ACLF, regardless of the definition).?”® In both definitions, when
extra-hepatic organ failures occur, they substantially worsen the
patient's prognosis, justifying the inclusion of organ failures within
the different grading systems.?”> The prevalence of the syndrome in
patients hospitalized with AD is between 15% and 30% worldwide,
while ACLF can develop in about 10% of patients during the hospi-
talization® From a pathophysiological perspective, it is also
acknowledged that ACLF is characterized by intense systemic
inflammation (referred to as systemic inflammatory response or
SIRS) and immunoparalysis. While the SIRS is related to hepatocytes
damages and gut dysbiosis that lead to circulatory damage- and
pathogens-associated molecular patterns (DAMPS and PAMPS)
release, immunoparalysis is thought to be linked to an excessive
compensatory anti-inflammatory syndrome.®’ The severity of sys-
temic inflammation and immunoparalysis worsen with decom-
pensated cirrhosis to ACLF, making the syndrome an ultimate
expression of a dysregulated inflammatory response. Figure 1 is a
schematic illustration of the relationship between APASL- and EASL-
ACLF and the natural history of chronic liver disease.

Recent studies leveraging advancements in omics approaches,
have provided a more comprehensive understanding of the patho-
physiological mechanisms underlying ACLF and the distinctions be-
tween patients with ACLF and those experiencing AD.1°15 This
exploration encompasses multiple dimensions of complex in-
teractions, including lipid and amino acid metabolism, inflammation,
and mitochondrial function. Either through agnostic omics ap-
proaches or traditional hypotheses-driven investigations focused on
specific inflammatory factors, the findings consistently indicate that
ACLF exacerbates the disease beyond the baseline of AD.***” Recent
studies highlight distinctive markers capable of discerning AD from
ACLF, including specific lipid features and mitochondrial dysfunction
markers. In lipidomics-based studies, a unique plasma fingerprint
distinguishing AD patient with ACLF was unveiled. It was specifically
based on two lipid mediators, leukotriene E4 (LTE4) and 12-
hydroxyheptadecatrienoic acid), both derived from arachidonic acid
metabolism which is mainly associated with a pro-inflammatory
response. Levels of these markers not only differentiate between
AD and ACLF and different grades of ACLF but also positively
correlate with markers of inflammation and non-apoptotic cell
death.’® Mitochondrial dysfunction, especially in circulating immune
cells, is a hallmark of both AD and ACLF were evidence of dysfunc-
tional fatty acid B-oxidation and tricarboxylic acid cycle has been
reported.’® In the assessment of mitochondrial respiratory complex
function in patients with AD and ACLF, it was observed that,

compared to healthy controls, respiratory complexes functions
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FIGURE 1 Diagram illustrating how Acute-on-Chronic Liver Failure is defined by both Asian Pacific Association for the Study of the Liver
and European Association for the Study of the Liver. It outlines factors affecting recovery chances, such as hepatic reserve, inflammation,
immunoparalysis, and organ failure. The diagram also highlights the “golden therapeutic window” for effective interventions.

deteriorated in both AD and ACLF.!® This deterioration exhibited a
continuous progression with the severity of the disease. Notably,
ACLF patients (but not AD patients) specifically manifested
dysfunction in mitochondrial complex V. Although these indicators
demonstrate a certain discriminatory capability between AD and
ACLF, their predictive or diagnostic potential still requires clinical
validation. From an immunological perspective, the progression from
AD to ACLF is characterized by the progression of a compensatory
anti-inflammatory response syndrome (CARS). CARS is associated
with a pro-resolutive phenotype of immune effectors and a greater
risk of septic events, one of the leading causes of mortality in patients
with ACLF. Specifically, circulating monocytes and liver monocytes-
derived macrophages exhibit a pro-restorative phenotype associ-
ating increased expression of anti-inflammatory markers (Mer
Tyrosine Kinase receptor, CD163) in parallel with a decreased
expression of human leukocyte antigen-DR, decreased phagocytic
capacity and increased released of anti-inflammatory cytokines such
as 1L-10.719722 Research into the distinct pathogenic mechanisms of
both conditions is an ongoing and challenging effort. Nevertheless,
such evidence suggests a combined approach, including immune
modulation, for treating ACLF.

CLINICAL COURSES OF ACLF

ACLF is a highly dynamic syndrome that undergoes rapid changes in
its course, regardless of its definition. The clinical trajectory of EASL-
ACLF has been assessed at various time points, revealing four distinct
patterns: resolution, improvement, worsening, or steady/fluctuating.
In a seminal study, nearly half of the patients showed improvement
or resolution (49.2%), 30.4% had steady/fluctuating courses, and
20.4% experienced worsening.2® Timely ACLF grading within the first

week is crucial for accurate prognosis, as demonstrated by 81% of

patients reaching their final ACLF grade before the 7th day. Similar
findings were observed in patients with APASL-diagnosed HBV-
ACLF.2* In this study, 39.8% of patients showed a course toward
resolution or improvement, while 25.8% followed a steady course
with unchanged ACLF grades and 34.4% showed a worsening tra-
jectory. In its princep study, daily calculation of the APASL ACLF
research consortium (AARC) score during the first week showed
mortality risk associated with score increments, especially with
values exceeding 10.%° Bilirubin and INR, demonstrated trends over
time that aided in identifying different clinical courses, including
rapid progression, slow progression, rapid recovery, slow recovery,
and slow persistence accounting respectively for 25.6%, 16.8%,
30.2%, 18.3% and 9.1% of patients.? Overall, sequential evaluation
of ACLF grades over time is essential to accurately adapt clinical
management, as approximately 40%-50% of patients exhibit
improvement or resolution, while others experience steady or
worsening trajectories. The dynamic evaluation of EASL-ACLF assists
in identifying the population that necessitates prompt decision-
making regarding LT or the limitation of care.?”*°

Importantly, in patients achieving EASL-ACLF grade 1 of EASL-
ACLF within the first 3-7 days, 6-month mortality rate remains high
(47%).2° The prognosis was greater in patients who completely
resolved EASL-ACLF with a 6-month survival rate 62%. This has been
further confirmed by recent data showing that most patients (67%)
who completely resolved EASL-ACLF were free at 1-year from any
additional liver-related events.3! The severity of ACLF episode as well
as the type of organ failure may have an impact on the outcome. As an
example, only 20% of patients mechanically ventilated in a context of
ACLF are free from LT or death at 1 year.3? According to APASL-ACLF,
70% of patients alive at 90-day were free from liver related events at 1
year.? Altogether, these data suggest that, until accurate identification
of factors associated with a low-risk of events following an ACLF

episode, it is recommended to refer patients to liver transplant centers
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even if they show who show improvement or resolution of ACLF, given
the significant remaining risk of death.

LIVER FAILURE AND UNDERLYING DISEASE STAGE
IN THE COURSE OF THE DISEASE

ACLF can be classified into two types solely based on the symptoms
observed at the onset of the disease, in terms of disease progression
alone. One is liver failure, which can lead to the secondary devel-
opment of multiple organ failure, and the other is mainly extrahepatic
organ failure at the onset of the disease. APASL-ACLF patients
typically present with bilirubin levels above 20 mg/dL and an INR of
2.5 or higher.2>3® In this patient population, the occurrence of
extrahepatic organ failures at presentation is rare (e.g., renal failure
observed in only 5%-6% of cases). Conversely, EASL-ACLF in-
dividuals exhibit lower levels of bilirubin (usually between 10 and
15 mg/dL) and INR (ranging from 1.5 to 2.0).*%?% As per EASL
criteria, renal failure is the most frequently encountered organ failure
(approximately 60% of patients), while liver failure is less common.®
Besides, APASL- and EASL- conceptions differ in terms of the stage
of underlying liver disease (compensated vs. decompensated). For
instance, in the CANONIC study, 73% of patients had previously
encountered episodes of decompensation.” To account for the po-
tential influence of liver disease stage and previous decompensation,
three subtypes of ACLF have been distinguished: Type A in patients
with chronic liver disease without cirrhosis, Type B in patients with
compensated cirrhosis and Type C in patients with decompensated
cirrhosis.? Based on these consideration, it is suggested that the
APASL-ACLF population display a higher likelihood of complete re-
covery with a better long-term prognosis than that of AD patients. In
a recent study where patients with HBV-related APASL-ACLF were
followed, the 90-day and 5-year mortality rates were very close
(43.1% and 50.0%), suggesting that the long-term prognosis of
APASL-ACLF survivors is good.®* Similar findings were observed in
an independent cohort of HBV-ACLF as defined by APASL.3° Limited
data are available regarding the long-term outcomes of the EASL-
ACLF population, primarily due to its inherently poor prognosis. A
prospective study found that previous AD was the most important
factor affecting long-term outcomes following an EASL-ACLF episode

independently of model for end-stage liver disease (MELD).3¢

CLINICAL IMPLICATION
Prevention

The differentiation of ACLF as a separate syndrome from AD has
significant clinical implications. Firstly, it allows for the identification
of a “golden window” for therapeutic interventions, focusing on pa-
tients who have the highest likelihood of benefiting from disease-
modifying treatments. Secondly, it enables the recognition of

distinct clinical trajectories, aiding in the management of patients in

terms of LT candidacy and the decision to withdraw care when
necessary.

Early detection of patients at risk of developing ACLF is crucial
due to its prognosis. In outpatient settings, four simple predictors of
EASL-ACLF were identified: MELD score, ascites, mean arterial

pressure, and hemoglobin level >’

Anemia has also been recognized
as a marker for a higher risk of developing nosocomial ACLF in pa-
tients recently discharged from hospitalization for AD.*® However,
further research is needed to validate these findings and enable cli-
nicians to effectively assess outpatient risk for developing EASL-
ACLF. Additionally, investigations into the diagnostic value of clini-
cally significant portal hypertension (through invasive or non-
invasive means) are warranted to enhance the risk prediction of
EASL-ACLF.

In patients hospitalized for AD, the PREDICT study identified
three distinct clinical courses: pre-ACLF, unstable decompensated
cirrhosis, and stable decompensated cirrhosis. Pre-ACLF patients,
were charaterized by the development of EASL-ACLF within 3 months
and exhibited higher MELD, Child-Pugh, and CLIF-C AD scores, as
well as increased systemic inflammation markers such as leukocyte
counts and C-reactive protein (CRP) compared to other groups.3’
Real-life cohorts have confirmed that the pre-ACLF phenotype is
characterized by heightened systemic inflammation.3%“° Notably, the
Padua model, recently developed to predict the risk of ACLF in AD
patients combines the CLIF-C AD score, Child-Pugh score, and CRP
level, illustrating the weight of systemic inflammation in the risk of
developping ACLF. This score has been further validated in a large
independent cohort.*? Patients with a Padua model greater than nine
have a 45%-68% risk of developing EASL-ACLF within one year, with
a median time to ACLF ranging from 28 to 58 days. These findings
suggest that the severity of liver disease combined with systemic
inflammation markers are the most reliable predictors of EASL-ACLF
development in patients with AD. An optimization of the Padua model,
referred to as Padua 2.0, has been recently developed. In this version,
CRP was substituted with Presepsin (PSP), a soluble fragment of
CD14, expressed by monocytes and macrophages, released during the
inflammatory response. PSP demonstrated a stronger correlation with
the risk of ACLF development compared with CRP.*? The improved
specificity of PAMPs-related inflammation is believed to account for
the greater performance of Padua 2.0 compared to the Padua model. If
further confirmed, the Padua and Padua 2.0 models could serve as
important tools for identifying at-risk patients who require urgent
evaluation for LT and for targeting a population suitable for the
development of disease-modifying drugs. Studies investigating factors
associated with APASL-ACLF (mainly in the setting of severe acute
exacerbation of chronic hepatitis B infection) occurrence have also
been conducted. They have identified that age, liver disease severity
(bilirubin, prothrombin time, MELD score) or HBV viral load were
associated with the risk of progression toward ACLF.***> More
recently, Dual-energy CT quantification of extracellular liver volume
has been associated with such progression independently from liver
disease severity parameters.*® However, most of the predictive

models are derived from single-center retrospective studies, and
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further validation is needed. The therapeutic “golden window” refers
to the ideal timeframe for initiating treatment in APASL-ACLF pa-
tients, which falls within 4 weeks of the onset of clinical symptoms.
Early intervention during this window has shown significantly better
outcomes, including reduced mortality rates and improved liver
function.2*” Furthermore, EASL-ACLF grade | identify a subgroup of
patients with the highest chance of recovery (approximately 50%)
among the EASL-ACLF population.*8232748 |n summary, the pre-
ACLF, APASL-ACLF, and ACLF grade | conditions identify patient
populations most suitable for evaluating potential disease-modifying
drugs based on the pathogenesis of the syndrome (Figure 1).4°

Once AD and ACLF have occurred, medical management is
based on the treatment of precipitating events, the prevention and
treatment of organ failure, as well as the discussion regarding
eligibility of the patient to LT. An increasing body of evidence is
also revealing hemostasis disruptions in AD and ACLF patients.
Patients with acute kidney injury, bacterial infections, sepsis, or
those progressing from AD to ACLF are at a higher risk of
bleeding.>® ACLF patients exhibit a hypocoagulable state compared
with AD patients, which has inconsistently been linked to increased
bleeding risk.°1™>* In cases of variceal hemorrhage, ACLF patients
face a higher risk of rebleeding, independent of hepatic venous
portal gradient.>® Additionally, excessive or premature fibrinolysis is
observed in ACLF patients and is associated with bleeding events.>®
Evaluating coagulation problems in AD or ACLF patients may be
most effectively performed through sequential visco-elastics tests
alongside routine coagulation markers. However, until more specific
data on ACLF is available, interventions for ACLF patients will
remain individualized and guided by clinical judgment, as there is
currently no clear evidence linking hemostasis correction to
improved outcomes or reduced bleeding risks.>°

Managment

Many strategies targeting the pathophysiological mechanisms of AD
and ACLF are currently under evaluation.*” They specifically aim to
mitigate systemic inflammation and liver damage, favor liver regen-
eration, regulate portal hypertension and modulate the microbiome.
Some have already been reported to improve the outcome of pa-
tients with AD and ACLF. Albumin infusion has been shown to
improve survival in selected patients with refractory ascites and
transjugular intrahepatic portosystemic shunt (TIPS) insertion is
associated with a decreased risk of further decompensation and
death.>®>” Notably, in the context of acute variceal hemorrhage, pre-
emptive TIPS was associated with improved outcome even in the
context of ACLF.>® TIPS placement could either obviate the need of
LT as well decrease the risk of death while on the waiting list and
should be systematically discussed in its common indication.>®>?
During gastrointestinal bleeding episodes, prevention of ACLF
development lies also on early introduction of antimicrobial therapy.
Mitigation of infectious risk and early treatment of bacterial and

fungal infection are of critical importance and help to prevent the

occurrence of extra-hepatic organ failure regardless of the pattern of
AD.?972 |n the setting of severe alcohol-related hepatitis, steroids
are the first-line agent to prevent further deterioration of liver
function and death. However, a decreased probability of response to
steroids is observed in severe ACLF grades and has been reported as
low as 8% in patients with ACLF grade 3.°® In Eastern countries,
spontaneous reactivation of HBV infection is one of the most com-
mon precipitants for ACLF and is associated with high short-term
mortality. Therefore, in case of AD, oral treatment with nucleos
(t)ide analogs should be started as soon as reactivation is
suspected.®?

Among the novel most promising approaches is the combination
of G-CSF treatment, which aim to increase liver-regeneration by
mobilizing bone-marrow derived stem cell, and TAK-242, which aim
to mitigate the TLR-4 mediated inflammation that is associated with
the release of bone marrow derived cells. This combination has been
demonstrated to improve the outcome of a murine model of ACLF
and will be evaluated in a phase Il study.®* Besides, F-652 is a re-
combinant fusion protein of human IL-22 and immunoglobulin G2,
which acts as an IL-22 agonist and activates signal transducer in liver
parenchymal cells, enhancing tissue repair. In an open phase Il study
in alcohol-related hepatitis, it has been associated with an improve-
ment of liver severity scores as well as with increased biomarkers of
hepatic regeneration.®® So far, the most advanced approaches in the
ACLF setting are interventions based on extra-corporeal liver sup-
port (ECLS). ECLS, namely plasma exchange and a novel ACLF-
specific device called Dialive®, target systemic inflammation and
associated immune and albumin dysfunctions. Plasma exchanges are
under evaluation in a large international phase Ill trial aiming to re-
cruit 380 ACLF patients (NCT03702920), while Dialive® has been
associated with improved outcome and biomarkers of severity in a
recent phase Il study.®®

In the past decade, the sequential assessment of ACLF grades in
patients with EASL-ACLF has become crucial for hepatologists and
intensivists in their daily patient management. This assessment has
important clinical implications for accurately predicting the patient's
clinical trajectory. If there is improvement or resolution towards no-
ACLF or ACLF grade 1 within the first week, the first step, as dis-
cussed earlier, is to refer the patient to an LT center. Indeed, these
patients are at a significant risk of further decompensation and liver
function deterioration, especially if they have a history of previous
AD or were intubated during their stay in the intensive care unit.>%3¢
Therefore, it is advisable to initiate a comprehensive pre-LT assess-
ment once the ACLF episode has resolved or improved. Additionally,
persistent severe EASL-ACLF (grades 2 and 3) identifies a subgroup
of patients with a poor short-term prognosis, who should be evalu-
ated for early LT. In this population, the survival probability at
28 days is as low as 0%-30%.2%2728 Qver the last few years, there
have been reports of favorable outcomes in critically ill patients
(ACLF grade 3) following LT, with a 1-year survival rate often
exceeding 80%.%7772 However, the selection process for these pa-
tients is complex, with limited retrospective data and sample

sizes.*®”2 The course of organ failure preceding LT, as assessed by



XU ET AL

199

once

ist

Onn

yatients before APASL-ACLF

LF in patient without
tion

of previous decompensation status
1e course of EASL-ACLF

jon of patients to refer for disease-.

fication of patients to refer for liver
transplantation
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EASL-ACLF grade, is a key parameter in optimizing outcomes.”*”>

For patients who are not eligible for transplantation, a persistent
severe course of EASL-ACLF may indicate the appropriateness of

287677 (Figure 1). However, withdrawing care is a

withdrawing care
complex decision, considering the irrevocable nature of the choice
and the differing perspectives of caregivers and patient families
regarding small survival probabilities. Balancing these factors while
respecting the patient's life, dignity, and wishes presents statistical
and ethical challenges, and a single score is unlikely to be the
definitive determinant.”®

As the reconciliation between Eastern and Western definitions
of ACLF becomes less likely, further investigation based on APASL-
and EASL- definitions of ACLF are required to comprehensively
appreciate the determinants of outcome before and after ACLF
including precipitating event TYPE. Additionally, with the increasing
pipeline of potential disease-modifying treatments, there is an un-
met need to accurately distinguish eligible patients for these
treatments from those who should be referred for liver trans-
plantation (Figure 2). Finally, despite initial data indicating that the
clinical presentation and natural progression of events are not sex-
specific in AD and ACLF, additional research is needed to validate
this observation.®>*3?79781 |n any case, evidence is accumulating
regarding the sex-specificity of clinical and biological markers of

severity.8283

CONCLUSION

Despite distinct approaches between the Eastern and Western
definitions of ACLF, both groups exhibit a greater risk of short-term
mortality compared to patients with AD. Two important clinical
implications result from major studies investigating natural history
of ACLF. Firstly, the recognition of a “golden therapeutic window”
which encompasses APASL-ACLF, pre-EASL-ACLF, and possibly
EASL-ACLF grade 1, where the potential benefits of disease-
modifying interventions are maximized. Accurate identification
within these groups of patients definitely candidates to such ap-
proaches is still to be determined. Secondly, the identification of
distinct clinical trajectories that assist in the management of pa-
tients, including decisions regarding referring to liver trans-
plantation, as well as determining the appropriate timing for
withdrawal of care. As a reconciliation between Eastern and
Western approaches becomes less likely over time, further inves-
tigation are needed to definitely identify predictors of APASL-ACLF,
impact of precipitating event and history of decompensation on the
occurence and course of ACLF.
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