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Diabetes is the strongest risk 
factor of hepatic fibrosis in lean 
patients with non-alcoholic 
fatty liver disease

We read the commentary by Francque and 
Wong1 with great interest. They pointed 
out that metabolic dysfunction could 
be the main factor associated with an 
increased risk of hepatic fibrosis among 
lean patients with non-alcoholic fatty liver 
disease (NAFLD). However, it is unclear 
whether the definition of metabolic 
dysfunction would also fit lean patients, 
who are less likely to have metabolic risks.2 
Herein, we evaluated the fibrosis burden 
in lean patients with NAFLD according to 
the presence of each metabolic dysfunc-
tion component.

We analysed participants in a 
community-based cohort, all of whom 
have undergone magnetic resonance elas-
tography (MRE) for their health check-up 
(N=6775, 100% single ethnic Korean). 
Fatty liver was diagnosed by ultrasonog-
raphy. The prevalence of NAFLD and 
lean (body mass index <23) NAFLD in all 
subjects was 35.2% and 3.7%, respectively. 
The mean liver stiffness value was lower 
in lean patients with NAFLD than in non-
lean patients (2.26±0.55 vs 2.39±0.53, 
p<0.001) (online supplemental table 
1). However, there was no difference in 
the prevalence of both significant (MRE 
≥3.0 kPa) and advanced (MRE ≥3.6 kPa) 
fibrosis. Lean patients with NAFLD were 
older, more likely to be female, and had 
lower body mass index and waist circum-
ference. In addition, lean patients with 
NAFLD showed lower alanine transam-
inase and triglyceride levels and higher 
high-density cholesterol levels than non-
lean patients. Interestingly, the prevalence 
of metabolic syndrome was lower in lean 
patients with NAFLD than in non-lean 
patients (7.1% vs 30.6%, p<0.001), and 
the prevalence of diabetes (11% in lean 
NAFLD vs 12.9% in non-lean NAFLD, 
p=0.402) did not differ between the two 
groups.

The mean values of liver stiffness did 
not differ according to the number of 
metabolic risks or presence of metabolic 
syndrome (figure  1). Nevertheless, it is 
noteworthy that the liver stiffness value 
was significantly higher in patients with 
diabetes. In addition, the proportion of 
patients with significant fibrosis (17.9% 
vs 4.9%, p=0.008) and advanced fibrosis 
(17.9% vs 1.8%, p<0.001) was higher 
when compared between the groups with 
and without diabetes among the lean 

patients with NAFLD. In line with this 
finding, the presence of diabetes alone 
was an independent risk factor for hepatic 
fibrosis, according to univariate and 
multivariate analyses (table 1). Other risk 
factors for metabolic syndrome were not 
predictive of significant/advanced hepatic 
fibrosis. A recent meta-analysis3 indi-
cated that diabetes is a more potent risk 
factor for severe liver disease in patients 
with NAFLD than obesity or metabolic 
syndrome. Nevertheless, we should be 
cautious on the fact that diabetes does not 
necessarily mean causal relationship with 
fibrosis.

There are several limitations. First, 
men were predominant in our cohort, 
which reflects some selection bias or at 
least limited generalisability. Neverthe-
less, we assume that the large number of 
women (n=1315) and the representative 
characteristics of our nationwide data 
render sufficiency for ensuring adequate 
statistical power. Second, there is ambi-
guity between metabolic syndrome and 
metabolic dysfunction in our study on 
lean subjects. Nevertheless, there is no 
consensus on the definition of metabolic 
dysfunction for lean subjects. Francque 
and Wong1 have also pointed out the 
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Figure 1  Hepatic fibrosis in lean patients with NAFLD according to metabolic abnormality or 
presence of diabetes. NAFLD, non-alcoholic fatty liver disease.

Table 1  Multivariate logistic regression for significant or advanced fibrosis in lean patients with 
NAFLD
Variables OR 95% CI P value

Significant fibrosis

Hypertension 0.367 0.075 to 1.799 0.217

Diabetes 4.291 1.284 to 14.346 0.018

Low HDL or dyslipidaemia medication 1.114 0.317 to 3.911 0.866

Central obesity 0 0 0.999

High triglyceride 1.767 0.609 to 5.128 0.295

Advanced fibrosis

Hypertension 0.26 0.028 to 2.441 0.238

Diabetes 13.833 3.195 to 59.897 <0.001

Low HDL or dyslipidaemia medication 0.691 0.121 to 3.947 0.678

Central obesity 0 0 0.999

High triglyceride 2.052 0.484 to 8.707 0.33

P values were calculated through analysis of the logistic regression model for hypertension, diabetes, low HDL or dyslipidaemia medication, 
high triglyceride, and central obesity.
Definition of abnormality: (1) hypertension: systolic blood pressure ≥140 mm Hg, diastolic blood pressure ≥90 mm Hg or hypertensive 
drug medication; (2) diabetes: fasting plasma glucose level ≥126 mg/dL, glycated haemoglobin level ≥6.5% and/or current use of 
antihyperglycaemic medications; (3) low HDL-cholesterol level: <40 mg/dL for men and <50 mg/dL for women; (4) central obesity: waist 
circumference ≥90 cm (men) and ≥80 cm (women); and (5) high triglyceride level: ≥150 mg/dL.
HDL, high-density lipoprotein; NAFLD, non-alcoholic fatty liver disease.
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misconception on the term ‘lean’, which 
generally indicates metabolically healthy 
condition. Therefore, we think that the 
presence of diabetes in these lean patients 
would be a good indicator of not only the 
presence of metabolic dysfunction but also 
the presence of hepatic fibrosis.

In summary, lean patients with NAFLD 
who have a lower number of metabolic 
risks showed a non-negligible prevalence 
of diabetes similar to that in non-lean 
patients with NAFLD. The presence of 
diabetes is the most specific predictive 
(but not necessarily causative) factor 
for hepatic fibrosis in lean patients with 
NAFLD.

Huiyul Park,1 Eileen L Yoon,2 Seon Cho,3 
Dae Won Jun ‍ ‍ ,2 Eun-Hee Nah3

1Department of Family Medicine, Eulji University 
Hospital in Uijeongbu, Uijeongbu-si, Korea (the 
Republic of)
2Department of Internal Medicine, Hanyang University 
College of Medicine, Seoul, Korea (the Republic of)
3Department of Laboratory Medicine, Health Promotion 
Research Institute, Seoul, Korea (the Republic of)

Correspondence to Professor Dae Won Jun, 
Department of Internal Medicine, Hanyang University 
College of Medicine, Seongdong-gu, Seoul 133-792, 
Korea (the Republic of); ​noshin@​hanyang.​ac.​kr and 
Dr Eun-Hee Nah, Department of Laboratory Medicine, 
Health Promotion Research Institute, Gangseo-gu, 
Seoul 07572, Republic of Korea; ​cellonah@​hanmail.​net

Contributors  Guarantor of the article: DWJ. Concept 
and design: DWJ. Data collection and management: 
ELY, SC, E-HN. Interpretation of data: DWJ. Writing of 
the manuscript: HP. Supervision: DWJ, E-HN. All authors 
have approved the final version of the manuscript.

Funding  The authors have not declared a specific 
grant for this research from any funding agency in the 
public, commercial or not-for-profit sectors.

Competing interests  None declared.

Patient consent for publication  Not required.

Ethics approval  This study was approved by the 
Hanyang University Hospital Institutional Review Board 
(IRB no. HY-2021-04-001).

Provenance and peer review  Not commissioned; 
externally peer reviewed.

Supplemental material  This content has been 
supplied by the author(s). It has not been vetted by 
BMJ Publishing Group Limited (BMJ) and may not have 
been peer-reviewed. Any opinions or recommendations 
discussed are solely those of the author(s) and are 
not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the 
content. Where the content includes any translated 
material, BMJ does not warrant the accuracy and 
reliability of the translations (including but not limited 
to local regulations, clinical guidelines, terminology, 
drug names and drug dosages), and is not responsible 
for any error and/or omissions arising from translation 
and adaptation or otherwise.

© Author(s) (or their employer(s)) 2021. No commercial 
re-use. See rights and permissions. Published by BMJ.

►► Additional supplemental material is published 
online only. To view, please visit the journal online 
(http://​dx.​doi.​org/​10.​1136/​gutjnl-​2021-​325102).

HP and ELY contributed equally.
DWJ and E-HN contributed equally.

HP and ELY are joint first authors.

To cite Park H, Yoon EL, Cho S, et al. Gut Epub ahead 
of print: [please include Day Month Year]. doi:10.1136/
gutjnl-2021-325102

Received 5 May 2021
Accepted 5 June 2021

Gut 2021;0:1–2. doi:10.1136/gutjnl-2021-325102

ORCID iD
Dae Won Jun http://​orcid.​org/​0000-​0002-​2875-​6139

REFERENCES
	1	 Francque S, Wong VW-S. Nafld in lean individuals: 

not a benign disease. Gut 2021. doi:10.1136/
gutjnl-2021-324162. [Epub ahead of print: 12 Mar 
2021].

	2	 Alberti KGMM, Eckel RH, Grundy SM, et al. Harmonizing 
the metabolic syndrome: a joint interim statement of 
the International diabetes Federation Task force on 
epidemiology and prevention; National heart, lung, 
and blood Institute; American heart association; world 
heart Federation; international atherosclerosis Society; 
and international association for the study of obesity. 
Circulation 2009;120:1640–5.

	3	 Jarvis H, Craig D, Barker R, et al. Metabolic risk factors 
and incident advanced liver disease in non-alcoholic 
fatty liver disease (NAFLD): a systematic review and 
meta-analysis of population-based observational 
studies. PLoS Med 2020;17:e1003100.

copyright.
 on O

ctober 27, 2021 at A
M

S
 M

edical Lib H
anyang U

niversity. P
rotected by

http://gut.bm
j.com

/
G

ut: first published as 10.1136/gutjnl-2021-325102 on 14 June 2021. D
ow

nloaded from
 

http://orcid.org/0000-0002-2875-6139
http://dx.doi.org/10.1136/gutjnl-2021-325102
http://crossmark.crossref.org/dialog/?doi=10.1136/gutjnl-2021-325102&domain=pdf&date_stamp=2021-06-14
http://orcid.org/0000-0002-2875-6139
http://dx.doi.org/10.1136/gutjnl-2021-324162
http://dx.doi.org/10.1161/CIRCULATIONAHA.109.192644
http://dx.doi.org/10.1371/journal.pmed.1003100
http://gut.bmj.com/

	Diabetes is the strongest risk factor of hepatic fibrosis in lean patients with non-­alcoholic fatty liver disease
	References


