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Prevalence and Profile of Nonalcoholic
Fatty Liver Disease in Lean Adults:
Systematic Review and Meta-Analysis

Steven Young,' Raseen Tariq,” John Provenza,’ Sanjaya K. Satapathy

Ashwani K. Singal 89

,* Kamal Faisal,’ Abhijit Choudhry,(’ Scott L. Friedman,” and

Data on prevalence and profile of nonalcoholic fatty liver disease (NAFLD) among individuals who are lean (normal
body mass index) is unclear. Published data from studies comparing lean with obese NAFLD or with healthy subjects
on prevalence, comorbidities, liver chemistry and histology, and metabolic/inflammatory markers were analyzed. Data
were reported as odds ratio and 95% confidence interval for categorical variables and difference of means for con-
tinuous variables. Analysis of 53 studies on 65,029 subjects with NAFLD (38,084 lean) and 249,544 healthy subjects
showed a prevalence of lean NAFLD at 11.2% in the general population. Among individuals with NAFLD, the preva-
lence of lean NAFLD was 25.3%. Lean NAFLD versus healthy subjects had higher odds for abnormalities on meta-
bolic profile, including metabolic syndrome and its components, renal and liver function, and patatin-like phospholipase
domain-containing protein 3 (PNPLA3) G allele; and inflammatory profile, including uric acid and C-reactive protein.
The abnormalities were less severe among lean versus obese NAFLD on metabolic syndrome with its components,
renal and liver chemistry, liver stiffness measurement, PNPLA3 and transmembrane 6 superfamily member 2 polymor-
phisms, and uric acid levels as markers of inflammation. Lean NAFLD had less severe histologic findings, including
hepatocyte ballooning, lobular inflammation, NAFLD activity score, and fibrosis stage. Limited data also showed worse
outcomes between obese versus lean NAFLD. Conclusion: Lean NAFLD is a distinct entity with metabolic, biochemi-
cal, and inflammatory abnormalities compared to healthy subjects and a more favorable profile, including liver histol-
ogy of steatohepatitis and fibrosis stage, compared to obese NAFLD. We suggest that prospective multicenter studies
examine long-term hepatic and extrahepatic outcomes in individuals with lean NAFLD. (Hepatology Communications

2020;4:953-972).

onalcoholic fatty liver disease (NAFLD) in the Western world, due to the rising prevalence of
is one of the most common liver diseases obesity in the general population.”) Approximately

in the world, with a global prevalence of 15% to 20% of patients with NAFLD progress to the

approximately 25% and a prevalence of 24% in North
America.? The incidence is increasing, especially

more advanced stage of nonalcoholic steatohepatitis
(NASH), with a risk to progress to advanced liver
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Jatty liver disease; NAS, nonalcoholic fatty liver disease activity score; NASH, nonalcoholic steatohepatitis; OR, odds ratio; PNPLA3, patatin-like
phospholipase domain-containing protein 3; TM6SF2, transmembrane 6 superfamily member 2.
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disease, including cirrhosis and hepatocellular carci-
noma.?) Currently, NASH is the second most com-
mon indication for liver transplantation, surpassing
hepatitis C virus infection and lagging behind alcohol-

associated liver disease.”)

Risk factors for NAFLD include insulin resis-
tance and metabolic syndrome (23 of obesity, diabetes
mellitus, hypertension, low high-density lipoprotein
[HDL], and high triglyceride levels)."”) Of these, the
most common and frequent risk factor is obesity.(l)
However, NAFLD can occur among individuals who
are not obese and have a normal body mass index
(BMI). These individuals are labeled as “lean NAFLD”
or “nonobese NAFLD.”" Data on the prevalence of
lean NAFLD among healthy adults in the general
population vary from 7.8% to 74% across studies.*”
This is mainly due to the variation in the BMI cutoft
used to define individuals who are lean: 25 in studies
from the West,(lo) 23 in studies from Asia,(é’ll) and 30
in some studies given that obesity is defined as BMI
529.9.12 Further, data remain unclear on the meta-
bolic profile of lean NAFLD and whether this is an
early manifestation of obese NAFLD or a separate
entity, 01314
on the histology spectrum and outcomes among lean
NAFLD compared to obese NAFLD. We performed
this systematic review and meta-analysis of all stud-
ies to determine the prevalence of lean NAFLD. We
further examined studies comparing lean and obese
NAFLD on comorbidities and risk factors, meta-
bolic and inflammatory markers, and liver histology
findings.

) Data are also scanty and controversial
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Materials and Methods
LITERATURE SEARCH STRATEGY

We conducted a comprehensive search of the
medical literature using the PubMed, Embase, and
Cochrane databases. We followed the Preferred
Reporting Items for Systematic Reviews and Meta-
Analysis (PRISMA) guidelines to identify full-length
articles in English reporting on lean NAFLD. All
databases were searched from their inception through
August 2019. Studies on lean NAFLD were identi-
fied using the following initial medical subject head-
ing terms: “lean” “non-obese” “non-alcoholic fatty
liver disease,” “non-alcoholic fatty liver,” “nonalcoholic
fatty liver,” “nafld,” “nonalcoholic-steatohepatitis,” and
“non-alcoholic-steatohepatitis.”

SELECTION OF STUDIES FOR
ANALYSIS

From the searched literature, studies of adults were
included in this pooled analysis that reported: a) the
prevalence of lean NAFLD and/or b) the disease pro-
file of lean NAFLD comparing with obese NAFLD
or with healthy individuals who were lean. Prospective
as well as retrospective studies were included. Studies
were excluded if they reported data on the pediatric
population; were mechanistic or animal studies; were
reported as abstracts, case reports, editorials, reviews,
meta-analyses, or clinical trials; and were published
in a non-English language. In the case of multiple
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publications from the same cohort, data from the most
recent and/or most appropriate report were included.
Three authors (S.Y., A.K.S., and K.F.) independently
reviewed the titles and abstracts of the studies iden-
tified in the primary search and excluded studies that
did not address the research according to the inclusion
and exclusion criteria. The full text of the remaining
articles was reviewed for study selection. Any dis-
agreement was resolved with a review of the article
and discussion among the co-authors.

ASSESSMENT OF STUDY QUALITY

Each study was reviewed by two independent
reviewers (S.Y. and J.P.) for quality using eight param-
eters on the Newcastle-Ottawa scale for the case-
control or cohort studies. This scale measures each
study on three domains: selection, comparability, and
exposure (Supporting Table S1). In addition, studies
were assessed on sample size (population-based study
or sample size 2500 for nonpopulation studies were
adjudicated 1 point) and study design (prospective
studies were adjudicated 1 point). Of the maximum
score of 10, studies with 26 points were rated as good
quality and the remaining as poor quality.

DATA EXTRACTION

Published data from all studies selected for the
analysis were extracted independently by three authors
(5.Y,, K.F, and A.K.S.) based on seven criteria. Any
disagreement between the investigators was resolved
with consensus after review of the study data in ques-
tion. The criteria were as follows:

1. Study characteristics: geographic location, study
design, sample size, study population.

2. Demographics: age, sex, race, and BMI.

3. NAFLD prevalence: overall, lean NAFLD, and
obese NAFLD.

4. Comorbidities and risk factors: metabolic syn-
drome, increased waist circumference, central obe-
sity, hypertension, dyslipidemia, diabetes mellitus,
impaired fasting glucose, low HDL, elevated tri-
glycerides, insulin resistance, coronary artery dis-
ease, carotid plaque, smoking, hyperuricemia, and
genetic polymorphisms for patatin-like phospho-
lipase domain-containing protein 3 (PNPLA3)
and transmembrane 6 superfamily member 2

(TM6SF2) genes.
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5. Metabolic and inflammatory markers: waist cir-
cumference; waist to hip ratio; blood pressure;
blood lipid panel, including total cholesterol,
HDL, low-density lipoprotein (LDL), and tri-
glycerides; fasting glucose, 2-hour postprandial
glucose, hemoglobin Alc, fasting insulin level,
and homeostatic model assessment for insulin
resistance (HOMA-IR); serum ferritin; serum
C-reactive protein (CRP); serum uric acid; and
carotid intima-media thickness.

6. Hematologic and biochemical assessment: hemo-
globin, hematocrit, platelet count, blood urea ni-
trogen, serum creatinine, serum bilirubin, alkaline
phosphatase (ALP), aspartate aminotransferase
(AST), alanine aminotransferase (ALT), gamma-
glutamyltransferase, and serum albumin.

7. Liver histology: steatosis, lobular inflammation,
ballooning, portal inflaimmation, fibrosis stage,

NAFLD activity score (NAS), and NASH.

Patients with lean NAFLD were compared to
healthy controls and patients with obese NAFLD.
For comparison of obese versus lean NAFLD, sub-
group analysis was also performed among nine
studies, including individuals who were overweight.
Data on continuous variables were reported as
mean, with unit of variation as SD. If the studies
reported continuous variables with median values,
they were converted into mean using the standard
approach. Similarly, if the unit of variation was re-
ported as SEM, this was converted to SD to ensure
uniformity of the data across studies. If the labora-
tory values were reported as molar concentration,
conversion was made using the standard approach
for respective values to mass concentration to en-
sure a homogeneous unit of measurement across
studies.

DEFINITIONS

We used the following definitions:

1. NAFLD: hepatic steatosis in the absence of other
causes of liver disease and alcohol use <30 g/day in
men and <20 g/day in women.!

2. Lean: BMI <25 in Western studies and <23 in
most studies from Asia.

3. Metabolic syndrome: presenting with 23 of the
following: abdominal or central obesity (waist cir-
cumference >40 inches in men and >35 inches in
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women), triglyceride level 2150 mg/dL, HDL level
<40 mg/dL in men and <50 mg/dL in women,
blood pressure 2130/85 mm Hg, and fasting glu-
cose 2110 mg/dL."

4. HOMA-IR: fasting insulin level (pU/L) x blood
glucose level (mg/dL)."

5. Steatosis grade: on liver histology with a per-
centage of hepatocytes showing fat as grade
1 (5%-33%), grade 2 (34%-66%), and grade 3
(266%).1¢

6. Lobular inflaimmation grade: graded by num-
ber of inflammatory foci per 200x field as grade
1 (<2 foci), grade 2 (2-4 foci), and grade 3 (>4
foci).(lé)

7. Hepatocyte ballooning grade: graded by num-
ber of ballooned hepatocytes as grade 1 (few
ballooned cells) and grade 2 (many ballooned
cells).(lé)

8. NAS: sum of the scores for steatosis, lobular in-

flammation, and ballooning.(lﬁ)

9. NASH: defined on liver histology with NAS
>5.16)

10.Fibrosis stage: graded as stage 1 with perisinusoi-
dal or portal fibrosis, stage 2 with periportal fibro-
sis, stage 3 as bridging fibrosis, and stage 4 with
cirrhosis.!

DATA ANALYSES

Comprehensive statistical analysis software was used
to pool the published data on the analyses. Random
effects model was used to analyze pooled data, and
the pooled effect size was represented as forest plots.
Effect size on categorical variables data is reported as
proportions or odds ratio (OR) with 95% confidence
interval (CI). OR not crossing 1 is considered signif-
icant. Effect size on continuous variables is reported
as differences of means with 95% CI and considered
significant if the 95% CI does not cross 0. P < 0.05
was considered significant for all analyses. Interstudy
heterogeneity was examined using P statistics and
defined as PP > 50% or P < 0.05.”) For heterogeneous
data, subgroup or sensitivity analyses were performed
to examine reasons for heterogeneity. Publication bias
was assessed by visual inspection of funnel plots and
with Egger’s regression test, with P < 0.05 considered
significant for the presence of publication bias.'®
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Results

BASELINE CHARACTERISTICS

Of the 424 studies identified in the initial lit-
erature search, 53 were included in the analy-
sis (Supporting Fig. S1) on 65,029 subjects with
NAFLD (38,084 lean) and 249,544 subjects who
were healthy. Of these, 42 studies were reported
from Asia, six from Europe, five from the Middle
East, and two from North America (Table 1). There
were 46 studies of good quality, and the remaining
seven were adjudicated as poor quality with a study
quality score of <6 (Supporting Table S1). Mean age
was similar when comparing subjects with obese
versus lean NAFLD, with a mean difference of 0.26
(95% CI, -0.35 to 0.86; P = 0.40). However, subjects
with lean NAFLD compared to subjects who were
healthy and lean were older, with a mean difference
of 0.70 (95% CI, 0.44-0.96; P < 0.001). Data were
heterogeneous with P =99, P < 0.001, but without
publication bias on either analysis. There were no
differences in the proportion of smokers comparing
subjects with obese NAFLD versus lean NAFLD
from seven studies and lean NAFLD versus sub-
jects who were healthy from 10 studies (OR, 0.91;
95% CI, 0.51-1.61; P = 0.74 and OR, 1.23; 95% CI,
0.93-1.63; P = 0.14, respectively).

PREVALENCE OF LEAN NAFLD

Pooled data from 30 studies showed a prevalence
of lean NAFLD in the general population of 11.2%
(95% CI, 9.6-13.0) (Fig. 1A) and 9.2% (95% CI,
7.4-11.3) from 15 studies and a sample size 21,000
subjects (Fig. 1B). Based on geographic location,
the prevalence of lean NAFLD was 12% (95% CI,
10.2-14.2) in Asia from 23 studies, 10.2% (95% CI,
6.3-16.0) in the Middle East from four studies, and
9.2% (95% CI, 8.4-10.2) on the Western continent
from three studies (Supporting Fig. S2). Among
five studies of adults who were lean, the pooled
prevalence of NAFLD was 12.6% (95% CI, 9.0-
17.4). Among 24 studies that included adults who
were not lean, the pooled prevalence of NAFLD
was 26.0% (95% CI, 21.6-30.9), 10.9% (95% CI,
9.1-12.8) in subjects who were overweight, and

46.0% (95% CI, 36.3-56.1) in subjects with obesity.
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Among subjects with NAFLD, the proportion
of lean NAFLD analyzed from 15 studies was
25.3% (95% CI, 17.0-35.7) (Fig. 1C) and 22.4%
(95% CI, 14.1-33.6) from 12 studies with a sam-
ple size 21,000 subjects (Fig. 1D). All analyses on
pooled prevalence showed heterogeneous data with
P > 75%. However, there was no publication bias
(P > 0.05).

METABOLIC AND INFLAMMATORY
MARKERS

Obese Versus Lean NAFLD

Of 34 studies included in the analysis, 28 on 21,860
subjects with obese NAFLD and 7,349 subjects with
lean NAFLD reported data on some or all of the
markers of interest.

For the metabolic markers, subjects with obese
NAFLD compared to lean NAFLD had higher mean
systolic and diastolic blood pressure, hemoglobin A1C,
and HOMA-IR (Supporting Fig. S3A-D). Mean
serum level was lower for HDL and higher for tri-
glycerides among obese NAFLD versus lean NAFLD
(Supporting Fig. S3E,F). However, the data were
similar on pooled mean difference for fasting insulin
from eight studies, 1.22 (95% CI, -0.10 to 2.55; P =
0.48); fasting glucose from 26 studies, -0.13 (95% CI,
-0.78 to 0.51; P = 0.68); 2-hour postprandial glucose
from four studies, -0.03 (95% CI, -0.19 to 0.40; P =
0.69); total cholesterol from 25 studies, 0.48 (95% CI,
-0.04 to 0.99; P = 0.07); and LDL from 20 studies,
0.69 (95% CI, -0.03 to 1.41; P = 0.062). Data were
heterogeneous on all the analyses except for hemoglo-
bin A1C, and there was no publication bias on any
of the analyses (Egger’s regression test) (Supporting
Table S2).

For biochemical and hematologic markers, sub-
jects with obese NAFLD compared to those with
lean NAFLD had higher mean serum ALT, albu-
min, and creatinine levels (Fig. 2A,B,D). Other bio-
chemical data were similar for AST from 24 studies,
0.41 (95% CI, -0.009 to 0.81; P = 0.045); ALP
from seven studies, -0.06 (95% CI, -0.15 to 0.03;
P = 0.17); total bilirubin from four studies, -0.04
(95% CI, -0.14 to 0.07; P = 0.53); and blood urea
nitrogen from four studies, -0.06 (95% CI, -0.14 to
0.02; P = 0.16). On hematologic evaluation, obese
NAFLD compared to lean NAFLD had higher
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mean hemoglobin levels (Fig. 2C) but similar plate-
let counts from four studies, 0.76 (95% CI, -1.3 to
2.80; P = 0.47). Pooled data on all the analyses were
heterogeneous except for hemoglobin and serum
bilirubin. There was no publication bias for any of
the analyses (Egger’s regression test) (Supporting
Table S2).

For the liver stiffness measurement, pooled values
from two studies comparing 407 subjects with obese
NAFLD and 207 subjects with lean NAFLD showed
higher values in obese NAFLD (Fig. 2F). Data were
homogeneous (P =0; P=0.92), and publication bias
could not be assessed with only two studies in the
analysis.

For inflammatory markers, subjects with obese
NAFLD compared to those with lean NAFLD had
higher mean uric acid levels (Fig. 2E). Analyses for
other inflammatory markers were similar on mean
serum ferritin from four studies, 0.15 (95% CI,
-0.04 to 0.35; P = 0.12); CRP from five studies,
0.13 (95% CI, -0.04 to 0.31; P = 0.13); and carotid
intima-media thickness from two studies, 0.01 (95%
CI, -0.93 to 0.95; P = 0.98). Data were heteroge-
neous for all the analyses but without any publi-
cation bias (Egger’s regression test) (Supporting
Table S2).

In a subgroup analysis after excluding nine stud-
ies that included patients who were overweight in
the lean group, the results of all the analyses were
similar (Supporting Table S3). We also performed
subgroup analyses from seven studies comparing indi-
viduals with obesity without NAFLD and those who
were lean without NAFLD to discern the effect of
NAFLD itself (Supporting Table S4). Groups with
obesity versus lean groups had worse metabolic and
inflammatory profiles.

Lean NAFLD versus healthy lean

Data for markers comparing lean NAFLD versus
subjects who were healthy were extracted from 33
studies on 36,029 subjects with lean NAFLD and
243,815 subjects who were healthy.

For metabolic markers, subjects with lean NAFLD
compared to healthy subjects who were lean with-
out NAFLD had higher mean BMI, diastolic blood
pressure, hemoglobin A1C, and insulin resistance
(Supporting Fig. S4A-D). The lipid profile showed
lower mean levels for HDL and higher triglyceride
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FIG. 2. Pooled data on liver biochemical markers of subjects with obese NAFLD versus those with lean NAFLD. (A) ALT, (B) albumin,
(C) hemoglobin, (D) creatinine, (E) uric acid, and (F) liver stiffness measurement. The graph represents effect size from each study and
black square represents the pooled effect size.
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levels among subjects with lean NAFLD compared
to healthy subjects without NAFLD (Supporting
Fig. S4E)F). Lean NAFLD also had higher mean
waist circumference from 22 studies, 0.81 (95% CI,
0.71-0.91); waist to hip ratio from five studies, 0.67
(95% CI, 0.43-0.92); systolic blood pressure from
25 studies, 0.36 (95% CI, 0.27-0.45); fasting glu-
cose from 31 studies, 1.51 (95% CI, 1.21-1.80); and
2-hour postprandial glucose from four studies, 0.45
(95% CI, 0.28-0.62; P < 0.001 for all analyses). Data
were heterogeneous on all the analyses except for
2-hour postprandial glucose (P = 0; P = 0.54). There
was publication bias on analysis for waist circumfer-
ence (Egger’s P = 0.03) but not for any other analysis
(Supporting Table S5).

For biochemical and hematologic markers, sub-
jects with lean NAFLD compared to healthy sub-
jects without NAFLD had higher mean serum
ALT, ALP, and total bilirubin levels (Fig. 3A-C).
Subjects with lean NAFLD also had higher mean
serum AST from 27 studies, 0.91 (95% CI, 0.63-
1.19; P < 0.001); and similar serum albumin levels
from three studies, 0.005 (95% CI, -0.48 to 0.49;
P = 0.98). Subjects with lean NAFLD had higher
mean serum creatinine compared to healthy subjects
without NAFLD (Fig. 3D). On hematologic assess-
ment, there were no differences comparing subjects
with lean NAFLD and healthy subjects on blood
hemoglobin from four studies, 0.76 (95% CI, -0.06
to 1.57; P = 0.09); and platelet count from six stud-
ies, -0.70 (95% CI, -2.06 to 0.66; P = 0.31). Data
were heterogeneous for all the analyses except total
bilirubin (P = 33; P = 0.2). There was no publica-
tion bias on any of the analyses except for serum
creatinine analysis (Egger’s P = 0.03) (Supporting
Table S5).

For inflammatory markers, subjects with lean
NAFLD compared to healthy subjects had higher
mean serum CRP and uric acid levels (Fig. 3EF).
However, there were no differences on mean serum
apolipoprotein A from two studies, -2.29 (95% CI,
-7.18 to 2.61; P = 0.36). Data were heterogeneous
with publication bias by Egger’s regression test
for CRP (Egger’s P = 0.04) but not for analyses of
uric acid (Egger’s P = 0.36) (Supporting Table S5).
Publication bias could not be assessed for apolipopro-
tein A comparison because there were only two stud-
ies in this analysis.
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RISK FACTORS AND
COMORBIDITIES

Obese NAFLD Versus Lean NAFLD

Of 34 studies included in the analysis, 17 on 9,321
subjects with obese NAFLD and 4,832 subjects
with lean NAFLD reported data on risk factors or
comorbidities.

Odds of central obesity, hypertension, type 2 diabe-
tes mellitus, impaired fasting glucose, low HDL, and
metabolic syndrome were significantly higher among
subjects with obese NAFLD compared to subjects with
lean NAFLD (Fig. 4A-F). Subjects with obese NAFLD
compared to those with lean NAFLD also had approx-
imately a 4-fold risk for increased waist circumference
(OR, 3.76; 95% CI, 2.51-5.63; P < 0.001). However,
there were no differences on elevated triglycerides from
four studies (OR, 1.28; 95% CI, 0.82-2.0; P = 0.29),
dyslipidemia from eight studies (OR, 1.42; 95% CI,
0.83-2.42; P = 0.20), and smoking status from eight
studies (OR, 0.96; 95% CI, 0.61-1.54; P = 0.88).

Odds of coronary artery disease assessed in one
study did not find any difference comparing subjects
with obese NAFLD versus those with lean NAFLD
(OR, 1.84; 95% CI, 0.10-34.02; P = 0.68). However,
carotid plaques assessed in another study showed
higher odds among subjects with obese versus lean
NAFLD (OR, 2.24; 95% CI, 1.41-3.56; P < 0.001).
None of these studies examined clinical outcomes
or development of cardiac events. There was no dif-
ference in prevalence between subjects with obese
NAFLD and those with lean NAFLD with respect to
genetic polymorphisms for PNPLA3 (reported in six
studies) and 7M6SF2 genes (reported in three stud-
ies) (OR, 0.75; 95% CI, 0.53-1.07; P = 0.11 and OR,
0.49; 95% CI, 0.18-1.3; P = 0.15, respectively). Data
were homogeneous for analyses on central obesity,
low HDL, and impaired fasting glucose. Remaining
analyses showed heterogeneous data with * > 50 or
P < 0.05. There was no publication bias for any of
the analyses (Supporting Table S6) except for dyslip-

idemia analysis.

Lean NAFLD Versus Healthy Lean

A total of 20 studies on 5,515 subjects with lean
NAFLD and 54,652 healthy controls reported data
on some or all of the markers of interest.
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FIG. 3. Pooled data on liver chemistry and biochemical markers of subjects with lean NAFLD versus healthy subjects. (A) ALT, (B) ALP,
(C) total bilirubin, (D) creatinine, (E) CRP, and (F) uric acid. The graph represents effect size from each study and black square represents

the pooled effect size.
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FIG. 4. Pooled data on metabolic syndrome and its components in subjects with obese versus lean NAFLD. (A) Central obesity,
(B) hypertension, (C) type 2 diabetes mellitus, (D) impaired fasting glucose, (E) low HDL, and (F) metabolic syndrome. The graph

represents effect size from each study and black square represents the pooled effect size.
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Subjects with lean NAFLD compared to healthy
subjects without NAFLD had increased odds for cen-
tral obesity, hypertension, type 2 diabetes mellitus, low
HDL, and metabolic syndrome (Fig. 5A-E). Subjects
with lean NAFLD also had higher odds for impaired
fasting glucose and insulin resistance from four stud-
ies on each analysis (OR, 3.06; 95% CI, 2.82-3.32 and
OR, 3.99; 95% ClI, 2.40-6.61, respectively; P < 0.001
for all analyses). Data were homogeneous for central
obesity (P = 0; P = 0.48), metabolic syndrome (P =
45; P = 0.08), and impaired fasting glucose (P =0;
P = 0.46). Remaining analyses showed heterogeneous
data. There was publication bias for analysis on insulin
resistance (Egger’s P = 0.03), but the other analyses did
not show any publication bias (Supporting Table S7).
Odds for presence of PNPLA3 genetic polymor-
phisms evaluated in three studies comparing subjects
with lean NAFLD with healthy subjects were 2.69-
fold (P = 0.005) (Fig. 5F). Data were heterogeneous
(P = 79%; P = 0.008) without any publication bias
(Egger’s regression test, P = 0.98).

LIVER HISTOLOGY

Because liver biopsies were not performed on
healthy subjects without NAFLD, analysis was only
done to compare 1,388 subjects with obese NAFLD
versus 563 subjects with lean NAFLD from six
studies. Odds of hepatocyte ballooning and lobular
inflammation on pooled data from four studies were
2.4-fold and 1.9-fold higher, respectively, in subjects
with obese NAFLD versus lean NAFLD (Fig. 6A,B).
However, odds of severe steatosis (266% hepatocytes
with steatosis) were similar (OR, 0.85; 95% CI, 0.28-
2.57; P=0.77). The presence of NASH on liver biopsy
on data pooled from five studies was more than 2-fold
more likely with obese NAFLD (Fig. 6C). Data were
homogeneous for ballooning (P, 43; P = 0.15), lobular
inflammation (7, 52; P = 0.08),and NASH (P, 51; P=
0.08). However, there was significant heterogeneity on
steatosis analysis with P (P=289; P<0.001). All anal-
yses were devoid of any publication bias (Supporting
Table S8).

The severity of NASH and its components were
assessed comparing two groups on the score of the
respective variable. Obese NAFLD compared to
lean NAFLD had a higher mean score for balloon-
ing (0.29), steatosis grade (0.20), and NAS (0.31)
(Supporting Fig. S5A-C). The severity assessment
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did not show any difference on mean score for lobu-
lar inflammation comparing subjects with obese ver-
sus lean NAFLD, with a mean difference in score of
0.40 (95% CI, -0.11 to 0.90; P = 0.12). Data were
homogeneous for ballooning (P, 27; P = 0.25), but
significant heterogeneity was observed for analysis on
lobular inflammation (* = 92; P < 0.001) and NASH
(P, 69; P=0.04). All analyses were devoid of any pub-
lication bias (Supporting Table S8).

Pooled data on liver fibrosis from four studies
showed that 890 subjects with obese NAFLD com-
pared to 397 subjects with lean NAFLD were more
than 2.5-fold more likely to have fibrosis (Fig. 6D).
The data were heterogeneous (P = 69; P = 0.03)
without any publication bias (Supporting Table S6).
Severity of fibrosis and its stage reported from two
studies showed that mean fibrosis stage tended to
be higher by 0.17 among 641 subjects with obese
NAFLD compared to 206 subjects with lean NAFLD
(P = 0.06) (Supporting Fig. S5D). The data were
homogeneous (I = 16; P = 0.28), and publication bias
could not be assessed because there were only two
studies in this analysis.

OUTCOMES

Two studies®™?? compared patients with obese

NAFLD versus lean NAFLD for overall survival,
hepatic decompensation, and cause of death, whether
liver related or from a cardiovascular cause. The anal-
yses (Fig. 7) demonstrated that lean had better out-
comes, with 28% lower odds of mortality compared to
patients with obese NAFLD. The data were homoge-
neous (P = 0), without publication bias (Egger’s P =
0.46). Although the odds for hepatic decompensation
were no different, the odds of liver-related mortality
in one study was 78% lower among patients with lean
NAFLD versus those with obese NAFLD.?Y The
analysis of cardiovascular causes of death was similar
in pooled data from both studies. Data were homoge-
neous on all analyses without publication bias, except
for the analysis of liver-related decompensation (Fig. 7).

Discussion
The prevalence of lean NAFLD in this pooled

data and meta-analysis is 11.2% in the general pop-

ulation and 25.2% among individuals with NAFLD,
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FIG.S5. Pooled data on metabolic syndrome components and genetics in subjects with lean NAFLD versus healthy subjects. (A) Central
obesity, (B) hypertension, (C) type 2 diabetes mellitus, (D) low HDL, (E) metabolic syndrome, and (F) PNPLA3. The graph represents

effect size from each study and black square represents the pooled effect size.
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FIG. 6. Pooled data on liver histology comparing obese NAFLD versus lean NAFLD. Odds for (A) hepatocyte ballooning, (B) lobular
inflammation, (C) NASH, and (D) fibrosis stage >3. The graph represents effect size from each study and black square represents the

pooled effect size.

with the highest prevalence in Asia. Patients with
lean NAFLD versus healthy adults have an abnor-
mal metabolic and inflammatory profile, with higher
prevalence of metabolic syndrome and risk factors for
NAFLD. Further, the metabolic and inflammatory

profile is less severe and more favorable among lean

compared to obese NAFLD. These findings are asso-
ciated with less severe liver histology in lean NAFLD,
including NASH with its inflammatory components
and fibrosis stage (Table 2).

The prevalence of lean NAFLD across different stud-

ies varies from 5% to 26% in the general population and
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FIG. 7. Pooled data on clinical outcomes comparing lean versus obese NAFLD. The forest plot compares patient survival. The table
shows other outcomes for liver-related mortality, cardiovascular-related mortality, and liver decompensation. The graph represents effect
size from each study and black square represents the pooled effect size. Abbreviations: CV, cardiovascular; NA, not applicable.

TABLE 2. SUMMARY OF FINDINGS OF SYSTEMATIC REVIEW AND META-ANALYSIS

Lean NAFLD Versus Healthy Controls

Obese Versus Lean NAFLD

Demographics
Comorbidities

Older with higher BMI; no sex difference

components
PNPLA3 and TM6SF2 polymorphisms

Metabolic markers
components of metabolic syndrome

Biochemical and hematologic
creatinine levels

Higher serum uric acid levels
Not available

Inflammatory markers
Liver histology

Liver stiffness measurement Not available

from 20% to 50% among individuals with NAFLD.1¥
The reasons for this variation across studies are differ-
ences in the study population, the method to detect ste-
atosis, and the cutoff to define lean (Table 1). Disease
modifiers, especially genetic predisposition, may also
explain this variation, as observed in this study with sub-
jects with lean NAFLD having higher odds of PNPLA3
polymorphisms compared to healthy individuals.

The presence of NAFLD among individuals with

normal BMI and absence of other known causes of

968

Higher odds for metabolic syndrome with all its

Increased odds for PNPLA3 polymorphisms
Increased measurements on insulin resistance and all

Higher ALT, AST, ALP, serum bilirubin, and serum

Higher BMI; no difference in age and sex
Higher odds for mefabolic syndrome with all its components

No difference

Increased measurements on insulin resistance and all
components of metabolic syndrome

Higher ALT, serum creatinine, and hemoglobin levels

Higher serum CRP and uric acid levels

Higher odds for NASH with its components and fibrosis
Higher mean score for steatosis grade, ballooning, and NAS
Higher mean fibrosis stage

Higher mean liver stiffness measurement

steatosis raises a question as to whether lean NAFLD
is a unique syndrome or falls within the spectrum of
metabolic disease and phenotype of typical NAFLD
in individuals who are overweight or obese. BMI is
not a measure of body fat content or a surrogate of
increased waist circumference and abdominal/visceral
obesity, which actually predisposes an individual to ste-
atosis.!”?” Individuals with lean NAFLD compared
to healthy individuals were more likely to have cen-
tral obesity with increased waist circumference, other
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components of metabolic syndrome, insulin resistance,
and higher levels of inflammatory markers. Hence, these
individuals have an unhealthy metabolism with a worse
inflammatory profile compared to healthy individuals.
It is suggested that individuals with lean NAFLD have
a gut-dominant pathology with higher primary and
secondary bile acid levels, with changes in gut micro-
biota predisposing them to NAFLD and NASH.®V Tt
can be speculated that individuals with lean NAFLD
have a body composition that favors development of
visceral obesity, insulin resistance, and NAFLD.®

Furthermore, metabolic and inflammatory abnor-
malities were less severe and more favorable among
patients with lean NAFLD compared to those with
obese NAFLD. Data comparing NAFLD versus
without NAFLD in subjects with obesity is not avail-
able, with limited evaluation of the specific effect of
NAFLD. These differences between the profiles of
obese versus lean NAFLD may also suggest that lean
NAFLD is in the spectrum of the typical phenotype
of obese NAFLD. Worse metabolic and inflamma-
tory profiles in obese versus lean NAFLD translated
into more advanced liver disease in individuals with
obesity, with higher liver stiffness measurements
and worse histologic findings of severe steatosis,
NASH along with its components, and fibrosis stage.
Similarly, clinical outcomes were worse in individu-
als with obese versus individuals with lean NAFLD.
Limited prospective data have not reported a transi-
tion of lean NAFLD to the obese phenotype to con-
firm the hypothesis that lean NAFLD is an earlier
stage in the spectrum of NAFLD.?*?3

A recent elegant study from Australia compar-
ing lean to obese NAFLD confirmed a more favor-
able metabolic, inflammatory, and metabolic profile.
However, patients with lean NAFLD had higher
bile acid levels, with increased farnesoid X receptor
activity, as reflected in levels of fibroblast growth fac-
tor (FGF). This may explain the phenotype of these
lean patients as bile acids and FGF activity are known
to improve metabolism of glucose and lipids as well
as regulate energy expenditure.(24) Further, the gut
microbiome profile was distinctly different in lean
compared to obese NAFLD.?" These gut-mediated
adaptation mechanisms distinct in lean NAFLD in
this study suggest that lean NAFLD is a distinct phe-
notype of metabolically obese with normal weight.

Prospective studies will address long-term patient
outcomes of overall and transplant-free survival. In
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the only available prospective study on 307 subjects
with NAFLD, 72 (23.5%) patients with lean NAFLD
had less advanced histologic findings, and this trans-
lated into improved survival and outcomes among
lean versus obese NAFLD over a median follow-
up of 49 months.?® In this study, negative out-
comes developed in 9 patients, with 6 patients dying,
2 patients developing hepatocellular carcinoma, and
1 patient developing liver failure.?? In contrast,
another study on a larger cohort of biopsy-proven
646 patients with NAFLD, lean NAFLD (19% of the
cohort) had a favorable histologic profile, as seen in
our study. However, over a mean follow-up of approxi-
mately 20 years, patients with lean NAFLD compared
to those with obese NAFLD had a 2.7-fold increased
risk of liver-related mortality without increased risk
for overall mortality.??) Pooling these two studies, lean
versus obese NAFLD had better outcomes in terms
of patient survival and liver-related mortality. More
prospective studies with a large sample and long-term
follow-up are needed to examine long-term outcomes
and also fibrosis progression rate among patients with
lean versus obese NAFLD.

A strength of this study is the large sample size
analyzed with inclusion of multiple studies, and it is
the first systematic review and meta-analysis focusing
on lean NAFLD. However, our study suffers from
limitations, especially heterogeneous data on most
of the analyses (Supporting Tables S2-S6). The het-
erogeneity is likely due to variations on study popu-
lation, especially a different cutoff to define leanness
(25 in most studies and 23 in some studies; Table 1),
and the observational nature of studies with some
poor quality studies as assessed using the Newcastle-
Ottawa scale. However, after excluding studies that
included individuals who were overweight, the data
that remained unchanged comparing obese versus
lean NAFLD overcame the limitation of BMI cut-
off for defining individuals who are lean. Further, the
data are overrepresented with studies from Asia, lim-
iting generalizability and impact on results. In spite of
these limitations, we feel that the study findings are
relevant for physicians in clinical practice to be dili-
gent in individuals with normal BMI but with other
risk factors, especially central obesity, diabetes, and
metabolic syndrome, and to screen them for the pres-
ence of NAFLD. Early identification to address their
metabolic abnormalities with counseling for weight
loss will help in preventing progression to a more
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advanced NAFLD spectrum of NASH and/or fibro-
sis. It has been shown that weight loss of 7% to 10%,
even in individuals with NAFLD and normal BMI,
helps in the regression of NAFLD, with improvement

of metabolic abnormalities.

24

In summary, lean NAFLD is a recognized distinct
entity with an abnormal metabolic and inflammatory
profile compared to healthy individuals and a more
tavorable metabolic, inflaimmatory, and histologic
profile compared to obese NAFLD. Although lim-

ited

data suggest better clinical outcomes and natural

history for lean versus obese NAFLD, larger multi-

center prospective studies with long-term follow-up

are needed.

REFERENCES

1

2)

3)

4

5)

6)

7)

8)

9)

10)

11)

12)

970

Chalasani N, Younossi Z, Lavine JE, Charlton M, Cusi K, Rinella
M, et al. The diagnosis and management of nonalcoholic fatty
liver disease: practice guidance from the American Association for
the Study of Liver Diseases. Hepatology 2018;67:328-357.
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.

Agha M, Agha R. The rising prevalence of obesity: part B-public
health policy solutions. Int J Surg Oncol (N'Y) 2017;2:€19.

Arora SS, Axley P, Ahmed Z, Satapathy SK, Wong R, Kuo YE,
et al. Decreasing frequency and improved outcomes of hepatitis
C-related liver transplantation in the era of direct-acting antivirals -
a retrospective cohort study. Transpl Int 2019;32:854-864.
Cholankeril G, Gadiparthi C, Yoo ER, Dennis BB, Li AA, Hu
M, et al. Temporal trends associated with the rise in alcoholic
liver disease-related liver transplantation in the United States.
Transplantation 2019;103:131-139.

Du T, Yu X, Yuan G, Zhang J, Sun X. Combined influence of
nonalcoholic fatty liver and body size phenotypes on diabetes risk.
Cardiovasc Diabetol 2015;14:144.

Eguchi Y, Hyogo H, Ono M, Mizuta T, Ono N, Fujimoto K,
et al. Prevalence and associated metabolic factors of nonalcoholic
fatty liver disease in the general population from 2009 to 2010
in Japan: a multicenter large retrospective study. ] Gastroenterol
2012;47:586-595.

Nishioji K, Sumida Y, Kamaguchi M, Mochizuki N, Kobayashi
M, Nishimura T, et al. Prevalence of and risk factors for non-
alcoholic fatty liver disease in a non-obese Japanese population,
2011-2012. ] Gastroenterol 2015;50:95-108.

Das K, Das K, Mukherjee PS, Ghosh A, Ghosh S, Mridha AR,
et al. Nonobese population in a developing country has a high
prevalence of nonalcoholic fatty liver and significant liver disease.
Hepatology 2010;51:1593-1602.

Younossi ZM, Stepanova M, Negro F, Hallaji S, Younossi Y, Lam
B, et al. Nonalcoholic fatty liver disease in lean individuals in the
United States. Medicine (Baltimore) 2012;91:319-327.

Fukuda T, Hamaguchi M, Kojima T, Hashimoto Y, Ohbora A,
Kato T, et al. The impact of non-alcoholic fatty liver disease on
incident type 2 diabetes mellitus in non-overweight individuals.
Liver Int 2016;36:275-283.

Kim HJ, Kim HJ, Lee KE, Kim D], Kim SK, Ahn CW,

et al. Metabolic significance of nonalcoholic fatty liver

13)
14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

HEPATOLOGY COMMUNICATIONS, July 2020

disease in nonobese, nondiabetic adults. Arch Intern Med
2004;164:2169-2175.

Younes R, Bugianesi E. NASH in lean individuals. Semin Liver
Dis 2019;39:86-95.

Wang AY, Dhaliwal J, Mouzaki M. Lean non-alcoholic fatty liver
disease. Clin Nutr 2019;38:975-981.

National Cholesterol Education Program (NCEP) Expert
Panel on Detection, Evaluation, and Treatment of High Blood
Cholesterol in Adults Adult Treatment Panel III). Third report
of the National Cholesterol Education Program (NCEP) Expert
Panel on Detection, Evaluation, and Treatment of High Blood
Cholesterol in Adults (Adult Treatment Panel III) final report.
Circulation 2002;106:3143-3421.

Kleiner DE, Brunt EM, Van Natta M, Behling C, Contos M],
Cummings OW, et al;; Nonalcoholic Steatohepatitis Clinical
Research Network. Design and validation of a histological scor-
ing system for nonalcoholic fatty liver disease. Hepatology
2005;41:1313-1321.

Higgins JP, Thompson SG, Deeks JJ, Altman DG. Measuring in-
consistency in meta-analyses. BMJ 2003;327:557-560.

Deeks JJ, Altman D, Bradburn M]J. Statistical methods for ex-
amining heterogeneity and combining results from several stud-
ies in meta-analysis. In: Egger M, Smith GD, Altman DG, eds.
Systematic Reviews in Health Care: Meta-Analysis in Context.
2nd ed. London, United Kingdom: BM] Publishing Group; 2001:
285-312.

Javed A, Jumean M, Murad MH, Okorodudu D, Kumar S,
Somers VK, et al. Diagnostic performance of body mass index
to identify obesity as defined by body adiposity in children and
adolescents: a systematic review and meta-analysis. Pediatr Obes
2015;10:234-244.

Barreira TV, Broyles ST, Gupta AK, Katzmarzyk PT. Relationship
of anthropometric indices to abdominal and total body fat
in youth: sex and race differences. Obesity (Silver Spring)
2014;22:1345-1350.

Chen F, Esmaili S, Rogers G, Bugianesi E, Petta S, Marchesini
G, Bayoumi A, et al. Lean NAFLD: a distinct entity shaped by
differential metabolic adaptation. Hepatology 2019; doi:10.1002/
hep.30908.

Hagstrom H, Nasr P, Ekstedt M, Hammar U, Stal P, Hultcrantz
R, et al. Risk for development of severe liver disease in lean
patients with nonalcoholic fatty liver disease: a long-term
follow-up study. Hepatol Commun 2017;2:48-57.

Leung JC, Loong TC, Wei JL, Wong GL, Chan AW, Choi PC,
et al. Histological severity and clinical outcomes of nonalcoholic
fatty liver disease in nonobese patients. Hepatology 2017;65:54-64.
Kim D, Kim W, Joo SK, Kim JH, Harrison SA, Younossi ZM,
et al. Predictors of nonalcoholic steatohepatitis and significant
fibrosis in non-obese nonalcoholic fatty liver disease. Liver Int
2019;39:332-341.

Akyuz U, Yesil A, Yilmaz Y. Characterization of lean patients with
nonalcoholic fatty liver disease: potential role of high hemoglobin
levels. Scand J Gastroenterol 2015;50:341-346.

Alam S, Gupta UD, Alam M, Kabir ], Chowdhury ZR, Alam
AK. Clinical, anthropometric, biochemical, and histological char-
acteristics of nonobese nonalcoholic fatty liver disease patients of
Bangladesh. Indian ] Gastroenterol 2014;33:452-457.

Bhat G, Baba CS, Pandey A, Kumari N, Choudhuri G. Insulin
resistance and metabolic syndrome in nonobese Indian pa-
tients with non-alcoholic fatty liver disease. Trop Gastroenterol
2013;34:18-24.

Biswas P, Kabir A, Karim ME, Hossain MS, Vhadury S, Rhaman
M, et al. Incidence and risk factors of non-alcoholic fatty liver
disease among non-obese patients attending at Department of
Gastroenterology, BSSMU. ] Med 2015;16:89-92.



HEPATOLOGY COMMUNICATIONS, Vol. 4, No.7, 2020

29)

30)

31)

32)

33)

34)

35)

36)

37)

38)

39)

40)

41)

42)

43)

44)

Chen CH, Huang MH, Yang JC, Nien CK, Yang CC, Yeh YH,
et al. Prevalence and risk factors of nonalcoholic fatty liver disease
in an adult population of Taiwan: metabolic significance of nonal-
coholic fatty liver disease in nonobese adults. ] Clin Gastroenterol
2006;40:745-752.

Cho HC. Prevalence and Factors Associated with Nonalcoholic
Fatty Liver Disease in a Nonobese Korean Population. Gut Liv
2016;10:117-125.

Chon CW, Kim BS, Cho YK, Sung KC, Bae JC, Kim TW, et al.
Effect of nonalcoholic fatty liver disease on the development of
type 2 diabetes in nonobese, nondiabetic Korean men. Gut Liv
2012;6:368-373.

Erkan G, Sayin I, Polat FB, Corakci A, Atac GK, Degertekin
H. The relationship between insulin resistance, metabolic syn-
drome and nonalcoholic fatty liver disease in non-obese non-
diabetic Turkish individuals: a pilot study. Turk ] Gastroenterol
2014;25(Suppl. 1):63-68.

Feldman A, Eder SK, Felder TK, Kedenko L, Paulweber B,
Stadlmayr A, et al. Clinical and metabolic characterization of
lean caucasian subjects with non-alcoholic fatty liver. Am J
Gastroenterol 2017;112:102-110.

Feng RN, Du SS, Wang C, Li YC, Liu LY, Guo FC, et al.
Lean-non-alcoholic fatty liver disease increases risk for meta-
bolic disorders in a normal weight Chinese population. World J
Gastroenterol 2014;20:17932-17940.

Fracanzani AL, Petta S, Lombardi R, Pisano G, Russello M,
Consonni D, et al. Liver and cardiovascular damage in patients
with lean nonalcoholic fatty liver disease, and association with
visceral obesity. Clin Gastroenterol Hepatol 2017;15:1604-1611.
e1601.

Hao YP, Ma X]J, Luo YQ, Ni ], Dou JX, Hu YQ, et al. Serum
vitamin D is associated with non-alcoholic fatty liver disease
in Chinese males with normal weight and liver enzymes. Acta
Pharmacol Sin 2014;35:1150-1156.

Harrison SA, Oliver D, Arnold HL, Gogia S, Neuschwander-
Tetri BA. Development and validation of a simple NAFLD
clinical scoring system for identifying patients without advanced
disease. Gut 2008;57:1441-1447.

Hillenbrand A, Kiebler B, Schwab C, Scheja L, Xu P, Henne-
Bruns D, et al. Prevalence of non-alcoholic fatty liver disease in
four different weight related patient groups: association with small
bowel length and risk factors. BMC Res Notes 2015;8:290.
Honarvar B, Bagheri Lankarani K, Keshani P, Rafiee T. Dietary
determinants of non-alcoholic fatty liver disease in lean and non-
lean adult patients: a population-based study in Shiraz, southern
Iran. Hepat Mon 2017;17:¢12295.

Honda Y, Yoneda M, Kessoku T, Ogawa Y, Tomeno W, Imajo K,
et al. Characteristics of non-obese non-alcoholic fatty liver dis-
ease: effect of genetic and environmental factors. Hepatol Res
2016;46:1011-1018.

Kim S, Choi J, Kim M. Insulin resistance, inflammation, and non-
alcoholic fatty liver disease in non-obese adults without metabolic
syndrome components. Hepatol Int 2013;7:586-591.

Kim JJ, Kim D, Yim JY, Kang JH, Han KH, Kim SM, et al.
Polycystic ovary syndrome with hyperandrogenism as a risk
factor for non-obese non-alcoholic fatty liver disease. Aliment
Pharmacol Ther 2017;45:1403-1412.

Kumar R, Rastogi A, Sharma MK, Bhatia V, Garg H, Bihari C,
et al. Clinicopathological characteristics and metabolic profiles of
non-alcoholic fatty liver disease in Indian patients with normal body
mass index: do they differ from obese or overweight non-alcoholic
fatty liver disease?Indian ] Endocrinol Metab 2013;17:665-671.
Kurinna O, Kolesnikova O. Features of lipid metabolism in pa-
tients with nonalcoholic fatty liver disease combined with type 2
diabetes mellitus and obesity. N Armenian Med ] 2013;7:23-31.

45)

46)

47)

48)

49)

50)

51)

52)

53)

54)

55)

56)

57)

58)

59)

60)

YOUNGET AL.

Kwak JH, Jun DW, Lee SM, Cho YK, Lee KN, Lee HL, et al.
Lifestyle predictors of obese and non-obese patients with non-
alcoholic fatty liver disease: a cross-sectional study. Clin Nutr
2018;37:1550-1557.

Kwon YM, Oh SW, Hwang SS, Lee C, Kwon H, Chung GE.
Association of nonalcoholic fatty liver disease with components
of metabolic syndrome according to body mass index in Korean
adults. Am ] Gastroenterol 2012;107:1852-1858.

Lee JH, Rhee PL, Lee JK, Lee KT, Kim JJ, Koh KC, et al. Role
of hyperinsulinemia and glucose intolerance in the pathogenesis
of nonalcoholic fatty liver in patients with normal body weight.
Korean J Intern Med 1998;13:12-14.

Liu P, Ma F, Lou H, Zhu Y, Chen Y. Relationship between nor-
mal serum uric acid levels and nonalcoholic fatty liver disease in
postmenopausal women. [in Chinese] Zhonghua Gan Zang Bing
Za Zhi 2014;22:53-57.

Liu J, Xu C, Ying L, Zang S, Zhuang Z, Lv H, et al. Relationship
of serum uric acid level with non-alcoholic fatty liver disease and
its inflammation progression in non-obese adults. Hepatol Res
2017;47:E104-E112.

Lu Z, Ma H, Xu C, Shao Z, Cen C, Li Y. Serum sialic acid level
is significantly associated with nonalcoholic fatty liver disease in a
nonobese Chinese population: a cross-sectional study. Biomed Res
Int 2016;2016:5921589.

Luo ZX, Zeng Q, Luo R, Wang Y, Ge Q. Relative contributions
of ectopic liver and abdominal fat accumulation to arterial stiff-
ness. Endocr Pract 2015;21:574-580.

Margariti A, Deutsch M, Manolakopoulos S, Tiniakos D,
Papatheodoridis GV. The severity of histologic liver lesions is in-
dependent of body mass index in patients with nonalcoholic fatty
liver disease. ] Clin Gastroenterol 2013;47:280-286.

Naderian M, Kolahdoozan S, Sharifi AS, Garmaroudi G, Yaseri
M, Poustchi H, et al. Assessment of lean patients with non-al-
coholic fatty liver disease in a middle income country; prevalence
and its association with metabolic disorders: a cross-sectional
study. Arch Iran Med 2017;20:211-217.

Nakamuta M, Kohjima M, Higuchi N, Kato M, Kotoh K,
Yoshimoto T, et al. The significance of differences in fatty acid
metabolism between obese and non-obese patients with non-
alcoholic fatty liver disease. Int ] Mol Med 2008;22:663-667.
Nishioji K, Mochizuki N, Kobayashi M, Kamaguchi M, Sumida
Y, Nishimura T, et al. The impact of PNPLA3 rs738409 genetic
polymorphism and weight gain 210 kg after age 20 on non-
alcoholic fatty liver disease in non-obese Japanese individuals.
PLoS One 2015;10:e0140427.

Okur G, Karacaer Z. The prevalence of non-alcoholic fatty
liver disease in healthy young persons. North Clin Istanb
2016;3:111-117.

Oniki K, Saruwatari J, Izuka T, Kajiwara A, Morita K, Sakata
M, et al. Influence of the PNPLA3 rs738409 polymorphism on
non-alcoholic fatty liver disease and renal function among normal
weight subjects. PLoS One 2015;10:¢0132640.

Park SH, Kim BI, Yun JW, Kim JW, Park DI, Cho YK, et al.
Insulin resistance and C-reactive protein as independent risk fac-
tors for non-alcoholic fatty liver disease in non-obese Asian men.
J Gastroenterol Hepatol 2004;19:694-698.

Qi JC, Huang JC, Lin QC, Zhao JM, Lin X, Chen LD,
et al. Relationship between obstructive sleep apnea and non-
alcoholic fatty liver disease in nonobese adults. Sleep Breath
2016;20:529-535.

Sharma R, Sinha S, Danishad KA, Vikram NK, Gupta A, Ahuja
V, et al. Investigation of hepatic gluconeogenesis pathway in
non-diabetic Asian Indians with non-alcoholic fatty liver disease
using in vivo ((31)P) phosphorus magnetic resonance spectros-
copy. Atherosclerosis 2009;203:291-297.

971



YOUNGET AL.

61)

62)

63)

64)

65)

972

Sun DQ, Wu §], Liu WY, Wang LR, Chen YR, Zhang DC, et al.
Association of low-density lipoprotein cholesterol within the nor-
mal range and NAFLD in the non-obese Chinese population: a
cross-sectional and longitudinal study. BMJ Open 2016;6:¢013781.
Vendhan R, Amutha A, Anjana RM, Unnikrishnan R, Deepa M,
Mohan V. Comparison of characteristics between nonobese and
overweight/obese subjects with nonalcoholic fatty liver disease in a
South Indian population. Diabetes Technol Ther 2014;16:48-55.
Wang B, Jiang X, Cao M, Ge ], Bao Q, Tang L, et al. Altered fecal
microbiota correlates with liver biochemistry in nonobese patients
with non-alcoholic fatty liver disease. Sci Rep 2016;6:32002.

Wei JL, Leung JC, Loong TC, Wong GL, Yeung DK, Chan RS,
Chan HL, et al. Prevalence and severity of nonalcoholic fatty liver dis-
ease in non-obese patients: a population study using proton-magnetic
resonance spectroscopy. Am J Gastroenterol 2015;110:1306-1314.
Xu C, Yu C, Ma H, Xu L, Miao M, Li Y. Prevalence and risk
factors for the development of nonalcoholic fatty liver disease in a
nonobese Chinese population: the Zhejiang Zhenhai Study. Am ]
Gastroenterol 2013;108:1299-1304.

66)

67)

68)

HEPATOLOGY COMMUNICATIONS, July 2020

Yasutake K, Nakamuta M, Shima Y, Ohyama A, Masuda K,
Haruta N, et al. Nutritional investigation of non-obese patients
with non-alcoholic fatty liver disease: the significance of dietary
cholesterol. Scand ] Gastroenterol 2009;44:471-477.

Yoshitaka H, Hamaguchi M, Kojima T, Fukuda T, Ohbora A,
Fukui M. Nonoverweight nonalcoholic fatty liver disease and in-
cident cardiovascular disease: a post hoc analysis of a cohort study.
Medicine (Baltimore) 2017;96:¢6712.

Zhang S,DuT,LiM, JiaJ,Lu H, Lin X, et al. Triglyceride glucose-
body mass index is effective in identifying nonalcoholic fatty
liver disease in nonobese subjects. Medicine (Baltimore) 2017;96:
e7041.

Supporting Information

Additional Supporting Information may be found at
onlinelibrary.wiley.com/doi/10.1002/hep4.1519/suppinfo.


http://onlinelibrary.wiley.com/doi/10.1002/hep4.1519/suppinfo

