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Objectives. Alcohol-related liver disease is an increasing public health burden in China, but there is a lack of models to predict
its prognosis. This study established a nomogram for predicting the survival of Chinese patients with alcohol-related liver
disease (ALD). Methods. Hospitalized alcohol-related liver disease patients were retrospectively enrolled from 2015 to 2018
and followed up for 24 months to evaluate survival profiles. A total of 379 patients were divided into a training cohort
(n=265) and validation cohort (n=114). Cox proportional hazard survival analysis identified survival factors of the patients
in the training cohort. A nomogram was built and internally validated. Results. The 3-month, 6-month, 12-month, and 24-
month survival rates for the training cohort were 82.6%, 81.1%, 74.3%, and 64.5%, respectively. The Cox analysis showed
relapse (P =0.001), cirrhosis (P = 0.044), liver cancer (P <0.001), and a model for end-stage liver diseases score of >21
(P =0.041) as independent prognostic factors. A nomogram was built, which predicted the survival of patients in the training
cohort with a concordance index of 0.749 and in the internal validation cohort with a concordance index of 0.756. Conclusion.
The long-term survival of Chinese alcohol-related liver disease patients was poor with a 24-month survival rate of 64.5%.
Relapse, cirrhosis, liver cancer, and a model for end-stage liver disease score of >21 were independent risk factors for those
patients. A nomogram was developed and internally validated for predicting the probability of their survival at different

time points.

1. Introduction

According to a report from the World Health Organization
in 2018, alcohol consumption causes 3.3 million deaths every
year, accounting for 5.3% of the global death rate [1]. Ex-
cessive drinking has become a significant public health
problem. The Global Health Estimates database shows that
alcohol-related liver disease (ALD) patients account for 20%
of the patients that die of cirrhosis and other chronic liver
diseases and 35.5% of the patients that die of liver cancer in
mainland China [2]. Our study showed that, in Beijing City,
the prevalence of ALD was 4.1% in adult patients [3], and
previous research shows that the ratio of ALD in hospitalized
liver disease patients is increasing in mainland China [4].

The prognosis of ALD patients has high heterogeneity.
Studies show that age [5, 6], continuous drinking [6, 7],
smoking [6, 7], and similar lifestyle characteristics are re-
lated to the prognosis of ALD patients. Predictors for
prognosis of patients with ALD used in research include age-
bilirubin-International Normalized Ratio-creatinine score
[8], Maddery discriminant function [9], Child-Pugh score
[10], and model for end-stage liver diseases (MELD) score
[11], especially in alcoholic hepatitis (AH). Yet, research on
the prognosis of Chinese patients with ALD is limited. In
particular, nomograms for predicting the prognosis of
Chinese patients with ALD is seldomly reported. In this
study, we built and validated a nomogram to predict the
prognosis of Chinese patients with ALD.
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2. Methods

2.1. Patients and Study Design. Consecutive adult ALD
patients hospitalized in Beijing at Ditan Hospital of Capital
Medical University were retrospectively enrolled from
January 2015 to December 2018. Diagnosis of ALD and AH
was made according to EASL Clinical Practice Guidelines:
Management of alcohol-related liver disease [12]. Diagnosis
of primary hepatic cancer was made according to Hep-
atobiliary Cancers, Version 2.2021, NCCN Clinical Practice
Guidelines in Oncology [13]. The exclusion criteria were as
follows: (1) patients comorbid with viral hepatitis, drug-
induced liver injury, autoimmune liver disease, and other
liver diseases; (2) patients with previous liver transplanta-
tion; and (3) patients missing follow-up. A total of 1050
hospitalized patients with ALD were screened from the
hospital information system. A total of 483 patients were
excluded for comorbidity with other liver diseases, and 188
patients who were lost to follow-up were excluded. Finally,
379 patients were included in the analysis. The patients were
randomly divided into a training cohort including 265 (70%)
patients and a validation group including 114 (30%) patients
(Figure 1). This study was approved by the Ethics Committee
of Beijing Ditan Hospital of Capital Medical University.
Informed Consent was waived.

Baseline demographic characteristics, including gender,
age, smoking history, and recidivism; laboratory test results
including complete blood count, coagulation test, liver
function, and renal function; occurrence of decompensation
complications of liver cirrhosis such as ascites, hepatic
encephalopathy, and oesophageal-gastric varices bleeding;
and liver cancer data were collected.

2.2. Follow-Up. Patients were followed up with every 3 to 6
months by electronic medical records or telephone inter-
view. We followed up the survival and alcohol withdrawal of
each patients within 2 years of hospitalization. The follow-up
time was 24 months, and the main end point was death or
liver transplantation.

2.3.  Statistical Analysis. Continuous variables were
expressed as mean (tstandard) or median (interquartile
range (IQR)) and were compared using the independent
sample t-test or the Mann-Whitney U-test. Categorical
variables were expressed as count and percentages and were
compared using the chi-squared test or Fisher’s exact test. A
survival curve was constructed using the Kaplan-Meier
method and compared with the log-rank test. Univariate
analysis was first performed, and the variables that were
identified as significant were entered into the multivariate
Cox proportional hazard regression analysis used to identify
independent prognostic factors. A nomogram was con-
structed to predict the survival rate of the ALD patients
based on the results of the multivariate analysis. The per-
formance of the model was internally evaluated by the
concordance index (C-index), which was internally mea-
sured by comparing the nomogram-predicted probability
with the observed probability. Statistical analysis was
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performed using SPSS 19.0 and R software (R Foundation
for Statistical Computing, Vienna, Austria).

3. Results

3.1. Patient Characteristics. Baseline characteristics of 379
patients (265 in the training cohort and 114 in the validation
cohort) are summarized in Table 1. The baseline demo-
graphic indicators, laboratory parameters, decompensation
complications of liver cirrhosis and liver cancer, and MELD
score were comparable between the two cohorts (all P values
>0.05).

3.2. Survival. All patients were followed up for 24 months or
until an endpoint event took place. In the training cohort, 94
(35.5%) patients died during the follow-up, and the cu-
mulative survival rate of patients at 3 months, 6 months, 12
months, and 24 months was 82.6%, 81.1%,74.3%, and 64.5%,
respectively. Survival of patients in training cohort was
further analysed according to different subgroups, as shown
in Figure 2. The 24-month survival of patients diagnosed as
AH was worse than that of patients without AH (Figure 2(a),
P <0.001). The 24-month survival of patients diagnosed with
cirrhosis due to alcohol-related disease (ALD cirrhosis) was
worse than that of patients without ALD cirrhosis
(Figure 2(b), P <0.001). Additionally, we divided the pa-
tients into four groups, namely, AH/No ALC, No AH/No
ALC, No AH/ALC, and AH/ALC, and compared the sur-
vival of these groups. We concluded that the AH/ALC group
had the worst survival rate (Figure 2(c), P <0.001).

The 24-month survival of patients diagnosed as liver
cancer was worse than that of patients without liver cancer
(Figure 2(d), P <0.001). In particular, survival of patients
who relapsed from abstinence was worse than that of pa-
tients who maintained abstinence (Figure 2(e), P <0.001).
The MELD score is widely used for predicting prognosis of
patients with end-stage liver diseases. We compared the
prognosis of patients with baseline MELD scores of >21 and
<21. Survival of patients with baseline MELD score >21 was
worse than that of patients with MELD score <21
(Figure 2(f), P <0.001).

In the validation group, 24 (21.1%) patients died during
the follow-up and the cumulative survival rate of patients at
3 months, 6 months, 12 months, and 24 months was 88.6%,
88.6%, 84.2%, and 78.9%, respectively. The overall survival
was compared to different groups in the training cohort and
validation cohort (Figure 2(g)). Results showed that there
was no significant difference in overall survival between
these groups.

3.3. Independent Prognostic Factors in the Training Cohort.
A univariate Cox analysis was first performed for the
training group patient data, which identified the following as
the most significantly related factors to ALD: relapse, cir-
rhosis, liver cancer, ascites, encephalopathy, haemoglobin
(HB), platelet count (PLT), total bilirubin (TBIL), albumin
(ALB), creatine (Cr), prothrombin time-International
Standardization Ratio (PT-INR), Na, and MELD >21
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FIGURe 1: Flowchart of the study’s design.

TaBLE 1: Baseline characteristics of patients in different cohorts.

Variable Training cohort (n=265) Validation cohort (n=114) P value
Clinical characteristic

Age, years 55.36 +10.83 54.03+12.16 0.290
Male, n% 260 (98.1%) 112 (98.2%) 1.000
Relapse, n% 167 (63.0%) 65 (57.0%) 0.272
Smoking, n% 196 (74.0%) 76 (66.7%) 0.148
Cirrhosis, n% 216 (81.5%) 91 (79.8%) 0.701
AH, n% 99 (37.4%) 33 (28.9%) 0.115
Cancer, n% 23 (8.7%) 10 (8.8%) 0.977
Ascites, n% 177 (66.8%) 69 (60.5%) 0.241
Varices bleeding, n% 31 (11.7%) 15 (13.2%) 0.690
Encephalopathy, n% 38 (14.3%) 15 (13.2%) 0.761
Laboratory parameters

WBC (109/L) 5.33 (3.93-7.78) 5.55 (3.99-8.45) 0.435

HB (g/L) 113.00 (89.00-133.00) 110.50 (88.58-131.20) 0.796
PLT (g/L) 96.00 (63.70-144.00) 107.20 (58.75-192.25) 0.194
ALT (U/T) 29.30 (18.60-51.35) 27.00 (16.55-52.55) 0.663
AST (U/T) 59.30 (34.60-102.35) 49.35 (36.00-84.53) 0.224
TBIL (pmol/L) 44.00 (20.95-108.15) 33.80 (17.90-75.83) 0.109
ALB (g/L) 30.90 (26.25-36.00) 31.95 (26.58-36.90) 0.418
Cr (umol/L) 66.90 (56.30-81.70) 63.80 (54.00-79.00) 0.095
PT-INR 1.32 (1.14-1.70) 1.31 (1.08-1.63) 0.236
Na (mmol/L) 138.30 (135.30-141.25) 139.50 (136.15-141.95) 0.083
Scoring system

MELD score >21, n% 39 (14.7%) 11 (9.6%) 0.181

Training cohort vs. validation cohort after random allocation with ratio 7: 3. Data were reported as counts and percentages, mediantstandard deviation, or
medians with 25th and 75th percentile, respectively. AH, alcoholic hepatitis; WBC, white blood cell; HB, haemoglobin; PLT, platelet count; ALT, alanine
transaminase; AST, aspartate transaminase; TBIL, total bilirubin; ALB, albumin; Cr, creatine; PT-INR, prothrombin time-International Standardization
Ratio; MELD score, model for end-stage liver diseases score.



4 Canadian Journal of Gastroenterology and Hepatology
1.00 1.00 e
z 075 z 075 o 075
g 2 E
2 050 T 2 050 E
= B 2 050
Z ! g = |
Z ! B & 1
3 025] p<0.0001 1 £ 025 p<0.0001 3 l
: 2 0251 p<0.0001 1
1
0.00 ! 0.00 !
0.00 !
0 4 8 12 16 20 24 0 4 8 12 16 20 24 .
Follow up time (m) Follow up time (m) 0 4 8 12 16 20 24
Number at risk Number at risk Follow up time (m)
AH199 69 6 60 54 5 49 ALC {216 171 163 155 140 134 125 Number at risk
NoAH {166 150 145 142 133 127 122 NoALCld9 48 47 47 47 46 46 AH/ALC195 65 61 56 50 49 45
AH/No ALC { 4 4 4 4 4 4 4
0 4 8 12 16 20 24 0 4 8 12 16 20 24
) 121 106 102 99 9 8 80
Follow up time (m) Follow up time (m)
NoAH/NoALC {45 44 43 43 43 42 42
—— AH —+— ALC 0 4 8 12 16 20 24
—+— NoAH —+— NoALC Follow up time (m)
—+— AH/ALC No AH/ALC
—+— AH/NoALC  —+— No AH/No ALC
(a) (b) (c)
1.00 1.00 1.00
2 075 = 075 2 075
= z Z
2 £ 3
=] =] o
2050 — 2 050 £ 050
2 ] E
£ 1 z 2 !
2 025] p <:0_0001 3 0257 p<0.0001 S 0251 p<0.0001 :
1 1
| l
0.00 . 0.00 0.00 .
0 4 8 216 20 24 0 4 8 12 16 20 24 0 4 8 12 16 20 24
Follow up time (m) Follow up time (m) Follow up time (m)
Number at risk Number at risk Number at risk
Cancer{23 1l 10 9 7 7 7 Relapse {167 130 124 118 105 99 92 MELD>=21{39 21 18 18 17 16 13
NoCancer {242 208 200 193 180 173 164 NoRelapse { 96 89 86 84 8 81 79 MELD<21 {226 198 192 184 170 164 158
0 4 8 12 16 20 24 0 4 8 12 16 20 24 0 4 8 12 16 20 24

Follow up time (m)

—+— Cancer
—+— No Cancer

Follow up time (m)

—+— Relapse
—+—  No Relapse

Follow up time (m)

—+— MELD>=21
—+— MELD<21

(d) (e) (f)
1.00
0.75
z
2
2
S 0.50
£
)
1
5
3 02594200051
0.00
0 4 8 12 16 20
Follow up time (m)
Number at risk
Training cohort {265 219 210 202 187 180
Validation cohort {114 101 101 97 95 93
0 4 8 12 16 20
Follow up time (m)
—+— ‘Training cohort

—+— Validation cohort

(g)

FIGURE 2: Kaplan-Meier estimate of the ALD patients stratified by cohort. AH/No ALC: patients with alcoholic hepatitis and without
cirrhosis due to alcohol-related liver disease; No AH/No ALC: patients with neither alcoholic hepatitis nor cirrhosis due to alcohol-related
liver disease; No AH/ALC: patients with cirrhosis due to alcohol-related liver disease and without alcoholic hepatitis; and AH/ALC: patients
with both alcoholic hepatitis and cirrhosis due to alcohol-related liver disease. Kaplan-Meier curves for survival of patients with AH and
without AH in the training cohort (a); Kaplan-Meier curves for survival of patients with ALC and without ALC in the training cohort (b);
patients were divided into four groups, namely, AH/No ALC, No AH/No ALC, No AH/ALC, and AH/ALC. Kaplan-Meier curves for
survival of the patients in the training cohort (c); Kaplan-Meier curves for survival of the patients with liver cancer and without liver cancer
in the training cohort (d); Kaplan-Meier curves for survival of patients who followed abstinence and relapsed from abstinence in the
training cohort (e); Kaplan-Meier curves for survival of the patients with MELD score >21 and with MELD <21 in the training cohort (f);
Kaplan-Meier curves for survival of the patients in the training cohort and validation cohort (g).
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(Table 2). These variables were entered into the multivariate
analysis model, except for PT-INR and Cr, since the three
variables had already been included in the MELD score. The
results revealed that relapse (P =0.001), cirrhosis
(P = 0.044), liver cancer (P <0.001), and a MELD score of
>21 (P = 0.041) were independent factors for the prognosis
of ALD patients (Table 3).

3.4. Establishment and Validation of Nomogram. A nomo-
gram was constructed based on the independent risk factors
discovered in the Cox analysis to predict 3-month, 6-month,
and 12-month survival rates in the training cohort by
weighting the score of each variable. The larger points in the
nomogram indicated poorer survival. The nomogram
assigned the survival rate by summing the scores identified
on the point of scale for each variable. The total prognostic
score at the bottom of the scales indicated the probability for
3 months, 6 months, and 12 months (Figure 3).

The nomogram was internally verified through identi-
fication and calibration methods, and the calculated C-index
was 0.749 (95% confidence interval (CI), 0.702-0.796) in the
training cohort. For internal validation, the C-index was
0.756 (95%CI, 0.660-0.852). Lastly, the calibration plots
showed good probability consistencies between the nomo-
gram predictions and actual observation (Figure 4).

4. Discussion

In this study, we found overall 24-month survival rate of
Chinese ALD patients to be 64.5%. Relapse from abstinence,
cirrhosis, liver cancer, and a MELD score of >21 were the
independent prognostic factors of ALD patients. We then
built and validated a visible nomogram model to predict the
prognosis of ALD patients. This was the first nomogram for
predicting prognosis of Chinese ALD patients.

We found that relapse was one of the independent
factors affecting the prognosis of ALD patients. The 24-
month survival of ALD patients was 44.9% among those who
were abstinent and 19.4% for these who relapsed to alcohol
consumption, which was consistent with other studies
[7, 14-16]. One previous study showed that abstinence for 3
months can improve the prognosis of ALD and the histo-
logical characteristics of ALD patients at all stages [17]. It is
of great importance to identify patients with high-risk re-
hydration during the follow-up period for early intervention
of relapse in patients with ALD. Abstinence promotion
should include the multidisciplinary intervention of ad-
diction experts and measures for patient rehydration. This
should involve cognitive behaviour therapy based on psy-
chotherapy, motivational enhancement therapy, and com-
prehensive medical care. [18-21] It was pointed out that
baclofen is expected to prevent ALD patients from relapse
from abstinence [22]. However, the evaluation of psycho-
therapy for maintaining abstinence and the effectiveness of
drug treatment is still lacking, and further research is
needed.

In this study, we also found that cirrhosis and liver-
related cancer were independent prognostic factors. Prior

TaBLE 2: Univariable analysis of ALD patients in the training
cohort.

Variable HR 95% CI P value
Clinical characteristics

Age, years 0.986 0.968-1.005 0.147

Male, n% 2.183 0.312-15.259 0.431

Relapse, n% 2.781 1.682-4.601 <0.001*
Smoking, n% 1.085 0.683-1.724 0.728

Cirrhosis, 1% 8.791 2.785-27.748 <0.001*
AH, n% 2.461 1.643-3.687 <0.001*
Cancer, n% 3.462 2.016-5.946 <0.001"
Ascites, n% 3.011 1.759-5.156 <0.001*
Varices bleeding, n% 1.166 0.636-2.136 0.619

Encephalopathy, n% 1.917 1.170-3.141 0.010"

Laboratory parameters

WBC (10°/L) 1.020 0.987-1.053 0.245

HB (g/L) 0.993 0.986-1.000 0.036"
PLT (g/L) 0.996 0.993-0.999 0.014*

ALT (U/T) 0.999 0.998-1.000 0.204

AST (U/T) 1.000 1.000-1.001 0.061

TBIL (pmol/L) 1.004 1.003-1.006 <0.001"
ALB (g/L) 0.908 0.876-0.940 <0.001"
Cr (umol/L) 1.007 1.005-1.009 <0.001*
PT-INR 2.098 1.580-2.788 <0.001*
Na (mmol/L) 0.985 0.977-0.992 <0.001"
Scoring system

MELD >21, n% 3.235 2.056-5.090 <0.001"

* P value <0.05 was considered significant. CI, confidence interval; AH,
alcoholic hepatitis; WBC, white blood cell; HB, haemoglobin; PLT, platelet
count; ALT, alanine transaminase; AST, aspartate transaminase; TBIL, total
bilirubin; ALB, albumin; Cr, creatine; PT-INR, prothrombin time-Inter-
national Standardization Ratio; MELD score, model for end-stage liver
diseases score.

studies implied that patients with ALD, especially those with
liver cirrhosis, have a significantly increased risk of liver
cancer as the disease progresses [23, 24]. In this study, 95.7%
of ALD patients with liver cancer also had liver cirrhosis. It
has been previously well established that patients with ALD
cirrhosis and alcohol-related liver cancer are more likely to
progress than patients with liver cirrhosis and liver cancer
due to other reasons [25, 26]. In this study, the 24-month
mortality of ALD patients with liver cancer was as high as
69.6%. Late diagnosis and poor response to sorafenib and
other TKI inhibitors might contribute to the poor survival
rate. For patients with alcohol-related HCC, another con-
cern is that alcohol use was related to sustained expression of
proto-onco B-Raf (BRAF), which might result in resistance
to sorafenib and other TKIs therapy [27]. We found that
cirrhosis was the strongest predictor of death in patients with
ALD, followed by liver cancer. Therefore, early diagnosis of
liver cancer in patients with ALD, especially in patients with
liver cirrhosis, is one key factor for the management of ALD
patients. As required by some healthcare guidelines, patients
with liver cirrhosis should be regularly monitored by ul-
trasound [28].

It is worth noting that previous studies paid more at-
tention to the survival of patients with ALD cirrhosis and
AH, respectively [15, 29-31]. However, there were relatively
few studies on patients with AH combined with ALD
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TABLE 3: Multivariable analysis of ALD patients in the training cohort.

Variable HR 95% CI P value
Relapse, n% 2.460 1.431-4.227 0.001*
Cirrhosis, n% 3.875 1.036-14.500 0.044*
AH, n% 0.937 0.572-1.534 0.796
Cancer, n% 2.888 1.625-5.132 <0.001"
Ascites, n% 1.365 0.726-2.566 0.334
Encephalopathy, n% 1.458 0.879-2.419 0.144
HB 1.000 0.992-1.008 0.937
PLT 0.998 0.995-1.001 0.231
ALB 0.963 0.919-1.009 0.115
PT-INR 1.018 0.602-1.721 0.947
Na 0.985 0.961-1.009 0.208
MELD >21 2.051 1.029-4.088 0.041*

* Pvalue <0.05 was considered significant. AH, alcoholic hepatitis; HB, haemoglobin; PLT, platelet count; ALB, albumin; PT-INR, prothrombin time-
International Standardization Ratio; MELD score, model for end-stage liver diseases score.
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cirrhosis. In our study, although AH was not an independent
prognostic factor for patients with alcoholic liver disease, the
K-M curve suggested that the mortality of patients with
ALD cirrhosis combined with AH was significantly lower
than that of ALD cirrhosis patients without alcoholic hep-
atitis. This suggests that we should pay more attention to
patients with AH in the background of cirrhosis.

MELD score was originally used to predict the survival of
patients undergoing selective transjugular intrahepatic por-
tosystemic shunt to prevent oesophageal variceal bleeding or
refractory ascites [32]. After that, MELD score was extended
to assess the mortality of end-stage liver disease and assist liver
transplantation centres in organ allocation [11]. In previous
studies, MELD score was shown to have a good predictive
value for the survival of patients with AH [33-35]. In our
study, we used an MELD score of >21 as the cutoff point and
applied it to the overall ALD population. We concluded that
an MELD score of >21 was an independent prognostic factor
of ALD patients. In addition, we excluded the MELD score in
our multivariate analysis model and added TBIL and Cr to the
model. The results showed that Cr was an independent
prognostic factor for ALD patients. Considering that Cr was
included in the MELD score, the important predictive role of
MELD score in the survival of Chinese ALD population was
further confirmed.

At the time of this study, there are many predictive
models for surgical treatment, radiotherapy, and chemo-
therapy of ALD [36, 37], but there is a lack of predictive
models for medical treatment of ALD patients. This study
included most of the baseline indicators that were found to
be meaningful in previous studies and constructed a no-
mogram using the variables of relapse, cirrhosis, cancer, and
an MELD score of >21. In addition, the model was validated
and found to have good sensitivity and accuracy.

As a single-centre, retrospective study, the external vali-
dation cohort is unavailable for this study. A multiple-cen-
tred, prospective study with a larger sample size is ongoing.
Despite this, we successfully built the nomogram with our
cohort, and internal validation showed good performance.

In conclusion, the study showed that the 24-month
survival rate of Chinese hospitalized ALD patients was only
64.5%, which calls for strengthened management for pa-
tients like these. A nomogram with good performance was
built to predict the survival in ALD patients, which may have
implications for the management of ALD patients.

Data Availability

The data that support the findings of this study are available
from the corresponding author upon reasonable request.

Conflicts of Interest

None of the authors have any conflicts of interest.

Authors’ Contributions

E.D. and S.Y wrote the manuscript. Y.L. and C.L. analysed
and interpreted the data. C.C. performed patient follow-up.

H.Z. performed data entry. S.Y. and H.X. contributed to the
scientific discussion. S.Y. and J.C. designed the experiments
and provided useful advice on and modified the manuscript.
All authors approved the final version of the manuscript.

Acknowledgments

The authors would like to thank Dr. Gang Wan for statistical
analysis. This study was supported by National Science and
Technology Major Projects (20172X10202202 and
2018ZX10715-005), the High-Level Innovative Expert
Project of Qinghai Province (2019-24), and the Tianging
Foundation of Chinese Foundation for Hepatitis Prevention
and Control (TQGB20210050).

References

[1] World Health Organization, “Global status report on alcohol
and health 2018[EB/OL],” 2018, https://www.who.int/
substance-abuse/publications/global_alcohol_report/en/.

[2] World Health Organization, “Global Health Estimates 2015:
deaths by cause, age, sex, by country and by region,” 2000-
2015, https://www.who.int/healthinfo/global; 2016_ burden_
disease/estimates_regional_2000_2015/en/.

[3] J.-G. Fan, “Epidemiology of alcoholic and nonalcoholic fatty
liver disease in China,” Journal of Gastroenterology and
Hepatology, vol. 28, pp. 11-17, 2013.

[4] A. Huang, B. Chang, Y. Sun et al., “Disease spectrum of al-
coholic liver disease in Beijing 302 Hospital from 2002 to
2013: a large tertiary referral hospital experience from 7422
patients,” Medicine (Baltimore), vol. 96, no. 7, Article ID
€6163, 2017.

[5] J. Altamirano, H. Lopez-Pelayo, J. Michelena et al., “Alcohol

abstinence in patients surviving an episode of alcoholic

hepatitis: prediction and impact on long-term survival,”

Hepatology, vol. 66, no. 6, pp. 1842-1853, 2017.

V. Vatsalya, “Novel biomarker for the diagnosis and prog-

nosis of acute alcoholic hepatitis,” Clinical and Experimental

Pharmacology, vol. 10, no. 4, 2020.

S. Masson, I. Emmerson, E. Henderson et al., “Clinical but not

histological factors predict long-term prognosis in patients

with histologically advanced non-decompensated alcoholic

liver disease,” Liver International, vol. 34, no. 2, pp. 235-242,

2014.

[8] M. Dominguez, D. Rincén, J. G. Abraldes et al., “A new
scoring system for prognostic stratification of patients with
alcoholic hepatitis,” American Journal of Gastroenterology,
vol. 103, no. 11, pp. 2747-2756, 2008.

[9] R. L. Carithers Jr., H. F. Herlong, A. M. Diehl et al,
“Methylprednisolone therapy in patients with severe alcoholic
hepatitis. A randomized multicenter trial,” Annals of Internal
Medicine, vol. 110, no. 9, pp. 685-690, 1989.

[10] R. N. Pugh, I. M. Murray-Lyon, J. L. Dawson, M. C. Pietroni,
and R. Williams, “Transection of the oesophagus for bleeding
oesophageal varices,” British Journal of Surgery, vol. 60, no. 8,
pp. 646-649, 1973.

[11] P. Kamath, R. H. Wiesner, M. Malinchoc et al., “A model to
predict survival in patients with end-stage liver disease,”
Hepatology, vol. 33, no. 2, pp. 464-470, 2001.

[12] European Association for the Study of the Liver. Electronic
address: easloffice@easloffice.eu, European Association for the
Study of the Liver, “EASL Clinical Practice Guidelines:

[6

[7


https://www.who.int/substance-abuse/publications/global_alcohol_report/en/
https://www.who.int/substance-abuse/publications/global_alcohol_report/en/
https://www.who.int/healthinfo/global; 2016_ burden_disease/estimates_regional_2000_2015/en/
https://www.who.int/healthinfo/global; 2016_ burden_disease/estimates_regional_2000_2015/en/

management of alcohol-related liver disease,” Journal of
Hepatology, vol. 69, no. 1, pp. 154-181, 2018.

[13] A. B. Benson, M. I. D’Angelica, D. E. Abbott et al., “Hep-

atobiliary cancers, version 2.2021, NCCN clinical practice

guidelines in Oncology,” Journal of National Comprehensive

Cancer Network, version 2, vol. 19, no. 5, pp. 541-565, 2021.

C. Lackner, W. Spindelboeck, J. Haybaeck et al., “Histological

parameters and alcohol abstinence determine long-term

prognosis in patients with alcoholic liver disease,” Journal of

Heputology, vol. 66, no. 3, pp. 610-618, 2017.

[15] D. Degré, R. E. Stauber, G. Englebert et al, “Long-term

outcomes in patients with decompensated alcohol-related

liver disease, steatohepatitis and Maddrey’s discriminant

function <32,” Journal of Hepatology, vol. 72, no. 4,

pp. 636-642, 2020.

F. Pessione, M.-J. Ramond, L. Peters et al., “Five-year survival

predictive factors in patients with excessive alcohol intake and

cirrhosis. Effect of alcoholic hepatitis, smoking and absti-

nence,” Liver International, vol. 23, no. 1, pp. 45-53, 2003.

B. J. Veldt, F. Lainé, A. Guillygomarch et al., “Indication of

liver transplantation in severe alcoholic liver cirrhosis:

quantitative evaluation and optimal timing,” Journal of

Hepatology, vol. 36, no. 1, pp. 93-98, 2002.

G. Addolorato, A. Mirijello, P. Barrio, and A. Gual, “Treat-

ment of alcohol use disorders in patients with alcoholic liver

disease,” Journal of Hepatology, vol. 65, no. 3, pp. 618-630,

2016.

[19] G. Addolorato, M. Russell, E. Albano, P. S. Haber,
J. R. Wands, and L. Leggio, “Understanding and treating
patients with alcoholic cirrhosis: an update,” Alcoholism:
Clinical and Experimental Research, vol. 33, no. 7, pp. 1136-
1144, 2009.

[20] G. Dom, M. Wojnar, C. L. Crunelle et al., “Assessing and
treating alcohol relapse risk in liver transplantation candi-
dates,” Alcohol and Alcoholism, vol. 50, no. 2, pp. 164-172,
2015.

[21] A.Khan, A. Tansel, D. L. White et al., “Efficacy of psychosocial
interventions in inducing and maintaining alcohol abstinence
in patients with chronic liver disease: a systematic review,”
Clinical Gastroenterology and Hepatology, vol. 14, no. 2,
pp. 191-202, 2016.

[22] D. Yamini, S. H. Lee, A. Avanesyan, M. Walter, and
B. Runyon, “Utilization of baclofen in maintenance of alcohol
abstinence in patients with alcohol dependence and alcoholic
hepatitis with or without cirrhosis,” Alcohol and Alcoholism,
vol. 49, no. 4, pp. 453-456, 2014.

[23] H. Hagstrom, M. Thiele, R. Sharma et al., “Risk of cancer in
biopsy-proven alcohol-related liver disease: a population-
based cohort study of 3410 persons,” Clinical Gastroenterology
and Hepatology: The Official Clinical Practice Journal of the
American Gastroenterological Association, vol. S1542 - 3565,
2021.

[24] P. Sahlman, M. Nissinen, E. Pukkala, and M. Farkkild, “In-
cidence, survival and cause-specific mortality in alcoholic liver
disease: a population-based cohort study,” Scandinavian
Journal of Gastroenterology, vol. 51, no. 8, pp. 961-966, 2016.

[25] K. Schiitte, J. Bornschein, S. Kahl et al., “Delayed diagnosis of
HCC with chronic alcoholic liver disease,” Liver Cancer, vol. 1,
no. 3-4, pp. 257-266, 2012.

[26] N. Ganne-Carrié and P. Nahon, “Hepatocellular carcinoma in
the setting of alcohol-related liver disease,” Journal of Hep-
atology, vol. 70, no. 2, pp. 284-293, 2019.

[27] A. Gnoni, A. Licchetta, R. Memeo et al.,, “Role of BRAF in
hepatocellular carcinoma: a rationale for future targeted

(14

(16

[17

[18

Canadian Journal of Gastroenterology and Hepatology

cancer therapies,” Medicina, vol. 55, no. 12, Article ID 754,
2019.

[28] European Association For The Study Of The Liver, European
Organisation For Research And Treatment Of Cancer, “EASL-
EORTC clinical practice guidelines: management of hepa-
tocellular carcinoma,” Journal of Hepatology, vol. 56, no. 4,
pp. 908-943, 2012.

[29] P. Fung and N. Pyrsopoulos, “Emerging concepts in alcoholic
hepatitis,” World Journal of Hepatology, vol. 9, no. 12,
pp. 567-585, 2017.

[30] F. A. Rhodes, P. Trembling, J. Panovska-Griffiths et al,
“Systematic review: investigating the prognostic performance
of four non-invasive tests in alcohol-related liver disease,”
Journal of Gastroenterology and Hepatology, vol. 36, no. 6,
pp. 1435-1449, 2021.

[31] S. Chirapongsathorn, K. Akkarachinores, and A. Chaiprasert,
“Development and validation of prognostic model to predict
mortality among cirrhotic patients with acute variceal
bleeding: a retrospective study,” JGH Open, vol. 5, no. 6,
pp. 658-663, 2021.

[32] M. Malinchoc, P. S. Kamath, F. D. Gordon, C. J. Peine,
J. Rank, and P. C.J. ter Borg, “A model to predict poor survival
in patients undergoing transjugular intrahepatic portosyste-
mic shunts,” Hepatology, vol. 31, no. 4, pp. 864-871, 2000.

[33] N. Palaniyappan, V. Subramanian, V. Ramappa, S. D. Ryder,
P. Kaye, and G. P. Aithal, “The utility of scoring systems in
predicting early and late mortality in alcoholic hepatitis:
whose score is it anyway?” International Journal of Hep-
atology, vol. 2012, Article ID 624675, 2012.

[34] M. Mallaiyappan, N. R. Sawalakhe, M. Sasidharan, D. K. Shah,
P. M. Rathi, and S. J. Bhatia, “Retrospective and prospective
validation of model for end-stage liver disease (MELD) score
in predicting mortality in patients of alcoholic liver disease,”
Tropical Gastroenterology: Official Journal of the Digestive
Diseases Foundation, vol. 34, no. 4, pp. 252-258, 2013.

[35] J. A. Cuthbert, S. Arslanlar, J. Yepuri, M. Montrose,
C. W. Ahn, and J. P. Shah, “Predicting short-term mortality
and long-term survival for hospitalized US patients with al-
coholic hepatitis,” Digestive Diseases and Sciences, vol. 59,
no. 7, pp. 1594-1602, 2014.

[36] B.Xu, X. L. Li, F. Ye et al., “Development and validation of a
nomogram based on perioperative factors to predict post-
hepatectomy liver failure,” Journal of clinical and translational
hepatology, vol. 9, no. 3, pp. 291-300, 2021.

[37] S. Wang, Y. Deng, X. Yu et al., “Prognostic significance of
preoperative systemic inflammatory biomarkers in patients
with hepatocellular carcinoma after microwave ablation and
establishment of a nomogram,” Scientific Reports, vol. 11,
no. 1, Article ID 13814, 2021.



