Original Research

& frontiers | Frontiers in Medicine 22 July 2022

‘ @ Check for updates

OPEN ACCESS

Mark Muthiah,
National University Hospital, Singapore

Luis Antonio Diaz Piga,

Pontificia Universidad Catolica

de Chile, Chile

Giovanni Tarantino,

University of Naples Federico Il, Italy

Wenkun Bai
doctor505@hotmail.com
Haoyong Yu
Yuhaoyongl11@163.com

fThese authors have contributed
equally to this work

This article was submitted to
Hepatology,

a section of the journal
Frontiers in Medicine

12 March 2022
30 June 2022
22 July 2022

Liu H, Li X, Han X, Zhang Y, Gu Y, Sun L,
Han J, TuY, Bao Y, Bai W and Yu H
(2022) Simple surrogate equations

to predict controlled attenuation
parameter values for screening
non-alcoholic fatty liver disease in a
Chinese population.

Front. Med. 9:894895.

doi: 10.3389/fmed.2022.894895

© 2022 Liu, Li, Han, Zhang, Gu, Sun,
Han, Tu, Bao, Bai and Yu. This is an
open-access article distributed under
the terms of the Creative Commons
Attribution License (CC BY). The use,
distribution or reproduction in other
forums is permitted, provided the
original author(s) and the copyright
owner(s) are credited and that the
original publication in this journal is
cited, in accordance with accepted
academic practice. No use, distribution
or reproduction is permitted which
does not comply with these terms.

Frontiers in Medicine

10.3389/fmed.2022.894895

Simple surrogate equations to
predict controlled attenuation
parameter values for screening
non-alcoholic fatty liver disease
in a Chinese population

Hanying Liu'f, Xiao Li?!, Xiaodong Han3, Yan Zhang?,

Yanting Guz?, Lianjie Sun?, Junfeng Han?, Yinfang Tut,

Yugian Bao?!, Wenkun Bai?* and Haoyong Yu'*

*Department of Endocrinology and Metabolism, Shanghai Jiao Tong University Affiliated Sixth
People’s Hospital, Shanghai Diabetes Institute, Shanghai Clinical Center of Diabetes, Shanghai Key
Laboratory of Diabetes Mellitus, Shanghai Key Clinical Center for Metabolic Disease, Shanghai,
China, ?Department of Ultrasound in Medicine, Shanghai Jiao Tong University Affiliated Sixth

People’s Hospital, Shanghai Institute of Ultrasound in Medicine, Shanghai, China, *Department
of General Surgery, Shanghai Jiao Tong University Affiliated Sixth People’'s Hospital, Shanghai, China

Objective: Non-alcoholic fatty liver disease (NAFLD) is one of the leading
causes of chronic liver disease. The controlled attenuation parameter (CAP)
obtained by FibroScan reflects the level of liver steatosis in patients with
obesity. Our study aimed to construct a simple equation to predict the
CAP, to facilitate the screening and monitoring of patients at high risk for
NAFLD.

Methods: A total of 272 subjects were randomly divided into derivation and
validation cohorts at a ratio of 1:2. The derivation set was used for constructing
a multiple linear regression model; the validation set was used to verify the
validity of the model.

Results: Several variables strongly correlated with the CAP were used to
construct the following equation for predicting CAP values:CAP1 = 2.4 x BMI
+ 105 x TG+ 3.6 x NC + 10.3 x CP +31.0, where BMI is body mass
index, TG is triglyceride, NC is neck circumference and CP is C-peptide.
The CAP1 model had an R? of 0.764 and adjusted R? of 0.753.It was then
simplified to derive CAP2 included only simple anthropometric parameters:
CAP2 = 35 x BMI + 42 x NC + 20.3 (R? = 0.696, adjusted R? = 0.689).
The data were well fitted by both models. In the verification group, the
predicted (CAP1 and CAP2) values were compared to the actual CAP
values. For the CAP1 equation, R? = 0.653, adjusted R? = 0.651. For the
CAP2 equation, R? = 0.625, adjusted R? = 0.623. The intra-class correlation
coefficient (ICC) values were 0.781 for CAP1 and 0.716 for CAP2 (p < 0.001).
The actual CAP and the predicted CAP also showed good agreement in
Bland-Altman plot.
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Conclusion: The equations for predicting the CAP value comprise easily
accessible variables, and showed good stability and predictive power. Thus,
they can be used as simple surrogate tools for early screening and follow-up
of NAFLD in the Chinese population.

non-alcoholic fatty liver disease, transient elastography, controlled attenuation
parameter, prediction equation, FibroScan

Introduction

Non-alcoholic fatty liver disease (NAFLD) is one of the
major causes of chronic liver disease, with a prevalence of 25-
30% in the general population, increasing to 70-90% in the
morbidly obese (1-3). NAFLD is linked to a higher risk of
cardiovascular disease (CVD), insulin resistance (IR), type 2
diabetes (T2D), obesity, chronic kidney disease (CKD), and
other complications (2, 4, 5). Clinical phenotypes of NAFLD
range from simple steatosis (non-alcoholic fatty liver) to non-
alcoholic steatohepatitis (NASH), advanced fibrosis, cirrhosis
and hepatocellular carcinoma (6). Early NAFLD detection,
diagnosis, and intervention may reduce the incidence of
liver cirrhosis, hepatocellular carcinoma, and other adverse
outcomes. For NAFLD diagnosis, liver biopsy remains the
“gold standard”. Liver histology is mostly characterized by
simple steatosis among NAFLD patients, whereas up to 30%
of patients exhibit liver inflammation or fibrosis. It has also
been reported that even simple steatosis is not prognostically
as “benign” as previously thought and is associated with an
increased risk of all-cause mortality (6). This suggests the
need for screening of simple steatosis. However, liver biopsy
is impractical and unsuitable for widespread clinical screening
and follow-up application due to its complications, invasiveness,
poor reproducibility and potential for sampling errors.

Currently, routinely used modalities (laboratory tests,
ultrasound, computed tomography, and magnetic resonance
imaging) are inadequate for determining the levels of liver
steatosis. Transient elastography (TE; e.g., FibroScan), a
new radiological imaging technique, is reportedly a non-
invasive, accurate and reliable method to obtain the controlled
attenuation parameter (CAP) generated by proprietary
algorithms based on ultrasonic attenuation coeflicients to assess
the degree of liver steatosis in patients with NAFLD. Despite
multiple studies have demonstrated good and acceptable
diagnostic accuracy of CAP to quantify steatosis (3, 7-12), it
is not a gold standard currently since there is no international
consensus on optimal cut-offs. It has also been demonstrated
that the method has the advantages of non-invasiveness, good
repeatability and reliability, and also covers a liver volume 100
larger than liver biopsy, allowing for population-wide screening
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of NAFLD (7). Using CAP measurement as a screening method,
a substantial number of patients may avoid liver biopsy
consequently (7). Therefore, although the method requires
further validation, it could be useful in clinical practice as
first-line tool to detect patients with NAFLD to help determine
those who may still require a liver biopsy (13).

However, as an emerging tool for non-invasive assessment
of NAFLD, FibroScan is not widely applied in all hospitals and
primary medical care centers. Thus, our study aimed to identify
the clinical variables associated with hepatic steatosis that are
strongly correlated with the CAP value, to derive a simple
equation for predicting the CAP value to facilitate screening
and follow-up evaluation in medical institutions with limited
FibroScan capability.

Subjects and methods

Subjects

Our study conducted academic enrollment from Jul 2020
to Feb 2021 at Shanghai Jiao Tong University Affiliated Sixth
People’s Hospital, China. Subjects were included from obesity
outpatient clinic and regular physical examination center in
the hospital, aged 16-60 years. Exclusion criteria of our study
included: (i) excessive alcohol consumption (>140 g/week for
men and >70 g/week for women),(ii) suffering from hepatitis
B or hepatitis C infection, (iii) current malignancy with a
life expectancy less than 6 months, (iv) taking medications
known to precipitate fatty liver such as estrogens, tamoxifen,
amiodarone, methotrexate, and glitazones (3) during the
previous 6 months, (v) suffering from autoimmune liver disease
or inherited metabolic storage disorders. A total of 272 subjects
who underwent valid FibroScan examinations were recruited,
including 77 males and 195 females. There were 192 obese
subjects and 80 non-obese subjects among them in terms of
body mass index (BMI).CAP, anthropometric measurements,
and laboratory assessments were performed in all participants.
Then, they were randomly assigned to derivation and validation
cohorts at a ratio of 1:2 for the construction and verification
of the model. The study protocol was approved by the
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Ethics Review Committee of Shanghai Jiao Tong University
Affhiliated Sixth People’s Hospital. All procedures followed were
in accordance with the ethical standards of the responsible
committee on human experimentation and with the Helsinki
Declaration of 1975, as revised in 2008. All respondents
provided informed consent and participated voluntarily.

Controlled attenuation parameter
measurement

All the CAP measurements were completed by an
experienced operator on a FibroScan touch 502 (Echosens,
Paris, France) using XL probe (3). During the examination,
subjects lied supine and elevated the right hand with their
right rib cage spread (3, 7). The probe was placed vertically
on the skin surface between the 9th to 11th intercostal spaces
on the mid-axillary line or the anterior axillary line adjacent to
the right lobe of the liver (7).The range of the liver detected
was located in the subcutaneous 2.5~6.5 cm and there was
no macrovascular structure. The inter quartile range (IQR)
was an indicator of the variance of CAP values defined as the
interval containing 50% of the valid measurements between
the 25th to 75th percentiles. The ratios of the IQR and
median values (IQR/M) of the CAP were calculated to test the
variability. At least ten successful acquisitions were performed
on each subject. The measurement was considered reliable if
the IQR/M of CAP obtained from ten valid acquisitions was
less than 0.3 (3, 14).The operator of FibroScan was blinded
to the clinical and biological information of the subjects.
Based on the standard of CAP cut-offs proposed by Sasso
et al. (10), which is the uniform standard used in China,
CAP value of >238 dB/m indicates the presence of fatty liver
(7, 10).

Clinical and laboratory assessments

The height and weight of participants wearing light clothes
were measured by a digital scale to calculate BMI = body
weight (kg)/ height squared (m?). Waist circumference (WC)
was measured by a trained examiner on the midline between
the lower border of the rib cage and the anterior superior
iliac spine. Then, the subjects stood upright with legs close
together, and the tape was placed horizontally over their
anterior pubic symphysis and the most convex part of the
posterior gluteus maximus to measure the hip circumference
(HC). Neck circumference (NC) was measured with head
erect and eyes facing forward, horizontally at the upper
margin of the laryngeal prominence. Systolic blood pressure
(SBP) and diastolic blood pressure (DBP) were measured
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twice during one day in a quiet state and analyses were
performed on mean values.

Laboratory variables included: alanine aminotransferase
(ALT), (AST),
transpeptidase (y-GT),alkaline phosphatase (ALP), prealbumin
(PAB), total bile acid (TBA), total bilirubin (TBiL), direct
bilirubin (DBIL), blood urea nitrogen (BUN), serum creatinine

aspartate  aminotransferase y-glutamyl

(Scr), serum uric acid (SUA), retinol-binding protein (RBP),
and cystatin C (Cys-C),total cholesterol(TC), triglyceride
(TG), high-density lipoprotein cholesterol (HDL-c), low-
density lipoprotein cholesterol (LDL-c),serum fasting blood
glucose(FBG), hemoglobin Alc (HbAlc),insulin, C-peptide
(CP). All subjects had a low-fat diet one day before and venous
blood samples were taken in the early morning after fasting
for 8 hours. All biochemical determinations were performed in
the same lab using standard laboratory methods. Insulin was
measured with intra- and interassay coeflicients of variation
<5% by radioimmunoassay (ADVIA Insulin Ready Pack 100,
Bayer Diagnostics, Milan, Italy).

Statistical analysis

All analyses were conducted using SPSS version 26.0 (SPSS
Inc., Chicago, IL, USA), and P-values of < 0.05 were considered
statistically significant. Continuous variables were compared
using the Student’s t-test or the Mann-Whitney U-test and were
expressed as mean =+ standard deviation (SD) or median (IQR).
Categorical variables were compared using the chi-square test
or Fisher’s exact test and were expressed as percentages. The
relationship between different variables with CAP was analyzed
using the Pearson or Spearman correlation. Variables strongly
correlated with the CAP (p < 0.01, r > 0.3) by correlation
analysis were introduced into the multiple linear regression
model, and then the independent predictors of CAP values
were identified and screened out stepwise to construct the
prediction equation. Further, the accuracy of the equation was
verified on validation set by reliability analysis and Bland-
Altman plot.

Results

Baseline characteristics

A total of 272 subjects with valid CAP measurements
were recruited. There were 192 obese subjects and 80
non-obese subjects, and CAP values of the obese group
the group were
(p < 0.01). CAP values were much higher in the obese
group. Then the 272 subjects were divided into derivation

and non-obese statistically ~ different

and verification groups randomly at a ratio of 1:2,

frontiersin.org


https://doi.org/10.3389/fmed.2022.894895
https://www.frontiersin.org/journals/medicine
https://www.frontiersin.org/

Liu et al.

including 91 in the derivation cohort and 181 patients
enrolled in a separate cohort as the validation set. Table 1
the of
the subjects in two cohorts. No statistically significant

gives demographic and clinical characteristics
difference was observed between them in terms of baseline

characteristics (p > 0.05).

Correlation analysis

Bivariate correlation analysis was performed to identify the
variables associated with the CAP values among the multiple
variables mentioned above. 19 clinical variables correlated with
CAP (r > 0.3, p < 0.01) (Table 2) were obtained. Then we
plotted scatter plots of each independent variable against the
dependent variable (CAP) separately, found a linear relationship
between the CAP and each of the independent variables.
Thus these variables were further introduced into the stepwise
multiple linear regression model.

Equation development

In the multiple linear regression model, four variables
strongly correlated with the CAP were screened out to construct
an equation for predicting the CAP value (stepwise, p < 0.01):

CAP1 = 24 x BMI+10.5 x TG+ 3.6 x NC+10.3

x CP +31.0

The model based on the four predictors fitted well with
an R? of 0.764 and an adjusted R? of 0.753. Table 3 provides
the regression coefficient and 95% confidence interval (CI) of
each variable. The Durbin-Watson test of model residuals was
1.803, indicating that the observed CAP values were mutually
independent, i.e., there was no significant correlation between
the residuals. Based on the collinearity analysis, there was
no covariance among the four independent variables. The
tolerances were more than 0.2 and the variance inflation factor
(VIF) values were less than 5.

However, the equation is still relatively complicated and
inconvenient to be applied in daily medical examinations,
especially for those primary medical care centers where CP
and TG serological tests are unconditional to be performed.
Therefore, we simplified models further by removing those
two variables, only using simple and accessible anthropometric
parameters to derive a new set of the equation eventually:

CAP2 = 3.5 x BMI+4.2 x NC+20.3

(R? = 0.696, adjusted R?> = 0.689) (Table 3). The Durbin-
Watson test of model residuals was 1.628, the tolerance between
the independent variables was more than 0.2 and the VIF values
were less than 4. Likewise, the model fitted well. In Figure 1, we
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TABLE 1 Baseline characteristics in the derivation and
validation cohorts.

Characteristics  Derivation Validation P-value
cohort cohort

N (M/F) 91(26/65) 181(51/130) 0.95

Age (years) 314+82 31.1+£7.0 0.73

CAP (dB/m) 320.0(255.0, 335.0(267.5, 0.11
366.0) 376.0)

BMI (kg/m?) 34.1410.2 33.9+87 0.85

WHR 1.0(0.9, 1.0) 1.0(0.9, 1.0) 0.88

HR 82.0(77.8, 85.0(77.0, 95.5) 0.32
91.3)

SBP (mmHg) 126.0(115.8, 125.0(115.0, 0.87
136.0) 136.5)

DBP (mmHg) 82.0(73.8, 84.0(76.0, 91.0) 0.28
91.3)

NC (cm) 39.0(35.5, 38.5(36.0, 41.3) 0.84
42.5)

ALT (U/L) 31.0(18.0, 33.0(22.0, 69.5) 0.29
65.0)

AST (U/L) 22.0(17.0, 22.0(18.0, 38.0) 0.62
36.0)

y-GT(U/L) 28.0(16.0, 30.0(18.0, 49.5) 0.79
48.0)

ALP (U/L) 67.0(54.0, 69.0(58.0, 84.5) 0.47
83.0)

PAB (mg/L) 277.0(235.0, 274.5(244.0, 0.85
313.0) 301.8)

TBA (pumol/L) 4.0(2.3,7.3) 3.4(2.3,5.4) 0.11

TBiL (mol/L) 8.8(6.2,11.5) 9.1(6.7,12.3) 0.36

DBiL (mol/L) 2.6(1.9,3.3) 2.4(1.8,3.4) 0.34

BUN (mmol/L) 4.6(3.9,5.6) 4.5(3.7,5.1) 0.23

Scr (mg/dL) 62.0(53.0, 60.0(53.0, 71.5) 0.67
72.0)

SUA (mg/dL) 398.9 + 106.6 383.1 +113.9 0.27

RBP (mg/L) 33.0(29.0, 35.0(30.0, 41.0) 0.39
44.0)

Cys-C(mg/L) 0.7(0.6, 0.8) 0.7(0.6, 0.8) 0.34

TC(mmol/1) 51+1.0 51+1.0 0.62

TG(mmol/l) 1.2(0.8,1.7) 1.4(1.0,2.1) 0.06

HDL-c (mmol/l) 1.3(1.2, 1.5) 1.3(1.2, 1.5) 0.89

LDL -c (mmol/l) 3.0(2.4,3.6) 3.0(2.5,3.7) 0.31

FBG(mmol/l) 5.1(4.7, 6.0) 5.4(4.7, 6.4) 0.36

HbAlc (%) 5.6(5.3,6.5) 5.7(5.4,6.5) 0.28

Insulin(WIU/ml) 21.1(10.4, 20.8(11.2, 35.4) 0.84
34.6)

CP (ng/ml) 3.5(2.1, 4.6) 3.4(2.2,4.5) 0.96

Data are expressed as the mean =+ SD or the median (inter quartile range); categorical
variables are expressed as n, (%).

M/F = male/female, CAP = controlled attenuation parameter, BMI = body mass
index, WHR = waist-to-hip ratio, HR = heart rate, SBP = systolic blood pressure,
DBP = ALT =
aminotransferase, AST = aspartate aminotransferase, y-GT = y-glutamyl transpeptidase,
ALP = alkaline phosphatase, PAB = prealbumin, TBA = total bile acid, TBiL = total
bilirubin, DBIL = direct bilirubin, BUN = blood urea nitrogen, Scr = serum creatinine,

diastolic blood pressure, NC = neck circumference, alanine

SUA = serum uric acid, RBP = retinol-binding protein, Cys-C = cystatin C,TC = total
cholesterol, TG = triglyceride, HDL-c = high-density lipoprotein cholesterol, LDL-
¢ = low-density lipoprotein cholesterol, FBG = fasting blood glucose, HbAlc = glycated
hemoglobin, CP = C-peptide.
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TABLE 2 The correlation analysis of CAP and 19 clinical variables.

Variable r P-value
BMI 0.80 0.00
WHR 0.76 0.00
HR 0.41 0.00
SBP 0.53 0.00
DBP 0.47 0.00
NC 0.79 0.00
ALT 0.56 0.00
AST 0.51 0.00
y-GT 0.57 0.00
ALP 0.46 0.00
SUA 0.46 0.00
Cys-C 0.56 0.00
TG 0.57 0.00
HDL-c —0.39 0.00
LDL-c 0.31 0.00
FBG 0.42 0.00
HbAlc 0.42 0.00
Insulin 0.70 0.00
CP 073 0.00

BMI = body mass index, WHR = waist-to-hip ratio, HR = heart rate, SBP = systolic
blood pressure, DBP = diastolic blood pressure, NC = neck circumference, ALT = alanine
aminotransferase, AST = aspartate aminotransferase, y-GT = y-glutamyl transpeptidase,
ALP = alkaline phosphatase, SUA = serum uric acid, Cys-C = cystatin C,TG = triglyceride,
HDL-c = high-density lipoprotein cholesterol, LDL-c = low-density lipoprotein
cholesterol, FBG = fasting blood glucose, HbAlc = glycated hemoglobin, CP = C-peptide.

depicted a residual scatter plot with the standardized predicted
value on the X axis and the standardized residual on the
Y-axis. The scatter points had a random distribution, and the
slope was close to zero, indicating that there was no auto-
correlation observed in both models. Figure 1 showed the
variance homogeneity of the residuals. In addition, on the
basis of the scatter plot of the standardized predicted value
and dependent CAP (Figure 2), there was a linear trend in
both equations. We also observed that the residuals were
approximately normally distributed through the histograms and
normal P-P plots of the residuals. Additionally, the results of

TABLE 3 The performance of these equations in derivation cohort.

10.3389/fmed.2022.894895

the Casewise Diagnostics test (3 SD) were not output by SPSS,
indicating there were no significant outliers in our study.

Verification of equations

We further evaluated whether the equations could predict
the CAP values as measured by TE. The validation cohort was
used to verify the accuracy of the equations. The predicted
(CAP1 and CAP2) values were compared to the actual CAP
values, respectively, to verify the effectiveness of the models.
For the CAP1 equation, R*> was 0.653 and the adjusted R?
was 0.651. For the CAP2 equation, R> was 0.625 and the
adjusted R?> was 0.623. Reliability analysis was performed to
determine the consistency between predicted and actual CAP
on the same subject. For the absolute agreement type in two-
way random model, the values of intra-class correlation efficient
(ICC) (single measures) were 0.781 for CAP1 (95% CI: 0.712-
0.834, p < 0.001) and 0.716 for CAP2 (95% CI: 0.611-0.792,
p < 0.001). After plotting a Bland-Altman plot (Figure 3),
we observed that the differences between predicted and actual
CAP were mostly within the 95% limits of agreement in both
equations. Additionally, the mean value of the differences was
nearly zero. Therefore, it can be assumed that the predicted CAP
exhibited a significant and high consistency with the actual CAP
in both equations.

Discussion

TE is a novel, non-invasive diagnostic technique (unlike
invasive liver biopsy) developed recently that can obtain the
CAP quickly and quantify the degree of hepatic steatosis. Thus,
fatty liver can be screened in a timely manner, allowing for
early intervention. The ability of the CAP to detect patients
with fatty liver helps identify low-risk patients with NAFLD for
whom liver biopsy is unnecessary, thereby reducing the risk
of complications, as well as the financial costs (7). However,
large-scale screening remains cost-prohibitive and difficult to

Equation R?  Adjusted R> Durbin-Watson test Variables Coefficients 95%CI P-value Tolerance VIF
CAP1 0.764 0.753 1.803 BMI 2.40 0.92,3.88 0.002 0.223 4478
TG 10.53 1.30,19.76 0.026 0.747 1.339
NC 3.61 1.13,6.09 0.005 0273 3.663
cp 10.26 3.29,17.24 0.004 0.466 2.147

Constant 30.97 —31.68,93.62 0328 / /
CAP2 0.696 0.689 1.628 BMI 3.53 2.04,5.02 0.000 0279 3.583
NC 420 1.47,6.92 0.003 0279 3.583

Constant 20.30 —48.81, 89.41 0.561 / /

BMI = body mass index, TG = triglyceride, NC = neck circumference, CP = C-peptide.
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FIGURE 1
The residual scatter plot of standardized predicted value and standardized residual in CAP1 and CAP2 equation.

carry out; thus, an easy and non-invasive method is required to
screen patients at high risk of NAFLD. To this end, assessment
equations that provide simple, easily measurable, and accessible
markers of hepatic steatosis could be used as an alternative of
the expensive and complex FibroScan examination to provide
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a rough estimate of the CAP value. The final equations may
serve as preliminary screening tools that allow patients with
low risk of NAFLD to avoid liver biopsy, while patients at high
risk may still require further biopsy to clarify the pathological
diagnosis of NAFLD.
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A range of factors reportedly influence the CAP in NAFLD.
A prospective research indicated that the CAP value increases
significantly in the presence of metabolic syndrome (MetS),
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arterial hypertension and T2DM, as well as with BMI and WC
(15). Garg et al. suggested that age, BMI, the Homeostatic Model
Assessment for Insulin Resistance index (HOMA-IR), and the
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LDL/HDL ratio are independent predictors of the CAP (3). We
collected anthropometric and laboratory data from 272 subjects
and included strongly correlated variables (p < 0.01, » > 0.3)
in our stepwise multiple linear regression analysis, revealed that
BMI, TG, NC, and CP were independent predictors of the CAP.

BMI is one of the most commonly used indicators of obesity.
Several studies have shown that obesity is a significant risk factor
for NAFLD. The prevalence of NAFLD in obese individuals
is reported as high as 80% compared to only 16% in those
with a normal BMI and no metabolic risk factors (2).It has
been reported that obese individuals have a 3.5-fold higher risk
of developing NAFLD, and BMI is obviously associated with
NAFLD risk (RR = 1.20 per unit increment in BMI; 95% CI,
1.14-1.26, P < 0.001) (16). Likewise, Pang et al. discovered
that the incidence risk of NAFLD increases 0.25-fold with each
unit increase in BMI, and is 1.85-fold greater in individuals
with a high BMI (17). In previous meta-analyses, metabolism-
related serological indicators were significantly higher in obese
than lean NAFLD patients (BMI < 25 kg/m?), and obese
NAFLD patients also had a higher fibrosis score, NAFLD activity
score (NAS), and risk of NASH (18). Additionally, obesity can
increase the severity of NAFLD, suggesting that it may lead to
a worse long-term prognosis in NAFLD (19). Adipocyte death
and cytokine secretion are triggered by increased burden of
lipid accumulation, resulting in chronic inflammation in obese
patients. Chronic inflammation plays a key role on progression
of NAFLD. Consequently, obese NAFLD patients tend to have
a higher fibrosis score and NAS, as well as an increased risk of
hepatic steatosis and metabolic complications, as compared to
those lean NAFLD patients (19).

Dyslipidemia is a consistent hallmark of NAFLD. All types of
lipoprotein particles are produced and cleared by the liver, thus
making it crucial for lipoprotein metabolism. The metabolic
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dysfunction of the liver in NAFLD is closely related to alteration
in lipoprotein metabolism and composition (20). Hepatocytes
normally contain about 4-7% total lipids, of which about
half is TG (21). The accumulation of TG in liver cells is an
essential step in the development of NAFLD. Physiologically,
TG concentrations in the liver remain low steady-state resulting
from the delicate equilibrium between the accumulation and
disposal of TG. Under conditions of overnutrition and IR,
multiple factors contributing to the elevated TG concentrations
disrupt the balance and ultimately lead to liver steatosis (22).
Li et al. found that the NAFLD group has a higher average
TG level than the non-NAFLD; thus, TG is related to NAFLD
in normal-weight individuals (21). A cross-sectional study
conducted by Fan et al. confirmed the independent association
between TG/HDL-C and the risk of NAFLD in apparently
healthy individuals (23). Patients with normal TG levels may
fail to recognize the occurrence and severity of NAFLD, leading
to the development of underlying liver lesions and disease
progression without proper monitoring. Therefore, monitoring
of NAFLD in normal TG patients should be made a high priority
to facilitate early intervention.

Neck circumference is a novel anthropometric measure
reflecting ectopic fat distribution in the neck, and has proven
to be an easily accessible and replicable method for screening
patients at risk for NAFLD development (24-26). NC is also
associated with known cardiometabolic risk factors, such as
IR and abdominal adiposity (25, 27). Ectopic fat distribution,
including visceral adiposity, is important risk factor for
premature atherosclerosis, the main co-morbidities of NAFLD
(28). Interleukin (IL)-17 is the main pro-inflammatory cytokine
regulating local tissue inflammation. The IL-17 produced
by the macrophages of visceral adipose tissue induces the
smooth muscle cells present in the atherosclerotic vessels to
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secrete eotaxin. Thus, the amount of visceral adiposity and
the level of circulating eotaxin are highly predictive of early
atherosclerosis (29). It is well known that WC measurement
is an extremely simple and inexpensive method used in the
clinical setting that strictly relates to visceral adiposity (30,
31). Jia et al. performed a receiver operating characteristic
curves analysis indicating that WC has the best accuracy in
predicting visceral obesity in comparison with BMI and waist-
to-hip ratio (WHR) (32). However, WC evaluation is limited
by several factors. First, there are various ways to measure
WC from different anatomical landmarks in clinical studies,
influencing the absolute WC values obtained. Second, WC
varies throughout the day, and is influenced by the abdominal
organs/cavity and the structure of the abdominal wall, e.g.,
severe obesity, abdominoplasty, or major weight loss. Third,
since the evaluation requires undressing, WC measurement is
more difficult to perform particularly in cold weather (24).
NC measurement is more feasible than WC for large-scale
population studies. It has an explicit anthropometry landmark
requiring only one anthropometrist and a tape (25).The low
variability minimally affected by breathing and diet making
NC easier and highly reproducible to measure (26). Luo et al.
provided the NC cut-offs for identifying visceral adiposity :
>38.5 cm with a sensitivity of 56.1% and specificity of 83.5%
for men and >34.5 cm with a sensitivity of 58.1% and specificity
of 82.5% for women. Moreover, they demonstrated that there
are no differences in the sensitivity and specificity between
NC and WC for the diagnosis of metabolic disorders (33).
Pena-Vélez et al. observed that every 1 cm increase in NC
leads to a 19% higher risk of NAFLD (25). Another study
revealed that NAFLD risk increases 1.74-fold for men and 1.73-
fold for women with every 1 cm of NC (34). The mechanism
underlying the association between NC and NAFLD is being
actively researched.

Previous studies showed that there is an association
between CP and NAFLD in specific groups (e.g., diabetics
and obese individuals) as well as in the general population.
Atsawarungruangkit et al. demonstrated that CP is superior to
fasting insulin levels for screening or monitoring IR in NAFLD
(35). Similarly, Han et al. suggested that obese children with
high levels of fasting CP are at increased risk for developing
NAFLD; thus, CP has significant predictive value with respect
to NAFLD onset (36). Notably, Wang et al. observed that CP
levels are significantly associated with NAFLD inflammatory
and fibrotic progression (37). It is helpful to understand islet
hormone changes associated with T2D, and to differentiate
among NAFLD stages for more effective, personalized treatment
of NAFLD patients with T2D. The role of CP in the
progression of inflammation and steatosis in NAFLD warrants
further investigation.

In our study, we further developed a simplified equation
to determine the CAP value using only readily accessible
anthropometric parameters for use in primary medical centers
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and community hospitals with limited laboratory access. This
auxiliary method is simple and reliable, thus allowing for
population-wide screening and monitoring of NAFLD.
According to what we discussed above, we could prevent
the occurrence or delay the development of NAFLD by
early detection and active interventions. For NAFLD, the
ideal drug candidate should ameliorate steatosis, inflammation
and fibrosis, as well as glucose metabolism, IR and obesity
(38). A variety of pharmacological approaches using existing
drugs have been used clinically in the management of
NAFLD, including antioxidants, antidiabetic, anti-obesity, and
cytoprotective agents (39). Currently, there are various potential
pharmacological targets and emerging therapeutics with specific
interventional mechanisms: (i) metabolic targeted therapies,
(ii) oxidative stress targeted therapies, (iii) inflammation
targeted therapies, (iv) apoptosis targeted therapies, and (v)
fibrosis targeted therapies (39). In addition to monotherapy, a
number of combination therapies targeting multiple targets or
mechanisms are being investigated in clinical trials (38, 39).
This study had several limitations. First, it was a single-
center study; thus, it was difficult to avoid selection bias. The
findings in our Asian population cannot be generalized to
other ethnic groups. Therefore, the equations require further
validation in other ethnic groups and centers. Second, the
proportion of males was relatively small; the sample size
should be expanded in future studies, with well-balanced study
parameters. Third, liver biopsy was not performed in all
patients, leading to the inability to compare the model with
the gold standard. Further validation of the equation for the
diagnosis of NAFLD compared to the gold standard is needed
in future studies. Finally, the study was cross-sectional, so more
prospective studies are needed to confirm the utility of the
equations for identifying and predicting NAFLD development.

Conclusion

The equations proposed for predicting the CAP value
may serve as surrogate tools for early screening and follow-
up of NAFLD.
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