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Abstract: Metabolic dysfunction-associated steatotic liver disease (MASLD) is a recently introduced
term for steatotic liver disease (SLD). Although the inflammatory process is central to the pathogenesis
of SLD, research investigating the differences in systemic inflammation across various SLD subtypes
as well as sex differences is limited. This population-based, cross-sectional study investigated the
association between SLD subtypes and high-sensitivity C-reactive protein (hs-CRP) levels among
Korean adults (N = 20,141; mean age: 50.8 & 16.7 years). The participants were classified into five
groups that included no SLD, MASLD, metabolic alcohol-associated liver disease (MetALD), alcoholic
liver disease with metabolic dysfunction (ALD with MD), and other SLDs. The median (Q1, Q3)
value of the hs-CRP level was 0.54 mg/L (0.33, 1.04). Among men, compared to levels in the no SLD
group, the MASLD, MetALD, and ALD with MD groups were associated with 41.9% (95% confidence
interval [CI]: 35.1-49.1%), 46.8% (95% CI: 35.0-59.6%), and 51.8% (95% CI: 30.0-77.2%) increases in
hs-CRP levels, respectively. The association between SLD subtypes and hs-CRP levels was stronger
among women, and compared to the levels in the no SLD group, the MASLD, MetALD, and ALD
with MD groups were associated with 81.5% (95% CI: 73.6-89.8%), 84.3% (95% CI: 58.1-114.8%), and
98.2% (95% CI: 38.0-184.8%) increases in hs-CRP levels, respectively. In conclusion, our findings
indicate a varying profile of systemic inflammation across SLD subtypes, with more pronounced
increases in hs-CRP levels in women with SLDs.

Keywords: metabolic disease; inflammation; oxidative stress; inflammatory marker; liver disease;
high-sensitivity C-reactivity protein

1. Introduction

Steatotic liver disease (SLD) is among the most prevalent liver conditions [1-3]. The
prevalence of SLD in South Korea has increased steadily due to factors such as an aging
population, shift towards Westernized dietary habits, and sedentary lifestyle [4-7], posing a
substantial health burden. The concept and nomenclature of SLD have recently undergone
considerable changes, shifting from nonalcoholic fatty liver disease (NAFLD) to metabolic
dysfunction-associated steatotic liver disease (MASLD) [8]. While the definition of NAFLD
relies on the exclusion of individuals with significant alcohol consumption, the newly intro-
duced MASLD concept explicitly requires the presence of metabolic dysfunction (MD) [8,9].
The diagnosis of MD is established if at least one of the following five cardiometabolic risk
factors (CMRFs) is present: overweight or obesity, prediabetes or diabetes mellitus, elevated
blood pressure, high triglyceride level, or low high-density lipoprotein cholesterol level [8].
The concept of the MASLD is now accepted as the standard for classifying and managing
SLD, introducing significant conceptual shifts in both clinical practice and research [10,11].
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One of the key aspects of the newly proposed concept of SLD is that unlike the past
classification that mutually excluded NAFLD and alcoholic liver disease (ALD), SLD is
considered a spectrum. For example, while MASLD is defined as individuals with SLD and
MD without significant alcohol consumption, those with both MD and significant alcohol
intake can be categorized as having metabolic alcohol-associated liver disease (MetALD) or
ALD with MD according to the amount of alcohol consumption [12-14]. This spectrum-
based approach, ranging from MASLD to MetALD and ALD to MD, reflects a real-world
situation in which alcohol consumption and MD frequently coexist in individuals with SLD.
Compared to the previous classification of NAFLD, the newly introduced SLD concept
has gained increasing support as a more effective tool for identifying individuals at risk of
cardiovascular diseases (CVDs) and mortality [15-18].

SLD is characterized by the accumulation of triglycerides in liver that triggers a
sequence of pathological changes, including alterations in adipokine secretion, lipotoxi-
city, and inflammation [9,19]. These changes ultimately result in metabolic dysfunction-
associated steatohepatitis (MASH) and liver cirrhosis [20]. Previous studies have demon-
strated that the levels of proinflammatory cytokines are elevated in patients with NAFLD
or MASLD compared to those in healthy individuals. For example, inflammatory markers
such as tumor necrosis factor-o (TNF-«), interleukin-6 (IL-6), interleukin-1f3 (IL-13), and
C-reactive protein (CRP) were elevated in individuals with NAFLD or MASLD [21-23].
C-reactive protein (CRP) is a well-known inflammatory marker of the liver; its secretion
is primarily stimulated by IL-6 [24-26]. In particular, the severity of the inflammatory
response in patients with SLD is significant, as elevated inflammation correlates with a
greater degree of steatosis and an increased risk of fibrosis [27].

Chronic low-grade systemic inflammation is associated with CVD and mortality.
For example, previous studies have consistently demonstrated that high-sensitivity CRP
(hs-CRP) is a reliable biomarker for predicting the risk of CVD occurrence [28,29]. For
example, hs-CRP levels of >3 mg/L indicate a high risk of CVD based on the guideline
of the American Heart Association [30]. Systemic inflammation also has a significant
clinical relevance in individuals with SLD. Chronic systemic inflammation is associated
with the mediation of the impact of MASLD or MASH on CVD mortality and chronic
kidney disease [31]. In individuals with NAFLD, elevated hs-CRP levels are associated
with an increased risk of CVD [32]. Elevated hs-CRP levels also play a mediating role in
the relationship between MASLD, CVD onset, and mortality [33,34].

Substantial sex differences in the pathogenesis and epidemiology of SLD have been
documented. The prevalence of SLD is higher in men than in women [7,35]. Compared to
women, men are susceptible to visceral obesity, the main source of free fatty acids (FFAs). In
premenopausal women, estrogen promotes gluteal-femoral adipose distribution, which has
a more favorable metabolic profile than that of central obesity [36-39]. However, studies
based on the histological diagnoses of steatohepatitis have demonstrated that females are at
a greater risk of developing steatohepatitis and fibrosis than males during the progression of
SLD [40-43]. Additionally, the increase in overall mortality due to SLD is more pronounced
in females than in males [44]. However, the precise mechanisms underlying the observed
sex differences in the prognosis and progression of SLD remain unclear. This study aimed
to explore systemic inflammation in MASLD, MetALD, and ALD with MD with a focus
on sex differences using hs-CRP as a biomarker. Particularly, we aimed to explore this
association based on a large-scale, population based sample of Korean adults.

2. Materials and Methods
2.1. Study Design and Participations

This study included participants from the Korea National Health and Nutrition Exami-
nation Survey (KNHANES) conducted between 2015 and 2018, during which their hs-CRP
levels were measured. KNHANES is a nationwide annual cross-sectional survey aimed at
assessing the health status of the general Korean population [45]. It is conducted by the Korea
Disease Control and Prevention Agency [46]. A nationally representative sample of the Ko-
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rean population was selected using multistage clustered probability sampling, and household
surveys were conducted by health professionals employed by the Korea Disease Control and
Prevention Agency. Initially, 25,334 adults aged 18 years were included in the KNHANES
database. We excluded pregnant women (1 = 1261), individuals infected with HBV or HCV
(n =963), and those with a history of liver cancer (n = 40). Additionally, participants with
hs-CRP levels greater than 10 were excluded, as this indicated an acute inflammatory con-
dition (n = 1369). After eliminating observations with missing data (n = 1560), 20,141 adults
were included in this study. All study participants provided written informed consent to
participate in the Korea Disease Control and Prevention Agency before undergoing the health
examinations. This study was a secondary data analysis based on the KNHANES datasets,
and the study protocol was reviewed and approved by the Institutional Review Board of
Severance Hospital (IRB approval No. 4-2024-0953). Raw data from KNHANES are available
at https:/ /knhanes.kdca.go.kr/ (accessed on 23 August 2024).

2.2. Definition of SLD and Its Subtypes

SLD subtypes were classified according to the hepatic steatosis index (HSI), presence
of CMRFs, and alcohol consumption as outlined in Table 1 [11,12]. HSI was calculated
based on the participants’ alanine aminotransferase (ALT)/aspartate aminotransferase
(AST) ratio, diabetes status, and sex. The HSI was developed using data from the Korean
population [47]. Hepatic steatosis was defined as HSI > 31 based on a recent validation study
that reported a sensitivity of 88% and specificity of 72% for identifying SLD at this cutoff [48].
For the sensitivity analysis, we used a more stringent cutoff of HSI > 36 that has been
previously used to classify SLD, offering lower sensitivity but higher specificity [49-51].

Table 1. Definition of SLD and its subtypes.

Operationalization

Hepatic steatosis Hepatic steatosis index (HSI) > 31
Cardiometabolic risk factors (CMRF)

Body mass index > 23 kg/ m? or
Overweight or obesity Waist circumference > 90 cm for male or >85 cm
for female

Fasting glucose > 100 mg/dL or
Prediabetes or Diabetes mellitus glycated hemoglobin Alc > 5.7% or
use of insulin or oral hypoglycemic agents

Blood pressure > 130/85 mm Hg or
use of anti-hypertensive medications

Triglycerides > 150 mg/dL or

Elevated blood pressure

Hypertriglyceridemia use of lipid lowering drugs

Low high-density lipoprotein HDL < 40 mg/dL for male or <50 mg/dL for female
cholesterol (HDL) or use of lipid lowering drugs

SLD subtypes (1) no SLD: HSI < 31

(2) MASLD: HSI > 31 + >1 of CMREFs + alcohol
consumption < 20 g/day (female) < 30 g/day (male)
(3) MetALD: HSI > 31 + >1 of CMRFs + alcohol
consumption 20-50 g/day (female) 30-60 g/day (male)
(4) ALD with MD: HSI > 31 + >1 of CMRFs + alcohol
consumption > 50 g/day (female) > 60 g/day (male)
(5) other SLDs: HSI > 31 and does not meet criteria
for (1)-(4)
SLD, steatotic liver disease; MASLD, metabolic dysfunction-associated steatotic liver disease; MetALD, metabolic
alcohol-associated liver disease; ALD with MD, alcoholic liver disease with metabolic dysfunction.

CMRFs that were used to determine the presence of MD included overweight status or
obesity, prediabetes or diabetes, elevated blood pressure, high triglyceride levels, and low
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high-density lipoprotein cholesterol levels (Table 1). Height, weight, and waist circumfer-
ence were objectively measured by health professionals following a standardized protocol
to the nearest 0.1 kg and 0.1 cm. Height was measured using a SECA 274 stadiometer
(SECA, Hamburg, Germany), and weight was measured using a GL-6000-20 scale (G-tech,
Uijeongbu-si, Republic of Korea). Waist circumference was measured using a SECA 200
tape measure (SECA, Hamburg, Germany). Blood pressure was measured using a mercury
sphygmomanometer (Baumanometer Wall Unit 33, 0850; Baum Co., Inc., Copiague, NY,
USA). Serum levels of fasting glucose, glycated hemoglobin Alc, triglycerides, and low
high-density lipoprotein cholesterol were measured from blood samples. Blood samples
were collected via venipuncture, immediately processed, refrigerated, and transported to a
central laboratory for analysis. Blood samples were collected in 3-mL EDTA-coated tubes,
and serum samples were stored at temperatures ranging from 2 to 8 degrees Celsius. All
laboratory analyses were performed within 24 h of sample collection. The enzyme assay
was performed using the Hitachi Automatic Analyzer 7600-210 (Hitachi, Tokyo, Japan). All
participants fasted for at least 8 h before blood sample collection.

Individuals were classified into the following five groups according to their HSI value,
the presence of CMRFs, and alcohol consumption: (i) no SLD: HSI < 31; (ii) MASLD:
HSI > 31, >1 CMRE, and alcohol consumption < 20 g/day (women) or <30 g/day (men);
(iif) MetALD: HSI > 31, >1 CMREF, and alcohol consumption 20-50 g/day (women) or
30-60 g/day (men); (iv) ALD with MD: HSI > 31, >1 CMRE, and alcohol consumption
>50 g/day (women) or >60 g/day (men); (v) other SLDs: HSI > 31 and does not meet
criteria for (ii)—(iv). Alcohol consumption was determined based on the self-reported
frequency and the average number of drinks consumed per sitting.

2.3. Hs-CRP

Hs-CRP was collected and analyzed according to the standard blood sample collec-
tion and analysis procedures described above. Serum hs-CRP levels were assessed by
immunoturbidimetry using a Cobas analyzer (Roche, Hamburg, Germany) with Roche
Cardiac C-Reactive Protein High-Sensitive Reagent (Roche, Hamburg, Germany). The
lower detection limit (LOD) was 0.15 mg/L, and for values below this limit, half of the LOD
value was used. As KNHANES was designed to conduct a large-scale health screening, it
did not include the specific biomarkers, IL-1(3, IL-6, and TNF-c, necessary for an in-depth
investigation of systemic inflammatory processes. Considering that hs-CRP is a widely
used clinical biomarker with well-documented associations with various diseases [30,52], it
was employed to evaluate systemic inflammation in this study.

2.4. Statistical Approach

We first explored the distribution of hs-CRP values according to SLD subtypes using a
box plot and the Wilcoxon rank-sum test. Prior to regression analysis, the normality of the
distribution of hs-CRP values among the samples was examined using a histogram and
Q-Q plot. To achieve a normal distribution, hs-CRP values were naturally log-transformed
and included as dependent variables in the regression analyses. To explore the association
between SLD subtypes and hs-CRP levels, we employed log-linear regression models to
estimate percentage (%) changes and 95% confidence intervals (Cls) compared to levels
in the reference group (no SLD). In Model 1, we examined the association between SLD
subtypes and hs-CRP levels in the overall sample. Covariates included sex, age, income
level, education level, smoking status, and physical activity level. Age was included as
a continuous variable. Participants’ income level was categorized as lowest, low, high,
or highest based on the quartile values of household income for each year. Educational
attainment was grouped into middle school or lower, high school, or college or above.
Current smoking status was classified as yes or no. Physical activity was classified as
yes or no based on whether study participants engaged in >150 min of regular physical
activity, as determined by the Korean Global Physical Activity Questionnaire [53]. Sex
differences in the association of SLD subtypes with hs-CRP values were determined by
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including interaction terms (SLD subtype X sex) in Model 1. Subsequently, we conducted
a sex-stratified analysis to explore how the association of SLD subtypes with hs-CRP
manifested differently in men and women (Model 2). For additional analysis, we explored
the association between SLD categories and AST and ALT on log-linear regression models.
Moreover, we conducted logistic regression models to examine the association between
sociodemographic features and the presence of SLD, defined as HSI > 31. Statistical
significance was set at p < 0.05. Analyses and visualizations were performed using R
(version 4.4.1). Survey weights were adjusted for all regression models to reflect the
KNHANES sampling procedure.

3. Results

Table 2 indicates the characteristics of the study sample according to the SLD categories.
The study sample consisted of 8813 men (43.8%) and 11,328 women (56.2%) with a mean age
of 50.8 years. The prevalence rates of no SLD, MASLD, MetALD, ALD with MD, and other
SLDs were 41.6%, 51.4%, 4.7%, 1.0%, and 1.3%, respectively. Compared to those without
SLD, the proportions of men, older individuals, and individuals with lower educational
and income levels were higher among those with MASLD. Additionally, the median values
of AST were 19.0, 21.0, 24.0, 24.0, and 19.0 for no SLD, MASLD, MetALD, ALD with MD,
and other SLDs, respectively. Similarly, the median values of ALT were 13.0, 21.0, 25.0,
25.0, and 21.0 for no SLD, MASLD, MetALD, ALD with MD, and other SLDs, respectively.
Figure 1 also shows the distribution of characteristics among the study sample.

Table 2. Distribution of characteristics of the study sample (N = 20,141).

SLD Categories
No SLD MASLD MetALD ALD with MD Other SLDs
N = 20,141 N = 8383 N =10,346 N =947 N =195 N =270

Sex

Male 8813 (43.8%) 3294 (39.3%) 4542 (43.9%) 743 (78.5%) 147 (75.4%) 87 (32.2%)

Female 11,328 (56.2%) 5089 (60.7%) 5804 (56.1%) 204 (21.5%) 48 (24.6%) 183 (67.8%)
Age

I\%Iean (SD) 50.8 (16.7) 48.4(17.7) 53.6 (15.7) 479 (13.6) 42 (13.2) 38 (12.5)
Education level
O?/ggﬂl‘ji“h"d 6095 (30.3%) 2096 (25.0%) 3710 (35.9%) 238 (25.1%) 33 (16.9%) 18 (6.7%)

High school 6617 (32.9%) 2839 (33.9%) 3238 (31.3%) 346 (36.5%) 86 (44.1%) 108 (40.0%)

College or above 7429 (36.9%) 3448 (41.1%) 3398 (32.8%) 363 (38.3%) 76 (39.0%) 144 (53.3%)
Income level

Lowest 3634 (18.0%) 1422 (17.0%) 2052 (19.8%) 121 (12.8%) 21 (10.8%) 18 (6.7%)

Low 4881 (24.2%) 1886 (22.5%) 2648 (25.6%) 240 (25.3%) 57 (29.2%) 50 (18.5%)

High 5601 (27.8%) 2359 (28.1%) 2827 (27.3%) 269 (28.4%) 60 (30.8%) 86 (31.9%)

Highest 6025 (29.9%) 2716 (32.4%) 2819 (27.2%) 317 (33.5%) 57 (29.2%) 116 (43.0%)
Smoking

Yes 16,502 (81.9%) 6971 (83.2%) 8697 (84.1%) 518 (54.7%) 83 (42.6%) 233 (86.3%)

No 3639 (18.1%) 1412 (16.8%) 1649 (15.9%) 429 (45.3%) 112 (57.4%) 37 (13.7%)
Physical activity

Yes 11,153 (55.4%) 4465 (53.3%) 5921 (57.2%) 536 (56.6%) 100 (51.3%) 131 (48.5%)

No 8988 (44.6%) 3918 (46.7%) 4425 (42.8%) 411 (43.4%) 95 (48.7%) 139 (51.5%)
HSI

Median (Q1, Q3)
hs-CRP (g/L)
Median (Q1, Q3)
AST (IU/L)
Median (Q1, Q3)
ALT (IU/L)
Median (Q1, Q3)

32.1(28.9,35.7)
0.5(0.3,1.0)
20.0 (17.0, 25.0)

17.0 (13.0,25.0)

28.4 (26.7,29.7)

0.4(0.3,0.7)

19.0 (16.0, 23.0)

13.0 (10.0, 17.0)

35.1(32.9,38.2)
0.7 (0.4,1.3)
21.0 (18.0, 26.0)

21.0 (16.0, 31.0)

35.1(32.8, 38.5)
0.7 (0.4, 1.3)
24.0 (19.0, 30.0)

25.0 (18.0, 36.0)

35.1 (32.6, 39.0)
0.7 (0.4, 1.4)
24.0 (19.0, 31.0)

25.0 (19.0, 38.0)

32.0 (314, 33.1)
0.4 (0.3, 0.6)
19.0 (16.0, 24.0)

21.0 (16.0, 28.0)

SD, standard deviation; SLD, steatotic liver disease; MASLD, metabolic dysfunction-associated steatotic liver
disease; MetALD, metabolic alcohol-associated liver disease; ALD with MD, alcoholic liver disease with metabolic
dysfunction; hs-CRP, high-sensitivity C-reactive protein; AST, aspartate aminotransferase; ALT, alanine amino-
transferase.
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Figure 1. Distribution of characteristics among the study sample (SLD, steatotic liver disease; MASLD,
metabolic dysfunction-associated steatotic liver disease; MetALD, metabolic alcohol-associated liver
disease; ALD with MD, alcoholic liver disease with metabolic dysfunction).

Figure 2 presents the distribution of hs-CRP levels according to the SLD categories.
The median values of hs-CRP among the overall sample were 0.4, 0.7, 0.7, 0.7, and 0.4 for no
SLD, MASLD, MetALD, ALD with MD, and other SLDs, respectively. The median values of
hs-CRP among the male sample were 0.5, 0.7, 0.7, 0.7, and 0.4 for no SLD, MASLD, MetALD,
ALD with MD, and other SLDs, respectively. The median values of hs-CRP among the
female sample were 0.4, 0.7, 0.7, 0.7, and 0.4 for no SLD, MASLD, MetALD, ALD with MD,
and other SLDs, respectively.

Figure 3 presents a scatter plot of HSI and hs-CRP values among the samples. The
Pearson’s coefficient between HSI and hs-CRP was 0.12 (p < 0.001) among men and 0.27
(p < 0.001) among women.
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Figure 2. Distribution of hs-CRP (high-sensitivity C-reactive protein) values according to SLD
subtypes (SLD, steatotic liver disease). (A) Median (Q1, Q3) values of hs-CRP in the overall sample,
(B) median (Q1, Q3) values of hs-CRP in the male sample, and (C) median (Q1, Q3) values of
hs-CRP in the female sample. Wilcoxon rank sum test was employed (* p < 0.05, *** p < 0.001).
Abbreviation: MASLD, metabolic dysfunction-associated steatotic liver disease; MetALD, metabolic
alcohol-associated liver disease; ALD with MD, alcoholic liver disease with metabolic dysfunction;

NS: non-significant differences.

== Male Female

R=0.12,p<0.001

7.51
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e
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2.51
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Figure 3. Scatter plot of hepatic steatosis index (HSI) and high-sensitivity C-reactive protein (hs-CRP)
levels based on sex. Pearson’s correlation coefficients were presented.

Table 3 presents the association between the SLD categories and hs-CRP levels us-
ing log-linear regression models. Compared to levels in non-SLD, MASLD, MetALD,
and ALD with MD were associated with 59.7% (95% CI: 54.5%, 65.1%; p < 0.001), 60.6%
(95% CI: 49.3%, 72.8%; p < 0.001), and 67.5% (95% CI: 44.4%, 94.2%; p < 0.001) increases
in hs-CRP values, respectively (multivariate model). Table S1 presents the results of the
models with interaction terms. There were significant interactions between MASLD and
females (p < 0.001) and between MetALD and females (p = 0.016) for hs-CRP values. The
plot depicting the association between SLD subtypes and hs-CRP among the overall sample

is depicted in Figure 4.
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Table 3. Log-linear regressions of the SLD types and hs-CRP levels among the overall sample.

Univariate Model Multivariate Model
B SE % Change (95% CI) 4 B SE % Change (95% CI) 4
SLD types
No SLD Ref. Ref. Ref. Ref. Ref. Ref.
MASLD 0.51 0.02 67.2 (61.8,72.8) <0.001 0.47 0.02 59.7 (54.5, 65.1) <0.001
MetALD 0.56 0.04 75.1 (63.1, 87.9) <0.001 0.47 0.04 60.6 (49.3, 72.8) <0.001
ALD with MD 0.58 0.08 78.8 (54.2,107.3) <0.001 0.52 0.08 67.5(44.4,94.2) <0.001
Other SLDs —0.12 0.06 —11.5(-21.3, —0.5) 0.041 —0.06 0.06 —5.8 (—16.2, 6.0) 0.323

SE, standard error; CI, confidence interval; SLD, steatotic liver disease; MASLD, metabolic dysfunction-associated
steatotic liver disease; MetALD, metabolic alcohol-associated liver disease; ALD with MD, alcoholic liver disease
with metabolic dysfunction; hs-CRP; high-sensitivity C-reactive protein.

o]
(=]
1

%% change (93% confidence interval)
B
o

°
.

No SLD (Ref) MASLD MetALD ALD with MD Other SLDs

Model Univariate model @ Multivariate model

Figure 4. The plot depicting the association between SLD categories and hs-CRP levels among the
overall sample (SLD, steatotic liver disease; MASLD, metabolic dysfunction-associated steatotic liver
disease; MetALD, metabolic alcohol-associated liver disease; ALD with MD, alcoholic liver disease
with metabolic dysfunction; hs-CRP; high-sensitivity C-reactive protein).

Table 4 presents the results of sex-stratified analyses of the association between SLD
categories and hs-CRP values. Among men, compared to non-SLD, MASLD, MetALD, and
ALD with MD were associated with 41.9% (95% CI: 35.1%, 49.1%,; p < 0.001), 46.8% (95% CI:
35.0%, 59.6%; p < 0.001), and 51.8% (95% CI: 30.0%, 77.2%; p < 0.001) increases in hs-CRP
values, respectively. Among women, MASLD, MetALD, and ALD with MD were associated
with 81.5% (95% CI: 73.6%, 89.8%; p < 0.001), 84.3% (95% CI: 58.1%, 114.8%; p < 0.001),
and 98.2% (95% CI: 38.0%, 184.8%; p < 0.001) increases in hs-CRP values, respectively in
comparison to non-SLD. The plot depicting the association between SLD subtypes and
hs-CRP among the overall sample is depicted in Figure 5.

Tables S2 and S3 indicate the association between SLD categories and hs-CRP levels
using an alternative cutoff (HSI > 36). Elevated hs-CRP levels were observed in MASLD,
MetALD, and ALD with MD groups, with these associations being particularly pronounced
among the female sample population. Tables 54-S6 show that both AST and ALT levels
were significantly elevated among those with MASLD, MetALD, and ALD with MD,
compared with those without SLD. Table S7 shows that men, those with older age, and
those with lower educational levels, were more likely to have SLDs.
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Table 4. Sex-stratified analysis of the association between the SLD types and hs-CRP.
Males Females
B SE % Change (95% CI) 4 B SE % Change (95% CI) 4
SLD types
No SLD Ref. Ref. Ref. Ref. Ref. Ref.
MASLD 0.35 0.03 41.9 (35.1,49.1) <0.001 0.60 0.02 81.5 (73.6, 89.8) <0.001
MetALD 0.38 0.04 46.8 (35.0, 59.6) <0.001 0.61 0.08 84.3 (58.1, 114.8) <0.001
ALD with MD 0.42 0.08 51.8 (30.0, 77.2) <0.001 0.68 0.18 98.2 (38.0, 184.8) <0.001
Other SLDs —0.16 0.10 —14.9 (—29.8, 3.0) 0.097 0.01 0.08 1.0 (—13.0,17.3) 0.893

SE, standard error; CI, confidence interval; SLD, steatotic liver disease; MASLD, metabolic dysfunction-associated
steatotic liver disease; MetALD, metabolic alcohol-associated liver disease; ALD with MD, alcoholic liver disease
with metabolic dysfunction; hs-CRP; high-sensitivity C-reactive protein.

1501
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e o

No SLD (Rel) MASLD MelALD ALD with MD Other SLDs

% change (95% confidence interval)

Model @ Male Female

Figure 5. The plot depicting the association between SLD categories and hs-CRP levels among the
male and female samples (SLD, steatotic liver disease; MASLD, metabolic dysfunction-associated
steatotic liver disease; MetALD, metabolic alcohol-associated liver disease; ALD with MD, alcoholic
liver disease with metabolic dysfunction; hs-CRP; high-sensitivity C-reactive protein).

4. Discussion

This study found that individuals with MASLD, MetALD, and ALD with MD exhib-
ited significantly elevated hs-CRP levels compared to those without SLD. Moreover, the
association of SLD subtypes with hs-CRP levels was more pronounced in women than
it was in men. Although hs-CRP levels were lower in women without SLD than they
were in men, the median values and distribution of hs-CRP levels among individuals with
MASLD, MetALD, and ALD with MD were similar between men and women. One of
the strengths of our study is the use of a large, population-based sample (N = 20,141) for
analysis. Therefore, our findings suggest the need for close monitoring and management of
CVD risk in individuals with MASLD, MetALD, or ALD with MD.

In our study, the correlation between HSI and hs-CRP levels was weak, while signifi-
cant associations were observed between hs-CRP and SLD subtypes, including MASLD,
MetALD, and ALD with MD. HSI is a measure of hepatic fat accumulation and may not,
in itself, be closely associated with steatohepatitis or inflammatory status. In contrast, the
classification criteria for MASLD, MetALD, and ALD with MD offer a more comprehensive
assessment of metabolic abnormalities beyond hepatic steatosis, which may account for
the stronger association with hs-CRP [11,12]. For example, subcomponents of the CMRF
included in the MASLD classification—such as overweight or obesity, prediabetes or dia-
betes, and elevated blood pressure—are closely associated with systemic inflammation and
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hs-CRP, as indicated by previous meta-analytic reviews [54-56]. Therefore, SLD subtypes,
including MASLD, can show stronger correlations with hs-CRP than HSI due to their
inclusion of a more complex range of metabolic abnormalities.

Our findings are in line with those of prior studies that identified elevated levels of
systemic inflammatory biomarkers in patients with MASLD. For example, compared to
those without MASLD, those with MASLD possess elevated levels of hs-CRP, ferritin, or a
systemic immune-inflammatory index [57-59]. These findings accord with earlier studies
indicating a positive relationship between NAFLD and hs-CRP levels [60,61]. Therefore,
this study supports previous findings that systemic inflammation is a key factor in the
pathogenesis of SLD subtypes associated with MD, including MASLD, MetALD, and ALD
with MD [20]. Additionally, previous studies have shown that male sex, older age, and
lower education levels are associated with an increased risk of SLD, which aligns with the
findings of our study [6,14].

The pathogenesis of MASLD is often explained by the “multiple-hit” hypothesis, in
which factors such as lipotoxicity, insulin resistance, nutritional intake, gut microbiota, and
genetic factors are involved in the induction of MASLD [62,63]. Studies have suggested
that systemic inflammation is involved in various mechanisms during this process [20,26].
The inflammatory pathways, including JNK/AP-1 and IKK/NF-«B signaling, are activated
in the process of MASLD induced by various factors including adipose tissue dysfunction,
lipotoxicity, and endotoxins driven by the gut [64]. Subsequently, elevated CRP levels are
involved in various mechanisms of the multiple-hit pathogenesis of MASLD, including
leptin signaling, insulin signaling, and mitochondrial dysfunction, leading to the occurence
and progression of MASLD [20,26]. The activation of proinflammatory markers plays a key
role not only in the progression to MASH and liver fibrosis [20] but also in extrahepatic
manifestations such as the onset of CVD events or mortality [31].

An intriguing finding of our study was the sex differences in the association of MASLD
with hs-CRP levels. While the prevalence of MASLD, MetALD, and ALD with MD was
higher among men than it was in women, the increase in hs-CRP levels compared to that of
the control group without SLD was greater among women than it was among men. This
is consistent with the findings of prior studies indicating that the association of hs-CRP
with SLD is more pronounced among women than it is among men [65-67]. Additionally,
women with SLD are more likely to develop steatohepatitis, advanced liver fibrosis, and
mortality than are their male counterparts [40—44]. Although the exact mechanisms are not
fully understood, one potential explanation may lie in sex differences in fat distribution.
For example, compared to men, women exhibit significant differences in fat distribution,
with males exhibiting a higher proportion of visceral fat and females exhibiting more
subcutaneous fat [68]. Previous studies have demonstrated that visceral adipose tissue,
rather than subcutaneous adipose tissue, is strongly linked to proinflammatory cytokine
secretion and adverse metabolic profiles, and this explains the more favorable metabolic
status and lower inflammatory status in healthy women [69]. However, in women with
MASLD where visceral fat accumulation is significantly elevated, the comparative disparity
in fat distribution between women with and without MASLD may be more pronounced
than it is in men [70-72]. Furthermore, the influence of estrogen may also contribute to
these sex-based disparities. Premenopausal women, exhibiting a lower prevalence of SLD,
tend to have lower hs-CRP levels due to the anti-inflammatory effects of estrogen [65-67].
Consequently, as indicated in our study, women without SLD exhibit lower hs-CRP levels
compared to men without SLD. However, postmenopausal women, who are at a higher
risk for MASLD, MetALD, and ALD with metabolic dysfunction, experience a loss of
estrogen’s protective effects, which contributes to elevated hs-CRP levels among women
with SLDs [73,74]. This may explain the greater disparity in hs-CRP levels between women
with and without SLD, compared to men. However, due to the lack of body composition
data, we were unable to precisely explain the mechanisms underlying our findings.

This study possesses some limitations. First, due to the cross-sectional study design,
we could not determine the temporal relationship between SLDs and hs-CRP levels that
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prevented us from establishing a causal link. Second, as the primary purpose of KNHANES
was to screen the overall health status of a large-scale sample, it did not include measure-
ments for an in-depth analysis of systemic inflammation, such as IL-1§3, IL-6, and TNF-«,
or for liver function, such as blood levels of alkaline phosphatase and gammga-glutamyl
transferase. Additionally, our investigation focused solely on hs-CRP levels, which limited
our ability to assess a broader spectrum of systemic inflammation. A study has shown that
in cases where active immune-mediated inflammatory diseases coexist with liver problems,
CRP may not serve as a reliable inflammatory marker [8]. Nevertheless, past research
has indicated that hs-CRP efficiently reflects the severity of inflammation in individuals
with SLD [9-12]. Moreover, several previous studies, particularly large-scale investiga-
tions, have used hs-CRP alone to examine differences in inflammatory response among
those with and without SLD [9,11,13,14]. However, combining multiple biomarkers may
allow for a more accurate identification of systemic inflammation compared to relying
solely on hs-CRP. Therefore, future research should include a wider range of inflammatory
markers, such as IL-1§3, IL-6, and TNF-«, to provide a more comprehensive understanding
of the inflammatory processes associated with SLD subtypes. Third, we relied on HSI,
a non-invasive measure, to determine hepatic steatosis. However, compared to imaging
modalities or biopsies, the utilization of serum biomarkers is prone to misclassification
errors [75]. Although the Fatty Liver Index (FLI) is one of the most widely used noninvasive
biomarkers [76], we were unable to calculate it due to the lack of data regarding serum
gamma-glutamy]l transferase levels. Nevertheless, previous studies have widely used HSI
to classify MASLD, particularly in large-scale community-based samples, with reasonable
accuracy [47,48,51,77]. Fourth, several important factors such as genetic predisposition and
the use of hepatotoxic medications that could exert a substantial impact on both hs-CRP
and SLD were not considered due to a lack of information. Nevertheless, a significant
strength of this study is its large-scale analysis based on a nationally representative sample
that enhances the generalizability of the findings.

5. Conclusions

Using a nationwide sample of 20,141 Korean adults, this study demonstrated that
individuals with MASLD, MetALD, or ALD with MD exhibited higher hs-CRP levels (indi-
cating systemic inflammation) than did those without SLD. Additionally, the increase in
hs-CRP levels in patients with MASLD, MetALD, and ALD with MD was more pronounced
in women than it was in men.

Supplementary Materials: The following supporting information can be downloaded at: https://
www.mdpi.com/article/10.3390/biom14111468/s1, Table S1: Model with interaction terms between
SLD type and sex (female) on hs-CRP values; Table S2: Log-linear regressions of the SLD types and
hs-CRP levels among the overall sample population. Sensitivity analysis based on the alternative
cutoff (HSI >36); Table S3: Sex-stratified analysis of the association between the SLD types and
hs-CRP. Sensitivity analysis based on the alternative cutoff (HSI >36); Table S4: Log-linear regressions
of the SLD types and AST and ALT among the overall sample (adjusted models); Table S5: Log-
linear regressions of the SLD types and AST and ALT among the male sample (adjusted models);
Table S6: Log-linear regressions of the SLD types and AST and ALT among the female sample
(adjusted models); Table S7 Factors associated with having steatotic liver disease (HSI >31) on logistic
regression model.

Author Contributions: Conceptualization, S.-U.B.; methodology S.-U.B.; formal analysis, S.-U.B.;
data curation, S.-U.B.; software, S.-U.B.; investigation, S.-U.B.; writing-original draft preparation,
S.-U.B.; writing-review and editing, S.-U.B. and J.-H.Y,; visualisation, S.-U.B.; supervision, J.-H.Y. All
authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study protocol was reviewed and approved by the Institu-
tional Review Board of Severance Hospital, Yonsei Health System (IRB approval No. 4-2024-0953).


https://www.mdpi.com/article/10.3390/biom14111468/s1
https://www.mdpi.com/article/10.3390/biom14111468/s1

Biomolecules 2024, 14, 1468 12 of 15

Informed Consent Statement: All study participants provided written informed consent to partici-
pate in the Korea Disease Control and Prevention Agency before undergoing the health examinations.

Data Availability Statement: The raw data are accessible at https:/ /knhanes.kdca.go.kr/knhanes
(accessed on 23 August 2024).

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Im, HJ,; Ahn, Y.C; Wang, ] H.; Lee, M.M.; Son, C.G. Systematic review on the prevalence of nonalcoholic fatty liver disease in
South Korea. Clin. Res. Hepatol. Gastroenterol. 2021, 45, 101526. [CrossRef]

2. Teng, M.L.; Ng, C.H.; Huang, D.Q.; Chan, K.E.; Tan, D.].; Lim, WH.; Yang, ].D.; Tan, E.; Muthiah, M.D. Global incidence and
prevalence of nonalcoholic fatty liver disease. Clin. Mol. Hepatol. 2023, 29, S32-542. [CrossRef] [PubMed]

3. Lee, B.P; Dodge, ].L.; Terrault, N.A. National prevalence estimates for steatotic liver disease and subclassifications using consensus
nomenclature. Hepatology 2024, 79, 666—673. [CrossRef] [PubMed]

4.  Lee, HW,; Kim, M,; Youn, J.; Singh, S.; Ahn, S.H. Liver Diseases in South Korea: A Pulse Check of the Public’'s Knowledge,
Awareness, and Behaviors. Yonsei Med. J. 2022, 63, 1088-1098. [CrossRef]

5.  Song, K, Yang,].; Lee, H.S.; Kim, S.J.; Lee, M.; Suh, J.; Kwon, A.; Kim, H.S.; Chae, H.W. Changes in the Prevalences of Obesity,
Abdominal Obesity, and Non-Alcoholic Fatty Liver Disease among Korean Children during the COVID-19 Outbreak. Yonsei Med.
J. 2023, 64, 269-277. [CrossRef]

6. Lee,N.H;Jeong, S.J.; Wang, ] H.; Choi, Y.J.; Oh, HM.; Cho, ]. H.; Ahn, Y.C.; Son, C.G. The Clinical Diagnosis-Based Nationwide
Epidemiology of Metabolic Dysfunction-Associated Liver Disease in Korea. J. Clin. Med. 2023, 12, 7634. [CrossRef]

7. Han, E.; Han, K.D,; Lee, YH.; Kim, K.S.; Hong, S.; Park, ].H.; Park, C.Y. Fatty Liver & Diabetes Statistics in Korea: Nationwide
Data 2009 to 2017. Diabetes Metab. . 2023, 47, 347-355. [CrossRef] [PubMed]

8. Rinella, M.E,; Lazarus, ].V.; Ratziu, V.; Francque, S.M.; Sanyal, A.].; Kanwal, F.; Romero, D.; Abdelmalek, M.E,; Anstee, Q.M.; Arab,
J.P; et al. A multisociety Delphi consensus statement on new fatty liver disease nomenclature. Hepatology 2023, 78, 1966-1986.
[CrossRef]

9.  Chan, WK,; Chuah, K.H.; Rajaram, R.B.; Lim, L.L.; Ratnasingam, J.; Vethakkan, S.R. Metabolic Dysfunction-Associated Steatotic
Liver Disease (MASLD): A State-of-the-Art Review. J. Obes. Metab. Syndr. 2023, 32, 197-213. [CrossRef]

10. European Association for the Study of the Liver; European Association for the Study of Diabetes; European Association for the
Study of Obesity. EASL-EASD-EASO Clinical Practice Guidelines on the Management of Metabolic Dysfunction-Associated
Steatotic Liver Disease (MASLD). Obes. Facts 2024, 17, 374—444. [CrossRef]

11. Israelsen, M.; Torp, N.; Johansen, S.; Hansen, C.D.; Hansen, E.D.; Thorhauge, K.; Hansen, J.K.; Villesen, I.; Bech, K.; Wernberg,
C.; et al. Validation of the new nomenclature of steatotic liver disease in patients with a history of excessive alcohol intake:
An analysis of data from a prospective cohort study. Lancet Gastroenterol. Hepatol. 2024, 9, 218-228. [CrossRef] [PubMed]

12. Oh,R;Kim, S.; Cho, S.H.; Kim, |.; Lee, Y.B.; Jin, S.M.; Hur, K.Y.; Kim, G.; Kim, ].H. Metabolic Dysfunction-Associated Steatotic
Liver Disease and All-Cause and Cause-Specific Mortality. Diabetes Metab. ]. 2024. [CrossRef] [PubMed]

13. Bae, J.C. No More NAFLD: The Term Is Now MASLD. Endocrinol. Metab. 2024, 39, 92-94. [CrossRef]

14. Kalligeros, M.; Vassilopoulos, A.; Vassilopoulos, S.; Victor, D.W.; Mylonakis, E.; Noureddin, M. Prevalence of Steatotic Liver Disease
(MASLD, MetALD, and ALD) in the United States: NHANES 2017-2020. Clin. Gastroenterol. Hepatol. 2024, 22, 1330-1332.e4. [CrossRef]

15. He, L.; Zheng, W.; Qiu, K.; Kong, W.; Zeng, T. Changing from NAFLD to MASLD: The new definition can more accurately identify
individuals at higher risk for diabetes. J. Hepatol. 2023, 80, e85-e87. [CrossRef]

16. Chung, G.E; Yu,SJ.; Yoo, ].J.; Cho, Y,; Lee, KN.; Shin, D.W,; Kim, Y.J.; Yoon, ].H.; Han, K.; Cho, EJ. Differential risk of 23 site-
specific incident cancers and cancer-related mortality among patients with metabolic dysfunction-associated fatty liver disease:
A population-based cohort study with 9.7 million Korean subjects. Cancer Commun. 2023, 43, 863-876. [CrossRef] [PubMed]

17. Yoo, TK.; Lee, M.Y,; Kim, S.H.; Zheng, M.H.; Targher, G.; Byrne, C.D.; Sung, K.C. Comparison of cardiovascular mortality
between MAFLD and NAFLD: A cohort study. Nutr. Metab. Cardiovasc. Dis. 2023, 33, 947-955. [CrossRef]

18. Chun, HS.; Lee, M.; Lee, J.S.; Lee, HW.; Kim, B.K.; Park, J.Y.; Kim, D.Y.; Ahn, S.H.; Lee, Y.H.; Kim, J.H.; et al. Metabolic
dysfunction associated fatty liver disease identifies subjects with cardiovascular risk better than non-alcoholic fatty liver disease.
Liver Int. 2023, 43, 608-625. [CrossRef]

19. Corrao, S.; Calvo, L.; Grana, W.; Scibetta, S.; Mirarchi, L.; Amodeo, S.; Falcone, F.; Argano, C. Metabolic dysfunction-associated
steatotic liver disease: A pathophysiology and clinical framework to face the present and the future. Nutr. Metab. Cardiovasc. Dis.
2024, in press. [CrossRef]

20. Mladenic, K.; Lenartic, M.; Marinovic, S.; Polic, B.; Wensveen, EM. The “Domino effect” in MASLD: The inflammatory cascade of
steatohepatitis. Eur. J. Immunol. 2024, 54, e2149641. [CrossRef]

21. Nemer, M.; Osman, F,; Said, A. Dietary macro and micronutrients associated with MASLD: Analysis of a national US cohort
database. Ann. Hepatol. 2024, 29, 101491. [CrossRef] [PubMed]

22. Lim, H.-S.; Choi, J.; Lee, B.; Kim, S.G.; Kim, Y.S.; Yoo, ]J.-]. Association between Inflammatory Biomarkers and Nutritional Status

in Fatty Liver. Clin. Nutr. Res. 2020, 9, 182-194. [CrossRef]


https://knhanes.kdca.go.kr/knhanes
https://doi.org/10.1016/j.clinre.2020.06.022
https://doi.org/10.3350/cmh.2022.0365
https://www.ncbi.nlm.nih.gov/pubmed/36517002
https://doi.org/10.1097/HEP.0000000000000604
https://www.ncbi.nlm.nih.gov/pubmed/37732946
https://doi.org/10.3349/ymj.2022.0332
https://doi.org/10.3349/ymj.2022.0540
https://doi.org/10.3390/jcm12247634
https://doi.org/10.4093/dmj.2022.0444
https://www.ncbi.nlm.nih.gov/pubmed/36977544
https://doi.org/10.1097/HEP.0000000000000520
https://doi.org/10.7570/jomes23052
https://doi.org/10.1159/000539371
https://doi.org/10.1016/S2468-1253(23)00443-0
https://www.ncbi.nlm.nih.gov/pubmed/38218202
https://doi.org/10.4093/dmj.2024.0042
https://www.ncbi.nlm.nih.gov/pubmed/39197834
https://doi.org/10.3803/EnM.2024.103
https://doi.org/10.1016/j.cgh.2023.11.003
https://doi.org/10.1016/j.jhep.2023.09.035
https://doi.org/10.1002/cac2.12454
https://www.ncbi.nlm.nih.gov/pubmed/37337385
https://doi.org/10.1016/j.numecd.2023.01.013
https://doi.org/10.1111/liv.15508
https://doi.org/10.1016/j.numecd.2024.07.019
https://doi.org/10.1002/eji.202149641
https://doi.org/10.1016/j.aohep.2024.101491
https://www.ncbi.nlm.nih.gov/pubmed/38412922
https://doi.org/10.7762/cnr.2020.9.3.182

Biomolecules 2024, 14, 1468 13 of 15

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

Duan, Y.; Pan, X.; Luo, J.; Xiao, X.; Li, J.; Bestman, PL.; Luo, M. Association of Inflammatory Cytokines With Non-Alcoholic Fatty
Liver Disease. Front. Immunol. 2022, 13, 880298. [CrossRef] [PubMed]

Ngwa, D.N.; Pathak, A.; Agrawal, A. IL-6 regulates induction of C-reactive protein gene expression by activating STAT3 isoforms.
Mol. Immunol. 2022, 146, 50-56. [CrossRef]

Zhang, D.; Sun, M.; Samols, D.; Kushner, I. STAT3 participates in transcriptional activation of the C-reactive protein gene by
interleukin-6. J. Biol. Chem. 1996, 271, 9503-9509. [CrossRef]

Ding, Z.; Wei, Y.; Peng, J.; Wang, S.; Chen, G.; Sun, ]. The Potential Role of C-Reactive Protein in Metabolic-Dysfunction-Associated
Fatty Liver Disease and Aging. Biomedicines 2023, 11, 2711. [CrossRef] [PubMed]

Coste, S.C.; Orasan, O.H.; Cozma, A.; Negrean, V,; Sitar-Taut, A.V.; Filip, G.A.; Hangan, A.C.; Lucaciu, R.L.; Iancu, M.; Procopciuc,
L.M. Metabolic Dysfunction-Associated Steatotic Liver Disease: The Associations between Inflammatory Markers, TLR4, and
Cytokines IL-17A/F, and Their Connections to the Degree of Steatosis and the Risk of Fibrosis. Biomedicines 2024, 12, 2144.
[CrossRef] [PubMed]

Amezcua-Castillo, E.; Gonzalez-Pacheco, H.; Saenz-San Martin, A.; Mendez-Ocampo, P.; Gutierrez-Moctezuma, I.; Masso, E;
Sierra-Lara, D.; Springall, R.; Rodriguez, E.; Arias-Mendoza, A.; et al. C-Reactive Protein: The Quintessential Marker of Systemic
Inflammation in Coronary Artery Disease-Advancing toward Precision Medicine. Biomedicines 2023, 11, 2444. [CrossRef]
Ridker, PM.; Rifai, N.; Rose, L.; Buring, J.E.; Cook, N.R. Comparison of C-reactive protein and low-density lipoprotein cholesterol
levels in the prediction of first cardiovascular events. N. Engl. J. Med. 2002, 347, 1557-1565. [CrossRef]

Ridker, PM. Cardiology Patient Page. C-reactive protein: A simple test to help predict risk of heart attack and stroke. Circulation
2003, 108, e81-e85. [CrossRef]

Sandireddy, R.; Sakthivel, S.; Gupta, P.; Behari, J.; Tripathi, M.; Singh, B.K. Systemic impacts of metabolic dysfunction-associated
steatotic liver disease (MASLD) and metabolic dysfunction-associated steatohepatitis (MASH) on heart, muscle, and kidney
related diseases. Front. Cell Dev. Biol. 2024, 12, 1433857. [CrossRef] [PubMed]

Chiang, C.-H.; Huang, C.-C.; Chan, W.-L.; Chen, J.-W.; Leu, H.-B. The severity of non-alcoholic fatty liver disease correlates
with high sensitivity C-reactive protein value and is independently associated with increased cardiovascular risk in healthy
population. Clin. Biochem. 2010, 43, 1399-1404. [CrossRef] [PubMed]

Wang, ].].; Zheng, Z.; Zhang, Y. Association of Hematological Biomarkers of Inflammation with 10-Year Major Adverse Cardio-
vascular Events and All-Cause Mortality in Patients with Metabolic Dysfunction-Associated Steatotic Liver Disease: The ARIC
Study. J. Inflamm. Res. 2024, 17, 4247-4256. [CrossRef] [PubMed]

Wan, H.; Gui, Z,; Liu, L.; Wang, N.; Shen, J. Hs-CRP and HOMA-IR: Include them in the MASLD definition, or treat them as
mediators between MASLD and atherosclerotic cardiovascular disease? J. Hepatol. 2024, 81. [CrossRef]

Riazi, K,; Azhari, H.; Charette, ].H.; Underwood, FE.; King, ].A.; Afshar, E.E.; Swain, M.G.; Congly, S.E.; Kaplan, G.G.; Shaheen,
A.-A. The prevalence and incidence of NAFLD worldwide: A systematic review and meta-analysis. Lancet Gastroenterol. Hepatol.
2022, 7, 851-861. [CrossRef]

Chen, X.Y.; Wang, C.; Huang, Y.Z.; Zhang, L.L. Nonalcoholic fatty liver disease shows significant sex dimorphism. World ]. Clin.
Cases 2022, 10, 1457-1472. [CrossRef] [PubMed]

Koceva, A.; Herman, R.; Janez, A.; Rakusa, M.; Jensterle, M. Sex- and Gender-Related Differences in Obesity: From Pathophysio-
logical Mechanisms to Clinical Implications. Int. J. Mol. Sci. 2024, 25, 7342. [CrossRef]

Cherubini, A ; Della Torre, S.; Pelusi, S.; Valenti, L. Sexual dimorphism of metabolic dysfunction-associated steatotic liver disease.
Trends Mol. Med. 2024. [CrossRef]

Joo, S.K.; Kim, W. Sex differences in metabolic dysfunction-associated steatotic liver disease: A narrative review. Ewha Med. ].
2024, 47, e17. [CrossRef]

Tapper, E.B.; Krajewski, K.; Lai, M.; Challies, T.; Kane, R.; Afdhal, N.; Lau, D. Simple non-invasive biomarkers of advanced
fibrosis in the evaluation of non-alcoholic fatty liver disease. Gastroenterol. Rep. 2014, 2, 276-280. [CrossRef]

Bambha, K.; Belt, P.; Abraham, M.; Wilson, L.A.; Pabst, M.; Ferrell, L.; Unalp-Arida, A.; Bass, N.; Nonalcoholic Steatohepatitis
Clinical Research Network Research Group. Ethnicity and nonalcoholic fatty liver disease. Hepatology 2012, 55, 769-780. [CrossRef]
[PubMed]

Singh, D.K,; Sakhuja, P.; Malhotra, V.; Gondal, R.; Sarin, S.K. Independent predictors of steatohepatitis and fibrosis in Asian
Indian patients with non-alcoholic steatohepatitis. Dig. Dis. Sci. 2008, 53, 1967-1976. [CrossRef]

Wang, Z.; Xu, M.; Hu, Z.; Hultstrom, M.; Lai, E. Sex-specific prevalence of fatty liver disease and associated metabolic factors in
Wauhan, south central China. Eur. ]. Gastroenterol. Hepatol. 2014, 26, 1015-1021. [CrossRef] [PubMed]

Ji, H,; Cheng, S.; Heart-Liver Axis Research, Collaboration. Sex differences in prevalence and prognosis of steatotic liver disease
phenotypes: Biological sex matters. J. Hepatol. 2024, 80, e68-e69. [CrossRef]

Kweon, S.; Kim, Y,; Jang, M.].; Kim, Y.; Kim, K.; Choi, S.; Chun, C.; Khang, Y.H.; Oh, K. Data resource profile: The Korea National
Health and Nutrition Examination Survey (KNHANES). Int. J. Epidemiol. 2014, 43, 69-77. [CrossRef] [PubMed]

Oh, K.; Kim, Y.; Kweon, S.; Kim, S.; Yun, S.; Park, S.; Lee, YK.; Kim, Y.; Park, O.; Jeong, E.K. Korea National Health and Nutrition
Examination Survey, 20th anniversary: Accomplishments and future directions. Epidemiol. Health 2021, 43, €2021025. [CrossRef]
Lee, J.H.; Kim, D.; Kim, H.J.; Lee, C.H.; Yang, J.I.; Kim, W.; Kim, Y.J.; Yoon, ].H.; Cho, S.H.; Sung, M.W.; et al. Hepatic steatosis
index: A simple screening tool reflecting nonalcoholic fatty liver disease. Dig. Liver Dis. 2010, 42, 503-508. [CrossRef] [PubMed]


https://doi.org/10.3389/fimmu.2022.880298
https://www.ncbi.nlm.nih.gov/pubmed/35603224
https://doi.org/10.1016/j.molimm.2022.04.003
https://doi.org/10.1074/jbc.271.16.9503
https://doi.org/10.3390/biomedicines11102711
https://www.ncbi.nlm.nih.gov/pubmed/37893085
https://doi.org/10.3390/biomedicines12092144
https://www.ncbi.nlm.nih.gov/pubmed/39335657
https://doi.org/10.3390/biomedicines11092444
https://doi.org/10.1056/NEJMoa021993
https://doi.org/10.1161/01.CIR.0000093381.57779.67
https://doi.org/10.3389/fcell.2024.1433857
https://www.ncbi.nlm.nih.gov/pubmed/39086662
https://doi.org/10.1016/j.clinbiochem.2010.09.003
https://www.ncbi.nlm.nih.gov/pubmed/20846522
https://doi.org/10.2147/JIR.S466469
https://www.ncbi.nlm.nih.gov/pubmed/38973998
https://doi.org/10.1016/j.jhep.2024.08.005
https://doi.org/10.1016/S2468-1253(22)00165-0
https://doi.org/10.12998/wjcc.v10.i5.1457
https://www.ncbi.nlm.nih.gov/pubmed/35211584
https://doi.org/10.3390/ijms25137342
https://doi.org/10.1016/j.molmed.2024.05.013
https://doi.org/10.12771/emj.2024.e17
https://doi.org/10.1093/gastro/gou034
https://doi.org/10.1002/hep.24726
https://www.ncbi.nlm.nih.gov/pubmed/21987488
https://doi.org/10.1007/s10620-007-0074-0
https://doi.org/10.1097/MEG.0000000000000151
https://www.ncbi.nlm.nih.gov/pubmed/25003744
https://doi.org/10.1016/j.jhep.2023.08.013
https://doi.org/10.1093/ije/dyt228
https://www.ncbi.nlm.nih.gov/pubmed/24585853
https://doi.org/10.4178/epih.e2021025
https://doi.org/10.1016/j.dld.2009.08.002
https://www.ncbi.nlm.nih.gov/pubmed/19766548

Biomolecules 2024, 14, 1468 14 of 15

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Miwa, T.; Tajirika, S.; Imamura, N.; Adachi, M.; Horita, R.; Hanai, T.; Ng, C.H.; Siddiqui, M.S.; Fukao, T.; Shimizu, M.; et al.
Usefulness of health checkup-based indices in identifying metabolic dysfunction-associated steatotic liver disease. JGH Open
2024, 8, €13110. [CrossRef]

Mahachai, N.; Washirasaksiri, C.; Ariyakunaphan, P.; Kositamongkol, C.; Sitasuwan, T.; Tinmanee, R.; Auesomwang, C.;
Sayabovorn, N.; Chaisathaphol, T.; Phisalprapa, P.; et al. Clinical Predictive Score for Identifying Metabolic Dysfunction-
Associated Steatotic Liver Disease in Individuals with Prediabetes Using Transient Elastography. J. Clin. Med. 2023, 12, 7617.
[CrossRef]

Abdelhameed, F; Kite, C.; Lagojda, L.; Dallaway, A.; Chatha, K K.; Chaggar, S.S.; Dalamaga, M.; Kassi, E.; Kyrou, I.; Randeva, H.S.
Non-invasive Scores and Serum Biomarkers for Fatty Liver in the Era of Metabolic Dysfunction-associated Steatotic Liver Disease
(MASLD): A Comprehensive Review From NAFLD to MAFLD and MASLD. Curr. Obes. Rep. 2024, 13, 510-531. [CrossRef]
Mantovani, A.; Morieri, M.L.; Aldigeri, R.; Palmisano, L.; Masulli, M.; Bonomo, K.; Baroni, M.G.; Cossu, E.; Cimini, FA.; Cavallo,
G.; et al. MASLD, hepatic steatosis and fibrosis are associated with the prevalence of chronic kidney disease and retinopathy in
adults with type 1 diabetes mellitus. Diabetes Metab. 2024, 50, 101497. [CrossRef] [PubMed]

Banait, T.; Wanjari, A.; Danade, V.; Banait, S.; Jain, J. Role of High-Sensitivity C-reactive Protein (Hs-CRP) in Non-communicable
Diseases: A Review. Cureus 2022, 14, €30225. [CrossRef]

Lee, J.; Lee, C.; Min, J.; Kang, D.W.; Kim, J.Y.; Yang, H.L; Park, J.; Lee, M.K_; Lee, M.Y; Park, L; et al. Development of the Korean
Global Physical Activity Questionnaire: Reliability and validity study. Glob. Health Promot. 2020, 27, 44-55. [CrossRef]

Jayedi, A.; Rahimi, K.; Bautista, L.E.; Nazarzadeh, M.; Zargar, M.S.; Shab-Bidar, S. Inflammation markers and risk of developing
hypertension: A meta-analysis of cohort studies. Heart 2019, 105, 686-692. [CrossRef]

Yang, X.; Tao, S.; Peng, J.; Zhao, J.; Li, S.; Wu, N.; Wen, Y.; Xue, Q.; Yang, C.X.; Pan, X.E. High-sensitivity C-reactive protein and risk
of type 2 diabetes: A nationwide cohort study and updated meta-analysis. Diabetes Metab. Res. Rev. 2021, 37, e3446. [CrossRef]
[PubMed]

Choi, J.; Joseph, L.; Pilote, L. Obesity and C-reactive protein in various populations: A systematic review and meta-analysis. Obes. Rev.
2013, 14, 232-244. [CrossRef]

Mogna-Peldez, P; Riezu-Boj, ].I.; Milagro, E1.; Herrero, ].I; Elorz, M.; Benito-Boillos, A.; Tobaruela-Resola, A.L.; Tur, J.A.; Martinez,
J.A.; Abete, I; et al. Inflammatory markers as diagnostic and precision nutrition tools for metabolic dysfunction-associated
steatotic liver disease: Results from the Fatty Liver in Obesity trial. Clin. Nutr. 2024, 43, 1770-1781. [CrossRef] [PubMed]

Wang, Y.; Chen, S,; Tian, C.; Wang, Q.; Yang, Z.; Che, W.; Li, Y.; Luo, Y. Association of systemic immune biomarkers with metabolic
dysfunction-associated steatotic liver disease: A cross-sectional study of NHANES 2007-2018. Front. Nutr. 2024, 11, 1415484.
[CrossRef]

Jeong, Y.; Lee, B.J.; Hur, W.; Lee, M.; Han, S.H. Associations of Insulin Resistance and High-Sensitivity C-Reactive Protein
with Metabolic Abnormalities in Korean Patients with Type 2 Diabetes Mellitus: A Preliminary Study. Metabolites 2024, 14, 371.
[CrossRef]

Kumar, R.; Porwal, Y.C.; Dev, N.; Kumar, P.; Chakravarthy, S.; Kumawat, A. Association of high-sensitivity C-reactive protein
(hs-CRP) with non-alcoholic fatty liver disease (NAFLD) in Asian Indians: A cross-sectional study. J. Fam. Med. Prim. Care 2020, 9,
390-394. [CrossRef]

Jamialahmadi, T.; Bo, S.; Abbasifard, M.; Sathyapalan, T.; Jangjoo, A.; Moallem, S.A.; Almahmeed, W.; Ashari, S.; Johnston, T.P.;
Sahebkar, A. Association of C-reactive protein with histological, elastographic, and sonographic indices of non-alcoholic fatty
liver disease in individuals with severe obesity. J. Health Popul. Nutr. 2023, 42, 30. [CrossRef] [PubMed]

Allen, AM.; Arab, ].P.; Wong, V.W. MASLD: A disease in flux. Nat. Rev. Gastroenterol. Hepatol. 2024, 21, 747-750. [CrossRef]
[PubMed]

Buzzetti, E.; Pinzani, M.; Tsochatzis, E.A. The multiple-hit pathogenesis of non-alcoholic fatty liver disease (NAFLD). Metabolism
2016, 65, 1038-1048. [CrossRef]

Yu, L.; Gao, F; Li, Y.; Su, D.; Han, L.; Li, Y.; Zhang, X.; Feng, Z. Role of pattern recognition receptors in the development of
MASLD and potential therapeutic applications. Biomed. Pharmacother. 2024, 175, 116724. [CrossRef] [PubMed]

Okekunle, A.P; Youn, J.; Song, S.; Chung, G.E.; Yang, S.Y.; Kim, Y.S.; Lee, ].E. Predicted pro-inflammatory hs-CRP score and
non-alcoholic fatty liver disease. Gastroenterol. Rep. 2023, 11, goad059. [CrossRef]

Yeo, J.; Kim, K.K.; Hwang, I.C. Association between the Severity of Nonalcoholic Fatty Liver Disease and High Sensitivity
C-reactive Protein in Adults. J. Obes. Metab. Syndr. 2012, 21, 166-174. [CrossRef]

Wang, L.R,; Liu, W.Y,; Wu, S.J.; Zhu, G.Q.; Lin, Y.Q.; Braddock, M.; Zhang, D.C.; Zheng, M.H. Parabolic relationship between sex-
specific serum high sensitive C reactive protein and non-alcoholic fatty liver disease in Chinese adults: A large population-based
study. Oncotarget 2016, 7, 14241-14250. [CrossRef]

Chang, E.; Varghese, M; Singer, K. Gender and Sex Differences in Adipose Tissue. Curr. Diabetes Rep. 2018, 18, 69. [CrossRef]
Ibrahim, M.M. Subcutaneous and visceral adipose tissue: Structural and functional differences. Obes. Rev. 2010, 11, 11-18.
[CrossRef]

Lonardo, A.; Trande, P. Are there any sex differences in fatty liver? A study of glucose metabolism and body fat distribution.
J. Gastroenterol. Hepatol. 2000, 15, 775-782. [CrossRef]


https://doi.org/10.1002/jgh3.13110
https://doi.org/10.3390/jcm12247617
https://doi.org/10.1007/s13679-024-00574-z
https://doi.org/10.1016/j.diabet.2023.101497
https://www.ncbi.nlm.nih.gov/pubmed/37992857
https://doi.org/10.7759/cureus.30225
https://doi.org/10.1177/1757975919854301
https://doi.org/10.1136/heartjnl-2018-314216
https://doi.org/10.1002/dmrr.3446
https://www.ncbi.nlm.nih.gov/pubmed/33686799
https://doi.org/10.1111/obr.12003
https://doi.org/10.1016/j.clnu.2024.05.042
https://www.ncbi.nlm.nih.gov/pubmed/38861890
https://doi.org/10.3389/fnut.2024.1415484
https://doi.org/10.3390/metabo14070371
https://doi.org/10.4103/jfmpc.jfmpc_887_19
https://doi.org/10.1186/s41043-023-00372-8
https://www.ncbi.nlm.nih.gov/pubmed/37029427
https://doi.org/10.1038/s41575-024-00990-5
https://www.ncbi.nlm.nih.gov/pubmed/39358590
https://doi.org/10.1016/j.metabol.2015.12.012
https://doi.org/10.1016/j.biopha.2024.116724
https://www.ncbi.nlm.nih.gov/pubmed/38761424
https://doi.org/10.1093/gastro/goad059
https://doi.org/10.7570/kjo.2012.21.3.166
https://doi.org/10.18632/oncotarget.7401
https://doi.org/10.1007/s11892-018-1031-3
https://doi.org/10.1111/j.1467-789X.2009.00623.x
https://doi.org/10.1046/j.1440-1746.2000.02226.x

Biomolecules 2024, 14, 1468 15 of 15

71.

72.

73.

74.

75.

76.

77.

Ciardullo, S.; Oltolini, A.; Cannistraci, R.; Muraca, E.; Perseghin, G. Sex-related association of nonalcoholic fatty liver disease
and liver fibrosis with body fat distribution in the general US population. Am. J. Clin. Nutr. 2022, 115, 1528-1534. [CrossRef]
[PubMed]

Bansal, S.; Vachher, M.; Arora, T.; Kumar, B.; Burman, A. Visceral fat: A key mediator of NAFLD development and progression.
Hum. Nutr. Metab. 2023, 33, 200210. [CrossRef]

Eng, P.C.; Forlano, R.; Tan, T.; Manousou, P.; Dhillo, W.S.; Izzi-Engbeaya, C. Non-alcoholic fatty liver disease in women—Current
knowledge and emerging concepts. JHEP Rep. 2023, 5, 100835. [CrossRef]

Lonardo, A.; Nascimbeni, F.; Ballestri, S.; Fairweather, D.; Win, S.; Than, T.A.; Abdelmalek, M.F.; Suzuki, A. Sex Differences in
Nonalcoholic Fatty Liver Disease: State of the Art and Identification of Research Gaps. Hepatology 2019, 70, 1457-1469. [CrossRef]
Ahn, S.B. Noninvasive serum biomarkers for liver steatosis in nonalcoholic fatty liver disease: Current and future developments.
Clin. Mol. Hepatol. 2023, 29, S150-5156. [CrossRef] [PubMed]

Biciusca, T.; Stan, S.I.; Balteanu, M.A.; Cioboata, R.; Ghenea, A.E.; Danoiu, S.; Bumbea, A.M.; Biciusca, V. The Role of the Fatty
Liver Index (FLI) in the Management of Non-Alcoholic Fatty Liver Disease: A Systematic Review. Diagnostics 2023, 13, 3316.
[CrossRef]

Caretta, N.; Scafa, R.; Graziani, A.; Crepaldi, M.C.; Vedovato, M.; Avogaro, A.; Ferlin, A. Noninvasive Indices of MASLD Are
Associated with Hypogonadism in Male Patients With Type 2 Diabetes Mellitus. J. Clin. Endocrinol. Metab. 2024, 109, e522-e530.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1093/ajcn/nqac059
https://www.ncbi.nlm.nih.gov/pubmed/35244676
https://doi.org/10.1016/j.hnm.2023.200210
https://doi.org/10.1016/j.jhepr.2023.100835
https://doi.org/10.1002/hep.30626
https://doi.org/10.3350/cmh.2022.0362
https://www.ncbi.nlm.nih.gov/pubmed/36696960
https://doi.org/10.3390/diagnostics13213316
https://doi.org/10.1210/clinem/dgad586

	Introduction 
	Materials and Methods 
	Study Design and Participations 
	Definition of SLD and Its Subtypes 
	Hs-CRP 
	Statistical Approach 

	Results 
	Discussion 
	Conclusions 
	References

