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Abstract 

Background: The diversity of obesity-related metabolic characteristics generates different obesity phenotypes and 
corresponding metabolic diseases. This study aims to explore the correlation of different abdominal obesity pheno-
types with non-alcoholic fatty liver disease (NAFLD).

Methods: The current study included 14,251 subjects, 7411 males and 6840 females. Abdominal obesity was defined 
as waist circumference ≥ 85 cm in males and ≥ 80 cm in females; according to the diagnostic criteria for metabolic 
syndrome recommended by the National Cholesterol Education Program Adult Treatment Panel III, having more 
than one metabolic abnormality (except waist circumference criteria) was defined as metabolically unhealthy. All 
subjects were divided into 4 abdominal obesity phenotypes based on the presence ( +) or absence (− ) of metaboli-
cally healthy/unhealthy (MH) and abdominal obesity (AO) at baseline: metabolically healthy + non-abdominal obesity 
 (MH−AO−); metabolically healthy + abdominal obesity  (MH−AO+); metabolically unhealthy + non-abdominal obesity 
 (MH+AO−); metabolically unhealthy + abdominal obesity  (MH+AO+). The relationship between each phenotype and 
NAFLD was analyzed using multivariate logistic regression.

Results: A total of 2507 (17.59%) subjects in this study were diagnosed with NAFLD. The prevalence rates of NAFLD 
in female subjects with  MH−AO−,  MH−AO+,  MH+AO−, and  MH+AO+ phenotypes were 1.73%, 24.42%, 7.60%, and 
59.35%, respectively. Among male subjects with  MH−AO−,  MH−AO+,  MH+AO−, and  MH+AO+ phenotypes, the preva-
lence rates were 9.93%, 50.54%, 25.49%, and 73.22%, respectively. After fully adjusting for confounding factors, with 
the  MH−AO− phenotype as the reference phenotype, male  MH−AO+ and  MH+AO+ phenotypes increased the risk of 
NAFLD by 42% and 47%, respectively  (MH−AO+: OR 1.42, 95%CI 1.13,1.78;  MH+AO+: OR 1.47, 95%CI 1.08,2.01); the cor-
responding risks of  MH−AO+ and  MH+AO+ in females increased by 113% and 134%, respectively  (MH−AO+: OR 2.13, 
95%CI 1.47,3.09;  MH+AO+: OR 2.34, 95%CI 1.32,4.17); by contrast, there was no significant increase in the risk of NAFLD 
in the  MH+AO− phenotype in both sexes.
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Background
The liver is the most common site of visceral fat depo-
sition. In recent years, with the epidemic of obesity and 
the drastic changes in diet and lifestyle, an increasing 
number of people around the world suffer from non-
alcoholic fatty liver disease (NAFLD) [1]. Recent epide-
miological surveys showed that the prevalence of NAFLD 
has reached 25.24% globally and 27.37% in Asia, and 
the overall prevalence of NAFLD is projected to reach 
33.5% globally by 2030 [2, 3]. NAFLD doesn’t just stop 
at hepatic steatosis; without interventions, NAFLD will 
gradually develop into liver fibrosis and even liver cancer 
[4, 5]. In addition, NAFLD can also cause a series of com-
plications such as diabetes, cardiovascular disease, and 
digestive tract malignancies [6, 7]. These intrahepatic and 
extrahepatic lesions will affect the quality of life and sur-
vival time of NAFLD patients, and bring a heavy burden 
to the family and the world’s medical and health systems 
[8]. Therefore, early identification of high-risk groups at 
risk for NAFLD is essential.

Obesity and metabolic disorders are typical clinical 
features and important risk factors of NAFLD patients, 
and insulin resistance (IR) is the main pathophysiologi-
cal mechanism leading to NAFLD [9, 10]. However, not 
all obese people were at high risk for NAFLD; in recent 
years, several studies have found that obese people with 
healthy metabolic profiles were not at increased risk 
of cardiovascular disease and all-cause mortality, and 
their studies suggested that this particular metabolically 
healthy obesity (MHO) phenotype may be a good physi-
cal condition [11–13]. However, in further studies, more 
researchers found that the MHO phenotype was not a 
static obesity phenotype, with the extension of follow-
up time, most patients with MHO phenotype would lose 
the state of metabolic health [14, 15]; this phenomenon 
was more common in patients with the abdominal obe-
sity phenotype with a high waist circumference (WC), 
and visceral fat deposition appeared to contribute to this 
change [16–18]. WC is known to reflect central obesity, 
has better diagnostic performance than BMI in assessing 
visceral fat deposition and IR, and has also been shown to 
be a stronger anthropometric predictor of fatty liver [19, 
20]. Therefore, we speculated that using abdominal obe-
sity combined with metabolic profiles might be a more 
rational way to assess NAFLD risk, while also providing 

greater insight into the nature of different obesity phe-
notypes. However, the relationship between abdominal 
obesity phenotypes and NAFLD is currently unclear. The 
purpose of this study was to investigate the association of 
various abdominal obesity phenotypes with the NAFLD 
risk.

Methods
Study design and population
The current study was a secondary analysis based on data 
from the NAGALA cohort and adopted a cross-sectional 
design to explore the correlation of abdominal obesity 
phenotypes with NAFLD risk. The subjects’ data in the 
current study were uploaded to the Dryad database by 
Hamaguchi et al. [21]. Based on the terms of service of the 
Dryad database, these subjects’ data can be fully utilized 
under different scientific hypotheses. The detailed study 
design and procedures of the NAGALA cohort have 
been described elsewhere [22]. In short, NAGALA is an 
ongoing longitudinal cohort study based on the general 
population physical examination program launched by 
Murakami Memorial Hospital in 1994 to identify chronic 
diseases and their important risk factors that endanger 
the health of the general population. We extracted data 
from 14,251 examiners recruited by the NAGALA cohort 
between 1994 and 2015. According to the purpose and 
design of this study, we only included subjects who did 
not have the following characteristics: (1) absence of 
covariates; (2) diagnosed or self-reported viral/alcoholic 
hepatitis or diabetes at baseline; (3) taking medication or 
having impaired fasting glucose at baseline; (4) overdose 
alcohol consumption (Alcohol consumption ≥ 140  g/w 
for female or ≥ 210  g/w for male) [23]. Since Murakami 
Memorial Hospital has approved the ethical review of 
the previous cohort study [22], all subjects have signed 
informed consent forms, and their personal information 
has been replaced with a check code, therefore, this study 
does not need to apply for ethical approval and obtain 
informed consent repeatedly. All steps of this study are in 
full compliance with the Helsinki Declaration [24].

Data collection and measurement
As previously described [22], trained medical examiners 
used a standard self-administered questionnaire to col-
lect basic information about the subject’s height, gender, 

Conclusions: This first report on the relationship of abdominal obesity phenotypes with NAFLD showed that both 
 MH−AO+ and  MH+AO+ phenotypes were associated with a higher risk of NAFLD, especially in the female population. 
These data provided a new reference for the screening and prevention of NAFLD.
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blood pressure, WC, age, weight, and various lifestyle 
habits (exercise habits, smoking/drinking status).

Venous blood samples of the subjects were taken early 
the next morning after a night fast for at least 8  h and 
using an automatic analyzer analyzed for biochemical 
parameters including total cholesterol (TC), alanine ami-
notransferase (ALT), high-density lipoprotein cholesterol 
(HDL-C), gamma-glutamyl transferase (GGT), triglycer-
ides (TG), hemoglobin A1c (HbA1c), fasting plasma glu-
cose (FPG) and aspartate aminotransferase (AST).

Variable definition
To define metabolic unhealthy, we referred to the 
National Cholesterol Education Program Adult Treat-
ment Panel III diagnostic criteria for metabolic syndrome 
[25]: (1) FPG ≥ 5.6 mmol/L; (2) HDL-C < 1.29 mmol/L in 
females or < 1.03  mmol/L in males; (3) TG ≥ 1.7  mmol/ 
L; and (4) diastolic blood pressure (DBP) ≥ 85  mmHg 
and systolic blood pressure (SBP) ≥ 130  mmHg; hav-
ing two or more of these was considered metabolically 
unhealthy. The cut-off value of WC for abdominal obe-
sity was ≥ 80 cm for females and ≥ 85 cm for males [26]. 
All subjects were divided into four phenotypes based 
on the presence ( +) or absence ( − ) of metabolically 
healthy/unhealthy (MH) and abdominal obesity (AO) at 
baseline: metabolically healthy + non-abdominal obesity 
 (MH−AO−); metabolically healthy + abdominal obesity 
 (MH−AO+); metabolically unhealthy + non-abdominal 
obesity  (MH+AO−); metabolically unhealthy + abdomi-
nal obesity  (MH+AO+).

Drinking status was divided into no drinking habits 
or small (< 40  g/w) drinking, light (40–139  g/w) drink-
ing, and moderate (140–209 g/w) drinking according to 
weekly alcohol consumption.

Smoking status was divided into never smoking, smok-
ing cessation, and current smoking.

Exercise habits: Subjects who participated in any form 
of physical activity at least once a week were considered 
to have exercise habits.

Diagnosis of NAFLD
Abdominal ultrasonography was performed on the sub-
jects by professional imaging technicians, and experi-
enced gastroenterologists scored and made a diagnosis 
based on the ultrasonographic images without knowing 
the purpose of the study and other clinical information 
about the subjects. The scoring criteria were (1) blurred 
blood vessels (0–1 points); (2) liver brightness (0–4 
points); (3) deep attenuation (0–2 points); (4) liver and 
kidney echo contrast (0–4 points). If the total score of 
these four items was greater than 2, it was diagnosed as 
NAFLD [27].

Statistical analysis
Considering that there are significant differences 
between males and females in terms of body composi-
tion, fat deposition patterns, and the impact of obesity on 
health [28], all analyses in this study were performed sep-
arately on males and females. Baseline information for all 
subjects was described by grouping according to the four 
abdominal obesity phenotypes described above. In this 
study, data for all subjects were analyzed using Empower 
(R) (version 2.0) and R (version 3.4.3) statistical software. 
The main analysis process was as follows:

Descriptive analysis: QQ plot and Kolmogorov–
Smirnov test were used to assess the normality of con-
tinuous variables, and Kruskal Wallis H test or one-way 
ANOVA was used to compare between groups. Exercise 
habits, smoking, and drinking status were described as 
frequency (%) and differences between groups were com-
pared using the Pearson χ2 test.

Correlation analysis: Univariate and multivariate logis-
tic regression models were established to explore the cor-
relation between different abdominal obesity phenotypes 
and NAFLD risk, and their corresponding odds ratio 
(OR) and 95% confidence interval (CI) were recorded. 
Before the establishment of the multivariate logistic 
regression models, we checked for collinearity between 
all covariates [29]; the covariates with a variance inflation 
factor (VIF) greater than 5 were considered collinear and 
were not included in the subsequent model. Three mul-
tivariate logistic regression models were established to 
evaluate the relationship of different abdominal obesity 
phenotypes with NAFLD [30]. In Model 1, we adjusted 
for exercise habits, age, height and BMI. Considering the 
influence of liver enzyme metabolism and blood glucose 
metabolism on NAFLD risk, model 2 further adjusted 
ALT, GGT, AST, FPG and HbA1c based on model 1. To 
further explore the independent association between 
abdominal obesity phenotypes and NAFLD risk, model 3 
adjusted all non-collinear variables on the basis of model 
2.

Results
Baseline characteristics
Of the 14,251 subjects, 7,411 (52%) were males (mean age 
43.82) and 6,840 (48%) were females (mean age 43.22). 
As shown in Table  1, the prevalence of abdominal obe-
sity in female subjects was 14.96%, and the prevalence 
of metabolically unhealthy status was 20.54%. Among 
females, 4,567 (66.77%) were classified as  MH−AO−, 868 
(12.69%) as  MH−AO+, 1,250 (18.28%) as  MH+AO−, and 
155 (2.26%) as  MH+AO+; the prevalence of NAFLD in 
these four phenotypes was 1.73%, 24.42%, 7.60%, 59.35%, 
respectively.
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Among males, the prevalence of abdominal obesity 
and metabolically unhealthy status was significantly 
higher (Table  2), 26.29% and 39.41%, respectively. The 
male subjects with  MH−AO−,  MH−AO+,  MH+AO−, and 
 MH+AO+ phenotypes accounted for 43.20%, 17.37%, 
30.51%, and 8.92% of the total male population, respec-
tively. Notably, regardless of the abdominal obesity phe-
notypes, the prevalence of NAFLD in males was higher 
than that in females with the same phenotype; among 
males, the prevalence of NAFLD was 9.93% in subjects 
with  MH−AO− phenotype, 50.54% in subjects with 
 MH−AO+ phenotype, 25.49% in subjects with  MH+AO− 
phenotype, while the prevalence of NAFLD in subjects 

with  MH+AO+ phenotype was as high as 73.22%. Moreo-
ver, in both sexes, compared with the  MH−AO− pheno-
type, the other three phenotypes tended to show higher 
WC, age, FPG, ALT, weight, TC, BMI, AST, TG, HbA1c, 
GGT, SBP, DBP levels, and higher NAFLD prevalence, 
while lower HDL-C levels and less physical exercise.

Univariate analysis of the risk of NAFLD
Table  3 shows the correlation of covariates with 
NAFLD risk in univariate logical regression analysis. 
We found that among the female subjects, except for 
exercise habits and smoking status, the other covari-
ates were significantly correlated with NAFLD risk. The 

Table 1 Characteristics of study subjects based on abdominal  obesitya and metabolically healthy/unhealthyb for females

Values were expressed as mean (standard deviation) or medians (quartile interval) or n (%).MH−AO−: metabolically healthy non-abdominal obese;  MH−AO+: 
metabolically healthy abdominal obese;  MH+AO−: metabolically unhealthy non-abdominal obese;  MH+AO.+: metabolically unhealthy abdominal obese; BMI: body 
mass index; WC: waist circumference; ALT: alanine aminotransferase; AST: aspartate aminotransferase; GGT: gamma-glutamyl transferase; HDL-C: high-density 
lipoprotein cholesterol; TC: total cholesterol; TG: triglyceride; FPG: fasting plasma glucose; HbA1c: hemoglobin A1c; SBP: systolic blood pressure; DBP: diastolic blood 
pressure; NAFLD: non-alcoholic fatty liver disease
a Abdominal obesity was defined as waist circumference ≥ 80 cm
b Metabolically unhealthy was defined as having > one component (except waist circumference criteria) of metabolic syndrome according to the National Cholesterol 
Education Program Adult Treatment Panel III definition

Variables Total
(n = 6840)

Metabolically healthy Metabolically unhealthy

MH−AO−

(n = 4567)
MH−AO+

(n = 868)
MH+AO−

(n = 1250)
MH+AO+

(n = 155)

Age, years 43.22 (8.78) 42.03 (8.40) 46.18 (8.56) 44.82 (9.23) 48.97 (9.00)

Height, cm 158.28 (5.38) 158.39 (5.36) 158.91 (5.43) 157.52 (5.43) 157.57 (4.81)

Weight, kg 52.65 (7.85) 50.19 (5.64) 63.45 (7.88) 52.30 (6.14) 67.20 (9.22)

BMI, kg/m2 21.01 (2.93) 20.00 (2.00) 25.13 (2.89) 21.08 (2.29) 27.06 (3.38)

WC, cm 71.67 (8.07) 68.72 (5.52) 85.05 (5.09) 71.13 (5.49) 88.14 (7.56)

ALT, U/L 14.00 (11.00–17.00) 13.00 (11.00–16.00) 15.00 (12.00–20.00) 13.00 (11.00–17.00) 19.00 (14.00–26.00)

AST, U/L 16.00 (13.00–19.00) 16.00 (13.00–19.00) 17.00 (14.00–20.00) 16.00 (13.00–19.00) 18.00 (15.00–22.00)

GGT, U/L 12.00 (10.00–15.00) 11.00 (9.00–14.00) 13.00 (11.00–18.00) 12.00 (10.00–15.00) 16.00 (13.00–22.00)

HDL-C, mmol/L 1.64 (0.38) 1.76 (0.33) 1.51 (0.33) 1.36 (0.38) 1.15 (0.20)

TC, mmol/L 5.09 (0.88) 5.03 (0.82) 5.33 (0.86) 5.04 (1.01) 5.69 (0.97)

TG, mmol/L 0.66 (0.41) 0.51 (0.37–0.69) 0.72 (0.52–1.02) 0.71 (0.50–1.04) 1.59 (0.97–2.02)

FPG, mmol/L 4.98 (0.39) 4.88 (0.33) 5.13 (0.38) 5.18 (0.45) 5.51 (0.36)

HbA1c, % 5.19 (0.32) 5.14 (0.30) 5.31 (0.32) 5.24 (0.34) 5.47 (0.34)

SBP, mmHg 109.28 (14.28) 105.81 (11.40) 117.16 (13.52) 113.73 (17.29) 131.27 (20.06)

DBP, mmHg 67.56 (9.75) 65.32 (8.03) 72.33 (9.21) 70.71 (11.69) 81.73 (12.79)

Exercise habits

No 5761 (84.23%) 3812 (83.47%) 766 (88.25%) 1045 (83.60%) 138 (89.03%)

Yes 1079 (15.77%) 755 (16.53%) 102 (11.75%) 205 (16.40%) 17 (10.97%)

Drinking status

Non or small 6451 (94.31%) 4295 (94.04%) 821 (94.59%) 1186 (94.88%) 149 (96.13%)

Light 389 (5.69%) 272 (5.96%) 47 (5.41%) 64 (5.12%) 6 (3.87%)

Smoking status

Non 6036 (88.25%) 4048 (88.64%) 755 (86.98%) 1098 (87.84%) 135 (87.10%)

Past 406 (5.94%) 272 (5.96%) 61 (7.03%) 67 (5.36%) 6 (3.87%)

Current 398 (5.82%) 247 (5.41%) 52 (5.99%) 85 (6.80%) 14 (9.03%)

NAFLD 478 (6.99%) 79 (1.73%) 212 (24.42%) 95 (7.60%) 92 (59.35%)



Page 5 of 10Kuang et al. BMC Gastroenterology          (2022) 22:311  

abdominal obesity phenotype was highly associated 
with an increased risk of NAFLD. Compared with the 
 MH−AO− phenotype, the risk of NAFLD in female sub-
jects with the  MH+AO+ phenotype increased by 81.96 
times (OR 82.96, 95%CI 56.16, 122.55), those with the 
 MH+AO− phenotype increased by 3.67 times (OR 4.67, 
95%CI 3.44, 6.34), and those with the  MH−AO+ pheno-
type increased by 17.36 times (OR 18.36, 95%CI 14.00, 
24.07). Also, it is worth noting that compared with the 
 MH−AO− phenotype, the association of abdominal 
obesity phenotypes with NAFLD risk was relatively 
attenuated in male subjects. The OR value and 95%CI 
for the  MH−AO+,  MH+AO−, and  MH+AO+ pheno-
types were 9.27 (7.90, 10.87), 3.10 (2.67, 3.60), 24.80 
(20.15, 30.52), respectively.

Association of abdominal obesity phenotypes with NAFLD
In the collinearity screening before building the mul-
tivariate logistic regression models (Additional file  1: 
Table S1), WC, body weight, and DBP were not included 
in subsequent models due to VIF greater than 5. In mul-
tivariate logistic regression models 1 and 2 (Table  4), 
all other phenotypes significantly increased the risk of 
NAFLD in both sexes compared with the  MH−AO− phe-
notype (All P < 0.001). Model 3 further adjusted for all 
non-collinear variables based on Model 2, and among 
female subjects, those with  MH+AO+ and  MH−AO+ 
phenotypes had a significantly higher risk of NAFLD 
than those with  MH−AO− phenotype [(OR 2.34, 95%CI 
1.32, 4.17) and (OR 2.13, 95%CI 1.47, 3.09)]; similarly, in 
male subjects, the OR and 95%CI for the risk of NAFLD 
associated with  MH−AO+ and  MH+AO+ were 1.42 

Table 2 Characteristics of study subjects based on abdominal  obesityc and metabolically healthy/unhealthyb for males

Abbreviations as in Table 1
c Abdominal obesity was defined as waist circumference ≥ 85 cm
b Metabolically unhealthy was defined as having > one component (except waist circumference criteria) of metabolic syndrome according to the National Cholesterol 
Education Program Adult Treatment Panel III definition

Variables Total
(n = 7411)

Metabolically healthy Metabolically unhealthy

MH−AO−

(n = 3202)
MH−AO+

(n = 1288)
MH+AO−

(n = 2260)
MH+AO+

(n = 661)

Age, years 43.82 (8.99) 42.34 (8.85) 44.72 (8.99) 45.05 (9.06) 45.01 (8.38)

Height, cm 170.81 (6.01) 170.75 (5.85) 172.42 (6.25) 169.71 (5.93) 171.75 (5.76)

Weight, kg 67.29 (9.98) 62.53 (6.96) 77.34 (8.78) 64.65 (6.76) 79.81 (9.42)

BMI, kg/m2 23.04 (3.00) 21.44 (2.07) 26.00 (2.50) 22.44 (2.01) 27.04 (2.75)

WC, cm 80.35 (7.94) 75.71 (5.28) 89.79 (4.75) 78.27 (4.69) 91.58 (5.74)

ALT, U/L 20.00 (15.00–28.00) 18.00 (14.00–23.00) 25.00 (19.00–35.00) 20.00 (16.00–27.00) 30.00 (22.00–45.00)

AST, U/L 18.00 (15.00–22.00) 17.00 (14.00–21.00) 20.00 (16.00–25.00) 18.00 (15.00–22.00) 21.00 (17.00–27.00)

GGT, U/L 19.00 (14.00–27.00) 16.00 (13.00–22.00) 22.00 (17.00–32.00) 19.00 (15.00–28.00) 28.00 (20.00–39.00)

HDL-C, mmol/L 1.29 (0.34) 1.45 (0.31) 1.22 (0.25) 1.20 (0.34) 1.00 (0.21)

TC, mmol/L 5.16 (0.86) 5.01 (0.81) 5.30 (0.84) 5.18 (0.89) 5.50 (0.89)

TG, mmol/L 1.10 (0.72) 0.71 (0.53–0.97) 1.05 (0.76–1.39) 1.10 (0.72–1.72) 1.89 (1.33–2.40)

FPG, mmol/L 5.30 (0.37) 5.12 (0.28) 5.32 (0.33) 5.46 (0.38) 5.58 (0.32)

HbA1c, % 5.17 (0.32) 5.10 (0.29) 5.21 (0.32) 5.20 (0.33) 5.30 (0.35)

SBP, mmHg 118.23 (13.99) 112.88 (10.69) 121.48 (12.43) 120.17 (14.89) 131.21 (15.55)

DBP, mmHg 74.41 (9.85) 70.51 (7.59) 76.70 (8.56) 75.89 (10.51) 83.72 (10.54)

Exercise habits

No 6020 (81.23%) 2486 (77.64%) 1100 (85.40%) 1860 (82.30%) 574 (86.84%)

Yes 1391 (18.77%) 716 (22.36%) 188 (14.60%) 400 (17.70%) 87 (13.16%)

Drinking status

Non or small 5354 (72.24%) 2324 (72.58%) 921 (71.51%) 1613 (71.37%) 496 (75.04%)

Light 1369 (18.47%) 606 (18.93%) 228 (17.70%) 426 (18.85%) 109 (16.49%)

Moderate 688 (9.28%) 272 (8.49%) 139 (10.79%) 221 (9.78%) 56 (8.47%)

Smoking status

Non 2710 (36.57%) 1256 (39.23%) 443 (34.39%) 787 (34.82%) 224 (33.89%)

Past 2153 (29.05%) 891 (27.83%) 436 (33.85%) 641 (28.36%) 185 (27.99%)

Current 2548 (34.38%) 1055 (32.95%) 409 (31.75%) 832 (36.81%) 252 (38.12%)

NAFLD 2029 (27.38%) 318 (9.93%) 651 (50.54%) 576 (25.49%) 484 (73.22%)
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(1.13, 1.78), 1.47 (1.08, 2.01), respectively. However, 
the  MH+AO− phenotype was not associated with an 
increased risk of NAFLD in both sexes.

Discussion
In the present study, we conducted a cross-sectional 
analysis of the physical examination data of the gen-
eral population and for the first time identified asso-
ciations between abdominal obesity phenotypes and 
NAFLD. Our study found that in both sexes, except for 
the  MH+AO− phenotype, both the  MH−AO+ phenotype 
and  MH+AO+ phenotype were closely related to NAFLD 

risk. Furthermore, notably, this association appeared to 
be stronger in females.

NAFLD is the most common chronic liver disease in 
the world [1, 2], characterized by oxidative stress, inflam-
mation, and fibrosis of hepatocytes, and is the main cause 
of end-stage liver disease, primary liver cancer, and liver 
transplantation [5, 31, 32]. Obesity and metabolic syn-
drome are important risk factors for NAFLD, and the 
coexistence of multiple diseases with metabolic syn-
drome and obesity as the main manifestation is the most 
typical clinical feature of NAFLD patients [9, 10, 33]. In 
recent years, obesity and metabolic syndrome are often 
widely studied as the phenotypes of other metabolic dis-
eases; metabolic obesity phenotypes have been found in 
numerous observational studies to identify a variety of 
metabolic diseases and can be indicative of future risk 
[14, 15, 34–36]. However, increasing evidence suggested 
that there was a stronger association between central 
obesity and the health outcomes of the disease and that 
excessive visceral fat deposition rather than subcuta-
neous fat was an important risk factor associated with 
IR and metabolic abnormalities [19, 37]. WC, a useful 
anthropometric parameter for assessing visceral fat, has 
been widely used in metabolic disease research in recent 
years. Several cohort studies have identified a favorable 
correlation of the abdominal obesity phenotype with 
type 2 diabetes, all-cause mortality, and risk of cardio-
metabolic disease [17, 18, 38]. However, the relationship 
of NAFLD with abdominal obesity phenotypes remains 
unreported. Based on our current findings, we have 
identified for the first time the association of NAFLD 
with abdominal obesity phenotypes and found that even 
abdominal obesity patients with healthy metabolic status 
had a high risk of NAFLD.

MHO is one of the most widely discussed topics in 
recent years. Several studies have suggested that high 
BMI in the general population under metabolically 
healthy conditions usually did not increase the risk of 
metabolic diseases [12, 13, 39]; of course, some studies 
contained opinions to the contrary [15, 34]. Most nota-
bly, in a 30-year follow-up study by ArnlövJ et al., it was 
found that even in overweight and obese individuals 
without metabolic syndrome, the risk of cardiovascular 
disease was increased [15]. Further studies have shown 
that the MHO phenotype was not a static obesity phe-
notype; patients with the MHO phenotype typically lost 
metabolic health status with long-term follow-up. This 
phenomenon was more pronounced in patients with 
the  MH−AO+ phenotype and appeared to be caused by 
visceral fat deposition [14, 16, 40]. In the current study, 
we specifically assessed the association between the 
 MH−AO+ phenotype and NAFLD, and we found that 
subjects with the  MH−AO+ phenotype had a higher risk 

Table 3 Univariate analysis of the association between NAFLD 
and baseline variables

Abbreviations as in Table 1; OR: Odds ratios; CI: confidence interval

Female Male

OR (95%CI) P-value OR (95%CI) P-value

Age 1.06 (1.05, 1.07)  < 0.0001 1.00 (1.00, 1.01) 0.0848

Weight 1.16 (1.14, 1.17)  < 0.0001 1.12 (1.11, 1.13)  < 0.0001

Height 0.96 (0.94, 0.97)  < 0.0001 0.99 (0.98, 1.00) 0.0841

BMI 1.58 (1.53, 1.64)  < 0.0001 1.62 (1.58, 1.67)  < 0.0001

WC 1.19 (1.17, 1.21)  < 0.0001 1.19 (1.18, 1.20)  < 0.0001

Abdominal obesity phenotypes

MH−AO− Ref Ref

MH−AO+ 18.36 (14.00, 
24.07)

 < 0.0001 9.27 (7.90, 10.87)  < 0.0001

MH+AO− 4.67 (3.44, 6.34)  < 0.0001 3.10 (2.67, 3.60)  < 0.0001

MH+AO+ 82.96 (56.16, 
122.55)

 < 0.0001 24.80 (20.15, 
30.52)

 < 0.0001

ALT 1.07 (1.06, 1.09)  < 0.0001 1.09 (1.09, 1.10)  < 0.0001

AST 1.05 (1.03, 1.06)  < 0.0001 1.08 (1.07, 1.09)  < 0.0001

GGT 1.04 (1.03, 1.05)  < 0.0001 1.02 (1.02, 1.03)  < 0.0001

HDL-C 0.08 (0.06, 0.11)  < 0.0001 0.10 (0.08, 0.12)  < 0.0001

TC 1.82 (1.65, 2.01)  < 0.0001 1.62 (1.53, 1.73)  < 0.0001

TG 7.74 (6.37, 9.41)  < 0.0001 3.05 (2.80, 3.32)  < 0.0001

FPG 7.27 (5.71, 9.25)  < 0.0001 3.76 (3.24, 4.36)  < 0.0001

HbA1c 12.35 (9.06,16.83)  < 0.0001 4.22 (3.56, 4.99)  < 0.0001

Exercise habits

NO Ref Ref

Yes 0.88 (0.67, 1.14) 0.3357 0.71 (0.62, 0.82)  < 0.0001

Drinking status

Non or small Ref Ref

Light 0.45 (0.25, 0.78) 0.0047 0.57 (0.50, 0.66)  < 0.0001

Moderate NA NA 0.55 (0.45, 0.67)  < 0.0001

Smoking status

Non Ref Ref

Past 0.83 (0.54, 1.26) 0.3748 1.03 (0.91, 1.17) 0.6474

Current 0.96 (0.64, 1.43) 0.8266 0.89 (0.79, 1.01) 0.0691

SBP 1.05 (1.05, 1.06)  < 0.0001 1.04 (1.04, 1.05)  < 0.0001

DBP 1.08 (1.07, 1.09)  < 0.0001 1.06 (1.05, 1.07)  < 0.0001
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of developing NAFLD than those with the  MH−AO− 
phenotype, and moreover, they tended to have older age, 
less physical activity, lower HDL-C levels, and higher 
levels of adverse metabolic parameters, although these 
parameters were mostly within normal ranges. Therefore, 
we speculated that it was these adverse metabolic charac-
teristics that contributed to the difficulty of maintaining 
metabolic health status in patients with the  MH−AO+ 
phenotype and put them at increased risk of NAFLD.

In the present study, all subjects, whether metabolically 
healthy or non-metabolically healthy, had an increased 
risk of NAFLD as long as abdominal obesity was present. 
Although the underlying mechanism of abdominal obe-
sity phenotype leading to NAFLD remains unclear, WC 
may be the strongest mediator between IR and NAFLD 
[20, 41]. When abdominal obesity patients are in a state 
of IR, liver de novo lipogenesis is increased, the oxida-
tive decomposition of free fatty acids is inhibited, and a 
large amount of adipose tissue is decomposed. The above 
pathological changes will produce many risk factors for 
liver metabolisms, such as increased intrahepatic lipo-
genesis, fat deposition, and increased intrahepatic free 
fatty acid levels; these responses lead to disturbances in 
hepatic lipid metabolism, and increase lipotoxicants, 
and ultimately cause NAFLD [6]. In the current study, 
we have observed associations of NAFLD risk with the 
abdominal obesity phenotype in both sexes, but from 
the results, the NAFLD risk associated with the abdomi-
nal obesity phenotype appeared to be higher in females, 
although the prevalence of NAFLD in males was almost 
as high as in females 4 times (27.38% vs 6.99%); this 

similar phenomenon has also been reported in some pre-
vious studies [42, 43]. Sex differences in NAFLD risk may 
involve multiple mechanisms, of which the sexual dimor-
phism exhibited by regional adiposity and the benefits 
of estrogen in hepatic fat metabolism may be important 
reasons. It is well known that females and males have sig-
nificant differences in body fat distribution [28], with the 
female having a greater ability to store fat in the subcu-
taneous compartment, while males are more inclined to 
store fat in internal organs. For any given amount of fat, 
males typically have twice as much visceral fat as females 
[44]; while more visceral fat content generally means 
higher hepatic and peripheral IR [45], which may par-
tially explain the higher prevalence of NAFLD in males 
than in females. In addition, recent experimental studies 
have shown that large amounts of estrogen in premeno-
pausal women can promote β-oxidation of free fatty acids 
in the liver, regulate energy homeostasis in the body, 
inhibit adipose tissue breakdown, and enhance adipose 
tissue insulin sensitivity, reducing peripheral delivery 
of free fatty acids to the liver, thereby exerting an anti-
hepatic steatosis effect [46]. Furthermore, a number of 
observational studies have also found that the prevalence 
of NAFLD in postmenopausal females was significantly 
increased, which indirectly confirmed the protective 
effect of endogenous estrogen on NAFLD [47, 48]. The 
decline of estrogen levels in females after menopause and 
the emergence of postmenopausal metabolic syndrome 
have resulted in an increased risk of NAFLD [49], there-
fore, the reproductive status may be an important factor 
affecting the risk of NAFLD in females. However, due 

Table 4 Odds ratios for NAFLD events based on baseline abdominal  obesitya or abdominal  obesityc and metabolically healthy/
unhealthy.b phenotype in females and males

Abbreviations as in Table 1;

Model 1 adjusted for age, height, exercise habits, and BMI;

Model 2 adjusted for model 1 plus ALT, AST, GGT, FPG, and HbA1c;

Model 3 adjusted for model 2 plus TC, TG, HDL-C, drinking status, and smoking status;
* Compared to the  MH−AO− phenotype, P < 0.05

Odds ratios (95% confidence interval)

Crude model Model 1 Model 2 Model 3

Female

MH−AO− Ref Ref Ref Ref

MH−AO+ 18.36 (14.00, 24.07)* 3.01 (2.12, 4.29)* 2.48 (1.73, 3.57)* 2.13 (1.47, 3.09)*

MH+AO− 4.67 (3.44, 6.34)* 2.85 (2.08, 3.91)* 2.36 (1.68, 3.30)* 1.37 (0.93, 2.02)

MH+AO+ 82.96 (56.16, 122.55)* 8.64 (5.34, 13.99)* 5.84 (3.48, 9.80)* 2.34 (1.32, 4.17)*

Male

MH−AO− Ref Ref Ref Ref

MH−AO+ 9.27 (7.90, 10.87)* 2.04 (1.66, 2.50)* 1.64 (1.31, 2.04)* 1.42 (1.13, 1.78)*

MH+AO− 3.10 (2.67, 3.60)* 2.26 (1.93, 2.64)* 1.82 (1.52, 2.18)* 1.19 (0.97, 1.45)

MH+AO+ 24.80 (20.15, 30.52)* 4.34 (3.36, 5.59)* 2.79 (2.10, 3.71)* 1.47 (1.08, 2.01)*
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to the lack of information on female reproductive status 
in the current study data, we were unable to consider 
the effect of female reproductive status on NAFLD risk 
in the association analysis, which may be an important 
reason for the higher risk of NAFLD associated with the 
abdominal obesity phenotypes in females than in males, 
as the female reproductive status may partially mediate 
the association between the female abdominal obesity 
phenotypes and NAFLD; the impact of female reproduc-
tive status on NAFLD risk needs to be further discussed 
in future studies. Additionally, considering that the sus-
ceptibility of both sexes to NAFLD and its risk factors 
is quite different at different ages, we continued to ana-
lyze the possible interaction between age and sex on the 
impact of NAFLD risk (Additional file 1: Table S2); The 
results showed that there was an interaction between 
age and sex (P for interaction = 0.0466), and the risk of 
NAFLD in females was significantly higher than that in 
males. The specific reasons for the stronger association 
of the abdominal obesity phenotype with NAFLD in 
females are unknown, but excessive obesity may play a 
more important role in the development of fatty liver dis-
ease in females; further studies are needed to explain the 
sex-related differences in NAFLD.

Although abdominal obesity appears to be a major 
risk factor in the association of abdominal obe-
sity phenotypes with NAFLD risk, subjects with the 
 MH+AO+ phenotype had a higher risk of NAFLD 
than those with the  MH−AO+ phenotype (OR: female 
2.34 vs 2.13; male 1.47 vs 1.42); and in both sexes, the 
prevalence of NAFLD in patients with the  MH+AO+ 
phenotype was the highest of all phenotypes (male: 
73.22%; female: 59.35%). Therefore, the combination of 
abdominal obesity and metabolic status into abdomi-
nal obesity phenotypes can identify more individuals 
with NAFLD risk. In addition, WC, the index defin-
ing abdominal obesity, and FPG, HDL-C, TG, SBP, 
DBP, the diagnostic index of metabolic syndrome, 
belong to routine physical examination, so the infor-
mation on the abdominal obesity phenotype of each 
subject can be obtained without additional measure-
ment cost, which provides a simple and practical tool 
for the prevention and screening of NAFLD in clini-
cal practice and large-scale epidemiological studies. 
The use of abdominal obesity phenotypes may encour-
age clinicians to take early targeted interventions for 
individuals with the  MH−AO+ and  MH+AO+ pheno-
type, improve the awareness of disease prevention in 
patients with adverse abdominal obesity phenotypes, 
and reduce the economic cost of treating NAFLD and 
its complications.

Limitation
Some limitations are worth noting: First, because this 
study is a cross-sectional design, we could only demon-
strate an association between abdominal obesity pheno-
types and NAFLD, but not a causal relationship between 
them; second, we did not measure subjects’ insulin levels 
also did not measure levels of inflammatory-related fac-
tors, thus, this may lead to suboptimal identification of 
the metabolically healthy phenotype; third, this study is 
based on the results of an abdominal ultrasound to diag-
nose NAFLD, and liver biopsy was not performed to con-
firm the diagnosis. However, it is unethical to use invasive 
testing modalities in large populations, and abdominal 
ultrasonography, with its high sensitivity and specificity 
for the detection of fatty liver, has also been used in many 
population-based studies; fourth, although all known risk 
factors have been adjusted to the greatest extent possible, 
it was inevitable that some covariate information cannot 
be measured and obtained [50].

Conclusion
All in all, the current study demonstrated that people 
with the  MH−AO+ phenotype and  MH+AO+ pheno-
type had a higher risk of NAFLD than people with the 
 MH−AO− phenotype, especially in females. These find-
ings highlight the importance of abdominal obesity as 
a risk factor for NAFLD and call into question the con-
cept of "metabolically healthy obesity". Therefore, the 
risk screening of NAFLD and related metabolic diseases 
in people with abdominal obesity should be strength-
ened, and the occurrence of adverse metabolic health 
outcomes should be prevented through active lifestyle 
interventions.

Abbreviations
BMI: Body mass index; MH−AO−: Metabolically healthy non-abdominal obe-
sity; MH−AO+: Metabolically healthy abdominal obesity; MH+AO−: Metaboli-
cally unhealthy non-abdominal obesity; MH+AO+: Metabolically unhealthy 
abdominal obesity; WC: Waist circumference; ALT: Alanine aminotransferase; 
AST: Aspartate aminotransferase; GGT : Gamma-glutamyl transferase; HDL-C: 
High-density lipoprotein cholesterol; TC: Total cholesterol; TG: Triglyceride; FPG: 
Fasting plasma glucose; HbA1c: Hemoglobin A1c; SBP: Systolic blood pressure; 
DBP: Diastolic blood pressure; NAFLD: Non-alcoholic fatty liver disease; IR: 
Insulin resistance; VIF: Variance inflation factor; MHO: Metabolically healthy 
obesity.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12876- 022- 02393-9.

Additional file 1: Supplementary Tables. Supplementary Table 1. Col-
linearity diagnostics steps. Supplementary Table 2. Stratified association 
between age and NAFLD by sex.

https://doi.org/10.1186/s12876-022-02393-9
https://doi.org/10.1186/s12876-022-02393-9


Page 9 of 10Kuang et al. BMC Gastroenterology          (2022) 22:311  

Acknowledgements
Thanks to the colleagues of the Cardiovascular Research Institute for providing 
a lot of help in writing.

Author contributions
Conceived and designed: YZ and MK. Statistical analysis: MK, SL, QX, NP, CY, 
JQ, SH and YZ. Wrote the first draft of the manuscript: MK, SL, QX, NP, CY, JQ, 
SH and YZ. All authors commented and contributed to the interpretation of 
results and the final manuscript.

Funding
The authors declare that they have no funding.

Availability of data and materials
The datasets that support the conclusions of this article can be found in the 
Dryad repository, and we confirm that this data set is publicly available in the 
Dryad database (https:// datad ryad. org/ stash/ datas et/ doi: 10. 5061% 2Fdry ad. 
8q0p1 92).

Declarations

Ethics approval and consent to participate
Since Murakami Memorial Hospital has approved the ethical review of the 
previous cohort study, all subjects have signed informed consent forms, and 
their personal information has been replaced with a check code, therefore, 
this study does not need to apply for ethical approval and obtain informed 
consent repeatedly. All steps of this study are in full compliance with the 
Helsinki Declaration.

Consent for publication
Not applicable.

Competing interests
The authors declare no conflict of interest.

Author details
1 Jiangxi Cardiovascular Research Institute, Jiangxi Provincial People’s Hospital, 
Nanchang 330006, China. 2 Medical College of Nanchang University, Nan-
chang 330006, China. 3 Cardiology Department, Jiangxi Provincial People’s 
Hospital, Nanchang 330006, China. 

Received: 1 April 2022   Accepted: 21 June 2022

References
 1. Powell EE, Wong VW, Rinella M. Non-alcoholic fatty liver disease. Lancet. 

2021;397:2212–24.
 2. Younossi ZM, Koenig AB, Abdelatif D, Fazel Y, Henry L, Wymer M. 

Global epidemiology of nonalcoholic fatty liver disease-Meta-analytic 
assessment of prevalence, incidence, and outcomes. Hepatology. 
2016;64:73–84.

 3. Estes C, Razavi H, Loomba R, Younossi Z, Sanyal AJ. Modeling the epi-
demic of nonalcoholic fatty liver disease demonstrates an exponential 
increase in burden of disease. Hepatology. 2018;67:123–33.

 4. Zoller H, Tilg H. Nonalcoholic fatty liver disease and hepatocellular carci-
noma. Metabolism. 2016;65:1151–60.

 5. Younossi Z, Tacke F, Arrese M, Chander Sharma B, Mostafa I, Bugianesi E, 
et al. Global perspectives on nonalcoholic fatty liver disease and nonalco-
holic steatohepatitis. Hepatology. 2019;69:2672–82.

 6. Buzzetti E, Pinzani M, Tsochatzis EA. The multiple-hit pathogenesis of 
non-alcoholic fatty liver disease (NAFLD). Metabolism. 2016;65:1038–48.

 7. Gerges SH, Wahdan SA, Elsherbiny DA, El-Demerdash E. Non-alcoholic 
fatty liver disease: an overview of risk factors, pathophysiological mecha-
nisms, diagnostic procedures, and therapeutic interventions. Life Sci. 
2021;271: 119220.

 8. Younossi Z, Anstee QM, Marietti M, Hardy T, Henry L, Eslam M, et al. Global 
burden of NAFLD and NASH: trends, predictions, risk factors and preven-
tion. Nat Rev Gastroenterol Hepatol. 2018;15:11–20.

 9. Cotter TG, Rinella M. Nonalcoholic fatty liver disease 2020: the state of the 
disease. Gastroenterology. 2020;158:1851–64.

 10. Perumpail BJ, Khan MA, Yoo ER, Cholankeril G, Kim D, Ahmed A. Clinical 
epidemiology and disease burden of nonalcoholic fatty liver disease. 
World J Gastroenterol. 2017;23:8263–76.

 11. Kabat GC, Kim MY, Stefanick M, Ho GYF, Lane DS, Odegaard AO, et al. 
Metabolic obesity phenotypes and risk of colorectal cancer in postmeno-
pausal women. Int J Cancer. 2018;143:543–51.

 12. Mirzaei B, Abdi H, Serahati S, Barzin M, Niroomand M, Azizi F, et al. Car-
diovascular risk in different obesity phenotypes over a decade follow-up: 
tehran lipid and glucose study. Atherosclerosis. 2017;258:65–71.

 13. Hamer M, Stamatakis E. Metabolically healthy obesity and risk of all-
cause and cardiovascular disease mortality. J Clin Endocrinol Metab. 
2012;97:2482–8.

 14. Elías-López D, Vargas-Vázquez A, Mehta R, Cruz Bautista I, Del Razo OF, 
Gómez-Velasco D, et al. Natural course of metabolically healthy phe-
notype and risk of developing Cardiometabolic diseases: a three years 
follow-up study. BMC Endocr Disord. 2021;21:85.

 15. Arnlöv J, Ingelsson E, Sundström J, Lind L. Impact of body mass index and 
the metabolic syndrome on the risk of cardiovascular disease and death 
in middle-aged men. Circulation. 2010;121:230–6.

 16. Eshtiaghi R, Keihani S, Hosseinpanah F, Barzin M, Azizi F. Natural course of 
metabolically healthy abdominal obese adults after 10 years of follow-up: 
the Tehran lipid and glucose study. Int J Obes (Lond). 2015;39:514–9.

 17. Keihani S, Hosseinpanah F, Barzin M, Serahati S, Doustmohamadian S, 
Azizi F. Abdominal obesity phenotypes and risk of cardiovascular disease 
in a decade of follow-up: the Tehran lipid and glucose study. Atheroscle-
rosis. 2015;238:256–63.

 18. Salehinia F, Abdi H, Hadaegh F, Serahati S, Valizadeh M, Azizi F, et al. 
Abdominal obesity phenotypes and incident diabetes over 12 years of 
follow-up: the Tehran lipid and glucose study. Diabetes Res Clin Pract. 
2018;144:17–24.

 19. Ghaemi A, Hosseini N, Osati S, Naghizadeh MM, Dehghan A, Ehrampoush 
E, et al. Waist circumference is a mediator of dietary pattern in Non-
alcoholic fatty liver disease. Sci Rep. 2018;8:4788.

 20. Pang Q, Zhang JY, Song SD, Qu K, Xu XS, Liu SS, et al. Central obesity and 
nonalcoholic fatty liver disease risk after adjusting for body mass index. 
World J Gastroenterol. 2015;21:1650–62.

 21. Okamura T, et al. Data from: ectopic fat obesity presents the greatest risk 
for incident type 2 diabetes: a population-based longitudinal study. 2019. 
Dryad Dataset. https:// doi. org/ 10. 5061/ dryad. 8q0p1 92.

 22. Okamura T, Hashimoto Y, Hamaguchi M, Obora A, Kojima T, Fukui M. 
Ectopic fat obesity presents the greatest risk for incident type 2 diabetes: 
a population-based longitudinal study. Int J Obes. 2019;43:139–48.

 23. Choi JH, Sohn W, Cho YK. The effect of moderate alcohol drinking in 
nonalcoholic fatty liver disease. Clin Mol Hepatol. 2020;26:662–9.

 24. World Medical Association. World medical association declaration of 
Helsinki: ethical principles for medical research involving human subjects. 
JAMA. 2013;310:2191–4.

 25. Expert Panel on Detection, Evaluation, and Treatment of High Blood Cho-
lesterol in Adults. Executive Summary of The Third Report of The National 
Cholesterol Education Program (NCEP) Expert Panel on Detection, Evalua-
tion, And Treatment of High Blood Cholesterol In Adults (Adult Treatment 
Panel III). JAMA. 2001; 285:2486–97.

 26. Examination Committee of Criteria for ’Obesity Disease’ in Japan; Japan 
Society for the Study of Obesity. New criteria for ’obesity disease’ in Japan. 
Circ J. 2002; 66:987–92.

 27. Byrne CD. Ectopic fat, insulin resistance and non-alcoholic fatty liver 
disease. Proc Nutr Soc. 2013;72:412–9.

 28. Power ML, Schulkin J. Sex differences in fat storage, fat metabolism, and 
the health risks from obesity: possible evolutionary origins. Br J Nutr. 
2008;99:931–40.

 29. Kim JH. Multicollinearity and misleading statistical results. Korean J Anes-
thesiol. 2019;72:558–69.

 30. Vandenbroucke JP, von Elm E, Altman DG, Gøtzsche PC, Mulrow CD, 
Pocock SJ, et al. Strengthening the reporting of observational studies in 
epidemiology (STROBE): explanation and elaboration. PLoS Med. 2007;4: 
e297.

 31. McCullough AJ. The clinical features, diagnosis and natural history of 
nonalcoholic fatty liver disease. Clin Liver Dis. 2004;8:521–33, viii.

https://datadryad.org/stash/dataset/doi:10.5061%2Fdryad.8q0p192
https://datadryad.org/stash/dataset/doi:10.5061%2Fdryad.8q0p192
https://doi.org/10.5061/dryad.8q0p192


Page 10 of 10Kuang et al. BMC Gastroenterology          (2022) 22:311 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 32. Younossi ZM. Non-alcoholic fatty liver disease: a global public health 
perspective. J Hepatol. 2019;70:531–44.

 33. Sheng G, Xie Q, Wang R, Hu C, Zhong M, Zou Y. Waist-to-height ratio 
and non-alcoholic fatty liver disease in adults. BMC Gastroenterol. 
2021;21:239.

 34. Kim NH, Seo JA, Cho H, Seo JH, Yu JH, Yoo HJ, et al. Risk of the develop-
ment of diabetes and cardiovascular disease in metabolically healthy 
obese people: the Korean genome and epidemiology study. Medicine. 
2016;95: e3384.

 35. Nam KH, Yun HR, Joo YS, Kim J, Lee S, Lee C, et al. Changes in obese meta-
bolic phenotypes over time and risk of incident chronic kidney disease. 
Diabetes Obes Metab. 2018;20:2778–91.

 36. Wu Q, Xia MF, Gao X. Metabolically healthy obesity: Is it really healthy for 
type 2 diabetes mellitus? World J Diabetes. 2022;13:70–84.

 37. Pajunen P, Rissanen H, Laaksonen MA, Heliövaara M, Reunanen A, Knekt 
P. Sagittal abdominal diameter as a new predictor for incident diabetes. 
Diabetes Care. 2013;36:283–8.

 38. Sheng G, Lu S, Xie Q, Peng N, Kuang M, Zou Y. The usefulness of obesity 
and lipid-related indices to predict the presence of Non-alcoholic fatty 
liver disease. Lipids Health Dis. 2021;20:134.

 39. Hosseinpanah F, Tasdighi E, Barzin M, Mahdavi M, Ghanbarian A, Valizadeh 
M, et al. The association between transition from metabolically healthy 
obesity to metabolic syndrome, and incidence of cardiovascular disease: 
Tehran lipid and glucose study. PLoS ONE. 2020;15(9): e0239164.

 40. Lonardo A, Mantovani A, Lugari S, Targher G. Epidemiology and patho-
physiology of the association between NAFLD and metabolically healthy 
or metabolically unhealthy obesity. Ann Hepatol. 2020;19:359–66.

 41. Marchesini G, Bugianesi E, Forlani G, Cerrelli F, Lenzi M, Manini R, et al. 
Nonalcoholic fatty liver, steatohepatitis, and the metabolic syndrome. 
Hepatology. 2003;37:917–23.

 42. Chang Y, Jung HS, Cho J, Zhang Y, Yun KE, Lazo M, et al. Metabolically 
healthy obesity and the development of nonalcoholic fatty liver disease. 
Am J Gastroenterol. 2016;111:1133–40.

 43. Pan JJ, Fallon MB. Gender and racial differences in nonalcoholic fatty liver 
disease. World J Hepatol. 2014;6:274–83.

 44. Jensen MD, Cardin S, Edgerton D, Cherrington A. Splanchnic free fatty 
acid kinetics. Am J Physiol Endocrinol Metab. 2003;284:E1140–8.

 45. Miyazaki Y, Glass L, Triplitt C, Wajcberg E, Mandarino LJ, DeFronzo RA. 
Abdominal fat distribution and peripheral and hepatic insulin resist-
ance in type 2 diabetes mellitus. Am J Physiol Endocrinol Metab. 
2002;283:E1135–43.

 46. Varlamov O, Bethea CL, Roberts CT Jr. Sex-specific differences in lipid and 
glucose metabolism. Front Endocrinol (Lausanne). 2015;5:241.

 47. Völzke H, Schwarz S, Baumeister SE, Wallaschofski H, Schwahn C, Grabe 
HJ, et al. Menopausal status and hepatic steatosis in a general female 
population. Gut. 2007;56:594–5.

 48. Clark JM, Brancati FL, Diehl AM. Nonalcoholic fatty liver disease. Gastroen-
terology. 2002;122:1649–57.

 49. Ballestri S, Nascimbeni F, Baldelli E, Marrazzo A, Romagnoli D, Lonardo A. 
NAFLD as a sexual dimorphic disease: role of gender and reproductive 
status in the development and progression of nonalcoholic fatty liver 
disease and inherent cardiovascular risk. Adv Ther. 2017;34:1291–326.

 50. Black N. Why we need observational studies to evaluate the effectiveness 
of health care. BMJ. 1996;312:1215–8.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Abdominal obesity phenotypes are associated with the risk of developing non-alcoholic fatty liver disease: insights from the general population
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Study design and population
	Data collection and measurement
	Variable definition
	Diagnosis of NAFLD
	Statistical analysis

	Results
	Baseline characteristics
	Univariate analysis of the risk of NAFLD
	Association of abdominal obesity phenotypes with NAFLD

	Discussion
	Limitation
	Conclusion
	Acknowledgements
	References


