
Abstract. – The non-alcoholic fatty liver dis-
ease is considered a predominant hepatopathy
worldwide and a component of metabolic syn-
drome. It represents a risk factor for the develop-
ment of cardiovascular diseases, independently
of the presence of diabetes mellitus, hyperten-
sion and obesity. For this reason, nowadays an
epidemiological analysis and a research of the
causes that correlate non-alcoholic fatty liver dis-
ease and cardiovascular pathologies, are ex-
tremely useful. There are important epidemiologi-
cal variations in relation to various geographical
areas, and depending on different population
groups, the prevalence of this pathology
changes. Epidemiological analysis for non-alco-
holic fatty liver disease shows its remarkable rel-
evance and diffusion, especially in Western ar-
eas; therefore immediate interventions are neces-
sary for its prevention, diagnosis and therapy. En-
dothelial dysfunction could be the joining link be-
tween non-alcoholic fatty liver diseases and car-
diovascular disease risk. Indeed, their correlation
should be researched in the alterations that meta-
bolic hepatopathies are able to induce on en-
dothelial function and viceversa. For this reason,
the scientific community may research new thera-
peutic strategies for non-alcoholic fatty liver dis-
ease, by intervening on the early stage of the
pathology and blocking endothelial dysfunction.
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Introduction

The non-alcoholic fatty liver disease (NAFLD)
is becoming the most predominant hepatopathy in
the near future1. It is characterized by a pathologi-
cal fat accumulation in hepatocytes > 5% in the
liver tissue, in absence of alcohol consumption,
drug intake, and viral hepatopathy2. This last
point is very important because the pathogenesis
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of this lipid accumulation is completely different
from pathogenesis of other nosological entities,
such as drug induced steatohepatitis, chemothera-
py associated steatohepatitis, and hepatitis C
virus-related steatosis, and it significantly lies on
insulin resistance3. Insulin resistance may be able
to intervene on all mechanisms responsible for
lipid accumulation in hepatocytes: hepatic lipoge-
nesis increase, a decrease of lipid export in the
liver, a decrease of hepatic fatty acid oxidation,
the increase of adipocyte lipolysis3-7.
Depending on histology, NAFLD can be dis-

tinguished into a simple lipid accumulation in
hepatocytes, named non-alcoholic fatty liver
(NAFL), and into a condition characterized by a
cytolitic damage supported by an inflammatory
process based on an imbalance of oxidoreduc-
tivecell potential, named non-alcoholic steato-
hepatitis (NASH). Even though factors responsi-
ble for the passage from first to second condition
are not yet clear, scientific community believes
that a basic genetic predisposition together with a
negative contribution of different environmental
causes, is able to trigger lipid peroxidation and
proinflammatory cytokine production, such as in-
terleukin (IL)-6, tumour necrosis factor alfa and
IL-1 beta, which support the pathology and also
cause the possible progression to more advanced
stages, including cirrhosis and hepatocellular car-
cinoma8-15. In this regard, NAFLD currently rep-
resents the second most common cause of hepa-
tocellular carcinoma development, as well as the
second most frequent indication for liver trans-
plantation, probably becoming the first cause by
20201,16-19. Since NAFLD is a pathology without
any symptom, with the exception of advanced
stages, its incidence and/or prevalence is largely
underestimated. The lack of specific pharmaco-
logical therapies, easier to obtain when the diag-
nosis is done, complicates the achievement of the
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Epidemiology

Geographical Distribution
Whatever consideration about incidence and

prevalence of NAFLD in the general population
corresponds to an estimate of real ones, probably
because of a large number of patients affected by
the pathology who do not know to be diseased.
There are remarkable epidemiological variations
in relation to geografichal areas analysed, and in
this case, the prevalence of the disease changes if
we consider specific population groups.
In North America the prevalence of NAFLD in

the general population is between 27% and 34%,
whereas the prevalence of NASH is between 3%
and 5%2,28,32-34. However, if we consider the high-
risk population groups, in these areas NAFLD
prevalence grows exponentially, precisely 75-
92% in obese subjects and 60-70% in diabetic
ones34-40. This problem has a higher importance if
we consider the diffusion of obesity and diabetes
in the American population41. Indeed, one-third
of the population consists of overweight subjects
or obese people showing an increase of type 2 di-
abetes mellitus incidences doubled in the last
decade. These data seem to be even more discon-
certing in view of the fact that this increase is
mainly related to an increased diffusion of these
pathological conditions in young and pediatric
population, that have a higher life expectancy.
Consequently, in the absence of an efficient ther-
apeutic intervention, in the near future it will be
possible to observe an increase in the prevalence
of disease advanced stages and its hepatic and
extrahepatic complications42. Indeed, both obesi-
ty and type 2 diabetes mellitus, are considered
risk factors for the development of NASH and fi-
brosis2,28,38,43.
In Europe, the estimated NAFLD prevalence

affects, on average, one-fourth of the general
population among the different nations, includ-
ing areas with a higher prevalence in Balkan
Peninsula (40-45%)44-47. In Asia it is possible to
observe, on average, a prevalence between 15%
and 20% with a variable distribution among
China, Japan, Korea, Malaysia, Indonesia and
Sri Lanka, from 3 to 10 percentage points more
or less24,47-52. The increase of prevalence among
obese subjects and diabetic ones in Europe and
Asia, shows what it has already been highlight-
ed for the United States. Therefore, it is possi-
ble to observe the existence of a gradient of
NAFLD prevalence in the general population,
with higher rates in the Western areas of the

consent for the execution of parenchymal biopsy,
that is the diagnostic gold standard. Moreover,
nowadays the number of specialist medical con-
sultations related to this pathology is very re-
duced, because routine analysis execution, per-
formed in order to determine transaminase level,
often produces negative response despite the
presence of the disease, since there is no correla-
tion between liver damage and aspartate amino-
transferase/alanine aminotransferase levels in
NASH 20,21.
NAFLD is part of metabolic syndrome and is

considered a risk factor for the development of
cardiovascular diseases independently of the
presence of diabetes, hypertension and obesi-
ty22,23. Indeed, the most of deaths that occur in
patients with NAFLD could be due to cardiovas-
cular causes24.
Currently, there are more than 7 billion people

worldwide. About 1,5 billion is malnourished,
and more than double is overfed and obese, in
fact obesity is now considered as a real epidemic.
This observation is relevant because this social
category represents that with a higher prevalence
of NAFLD 25,26. With regard to hepatopathy etiol-
ogy, in the near future a complete reversal of the
ratio between viral and metabolic hepatopathies
will probably occur, with a clear prevalence of
metabolic ones1. Because of the high rate of mor-
bility and mortality with a survival, estimated at
ten years, of 60-70% of patients with NASH, in-
ternational scientific community has wondered
whether a screening plan for NAFLD identifica-
tion were necessary27-29. Each screening plan
should be direct towards significant and poten-
tially lethal diseases, that are common in the gen-
eral population, have a well identified natural
history, benefit from an early therapeutic ap-
proach, are diagnosed in simple and cheap way.
NAFLD has two of the features above men-
tioned, especially in relation to the diffusion of
pathological process in world population. This
led to believe that in 2015 there were no prereq-
uisites to start a screening plan for this patholo-
gy, even if this concept should be probably re-
assessed in the light of epidemiological data, de-
velopment of well defined treatments, and new
diagnostic procedures that will be observable in
the near future29-31. This review aims to the recent
epidemiological developments, as well as the
connection between NAFLD and cardiovascular
diseases, taking into consideration a possible
joining link of these two entities: endothelial
dysfunction (ED).
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Earth, which gradually decrease if we consider
the rates of the Eastern countries. This is proba-
bly related to more factors: environmental fac-
tors, lifestyle and drastic modifications in diet
(i.e., meat consumption in Western countries and
fish consumption in Eastern ones), as well as ge-
netic factors transmittable among native people. 

Age, Sex, Ethnicity and Genes
In the analysis of world population, a lot of

studies highlighted some connections among
NAFLD prevalence, age, sex and ethnicity. Ac-
cording to some authors, people in advanced age
and male gender have a higher risk of developing
NAFLD, independently of presence or absence
of metabolic syndrome53-58. In male gender, it is
possible to observe an increase of the risk of
NAFLD in the transition between young and me-
dian age, until 50, threshold beyond which a pro-
gressive decline occurs59,60. Whereas female gen-
der has a higher risk of developing NAFLD from
the age of 45-50, with a progressive decline after
7059-61. Moreover, the age could have an influ-
ence on the risk of progression of the disease
from NAFL to NASH, until the development of
fibrosis in advanced stages and hepatic and ex-
trahepatic complications related to the patholo-
gy43,62,63. Furthermore, it has been hypothesized
that, in women, oestrogens may have a protective
role towards liver fibrosis development: in this
way the risk of fibrosis may increase in relation
to age progression in the male gender, and it is
higher if compared to the risk in women of the
same age until 50. From this threshold on, a re-
duction of this difference may occur, becoming
weak after menopause64.
As is known, there is a connection between the

risk of developing NAFLD and ethnicity65. In the
American population there is a clear prevalence
of liver steatosis among Hispanic subjects if com-
pared to Caucasian ones, and even less in African
Americans66. This difference is related to a higher
distribution of risk factors responsible for the de-
velopment of NAFLD in the Hispanic population,
if compared to African Americans. Indeed, de-
spite African Americans show a prevalence of
obesity and insulin resistance similar toHispanic
people, they have a lower frequency of liver
steatosis66. Additionally, at histology, Hispanic
subjects often present NASH signs, including bal-
looning hepatocytes and Mallory bodies, if com-
pared to Caucasian people and African Ameri-
cans67. In epidemiological analysis, the evaluation
of familial predisposition to NAFLD develop-

ment is also reported. Indeed, there are familial
clusters in which the copresence of NAFLD
among lineal relatives can reach 39%68. Some-
times, the transmission of a mutation developed
on a regulator gene of lipid metabolism can oc-
cur, which can produce an increase of fatty acid
synthesis, hepatic uptake, export decrease, alter-
ation of oxidative metabolism69,70. However,
monogenic mutations able to determine this dis-
ease transmission are very rare in the general
population, for this reason it is impossible to ex-
clusively ascribe the role of this familial predis-
position to them. Rather, there are allelic variants
of some genes, such as I148M for the gene
patatin-like phospholipase domain-containing 3
(PNPLA3), involved in triglyceride hydrolisis,
which are associated with a higher risk of devel-
opment and progression of the disease71,72. The
distribution of these allelic variants among differ-
ent ethnicities could explain, at least in part, their
different predisposition to develop this pathology.
However, other studies have put in correlation
this allelic variant with the development and pro-
gression of NAFLD in advanced stages, indepen-
dently of age, sex and ethnicity72-74. Another vari-
ant of PNPLA3 gene, S4531 is associated to a re-
duced hepatic accumulation of triglycerides. It is
more widespread among African Americans than
between Caucasian and the Hispanic people,
which present a smaller expression75.
The background of the damage supported by

liver lipid accumulation, is the outbreak of an in-
flammatory reaction related to the generation of
reactive oxygen species (ROS). Therefore, the
overexpression of genes with proinflammatory
activity, supported by rs12979860 CC genotype
of IL-28B, together with PNPLA3 rs738409 GG,
is associated to both a higher lobular inflamma-
tion and fibrosis76. Moreover, the minor activity
of superoxide dismutase-2 enzime too, in deter-
mining a reduction of ROS concentration is asso-
ciated to a similar histological response77. Other
genic variants, related to familial forms of
NAFLD in advanced stages are rs780094 of he-
patic glicokinase regulatory protein, rs2228603
polymorphism of neurocan gene, rs3750861
polymorphism of Kruppel-like factor-6, involved
in the activation of liver stellate cells for the de-
posit of fibrotic tissue, and rs58542926 polymor-
phism of trans-membrane 6 superfamily member
278-83. The study of genes responsible for the de-
velopment and progression of the pathology may
allow the identification of familial groups at risk
to be undergone screening tests aimed at obtain-

4733

NAFLD epidemiology: role of endothelial dysfunction



4734

ing an early diagnosis of the disease, in order to
avoid its evolution in more advanced and severe
forms, as well as to avoid the development of he-
patic or extrahepatic complications. 

Endothelial Dysfunction
Endothelium can be considered as an organ

that has a key role in vascular homeostasis,
through the release of a large number of sub-
stances with autocrine and paracrine activity,
such as: nitrix oxide (NO), prostacycline, en-
dothelium derived hyperpolarizing factor, en-
dothelin-1, thromboxane A2, prostaglandin A2,
platelet activating factor and many others84. The
processes regulated by these substances include
the maintenance of vascular tone, vasal perme-
ability, balance between coagulation and fibrinol-
ysis, as well as subendothelial matrix structuring
and proliferation/apoptosis of smooth muscle
cells85. NO is produced by L-arginine catabolism
due to NO-synthase (NOS)86. NO production is
stimulated by both substances, including acetyl-
choline, bradykinin, substance P, serotonin,
which act on specific receptors and mechanical
stimuli: wall shear stress. NO causes a reduction
of intracellular calcium concentration in smooth
muscle cells and consequently their release87.
When endothelium is physically and functionally
damaged, these homeostatic mechanisms fail, es-
pecially those related to NO-dependent vasodila-
tion, determining ED. ED is characterized by a
reduction of bioavailability of vasodilator mole-
cules and/or an increase of vasocontrictor stim-
uli, such as thromboxane A2, prostaglandin H2
and ROS86. ROS cause not only vasocontriction,
but also NO degradation, reducing its bioavail-
ability and producing a vicious circle that further
damages endothelium, making it more predis-
posed to the onset of cardiovascular disease. 

NAFLD and Endothelial Dysfunction
NAFLD and its association with other known

risk factors is now considered both a marker of
cardiovascular diseases and a pathological mani-
festation able to carry out a pathogenetic role to-
wards cardiovascular diseases88-91. Nowadays,
among death causes in patients with NAFLD
stand out cardiovascular pathologies, for this rea-
son an intervention in the “metabolic epidemic
era” is necessary in order to reduce the number of
deaths24. The connection between NAFLD and
cardiovascular diseases may be researched in the
alterations that metabolic hepatopathies are able to
induce on endothelial function, independently of

other cardiovascular risk factors. Carotid intima-
media tickness alterations, atherosclerosis, coro-
nary calcification and low coronary flow reserve
are also associated with NAFLD, and their severi-
ty in the pejorative sense is directly correlated to
the severity of histological liver damage, defined
by lobular inflammation and fibrosis extent22,92-95.
ED evaluation is one of the most recent research
areas in the field of NAFLD, and its evaluation
may be essential to define patients with a higher
risk of developing cardiovascular diseases. In-
deed, a study by Rubinshtein et al96 that included
270 symptomatic outpatients with unexplained
chest pain, low-risk findings during stress testing
and/or the absence of new obstructive lesions by
an invasive coronary angiogram, demonstrated an
association between ED, evaluated by peripheral
arterial tonometry, and the onset of adverse cardio-
vascular events, such as: cardiac death, myocar-
dial infarction, revascularization or cardiac hospi-
talization, during the seven years of follow-up.
Actually, the association between ED and NAFLD
was already highlighted in 2005, in a study, that
demonstrated a significant reduction of flow medi-
ated dilatation (FMD) in NAFLD patients if com-
pared to controls, after adjusting for sex, age, body
mass index, and insulin resistance97. Back then,
even though NAFLD started to be considered a
significant problem of hepatology, it did not have
the same epidemiological relevance that we live
nowadays. In 2013, Colak et al98 highlighted in an
observational case-control study, a reduction of
FMD in NAFLD patients if compared to controls.
These data did not correlate with classic risk fac-
tors for cardiovascular diseases, neither with the
presence nor the absence of metabolic syndrome,
and this difference was mainly marked in patients
with NASH.
In 2015 Long et al99, with a study in a large

community-based sample (n. 2284) of patients
without apparent cardiovascular diseases, high-
lighted the association of NAFLD, as defined by
decreased liver attenuation on multidetector
computed tomography, and abnormalities in both
the microcirculation and ED. NAFLD correlated
with measures of microvascular dysfunction: fin-
gertip peripheral arterial tonometry ratio, base-
line brachial artery mean flow velocity, and base-
line peripheral artery pulse amplitude after ad-
justing for cardiovascular and metabolic risk fac-
tors. The possible explanation of this ill-fated as-
sociation could derive from the fact that NAFLD,
inducing proinflammatory cytockine production
and low-grade inflammation, would lead to an
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inefficiency of mechanisms that underlie func-
tional endothelial homeostasis100. However the
pathogenetic connection between NAFLD and
ED maybe also inversely considered, as different
studies demonstrated: ED would be able to in-
duce and worsen metabolic hepatopathy, produc-
ing a self-feeding vicious circle.
Some investigations have highlighted how ED

may be considered an early alteration in metabolic
hepatopathy that develops before the on set of
whatever cardiovascular disease or structural alter-
ation of vasal wall101. In a paper by Pasarìn et al102,
it has been demonstrated how mice fed for 30
days with a “Cafeteria diet” (including 65% of
calorie intake made up of fats, especially saturated
ones) precociously developed ED, before the de-
velopment of structural endothelial alterations, in-
flammation and liver fibrosis. They studied hepat-
ic microcirculation through an ex-vivo liver perfu-
sion model, eliminating the possible extrahepatic
effects on endothelial functionality. They observed
an ex-vivo portal perfusion pressure increase in the
liver of mice fed for 30 days with Cafeteria diet,
compared to those fed with conventional diet;
there was a reduction of this difference using NO,
therefore the most likely hypothesis is that it was
due to an increase of vasal tone102. Moreover, they
evaluated the vasodilator response to acetyl-
choline stimulus (ED standardized evaluation
method) that was clearly lower in mice fed for 30
days with Cafeteria diet than in mice fed with con-
ventional diet102. Lastly, they measured phospho-
rylated protein kinase B and phosphorylated NOS
(active forms of proteins) levels, which were
lower in mice fed for 30 days with Cafeteria diet
than in mice fed with conventional diet102. Re-
garding this last observation, the researchers con-
cluded that an early phase of ED development
was the onset, induced by Cafeteria diet, of liver
endothelial insulin resistance: insulin administra-
tion, that physiologically increases the amount of
active NOS, did not cause any effect in hepatic
capillaries of mice fed with Cafeteria diet, com-
pared to the increase obtained in mice fed with
conventional diet. 
A suitable NO production due to the correct

operation of NOS stops hepatic stellate cells acti-
vation, prevents sinusoidal thrombosis, a known
progression mechanism of liver cirrhosis, and it
is essential for the correct process of liver regen-
eration102-108.
In another study, Miyao et al109 have highlight-

ed that structural variation of sinusoids, observed
beyond the fourth week from the beginning of

the experiment, underlies the process that causes
the inflammation and fibrosis development. In-
deed, they demonstrated the way sinusoidal cap-
illarization in mice, in L-amino acid-defined diet
model of NAFLD, precedes the development of
inflammation and consequently the passage from
NAFL to NASH, as well as fibrosis109. The theo-
ry of researchers is that the structural change of
sinusoids, the loss of fenestrations and the acqui-
sition of continual basal membrane can be asso-
ciated with a functional change of endothelial tis-
sue that, becoming dysfunctional, would be able
to carry out a role that promotes the activation of
immune cells, with the onset of inflammation,
and hepatic stellate cells for the deposit of extra-
cellular matrix. 
The most suggestive hypothesis is to manage

to intervene on ED process, through its early
identification, with the use of next-generation
medicines, which may lead to the interruption of
pathogenetic chain that leads to the progression
of hepatocellular damage. 

Serum Markers of Endothelial Dysfunction
A possible joining link between NAFLD and

cardiovascular diseases has therefore been identi-
fied in ED. For this reason, the development of
new diagnostic methods able to measure ED
should be necessary, in order to predict cardio-
vascular risk in NAFLD patients. In this regard,
for ED evaluation it is possible to use invasive
methods (intravascular injection of acetylcholine
and the measurement of vasodilation caused by
this neurotransmitter) and non-invasive methods,
that are economically unsustainable for ED
screening (FMD), up to dosage of ED serum
markers. 
Elsheikh et al110 have tried to correlate

NAFLD and presence of coronary artery disease
(CAD) to the level of some ED serum markers.
Sixty-six patients with NAFLD (diagnosed by ul-
trasonography and fatty liver index) and CAD
(evaluated by coronary angiography) were en-
rolled. The evaluated serum markers were:
Endocan (ESM-1): a soluble proteoglycan,

discovered by Lassalle and co-workers in 1996,
produced by endothelial cells111. It is released by
damaged endothelial cells in response to proin-
flammatory and angiogenetic stimuli112,113.
High mobility group box 1 (HMGB1): a mole-

cule that has a role in the regulation of inflamma-
tory response by endothelial cells, inducing the
dysfunction114,115. However, on the contrary, other
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scientific proofs demonstrate the role of this mol-
ecule in repair process and endothelial homeosta-
sis116.
Anti-endothelial cells antibodies: antibodies

directed against endothelial cells; they would in-
crease endothelial expression of leukocyte adhe-
sion molecules, pro inflammatory cytokine pro-
duction and their apoptosis117-119.
ESM-1 was higher in NAFLD patients with

CAD than in controls, and its level directly corre-
lated with CAD degree, observed by arteriogra-
phy. ESM-1, together with hyperlipemia, was
significantly associated with an increased risk of
cardiovascular diseases in NAFLD patients. 
HMGB1 levels were lower in patients with

NAFLD and CAD than in NAFLD patients with-
out CAD. However, the researcher observed that
the correlation between HMGB1/ESM-1 ratio
was significantly reduced in NAFLD patients
with CAD if compared to controls. A possible
explanation of this outcome, as the authors hy-
pothesized, could be the alteration of balance be-
tween damage (measured by ESM-1 levels) and
endothelial repair (measured by HMGB1 levels).
Nevertheless, since the role of this molecule is
not clear in endothelial physiopathology, future
researches are necessary in order to confirm the
predictive role in ED. Finally, no significant dif-
ference about anti-endothelial cells antibodies
levels between NAFLD patients with CAD and
controls was observed. 
In summary, currently the most reliable serum

markers for ED evaluation are ESM-1 serum lev-
els and HMGB1/ESM-1 ratio.

Conclusions

Epidemiological analysis for NAFLD shows,
year by year, the huge relevance of this patholo-
gy, economically and socially. The large diffu-
sion of risk factors for NAFLD in Western ar-
eas, implicates the necessity of an immediate
intervention for the prevention, diagnosis and
therapy of this pathology, because it has also
been identified as an independent cardiovascu-
lar risk factor. A greater awareness of phys-
iopathological steps that lead to the correlation
between NAFLD and cardiovascular diseases,
allows us to highlight a new scientific scenario,
which is ED may be considered as an early
phase of pathogenetic process that leads to
death due to cardiovascular pathologies in these
patients24. Therefore, ED identification in pa-

tients with simple steatosis, with low-cost meth-
ods, may provide extra information about pa-
tient prognosis, in addition to the evaluation of
conventional risk factors, as regards both car-
diovascular system and liver. For this reason,
the scientific community should research new
therapeutic strategies for NAFLD, and intervene
on an early stage of the pathology, blocking ED.
This approach could determine a strong impact
on cardiovascular in these patients, with a clear
advantage with regard to public health.

––––––––––––––––––––
Acknowledgements
We thank Ms Maddalena Farina (Second cycle degree in
Linguistics and Translation for Special Purposes) for her
English assistance.

–––––––––––––––––-––––
Conflict of Interest
The Authors declare that there are no conflicts of interest.

References

1) CHARLTON M. Nonalcoholic fatty liver disease: a re-
view of current understanding and future impact.
Clin Gastroenterol Hepatol 2004; 2: 1048-1058.

2) CHALASANI N, YOUNOSSI Z, LAVINE JE, DIEHL AM,
BRUNT EM, CUSI K, CHARLTON M, SANYAL AJ. The di-
agnosis and management of non-alcoholic fatty
liver disease: practice Guideline by the American
Association for the Study of Liver Diseases,
American College of Gastroenterology, and the
American Gastroenterological Association. Hepa-
tology 2012; 55: 2005-2023.

3) ALAM S, MUSTAFA G, ALAM M, AHMAD N. Insulin re-
sistance in development and progression of non-
alcoholic fatty liver disease. World J Gastrointest
Pathophysiol 2016; 7: 211-217.

4) PAREDES AH, TORRES DM, HARRISON SA. Nonalcoholic
fatty liver disease. Clin Liver Dis 2012; 16: 397-
419.

5) KARLAS T, WIEGAND J, BERG T. Gastrointestinal com-
plications of obesity: non-alcoholic fatty liver dis-
ease (NAFLD) and its sequelae. Best Pract Res
Clin Endocrinol Metab 2013; 27: 195-208.

6) MOORE JB. Non-alcoholic fatty liver disease: the
hepatic consequence of obesity and the metabol-
ic syndrome. Proc Nutr Soc 2010; 69: 211-220.

7) SOUZA MR, DINIZMDE F, MEDEIROS-FILHO JE, ARAUJO

MS. Metabolic syndrome and risk factors for non-
alcoholic fatty liver disease. Arq Gastroenterol
2012; 49: 89-96.

8) BUZZETTI E, PINZANI M, TSOCHATZIS EA. The multi-
ple-hit pathogenesis of non-alcoholic fatty liver
disease (NAFLD). Metabolism 2016; 65: 1038-
1048.

A. Federico, M. Dallio, M. Masarone, M. Persico, C. Loguercio



9) STEFAN N, KANTARTZIS K, HARING HU. Causes and
metabolic consequences of fatty liver. Endocr
Rev 2008; 29: 939-960.

10) CAI D, YUAN M, FRANTZ DF, MELENDEZ PA, HANSEN

L, LEE J, SHOELSON SE. Local and systemic insulin
resistance resulting from hepatic activation of
IKK-beta and NF-kappaB. Nat Med 2005; 11:
183-190.

11) YOUNOSSI ZM, OTGONSUREN M, VENKATESAN C, MISHRA

A. In patients with non-alcoholic fatty liver disease,
metabolically abnormal individuals are at a higher
risk for mortality while metabolically normal indi-
viduals are not. Metabolism 2013; 62: 352-360.

12) HOSSAIN N, AFENDY A, STEPANOVA M, NADER F, SR-
ISHORD M, RAFIQ N, GOODMAN Z, YOUNOSSI Z. Inde-
pendent predictors of fibrosis in patients with non-
alcoholic fatty liver disease. Clin Gastroenterol
Hepatol 2009; 7: 1224-1229.

13) REDDY SK, STEEL JL, CHEN HW, DEMATEO DJ, CARDI-
NAL J, BEHARI J, HUMAR A, MARSH JW, GELLER DA,
TSUNG A. Outcomes of curative treatment for he-
patocellular cancer in nonalcoholic steatohepatitis
versus hepatitis C and alcoholic liver disease.
Hepatology 2012; 55: 1809-1819.

14) FEDERICO A, DALLIO M, GODOS J, LOGUERCIO C, SA-
LOMONE F. Targeting gut-liver axis for the treat-
ment of nonalcoholic steatohepatitis: transla-
tional and clinical evidence. Transl Res 2016;
167: 116-124.

15) MIELE L, FORGIONE A, HERNANDEZ AP, GABRIELI ML,
VERO V, DI ROCCO P, GRECO AV, GASBARRINI G, GAS-
BARRINI A, GRIECO A. The natural history and risk
factors for progression of non-alcoholic fatty liver
disease and steatohepatitis. Eur Rev Med Phar-
macol Sci 2005; 9: 273-277.

16) CHARLTON MR, BURNS JM, PEDERSEN RA, WATT KD,
HEIMBACH JK, DIERKHISING RA. Frequency and out-
comes of liver transplantation for nonalcoholic
steatohepatitis in the United States. Gastroen-
terology 2011; 141: 1249-1253.

17) YOUNOSSI ZM, OTGONSUREN M, HENRY L, VENKATESAN

C, MISHRA A, ERARIO M, HUNT S. Association of non-
alcoholic fatty liver disease (NAFLD) with hepato-
cellular carcinoma (HCC) in the United States
from 2004 to 2009. Hepatology 2015; 62: 1723-
1730.

18) STARLEY BQ, CALCAGNO CJ, HARRISON SA. Nonalco-
holic fatty liver disease and hepatocellular carci-
noma: a weighty connection. Hepatology 2010;
51: 1820-1832.

19) YASUI K, HASHIMOTO E, KOMORIZONO Y, KOIKE K, ARII

S, IMAI Y, SHIMA T, KANBARA Y, SAIBARA T, MORI T,
KAWATA S, UTO H, TAKAMI S, SUMIDA Y, TAKAMURA T,
KAWANAKA M, OKANOUE T. JAPAN NASH STUDY

GROUP, MINISTRY OF HEALTH, LABOUR, AND WELFARE OF

JAPAN. Characteristics of patients with nonalco-
holic steatohepatitis who develop hepatocellular
carcinoma. Clin Gastroenterol Hepatol 2011; 9:
428-433.

20) ONG JP, ELARINY H, COLLANTES R, YOUNOSZAI A,
CHANDHOKE V, REINES HD, GOODMAN Z, YOUNOSSI

ZM. Predictors of nonalcoholic steatohepatitis
and advanced fibrosis in morbidly obese patients.
Obes Surg 2005; 15: 310-315.

21) HAMAGUCHI M, KOJIMA T, TAKEDA N, NAGATA C, TAKE-
DA J, SARUI H, KAWAHITO Y, YOSHIDA N, SUETSUGU A,
KATO T, OKUDA J, IDA K, YOSHIKAWA T. Nonalcoholic
fatty liver disease is a novel predictor of cardio-
vascular disease. World J Gastroenterol 2007;
13: 1579-1584.

22) BREA A, PUZO J. Non-alcoholic fatty liver disease
and cardiovascular risk. Int J Cardiol 2013; 167:
1109-1117.

23) SANTOLIQUIDO A, DI CAMPLI C, MIELE L, GABRIELI ML,
FORGIONE A, ZOCCO MA, LUPASCU A, DI GIORGIO A,
FLORE R, POLA P, GASBARRINI G, GASBARRINI A, TONDI P,
GRIECO A. Hepatic steatosis and vascular disease.
Eur Rev Med Pharmacol Sci 2005; 9: 269-271.

24) WANG Z, XIA B, MA C, HU Z, CHEN X, CAO P. Preva-
lence and risk factors of fatty liver disease in the
Shuiguohu district of Wuhan city, central China.
Postgrad Med J 2007; 83: 192-195.

25) LI L, LIU DW, YAN HY, WANG ZY, ZHAO SH, WANG B.
Obesity is an independent risk factor for non-al-
coholic fatty liver disease: evidence from a meta-
analysis of 21 cohort studies. Obes Rev 2016;
17: 510-519.

26) MASARONE M, FEDERICO A, ABENAVOLI L, LOGUERCIO C,
PERSICO M. Non-alcoholic fatty liver: epidemiology
and natural history. Rev Recent Clin Trials 2014;
9: 126-133.

27) NEUSCHWANDER-TETRI BA, CALDWELL SH. Nonalcoholic
steatohepatitis: summary of an AASLD single topic
conference. Hepatology 2003; 37: 1202-1219.

28) CALDWELL S, ARGO C. The natural history of non-al-
coholic fatty liver disease. Dig Dis 2010; 28: 162-
168.

29) FAZEL Y, KOENIG AB, SAYINER M, GOODMAN ZD,
Younossi ZM. Epidemiology and natural history of
non-alcoholic fatty liver disease. Metabolism
2016; 65: 1017-1025.

30) CHALASANI N, YOUNOSSI Z, LAVINE JE, DIEHL AM,
BRUNT EM, CUSI K, CHARLTON M, SANYAL AJ. The di-
agnosis and management of nonalcoholic fatty
liver disease: practice guideline by the American
Association for the Study of Liver Diseases,
American College of Gastroenterology, and the
American Gastroenterological Association. Hepa-
tology 2012; 55: 2005-2023.

31) NASCIMBENI F, PAIS R, BELLENTANI S, DAY CP, RATZIU V,
LORIA P, LONARDO A. From NAFLD in clinical prac-
tice to answers from guidelines. J Hepatol 2013;
59: 859-871.

32) LAZO M, HERNAEZ R, EBERHARDT MS, BONEKAMP S,
KAMEL I, GUALLAR E, KOTEISH A, BRANCATI FL, CLARK

JM. Prevalence of nonalcoholic fatty liver disease
in the United States: the third national health and
nutrition examination survey, 1988-1994. Am J
Epidemiol 2013; 178: 38-45.

33) VERNON G, BARANOVA A, YOUNOSSI ZM. Systematic
review: the epidemiology and natural history of
non-alcoholic fatty liver disease and non-alcoholic

4737

NAFLD epidemiology: role of endothelial dysfunction



4738

steatohepatitis in adults. Aliment Pharmacol Ther
2011; 34: 274-285.

34) WILLIAMS CD, STENGEL J, ASIKE MI, TORRES DM, SHAW
J, CONTRERAS M, LANDT CL, HARRISON SA. Preva-
lence of nonalcoholic fatty liver disease and non-
alcoholic steatohepatitis among a largely middle-
aged population utilizing ultrasound and liver
biopsy: a prospective study. Gastroenterology
2011; 140: 124-131.

35) WANLESS IR, LENTZ JS. Fatty liver hepatitis (steato-
hepatitis) and obesity: an autopsy study with
analysis of risk factors. Hepatology 1990; 12:
1106-1110.

36) SILVERMAN JF, O'BRIEN KF, LONG S, LEGGETT N, KHAZ-
ANIE PG, PORIES WJ, NORRIS HT, CARO JF. Liver
pathology in morbidly obese patients with and
without diabetes. Am J Gastroenterol 1990;
85:1349-1355.

37) MACHADO M, MARQUES-VIDAL P, CORTEZ-PINTO H. He-
patic histology in obese patients undergoing
bariatric surgery. J Hepatol 2006; 45: 600-606.

38) ANGULO P, KEACH JC, BATTS KP, LINDOR KD. Inde-
pendent predictors of liver fibrosis in patients with
nonalcoholic steatohepatitis. Hepatology 1999;
30: 1356-1362.

39) YOUNOSSI ZM, STEPANOVA M, NEGRO F, HALLAJI S,
YOUNOSSI Y, LAM B, SRISHORD M. Nonalcoholic fatty
liver disease in lean individuals in the United
States. Medicine (Baltimore) 2012; 91: 319-327.

40) LAZO M, CLARK JM. The epidemiology of nonalco-
holic fatty liver disease: a global perspective.
Semin Liver Dis 2008; 28: 339-350.

41) BHUPATHIRAJU SN, HU FB. Epidemiology of obesity
and diabetes and their cardiovascular complica-
tions. Circ Res 2016; 118: 1723-1735.

42) SOZIO MS, LIANGPUNSAKUL S, CRABB D. The role of
lipid metabolism in the pathogenesis of alcoholic
and nonalcoholic hepatic steatosis. Semin Liver
Dis 2010; 30: 378-390.

43) NOUREDDIN M, YATES KP, VAUGHN IA, NEUSCHWANDER-
TETRI BA, SANYAL AJ, MCCULLOUGH A, MERRIMAN R,
HAMEED B, DOO E, KLEINER DE, BEHLING C, LOOMBA

R. NASH CRN. Clinical and histological determi-
nants of nonalcoholic steatohepatitis and ad-
vanced fibrosis in elderly patients. Hepatology
2013; 58: 1644-1654.

44) LOGUERCIO C, DE GIROLAMO V, DE SIO I, TUCCILLO C,
ASCIONE A, BALDI F, BUDILLON G, CIMINO L, DI CARLO

A, DI MARINO MP, MORISCO F, PICCIOTTO F, TERRAC-
CIANO L, VECCHIONE R, VERDE V, DEL VECCHIO BLANCO

C. Non-alcoholic fatty liver disease in an area of
southern Italy: main clinical, histological, and
pathophysiological aspects. J Hepatol 2001; 35:
568-574.

45) BLACHIER M, LELEU H, PECK-RADOSAVLJEVIC M, VALLA

DC, ROUDOT-THORAVAL F. The burden of liver dis-
ease in Europe: a review of available epidemio-
logical data. J Hepatol 2013; 58: 593-608.

46) SORESI M, NOTO D, CEFALU AB, MARTINI S, VIGNA GB,
FONDA M, MANZATO E, CATTIN L, FELLIN R, AVERNA

MR, NOTARBARTOLO A; METABOLIC SYNDROME STUDY

GROUP. nonalcoholic fatty liver and metabolic syn-
drome in italy: results from a multicentric study of
the italian arteriosclerosis society. Acta Diabetol
2013; 50: 241-249.

47) BEDOGNI G, MIGLIOLI L, MASUTTI F, TIRIBELLI C, MARCH-
ESINI G, BELLENTANI S. Prevalence of and risk fac-
tors for nonalcoholic fatty liver disease: the
dionysos nutrition and liver study. Hepatology
2005; 42: 44-52.

48) FARRELL GC, WONG VW, CHITTURI S. NAFLD in Asia-
-as common and important as in the west. Nat
Rev Gastroenterol Hepatol 2013; 10: 307-318.

49) AMARAPURKAR DN, HASHIMOTO E, LESMANA LA, SOL-
LANO JD, CHEN PJ, GOH KL. Asia-pacific working
party on nafld. How common is non-alcoholic fat-
ty liver disease in the asia-pacific region and are
there local differences? J Gastroenterol Hepatol
2007; 22: 788-793.

50) FAN JG, LI F, CAI XB, PENG YD, AO QH, GAO Y. The
importance of metabolic factors for the increasing
prevalence of fatty liver in Shanghai factory work-
ers. J Gastroenterol Hepatol 2007; 22: 663-668.

51) DASSANAYAKE AS, KASTURIRATNE A, RAJINDRAJITH S,
KALUBOWILA U, CHAKRAWARTHI S, DE SILVA AP, MAKAYA

M, MIZOUE T, KATO N, WICKREMASINGHE AR, DE SILVA
HJ. Prevalence and risk factors for non-alcoholic
fatty liver disease among adults in an urban Sri
Lankan population. J Gastroenterol Hepatol
2009; 24: 1284-1288.

52) PINIDIYAPATHIRAGE MJ, DASSANAYAKE AS, RAJINDRAJITH S,
KALUBOWILA U, KATO N, WICKREMASINGHE AR, DE SILVA
HJ. Non-alcoholic fatty liver disease in a rural,
physically active, low income population in Sri
Lanka. BMC Res Notes 2011; 4: 513.

53) LEE JY, KIM KM, LEE SG, YU E, LIM YS, LEE HC,
CHUNG YH, LEE YS, SUH DJ. Prevalence and risk
factors of non-alcoholic fatty liver disease in po-
tential living liver donors in Korea: a review of 589
consecutive liver biopsies in a single center. J
Hepatol 2007; 47: 239-244.

54) ZHOU YJ, LI YY, NIE YQ, MA JX, LU LG, SHI SL, CHEN

MH, HU PJ. Prevalence of fatty liver disease and
its risk factors in the population of South China.
World J Gastroenterol 2007; 13: 6419-6424.

55) CABALLERIA L, PERA G, AULADELL MA, TORÁN P, MUÑOZ

L, MIRANDA D, ALUMÀ A, CASAS JD, SÁNCHEZ C, GIL D,
AUBÀ J, TIBAU A, CANUT S, BERNAD J, AIZPURUA MM.
Prevalence and factors associated with the pres-
ence of nonalcoholic fatty liver disease in an adult
population in Spain. Eur J Gastroenterol Hepatol
2010; 22: 24-32.

56) SHEN L, FAN JG, SHAO Y, ZENG MD, WANG JR, LUO
GH, LI JQ, CHEN SY. Prevalence of nonalcoholic
fatty liver among administrative officers in Shang-
hai: an epidemiological survey. World J Gastroen-
terol 2003; 9: 1106-1110.

57) ZELBER-SAGI S, NITZAN-KALUSKI D, HALPERN Z, OREN R.
Prevalence of primary non-alcoholic fatty liver
disease in a population-based study and its asso-
ciation with biochemical and anthropometric mea-
sures. Liver Int 2006; 26: 856-863.

A. Federico, M. Dallio, M. Masarone, M. Persico, C. Loguercio



58) WONG VW, CHU WC, WONG GL, CHAN RS, CHIM

AM, ONG A, YEUNG DK, YIU KK, CHU SH, WOO J,
CHAN FK, CHAN HL. Prevalence of non-alcoholic
fatty liver disease and advanced fibrosis in Hong
Kong Chinese: a population study using proton-
magnetic resonance spectroscopy and transient
elastography. Gut 2012; 61: 409-415.

59) FAN JG, ZHUJ ,LIXJ, CHEN L, LI L, DAI F, LI F, CHEN

SY. Prevalence of and risk factors for fatty liver in
a general population of Shanghai, China. J Hepa-
tol 2005; 43: 508-514.

60) EGUCHI Y, HYOGO H, ONO M, FUJIMOTO K, CHAYAMA

K, SAIBARA T, JSG-NAFLD. Prevalence and associ-
ated metabolic factors of nonalcoholic fatty liver
disease in the general population from 2009 to
2010 in Japan: a multicenter large retrospective
study. J Gastroenterol 2012; 47: 586-595.

61) HU X, HUANG Y, BAO Z, WANG Y, SHI D, LIU F, GAO

Z, YU X. Prevalence and factors associated with
non-alcoholic fatty liver disease in Shanghai
work-units. BMC Gastroenterol 2012; 12: 123.

62) FRITH J, DAY CP, HENDERSON E, BURT AD, NEWTON JL.
Non-alcoholic fatty liver disease in older people.
Gerontology 2009; 55: 607-613.

63) BERTOLOTTI M, LONARDO A, MUSSI C, BALDELLI E, PELLE-
GRINI E, BALLESTRI S, ROMAGNOLI D, LORIA P. Nonalco-
holic fatty liver disease and aging: epidemiology
to management. World J Gastroenterol 2014; 20:
14185-14204.

64) YANG JD, ABDELMALEK MF, PANG H,GUY CD, SMITH

AD, DIEHL AM, SUZUKI A. Gender and menopause
impact severity of fibrosis among patients with
nonalcoholic steatohepatitis. Hepatology 2014;
59: 1406-1414.

65) MISHRA A, YOUNOSSI ZM. Epidemiology and natural
history of non-alcoholic fatty liver disease. J Clin
Exp Hepatol 2012; 2: 135-144.

66) BROWNING JD, SZCZEPANIAK LS, DOBBINS R, NUREM-
BERG P, HORTON JD, COHEN JC, GRUNDY SM, HOBBS

HH. Prevalence of hepatic steatosis in an urban
population in the United States: impact of ethnici-
ty. Hepatology 2004; 40: 1387-1395.

67) MOHANTY SR, TROY TN, HUO D, O’BRIEN BL, JENSEN

DM, HART J. Influence of ethnicity on histological
differences in non-alcoholic fatty liver disease. J
Hepatol 2009; 50: 797-804.

68) SCHWIMMER JB, CELEDON MA, LAVINE JE, SALEM R,
CAMP- 35 BELL N, SCHORK NJ, SHIEHMORTEZA M,
YOKOO T, CHAVEZ A, MIDDLETON MS, SIRLIN CB. Heri-
tability of nonalcoholic fatty liver disease. Gas-
troenterology 2009; 136: 1585-1592.

69) LONARDO A, BELLENTANI S, ARGO CK, BALLESTRI S, BYRNE
CD, CALDWELL SH, CORTEZ-PINTO H, GRIECO A, MACHA-
DO MV, MIELE L, TARGHER G. Non-alcoholic fatty liver
disease study group. Epidemiological modifiers of
non-alcoholic fatty liver disease: focus on high-risk
groups. Dig Liver Dis 2015; 47: 997-1006.

70) BANDSMA RH, PRINSEN BH, VAN DER VELDENMDE S,
RAKE JP, BOER T, SMIT GP, REIJNGOUD DJ, KUIPERS F.
Increased de novo lipogenesis and delayed con-
version of large VLDL into intermediate density

lipoprotein particles contribute 34 to hyperlipi-
demia in glycogen storage disease type 1a. Pedi-
atr Res 2008; 63: 702-707.

71) HE S, MCPHAUL C, LI JZ, GARUTI R, KINCH L, GRISHIN

NV, COHEN JC, HOBBS HH. A sequence variation
(I148M) in PNPLA3 associated with nonalcoholic
fatty liver disease disrupts triglyceride hydrolysis.
J Biol Chem 2010; 285: 6706-6715.

72) SPELIOTES EK, BUTLER JL, PALMER CD, VOIGHT BF,
HIRSCHHORN JN. PNPLA3 variants specically con-
fer increased risk for histologic nonalcoholic fatty
liver disease but not metabolic disease. Hepatol-
ogy 2010; 52: 904-912.

73) VALENTI L, AL-SERRI A, DALY AK, GALMOZZI E, RAMETTA

R, DONGIOVANNI P, NOBILI V, MOZZI E, ROVIARO G,
VANNI E, BUGIANESI E, MAGGIONI M, FRACANZANI AL,
FARGION S, DAY CP. Homozygosity for the patatin-
like phospholipase-3/adiponutrin I148M polymor-
phism influences liver fibrosis in patients with
nonalcoholic fatty liver disease. Hepatology 2010;
51: 1209-1217.

74) ROTMAN Y, KOH C, ZMUDA JM, KLEINER DE, LIANG TJ,
NASH CRN. The association of genetic variability
in patatin-like phospholipase domain-containing
protein 3 (PNPLA3) with histological severity of
nonalcoholic fatty liver disease. Hepatology 2010;
52: 894-903.

75) ROMEO S, KOZLITINA J, XING C, PERTSEMLIDIS A, COX D,
PENNACCHIO LA, BOERWINKLE E, COHEN JC, HOBBS

HH. Genetic variation in PNPLA3 confers suscep-
tibility to nonalcoholic fatty liver disease. Nat
Genet 2008; 40: 1461-1465.

76) PETTA S, GRIMAUDO S, CAMMA C, CABIBI D, DI MARCO

V, LICATA G, PIPITONE RM, CRAXÌ A. IL28B and PN-
PLA3 polymorphisms affect histological liver dam-
age in patients with non-alcoholic fatty liver dis-
ease. J Hepatol 2012; 56: 1356-1362.

77) NOBILI V, DONATI B, PANERA N, VONGSAKULYANON A,
ALISI A, DALLAPICCOLA B, VALENTI L. A 4-polymor-
phism risk score predicts steatohepatitis in chil-
dren with nonalcoholic fatty liver disease. J Pedi-
atr Gastroenterol Nutrit 2014; 58: 632-636.

78) BEER NL, TRIBBLE ND, MCCULLOCH LJ, ROOS C, JOHN-
SON PR, ORHO-MELANDER M, GLOYN AL. The P446L
variant in GCKR associated with fasting plasma
glucose and triglyceride levels exerts its effect
through increased glucokinase activity in liver.
Hum Mol Genet 2009; 18: 4081-4088.

79) PETTA S, MIELE L, BUGIANESI E, CAMMÀ C, ROSSO C,
BOCCIA S, CABIBI D, DI MARCO V, GRIMAUDO S, GRIECO

A, PIPITONE RM, MARCHESINI G, CRAXÌ A. Glucokinase
regulatory protein gene polymorphism affects liv-
er fibrosis in non-alcoholic fatty liver disease.
PLoS One 2014; 9: e87523.

80) SPELIOTES EK, YERGES-ARMSTRONG LM, WUJ, HERNAEZ

R, KIM LJ, PALMER CD, GUDNASON V, EIRIKSDOTTIR G,
GARCIA ME, LAUNER LJ, NALLS MA, CLARK JM,
MITCHELL BD, SHULDINER AR, BUTLER JL, TOMAS M,
HOFFMANN U, HWANG SJ, MASSARO JM, O'DONNELL

CJ, SAHANI DV, SALOMAA V, SCHADT EE, SCHWARTZ

SM, SISCOVICK DS; NASH CRN; GIANT CONSORTIUM;
MAGIC INVESTIGATORS, VOIGHT BF, CARR JJ, FEITOSA

4739

NAFLD epidemiology: role of endothelial dysfunction



4740

MF, HARRIS TB, FOX CS, SMITH AV, KAO WH,
HIRSCHHORN JN, BORECKI IB; GOLD CONSORTIUM.
Genome-wide association analysis identifies vari-
ants associated with nonalcoholic fatty liver dis-
ease that have distinct effects on metabolic traits.
PLoS Genet 2011; 7: e1001324.

81) GORDEN A, YANG R, YERGES-ARMSTRONG LM, RYAN KA,
SPELIOTES E, BORECKI IB, HARRIS TB, CHU X, WOOD

GC, STILL CD, SHULDINER AR, GERHARD GS; GOLD
CONSORTIUM. Genetic variation at NCAN locus is
associated with inflammation and fibrosis in non-
alcoholic fatty liver disease in morbid obesity.
Hum Hered 2013; 75: 34-43.

82) MIELE L, BEALE G, PATMAN G, NOBILI V, LEATHART J,
GRIECO A, ABATE M, FRIEDMAN SL, NARLA G, BUGIANESI E,
DAY CP, REEVES HL. The Kruppel-like factor 6 geno-
type is associated with fibrosis in nonalcoholic fatty
liver disease. Gastroenterology 2008; 135: 282-291.

83) SOOKOIAN S, CASTANO GO, SCIAN R, MALLARDI P, FER-
NÁNDEZ GIANOTTI T, BURGUEÑO AL, SAN MARTINO J,
PIROLA. Genetic variation in TM6SF2 and the risk
of nonalcoholic fatty liver disease and histological
disease severity. Hepatology 2015; 61: 515-525.

84) ANDERSON TJ. Nitric oxide, atherosclerosis and the
clinical relevance of endothelial dysfunction.
Heart Fail Rev 2003; 8: 71-86.

85) SIMA AV, STANCU CS, SIMIONESCU M. Vascular en-
dothelium in atherosclerosis. Cell Tissue Res
2009; 335: 191-203.

86) LUSCHER TF, VANHOUTTE PM. The endothelium:
modulator of cardiovascular function. Boca Ra-
ton, FL: CRC Press, 1990.

87) AKATA T. Cellular and molecular mechanisms reg-
ulating vascular tone. Part 1: basic mechanisms
controlling cytosolic Ca2+ concentration and the
Ca2+-dependent regulation of vascular tone. J
Anesth May 2007; 21: 220-231.

88) SOOKOIAN S, PIROLA CJ. Non-alcoholic fatty liver dis-
ease is strongly associated with carotid athero-
sclerosis: a systematic review. J Hepatol 2008;
49: 600-607.

89) TARGHER G, DAY CP, BONORA E. Risk of cardiovascu-
lar disease in patients with nonalcoholic fatty liver
disease. N Engl J Med 2010; 363: 1341-1350.

90) TARGHER G, BERTOLINI L, POLI F, RODELLA S, SCALA L,
TESSARI R, ZENARI L, FALEZZA G. Nonalcoholic fatty
liver disease and risk of future cardiovascular
events among type 2 diabetic patients. Diabetes
2005; 54: 3541-3546.

91) ONI ET, AGATSTON AS, BLAHA MJ, FIALKOW J, CURY R,
SPOSITO A, ERBEL R, BLANKSTEIN R, FELDMAN T, AL-MAL-
LAH MH, SANTOS RD, BUDOFF MJ, NASIR K. A system-
atic review: burden and severity of subclinical
cardiovascular disease among those with nonal-
coholic fatty liver; should we care? Atherosclero-
sis 2013; 230: 258-267.

92) FRACANZANI AL, BURDICK L, RASELLI S, PEDOTTI P, GRIG-
ORE L, SANTORELLI G, VALENTI L, MARASCHI A, CATA-
PANO A, FARGION S. Carotid artery intima-media
thickness in non alcoholic fatty liver disease. Am
J Med 2008; 121: 72-78.

93) KIM D, CHOI SY, PARK EH, LEE W, KANG JH, KIM W,
KIM YJ, YOON JH, JEONG SH, LEE DH, LEE HS, LAR-
SON J, THERNEAU TM, KIM WR. Nonalcoholic fatty
liver disease is associated with coronary artery
calcification. Hepatology 2012; 56: 605-613.

94) YILMAZ Y, KURT R, YONAL O, POLAT N, CELIKEL CA,
GURDAL A, O AZ H, OZDOGAN O, IMERYUZ N, KALAYCI
C, AVSAR E. Coronary flow reserve is impaired in
patients with nonalcoholic fatty liver disease: as-
sociation with liver fibrosis. Atherosclerosis 2010;
211: 182-186.

95) OZTURK K, UYGUN A, GULER AK, DEMIRCI H, OZDEMIR

C, CAKIR M, SAKIN YS, TURKER T, SARI S, DEMIRBAS S,
KARSLIO�LU Y, SAGLAM M. Nonalcoholic fatty liver
disease is an independent risk factor for athero-
sclerosis in young adult men. Atherosclerosis
2015; 240: 380-386.

96) RUBINSHTEIN R, KUVIN JT, SOFFLER M, LENNON RJ, LAVI
S, NELSON RE, PUMPER GM, LERMAN LO, LERMAN A.
Assessment of endothelial function by non-inva-
sive peripheral arterial tonometry predicts late
cardiovascular adverse events. Eur Heart J
2010; 31: 1142-1148.

97) VILLANOVA N, MOSCATIELLO S, RAMILLI S, BUGIANESI E,
MAGALOTTI D, VANNI E, ZOLI M, MARCHESINI G. En-
dothelial dysfunction and cardiovascular risk pro-
file in non-alcoholic fatty liver disease. Hepatol-
ogy 2005; 42: 473-480.

98) COLAK Y, SENATES E, YESIL A, YILMAZ Y, OZTURK O,
DOGANAY L, COSKUNPINAR E, KAHRAMAN OT, MESCI B,
ULASOGLU C, TUNCER I. Assessment of endothelial
function in patients with nonalcoholic fatty liver
disease. Endocrine 2013; 43: 100-107.

99) LONG MT, WANG N, LARSON MG, MITCHELL GF,
PALMISANO J, VASAN RS, HOFFMANN U, SPELIOTES EK,
VITA JA, BENJAMIN EJ, FOX CS, HAMBURG NM. Non-
alcoholic fatty liver disease and vascular func-
tion: cross-sectional analysis in the Framingham
heart study. Arterioscler Thromb Vasc Biol 2015;
35: 1284-1291.

100) HAMBURG NM, KEYES MJ, LARSON MG, VASAN RS,
SCHNABEL R, PRYDE MM, MITCHELL GF, SHEFFY J, VITA

JA, BENJAMIN EJ. Cross-sectional relations of digi-
tal vascular function to cardiovascular risk fac-
tors in the framingham heart study. Circulation
2008; 117: 2467-2474.

101) NERI S, BRUNO CM, LEOTTA C, D’AMICO RA, PENNISI

G, PENNISI G, IERNA D. Early endothelial alter-
ations in non-insulin-dependent diabetes melli-
tus. Int J Clin Lab Res 1998; 28: 100-103.

102) PASARÍN M, LA MURA V, GRACIA-SANCHO J, GARCÍA-
CALDERÓ H, RODRÍGUEZ-VILARRUPLA A, GARCÍA-PAGÁN JC,
BOSCH J, ABRALDES JG. Sinusoidal endothelial dys-
function precedes inflammation and fibrosis in a
model of NAFLD. PLoS One 2012; 7: e32785.

103) DELEVE LD, WANG X, GUO Y. Sinusoidal endothe-
lial cells prevent rat stellate cell activation and
promote reversion to quiescence. Hepatology
2008; 48: 920-930.

104) DELEVE LD, WANG X, KANEL GC, ITO Y, BETHEA NW,
MCCUSKEY MK, TOKES ZA, TSAI J, MCCUSKEY RS. De-

A. Federico, M. Dallio, M. Masarone, M. Persico, C. Loguercio



creased hepatic nitric oxide production contributes
to the development of rat sinusoidal obstruction
syndrome. Hepatology 2003; 38: 900-908.

105) DING BS, NOLAN DJ, BUTLER JM, JAMES D,
BABAZADEH AO, ROSENWAKS Z, MITTAL V, KOBAYASHI

H, SHIDO K, LYDEN D, SATO TN, RABBANY SY, RAFII S.
Inductive angiocrine signals from sinusoidal en-
dothelium are required for liver regeneration. Na-
ture 2010; 468: 310-315.

106) LANGER DA, DAS A, SEMELA D, KANG-DECKER N, HEN-
DRICKSON H, BRONK SF, KATUSIC ZS, GORES GJ, SHAH
VH. Nitric oxide promotes caspase-independent
hepatic stellate cell apoptosis through the gener-
ation of reactive oxygen species. Hepatology
2008; 47: 1983-1993.

107) WANLESS IR, WONG F, BLENDIS LM, GREIG P, HEATH-
COTE EJ, LEVY G. Hepatic and portal vein thrombo-
sis in cirrhosis: possible role in development of
parenchymal extinction and portal hypertension.
Hepatology 1995; 21: 1238-1247.

108) WANLESS IR, SHIOTA K. The pathogenesis of nonal-
coholic steatohepatitis and other fatty liver dis-
eases: a four-step model including the role of
lipid release and hepatic venular obstruction in
the progression to cirrhosis. Semin Liver Dis
2004; 24: 99-106.

109) MIYAO M, KOTANI H, ISHIDA T, KAWAI C, MANABE S,
ABIRU H, TAMAKI K. Pivotal role of liver sinusoidal
endothelial cells in NAFLD/NASH progression.
Lab Invest 2015; 95: 1130-1144.

110) ELSHEIKH E, YOUNOSZAI Z, OTGONSUREN M, HUNT S,
RAYBUCK B, YOUNOSSI ZM. Markers of endothelial
dysfunction in patients with non-alcoholic fatty
liver disease and coronary artery disease. J Gas-
troenterol Hepatol 2014; 29: 1528-1534.

111) LASSALLE P, MOLET S, JANIN A, HEYDEN JV, TAVERNIER

J, FIERS W, DEVOS R, TONNEL AB. ESM-1 is a novel
human endothelial cell-specif ic molecule
espresse in lung and regulated by cytokines. J
Biol Chem 1996; 271: 20458-20464.

112) CROSS S, BUHIMSCHI I, DUZYJ C, SHOOK L, MCCARTHY

M, HARDY J, ZHAO G, BUHIMSCHI C. 654: endocan

(ESM-1): a novel soluble endothelial cell injury
marker in preeclampsia (PE) and intrauterine
growth restriction (IUGR). Am J Obstet Gynecol
2013; 208: S276.

113) SCHERPEREEL A, DEPONTIEU F, GRIGORIU B, CAVESTRI B,
TSICOPOULOS A, GENTINA T, JOURDAIN M, PUGIN J,
TONNEL AB, LASSALLE P. Endocan, a new endothe-
lial marker in human sepsis. Crit Care Med 2006;
34: 532-537.

114) FIUZA C, BUSTIN M, TALWAR S, TROPEA M, GERSTEN-
berger E, Shelhamer JH, Suffredini AF. Inflam-
mation-promoting activity of HMGB1 on human
microvascular endothelial cells. Blood 2003; 101:
2652-2660.

115) YAN XX, LU L, PENG WH, WANG LJ, ZHANG Q,
ZHANG RY, CHEN QJ, SHEN WF. Increased serum
HMGB1 level is associated with coronary artery
disease in nondiabetic and type 2 diabetic pa-
tients. Atherosclerosis 2009; 205: 544-548.

116) BISCETTI F, STRAFACE G, DE CRISTOFARO R, LANCELLOTTI

S, RIZZO P, ARENA V, STIGLIANO E, PECORINI G,
EGASHIRA K, DE ANGELIS G, GHIRLANDA G, FLEX A.
High-mobility group box-1 protein promotes an-
giogenesis after peripheral ischemia in diabetic
mice through a VEGF-dependent mechanism.
Diabetes 2010; 59: 1496-1505.

117) PRAPROTNIK S, ROZMAN B, BLANK M, SHOENFELD Y.
Pathogenic role of anti-endothelial cell antibod-
ies in systemic vasculitis. Wien Klin Wochenschr
2000; 112: 660-664.

118) BLANK M, KRAUSE I, GOLDKORNT, PRAPROTNIK S,
LIVNEH A, LANGEVITZ P, KAGANOVSKY E, MORGENSTERN

S, COHEN S, BARAK V, ELDOR A, WEKSLER B, SHOEN-
FELD Y. Monoclonal anti-endothelial cell antibod-
ies from a patient with Takayasu arteritis activate
endothelial cells from large vessels. Arthritis
Rheum 1999; 42: 1421-1432.

119) BORDRON A, DUEYMES M, LEVY Y, JAMIN C, LEROY JP,
PIETTE JC, SHOENFELD Y, YOUINOU PY. The binding of
some human antiendothelial cell antibodies in-
duces endothelial cell apoptosis. J Clin Invest
1998; 101: 2029-2035.

4741

NAFLD epidemiology: role of endothelial dysfunction


