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ABSTRACT

Background: Hepatitis C virus (HCV) infection is a major global public health problem 
that causes profound metabolic abnormalities, primarily in insulin-sensitive target  
tissues, notably the phenomenon of steatosis or fatty liver. The route of transmission and 
genetic mutation of HCV, together with the lack of reliable nation-specific epidemiological 
data on the distribution of genotypes and sub-genotypes of this RNA virus, provide  
significant challenges to correct diagnosis and effective treatment.
Issue: HCV-induced insulin resistance in HCV-infected individuals is independent of the 
occurrence of metabolic syndrome and diabetes mellitus, primarily type 2 diabetes 
mellitus that causes insulin resistance. Some but not all HCV genotypes exert a steatotic 
effect. However, the molecular mechanism(s) by which HCV infection causes insulin 
resistance in insulin target tissues or hepatic steatosis is not elucidated clearly.
Findings: Mechanisms proposed by experimental studies include interference with 
insulin signaling pathways, upregulation of genes controlling gluconeogenesis,  
phosphorylation of insulin receptor substrate proteins, and induction and overexpression 
of inflammatory cytokines that interact closely with host lipid metabolism.
Conclusions: We review HCV genotypes and subtypes, the mechanisms by which HCV 
infection induces insulin resistance, the virus genotypes and subtypes that are implicated 
in this and those that are steatotic. We conclude by discussing the proposed mechanisms 
of steatosis and considering HCV laboratory investigation methods from traditional to 
current techniques.
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Introduction

Hepatitis C virus (HCV) infection poses a significant 
public health threat. It is estimated that HCV infects 
around 80 million people, of which 11 million are 
children. Some 70 million individuals are chronically 
infected, resulting in almost 400,000 deaths each year 
[1]. HCV is the leading cause of liver cancer and the 
main reason for liver transplantation [2,3]. According 
to the most recent World Health Organization (WHO) 
report, in 2015, there were 1.75 million new HCV 
infections globally [4]. HCV infection is caused by one 
of the six distinct genotypes but their distribution in 
many countries remains unknown [5]. The world-
wide prevalence of HCV is 2.5%, with the highest pro-
portion of the population infected in Africa (2.9%) 
followed by the Americas (1.3%) [6].

HCV is the principal cause of acute and chronic 
liver diseases, affecting more than 200 million peo-
ple around the world [7]. HCV has a tropism for 
hepatocytes that it enters via specific receptors, 
including the cell surface protein CD81, and once 
inside the hepatocyte, it initiates a lytic cycle by 
utilizing the intracellular translational machinery 
required for its replication [7]. Inadequately steril-
ized needles used for medical treatment, drug mis-
use or tattooing account for approximately 30% of 
HCV transmission and the prevalence of HCV is esti-
mated to be 60% among injected drug users. The 
global eradication of this virus is the ultimate goal 
to solve health problems associated with infection 
[2,3,8]. The WHO presented a Global Health Sector 
Strategy on HCV infection for the 5-year period 
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2016–21 [5]. This has an ambitious aim to elim-
inate viral hepatitis by 2030, diagnosing 90% of 
infected people and treating 80% of those. The lack 
of robust country-specific epidemiological data on 
the distribution of HCV genotypes is the main hur-
dle to developing an effective diagnosis and treat-
ment strategy to combat HCV infection [6].

HCV infection also impairs the action of the 
hormone insulin, the tight regulation of which is 
essential for blood glucose homeostasis. Insulin 
stimulates glucose uptake by cells; it enhances 
glycogenesis in the liver and in muscles, and lipo-
genesis in adipocytes. In contrast, insulin inhibits 
gluconeogenesis and glycogenolysis in the liver and 
lipolysis in adipocytes [8,9].

Insulin Biosynthesis

Discovered in Toronto, Canada, in 1921 by Banting 
and Best, insulin is produced by β-cells of the pan-
creatic islets [10]. It is a peptide hormone composed 
of a linear amino acid polymer. Insulin is synthe-
sized from a precursor, pro-insulin, which is a sin-
gle, long polypeptide with internal disulfide bonds. 
In its mature secreted form, insulin contains two 
separate polypeptide chains that are linked together 
by disulfide bonds. By cleavage, mature insulin and 
a C-peptide fragment are generated from pro-insu-
lin in the endoplasmic reticulum and then stored 
in secretory granules [11]. The 31-amino acid 
C-peptide is secreted into the portal circulation in 
equimolar concentrations with insulin [8].

Mechanism of Insulin Action: General 
Considerations

The primary physiological variable that controls 
insulin release from β-cells is the concentration of 
blood glucose. Carbohydrate metabolism is regu-
lated by the action and counteraction of insulin and 
glucagon that predominantly influence the pathway 
of carbohydrate metabolism. Insulin acts upon the 
membrane receptor to allow the movement of glu-
cose into tissue cells [9]. It is the principal anabolic 
hormone in the human  body. While most cells are 
responsive to insulin, its most important effects are 
mediated by major metabolic organs, including the 
liver, adipose tissue and muscle [12]. In the liver, 
insulin acts on hepatocytes in contrasting ways to 
either inhibit gluconeogenesis or to activate gly-
cogenesis. In doing so, this organ plays a key role 
in maintaining stable glucose concentrations due 
to its ability to store glucose as glycogen through 

glycogenesis and also to degrade glycogen through 
glycogenolysis, depending on the body’s needs. 
Dramatic insulin resistance, severe glucose intol-
erance, and a failure of insulin to suppress hepatic 
glucose production and to regulate hepatic gene 
expression have been observed in liver-specific 
insulin receptor knockout mice when these alter-
ations resulted in marked hyperinsulinemia [13].

The continued presence of insulin promotes 
lipogenesis, resulting in any more excess glucose 
being converted into fatty acids once hepatic glycogen 
stores become maximal [9]. In adipose tissue, insulin 
modulates multiple enzymatic activities to promote 
fat storage. In order to reduce lipid metabolism in 
adipocytes, insulin hinders the breakdown of fat 
by inhibiting intracellular lipase that hydrolyzes 
triglycerides to release fatty acids. Insulin facilitates 
entry of glucose into adipocytes, and within these 
cells, glucose can be used to synthesis glycerol by 
enhancing extracellular lipase. Finally, the glucose 
metabolized to glycerol is combined with imported 
fatty acids to generate triglycerides that are stored in 
adipocytes [14]. Insulin acts on myocytes to increase 
glucose import and shifts muscle metabolism to use 
glucose primarily as an energy source; moreover, 
any excess glucose imported is stored as glycogen 
in the presence of insulin. During prolonged fasting 
or starvation, the glycogen in muscles cannot break 
down into glucose to provide energy, unlike the 
glycogen in the liver, due to an absence of glucose-6-
phosphatase activity [15–17].

In general terms, insulin is the hormone that 
facilitates the uptake of glucose from the blood 
circulation and the conversion of excess glucose 
into glycogen to be stored in target tissues (liver, 
kidney and muscle) by inhibiting gluconeogenesis, 
lipolysis and glycogenolysis. Glucagon is the count-
er-regulatory hormone produced by α-cells of the 
pancreatic islets that stimulates glycogenolysis and 
gluconeogenesis in order to maintain blood glucose 
homeostasis during prolonged fasting or starvation 
[18]. However, if the normal physiological functions 
of insulin are impaired, a high concentration of 
glucose accumulates in the blood (hyperglycemia) 
and excess free fatty acids (FFAs) are present in the 
peripheral circulation due to lipolysis [19].

Insulin Signaling Pathways

Insulin signals through insulin receptor and to a 
lesser extent through insulin-like growth factor-1 
receptor. The hormone is secreted in response to 
increased blood glucose levels and its binding to 
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its receptor activates a cell signaling pathway that 
promotes glucose uptake [20]. Insulin signals to 
a variety of cellular functions in multiple tissues 
including: gene transcription; glucose, lipid and 
protein metabolisms; cell survival; growth con-
trol; and apoptosis [21]. Insulin receptor is a large 
disulfide-linked glycoprotein that spans the cell 
membrane with its insulin-binding surfaces on the 
outside of the cell and its tyrosine kinase (TYK) 
domains on the inside [22]. Insulin receptors com-
prise 2β and 2α subunits presenting on the surface 
of target cells (Fig. 1). The α-subunits contain the 
insulin-binding domain, whereas the β-subunits 
function as tyrosine-specific protein kinases that 
undergo autophosphorylation following insulin 
binding. Autophosphorylation of insulin receptor 
activates insulin receptor kinase and enables it to 
phosphorylate insulin receptor substrate (IRS) pro-
teins 1 and 2 [23]. Stimulation of receptor kinase 
activity induces tyrosine phosphorylation of IRS-1 
and IRS-2 that permits them to interact with and 
engage Src homology (SH)2-containing proteins 
like phosphatidyl-inositol-3 kinase (PI3K) that 
lead to multiple signaling pathways required for 

insulin action, resulting in promotion of glucose 
uptake, glycogenesis, mitogenesis and gene expres-
sion [24]. Insulin receptor signaling starts with 
the autophosphorylation of key tyrosine residues 
in the intracellular domain of the insulin receptor, 
thereby generating phosphotyrosine-docking sites 
for various proteins containing SH2 or phosphoty-
rosine-binding domains. Phosphorylation and 
dephosphorylation of protein tyrosine residues cat-
alyzed by protein TYKs and protein tyrosine phos-
phatases, respectively, are crucial events for insulin 
signaling pathways [25].

Insulin signaling is downregulated by internaliza-
tion of the insulin receptor complex, leading to dis-
sociation and degradation of insulin in the intracel-
lular endosome/lysosome system [26,27]. Insulin 
signaling pathways involve cascades of phosphory-
lation by kinases and dephosphorylation by phos-
phatases [28]. There are short-term and long-term 
downstream effects of insulin receptor stimulation. 
For instance, translocation of the glucose transporter 
(GLUT)4 to the surface of a target cell is a short-term 
action (Fig. 2), while increased expression of glu-
cokinase and reduced expression of gluconeogenic 

Figure 1. Schematic of insulin signaling pathways. When stimulated by insulin, the insulin receptor recruits and 
phosphorylates IRS proteins that mediate activation of the PI3K/ TYK signaling pathway and the MAP kinase 
signaling pathway. The PI3K/TYK pathway mediates metabolic action of insulin including lipogenesis, glycogenesis, 
and protein synthesis. It also stimulates translocation of glucose transporters (e.g. GLUT4) to the cell surface that 
is crucial for glucose uptake by insulin-sensitive tissues such as skeletal muscle and fat. The MAP kinase pathway 
mediates cell growth, proliferation, and regulation of expression of various genes in insulin-responsive cells. 
Modified from https://usmle.biochemistryformedics.com/mechanism-of-action-of-insulin/.

https://usmle.biochemistryformedics.com/mechanism-of-action-of-insulin/
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and ketogenic enzymes in the liver are long-term 
actions [11,29]. Studies in a mouse model revealed 
that selective internalization of the activated insulin 
receptor is achieved by a phosphorylation switch of 
IRS-1/-2 arranged by an extracellular signal-regu-
lated kinase (ERK)-1 and ERK-2 and Src homology 
phosphatase (SHP)2. This also indicated that insulin 
receptor feedback regulation and growth promotion 
are blocked and insulin action on metabolism is pro-
longed, while insulin sensitivity is improved on inhi-
bition of SHP2 [30]. Fork headbox (Fox) proteins are 
a family of transcription factors that plays important 
roles in regulating the expression of genes involved 
in cell growth, proliferation and differentiation [31]. 
FoxO is a major target of insulin signaling that trans-
locates from the nucleus to the cytoplasm following 
insulin-stimulated phosphorylation. An experimen-
tal study conducted in mice indicated that FoxK1 

and FoxK2 are downstream targets of insulin action 
but that they translocate from the cytoplasm to 
the nucleus following insulin stimulation [32]. The 
insulin and insulin-like growth factor-1 receptor 
TYKs mediate the effects of type 2 diabetes mellitus 
(T2DM) through tyrosine phosphorylation of sub-
strate molecules, such as IRS-1 and IRS-2, leading 
to activation of two major pathways: the PI3K/TYK 
pathway and the mitogen-activated protein kinase 
(MAPK)/ERK pathway (Fig. 1). The PI3K/TYK path-
way activates several distinct downstream path-
ways and is central to most of the metabolic actions 
of insulin, whereas the MAPK/ERK pathway is more 
important in the regulation of cell growth [20,32]. 
Another recent animal model study has suggested 
that the cytohesin-3 genetic locus is required for full 
insulin signaling in mammals and may constitute a 
novel therapeutic target for weight reduction [21]. 

Figure 2. Schematic of downstream effects of insulin signaling pathways. Insulin binding to its receptor stimulates 
intrinsic TYK activity that triggers receptor autophosphorylation and the recruitment of intracellular signaling 
molecules including IRS proteins. Together with other adaptor proteins, IRS initiates a complex cascade of 
phosphorylation and dephosphorylation reactions, promoting the downstream systemic metabolic and mitogenic 
effects of insulin. Modified from http://www.namrata.co/insulin-biosynthesis-secretion-and-action/.

http://www.namrata.co/insulin-biosynthesis-secretion-and-action/
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Insulin signaling regulates carbohydrate (glucose), 
lipid and energy homeostasis, and a proper and 
coordinated biological response to insulin in dif-
ferent tissues is ensured by positive and negative 
modulator actions on different steps of signaling 
pathways and through the diversity of protein form 
interactions [20].

Insulin Resistance

Insulin resistance (IR) is the decreased ability of 
insulin to act effectively on target tissues including 
liver, skeletal muscle, and adipocytes. It is thought 
to be a major pathogenic factor implicated in met-
abolic syndrome and abnormalities like T2DM, 
obesity and dyslipidemia [7]. Impaired insulin sig-
naling results from mutations in post-translation 
modifications of the insulin receptor or any of its 
downstream effector molecules [23]. Inherited 
defects in the membrane and nuclear receptors or 
in the pathways that transduce receptor signals are 
rare genetic disorders that cause severe hormone 
resistance syndromes characterized by defective 
hormone action despite the presence of increased 
hormone levels [33]. Glucose homeostasis reflects 
a balance between hepatic glucose production and 
peripheral glucose uptake and utilization, and insu-
lin is the most important regulator of this meta-
bolic equilibrium [8,12]. When insulin regulation of 
blood glucose levels is impaired, hepatic glucone-
ogenesis and glycogenolysis are greatly enhanced; 
glucose uptake in insulin-sensitive tissues (skeletal 
muscle and fat) is reduced and mobilization of FFAs 
from fat cells is promoted. However, as the body has 
a perpetual need for insulin, the β-cells of the pan-
creas produce insulin continuously and, due to the 
circulatory concentration of insulin, hyperinsulin-
emia may develop. As a result of increased hepatic 
glucose synthesis, diminished uptake of glucose by 
insulin-sensitive tissues and the ingestion of dietary 
glucose, blood glucose levels become very high if 
not reversed early and the cumulative effect of both 
hyperglycemia and hyperinsulinemia can damage 
internal organs [8–10,15]. Hyperinsulinemia and 
insulin resistance are pervasive features of obesity, 
particularly intra-abdominal obesity. The factors 
that contribute a molecular link between IR and 
obesity in insulin-sensitive tissues include FFAs, 
intracellular lipid accumulation, insulin itself by 
inducing downregulation of its own receptor, as 
well as different circulating peptides produced by 
adipocytes; these include the cytokines interleukin 
(IL)-6 and tumor necrosis factor (TNF)-α [34]. The 

underlying molecular mechanisms of IR are not 
clear; however, alterations in the early steps of insu-
lin signaling, including decreased insulin binding, 
diminished receptor kinase activity, reduced levels 
of IRS proteins and their associated PI3K activity in 
primary target tissues, have been demonstrated in 
a mouse model to be related to IR [24]. The serine 
phosphorylation of IRS-1 contributes to periph-
eral IR by inhibiting insulin signal transduction in 
a variety of cell types, although the mechanisms of 
inhibition are difficult to determine due to a large 
number of potential phosphorylation sites [35].

HCV Genotypes: General Considerations

HCV is a member of the Hepacivirus genus of envel-
oped, positive-sense, single-stranded RNA viruses 
in the family Flaviviridae. The structure of each 
virus particle consists of an icosahedral protein 
coat, embedded in cellular lipid and surrounding a 
core containing RNA. The viral RNA encodes a single 
very long protein of more than 3,000 amino acids 
that is processed into individual proteins using 
viral and host cellular proteases. Based on sequenc-
ing, seven genotypes labeled 1–7 are currently rec-
ognized, with a further 67 subtypes, including 1a, 
1b, 2a and 2b. A putative eighth genotype was iden-
tified recently in Punjab, India. HCV genotyping of 
infection has therapeutic implications for patient 
therapy. For instance, genotypes 1 and 4 are more 
resistant to interferon therapy than are the other 
genotypes [8,36,37]. The nucleotide sequences of 
the seven genotype classifications differ from each 
other by about 30% [38].

Mutation in the viral genome during replication, 
viral amino acid changes due to nucleotide substitu-
tion accumulation, lack of proofreading activity to cor-
rect these errors and transmission of mutant viruses 
across patient populations all lead to the diversifica-
tion of HCV genotypes and subtypes, which spread 
throughout the world by various routes of transmis-
sion [2,39]. Globally, the most prevalent genotype is 
HCV-1 (49.1%), followed by HCV-3 (17.9%), HCV-4 
(16.8%) and HCV-2 (11.0%) [6].

Geographical diversification of HCV genotypes 
is less studied. However, it is well established that 
some genotypes show regional predominance. 
In developed countries, genotype 1 is the most 
prevalent and that which is responsible for the 
majority of infections. Genotype 3 is often found 
in South Asia, Europe and in the USA among drug 
users infected with HCV. Genotypes 2 and 6 are the 
most common in East Asia. Genotype 4 is prevalent 
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in North Africa and the Middle East. Genotype 5 
accounts for less than 1% of HCV infections and 
mainly appears in Africa, while genotype 7 infec-
tion was confirmed in Canada in one patient of cen-
tral African origin [1,6,8]. In Africa, where around 
3.4% of HCV infections are reported to be of mixed 
genotype, genotype 4 (28.1%) and 1 (26.3%) are 
the most prevalent genotypes followed by geno-
type 2 (23.7%), 5 (12.2%) and 3 (6.3%); however, 
there is no evidence for genotype 6. HCV geno-
type 1 is highly prevalent in both North America 
(74.5%) and Europe (64.4%); while subtype 1a 
predominates in North America, subtype 1b pre-
dominates in Europe. Globally, genotype 1 is the 
most prevalent (49.1%), followed by genotype 3 
(17.9%), with genotype 6 being the least preva-
lent (1.4%) [6]. HCV genotypes 3 and 1 are those 
isolated most commonly from children, 77.15% 
and 17.14%, respectively [1]. A study conducted in 
Egypt revealed HCV genotype 4 is the most preva-
lent (73.0%), followed by genotype 1 (26.0%) and 
mixed genotypes (15.7%) [40]. HCV genotypes 1 
and 3 are the most common genotypes in Australia, 
responsible for 50%–55% and 35%–40% of clinical 
cases, respectively [41]. Identification of HCV gen-
otypes and subtypes remains a priority in order to 
tailor treatment regimens. Patients with confirmed 
HCV infection should be tested to determine the 
infecting genotype.

An experimental study was conducted to mea-
sure the gene and protein expression of the sup-
pressor of cytokine signaling 3 (SOCS3) gene and to 
evaluate the insulin impairment pathway by analy-
sis of IRS1 and phospho-AKT by infecting the human 
hepatocellular carcinoma cell line with human HCV 
genotype 1b or 2 [42]. The findings indicated that 
SOCS3 gene expression was significantly higher in 
genotype 1b-infected cells compared with those 
infected with genotype 2. This led to the conclusion 
that up-regulation of the SOCS3 gene is one of the 
mechanisms for non-responsiveness to therapy and 
IR by HCV genotype 1b [42].

Pathogenesis of HCV Infection

HCV is a blood-transmitted virus that enters 
hepatocytes in which it replicates causing cell 
necrosis through immune- and metabolic-medi-
ated mechanisms. HCV has evolved a mechanism 
to avoid recognition by cytolytic T lymphocytes 
that would otherwise eliminate virus-infected host 
cells. It is thought either to reduce expression of 
the major histocompatibility complex or to prevent 

presentation of the viral peptide on the cell sur-
face [43–45]. In addition to immune-mediated HCV 
pathogenesis, there are several clinical and meta-
bolic-mediated HCV pathogenesis outcomes includ-
ing HCV-insulin resistance, oxidative stress, and 
hepatic steatosis [8,17,44–48]. Without treatment, 
spontaneous clearance of the virus occurs in 15%–
45% of HCV-infected individuals, while the remain-
ing 55%–85% develop chronic infection that leads 
to fibrosis and cirrhosis. The likelihood of progres-
sion to cirrhosis of the liver and hepatocellular car-
cinoma varies depending on a person’s character-
istics and behaviors. For instance, the risk is very 
high in individuals who are co-infected with hepati-
tis B virus or human immunodeficiency virus (HIV), 
who misuse alcohol or who are immunosuppressed 
for any reason. HCV-associated liver disease is the 
leading cause of death in people living with HIV, 
accounting for almost half (47%) of the deaths in 
the USA. After initiation of anti-retroviral therapy, 
the recovery of CD4+ T cells is impaired in HIV/HCV-
co-infected people when compared to HIV-mono-
infected counterparts. HIV disease progression is 
more rapid in HIV/HCV co-infection than for infec-
tion with HIV alone [4,5,45]. HCV infection can lead 
to extrahepatic manifestations; depression (24%), 
diabetes mellitus (15%) and chronic renal disease 
(10%) are the three most frequent co-morbidities 
in HCV-infected individuals [5].

HCV Infection, Hepatic Steatosis and Insulin 
Resistance 

HCV genes play a crucial role in the pathogenesis 
of infection by interfering with host cellular genes. 
The mechanism(s) by which HCV genes induce IR is 
not clear. Through experimental studies, it is known 
that HCV core protein inhibits insulin signaling and 
HCV causes impairment of the cellular response to 
insulin by interfering with serine phosphorylation 
of insulin receptor-1 [49]. A very recent study has 
shown that non-structural protein 5a (NS5A) of HCV 
genotype 3a upregulates serine 473 phosphoryla-
tion, suggesting that impairment of the normal insu-
lin protein kinase signaling pathway leads to IR [7]. 
Chronic HCV infection impairs intrahepatic insulin 
signaling pathways by increasing the production of 
TNF-α, phosphorylation of insulin receptors, and 
overexpression and induction of suppressor of cyto-
kine signaling (SOCS)-3 and -7, respectively [50]. 
Among patients infected with HCV genotype 4, there 
is a high prevalence of IR, which manifests early in 
infection [39]. T2DM is a metabolic disorder that 
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is caused by IR and chronic HCV infection is often 
associated with T2DM; however, the precise mecha-
nism for this association is not apparent. HCV infec-
tion promotes hepatic gluconeogenesis, the process 
facilitated by glucagon in the liver during fasting 
whereupon insulin activity is impaired and upreg-
ulates the gene for phosphoenolpyruvate carboxyki-
nase and glucose-6-phosphatase [51].

HCV genotypes 1 and 4 have been identified 
among the majority of patients chronically infected 
with HCV and these two genotypes have the great-
est association with IR. HCV genotype 1 is strongly 
associated with IR without any weight gain, as indi-
cated by animal models [52]. HCV genotypes 1 and 
3 revealed IR, respectively, among 65% and 57% 
of patients without cirrhosis and risk factors for 
metabolic syndrome [53]. IR is identified in more 
than half of people with chronic HCV infection [54]. 
Around 32% of non-diabetic patients chronically 
infected with HCV genotype 1 or 4 develop IR [39]. 
Individuals infected with HCV genotype 1 or 3 may 
develop IR and steatosis [53].

Very low-density lipoprotein (VLDL) supplies the 
tissues of the body with endogenously synthesized 
triglycerides, primarily of hepatic origin. VLDL is a 
rich source of triglycerides and triglyceride-glyc-
erol formed from pyruvate through the process of 
glyceroneogenesis. This is the critical component 
of triglyceride fatty acid cycling in the body, which 
contributes to more than half of the triglyceride con-
centration in individuals with T2DM [55]. During 
an IR state, such as found in diabetic patients, intact 
liver insulin signaling drives enhanced lipogenesis 
while excess circulating FFAs become a dominant 
inducer of non-suppressible hepatic glucose pro-
duction [56]. This indicates that a defect in the insu-
lin signaling pathway permits the lipid-promoting 
effects of insulin to be preserved despite the loss of 
hepatic glucose production.

HCV produces IR in the liver and other periph-
eral tissues by mechanisms including production 
of proinflammatory cytokines like TNF-α, changing 
host lipid metabolism in hepatocytes (during viral 
replication, assembly, and release), phosphoryla-
tion of IRS-1 and upregulation of gluconeogenic 
genes [47,57]. TNF-α impairs insulin signaling by 
inhibiting insulin receptor TYK in the muscle and 
fat tissues of obese individuals [58,59].

Fatty acids cause a defect in insulin-stimulated 
glucose transport in skeletal muscle by inhibiting 
insulin-stimulated tyrosine phosphorylation of 
IRS-1 and IRS-2 associated with PI3K activity, in addi-
tion to certain fatty acid metabolic abnormalities 

such as mitochondrial fatty acid oxidation and 
adipocyte fat metabolism defects [33]. A study of 
selected individuals without any features of met-
abolic syndrome but confirmed for HCV infection 
showed that HCV infection per se is strongly associ-
ated with hepatic IR and total body glucose disposal, 
brought about mainly by impairing one component 
of glucose oxidation [60]. A suggested mechanism 
for hepatic IR is the direct interaction of HCV core 
protein with the signaling pathway of insulin inside 
the hepatocyte. The development of IR consequent 
to HCV infection occurs early and is independent 
of either body weight, stage of liver disease, or the 
presence or absence of diabetes [61]. Successful 
treatment to eradicate HCV improves insulin sensi-
tivity in HCV-infected T2DM patients [62]. A direct 
steatotic effect of HCV genotype 3 due to accumu-
lation of intracytoplasmic triglyceride-rich droplets 
induced by overexpression of viral proteins (core 
protein and NS5A) has been reported in transgenic 
mice and cell culture models of HCV. The study also 
revealed host factors, principally associated with 
IR, are primarily responsible for steatosis devel-
oped by HCV genotype 1, whereas steatosis devel-
oped in HCV genotype 3-infected individuals is 
primarily viral-mediated [61]. IR is strongly associ-
ated with obesity, primarily intraabdominal obesity 
[49]. Accumulation of intracellular lipid, receptor 
downregulation induced by insulin itself, increased 
FFAs and various circulating peptides (adiponectin, 
resistin, IL-6) produced by adipocytes are among 
major factors that provide a molecular link between 
obesity and IR [46,49]. Inflammatory mediators 
(TNF-α, IL-1, and IL-6) and adipose-specific cyto-
kines (leptin and resistin) can interfere with insu-
lin receptor signaling at target cells by promoting 
serine phosphorylation to mediate heterologous 
inhibition of IRS-1 signaling thereby counter-reg-
ulating the insulin response [63]. Experiments on 
mice suggested that components of the extracellu-
lar matrix, including collagen, convert extracellular 
signals via their cytoplasmic domain and binding to 
intracellular integrin-binding proteins [64].

IR is strongly associated with fat accumulation in 
the body. Hepatic steatosis or fatty liver is defined 
as the intrahepatic fat accumulation of at least 5% 
of the liver weight that may lead to hepatic meta-
bolic dysfunction, inflammation and non-alcoholic 
fatty liver disease (NAFLD) [44,65]. There is a high 
prevalence of HCV-related NAFLD, with genotype 
3 identified as the only HCV genotype that induces 
fatty liver accumulation and causes viral steatosis 
[66]. NAFLD and HCV are associated with increased 
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gluconeogenic drive and IR, and steatosis develop-
ment and chronic HCV infection are clearly linked 
[67]. Metabolic syndrome accelerates the progres-
sion of liver diseases in patients with HCV infection. 
HCV infection is associated with the development 
of IR, hepatic steatosis, and T2DM [68]. Metabolic 
syndrome or IR is highly prevalent in chronically 
infected HCV patients and associate significantly 
with HCV genotype 1 [69]. Mitochondrial β-oxi-
dation is impaired by HCV infection, with 24% of 
patients in one study developing hepatic steatosis 
[70]. Lipid β-oxidation is attenuated significantly by 
HCV infections, which leads to low lipid combustion 
and energy supply as well as to certain metabolic 
abnormalities including fatty liver or steatosis [71]. 
HCV infection is associated with an increased rate of 
glucose abnormality including IR and this leads to 
negative liver-related outcomes [72]. A strong asso-
ciation between high-fat diets and hepatic and mus-
cle IR has been confirmed in animal models [73]. 
Lack of hepatic glycogen suggests liver-specific IR. 
Deletion of the gene encoding the liver iso-form of 
glycogen synthase generates a knock-out mouse 
that almost completely lacks hepatic glycogen. In 
this model, insulin signaling is reduced in the liver, 
but not muscle, suggesting an organ-specific defect, 
unlike hepatic steatosis [44,74].

There is a clear link between the development 
of steatosis and chronic HCV infection [75]. IR is 
a major feature of NAFLD [44,46,73,76]. Chronic 
HCV infection is a unique infective/inflammatory 
model of IR, predominantly in muscle, and HCV 
genotype 3 is typically associated with hepatic 
steatosis [77]. An improvement in IR after HCV 
clearance depends on the genotype of the virus. A 
sustained virological response is associated with 
a reduction in homeostasis model assessment-IR 
in patients with HCV genotype 1 but not either 
genotypes 2 or 3 that may suggest genotype 1 has 
a direct effect on the development of IR, indepen-
dent of host metabolic factors [78]. The preva-
lence of hepatic steatosis in chronic HCV infection 
is about 55% due to a combination of viral factors 
like core proteins and host factors like obesity, IR, 
diabetes mellitus, and alcohol consumption [79]. 
Inflammation, T2DM, hypertension, fat accumula-
tion, obesity, and NAFLD are each strongly associ-
ated with IR [44,48,49,57,80].

A recent investigation conducted in Italy on 
82 HCV RNA-positive patients attending a liver 
clinic to receive direct-acting anti-viral therapy 
with no previously known diabetes revealed that 
55% had developed T2DM by the end of their 

treatment; HCV RNA fell below the threshold 
of detection (<12 IU/ml) and insulin sensitivity 
increased [81]. A US longitudinal study concluded 
that suppression of HCV results in improvement of 
insulin activity [82]. Dysfunction of mitochondria 
is one mechanism for IR because these organelles 
are where fatty acids and glucose are used in the 
production of ATP through the process of oxidative 
phosphorylation. The suggested mechanism for 
causing IR is the incomplete burning of fatty acids 
in mitochondria. This results in the accumulation 
of triglyceride intermediate products including 
diacylglyceride, which activates protein kinase C. In 
turn, this suppresses the insulin signaling pathway 
through phosphorylation of IRS-1 and IRS-2 that 
causes IR [83–85]. Within 72 hours of rodents 
starting a high-fat diet, before obesity develops, 
hepatic steatosis and IR can be detected [73]. HCV 
core proteins interfere directly with hepatocyte 
intracellular insulin signaling or with IRS-1 to 
induce downstream TYK activity, thereby impairing 
cellular responsiveness to insulin action [34,86].

HCV infection induces IR probably due to pro-
teasomal degradation of IRS-1 and IRS-2 caused 
by HCV core protein and as a result of blockage 
of intracellular insulin signaling caused by TNF-α 
and SOCS-3 [87]. In a transgenic mouse model, 
insulin fails to suppress hepatic glucose produc-
tion in animals overexpressing HCV core protein. 
More recent studies have indicated that SOCS 
families play a key role in inducing IR during 
HCV infection by suppressing the insulin signal-
ing cascade through proteasomal degradation 
and ubiquitination of IRS-1 and IRS-2 [88]. SOCS 
proteins are powerful inhibitors of pathways 
involved in the survival and function of pancreatic 
β-cells. SOCS-1 and SOCS-3 induce IR by inhibi-
tion of tyrosine phosphorylation of IRS proteins. 
Overexpression of SOCS-3 in the liver by adenovi-
ral-mediated gene transfer significantly decreases 
tyrosine phosphorylation of both IRS-1 and IRS-2; 
in contrast, SOCS-1 overexpression preferentially 
inhibits IRS-2 [89,90]. A Japanese study using 
a hepatocyte-specific SOCS-3-deficient mouse 
model showed that SOCS-3 produced by pro-in-
flammatory cytokines TNF-α and IL-6 induces 
inflammation-mediated IR in hepatocytes and 
adipocytes. This suggests that insulin sensitivity 
is improved in both cell types [91]. SOCS-3 antag-
onizes insulin-induced IRS-1 tyrosine phosphory-
lation, indicating that it may play a prominent role 
in the development of IR [92]. Overexpression of 
SOCS-3 in adipocytes diminishes IRS-1 levels and 
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subsequent insulin-stimulated phosphorylation of 
IRS-1 and IRS-2 leads to decreased insulin-stimu-
lated glucose uptake in adipocytes [93].

Diagnosis of HCV Infection: General 
Considerations

Direct and indirect methods are both available for 
diagnosing HCV infection. The indirect method 
measures antibodies produced against HCV antigen. 
Antibody detection is indicative of either current 
infection (anti-HCV IgM) or previous infection 
(anti-HCV IgG). This is a serological method 
performed by using immunoassay techniques and 
is primarily for qualitative screening purposes. 
The direct method involves the detection of 
purified HCV antigen by nucleic acid detection 
techniques [94]. This is performed by nucleic 
acid amplification or recombinant immunoblot 
and is quantitative in nature. Methods to quantify 
HCV RNA include polymerase chain reaction 
(PCR), real-time PCR, reverse transcriptase PCR, 
nucleic acid sequence-based amplification and 
branched DNA assay. Of these, real-time PCR and 
transcription-based amplification are used most 
routinely [8,94–96]. In order to tailor anti-HCV 
therapy, the identification of virus genotypes 
and differentiation of subtypes is crucial. HCV 
genotype determination methods that are based 
only on the analysis of the 5’ non-coding region 
(5’NCR) fail to identify correctly HCV subtypes 1a 
and 1b in approximately 30% and 10% of cases, 
respectively. Currently available genotyping 
methods that are based on reverse hybridization 
or real-time PCR target not only 5’NCR but also the 
core- or non-structural 5B (NS5B)-coding regions; 
consequently, they identify accurately HCV 
genotypes and differentiate subtypes 1a and 1b in 
most cases. However, these globally used assays 
are neither designed to identify mixed genotype/
subtype infections nor HCV subtypes other than 1a 
and 1b. Thus, there is a need for a high-resolution 
system, such as that predicated on phylogenetic 
analysis of reads obtained by deep sequencing 
of a relevant genome region. Sentosa SQ HCV 
genotyping is a new automated deep sequencing-
based assay that performs genotypes 1 to 6 
determinations, 1a/1b subtype identification, and 
genotypes 4, 5 and 6 sub-typing. This compares 
favorably against Sanger sequencing of the NS5B 
region, the reference method for HCV genotype 
determination, except for HCV genotype 2 sub-
typing [2,97,98].

Conclusion

Many experimental, clinical and epidemiological 
studies indicate the occurrence of HCV-induced IR 
in HCV-infected persons. The consensus from this 
collective research is that a clear link exists between 
HCV infection and hepatic steatosis or fatty liver in 
causing IR in a person with HCV or in an individual 
who develops NAFLD. Nevertheless, the underly-
ing molecular mechanism by which HCV infection 
induces IR in insulin target tissues is to date only 
suggested and not confirmed. Ongoing concerns 
surround the high mutation rate of HCV, the cause 
of genetic variation and a possible reason for the 
emergence of new HCV genotypes. Improved coun-
try-specific epidemiological data on HCV genotype 
or subtype responsible for infection is required in 
order to map genotypes identified as being associ-
ated with IR, the pattern of which is known to vary 
throughout the world.

Conflict of interest 

None declared.

Acknowledgments

None.

Funding

There was no funding received for this article.

References
[1] World Health Organization. Hepatitis C fact sheet. 

Updated July 2016. Available via https://www.
who.int/en/news-room/fact-sheets/detail/hepa-
titis-c (Accessed 3 July 2019).

[2] Rodriguez C, Soulier A, Demontant V, Poiteau L, 
Mercier-Darty M, Bouvier-Alias M, et al. A novel stan-
dardized deep sequencing-based assay for hepatitis C 
virus genotype determination. Sci Rep 2018; 8:4180.

[3] Nitta S, Asahina Y, Kato T, Tsuchiya J, Inoue-
Shinomiya E, Sato A, et al. Impact of novel NS5A 
resistance-associated substitutions of hepatitis C 
virus detected in treatment-experienced patients. 
Sci Rep 2019; 9:5722.

[4] World Health Organization. Global hepatitis report, 
2017. Available via https://www.who.int/hepati-
tis/publications/global-hepatitis-report2017/en/ 
(Accessed 3 July 2019).

[5] World Health Organization. Guidelines for 
the care and treatment of persons diagnosed 
with chronic hepatitis c virus infection, 2018. 
Available via: https://www.who.int/hepatitis/
publications/hepatitis-c-guidelines-2018/en/ 
(Accessed 3 July 2019).

https://www.who.int/en/news-room/fact-sheets/detail/hepatitis-c
https://www.who.int/en/news-room/fact-sheets/detail/hepatitis-c
https://www.who.int/en/news-room/fact-sheets/detail/hepatitis-c
https://www.who.int/hepatitis/publications/global-hepatitis-report2017/en/
https://www.who.int/hepatitis/publications/global-hepatitis-report2017/en/
https://www.who.int/hepatitis/publications/hepatitis-c-guidelines-2018/en/
https://www.who.int/hepatitis/publications/hepatitis-c-guidelines-2018/en/


10 J Mol Pathophysiol • 2019 • Vol 8 • Issue 1

Shiferaw Bekele Woyesa, Andrew W. Taylor Robinson

[6] Petruzziello A, Marigliano S, Loquercio G, Cozzolino 
A, Cacciapuoti C. Global epidemiology of hepatitis C 
virus infection: an up-date of the distribution and 
circulation of hepatitis C virus genotypes. World J 
Gastroenterol 2016; 22:7824–40.

[7] Shams F, Rafique S, Zahid S, Munir M, Idrees M, Ilyas 
M, et al. Advances in the role of HCV nonstructural 
protein 5a (NS5A) of 3a genotype in inducing insu-
lin resistance by possible phosphorylation of AKT/
PKB. Sci Rep 2019; 9:6150.

[8] McPherson RA, Pincus MR. Henry’s clinical diagno-
sis and management by laboratory methods. 23rd 
edition, Elsevier, St. Louis, MO, 2017.

[9] Arneson WL, Brickell JM. Clinical chemistry: a labo-
ratory perspective. 1st edition, FA Davis Company, 
Philadelphia, 2007.

[10] Tokarz VL, MacDonald PE, Klip A. The cell biol-
ogy of systemic insulin function. J Cell Biol 2018; 
217:2273–89.

[11] De Long NE, Holloway AC. Toxicity to the insu-
lin-secreting β-cell. In: McQueen CA (editor-in-
chief). Comprehensive toxicology. 3rd edition, vol. 
4: Reproductive and endocrine toxicology. Elsevier, 
Amsterdam, The Netherlands, pp 205–29, 2018.

[12] Burtis CA, Bruns DE. Tietz Fundamentals of clinical 
chemistry and molecular diagnostics. 7th edition, 
Saunders, Philadelphia, 2014.

[13] Michael MD, Kulkarni RN, Postic C, Previs SF, 
Shulman GI, Magnuson MA, et al. Loss of insulin sig-
naling in hepatocytes leads to severe insulin resis-
tance and progressive hepatic dysfunction. Mol Cell 
2000; 6:87–97.

[14] Bishop ML, Fody EP, Schoeff LE. Clinical chemistry: 
principles, procedures, correlations. 7th edition, 
Lippincott Williams & Wilkins, Philadelphia, 2013.

[15] Beale EG. Insulin signaling and insulin resistance. J 
Investig Med 2013; 61:11–4. 

[16] Gilbert HF. Basic concepts in biochemistry: a stu-
dent’s survival guide. 2nd edition, McGraw-Hill, 
New York, NY, 2000.

[17] Romero-Gómez M. Insulin resistance and hepatitis 
C. World J Gastroenterol 2006; 12:7075–80.

[18] Hui JM, Sud A, Farrell GC, Bandara P, Byth K, Kench 
JG, et al. Insulin resistance is associated with 
chronic hepatitis C and virus infection fibrosis pro-
gression. Gastroenterology 2003; 125:1695–704. 

[19] Samuel VT, Shulman GI. Mechanisms for insulin 
resistance: common threads and missing links. Cell 
2012; 148:852–71.

[20] Boucher J, Kleinridders A, Kahn CR. Insulin recep-
tor signaling in normal and insulin-resistant states. 
Cold Spring Harb Perspect Biol 2014; 6:pii:a009191. 

[21] Jux B, Gosejacob D, Tolksdorf F, Mandel C, Rieck 
M, Namislo A, et al. Cytohesin-3 is required for full 
insulin receptor signaling and controls body weight 
via lipid excretion. Sci Rep 2019; 9:3442.

[22] Evans M, Tauni R. Diabetes mellitus, insulin, oral 
antidiabetes agents, obesity. In: Brown MJ, Sharma 

P, Mia FA, Bennett PN (eds.). Clinical pharma-
cology. 12th edition, Elsevier, Amsterdam, The 
Netherlands, pp 608–24, 2019.

[23] Paz K, Hemi R, LeRoith D, Karasik A, Elhanany 
E, Kanety H, et al. A molecular basis for insulin 
resistance. Elevated serine/threonine phosphory-
lation of IRS-1 and IRS-2 inhibits their binding to 
the juxtamembrane region of the insulin receptor 
and impairs their ability to undergo insulin-in-
duced tyrosine phosphorylation. J Biol Chem 1997; 
272:29911–8.

[24] Pederson TM, Kramer DL, Rondinone CM. Serine/
threonine phosphorylation of IRS-1 triggers its 
degradation: possible regulation by tyrosine phos-
phorylation. Diabetes 2001; 50:24–31. 

[25] Tang J, Yin H-J, Zhang J-L. Luminescent zinc com-
plexes as bioprobes for imaging molecular events in 
live cells. In: Lo KK-W (ed.). Inorganic and organo-
metallic transition metal complexes with biolog-
ical molecules and living cells. Academic Press, 
Cambridge, MA, pp 1–53, 2017.

[26] Saltiel AR, Kahn CR. Insulin signalling and the reg-
ulation of glucose and lipid metabolism. Nature 
2001; 414:799–806. 

[27] Gupta A, Sharma M, Sharma J. A role of insulin in 
different types of Diabetes. Int J Curr Microbiol App 
Sci 2015; 4:58–77.

[28] Sims-Robinson C, Kim B, Feldman EL. Diabetes and 
cognitive dysfunction. In: Zigmond MJ, Rowland LP, 
Coyle JT (eds.). Neurobiology of brain disorders: 
biological basis of neurological and psychiatric dis-
orders. Elsevier, Amsterdam, The Netherlands, pp 
189–201, 2015.

[29] Ijuin T, Takenawa T. Regulation of insulin signal-
ing by the phosphatidylinositol 3,4,5-triphosphate 
phosphatase SKIP through the scaffolding function 
of Pak1. Mol Cell Biol 2012; 32:3570–84.

[30] Choi E, Kikuchi S, Gao H, Brodzik K, Nassour I, Yopp 
A, et al. Mitotic regulators and the SHP2-MAPK 
pathway promote IR endocytosis and feedback 
regulation of insulin signaling. Nat Commun 2019; 
10:1473.

[31] Benayoun BA, Caburet S, Veitia RA. Forkhead tran-
scription factors: key players in health and disease. 
Trends Genet 2011; 27:224–32.

[32] Sakaguchi M, Cai W, Wang C, Cederquist CT, Damasio 
M, Homan EP, et al. FoxK1 and FoxK2 in insulin reg-
ulation of cellular and mitochondrial metabolism. 
Nat Commun 2019; 10:1582.

[33] Savage DB, Petersen KF, Shulman GI. Mechanisms 
of insulin resistance in humans and possible links 
with inflammation. Hypertension 2005; 45:828–33. 

[34] Hum J, Jou JH. The link between hepatitis C virus 
and diabetes mellitus: Improvement in insulin 
resistance after eradication of hepatitis C virus. Clin 
Liver Dis 2018; 11:73–6. 

[35] Aguirre V, Werner ED, Giraud J, Lee YH, Shoelson 
SE, White MF. Phosphorylation of Ser307 in insulin 



www.jmolpat.com 11

Hepatitis C and insulin resistance

receptor substrate-1 blocks interactions with the 
insulin receptor and inhibits insulin action. J Biol 
Chem 2002; 277:1531–7.

[36] Harrison TJ, Dusheiko GM, Zuckerman AJ. Hepatitis 
viruses. In: Zuckerman AJ, Banatvala JE, Griffiths P, 
Scoub B, Mortimer P (eds.). Principles and practice 
of clinical virology. 6th edition, Wiley-Blackwell, 
Chichester, UK, pp 273–320, 2009.

[37] Chayama K, Hayes CN. Hepatitis C virus: how 
genetic variability affects pathobiology of disease. 
J Gastroenterol Hepatol 2011; 26(Suppl 1):83–95.

[38] Sy T, Jamal MM. Epidemiology of hepatitis C virus 
(HCV) infection. Int J Med Sci 2006; 3:41–6. 

[39] Mohamed AA, Loutfy SA, Craik JD, Hashem AGM, 
Siam I. Chronic hepatitis c genotype-4 infection: 
role of insulin resistance in hepatocellular carci-
noma. Virol J 2011; 8:496.

[40] Amer FA, Gohar M, Yousef M. Epidemiology of hepa-
titis C virus infection in Egypt. Int J Trop Dis Health 
2015; 7:119–31.

[41] Thompson AJ. Australian recommendations for the 
management of hepatitis C virus infection: a con-
sensus statement. Med J Aust 2016; 204:268–72. 

[42] Persico M, Russo R, Persico E, Svelto M, Spano D, 
Andolfo I, et al. SOCS3 and IRS-1 gene expression 
differs between genotype 1 and genotype 2 hepati-
tis C virus-infected HepG2 cells. Clin Chem Lab Med 
2009; 47:1217–25.

[43] Kwon YC, Ray RB, Ray R. Hepatitis C virus infection: 
establishment of chronicity and liver disease pro-
gression. EXCLI J 2014; 13:977–96. 

[44] Nassir F, Rector RS, Hammoud GM, Ibdah JA. 
Pathogenesis and prevention of hepatic steatosis. 
Gastroenterol Hepatol 2015; 11:167–75.

[45] Irshad M, Mankotia DS, Irshad K. An insight 
into the diagnosis and pathogenesis of hepati-
tis C virus infection. World J Gastroenterol 2013; 
19:7896–909. 

[46] Samuel VT, Petersen KF, Shulman GI. Lipid-induced 
insulin resistance: unravelling the mechanism. 
Lancet 2010; 375:2267–77. 

[47] Bose SK, Ray R. Hepatitis virus infection and insulin 
resistance. World J Diabetes 2014; 5:52–8. 

[48] Kitade H, Chen G, Ni Y, Ota T. Nonalcoholic fatty 
liver disease and insulin resistance: new insights 
and potential new treatments. Nutrients 2017; 
9:pii: E387.

[49] Basaranoglu M, Basaranoglu G. Pathophysiology 
of insulin resistance and steatosis in patients with 
chronic viral hepatitis. World J Gastroenterol 2011; 
17:4055–62. 

[50] Drazilova S, Gazda J, Janicko M, Jarcuska P. Chronic 
hepatitis C association with diabetes mellitus and 
cardiovascular risk in the era of DAA therapy. Can J 
Gastroenterol Hepatol 2018; 2018:6150861.

[51] Shoji I, Deng L, Hotta H. Molecular mechanism of 
hepatitis C virus-induced glucose metabolic disor-
ders. Front Microbiol 2012; 2:278.

[52] Torres DM, Harrison SA. Hepatitis C virus and insu-
lin resistance/diabetes mellitus. Gastroenterol 
Hepatol 2008; 4:568–70.

[53] Péres DP, Cheinquer H, Wolf FH, Cheinquer N, 
Falavigna M, Péres LD. Prevalence of insulin resis-
tance in chronic hepatitis C genotype 1 and 3 
patients. Ann Hepatol 2013; 12:871–5. 

[54] Kiran Z, Zuberi BF, Anis D, Qadeer R, Hassan K, Afsar 
S. Insulin resistance in non-diabetic patients of 
chronic Hepatitis C. Pak J Med Sci 2013; 29:201–4.

[55] Kalhan SC, Bugianesi E, McCullough AJ, Hanson RW, 
Kelley DE. Estimates of hepatic glyceroneogenesis 
in type 2 diabetes mellitus in humans. Metabolism 
2008; 57:305–12. 

[56] Titchenell PM, Quinn WJ, Lu M, Chu Q, Lu W, Li 
C, et al. Direct hepatocyte insulin signaling is 
required for lipogenesis but is dispensable for the 
suppression of glucose production. Cell Metab 
2016; 23:1154–66.

[57] Savage DB, Petersen KF, Shulman GI. Mechanisms 
of insulin resistance in humans and possible links 
with inflammation. Hypertension 2005; 45:828–33.

[58] Hotamisligil GS, Budavari A, Murray D, Spiegelman 
BM. Reduced tyrosine kinase activity of the insulin 
receptor in obesity-diabetes. Central role of tumor 
necrosis factor-a. J Clin Invest 1994; 94:1543–9.

[59] Samad F, Uysal KT, Wiesbrock SM, Pandey M, 
Hotamisligil GS, Loskutoff DJ. Tumor necrosis fac-
tor alpha is a key component in the obesity-linked 
elevation of plasminogen activator inhibitor 1. Proc 
Natl Acad Sci USA 1999; 96:6902–7.

[60] Vanni E, Abate ML, Gentilcore E, Hickman I, Gambino 
R, Cassader M, et al. Sites and mechanisms of insulin 
resistance in nonobese, nondiabetic patients with 
chronic hepatitis C. Hepatology 2009; 50:697–706.

[61] Williams KH, Vieira De Ribeiro AJ, Prakoso E, 
Veillard AS, Shackel NA, Brooks B, et al. Circulating 
dipeptidyl peptidase-4 activity correlates with 
measures of hepatocyte apoptosis and fibrosis in 
non-alcoholic fatty liver disease in type 2 diabetes 
mellitus and obesity: a dual cohort cross-sectional 
study. J Diabetes 2015; 7:809–19.

[62] Pearlman BL, Traub N. Sustained virologic response 
to antiviral therapy for chronic hepatitis C virus 
infection: a cure and so much more. Clin Infect Dis 
2011; 52:889–900.

[63] Marette A. Molecular mechanisms of inflammation 
in obesity-linked insulin resistance. Int J Obes Relat 
Metab Disord 2003; 27(Suppl 3):S46–8.

[64] Kang L, Mokshagundam S, Reuter B, Lark DS, 
Sneddon CC, Hennayake C, et al. Integrin-linked 
kinase in muscle is necessary for the development 
of insulin resistance in diet-induced obese mice. 
Diabetes 2016; 65:1590–600. 

[65] Marchesini G, Brizi M, Bianchi G, Tomassetti S, 
Bugianesi E, Lenzi M, et al. Nonalcoholic fatty 
liver disease: a feature of the metabolic syndrome. 
Diabetes 2001; 50:1844–50.



12 J Mol Pathophysiol • 2019 • Vol 8 • Issue 1

Shiferaw Bekele Woyesa, Andrew W. Taylor Robinson

[66] Adinolfi LE, Rinaldi L, Guerrera B, Restivo L, 
Marrone A, Giordano M, et al. NAFLD and NASH 
in HCV infection: prevalence and significance in 
hepatic and extrahepatic manifestations. Int J Mol 
Sci 2016; 17:pii:E803.

[67] Knobler H, Schattner A. TNF-a, chronic hepatitis C 
and diabetes: a novel triad. QJM 2005; 98:1–6.

[68] Lim T. Metabolic syndrome in chronic hepatitis C 
infection: does it still matter in the era of directly 
acting antiviral therapy? Hepat Med 2014; 6:113–8.

[69] Hanouneh IA, Feldstein AE, Lopez R, Yerian L, Pillai 
A, Zein CO, et al. Clinical significance of metabolic 
syndrome in the setting of chronic hepatitis C virus 
infection. Clin Gastroenterol Hepatol 2008; 6:584–9.

[70] Sato C, Saito T, Misawa K, Katsumi T, Tomita K, Ishii 
R, et al. Impaired mitochondrial β-oxidation in 
patients with chronic hepatitis C: relation with viral 
load and insulin resistance. BMC Gastroenterol 
2013; 13:112.

[71] Amako Y, Munakata T, Kohara M, Siddiqui A, Peers 
C, Harris M. Hepatitis C virus attenuates mitochon-
drial lipid β-oxidation by downregulating mito-
chondrial trifunctional-protein expression. J Virol 
2015;89:4092–101.

[72] Zampino R, Coppola N, Cirillo G, Boemio A, Minichini 
C, Marrone A, et al. Insulin resistance and steatosis 
in HBV-HCV co-infected patients: role of PNPLA3 
polymorphisms and impact on liver fibrosis pro-
gression. World J Hepatol 2014; 6:677–84.

[73] Birkenfeld AL, Shulman GI. Nonalcoholic fatty 
liver disease, hepatic insulin resistance, and type 2 
diabetes. Hepatology 2014; 59:713–23.

[74] Irimia JM, Meyer CM, Segvich DM, Surendran S, 
DePaoli-Roach AA, Morral N, et al. Lack of liver gly-
cogen causes hepatic insulin resistance and steato-
sis in mice. J Biol Chem 2017; 292:10455–64. 

[75] Abenavoli L, Masarone M, Peta V, Milic N, Kobyliak 
N, Rouabhia S, et al. Insulin resistance and liver ste-
atosis in chronic hepatitis C infection genotype 3. 
World J Gastroenterol 2014; 20:15233–40.

[76] Utzschneider KM, Kahn SE. Review: the role of insu-
lin resistance in nonalcoholic fatty liver disease. J 
Clin Endocrinol Metab 2006; 91:4753–61. 

[77] Milner KL, van der Poorten D, Trenell M, Jenkins AB, 
Xu A, Smythe G, et al. Chronic hepatitis C is asso-
ciated with peripheral rather than hepatic insulin 
resistance. Gastroenterology 2010; 138:932–41.

[78] Thompson AJ, Patel K, Chuang W-L, Lawitz EJ, 
Rodriguez-Torres M, Rustgi VK, et al; for the 
ACHIEVE-1 and ACHIEVE-2/3 Study Teams. Viral 
clearance is associated with improved insulin resis-
tance in genotype 1 chronic hepatitis C but not gen-
otype 2/3. Gut 2012; 61:128–34.

[79] Esfeh JM, Ansari-Gilani K. Steatosis and hepatitis C. 
Gastroenterol Rep 2016;4:24–9. 

[80] Ahima RS. Insulin resistance: cause or consequence 
of nonalcoholic steatohepatitis? Gastroenterology 
2007; 132:444–6. 

[81] Gualerzi A, Bellan M, Smirne C, Tran Minh M, 
Rigamonti C, Burlone ME, et al. Improvement of 
insulin sensitivity in diabetic and non diabetic 
patients with chronic hepatitis C treated with direct 
antiviral agents. PLoS One 2018; 13:e0209216.

[82] Delgado-Borrego A, Jordan SH, Negre B, Healey 
D, Lin W, Kamegaya Y, et al. Halt-C Trial Group. 
Reduction of insulin resistance with effective 
clearance of hepatitis C infection: results from the 
HALT-C trial. Clin Gastroenterol Hepatol 2010; 
8:458–62.

[83] Safi SZ, Shah H, Siok Yan GO, Qvist R. Insulin resis-
tance provides the connection between hepatitis C 
virus and diabetes. Hepat Mon 2014; 15:e23941.

[84] Zhang Y, Ye J. Mitochondrial inhibitor as a new 
class of insulin sensitizer. Acta Pharm Sin B 2012; 
2:341–9.

[85] Gao TT, Qin ZL, Ren H, Zhao P, Qi ZT. Inhibition of 
IRS-1 by hepatitis C virus infection leads to insu-
lin resistance in a PTEN-dependent manner. Virol J 
2015; 12:12.

[86] Parvaiz F, Manzoor S, Tariq H, Javed F, Fatima K, 
Qadri I. Hepatitis C virus infection: molecular path-
ways to insulin resistance. Virol J 2011; 8:474.

[87] El-Zayadi AR, Anis M. Hepatitis C virus induced 
insulin resistance impairs response to anti viral 
therapy. World J Gastroenterol 2012; 18:212–24.

[88] Mangia A, Ripoli M. Insulin resistance, steatosis 
and hepatitis C virus. Hepatol Int 2013; 7(Suppl 
2):782–9.

[89] Ueki K, Kondo T, Kahn CR. Suppressor of cytokine 
signaling 1 (SOCS-1) and SOCS-3 cause insulin 
resistance through inhibition of tyrosine phosphor-
ylation of insulin receptor substrate proteins by dis-
crete mechanisms. Mol Cell Biol 2004; 24:5434–46.

[90] Modin L, Arshad A, Wilkes B, Benselin J, Lloyd C, 
Irving WL, et al. Epidemiology and natural history 
of hepatitis C virus infection among children and 
young people among children and young people. 
J Hepatol 2019; 70:371–8.

[91] Torisu T, Sato N, Yoshiga D, Kobayashi T, Yoshioka 
T, Mori H, et al. The dual function of hepatic SOCS3 
in insulin resistance in vivo. Genes Cells 2007; 
12:143–54.

[92] Emanuelli B, Peraldi P, Filloux C, Chavey C, 
Freidinger K, Hilton DJ, et al. SOCS-3 inhibits insulin 
signaling and is up-regulated in response to tumor 
necrosis factor-a in the adipose tissue of obese 
mice. J Biol Chem 2001; 276:47944–9.

[93] Shi H, Cave B, Inouye K, Bjørbæk C, Flier JS. 
Overexpression of suppressor of cytokine signaling 
3 in adipose tissue causes local but not systemic 
insulin resistance. Diabetes 2006; 55:699–707.

[94] Moosavy SH, Davoodian P, Nazarnezhad 
MA, Nejatizaheh A, Eftekhar E, Mahboobi H. 
Epidemiology, transmission, diagnosis, and out-
come of Hepatitis C virus infection. Electron 
Physician 2017; 9:5646–56.



www.jmolpat.com 13

Hepatitis C and insulin resistance

[95] Gullett JC, Nolte FS. Quantitative nucleic acid ampli-
fication methods for viral infections. Clin Chem 
2015; 61:72–8.

[96] Behzadi P, Ranjbar R, Alavian SM. Nucleic Acid-
based approaches for detection of viral hepatitis. 
Jundishapur J Microbiol 2014; 8:e17449.

[97] Ederth J, Jern C, Norder H, Magnius L, Alm E, 
Rognsvåg K, Sundin CG, Brytting M, Esbjörnsson 
J, Mild M. Molecular characterization of HCV in 

a Swedish county over 8 years (2002–2009) 
reveals distinct transmission patterns. Infect Ecol 
Epidemiol 2016; 6:30670.

[98] Shier MK, Iles JC, El-Wetidy MS, Ali HH, Al Qattan 
MM. Molecular characterization and epidemic his-
tory of hepatitis C virus using core sequences of 
isolates from Central Province, Saudi Arabia. PLoS 
One 2017; 12:e0184163.




