
biomedicines

Review

Role of Leptin in Non-Alcoholic Fatty Liver Disease

Carlos Jiménez-Cortegana 1,†, Alba García-Galey 1,†, Malika Tami 1, Pilar del Pino 2 , Isabel Carmona 2,
Soledad López 1, Gonzalo Alba 1 and Víctor Sánchez-Margalet 1,*

����������
�������

Citation: Jiménez-Cortegana, C.;

García-Galey, A.; Tami, M.; del Pino,

P.; Carmona, I.; López, S.; Alba, G.;

Sánchez-Margalet, V. Role of Leptin

in Non-Alcoholic Fatty Liver Disease.

Biomedicines 2021, 9, 762. https://

doi.org/10.3390/biomedicines9070762

Academic Editor: Ronit Shiri-Sverdlov

Received: 24 May 2021

Accepted: 17 June 2021

Published: 30 June 2021

Publisher’s Note: MDPI stays neutral

with regard to jurisdictional claims in

published maps and institutional affil-

iations.

Copyright: © 2021 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license (https://

creativecommons.org/licenses/by/

4.0/).

1 Department of Medical Biochemistry and Molecular Biology, School of Medicine,
Virgen Macarena University Hospital, University of Seville, 41073 Seville, Spain; cjcortegana@us.es (C.J.-C.);
albaggaley97@gmail.com (A.G.-G.); mali_k@hotmail.es (M.T.); slopez9@us.es (S.L.); galbaj@us.es (G.A.)

2 Unit of Digestive Diseases, Virgen Macarena University Hospital, 41073 Seville, Spain;
pilardelpino4@gmail.com (P.d.P.); icarmonasoria@gmail.com (I.C.)

* Correspondence: margalet@us.es
† Both authors should be considered as first authors.

Abstract: Non-alcoholic fatty liver disease (NAFLD), which affects about a quarter of the global
population, poses a substantial health and economic burden in all countries, yet there is no approved
pharmacotherapy to treat this entity, nor well-established strategies for its diagnosis. Its prevalence
has been rapidly driven by increased physical inactivity, in addition to excessive calorie intake
compared to energy expenditure, affecting both adults and children. The increase in the number of
cases, together with the higher morbimortality that this disease entails with respect to the general
population, makes NAFLD a serious public health problem. Closely related to the development
of this disease, there is a hormone derived from adipocytes, leptin, which is involved in energy
homeostasis and lipid metabolism. Numerous studies have verified the relationship between per-
sistent hyperleptinemia and the development of steatosis, fibrinogenesis and liver carcinogenesis.
Therefore, further studies of the role of leptin in the NAFLD spectrum could represent an advance in
the management of this set of diseases.
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1. Introduction

Leptin is a 16 kDa adipocyte-derived hormone described for the first time by Zhang et al.
(1994) as the product of the obese (Ob) gene [1], although its existence was predicted
some decades before in leptin-deficient (ob/ob) and leptin receptor-deficient (db/db)
mice [2,3]. Leptin primary amino acid sequences show differences in vertebrates, while
secondary and tertiary structures are similar [4] and alike to the long-chain helical cytokine
family, which includes interleukin (IL) 6, IL-11 (interleukin 11), G-CSF (granulocyte-colony
stimulating factor) or oncostatin M, among many others [5].

Leptin is characterized by having pleiotropic effects due to the great variety of leptin
receptors (known as Ob-R or LEPR), thus being able to affect many biological processes at
different levels. The six existing spliced Ob-R forms are called Ob-Ra, Ob-Rb, Ob-Rc, Ob-Rd,
Ob-Re and Ob-Rf, and belong to the class I cytokine superfamily [6,7] but differ from each
other in the lengths of their cytoplasmic regions [8]. The most important leptin receptor
is the long isoform Ob-Rb since it can fully transduce activation signals into the cell [9],
including signaling pathways such as Janus kinase (JAK) 2/signal transducer and activator
of transcription (STAT) 3, insulin receptor substrate (IRS)/phosphatidylinositol-3 kinase
(PI3K), or Src homology 2 domain-containing phosphatase 2 (SHP2)/mitogen-activated
protein kinase (MAPK) [10].

This adipokine, leptin, is mostly recognized for playing a key role in the central con-
trol of both energy metabolism [11] and obesity [12], but also has important regulatory
functions in different physiological systems and diseases, such as reproduction [13], bone
physiology [14], autoimmunity [15], and cancer [16], among many others [17]. Moreover,
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in the last few decades, data from experimental models and both observational and inter-
ventional studies have shown that leptin plays a role in non-alcoholic fatty liver disease
(NAFLD) [18], a clinicopathologic entity which develops in the absence of excessive alcohol
consumption (typically defined as <20 g per day in women and <30 g per day in men)
and comprises a spectrum of diseases, that include steatosis, non-alcoholic steatohepatitis
(NASH), hepatic fibrosis, cirrhosis, and hepatocellular carcinoma (HCC) [19].

Today, several problems are associated with NAFLD. This entity is the leading cause
of liver disease worldwide and its prevalence is increasing [20], affecting both adults and
children [21]. Most patients are asymptomatic for a long time, making it difficult to identify
and manage NAFLD and its progression and, in most cases, the disease is detected in
advanced stages [22,23]. In addition, there is no authorized effective pharmacological
treatments to improve patient outcomes [24]. Therefore, the need to increase research
efforts on effective diagnostic and prognosis is essential, suggesting leptin is a powerful
tool in the disease. For all those reasons, the purpose of this article is to review the existing
literature to better understand the role of leptin in the NAFLD spectrum and to take this
hormone into account as a possible clinical non-invasive biomarker or target of treatment
for this disease.

2. Non-Alcoholic Fatty Liver Disease (NAFLD): Characteristics and Signaling
Pathways of Leptin Receptor

NAFLD is a clinicopathologic entity comprising a broad spectrum of liver diseases
ranging from simple steatosis to NASH, a more aggressive form of NAFLD and associated
with varying degrees of hepatic fibrosis, cirrhosis, and HCC [25]. NAFLD has been rapidly
driven by daily life, including actions such as sedentarism or excessive caloric intake
compared to energy expenditure, affecting about 25% of the world population [19,20,26].
This pathological condition is detected in approximately 90% of obese (body mass index,
BMI ≥ 30 kg/m2) and 25% of lean patients (BMI 20.0–24.9 kg/m2) and can be affected
by other factors (e.g., age, sex, and race) [27]. The highest rates of NAFLD are in South
America (31%) and the Middle East (32%), followed by Asia (27%), the United States
(24%), Europe (23%), and Africa (14%) [28]. This makes NAFLD in the leading cause of
liver disease worldwide and will probably become the most common indication for liver
transplantation and the most frequent etiology of HCC in the following decades [21,27].

NAFLD is also considered the hepatic component of the metabolic syndrome, whose
prevalence is increasing worldwide at the same time as obesity and type 2 diabetes-mellitus
(T2DM) [29,30]. In fact, the Latin American Association for the Study of the Liver (ALEH)
recommended the renaming of NAFLD to “Metabolic Dysfunction Associated Fatty Liver
Disease (MAFLD)”, and the adoption of positive criteria to diagnose the disease, inde-
pendently of alcohol intake or other liver diseases. By contrast, the American Association
for the Study of Liver Diseases (AASLD) required that there is no significant alcohol
consumption or coexisting etiologies of chronic liver disease [23,31,32].

The pathogenesis of NAFLD entail a complex interplay between environmental factors,
obesity, changes in the microbiota and predisposing genetic variants that result in altered
lipid homeostasis and hepatocyte triglyceride accumulation [19]. In turn, NAFLD is mainly
related to metabolic syndrome and adipokines, which not only contribute to pathogenesis,
but are also involved in the progression to NASH and cirrhosis [30,33]. In this sense, the
physiological role of leptin in the liver was known before this adipokine was discovered,
as both db/db and ob/ob mice were shown to present alterations in the liver function,
including steatosis [34,35]. Table 1 summarizes research articles related to human NAFLD
throughout this review.
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Table 1. Overview about reviewed research articles in human non-alcoholic fatty liver disease (NAFLD) spectrum.

Author (Year) Country No Patients Conclusions

Jacobs et al. (2011) [29] Netherlands 434

Insulin resistance (IR) mediated between 75–80% of
the association of the metabolic syndrome with

alanine aminotransferase, as well as suggesting that
IR, adipose tissue inflammation and endothelial

dysfunction may contribute to NAFLD progression.

Hossain et al. (2015) [36] Bangladesh 110

IR was independently associated with serum leptin
levels irrespective of adiposity and glycemic status

in male prediabetic subjects. In addition, serum
leptin was increased in the female patients,

accompanied by pancreatic beta cell dysfunction and
IR. However, their relationship with NAFLD was

not affected by the degree of adiposity.

Cernea et al. (2018) [37] Romania 159

Hepatic steatosis was positively correlated with
serum leptin and leptin resistance, and negatively

with serum Ob-R. Leptin/Ob-R, and leptin
resistance did not made a significant contribution to

hepatic fibrosis.

Angulo et al. (2004) [38] U.S.A. 88

There was no association between serum leptin and
hepatic fibrosis. However, there was a correlation

between leptin with more advanced NAFLD-related
liver fibrosis.

Chitturi et al. (2002) [39] Australia 36 patients and
47 controls

Hyperleptinemia in NASH was correlated with
some factors (e.g., age and extent of hepatic

steatosis), but not with inflammation or
fibrotic severity.

Ataseven et al. (2006) [40] Turkey
45 patients (23

cirrhosis + 22 HCC)
and 25 controls

In cirrhosis and HCC patients there was a decrease
of serum leptin levels due to, at least partly, the

presence of nutritional and metabolic abnormalities,
including malnutrition, and high ghrelin levels.

Naveau et al. (2006) [41] France 209
Serum leptin was independently correlated with

steatosis and may play an important role in severity
of fibrosis.

Ockenga et al. (2007) [42] Germany 40 liver cirrhosis
+ 31 controls

Patients had bound leptin and soluble leptin
receptor levels significantly increased compared

with controls, without changes in free leptin.

Ertle et al. (2011) [43] Germany 162 NAFLD/NASH posed a risk factor for HCC, even in
the absence of cirrhosis.

Leptin Receptor Signaling and NAFLD

Leptin acts by binding to its receptors. Specifically, Ob-Rb isoform is the main leptin
receptor as it provokes signaling cascades [31]. After the binding between leptin and Ob-Rb
in hepatic cells, intracellular signaling is initiated and JAK2 phosphorylation and activation
is allowed. Thus, three tyrosine residues (Tyr985, Tyr1077 and Tyr1138) located in the
intracellular domain of Ob-Rb are phosphorylated by JAK2. Tyr985 induces SHP2 signal-
ing pathway and the activation of MAPK, Tyr1077 mediates the activation of STAT5, and
Tyr1138 activates both STAT5 and STAT3 [30,44–48]. Subsequently, STAT3 leads to increased
gene expression of suppressors of cytokine signaling (SOCS)-3, which acts as a negative
feedback inhibiting both leptin and insulin signaling. SOCS-3 overexpression causes resis-
tance to those hormones. Therefore, SOCS-3 downregulation could be a potential approach
to prevent and/or treat hepatic diseases [46,49,50]. JAK2 activity is also modulated by
phosphorylation of both IRS1 and IRS2, and activation of PI3K, which is essential for leptin
to exert its effect on food intake. Likewise, adenosine monophosphate-activated protein
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kinase (AMPK) activity is stimulated by leptin in peripheral tissues promoting catabolic
pathways such as fatty acid oxidation or glucose transport and inhibited in the brain to
regulate food intake through a series of hypothalamic neuropeptides [49]. Phosphatidyl
inositol 3-Kinase/PI3K/Akt/mammalian target of rapamycin (mTOR) is also activated,
improving insulin sensitivity in the liver by suppressing hepatic glucose production [51].
Figure 1 outlines leptin signaling pathways and their implications in the NAFLD spectrum.
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Figure 1. Leptin signaling pathways in the NAFLD spectrum. Leptin/Ob-Rb interaction activates different pathways via
JAK2 phosphorylation. The consequent signaling cascade can exert a disruptive role through the activation and phospho-
rylation of some component implied in this signaling network, such as signal transducer and activator of transcription
(STAT)3, STAT5, mitogen-activated protein kinase (MAPK) or AKT/mammalian target of rapamycin (mTOR) pathways,
thus favoring some malignancies of the NAFLD spectrum.

Leptin and other inflammatory adipokines such as IL-6 or TNF-α (Tumor nechrosis
factor) promote insulin resistance, which has been extensively described in the pathophys-
iology of NAFLD during the last few decades [52–54], as it provokes the inhibition of
lipid oxidation together with increased synthesis of fatty acids and triglycerides [19,36,37].
Specifically, leptin could antagonize some insulin functions by modifying the sensitivity of
adipocytes to the inhibitory action that insulin exerts on lipid accumulation, decreasing the
binding capacity of insulin receptors in the liver, and inhibiting insulin secretion in pancre-
atic islets [36–38]. Hyperleptinemia damages pancreatic β-cells and inhibits JAK2/PI3K
signaling in obese patients with T2DM and NAFLD. This signaling pathway is known as
the “leptin-insulin pathway” and under normal conditions is activated to regulate glucose
metabolism. In addition, hyperleptinemia increases the expression of sterol regulatory
element-binding protein 1 (SREBP-1) in the liver, causing lipogenesis [55]. In addition,
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Sahin-Efe et al. (2018) demonstrated that leptin levels were increased in patients with
T2DM, thus being a risk predictor for the development of this disease [56].

Moreover, some pathologies can cause NAFLD. This is the case of congenital or ac-
quired lipodystrophy, which is characterized by the total or partial absence of subcutaneous
adipose tissue and promotes ectopic accumulation of fat in other locations, including the
liver, which leads to severe insulin resistance and the development of NAFLD [57,58].
Patients with lipodystrophy are treated with leptin recombinant treatments, such as me-
treleptin, approved by the United States Food and Drug Administration (FDA) and the
Japanese Pharmaceuticals and Medical Devices Agency, since it improves many associated
metabolic disorders such as insulin sensitivity, glucose tolerance, hypertriglyceridemia
or NAFLD [59–61]. At the same time, work is being done on the development of leptin
analogues, leptin receptor agonists or drugs that act on downstream leptin pathways [62].

3. Leptin in the NAFLD Spectrum

NAFLD comprises a set of liver diseases, some of them irreversible. NAFLD de-
velopment is divided into three main steps: simple steatosis, NASH, and liver cirrhosis.
However, NAFLD can eventually trigger in HCC. Simple steatosis is caused by factors such
as high-fat and/or high sugar diet, obesity, T2DM, and other metabolic diseases, while
NASH can be developed by inflammation and hepatocyte apoptosis. If liver fibrosis is
provoked in this step, cirrhosis (and possibly HCC) will be also developed [63]. In the
following sections we are going to review the role of leptin in the pathogenesis of NAFLD,
which is summarized in Figure 2.

3.1. Leptin and Hepatic Steatosis

Hepatic steatosis has different degrees of severity related to liver damage in NAFLD:
from simple steatosis to NASH, which is the most important disease in the NAFLD spec-
trum, since its prevalence is estimated to be approximately 1.5–6.5% in the general pop-
ulation, and considerably increasing this percentage in obese individuals [20]. Although
most patients present isolated steatosis, about one third develop NASH, which confers a
higher risk of progression to more advanced stages of NAFLD. In this step, inflammation
develops when triglycerides levels exceed hepatic physiological adaptive mechanisms that
leads to the process of lipotoxicity by which reactive oxygen species (ROS), endoplasmic
reticulum stress and hepatocellular injury are produced. In turn, liver cell injury activates
the immune and apoptotic pathways, leading to cell death. This event is also one of the
main drivers for the development of fibrosis and cirrhosis over time [64].

Hepatic steatosis can be caused by both aberrant lipid and glucose metabolism. One of
leptin functions is to limit the storage of triglycerides in adipocytes and non-adipose tissues
including the liver, thereby preventing lipotoxicity. Under normoleptinemia conditions,
leptin exerts an anti-steatotic effect and improves insulin sensitivity by suppressing hepatic
glucose production and lipogenesis [50,65]. This explains the improvement or prevention of
hepatic steatosis development in ob/ob mice, linked to leptin administration [66]. Similarly,
the anti-steatosis action of leptin has been observed in non-obese mice with uncontrolled
type 1 diabetes mellitus (T1DM), in which such treatment induces a significant reduction
of lipogenic and cholesterogenic transcription factors and decreases the lipids located in
plasma and different tissues [67]. In this regard, one anti-steatotic mechanism carried out by
leptin is to regulate components of the lipid synthesis in the liver, such as the transcription
factor carbohydrate responsive element binding protein (ChREBP) [68].

Leptin has also been suggested to have a synergistic effect when used together with in-
sulin, probably inhibiting the production of very low-density lipoproteins (VLDL) [10,67,69].
According to this, leptin has been shown to improve insulin resistance and hepatic steatosis
in lypodystrophic mice [70]. Hackl et al. (2019) showed that brain leptin protects from
ectopic lipid accumulation and could be a therapeutic strategy to improve obesity-related
steatosis [71]. Moreover, this disease has been shown to alleviate upregulating leptin levels
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by using metformin [72] and through leptin signaling pathways by using a modification of
Samjunghwan, an herbal formula used in traditional Korean medicine [73].
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effects, although this hormone could also contribute to worsening of hepatic steatosis under certain
circumstances such as hyperleptinemia. In addition, leptin is involved in the pathogenesis of NAFLD
by promoting NASH and liver fibrosis. However, the role of leptin in NAFLD-related cirrhosis and
NAFLD-related hepatocellular carcinoma is unknown, but there is much evidence to confirm the
protumoral role of this adipokine in liver malignancies Table 1.

By contrast, high leptin levels have also been associated with hepatic steatosis and
NAFLD pathogenesis since a high percentage of NAFLD patients have been observed
to suffer obesity, which is closely related with hyperleptinemia [47,50,74]. The failure of
elevated leptin levels to correct hepatic steatosis lies in the generation of a state of resistance
to this hormone. Several mechanisms, including phosphorylation of Tyr985 in Ob-Rb and
increased expression of SOCS-3, attenuate leptin signaling and promote a cellular resis-
tance to leptin in obesity, which predominantly take place in the arcuate nucleus [75]. The
severity of hepatic steatosis correlates with leptin levels, especially in patients with high
BMI. In the case of lean patients with NAFLD, there are a number of genetic factors that
seem to contribute to the development of steatosis rather than leptinemia, and these are
hypobetalipoproteinemia and some metabolic disorders such as cystic fibrosis or celiac dis-
ease [76]. In addition, leptin has been reflected to have a pathogenic role in hepatic insulin
resistance and/or a failure of the antisteatotic actions [39]. Cernea et al. (2018) observed
an increased prevalence of NAFLD steatosis in T2DM patients [37]. Along the same lines,
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Pavlidis et al. (2011) showed that steatosis grade at baseline was significantly greater as
leptin concentrations increased in chronic hepatitis C patients [77] and Eshraghian et al.
(2020) demonstrated for the first time that alterations in adiponectin, leptin and insulin
resistance were correlated with hepatic steatosis in liver transplant recipients [78].

3.2. Leptin, Non-Alcoholic Steatohepatitis (NASH), and Fibrosis

In NAFLD, most patients have simple steatosis, but those with NASH can advance
to the next step of the disease, which is fibrosis. The mechanisms of progression from
simple steatosis to NASH are not entirely clear, but some factors are known to be involved
in the process [79], including an inflammation caused by the incomplete oxidation of
hepatic accumulated lipids, which generates toxic metabolites and produces apoptosis of
hepatocytes, thus activating inflammatory cells [80]. If inflammation becomes chronic, then
fibrosis will be developed [81]. Related to this, leptin could promote NAFLD by playing its
well-known role in the inflammatory process [17].

Advanced fibrosis implies an increased risk for developing other NAFLD-related
complications, such as cirrhosis and HCC. For that reason, an early diagnosis of patients
with advanced fibrosis is crucial [82]. In this sense, leptin has been shown to be a con-
tributing factor in fibrogenesis [60]. Rotundo et al. (2018) showed that leptin levels were
simultaneously increased with the degree of liver fibrosis, especially in patients with a
high BMI, while their lean counterparts had lower rates of fibrosis and inflammation [76].
Some studies have reported that Ob-R on Kupffer cells (KC) and sinusoidal endothelial
cells increases the expression of matrix remodeling enzymes, which induce the fibrosis
cascade in hepatic stellate cells (HSC). Specifically, in KC leptin upregulates the expression
of TGF- β, which is likely to contribute to HSC activation via paracrine signaling [18,76,83].

Activated HSC also contribute to increase inflammation and liver fibrosis by releasing
TGF-β1, angiopoietin-1, VEGF (vascular endothelial growth factor), and collagen-I. In
addition, HSC appear to produce leptin, and have also been proposed to express Ob-Rb,
which establishes a vicious cycle by stimulating proliferation and preventing apoptosis
of HSC and thus affecting hepatic inflammation and fibrosis [18]. KC can be activated
by leptin via peroxynitrite-mediated oxidative stress [84], which promotes CD8+CD57+

T cells, found in NASH progression [85]. Also, prolonged hyperleptinemia may result in
HSC, KC, and sinusoidal cell activation, that could trigger both the proinflammatory and
profibrogenic cascade [50].

3.3. Leptin and Liver Cirrhosis

According to several studies with small sample sizes, progression from NASH to liver
cirrhosis can occur in up to 25% of patients. This high disease burden has led to an increase
in the number of NASH-related transplants, possibly becoming in the leading cause of liver
transplantation worldwide in coming decades, displacing the hepatitis C virus [86]. Up to
now, leptin concentration in patients with NAFLD-related cirrhosis has not been studied.
However, leptin is known to induce VEGF on HSC, contributing to the irreversibility of
cirrhosis and, potentially, to NASH progression [87].

There are references in other types of liver cirrhosis about leptin, in which this hor-
mone has been demonstrated to be in both high [88] and low [40] levels. Even leptin
has also been found to be uncorrelated with the existence of cirrhosis in alcoholic liver
disease [41]. Interestingly, Ockenga et al. (2007) analyzed in vivo hepatic substrate and
leptin metabolism in 40 patients with liver cirrhosis and 31 healthy controls, showing that
patients had bound leptin and soluble leptin receptor levels significantly increased when
compared with controls, without changes in free leptin, suggesting a different role for those
components in both metabolic and inflammatory processes in cirrhotic patients [42].

3.4. Leptin and Hepatocellular Carcinoma

Obesity and T2DM are cancer promoters and, in coexistence with NAFLD, the aggres-
sive potential can be underestimated. HCC is the neoplasm most closely related to obesity
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in men. In this regard, HCC incidence increased by 3% per year in the last decade, unlike
other malignancies also associated with obesity, such as breast or colon cancer, whose
incidences remained stable or decreased. In part, this fact may be explained by the increase
in the prevalence of NASH [89]. NAFLD patients have been shown to develop HCC in both
early and late stages of the disease, being more common in the latter, providing evidence for
a potential association between NAFLD and HCC [90]. The mechanisms of HCC develop-
ment in a cirrhotic liver include destruction of hepatocytes due to chronic injury, and their
subsequent regeneration and compensatory cyclic proliferation. NAFLD patients usually
present insulin resistance which, together with hepatic steatosis and chronic low-grade
inflammation, favors the creation of an ideal environment for tumor development and
growth [91].

In HCC there are some established risk factors, including chronic hepatitis B, chronic
hepatitis C, alcohol consumption, and NAFLD, all of them potentially linked to leptin [92].
As with NAFLD-related cirrhosis, there no clinical studies that analyze the role of leptin
in NAFLD-related HCC. However, the procarcinogenic role of leptin in HCC patients
seems clear. Additionally, high leptin levels alone are also considered to increase the risk
of HCC [93]. In fact, in vitro studies suggest that this hormone is increased during the
proliferation, migration, and invasiveness of HCC cells through activation of PI3K/AKT
signaling pathways, mainly in obese patients [44] and have been demonstrated to take
part in the angiogenesis process [94], as well as both JAK2/STAT and ERK pathways [95].
In line with this, a lack of leptin action has been shown to reduce the angiogenic process
in experimental steatohepatitis [96]. Leptin also upregulates the expression of VEGF by
oxygen-independent activation of hypoxia-inducible factor 1alpha (HF1α) in HSC [97].
Moreover, the analysis of circulating leptin levels has been found to be increased in both
cirrhotic and non-cirrhotic patients regardless of the previous pathology [98], including
NASH [43]. In this regard, more studies have also reported the role of leptin and Ob-R as a
critical regulator in HCC development and progression [94,99,100].

However, Elinav et al. (2006) suggested a beneficial role of leptin in HCC murine
models since this hormone decreased tumor size and improved survival [101]. In the
same year, similar conclusions were drawn by analyzing both leptin and Ob-Rb in HCC
patients [102,103]. Despite this, there is sufficient evidence to suggest the critical role of
leptin in liver carcinogenesis, that may also be potentially fostered by NAFLD progression.

4. Concluding Remarks

NAFLD is a worldwide health problem due to its increasing prevalence, so the research
on its diagnosis, follow-up, and subsequent treatment has become essential. Moreover,
NAFLD requires a multidisciplinary approach given its high risk of cardiovascular morbid-
ity and mortality. In this sense, there is an urgent need for non-invasive diagnostic methods
to replace liver biopsy, so that early diagnosis and treatment monitoring is possible in a
large part of the population. Leptin, due to its direct relationship with body fat levels and
insulin resistance, has been shown to be an independent predictor of the presence or devel-
opment of NAFLD. This adipokine has been shown to have antisteatotic effects, although
it has also been associated with hepatic steatosis and may promote more advanced stages
of NAFLD that include NASH and liver fibrosis. The role of leptin in both NAFLD-related
cirrhosis and HCC has never been studied. Its functions in other liver cirrhosis remains
controversial. However, there is much evidence to establish the protumoral role of this
hormone in HCC derived from other liver diseases.

Treatment with leptin has proven to be effective in patients with congenital leptin
deficiency; however, its use in the rest of the affected subjects remains controversial, which
highlights the importance of continuing the line of research on the development of leptin
analogues that conserve the antisteatotic effect and lack proinflammatory and profibrogenic
action, as well as leptin sensitizers, or their synergistic effect when associated with different
drugs. While further observational studies and large clinical trials with long-term follow-
up are needed to fully evaluate the efficiency of the use of this adipokine, leptin could be
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used as an interesting biomarker in the diagnosis and follow-up of NAFLD, including the
combination of leptin level measurement together with metabolic analyses, lipid profile,
and glucose levels.

Author Contributions: Conceptualization (V.S.-M., I.C.), Resources (C.J.-C., A.G.-G., M.T., P.d.P.),
analysis and writing (C.J.-C., A.G.-G., M.T., P.d.P., S.L., G.A., I.C., V.S.-M., Funding acquisition (I.C.,
V.S.-M.). All authors have read and agreed to the published version of the manuscript.

Funding: Sociedad Andaluza de Patología Digestiva.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

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

References
1. Zhang, Y.; Proenca, R.; Maffei, M. Positional cloning of the mouse obese gene and its human homologue. Nature 1994, 372,

425–432. [CrossRef] [PubMed]
2. Ingalls, A.M.; Dickie, M.M.; Snell, G.D. Obese, a new mutation in the house mouse. J. Hered. 1950, 41, 317–318. [CrossRef]

[PubMed]
3. Hummel, K.P.; Dickie, M.M.; Coleman, D.L. Diabetes, a new mutation in the mouse. Science 1966, 153, 1127–1128. [CrossRef]
4. Denver, R.J.; Bonett, R.M.; Boorse, G.C. Evolution of leptin structure and function. Neuroendocrinology 2011, 94, 21–38. [CrossRef]
5. Zhang, F.; Basinski, M.B.; Beals, J.M.; Briggs, S.L.; Churgay, L.M.; Clawson, D.K.; DiMarchi, R.D.; Furman, T.C.; Hale, J.E.;

Hsiung, H.M.; et al. Crystal structure of the obese protein leptin-E100. Nature 1997, 387, 206–209. [CrossRef]
6. Tartaglia, L.A.; Dembski, M.; Weng, X.; Deng, N.; Culpepper, J.; Devos, R.; Richards, G.J.; Campfield, L.A.; Clark, F.T.;

Deeds, J.; et al. Identification and expression cloning of a leptin receptor OB-R. Cell 1995, 83, 1263–1271. [CrossRef]
7. Tartaglia, L.A. The leptin receptor. J. Biol. Chem. 1997, 272, 6093–6096. [CrossRef]
8. Myers, M.G., Jr. Leptin receptor signaling and the regulation of mammalian physiology. Recent Prog. Horm. Res. 2004, 59, 287–304.

[CrossRef]
9. Gorska, E.; Popko, K.; Stelmaszczyk-Emmel, A.; Ciepiela, O.; Kucharska, A.; Wasik, M. Leptin receptors. Eur. J. Med. Res. 2010, 15

(Suppl. 2), 50–54. [CrossRef]
10. Park, H.-Y.; Ahima, R.S. Leptin signaling. F1000Prime Rep. 2014, 6, 73. [CrossRef]
11. Deck, C.A.; Honeycutt, J.L.; Cheung, E.; Reynolds, H.M.; Borski, R.J. Assessing the Functional Role of Leptin in Energy

Homeostasis and the Stress Response in Vertebrates. Front. Endocrinol. 2017, 8, 63. [CrossRef]
12. Montserrat-de la Paz, S.; Pérez-Pérez, A.; Vilariño-García, T.; Jiménez-Cortegana, C.; Muriana, F.J.G.; Millán-Linares, M.C.;

Sánchez-Margalet, V. Nutritional modulation of leptin expression and leptin action in obesity and obesity-associated complications.
J. Nutr. Biochem. 2021, 89, 108561. [CrossRef]

13. Pérez-Pérez, A.; Toro, A.; Vilariño-García, T.; Maymó, J.; Guadix, P.; Dueñas, J.L.; Fernández-Sánchez, M.; Varone, C.; Sánchez-
Margalet, V. Leptin action in normal and pathological pregnancies. J. Cell. Mol. Med. 2018, 22, 716–727. [CrossRef] [PubMed]

14. Reid, I.R.; Baldock, P.A.; Cornish, J. Effect of leptin on the skeleton. Endocr. Rev. 2018, 39, 938–959. [CrossRef]
15. Navarini, L.; Margiotta, D.P.E.; Vadacca, M.; Afeltra, A. Leptin in autoimmune mechanisms of systemic rheumatic diseases.

Cancer Lett. 2018, 423, 139–146. [CrossRef]
16. Sánchez-Jiménez, F.; Pérez-Pérez, A.; De la Cruz-Merino, L.; Sánchez-Margalet, V. Obesity and Breast cancer: Role of leptin. Front.

Oncol. 2019, 9, 596. [CrossRef] [PubMed]
17. Pérez-Pérez, A.; Sánchez-Jiménez, F.; Vilariño-García, T.; Sánchez-Margalet, V. Role of leptin in inflammation and vice versa. Int.

J. Mol. Sci. 2020, 21, 5887. [CrossRef] [PubMed]
18. Polyzos, S.A.; Kountouras, J.; Mantzoros, C.S. Leptin in nonalcoholic fatty liver disease: A narrative review. Metabolism 2015, 64,

60–78. [CrossRef]
19. Arab, J.P.; Arrese, M.; Trauner, M. Recent Insights into the Pathogenesis of Nonalcoholic Fatty Liver Disease. Annu. Rev. Pathol.

Mech. Dis. 2018, 13, 321–350. [CrossRef]
20. Younossi, Z.M.; Koenig, A.B.; 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. [CrossRef]
21. Diehl, A.M.; Day, C. Cause, Pathogenesis, and Treatment of Nonalcoholic Steatohepatitis. N. Engl. J. Med. 2017, 377, 2063–2072.

[CrossRef]
22. Di Sessa, A.; Cirillo, G.; Guarino, S.; Marzuillo, P.; Miraglia-del Giudice, E. Pediatric non-alcoholic fatty liver disease: Current

perspectives on diagnosis and management. Pediatric Health Med. Ther. 2019, 10, 89–97. [CrossRef]

http://doi.org/10.1038/372425a0
http://www.ncbi.nlm.nih.gov/pubmed/7984236
http://doi.org/10.1093/oxfordjournals.jhered.a106073
http://www.ncbi.nlm.nih.gov/pubmed/14824537
http://doi.org/10.1126/science.153.3740.1127
http://doi.org/10.1159/000328435
http://doi.org/10.1038/387206a0
http://doi.org/10.1016/0092-8674(95)90151-5
http://doi.org/10.1074/jbc.272.10.6093
http://doi.org/10.1210/rp.59.1.287
http://doi.org/10.1186/2047-783X-15-S2-50
http://doi.org/10.12703/P6-73
http://doi.org/10.3389/fendo.2017.00063
http://doi.org/10.1016/j.jnutbio.2020.108561
http://doi.org/10.1111/jcmm.13369
http://www.ncbi.nlm.nih.gov/pubmed/29160594
http://doi.org/10.1210/er.2017-00226
http://doi.org/10.1016/j.canlet.2018.03.011
http://doi.org/10.3389/fonc.2019.00596
http://www.ncbi.nlm.nih.gov/pubmed/31380268
http://doi.org/10.3390/ijms21165887
http://www.ncbi.nlm.nih.gov/pubmed/32824322
http://doi.org/10.1016/j.metabol.2014.10.012
http://doi.org/10.1146/annurev-pathol-020117-043617
http://doi.org/10.1002/hep.28431
http://doi.org/10.1056/NEJMra1503519
http://doi.org/10.2147/PHMT.S188989


Biomedicines 2021, 9, 762 10 of 13

23. Shiha, G.; Korenjak, M.; Eskridge, W.; Casanovas, T.; Velez-Moller, P.; Högström, S.; Richardson, B.; Munoz, C.; Siguroardóttir, S.;
Coulibaly, A.; et al. Redefining fatty liver disease: An international patient perspective. Lancet Gastroenterol. Hepatol. 2020, 6,
73–79. [CrossRef]

24. Lanuza, F.; Sapunar, J.; Hofmann, E. Management of non-alcoholic fatty liver disease. Rev. Med. Chil. 2018, 146, 894–901.
[CrossRef] [PubMed]

25. Brunt, E.M.; Wong, V.W.-S.; Nobili, V.; Day, C.P.; Sookoian, S.; Maher, J.J.; Bugianesi, E.; Sirlin, C.B.; Neuschwander-Tetri, B.A.;
Rinella, M.E. Non-alcoholic fatty liver disease. Nat. Rev. Dis. Primers 2015, 1, 15080. [CrossRef] [PubMed]

26. Flier, J.S. Obesity Wars: Molecular Progress Confronts an Expanding Epidemic. Cell 2004, 116, 337–350. [CrossRef]
27. Younossi, Z.; Anstee, Q.M.; Marietti, M.; Hardy, T.; Henry, L.; Eslam, M.; George, J.; Bugianesi, E. Global burden of NAFLD and

NASH: Trends, predictions, risk factors and prevention. Nat. Rev. Gastroenterol. Hepatol. 2018, 15, 11–20. [CrossRef]
28. Estes, C.; Anstee, Q.M.; Arias-Loste, M.T.; Bantel, H.; Bellentani, S.; Caballeria, J.; Colombo, M.; Craxi, A.; Crespo, J.; Day, C.P.; et al.

Modeling NAFLD disease burden in China, France, Germany, Italy, Japan, Spain, United Kingdom, and United States for the
period 2016–2030. J. Hepatol. 2018, 69, 896–904. [CrossRef]

29. Jacobs, M.; Van Greevenbroek, M.M.J.; Van der Kallen, C.J.H.; Ferreira, I.; Feskens, E.J.M.; Jansen, E.H.J.M.; Schalkwijk, C.G.;
Stehouwer, C. The association between the metabolic syndrome and alanine amino transferase is mediated by insulin resistance
via related metabolic intermediates (the Cohort on Diabetes and Atherosclerosis Maastricht [CODAM] study). Metabolism 2011,
60, 969–975. [CrossRef]

30. Polyzos, S.A.; Aronis, K.N.; Kountouras, J.; Raptis, D.D.; Vasiloglou, M.F.; Mantzoros, C.S. Circulating leptin in non-alcoholic
fatty liver disease: A systematic review and meta-analysis. Diabetologia 2016, 59, 30–43. [CrossRef]

31. Mendez-Sanchez, N.; Arrese, M.; Gadano, A.; Oliveira, C.P.; Fassio, E.; Arab, J.P.; Chávez-Tapia, N.C.; Dirchwolf, M.; Torre, A.;
Ridruejo, E.; et al. The Latin American Association for the Study of the Liver (ALEH) position statement on the redefinition of
fatty liver disease. Lancet Gastroenterol. Hepatol. 2021, 6, 65–72. [CrossRef]

32. The Lancet Gastroenterology & Hepatology. Redefining non-alcoholic fatty liver disease: What’s in a name? Lancet Gastroenterol.
Hepatol. 2020, 5, 419. [CrossRef]

33. Polyzos, S.A.; Kountouras, J.; Zavos, C. Nonalcoholic fatty liver disease: The pathogenetic roles of insulin resistance and
adipocytokines. Curr. Mol. Med. 2009, 9, 299–314. [CrossRef] [PubMed]

34. Bray, G.A. Obesity, a disorder of nutrient partitioning: The MONA LISA hypothesis. J. Nutr. 1991, 121, 1146–11462. [CrossRef]
[PubMed]

35. Martínez-Una, M.; López-Mancheno, Y.; Diéguez, C.; Fernández-Rojo, M.A.; Novelle, M.G. Unraveling the Role of Leptin in Liver
Function and Its Relationship with Liver Diseases. Int. J. Mol. Sci. 2020, 21, 9368. [CrossRef]

36. Hossain, I.A.; Akter, S.; Rahman, M.K.; Ali, L. Gender specific association of serum leptin and insulinemic indices with
nonalcoholic fatty liver disease in prediabetic subjects. PLoS ONE 2015, 10, 1–12. [CrossRef]
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