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AbstrAct
Individuals with non- alcoholic fatty liver 
disease (NAFLD) who lack classical risk factors 
also have the ability to develop nonalcoholic 
steatohepatitis (NASH) and progression to more 
advanced liver disease. The pathophysiology and 
risk factors for the development of NAFLD in 
non- obese persons are not fully understood but 
seem to be closely related to insulin resistance, 
atherogenic dyslipidaemia and alterations 
in body composition, with some patients 
harbouring predisposing genetic polymorphisms. 
In normal- weight individuals, also called ‘lean’, 
there is limited potential for effective lifestyle 
change in disease management. Additionally, 
biological mechanisms underlying the 
development of NASH in non- obese individuals 
may reveal novel targets for intervention. In 
this review, the authors discuss the clinical, 
histological and genetic features and risk factors 
for non- obese NAFLD and highlight gaps in 
knowledge and areas for future research.

IntroductIon
Non- alcoholic fatty liver disease (NAFLD) 
is the most common aetiology of chronic 
liver disease worldwide, affecting an esti-
mated 25% of the population.1 NAFLD 
is defined as the presence of hepatic 
steatosis without evidence of secondary 
causes of hepatic fat accumulation and 
is closely associated with the meta-
bolic syndrome. There is, however, an 
increasing recognition of ‘lean NAFLD’, 
or NAFLD in patients with a body mass 
index (BMI) <25 kg/m2, but not under-
weight (<18.5 kg/m2), with an estimated 
prevalence of 7% in the USA2 and 19% 
in Asia.3 Patients with NAFLD (obese and 
non- obese) can also have non- alcoholic 
steatohepatitis (NASH) and may progress 
to end- stage liver disease or cirrhosis, 
including complications such as hepa-
tocellular carcinoma (HCC). We aim 
to (1) review the epidemiology of non- 
obese NAFLD and NASH across global 
populations, (2) describe the associated 

metabolic changes and clinical outcomes 
of non- obese NAFLD, (3) outline genetic 
contributions to more advanced disease 
and (4) identify this special population 
as one for which therapeutic options may 
have long- term implications.

defInIng obesIty And ethnIc 
dIfferences In obesIty And 
hepAtIc fAt content
The WHO classifies ‘overweight’ as a 
BMI of ≥25 kg/m2 and ‘obesity’ as a 
BMI of ≥30 kg/m2. For the purposes of 
this review, we will use the WHO classi-
fication, but recognise the limitations of 
BMI as a surrogate for body composition, 
especially in patients of Asian ethnicity, 
who are more likely to have central fat 
deposition at lower BMIs.4 Although no 
specific changes across Asian popula-
tions are recommended given variance 
across ethnic subgroups, action points are 
suggested at lower BMI based on meta-
bolic risk.

The degree of visceral adiposity is 
associated with metabolic syndrome 
and its consequences5 and is felt to be 
closely related to the presence of hepatic 
steatosis and liver inflammation assessed 
by histology.6 It is therefore not surprising 
that there are also ethnic differences in the 
degree of hepatic steatosis at a given BMI. 
In a study of participants from the Multi- 
Ethnic Study of Atherosclerosis (MESA) 
who underwent baseline non- contrast 
cardiac CT with adequate imaging to 
determine the degree of hepatic steatosis, 
presence of fatty liver (defined as a liver/
spleen attenuation ratio of <1) was 
highest in patients of Hispanic and Asian 
ethnicity. Although the prevalence of 
obesity was highest in African- Americans 
(45.7% of African- Americans were obese, 
compared with 38.4% of Hispanics, 28% 
of Whites and 4.4% of Asians), the pres-
ence of fatty liver was significantly less in 
African- Americans compared with other 
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Figure 1 Clinical features of non- obese NAFLD. NAFLD, non- 
alcoholic fatty liver disease.

ethnicities (11% of African- Americans had fatty liver, 
compared with 27% of Hispanics, 15% of Whites and 
20% of Asians). In this cohort, obese White, Asian 
and Hispanic patients had similar rates of fatty liver, 
although non- obese Asian and Hispanic patients were 
more likely to have fatty liver than non- obese whites.7

In another study investigating the association of 
ethnic differences in fat distribution to the relationship 
between BMI and metabolic risk, there was increased 
liver fat content among Japanese men compared with 
non- Hispanic white men even when accounting for 
BMI.8 There were similar findings in a study using 
liver fat content as measured by proton MR spec-
troscopy, where Chinese patients had more liver fat 
content for any degree of obesity than their European 
counterparts.9

In addition to differences in fat distribution and 
degree of hepatic steatosis between ethnicities, there 
are also metabolic differences at similar BMIs. Asian 
Indian men, for example, have increased hepatic 
triglyceride content when compared with white men 
and they have the greatest prevalence of insulin resis-
tance when compared with all other ethnicities.10 
Although we will now shift our focus specifically to 
non- obese, or ‘lean’ NAFLD, it is important to keep 
these ethnic differences in mind.

clInIcAl feAtures And rIsk fActors 
AssocIAted wIth leAn nAfld
There are distinct clinical features and risk factors for 
the development of NAFLD in lean patients, as seen 
in figure 1. We will first address the features of lean 
versus non- lean NAFLD, where there are observed 
differences in patient characteristics, comorbidities 
and laboratory findings.

In a recent meta- analysis, Sookoian and Pirola eval-
uated patients with imaging and/or biopsy evidence 
of hepatic steatosis in the absence of other underlying 
liver disease or contributor to steatosis. They found 
that overweight and obese patients with NAFLD (BMI 
>25 kg/m2) had higher fasting plasma glucose levels 
and higher blood pressure than lean patients with 
NAFLD (BMI ≤25 kg/m2).11 In 2018, Hagström et 
al looked specifically at patients with biopsy- proven 
NAFLD, and similarly found that lean subjects (BMI 
<25 kg/m2) had lower aspartate transaminase (AST), 
alanine aminotransferase (ALT), triglyceride concen-
tration and fasting glucose when compared with over-
weight and obese subjects (BMI ≥25 kg/m2).12 These 
differences were seen in yet another study of patients 
with biopsy- proven NAFLD, where lean patients (BMI 
<25 kg/m2) had lower rates of diabetes, hypertension, 
hypertriglyceridaemia, low- high- density lipoprotein 
(HDL) cholesterol, central obesity and metabolic 
syndrome compared with overweight and obese 
patients (BMI ≥25 kg/m2). Lean patients in this cohort 
also had a lower ALT and decreased insulin resis-
tance compared with overweight and obese patients.13 

Even with more strictly characterising patients with 
biopsy- proven NAFLD into lean (18.5<BMI<25 kg/
m2), overweight (BMI 25–29.9 kg/m2) or obese (BMI 
≥30 kg/m2), as Francanzani et al did in their retrospec-
tive cohort study in 2017, lean patients were found to 
have lower rates of hypertension, diabetes and meta-
bolic syndrome than overweight and obese patients.5

Despite these differences, lean and non- lean patients 
with NAFLD seem to share a common altered metabolic 
profile unique from lean patients without NAFLD. In 
the meta- analysis referenced above,11 although charac-
terised as lean by BMI, lean patients with NAFLD had 
a higher average BMI when compared with the lean 
non- NAFLD controls (where controls were subjects 
with no evidence of steatosis on imaging and/or biopsy 
and had no features of metabolic syndrome). Lean 
patients with NAFLD also had a greater waist circum-
ference than the lean non- NAFLD controls. These find-
ings are similar to another study from Feldman et al, 
where patients were characterised as lean healthy (BMI 
≤25 kg/m2, no steatosis on ultrasound), lean NAFLD 
(BMI ≤25 kg/m2, steatosis on ultrasound), and obese 
NAFLD (BMI ≥30 kg/m2, steatosis on ultrasound).14 
Lean subjects with NAFLD had fasting insulin concen-
trations similar to lean healthy subjects but had mark-
edly impaired glucose tolerance. Serum adiponectin 
concentrations were decreased in both NAFLD groups 
compared with controls. These studies should be inter-
preted in the context of their assessment of normal or 
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healthy as imaging detection of steatosis varies with 
different modalities.

Bile acids and the gut microbiome are important 
factors in metabolic homeostasis, and there are 
emerging data on their role in NAFLD, with most 
studies to date focused on differences between patients 
with NAFLD compared with healthy controls.15 16 A 
recent study from Chen et al looked specifically at 
a cohort of patients with biopsy- proven NAFLD, of 
which 18% were lean.17 Compared with their non- lean 
counterparts, lean patients had an ‘obesity- resistant’ 
phenotype, mediated in part by increased levels of 
bile acids and changes in the gut microbiota. Further 
research focused on alterations of the gut microbiome 
and bile acid signalling between lean patients with 
NAFLD compared with lean patients without NAFLD 
might help in better understanding the role of the 
microbiome in disease pathogenesis and progression.

hIstologIcAl feAtures of leAn nAfld
There are also distinct features at the histological 
level in patients with lean compared with non- lean 
NAFLD based on cross- sectional studies. A recent 
study from Denkmayr et al divided patients with 
biopsy- proven NAFLD into lean (BMI ≤25 kg/m2), 
overweight (25<BMI (kg/m2)≤30) and obese (BMI 
>30 kg/m2) categories.18 Lean patients with NAFLD 
had increased lobular inflammation and hepatocellular 
ballooning when compared with overweight and obese 
groups. Fibrosis was similar across groups, but with 
increased rates of cirrhosis in the lean group than in 
the overweight and obese groups. There was a lesser 
degree of steatosis in lean patients with NAFLD. These 
findings are similar to another study of patients with 
biopsy- proven NAFLD, although published only in the 
abstract form and dividing patients into two groups, 
lean (BMI <25 kg/m2) versus non- lean (BMI ≥25 kg/
m2).13 In this study, patients with lean NAFLD had a 
decreased degree of steatosis and less advanced fibrosis, 
but more severe lobular inflammation than non- lean 
patients with NAFLD. These findings were also seen 
in a multicentre retrospective study of patients in Italy 
with biopsy- proven NAFLD, where non- lean patients 
with NAFLD developed NASH/fibrosis earlier than 
lean patients with NAFLD.5

genetIc contrIbutIon to the pAthogenesIs 
of leAn nAfld
The development of NAFLD in lean patients is 
multifactorial, and in some patients, there seems 
to be a degree of genetic predisposition. There are 
various genetic loci associated with increased risk of 
NAFLD along with disease severity and progression 
to advanced fibrosis, largely in European ancestry 
cohorts, including PNPLA3, TM6SF2, GCKR and 
MBOAT7.11 19 20

There is perhaps the best evidence for the role 
of PNPLA3 polymorphisms not just in promoting 

susceptibility to NAFLD, but specifically in the risk 
it portends for the development of NAFLD in lean 
patients. The possession of the PNPLA3 polymorphism 
has been shown to be an independent factor associated 
with NAFLD in lean patients.14 21 22 There is also a 
significant amount of evidence in support of polymor-
phisms in TM6SF2 increasing risk for NAFLD and its 
association with more advanced fibrosis,23–25 including 
one recent study showing an increased prevalence of 
one TM6SF2 variant (167KK) in lean compared with 
non- lean patients with NAFLD.5 Genetic predisposi-
tions to altered metabolic flexibility have not yet been 
studied.

Although these genetic factors certainly seem to play 
an important role in some patients and increase the risk 
of development of NAFLD, one recent study showed 
that PNPLA3 and TM6SF2 polymorphisms were not 
associated with histological severity of NAFLD or 
disease progression in a cohort of non- obese patients 
with biopsy- proven NAFLD.12 Other risk variants may 
play a role in this phenotype of interest and maybe 
discovered with sequencing larger cohorts.

clInIcAl ApproAch to leAn nAfld And 
therApeutIc optIons
As NAFLD is closely associated with metabolic 
syndrome, the clinical approach to lean NAFLD is 
challenging and unique in that the major clinical risk, 
overweight or obesity, is not present, thereby limiting 
conventional interventions (caloric restriction and 
exercise). Here, we propose a clinical approach to lean 
patients with NAFLD and summarise current areas of 
investigation. Similar to overweight and obese patients 
with NAFLD, one of the first steps in the clinical 
approach with lean patients with NAFLD is a compre-
hensive medication review to identify potential agents 
that might be contributing to or causing hepatic stea-
tosis.

Lean patients with NAFLD are often referred to as 
metabolically obese normal weight (MONW), as they 
have insulin resistance, atherogenic dyslipidaemia and 
increased mortality from the cardiovascular disease 
despite their normal BMI.26 The body composition 
and distribution of adipose tissue in lean patients with 
NAFLD are felt to be an essential contributor to the 
development of the disease phenotype (figure 2) and 
may be important in developing our clinical approach 
to these patients. The body composition of MONW 
individuals is one that favours visceral as opposed to 
peripheral adiposity. The longitudinal cohort study 
from Kim et al found that higher amounts of visceral 
adiposity were associated with a higher risk of inci-
dent NAFLD over time (with a mean follow- up time 
of 4.4 years). In contrast, the presence of larger areas 
of peripheral adiposity was associated with regression 
in NAFLD over time.27 The routine measurement of 
waist circumference in all patients, rather than BMI 
alone, may be an important factor in identifying 
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Figure 3 Therapeutic targets in NAFLD and NASH. Columns indicate established mechanism of action; arrows indicate some evidence of effect 
across histologic phenotypes. NAFLD, non- alcoholic fatty liver disease; NASH, non- alcoholic steatohepatitis

Figure 2 Comparison of clinical features within lean and 
overweight/obese NAFLD. AST, aspartate transaminase; ALT, alanine 
aminotransferase; NAFLD, non- alcoholic fatty liver disease

patients at risk for NAFLD even with a ‘normal’ 
BMI. Additional measures of body composition are 
currently under investigation and may augment the 
care of these patients, especially with regards to exer-
cise recommendations.

There is evidence that altered lipid metabolism 
plays a role in the development of NAFLD in lean 
patients. In 2005, Musso et al studied 25 non- obese 
patients without diabetes with biopsy- proven NASH. 
Compared with controls, patients with NASH had 
lower circulating levels of adiponectin, which nega-
tively correlated with the degree of liver steatosis and 
fibrosis. In response to a fat load, non- obese patients 
had a decrease in serum adiponectin and controls had 
an increase in serum adiponectin. This was inversely 
correlated to postprandial free fatty acids in both 
groups and was an independent predictor of NASH 
severity.28

An important clinical consideration in all patients 
with liver disease is HCC surveillance. Development 
of HCC is most common in patients with cirrhosis, 
but there is burgeoning evidence of an increased risk 
of HCC in NAFLD compared with other underlying 

etiologies of liver disease, and some studies showing 
the development of HCC even in the absence of 
cirrhosis.29 30 As biomarker development identi-
fies various stages of the disease, early detection of 
cirrhosis is an area for pharmacologic intervention as 
well as cancer screening.

There are currently limited options in terms of phar-
macologic agents; however, there exist several ther-
apeutic agents in development as shown in figure 3. 
Although there is some evidence for the use of piogl-
itazone and vitamin E in the treatment of diabetic 
and non- diabetic patients with biopsy- proven NASH, 
respectively,31 this patient population represents an 
early intervention subgroup given the limited ability 
to change body composition by lifestyle changes alone. 
Most phase II and III trials currently underway are 
investigating agents in that work to alter glucose or 
lipid metabolism (as metabolic substrates), inflamma-
tion or liver fibrosis. Some of these therapeutic agents 
work in part by contributing to weight loss, which 
may be of less benefit in lean patients, or even increase 
harm in lean patients, compared with overweight and 
obese patients with NAFLD. Phase III agents such as 
elafibranor, obeticholic acid or cenicriviroc may reveal 
histological improvement in normal- weight patients 
with NASH, especially in patients with modest amounts 
of subcutaneous adipose (free fatty acid delivery to the 
liver). Combination therapy in this population is also 
an area of further investigation.

outcomes of leAn nAfld
Data focused on outcomes in lean NAFLD are lacking. 
Aside from one study which was published only in the 
abstract form,13 there does not seem to be an increased 
risk of overall mortality in lean NAFLD compared with 
overweight and obese NAFLD. Most studies show that 
obese patients with NAFLD have an increased risk of 
overall mortality compared with matched controls and 
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overweight patients with NAFLD,12 32 although longi-
tudinal data for lean NAFLD cohorts are needed.

Several studies do show that lean patients with 
NAFLD can still progress to a severe clinical and histo-
logical phenotype, with the development of decom-
pensated liver disease and cirrhosis. Clinically, at 
similar waist circumference, lean patients with NAFLD 
had an increased risk of diabetes when compared with 
overweight and obese patients.5 From a histological 
perspective, in one study where patients with biopsy- 
proven NAFLD were followed for a mean time of 20 
years, lean patients with NAFLD had an increased risk 
for the development of severe liver disease (defined as a 
diagnosis of decompensated liver disease, liver failure, 
HCC or cirrhosis) compared with overweight patients, 
despite an increased prevalence of advanced fibrosis 
and NASH at baseline in the higher BMI group. Obese 
NAFLD was still the most severe disease phenotype, 
with the highest mortality.12 Long- term outcomes that 
relate to overall progression to end- stage liver disease 
and all- cause and liver- related mortality in normal- 
weight patients with NASH would inform our basic 
understanding of the natural history of lean NAFLD.

conclusIons
NAFLD is a global epidemic and although typically 
associated with metabolic syndrome and its compo-
nents (including obesity), there is now increased 
recognition of NAFLD in patients with a normal BMI. 
Insulin resistance seems to play a critical role in the 
development of NAFLD in both obese and non- obese 
populations; visceral obesity, greater waist circumfer-
ence, male sex, hypertension and dyslipidaemia also 
seem to be among the leading risk factors for NAFLD 
in the non- obese. Although there is limited evidence 
on mortality in lean versus non- lean NAFLD, several 
studies have shown there is a significant risk for the 
development of severe liver disease and NASH in lean 
NAFLD. The inclusion of patients with lean NASH 
for biomarker qualification studies and therapeutic 
interventions is important for disease identification 
in special populations and the prevention of disease 
progression in patients with limited self- directed 
options for disease management.

summAry poInts
 ► NAFLD occurs in patients with a normal BMI, with 

prevalence rates estimated at 7% in the United States and 
19% in Asia. These patients are at risk to develop NASH 
and progress to cirrhosis and its complications, including 
death and HCC.

 ► When compared to lean patients without NAFLD, those 
with NAFLD have higher fasting glucose, increased BMI, 
increased waist circumference, and decreased circulating 
serum adiponectin levels, suggesting that lean and non- 
lean NAFLD patients share a common altered metabolic 
profile unique from lean patients without NAFLD.

 ► Some lean patients with NAFLD harbor a genetic 
predisposition to its development. Particular loci asso-
ciated with increased risk of developing NAFLD as well 
as increased disease severity and faster progression to 
advanced fibrosis include: PNPLA3, TM6SF2, GCKR, 
and MBOAT7.

 ► Weight loss is of limited utility, and may prove harmful, 
in lean patients with NAFLD, and may be harmful to 
some. Current phase 2 and phase 3 trials are underway 
investigating agents that target glucose and lipid metabo-
lism, inflammation, and fibrosis. Efficacy of these agents 
in this specific subset of patients may reveal particular 
insights into disease biology and longitudinal assessment.
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