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ABSTRACT

Background: We aimed to validate Baveno VI and expanded Baveno VI criteria using two 
dimensional shear-wave elastography (2D-SWE) in compensated advanced chronic liver 
disease (cACLD) patients with alcohol as the main etiology.
Methods: Clinical data from 305 patients with cACLD who underwent a liver stiffness 
measurement (LSM) with 2D-SWE and endoscopy were consecutively collected.
Results: Among 305 patients, high-risk varix (HRV) was identified in 21.3% (n = 65). The 
main etiology was alcoholic liver disease (51.8%), followed by hepatitis B virus (29.8%) 
and hepatitis C virus (9.1%). Baveno VI criteria spared endoscopy in 118 of the 305 (38.7%) 
patients, and 7 (5.9%) were missed with HRV. Expanded Baveno VI criteria spared more 
endoscopies (60.0%), but missed more HRV (9.8%) compared with Baveno VI criteria. The 
other classification described as the modified Baveno VI criteria were LSM < 25 kPa and PLT 
≥ 150 × 103/mm3. In total, 131 of the 305 (43.0%) patients were within the modified Baveno VI 
criteria, of whom seven (5.3%) had missed HRV. After adding spleen diameter < 12 cm to the 
modified Baveno VI criteria, the number of spared endoscopies increased by 106/305 (34.8%), 
with three (2.8%) presenting with HRV, indicating a risk of missing HRV.
Conclusion: Baveno VI and expanded Baveno VI criteria with 2D-SWE were insufficient with 
an HRV miss rate of over 5%. The modified Baveno VI criteria with spleen diameters < 12 
cm with 2D-SWE spared more endoscopies with a minimal risk of missing HRV in cACLD 
patients with alcohol as the main etiology.
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INTRODUCTION

All cirrhotic patients should be screened for varices at diagnosis.1 An upper endoscopy is 
the recommended procedure to screen varices, but it is uncomfortable. Moreover, some 
patients with cirrhotic echotexture may not have significant portal hypertension.2 The term 
‘compensated advanced chronic liver disease (cACLD)’ is used to define the population 
of asymptomatic patients with severe fibrosis/compensated cirrhosis.3 There is also 
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considerable interest in developing non-invasive models to predict the presence of varices in 
patients with cACLD. Liver stiffness measurements (LSMs) with transient elastography (TE) 
have been widely evaluated in patients with chronic liver disease.4-7

Baveno VI consensus recommends the combined use of liver stiffness (< 20 kPa) by TE and 
a platelet count (> 150 × 103/mm3) as criteria to determine if patients can safely avoid an 
endoscopy.3 Several studies have validated Baveno VI consensus using TE. Following that 
validation, 10% to 30% of screening endoscopies were spared with a low risk of missing 
high-risk varices (HRVs).8-15 Although correlations between liver stiffness using TE and 
esophageal varices (EVs) have been found, TE has limited effectiveness, especially in patients 
with ascites and obesity.16 Recently, 2 dimensional shear-wave elastography (2D-SWE) 
has been developed as another method for measuring liver stiffness and is based on the 
combination of a radiation force impulse induced in tissues by focused ultrasonic beams and 
an ultrasound (US) acquisition of the propagated shear waves imaging sequence,17 unlike 
TE, liver elasticity values can be obtained based on anatomic information. While previous 
studies have validated Baveno VI consensus using TE, mostly with hepatitis C virus (HCV) 
or hepatitis B virus (HBV), Baveno VI consensus has not been validated for the diagnostic 
performance of 2D-SWE.

Therefore, further studies are needed to validate these non-invasive markers in other 
etiologies especially alcoholic liver disease. In this study, we aimed to validate these criteria 
using 2D-SWE in cACLD patients with alcohol as the main etiology.

METHODS

Study cohort
Data from 590 consecutive patients, who were diagnosed with chronic liver disease and who 
underwent a LSM with 2D-SWE at a single tertiary hospital from September 2017 to February 
2018, were extracted from a database retrospectively. We excluded patients if they: 1) had not 
undergone an upper endoscopy within 6 months of 2D-SWE; 2) had a history of EV ligation; 
3) had not stopped drinking alcohol for more than 6 months, 4) had conditions that might 
interfere with LSM such as active hepatitis, aspartate aminotransferase (AST) or alanine 
aminotransferase levels greater than 5 times the upper normal limit, or 5) had a history of 
decompensated cirrhosis or hepatocellular carcinoma (Fig. 1). Patients who either failed their 
LSM tests (10 valid measurements with a success rate < 60%, n = 0) or who had an unreliable 
LSM (interquartile range [IQR]/median LSM > 30% with median liver stiffness, n = 11) were 
also excluded. In total, 526 patients in the 2D-SWE group were included in our study.

Among them, cACLD was defined as an LSM ≥ 10 kPa, a Child-Pugh class A, and the absence 
of a prior decompensation event.3 We used LSMs and platelet counts to determine whether 
patients had a risk of varices that required treatment according to Baveno VI consensus: 
Baveno VI criteria (LSM < 20 kPa and platelet count > 150 × 103/mm3); expanded Baveno VI 
criteria (LSM < 25 kPa and a platelet count > 110 × 103/mm3);10 and modified Baveno VI criteria 
(LSM < 25 kPa and a platelet count ≥ 150 × 103/mm3). Data extracted from medical charts 
included sex, age, weight, height, liver disease etiology, platelet count, liver biochemistry, 
serum creatinine, and prothrombin time. We classified the etiology as HBV, HCV, alcohol, or 
others based on viral markers and the clinical history.
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LSM with SWE
A professionally trained operator estimated liver stiffness using 2D-SWE with a dedicated US 
machine (APLIO 500; Toshiba, Tokyo, Japan). 2D-SWE was performed on the right lobe of 
the liver through the intercostal space with the patient lying in the supine position after an 
overnight fast. In 2D-SWE measurements, US was first performed using the conventional B 
mode, with the patient's right arm elevated above the head for optimal intercostal access. The 
2D-SWE box was approximately 4 × 3 cm and was placed 1–2 cm under the liver capsule in the 
parenchymal area of the right hepatic lobe (7th to 10th intercostal) space, which was free of 
large bile ducts and vessels. The region of interest (mean diameter, 20 mm) was positioned 
inside the elasticity image (mainly in the center of the box where the elasticity image was 
more homogeneous) after each acquisition to obtain the mean LSM. The stiffness value 
(kPa) was automatically displayed by the US system. Each value was recorded, and the final 
stiffness value was calculated as the mean of the recorded acquisitions.

Screening of EV
Endoscopy for EV screening using a video endoscope was performed by experienced 
endoscopists with more than 5 years of experience. EVs were classified into four groups 
according to their shape and size in accordance with Baveno VI consensus: No varix; F1: 
straight, small-caliber varices; F2: moderately enlarged, beady varices; and F3: markedly 
enlarged, nodular, or tumor-shaped varices.3 The presence of red wale marks on the 
esophageal variceal wall was described as a red sign. HRV were defined as F2/3 varices or an 
F1 varix with red wale signs.

Statistical analyses
We analyzed the no/low risk varices and HRV cohorts separately in the 2D-SWE groups. We 
used the χ2 test and the independent t-test to evaluate differences in the clinical variables. To 
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2D-SWE (n = 526)

LSM ≥ 10 kPa (n = 305)LSM < 10 kPa (n = 221)

Patients with chronic liver disease who had
US + 2D-SWE and upper endoscopy

between Sep 2017 and Feb 2018 (n = 590)

No upper endoscopy within 6 months of SWE (n = 25)
History of esophageal varix ligation (n = 2)
Patients sustaining drinking alcohol more than 3 months (n = 6)
Active hepatitis at AST, ALT levels greater than 5 × UNL (n = 5)
Decompensated event (n = 5)
Hepatocellular carcinoma (n = 10)
Measurement failure (n = 0)
IQR/median value ≥ 0.3 (n = 11)

HRV (n = 65, 21.3%)HRV (n = 3, 1.3%)

Fig. 1. Patient flow diagram. 
US = ultrasound, 2D-SWE = 2 dimensional shear-wave elastography, SWE = shear-wave elastography, AST = 
aspartate aminotransferase, ALT = alanine aminotransferase, UNL = IQR = interquartile range, LSM = liver stiffness 
measurement, HRV = high-risk varix.
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identify risk factors for HRV, variables that were significantly different by the independent 
t-test were used in a logistic regression using the entry method. The discrimination of the 
prediction for any varices or HRV was assessed by the overall C-index, defined as a natural 
extension of the receiver operating characteristic area and its 95% confidence interval. Cut-
off values for diagnosing EVs and HRV were determined as the maximum combined values of 
sensitivity and specificity. We compared the patients' LSM, platelet count, Baveno VI criteria, 
and expanded Baveno VI criteria with the binary outcome measures with and without HRV. 
We also evaluated sensitivity, specificity, positive predictive value, negative predictive value 
(NPV), positive likelihood ratio (LR+) and negative likelihood ratio (LR−). A P value < 0.05 
was considered statistically significant. The statistical analyses were performed using SPSS 
for Windows, version 23.0 (SPSS Inc., Chicago, IL, USA).

Ethics statement
This study was approved by the Institutional Review Board of Wonju Severance Christian 
Hospital (CR317132), and the requirement for informed consent was waived because of 
the retrospective nature of the study. This study was performed in accordance with the 
Declaration of Helsinki.

RESULTS

Baseline characteristics
The baseline characteristics of the 526 patients in the 2D-SWE group are summarized in 
Supplementary Table 1. The patients were also divided into two groups according to their EV 
grade (low/no varix or HRV). HRV was identified in 68 patients (12.9%) in the 2D-SWE group. 
Patients with HRV included those with alcoholic liver disease who had lower hemoglobin, 
lower platelets, higher AST, higher bilirubin, and a larger spleen size. LSM was significantly 
higher in patients with HRV. The distribution of liver stiffness values by 2D-SWE was as 
follows: low/no varix, 10.1 kPa (IQR, 8.2–15.2); HRV, 21.7 (IQR, 14.8–30.5).

Among the 526 patients, 305 were patients with cACLD (58.0%). The baseline characteristics 
of the 305 patients with cACLD in the 2D-SWE group are summarized in Table 1. HRV was 
identified in 21.3% (n = 65) of patients with cACLD in the 2D-SWE group.

Prediction of any varices or HRV
The discrimination of the prediction for any varices or HRV was assessed by calculating the 
C-statistic. In the presence of EV, the C-index of LSM by 2D-SWE, spleen size, and platelet 
count were 0.79, 0.77 and 0.27, respectively (Table 2). The optimal liver stiffness cut-off 
value for 2D-SWE was 14.5 kPa. In the prediction for HRV, the C-index of LSM by 2D-SWE, 
spleen size, and platelet count were 0.73, 0.78 and 0.25, respectively. The optimal liver 
stiffness cut-off value for 2D-SWE was 15.1 kPa.

In the cACLD etiologies subgroup analysis, the C-index of 2D-SWE for the prediction of any 
varices was 0.73 in alcohol liver disease vs. 0.78 (HBV) and 0.85 (HCV) in viral-related liver 
diseases. The C-index prediction of HRV was 0.63 in alcohol liver disease vs. 0.78 (HBV) and 
0.74 (HCV) in viral-related liver diseases. As a result, 2D-SWE in alcohol liver disease tend 
to have a lower C-index for the prediction of any varices or HRV compared to viral-related 
liver diseases.
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Diagnostic performance of Baveno VI and expanded Baveno VI criteria in cACLD
In total, 118 of the 305 (38.7%) patients in the 2D-SWE group were spared endoscopy using 
Baveno VI criteria (Table 3). Among these 118 patients, 14 (11.9%) had low-risk varices and 
seven (5.9%) presented with HRV and were therefore missed. Expanded Baveno VI criteria 
spared more endoscopies (60.0%) but missed more HRV (9.8%) compared with Baveno VI 
criteria. Sensitivity (0.89 vs. 0.72) and NPV (0.94 vs. 0.90) were higher for Baveno VI criteria 
than for expanded Baveno VI criteria (Table 4).

Diagnostic performance of the modified Baveno VI criteria in cACLD
Overall, the risk of missing HRV in this study was high when using Baveno VI and expanded 
Baveno VI criteria (5.9% and 9.8%). A total of 131 of the 305 (43.0%) patients evaluated in 
the 2D-SWE group were within the modified Baveno VI criteria (LSM < 25 kPa and a platelet 
count ≥ 150 × 103/mm3), of whom seven (5.3%) had missed HRV. The NPV of the modified 
Baveno VI criteria (0.95) was slightly higher than that of Baveno VI criteria (0.94) and 
expanded Baveno VI criteria (0.90).
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Table 1. Baseline characteristics of patients with cACLD in 2D-SWE performance
Variables cACLD by 2D-SWE (n = 305)
Age, yr 59.82 ± 10.67
Sex

Male 195 (63.9)
Etiology

HBV 91 (29.8)
HCV 28 (9.1)
Alcohol 158 (51.8)
Others 28 (9.1)

Child-Pugh score 5.0 (5.0–6.0)
MELD 8.49 (7.18–10.15)
Platelet 151 (103–205)
AST, U/L 33.0 (24.0–51.5)
Total bilirubin, mg/dL 0.87 (0.61–1.35)
Albumin, g/dL 4.2 (3.5–4.5)
SWE LSM, kPa 15.6 (12.3–24.3)
Varix status

No varix 194 (63.6)
F1 53 (17.4)

No. of red color signs 7
F2–3 58 (19.0)
Red color signs 36 (11.8)

Data are presented as mean ± standard deviation, number (%), or median (interquartile range).
AST = aspartate transaminase, cACLD = compensated advanced chronic liver disease, 2D-SWE = 2 dimensional 
shear-wave elastography, HBV = hepatitis B virus, HCV = hepatitis C, LSM = liver stiffness measurement, MELD = 
Model for End-Stage Liver Disease, SWE = shear-wave elastography.

Table 2. C-index of the LSM with 2D-SWE, spleen size and the platelet count in the presence of EVs and high-risk EVs in patients with cACLD

Variables C-index (95% CI)
All patients with cACLD (n = 305) Alcohol (n = 158) HBV (n = 91) HCV (n = 28) Others (n = 28)

Presence of EV
SWE LSM 0.79 (0.74–0.84) 0.73 (0.66–0.81) 0.78 (0.65–0.90) 0.85 (0.68–1.00) 0.67 (0.44–0.91)
Spleen size 0.77 (0.72–0.82) 0.70 (0.62–0.78) 0.84 (0.72–0.96) 0.74 (0.54–0.93) 0.72 (0.53–0.92)
Platelet 0.27 (0.21–0.33) 0.31 (0.23–0.40) 0.19 (0.06–0.32) 0.24 (0.00–0.51) 0.26 (0.08–0.44)

Presence of HRV
SWE LSM 0.73 (0.66–0.79) 0.63 (0.54–0.72) 0.78 (0.59–0.96) 0.74 (0.58–0.91) 0.63 (0.33–0.92)
Spleen size 0.78 (0.72–0.84) 0.71 (0.62–0.79) 0.89 (0.77–1.00) 0.96 (0.89–1.00) 0.68 (0.44–0.93)
Platelet 0.25 (0.19–0.32) 0.29 (0.20–0.37) 0.09 (0.02–0.16) 0.15 (0.14–0.28) 0.31 (0.13–0.50)

cACLD = compensated advanced chronic liver disease, CI = confidence interval, EV = esophageal varix, HBV = hepatitis B virus, HCV = hepatitis C, HRV = high risk 
varices, LSM = liver stiffness measurement, SWE = shear-wave elastography., 2D-SWE = 2 dimensional shear-wave elastography.
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Adding spleen diameter to Baveno VI and the modified Baveno VI criteria
We also tested the possibility of applying long spleen diameters to identify patients with 
HRV in the cACLD group. The number of spared endoscopies decreased slightly to 95/305 
(31.1%) after adding long spleen diameters (< 12 cm) to patients who met Baveno VI criteria, 
with only three (3.2%) presenting with HRV which represented a decrease in the miss rate. 
However, when long spleen diameter (< 12 cm) was added to the expanded Baveno VI criteria, 
the number of saving endoscopy (44.9%) was increased, but the risk of missing HRV (5.1%) 
was still high. Then, after adding long spleen diameters (< 12 cm) to the modified Baveno 
VI criteria, the number of spared endoscopies slightly increased by 106 of 305 (34.8%) with 
three (2.8%) presenting with HRV indicating that the risk of missing an HRV was low. The 
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Table 3. Prediction of any or high-risk varices by criteria in 2D-SWE performance, n = 305
Variables Spared endoscopies Diagnosis of any varices HRV missed
LSM, kPa

< 20 199 (65.2) 45 (22.6) 29 (14.6)
≥ 20 66 (62.3) 36 (34.0)
< 25 234 (76.7) 63 (26.9) 38 (16.2)
≥ 25 48 (67.6) 27 (38.0)

Platelet
≥ 150 × 103 155 (50.8) 32 (20.6) 13 (8.4)
< 150 × 103 79 (52.7) 52 (34.7)
≥ 110 × 103 220 (72.1) 57 (25.9) 29 (13.2)
< 110 × 103 54 (63.5) 36 (42.4)

Baveno VI criteria
Within 118 (38.7) 14 (11.9) 7 (5.9)
Beyond 97 (26.2) 58 (31.0)

Expanded Baveno VI criteria
Within 183 (60.0) 33 (18.0) 18 (9.8)
Beyond 78 (63.9) 47 (38.5)

Spleen long size < 12 cm 180 (59.0) 39 (21.7) 16 (8.9)
Within Baveno VI criteria and spleen size < 12 cm 95 (31.1) 9 (9.5) 3 (3.2)
Within expanded Baveno VI criteria and spleen size < 12 cm 137 (44.9) 19 (13.9) 7 (5.1)
Within modified Baveno VI criteriaa 131 (43.0) 17 (13.0) 7 (5.3)
Within modified Baveno VI criteriaa and spleen size < 12 cm 106 (34.8) 10 (9.4) 3 (2.8)
HRV = high risk varices, LSM = liver stiffness measurement, SWE = shear-wave elastography, 2D-SWE = 2 dimensional shear-wave elastography.
aModified Baveno VI criteria: LSM < 25 kPa and platelet ≥ 150 × 103.

Table 4. Performance of criteria in the prediction of high-risk esophageal varices with 2D-SWE, n = 305
Variables Sensitivity Specificity PPV NPV LR+ LR−
LSM, kPa

< 20 0.55 (0.43–0.67) 0.71 (0.65–0.77) 0.34 (0.25–0.43) 0.85 (0.81–0.90) 1.90 (1.42–2.55) 0.63 (0.47–0.84)
< 25 0.42 (0.30–0.54) 0.82 (0.77–0.87) 0.38 (0.27–0.49) 0.84 (0.79–0.88) 2.27 (1.53–3.36) 0.72 (0.58–0.89)

Platelet
≥ 150 × 103 0.59 (0.53–0.65) 0.80 (0.70–0.90) 0.35 (0.27–0.42) 0.92 (0.87–0.96) 1.96 (1.61–2.38) 0.34 (0.21–0.56)
≥ 110 × 103 0.55 (0.43–0.67) 0.80 (0.74–0.85) 0.42 (0.32–0.53) 0.87 (0.82–0.91) 2.71 (1.95–3.78) 0.56 (0.42–0.74)

Within Baveno VI criteria 0.89 (0.82–0.97) 0.46 (0.40–0.53) 0.31 (0.24–0.38) 0.94 (0.90–0.98) 1.66 (1.44–1.92) 0.23 (0.11–0.48)
Within expanded Baveno VI criteria 0.72 (0.61–0.83) 0.69 (0.63–0.75) 0.39 (0.30–0.47) 0.90 (0.86–0.94) 2.31 (1.82–2.94) 0.40 (0.27–0.60)
Within Baveno VI criteria and spleen long size  
< 12 cm

0.97 (0.93–1.00) 0.30 (0.23–0.36) 0.38 (0.32–0.45) 0.95 (0.90–1.00) 1.37 (1.25–1.51) 0.11 (0.03–0.33)

Within expanded Baveno VI criteria and spleen 
long size < 12 cm

0.89 (0.82–0.97) 0.54 (0.48–0.60) 0.35 (0.27–0.42) 0.95 (0.91–0.99) 1.94 (1.66–2.29) 0.20 (0.10–0.40)

Within modified Baveno VI criteria 0.89 (0.82–0.97) 0.52 (0.45–0.58) 0.33 (0.26–0.40) 0.95 (0.91–0.99) 1.85 (1.58–2.16) 0.21 (0.10–0.42)
Within modified Baveno VI criteria and spleen  
long size < 12 cm

0.97 (0.94–1.00) 0.31 (0.25–0.38) 0.43 (0.37–0.50) 0.95 (0.90–1.00) 1.41 (1.28–1.56) 0.09 (0.03–0.28)

LR+ = positive likelihood ratio, LR− = negative likelihood ratio, NPV = negative predictive value, PPV = positive predictive value, 2D-SWE = 2 dimensional shear-
wave elastography.

https://jkms.org


NPV of adding long spleen diameters to the modified Baveno VI criteria (0.95) was similar to 
the modified Baveno VI criteria (0.95). The area under the receiver-operating characteristic 
curve curves for the detection of HRV indicated better performance of modified Baveno VI 
criteria compared with Baveno VI criteria (See more information in Supplementary Result, 
Supplementary Data 1).

Diagnostic performance of Baveno VI and expanded Baveno VI criteria by the 
etiology of cACLD
A cACLD etiology subgroup analysis in all patients from the 2D-SWE group was performed 
(Table 5). The main etiology was alcoholic liver disease, followed by HBV and HCV.

The risk of missing an HRV in the 2D-SWE group was < 5% in HBV-related liver disease, 
whilst the miss rate was > 10% for patients with alcoholic liver disease which met Baveno VI 
and expanded Baveno VI criteria. However, using a higher LSM cut-off (< 25 kPa) and platelet 
counts ≥ 150 × 103/mm3 (modified Baveno VI criteria) together with long spleen size (< 12 cm) 
slightly decreased the HRV miss rate (16.3% vs. 9.1%) compare to Baveno VI criteria. The 
numbers in the subgroups for the other etiologies were too low to reach robust conclusions 
(hepatitis C and other diseases).
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Table 5. Performance of criteria in the prediction of high-risk esophageal varices according to etiology with 2D-SWE, n = 305
Variables Spared 

endoscopies
HRV missed Sensitivity Specificity PPV NPV

Within Baveno VI criteria
HBV (n = 91) 53 (58.2) 0 (0.0) 1.00 0.62 0.16 1.00
HCV (n = 28) 11 (39.3) 0 (0.0) 1.00 0.41 0.06 1.00
Alcohol (n = 158) 43 (27.2) 7 (16.3) 0.87 0.35 0.41 0.84
Others (n = 28) 11 (39.3) 0 (0.0) 1.00 0.46 0.24 1.00

Within expanded Baveno VI criteria
HBV (n = 91) 70 (76.9) 1 (1.4) 0.83 0.81 0.24 0.99
HCV (n = 28) 18 (64.3) 0 (0.0) 1.00 0.67 0.10 1.00
Alcohol (n = 158) 73 (46.2) 13 (17.8) 0.74 0.58 0.48 0.81
Others (n = 28) 21 (75.0) 3 (14.3) 0.25 0.75 0.14 0.86

Within Baveno VI criteria and spleen long size < 12 cm
HBV (n = 91) 50 (54.9) 0 (0.0) 1.00 0.59 0.15 1.00
HCV (n = 28) 8 (28.6) 0 (0.0) 1.00 0.30 0.05 1.00
Alcohol (n = 158) 29 (18.4) 3 (10.3) 0.94 0.25 0.40 0.90
Others (n = 28) 8 (28.6) 0 (0.0) 1.00 0.33 0.20 1.00

Within expanded Baveno VI criteria and spleen long size < 12 cm
HBV (n = 91) 63 (69.2) 0 (0.0) 1.00 0.74 0.21 1.00
HCV (n = 28) 13 (46.4) 0 (0.0) 1.00 0.48 0.07 1.00
Alcohol (n = 158) 42 (26.6) 5 (10.6) 0.91 0.40 0.44 0.89
Others (n = 28) 12 (42.9) 2 (14.3) 0.50 0.50 0.14 0.86

Within modified Baveno VI criteria
HBV (n = 91) 56 (61.5) 0 (0.0) 1.00 0.66 0.17 1.00
HCV (n = 28) 13 (46.4) 0 (0.0) 1.00 0.48 0.07 1.00
Alcohol (n = 158) 49 (31.0) 7 (14.2) 0.87 0.40 0.43 0.86
Others (n = 28) 13 (46.4) 0 (0.0) 1.00 0.54 0.27 1.00

Within modified Baveno VI criteria and spleen long size < 12 cm
HBV (n = 91) 53 (58.2) 0 (0.0) 1.00 0.62 0.16 1.00
HCV (n = 28) 10 (35.7) 0 (0.0) 1.00 0.37 0.06 1.00
Alcohol (n = 158) 33 (20.9) 3 (9.1) 0.94 0.29 0.41 0.91
Others (n = 28) 10 (35.7) 0 (0.0) 1.00 0.42 0.22 1.00

HBV = hepatitis B virus, HCV = hepatitis C virus, HRV = high-risk varix, NPV = negative predictive value, PPV = positive predictive value, 2D-SWE = 2 dimensional 
shear-wave elastography.
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DISCUSSION

This study validated Baveno VI and expanded Baveno VI criteria for using noninvasive 
methods (2D-SWE) to identify those who are at low risk of varices and can safely avoid 
endoscopies. Several studies have validated these criteria with TE. 2D-SWE is a promising 
new technique for measuring liver stiffness, which is integrated into conventional US images 
and is easy to comprehend.18 Our study was the first to validate Baveno VI criteria with 
2D-SWE. The secondary objective was to validate these criteria by 2D-SWE in cACLD patients 
with alcohol as the main etiology.

We demonstrated that Baveno VI criteria and 2D-SWE reduced the number of surveillance 
endoscopies by approximately 38.7%, but missed 5.9% of HRV. The risk of missing HRV was 
higher than that reported in previous studies.8-15 Several reasons might explain this discrepancy. 
First, the discrepancies could be due to differences in the patient populations. Our study 
comprised patients with alcohol as the main etiology which is understated in previous studies. 
Baveno VI criteria were introduced and validated in Western countries, where HCV is the main 
etiology of chronic liver disease. Since most of the available validated results involve patients 
with HBV and HCV, the accuracy of Baveno VI criteria in patients with alcoholic liver disease 
remains to be elucidated. In this study, the NPV of Baveno VI criteria was lower in patients with 
alcoholic liver disease (0.84) than in those with HCV (1.00) or HBV (1.00). A high incidence 
of complication-related portal hypertension has been reported in patients with alcoholic liver 
disease.19,20 In our study, an alcohol etiology was more common in patients with HRV than in 
those without. These results indicate the possibility for a lower performance of Baveno VI criteria 
among patients with alcoholic liver disease than in those with viral liver diseases.

Next, the cut-off values of liver stiffness for liver fibrosis or cirrhosis vary according to the 
etiology of the liver disease.21 Meta-analyses demonstrated that the etiology of liver disease is 
one of the most important factors leading to the heterogeneity of LSM results, indicating that 
different chronic liver diseases should be analyzed separately.21,22 Moreover, compared with 
other etiologies, few studies have assessed a group of patients with alcoholic liver disease 
or, if assessed, they only represented a small percentage of the entire group.23-25 Previous 
studies have reported that the median liver stiffness value of patients with alcoholic cirrhosis 
is higher than that measured in patients with viral cirrhosis. This may be explained by the 
different pathological distributions of alcoholic fibrosis which develops in the centrilobular 
and perisinusoidal areas as well as in the periportal regions.26 Therefore, the optimal cut-off 
value of liver stiffness for the HRV rule-out criteria differs according to the etiology of the 
liver disease.27 Thus, we examined the LSM cut-off of 25 kPa in combination with a platelet 
count > 150 × 103/mm3 defined as the modified Baveno VI criteria. These criteria spared 
additional endoscopies (38.7% vs. 43.0%) with a slightly lower number of missed HRV (5.9% 
vs. 5.3%) when using 2D-SWE.

Although non-invasive investigations such as LSM and spleen size by 2D-SWE had a high 
C-index for diagnosing varices and HRV, LSM by 2D-SWE in alcohol liver disease had the 
lowest C-index in the cACLD etiologies subgroup analysis. Instead, variables of spleen size 
were more able to discriminate HRV than LSM when using 2D-SWE. In fact, the combination 
of LSM with other spleen-related parameters resulted in an increased diagnostic accuracy 
for predicting varices. This hypothesis was derived from the finding that spleen parameters 
reflect extra-hepatic hemodynamic changes. A previous study on patients with compensated 
cirrhosis showed that LSM by TE, in combination with platelet count and spleen diameter, had 
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a high NPV (0.95) for excluding HRV.28,29 All predictors were effective in predicting varices that 
accompany splenomegaly. Our cohort data clearly indicated that applying long spleen diameters 
(< 12 cm) to patients beyond Baveno VI criteria can be safely done with a lower number of 
missed HRV when using 2D-SWE (5.9% vs. 3.2%). Moreover, adding long spleen diameters 
together with an LSM cut-off of 25 kPa was an even better tool because it spared additional 
endoscopies compared with Baveno VI criteria and long spleens (31.1% vs. 34.8%) with the 
lowest HRV miss rate (2.8%). Thus, spleen size was a promising tool when added to Baveno VI 
or modified Baveno criteria. In this aspect, 2D-SWE is a better tool because it measures spleen 
size in addition to liver stiffness which is integrated into conventional US images.

Previous studies have shown that expanded Baveno VI criteria improved the original criteria. 
The number of spared endoscopies could almost be doubled when applying the expanded 
Baveno VI criteria using 2D-SWE (from 38.7% to 60.0%); however, they were not safe 
with about a 10% varices needing treatment missing rate under most conditions. Our data 
comprised patients with alcohol as the main etiology, indicating that Baveno VI criteria or 
modified Baveno VI criteria are more acceptable than expanded Baveno VI criteria.

Several limitations should be considered when interpreting our findings. First, because this 
study was based on retrospectively collected variables, selection bias may have affected the 
results. Second, upper endoscopy, platelet count, and 2D-SWE were not performed on the 
same day. However, these variables do not change significantly within a short period of time 
and most likely did not affect any outcomes.

In conclusion, Baveno VI criteria were validated using 2D-SWE in patients with alcohol as 
the main etiology. Although 2D-SWE and Baveno VI criteria provided a high NPV for HRV, it 
was insufficient with an HRV miss rate of over 5%. However, using the modified Baveno VI 
criteria (LSM cut-off < 25 kPa) together with long spleen size (< 12 cm), more endoscopies 
were spared with a minimal risk of missing HRV in cACLD patients with alcohol as the main 
etiology. If our results are confirmed and validated in larger cohorts, they may be useful in 
identifying patients with cACLD who can safely avoid a screening endoscopy.

ACKNOWLEDGMENTS

The authors acknowledge the assistance of Regenerative Medicine Research Center of Yonsei 
University Wonju College of Medicine, and all participants in the study.

SUPPLEMENTARY MATERIALS

Supplementary Data 1
Results: ROC analysis for the detection of any varices or HRV

Click here to view

Supplementary Table 1
Difference between characteristics according to esophageal varices in 2D-SWE performance

Click here to view

9/11https://jkms.org https://doi.org/10.3346/jkms.2020.35.e249

Baveno Criteria and Modified Baveno Criteria with Shear-wave Elastography

https://jkms.org/DownloadSupplMaterial.php?id=10.3346/jkms.2020.35.e249&fn=jkms-35-e249-s001.doc
https://jkms.org/DownloadSupplMaterial.php?id=10.3346/jkms.2020.35.e249&fn=jkms-35-e249-s002.doc
https://jkms.org


REFERENCES

 1. de Franchis R; Baveno V Faculty. Revising consensus in portal hypertension: report of the Baveno 
V consensus workshop on methodology of diagnosis and therapy in portal hypertension. J Hepatol 
2010;53(4):762-8. 
PUBMED | CROSSREF

 2. Lin DY, Sheen IS, Chiu CT, Lin SM, Kuo YC, Liaw YF. Ultrasonographic changes of early liver cirrhosis in 
chronic hepatitis B: a longitudinal study. J Clin Ultrasound 1993;21(5):303-8. 
PUBMED | CROSSREF

 3. de Franchis R; Baveno VI Faculty. Expanding consensus in portal hypertension: report of the Baveno 
VI Consensus Workshop: stratifying risk and individualizing care for portal hypertension. J Hepatol 
2015;63(3):743-52. 
PUBMED | CROSSREF

 4. Augustin S, Millán L, González A, Martell M, Gelabert A, Segarra A, et al. Detection of early portal 
hypertension with routine data and liver stiffness in patients with asymptomatic liver disease: a 
prospective study. J Hepatol 2014;60(3):561-9. 
PUBMED | CROSSREF

 5. Giannini E, Botta F, Borro P, Risso D, Romagnoli P, Fasoli A, et al. Platelet count/spleen diameter ratio: 
proposal and validation of a non-invasive parameter to predict the presence of oesophageal varices in 
patients with liver cirrhosis. Gut 2003;52(8):1200-5. 
PUBMED | CROSSREF

 6. Kim G, Kim MY, Baik SK. Transient elastography versus hepatic venous pressure gradient for diagnosing 
portal hypertension: a systematic review and meta-analysis. Clin Mol Hepatol 2017;23(1):34-41. 
PUBMED | CROSSREF

 7. Hong WK, Kim MY, Baik SK, Shin SY, Kim JM, Kang YS, et al. The usefulness of non-invasive liver 
stiffness measurements in predicting clinically significant portal hypertension in cirrhotic patients: 
Korean data. Clin Mol Hepatol 2013;19(4):370-5. 
PUBMED | CROSSREF

 8. Maurice JB, Brodkin E, Arnold F, Navaratnam A, Paine H, Khawar S, et al. Validation of the Baveno VI 
criteria to identify low risk cirrhotic patients not requiring endoscopic surveillance for varices. J Hepatol 
2016;65(5):899-905. 
PUBMED | CROSSREF

 9. Perazzo H, Fernandes FF, Castro Filho EC, Perez RM. Points to be considered when using transient 
elastography for diagnosis of portal hypertension according to the Baveno's VI consensus. J Hepatol 
2015;63(4):1048-9. 
PUBMED | CROSSREF

 10. Augustin S, Pons M, Genesca J. Validating the Baveno VI recommendations for screening varices. J Hepatol 
2017;66(2):459-60. 
PUBMED | CROSSREF

 11. Marot A, Trépo E, Doerig C, Schoepfer A, Moreno C, Deltenre P. Liver stiffness and platelet count for 
identifying patients with compensated liver disease at low risk of variceal bleeding. Liver Int 2017;37(5):707-16. 
PUBMED | CROSSREF

 12. Bae J, Sinn DH, Kang W, Gwak GY, Choi MS, Paik YH, et al. Validation of the Baveno VI and the expanded 
Baveno VI criteria to identify patients who could avoid screening endoscopy. Liver Int 2018;38(8):1442-8. 
PUBMED | CROSSREF

 13. Jangouk P, Turco L, De Oliveira A, Schepis F, Villa E, Garcia-Tsao G. Validating, deconstructing and 
refining Baveno criteria for ruling out high-risk varices in patients with compensated cirrhosis. Liver Int 
2017;37(8):1177-83. 
PUBMED | CROSSREF

 14. Silva MJ, Bernardes C, Pinto J, Loureiro R, Duarte P, Mendes M, et al. Baveno VI recommendation 
on avoidance of screening endoscopy in cirrhotic patients: Are we there yet? GE Port J Gastroenterol 
2017;24(2):79-83. 
PUBMED | CROSSREF

 15. Sousa M, Fernandes S, Proença L, Silva AP, Leite S, Silva J, et al. The Baveno VI criteria for predicting 
esophageal varices: validation in real life practice. Rev Esp Enferm Dig 2017;109(10):704-7. 
PUBMED | CROSSREF

 16. Castéra L, Foucher J, Bernard PH, Carvalho F, Allaix D, Merrouche W, et al. Pitfalls of liver stiffness 
measurement: a 5-year prospective study of 13,369 examinations. Hepatology 2010;51(3):828-35. 
PUBMED | CROSSREF

10/11https://jkms.org https://doi.org/10.3346/jkms.2020.35.e249

Baveno Criteria and Modified Baveno Criteria with Shear-wave Elastography

http://www.ncbi.nlm.nih.gov/pubmed/20638742
https://doi.org/10.1016/j.jhep.2010.06.004
http://www.ncbi.nlm.nih.gov/pubmed/8514896
https://doi.org/10.1002/jcu.1870210502
http://www.ncbi.nlm.nih.gov/pubmed/26047908
https://doi.org/10.1016/j.jhep.2015.05.022
http://www.ncbi.nlm.nih.gov/pubmed/24211744
https://doi.org/10.1016/j.jhep.2013.10.027
http://www.ncbi.nlm.nih.gov/pubmed/12865282
https://doi.org/10.1136/gut.52.8.1200
http://www.ncbi.nlm.nih.gov/pubmed/28263953
https://doi.org/10.3350/cmh.2016.0059
http://www.ncbi.nlm.nih.gov/pubmed/24459641
https://doi.org/10.3350/cmh.2013.19.4.370
http://www.ncbi.nlm.nih.gov/pubmed/27388923
https://doi.org/10.1016/j.jhep.2016.06.021
http://www.ncbi.nlm.nih.gov/pubmed/26206072
https://doi.org/10.1016/j.jhep.2015.06.036
http://www.ncbi.nlm.nih.gov/pubmed/27826055
https://doi.org/10.1016/j.jhep.2016.09.027
http://www.ncbi.nlm.nih.gov/pubmed/27862856
https://doi.org/10.1111/liv.13318
http://www.ncbi.nlm.nih.gov/pubmed/29495113
https://doi.org/10.1111/liv.13732
http://www.ncbi.nlm.nih.gov/pubmed/28160373
https://doi.org/10.1111/liv.13379
http://www.ncbi.nlm.nih.gov/pubmed/28848787
https://doi.org/10.1159/000452693
http://www.ncbi.nlm.nih.gov/pubmed/28776387
https://doi.org/10.17235/reed.2017.5052/2017
http://www.ncbi.nlm.nih.gov/pubmed/20063276
https://doi.org/10.1002/hep.23425
https://jkms.org


 17. Muller M, Gennisson JL, Deffieux T, Tanter M, Fink M. Quantitative viscoelasticity mapping of 
human liver using supersonic shear imaging: preliminary in vivo feasibility study. Ultrasound Med Biol 
2009;35(2):219-29. 
PUBMED | CROSSREF

 18. Kim TY, Kim TY, Kim Y, Lim S, Jeong WK, Sohn JH. Diagnostic performance of shear wave elastography 
for predicting esophageal varices in patients with compensated liver cirrhosis. J Ultrasound Med 
2016;35(7):1373-81. 
PUBMED | CROSSREF

 19. Alvarez MA, Cirera I, Solà R, Bargalló A, Morillas RM, Planas R. Long-term clinical course of 
decompensated alcoholic cirrhosis: a prospective study of 165 patients. J Clin Gastroenterol 2011;45(10):906-11. 
PUBMED | CROSSREF

 20. Bell H, Jahnsen J, Kittang E, Raknerud N, Sandvik L. Long-term prognosis of patients with alcoholic liver 
cirrhosis: a 15-year follow-up study of 100 Norwegian patients admitted to one unit. Scand J Gastroenterol 
2004;39(9):858-63. 
PUBMED | CROSSREF

 21. Friedrich-Rust M, Ong MF, Martens S, Sarrazin C, Bojunga J, Zeuzem S, et al. Performance of transient 
elastography for the staging of liver fibrosis: a meta-analysis. Gastroenterology 2008;134(4):960-974.e8. 
PUBMED | CROSSREF

 22. Tsochatzis EA, Gurusamy KS, Ntaoula S, Cholongitas E, Davidson BR, Burroughs AK. Elastography for 
the diagnosis of severity of fibrosis in chronic liver disease: a meta-analysis of diagnostic accuracy. J 
Hepatol 2011;54(4):650-9. 
PUBMED | CROSSREF

 23. Nahon P, Kettaneh A, Tengher-Barna I, Ziol M, de Lédinghen V, Douvin C, et al. Assessment of liver 
fibrosis using transient elastography in patients with alcoholic liver disease. J Hepatol 2008;49(6):1062-8. 
PUBMED | CROSSREF

 24. Nguyen-Khac E, Chatelain D, Tramier B, Decrombecque C, Robert B, Joly JP, et al. Assessment of 
asymptomatic liver fibrosis in alcoholic patients using Fibroscan: prospective comparison with seven 
non-invasive laboratory tests. Aliment Pharmacol Ther 2008;28(10):1188-98. 
PUBMED | CROSSREF

 25. Janssens F, de Suray N, Piessevaux H, Horsmans Y, de Timary P, Stärkel P. Can transient elastography 
replace liver histology for determination of advanced fibrosis in alcoholic patients: a real-life study. J Clin 
Gastroenterol 2010;44(8):575-82. 
PUBMED | CROSSREF

 26. Michalak S, Rousselet MC, Bedossa P, Pilette C, Chappard D, Oberti F, et al. Respective roles of porto-
septal fibrosis and centrilobular fibrosis in alcoholic liver disease. J Pathol 2003;201(1):55-62. 
PUBMED | CROSSREF

 27. Zhang X, Wong GL, Wong VW. Application of transient elastography in nonalcoholic fatty liver disease. 
Clin Mol Hepatol 2020;26(2):128-41. 
PUBMED | CROSSREF

 28. Sharma P, Kirnake V, Tyagi P, Bansal N, Singla V, Kumar A, et al. Spleen stiffness in patients with cirrhosis 
in predicting esophageal varices. Am J Gastroenterol 2013;108(7):1101-7. 
PUBMED | CROSSREF

 29. Stefanescu H, Grigorescu M, Lupsor M, Procopet B, Maniu A, Badea R. Spleen stiffness measurement 
using Fibroscan for the noninvasive assessment of esophageal varices in liver cirrhosis patients. J 
Gastroenterol Hepatol 2011;26(1):164-70. 
PUBMED | CROSSREF

11/11https://jkms.org https://doi.org/10.3346/jkms.2020.35.e249

Baveno Criteria and Modified Baveno Criteria with Shear-wave Elastography

http://www.ncbi.nlm.nih.gov/pubmed/19081665
https://doi.org/10.1016/j.ultrasmedbio.2008.08.018
http://www.ncbi.nlm.nih.gov/pubmed/27208198
https://doi.org/10.7863/ultra.15.07024
http://www.ncbi.nlm.nih.gov/pubmed/21814145
https://doi.org/10.1097/MCG.0b013e3182284e13
http://www.ncbi.nlm.nih.gov/pubmed/15513384
https://doi.org/10.1080/00365520410006350
http://www.ncbi.nlm.nih.gov/pubmed/18395077
https://doi.org/10.1053/j.gastro.2008.01.034
http://www.ncbi.nlm.nih.gov/pubmed/21146892
https://doi.org/10.1016/j.jhep.2010.07.033
http://www.ncbi.nlm.nih.gov/pubmed/18930329
https://doi.org/10.1016/j.jhep.2008.08.011
http://www.ncbi.nlm.nih.gov/pubmed/18705692
https://doi.org/10.1111/j.1365-2036.2008.03831.x
http://www.ncbi.nlm.nih.gov/pubmed/20104185
https://doi.org/10.1097/MCG.0b013e3181cb4216
http://www.ncbi.nlm.nih.gov/pubmed/12950017
https://doi.org/10.1002/path.1412
http://www.ncbi.nlm.nih.gov/pubmed/31696690
https://doi.org/10.3350/cmh.2019.0001n
http://www.ncbi.nlm.nih.gov/pubmed/23629600
https://doi.org/10.1038/ajg.2013.119
http://www.ncbi.nlm.nih.gov/pubmed/21175810
https://doi.org/10.1111/j.1440-1746.2010.06325.x
https://jkms.org

	Application of Baveno Criteria and Modified Baveno Criteria with 
Shear-wave Elastography in Compensated Advanced Chronic Liver Disease
	INTRODUCTION
	METHODS
	LSM with SWE
	Screening of EV
	Statistical analyses
	Ethics statement

	RESULTS
	Prediction of any varices or HRV
	Diagnostic performance of Baveno VI and expanded Baveno VI criteria in cACLD
	Diagnostic performance of the modified Baveno VI criteria in cACLD
	Adding spleen diameter to Baveno VI and the modified Baveno VI criteria
	Diagnostic performance of Baveno VI and expanded Baveno VI criteria by the etiology of cACLD

	DISCUSSION
	SUPPLEMENTARY MATERIALS
	Supplementary Data 1
	Supplementary Table 1

	REFERENCES


