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Nonalcoholic fatty liver disease is a condition deﬁned by fat accumulation in hepatocytes not promoted by excessive alcohol
consumption. It is highly prevalent and is strongly associated with insulin resistance, metabolic syndrome, and diabetes type II.
Insulin resistance plays a crucial role in the multifactorial etiopathogenesis of this condition leading to accumulation of free fatty
acids in the liver cells, thus causing lipotoxicity, inﬂammation, and ﬁbrosis. In this review, we will focus on currently known
pathogenesis of nonalcoholic fatty liver disease. Numerous investigation strategies are available to establish the diagnosis, from
biochemical markers and ultrasound to various molecular and advanced imaging techniques and liver biopsy. Prevention is
crucial. However, eﬀective and promising therapies are strongly demanded.

1. Introduction
Nonalcoholic fatty liver disease (NAFLD) is deﬁned as fat
accumulation in the liver cells in patients without excessive
alcohol consumption. To conﬁrm the diagnosis, more than
5% of hepatocytes must contain lipid droplets when analyzed on light microscopy [1]. NAFLD can be further divided
into nonalcoholic fatty liver (NAFL) and nonalcoholic
steatohepatitis (NASH) depending on whether or not inﬂammation is present. Although it was historically, and
perhaps even today in some cases, considered as benign, this
condition must be taken seriously as it can lead to liver
ﬁbrosis, cirrhosis, hepatocellular carcinoma (HCC), and
liver failure. What is worrying is that we see signiﬁcant rise
in prevalence not only in NAFLD but as well in other
conditions accompanying this disease [2]. This has led
NAFLD to become the most prevalent liver disorder in the
last few decades [3]. According to recent statistics, there will
be even greater rise in liver cirrhosis and other sequels of
liver steatosis and steatohepatitis. At the moment, NAFLD is
the second cause of liver disease in patients requiring liver
transplantation in the USA and is expected to become

number one cause for liver transplantation [4]. There is
plethora of evidence that NAFLD does not only aﬀect the
liver but also associate with metabolic syndrome (MetS),
type II diabetes (T2D), as well as with cardiovascular disease
and chronic kidney disease (CKD). NAFLD and T2D have
similar risk factors, and epidemiology and pathophysiology
further emphasize their connections [5]. Evidence show that
NAFLD is associated with one or more of the MetS components—arterial hypertension, central obesity, dyslipidemia, insulin resistance (IR), and T2D. The more components
are present, higher are the chances for NAFLD and eventually advanced ﬁbrosis [6]. Global NAFLD prevalence in
T2D, according to meta-analysis including almost 50
thousand patients from 80 studies, was found to be as high as
55.5%. Other research showed a prevalence of NAFLD in
T2D up to 59.67% and even 77.87% in obese T2D patients
[7]. Remarkable, up to 5-fold increase in risk for developing
T2D in patients with NAFLD was observed [8]. Once
considered the hepatic manifestation of MetS, NAFLD in
modern terms represents continuum from obesity to MetS
and T2D [9] as there is a growing number of data suggesting
that it can precede to these conditions [10]. But whether or
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Figure 1: Progression of steatosis.

not NAFLD is a preceding state to MetS and T2D or their
consequence, it is clear that there is a vast spectrum of
diﬀerent signaling molecules which all interact on diﬀerent
levels and start a vicious self-perpetuating circle, making it
hard to say what is the ﬁrst “hit.” In this review, we will give
comprehensive summary of pathogenesis of NAFLD focusing on insulin resistance, MetS, and T2D and their interaction as they play the central role of liver steatosis.

2. Pathogenesis
Pathogenesis of NAFLD is still incompletely understood as
there is more than one factor contributing to this condition.
Dysregulation of lipid delivery, hepatic lipid uptake, oxidation, synthesis, and secretion in very low density lipids
promotes steatosis. Not all patients with liver steatosis will
develop steatohepatitis, and this was initially explained by
the two hit theory [11]. Certain lifestyles, combining lack of
physical activity, high fat diet, and obesity, were recognized
to cause steatosis as the ﬁrst hit. If second hit was to occur,
then it would trigger inﬂammation and ﬁbrosis. Recent
evidence claim the two hit hypothesis obsolete as it cannot
explain multiple insults acting together on diﬀerent metabolic and molecular levels [12]. Insulin resistance is just one
of them, potentially most important, among other factors
including adipokines such as leptin, adiponectin, resistin,
gut microbiota, and other genetic, epigenetic, and environmental factors. Progression of steatosis can be seen in
Figure 1.
2.1. Insulin Resistance. Insulin resistance plays pivotal role in
liver steatosis and even more so in steatohepatitis. The term
was ﬁrst used almost one century ago, after the introduction
of insulin therapy. Due to the low quality of the ﬁrst insulin
which caused production of antibodies, high doses of insulin
were required, leading to overtreatment/exogenous hyperinsulinemia. Insulin resistance was deﬁned as “a state in
which a greater than normal amount of insulin is required to
elicit a quantitatively normal response” [13]. Several decades
later, hyperinsulinemia was recognized as an endogenous
pathophysiologic mechanism, raising from insulin

resistance and leading to metabolic and endocrine disruptions [14]. Today, we know that IR plays a crucial role in
impaired glucose homeostasis, MetS, and T2D.
Insulin binds to the insulin receptor (a tetramer consisting of two alpha and two beta chains) on the cell surface.
When insulin binds to the alpha chain, it activates a signaling
cascade subsequently promoting glucose transport (glucose
inﬂux), glycogen synthesis, lipogenesis, and cell proliferation, diﬀerentiation, and survival. One the other hand, this
cascade leads to downregulation of gluconeogenesis and
lipolysis. The cellular insulin signaling pathway is a complex
process consisting of several steps. Everything starts with
autophosphorylation of the insulin receptor beta chain
which activates the insulin receptor substrate (IRS 1/2). IRS
activation then triggers three main pathways: PI3K/AKT
(responsible for the metabolic insulin action via the translocation of the glucose transporter type 4 (GLUT4) to the
plasma membrane), TSC1/2-mTOR (playing a critical role
in protein synthesis since target of mTOR is a central
controller for processes including RNA translation, ribosome biogenesis and autophagy, in response not only to
growth factors and hormones like insulin but also to nutrients, energy, and stress signals), and RAS-MAPK pathway
(promoting cell survival, division, and motility via extracellular signal-regulated kinase 1/2 (ERK1/2) complex that
translocates into the nucleus activating many transcription
factors, constituting an important connection between the
cytoplasmic and nuclear events and orchestrating gene
expression, mitogenesis, and diﬀerentiation) [15–17]. Despite greater understanding of molecular pathways in insulin
signaling and metabolism, there are still numerous
knowledge gaps regarding the etiology of IR in several
metabolic disturbances such as NAFLD where insulin resistance seems to play crucial role.
Alterations in any of the steps in insulin signaling
cascade can lead to IR, which is seen on the cellular level
due to dysregulation of intracellular signals normally
promoted with insulin binding. Diﬀerent types of kinases
and phosphatases are responsible for balancing this signaling cascade. Generally, tyrosine phosphorylation activates and serine/threonin phosphorylation inactivates
insulin receptor and IRS proteins [18]. In IR, this process is
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mediated by several enzymes including inhibitor of kappa
kinase beta (IKK-b), c-Jun-N-terminal kinase (JNK-1), and
protein kinase C (PKC) which all promote serine phosphorylation of IRS and thus decrease glucose uptake,
glycogen synthase activation, and also phosphorylation of
forkhead box protein O (FOXO) which then result in
hepatic gluconeogenesis stimulation [19, 20]. FFA, oxidative stress, and adipocyte mediating alterations are main
causes of the aforementioned IKK-b, JNK-1, and PKC
inﬂuences on the inhibition of IRS 1/2 signaling. Investigations also showed that inﬂammatory cytokines such as
TNF-alpha, IL-1 beta, and IL-6 can induce serine phosphorylation of IRS1 through JNK-1, IKKb, S6K, and mTOR
and induce insulin resistance [21–24]. Adipose tissue additionally plays an important role in IR as it is highly
metabolic active secreting adipokines such as leptin,
resistin and adiponectin. Leptin has a signiﬁcant eﬀect on
IRS 1 dephosphorylation, but it is believed its role is
mediated by the central nervous system rather than peripherally [25, 26]. Furthermore, leptin has a signiﬁcant
impact on liver ﬁbrosis via transforming growth factor beta
1 [27]. Adiponectin levels were shown to correlate positively with insulin sensitivity, but on the other hand, it has a
negative impact on inﬂammatory markers and TNF-alpha
which induces IR, so low levels of adiponectine could
potentially be signiﬁcant factor of IR and lead to NAFLD
[28]. Not only disruption of initiation of insulin signaling
formerly explained but also termination of signaling cascade has an important role in IR. There are two most
important phosphatases which terminate insulin signaling,
phosphatase and tensin homolog (PTEN), and Src homology 2 domain containing inositol 5′-phosphatase 2
(SHIP2) [29]. Their increased activity terminates insulin
action. The mechanism of insulin resistance is not limited
to impaired insulin signaling, but it also involves the
complex interplay of multiple metabolic pathways. Recent
analysis of large datasets generated by metabolomics and
lipidomics has revealed the role of metabolites such as
lipids (saturated and unsaturated fatty acids, branched
fatty acid esters of hydroxy fatty acids, diacylglycerol,
sphingolipids, ceramides, and phospholipids), amino
acids (methionine, circulating aromatic amino acids
(AAAs) such as phenylalanine and tryptophan, branchedchain amino acids such as leucine, isoleucine, and valine),
ketone bodies, and bile acids in modulating insulin
sensitivity. Metabolites can regulate insulin sensitivity
directly by modulating components of the insulin signaling pathway, such as insulin receptor substrates (IRSs)
and AKT, and indirectly by altering the ﬂux of substrates
through multiple metabolic pathways, including lipogenesis, lipid oxidation, protein synthesis and degradation, and hepatic gluconeogenesis [30]. The
aforementioned are only a part of insulin resistance
etiopathology, numerous other molecular pathways in
addition play an important role, and more are to be
discovered in future work.
So far, it seems that excess of free fatty acids (FFA)
and hyperinsulinemia are essential to start the vicious
self-perpetuating circle of NAFLD. Excess FFA are in part
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due to increased caloric intake and obesity as well as adipocyte
resistance to insulin leading to lypolysis and hyperinsulinemia. This was shown to promote lipogenesis via sterol
regulatory element binding protein (SREBP1-c). SREBP1-c is
just one of the lipogenesis controlling factors among others,
including carbohydrate response element-binding protein
(ChREBP) [31] and X-box binding protein (XBP1) otherwise
known as unfolded protein response regulator (UPR). Besides
controlling lipogenesis, XBP1 regulates leptin resistance,
adipogenesis, inﬂammation, and insulin signaling and is
heavily aﬀected by endoplasmatic reticulum stress. High
serum FFA, high serum cholesterol, increased lypolysis due to
IR, and de novo lipogenes, decreased very low density lipoproteins (VLDL) assembly [32] all leading to high levels of
liver FFA. Subsequently, this leads to lipotoxicity of accumulated fatty acids through mitochondrial dysfunction and
oxidative stress as well as endoplasmatic reticulum stress. FFA
normally undergo beta oxidation in the mitochondria and
peroxisome as well as omega oxidation in the microsomal
system. It leads not only to energy production in the form of
adenosine triphosphate but also to a production of small
quantities of free radicals resulting in oxidative stress [33].
Oxidative stress has been linked to the production of highly
reactive intermediates during inﬂammation. On the other
hand, reactive oxygen species (ROS) are able to further enhance the inﬂammatory response by triggering proinﬂammatory mediators (e.g., NF-kB) and cytokine production
(e.g., IL-6, IL-1, IL-1β, IL-18, resistin, lipocalin, and TNFalpha). The consequences of this are very dangerous, especially for nucleic acids, where modiﬁcation of bases, covalent
crosslinks, and single- and double-strand breaks can occur. In
addition to the radical species deriving from oxygen, other
radicals are derived from reactive nitrogen species (RNS), e.g.,
the superoxide anion (O2−) [34]. Reactive oxygen and nitrogen species (ROS) cause damage in the cell nucleus and in
the mitochondria. So, in a state of IR, there is an increase in
beta oxidation and thus higher ROS production. Proinﬂammatory factors and adipokines are relevant not only in
inducing IR but also in progression of steatosis to steatohepatis. We already described how TNF-alpha has an impact
on IRS1 causing IR, but, on top of that, it recruits inﬂammatory cells to the liver and increases reactive oxygen stress
through mitochondria and promotes cell death [35]. TNFalpha has a negative eﬀect on adiponectin further decreasing
its protective role [36]. Besides lipotoxicity, oxidative stress it
causes, and adipokines dysregulation, it appears that factors
such as intestinal microbiota can also play pro-inﬂammatory
role in NAFLD and development of insulin resistance [37].
Normally, it has a role in keeping the mucosa integrity by tight
junctions and has an immunomodulatory eﬀect on innate
immunity. Dysbiosis can cause increased gut permeability,
and endotoxemia can occur as lipopolisaharids and can enter
portal circulation and aggravate innate immune response
[38]. This eﬀect can be explained by LPS impact on toll-like
receptors 4 (TRL4) and signaling pathways resulting in TNFalpha and interleukin-1-beta (IL-1b) release [39]. Production
of short chain fatty acids (SCFAs) by gut microbiota is also
involved in inﬂammation seen by disarranged diversity and
amount of SCAFs in NAFLD [40, 41].
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Figure 2: Pathophysiology.

Ultimately, lipotoxicity, inﬂammation, adipokine, and
microbiome dysregulations will result in two main outcomes, and those are cell death and ﬁbrosis. Hepatocyte cell
death is the main trigger of progression of the disease. There
are several diﬀerent types of hepatocyte death, be that apoptosis, necrosis, pyroptosis, and necroptosis, but all will
lead to inﬂammation and ﬁbrogenesis [42]. Stellate cells are
crucial in response to chronic liver injury. Activated stellate
cells start to produce extracellular matrix proteins, dominantly collagen desposition. Collagen component can increase up to ten times in cirrhosis [43]. Stellate cells are not
only important in ﬁbrogenesis but also they have an inﬂammatory role as activated stellate cells are prone to LPS
activation on the TLR4 pathway stimulating further cytokine

release and activation of NK-kB and JNK pathways. All of
the mechanisms we mentioned must be seen as an interactive complex happening parallel with each other (Figure 2). If the vicious circle is not stopped early, it will, in
some patients, lead to cirrhosis, hepatocellular carcinoma,
and liver failure as the end result of this condition. Such
signiﬁcant sequels will develop in up to 11–20% of NASH
patients [44].

3. Diagnosis
NAFLD is usually discovered incidentally, by verifying elevated liver biochemical tests levels or as an incidental
ﬁnding of hepatic steatosis using imaging methods. Most
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patients are asymptomatic (48%–100%), but some have right
upper quadrant pain, fatigue, or malaise. Hepatomegaly is
often seen but diﬃcult to diﬀerentiate on physical examination because of obesity. Typical changes for chronic liver
disease such as splenomegaly, spider telangiectasia, palmar
erythema, and ascites are seen in patients with NASH cirrhosis. To establish the diagnosis of NAFLD, alcohol-related
liver disease must be excluded, which means consumption of
less than 20–40 grams of alcohol per day.
In metabolic fatty liver disease, mild to moderate elevations of serum AST or ALT level or both are recorded,
usually 2- to 4-fold elevations with AST/ALT ratio <1 in
most patients. The serum alkaline phosphatase level is
slightly elevated in one-third of patients as well as GGT, but
the serum bilirubin, serum albumin level, and prothrombin
time are normal, except in patients with NAFLD-associated
cirrhosis. One-fourth of patients may have ANA in low titers
(<1 : 320), but other laboratory tests for other chronic liver
diseases are negative. Serum and hepatic iron levels may be
elevated in 20%–50% of patients with NAFLD and may be a
marker of more advanced disease. A serum ferritin greater
than 1.5 times the upper limit of normal has been associated
with higher NAS (NAFLD Activity Score) in a study of 628
adult patients with NAFLD [45]. Clinical and laboratory
ﬁndings do not correlate with the histologic severity of
NAFLD, and the entire histologic spectrum of NAFLD,
including cirrhosis, can be seen in patients with normal or
near normal serum aminotransferase levels [46].
Imaging techniques are obtained for the evaluation of
unexplained liver biochemical test abnormalities or suspected NAFLD. Ultrasound may show a “bright,” hyperechogenic liver, consistent with liver steatosis, and fatty liver
can also be seen on abdominal CT or by MRI, but all these
imaging methods cannot conﬁrm the presence or determine
the severity of NASH.

4. When to Perform Biopsy?
The reality is that most patients with NAFLD, diagnosed
when hepatic steatosis is present on cross-sectional imaging
studies and other chronic liver diseases are excluded, do not
undergo a liver biopsy although it is required to identify
patients with NASH. Liver biopsy is an invasive procedure
with rare but severe complications, but it is important to
diﬀerentiate patients with NASH because they are at risk of
progression to cirrhosis or even HCC. That is why advanced
imaging, laboratory tests, and scoring systems have been
introduced to identify high-risk patients who should undergo liver biopsy.
Advanced imaging techniques include US-based technology of vibrations-controlled transient elastography
(VCTE or FibroScan) which uses a low-amplitude shear
wave that propagates through the liver parenchyma and
magnetic resonance elastography (MRE) which combines
MRI with elastography. A prospective work from Siddiqui
et al. demonstrated that VCTE accurately distinguishes low
from advanced stages of ﬁbrosis but is less accurate in
distinguishing intermediate stages of ﬁbrosis or the presence
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of NASH [47]. MRE is excellent for staging liver ﬁbrosis and
is superior to VCTE but at higher cost and limited availability because speciﬁc MRI software and hardware are
required.
Noninvasive laboratory tests have been developed to
estimate the presence of steatohepatitis or ﬁbrosis. One of
them, the most promising single marker for identifying
NASH is cytokeratin 18 (CK-18), a marker of apoptosis, but
does it have enough sensitivity and speciﬁcity to be used
alone as a predictive marker for NASH is still unknown
[48, 49].
Various clinical scoring systems have also been analyzed
for their ability to predict NASH or advanced ﬁbrosis. The
major clinical scoring systems include FibroTest, FibroMeter, NAFLD ﬁbrosis score, Fibrosis-4, AST-to-platelet
ratio (APRI), BARD (BMI, AST/ALT ratio, and diabetes
mellitus), Enhanced Liver Fibrosis (ELF) score, NashTest,
and AST/ALT ratio. Comparison of these tests in terms of
positive and negative predictive values generally has demonstrated that more complicated and expensive tests are not
more accurate than basic laboratory tests. These tests are
good at predicting absence or advanced ﬁbrosis and are not
helpful in distinguishing intermediate stages of ﬁbrosis [50].
NAFLD ﬁbrosis score is the most commonly used clinical
scoring algorithm that incorporates age, BMI, hyperglycaemia, AST/ALT ratio, platelet count, and serum albumin level. A low cutoﬀ value for this score has been shown
to have a high negative predictive value of 88%–93%, and a
high cutoﬀ value has shown a good positive predictive value
of 82%–90%. This leaves 1 in 4 patients as having intermediate result, and for this group, a liver biopsy would be
required for accurate staging.

5. Treatment
Currently, there is no established treatment for NAFLD or
NASH. Weight loss and low-fat diet are generally recommended. There is no consensus on the most eﬀective
pharmacological agents for the treatment of NAFLD and
NASH because their multifactorial pathologies are not fully
understood. Histologic improvement in steatosis, inﬂammation, and ﬁbrosis is the ultimate goal of treatment.
Treatment strategies are now grouped into lifestyle modiﬁcation, surgical interventions for weight loss, and
pharmacotherapy.
5.1. Lifestyle Modiﬁcation. Lifestyle modiﬁcation includes
reduction in energy intake and increase in physical activity
with ﬁnal goal of weight loss. Weight loss has been demonstrated to reduce liver transaminases [51–53] and decrease
liver fat content. Several randomized controlled trials have
shown an improvement in hepatic histology after calories
intake restrictions leading to weight loss. One large prospective trial of 261 patients followed for 12 months demonstrated that all features of NASH improved with weight
loss of at least 10% and ﬁbrosis stabilized or improved with
weight loss of at least 5% [54]. It has been reported that
Mediterranean diet is an eﬀective nonpharmaceutical option
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for diabetes type 2 and obesity [55, 56] and may improve
hepatic steatosis [57], but there is no evidence that Mediterranean diet alone, without general reduction of caloric
intake can be beneﬁcial. Silymarin, the extract of milk thistle,
has been used for the prevention of liver ﬁbrosis by regulating the antiﬁbrogenic and anti-inﬂammatory functions
[58] and is associated with the reduction of insulin resistance
and improvement in liver function [59, 60].
Omega-3 fatty acids are approved in USA for hypertriglyceridemia and have been discussed as a potential
treatment for NAFLD. A meta-analysis including 355 patients demonstrated the omega-3 supplementation improved hepatic steatosis, but no histologic data were
available [61]. Other research failed to show beneﬁts, so
further work is required.
5.2. Bariatric Surgery. Bariatric surgery is not recommended
as a treatment for NAFLD and NASH, but patients who
underwent bariatric surgery for other reasons had a signiﬁcant weight loss that resulted in improved metabolic
parameters and hepatic histology. In was reported that 85%
of patients with NASH who underwent bariatric surgery had
resolution of NASH and 33% had improvement in ﬁbrosis
[62] on liver biopsies one year after bariatric surgery.
5.3. Pharmacotherapy. Numerous drugs have been investigated for the treatment of NAFLD, and they can be
grouped in weight loss medications, insulin sensitizers,
antioxidants, and cytoprotective or antiﬁbrotic agents.
5.4. Weight Loss Medications. The most investigated medication is orlistat, a reversible inhibitor of pancreatic and
gastric lipase. It promotes weight loss through intestinal fat
malabsorption. Initial trails where promising, but in the end,
there was no signiﬁcant weight loss between the orlistat
group and placebo group [63, 64]. Side-eﬀects, such as oily
stools and potential malabsorption of other medications and
reports of cholelithiasis, cholestasis, and hepatic injury, have
limited the beneﬁts of this medication.
5.5. Diabetic Medications. Metformin, thiazolidinediones,
and incretin mimetics have been studied in the treatment of
NASH. Metformin reduces plasma glucose levels primarily
by reducing hepatic glucose production through the activation of AMP (adenosine monophosphate-activated protein) kinase. Activation of this enzyme also results in
decreased lipid synthesis and increased fat oxidation [65].
Results have been good in mice, where metformin reduced
hyperinsulinemia and improved hepatic insulin sensitivity
and reduced hepatomegaly and hepatic steatosis [66], but
this eﬀect was not observed in human studies [67, 68].
Currently, metformin is not recommended for treating
NAFL and NASH.
Thiazolidinediones are peroxisome proliferator-activated
receptor- (PPAR-) c agonists, a nuclear receptor that is
expressed in adipose tissue, muscle, and liver. Rosiglitazone
and pioglitazone have shown to improve insulin resistance,
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normalization of liver biochemical test levels, and histologic
improvements [69, 70]. Meta-analysis of Musso et al. has also
conﬁrmed reducing hepatic ﬁbrosis in patients with NASH
with or without diabetes mellitus [71].
Incretin mimetics-glucaon-like-protein-1 receptor agonists (GLP-1Ras) have been shown to reduce liver inﬂammation and ﬁbrosis. Furthermore, glucagon receptor
agonism is being investigated for the treatment of NAFLD
due to its appetite-reducing eﬀects, as well as its ability to
increase lipid oxidation and thermogenesis. Recent data
suggest that glucagon receptor signaling is disrupted in
NAFLD, indicating that supraphysiological glucagon receptor agonism might represent a new NAFLD treatment
target. Currently available GLP-1RAs which improve insulin
sensitivity and serum glucose levels promote modest weight
loss and lower hepatic transaminases are exenatide, dulaglutide, semaglutide, and liraglutide [72–74]. A randomized
controlled trial of 52 patients where liraglutide was compared to placebo showed signiﬁcant resolution in NASH in
39% patients treated with liraglutide compared to 9% treated
with placebo [75].
5.6. Antioxidants. Vitamin E is a potent antioxidant. It is
well tolerated, improves serum aminotransferase levels,
reduces hepatic steatosis, and in nondiabetics, improves
steatohepatitis but not ﬁbrosis [76, 77]. Due to cardiovascular risks in diabetic patients, vitamin E is not recommended in diabetic patients with NAFLD [78].
Carotenoids are as potent as vitamin E in inhibiting lipid
peroxidation [79], but carotenoid supplementation
(β-cryptoxanthin and astaxanthin) has not been widely used
as antioxidant treatment for patients with NASH.

6. Conclusion
NAFLD is not an isolated condition, but a fragment of
metabolic disruption emerging from high energy intake,
obesity, sedentary lifestyle, and crucially IR and T2D.
Prevalence of NAFLD and T2D is in remarkable rise, as both
have similar risk factors, epidemiology, and pathophysiology. The presence of T2D signiﬁcantly increases the chances
of developing NASH and ﬁbrosis compared to NAFLD
without T2D. Relation between NAFLD and T2D is not as
straightforward and these conditions have multiple interactions on diﬀerent molecular levels we tried to summarize
in our text. Evidence suggests that NAFLD can precede T2D,
so, perhaps, by eﬀectively managing NAFLD, we could
modify the risk for T2D development in the future. Although NAFLD will eventually, in some patients, progress to
liver cirrhosis and hepatocellular carcinoma, these are not
the main outcomes of NAFLD as just a proportion of NASH
patients will develop such signiﬁcant sequels. What is more
notable is the cardiovascular risk, these patients have, and
cardiovascular disease are the main causes of mortality in
NAFLD which further emphasizes the metabolic component
of this condition. That is why screening for T2D and MetS is
important when we encounter with NAFLD patients in
everyday practices. The same should be done in treating
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patients with T2D-attention must be given to eventual
concomitant liver manifestations. Unfortunately, there is no
simple method in treating NAFLD and NASH, so prevention is of crucial importance. Promising multifunctional
therapies are much awaited.
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