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Hepatitis C virus (HCV) infection is a significant global health problem, affecting over 150 million
people worldwide. There is increasing evidence that a small percentage of individuals exposed
to the HCV have the capacity to generate a strong cellular as well as humeral immune response
against the virus and avoid persistent infection, and perhaps do so repeatedly after re—exposure.
While the critical role of the adaptive immune system in HCV infection is well—established, the
importance of the innate immune system has been recognized in more recent years. The immune
system has many weapons to combat the HCV infection. These include type I interferons, HCV
specific CD4" cells and CD8" T cells, cytokine production, natural killer cells, dentritic cells, and
the production of anti—HCV neutralizing antibodies. Toll-like receptors form an important element
of the innate immune response, and there is considerable evidence for their crucial role in HCV
infection. In order to limit the availability of the cellular components for viral amplification,
apoptosis occurs. It involves caspases, the key effectors of apoptotic cell death. This article
reviews what the immune system does, when HCV attacks the body.
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1. Introduction

armaments which enable the body to fight HCV including
type I interferons (IFNs), HCV specific CD4" cells and CD§"

When hepatitis C virus (HCV) infection occurs, a subset
of acutely infected individuals (mearly 15%-30%) can
spontaneously eradicate the viruslll. In addition, significant
levels of natural immunity to HCV have been reported
in studies of the chimpanzee model and in studies of
reinfections in intravenous drug users[2.3]. Aided by a
better understanding of the immunological correlates and
mechanisms underlying the successful control of viral
infection, the fundamental role of innate immune response
in facing HCV infection has been emphasizedi4l. Innate
responses are observed early after HCV infection. The

T cells, cytokines, natural killer (NK) cells, dendritic cells
(DCs), anti—HCV neutralizing antibodies (nAb), toll-like
receptors (TLRs), and the apoptotic machinery (Figure 1).

1.1. Type I IFNs

In response to the remarkable increase in the viral load,
large amounts of type I IFNs (IFN—a, IFN—B) are producedis.6l.
They are produced via several HCV-induced signaling
pathways. TLRs signaling pathway leads to activation of
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IFN regulatory factor—3 (IRF-3), which is in association with
many other factors regulating the expression of TFN-pI7l.
After reaction cascades involving other proteins (e.g., Fas—
associated death domain protein, caspase recruitment
domain), retinoic acid—inducible gene-I-like ribonucleic
acid (RNA) helicase signaling pathway, IRF-3 and IRF-7 are
activated leading to the formation of TFN-a and pI8I.
Moreover, endogenous IFN-a/B bind to a common receptor
expressed at the surface of target cells, leading to the
activation of signal transducer and activator of transcription
(STAT) 1 and STAT2, which, together with IFN—stimulated
gene factor 3, y subunit/IRF-9, bind to IFN—stimulated
response elements, thereby activating the transcription of
IFN-a/B—inducible genes(9-111. The inducible genes include
genes encoding ribonuclease L and protein kinase R which
degrade viral RNAs and block their translation. In addition to
these genes, type I IFN activates the expression of more than
300 genes that also have antiviral functions, e.g., the 2',5'-
oligoadenylate synthetase, adenosine deaminase (adenosine
deaminase, RNA—specific), and the MxA protein GTPasesl12l.
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Figure 1. Immune response to HCV infection.

1.2. CD4" and CDS" T cells

The HCV—-specific T—cell response has been shown to play
a crucial role in determining the outcome of primary HCV
infection. HCV specific CD4" cells, together with cytolytic
T lymphocyte (CTL) cells enter the liver in parallel with
the onset of acute hepatitis. HCV-specific CD4" T cells
can potentially act in multiple ways and are central to the
initiation and maintenance of adaptive immunity. Two likely
major roles are in providing help for CD8" T cells by cytokine
production, and activation of antigen—presenting cells. There
are multiple other roles including direct antiviral effects,
and a role in B cell maturation, and regulatory functions(13I.
CTL cells could respond to HCV viral infection through a
couple of mechanisms: the killing of infected hepatocytes by
apoptosis or the secretion of perforin and granzymesl14l.

Comparative studies in man have demonstrated that
the broad and sustained CD8" and CD4" T cell response is
associated with spontaneous viral clearance. Conversely, a
weak and narrowly targeted T cell response is a hallmark of
persistent infection(15-17l. When the latter occurs, T cells are
exhausted and overexpress inhibitory molecules including
cytotoxic T lymphocyte antigen—4, programmed death—1

(PD-1) inhibitory receptor, B7 family member B7-H4, T cell
immunoglobulin and mucin domain—containing protein 3
(Tim-3), and lymphocyte activation gene—3 (LAG-3)[18-22].
Interactions of these molecules with their cognate ligands
on various cells types result in reduced T cell propagation
and function, together with tolerance to the antigens’
exposurel23].

Cytotoxic T lymphocyte antigen—4 is a key negative
regulator of T cell activation. Its inhibitory effect is due to
reducing the production of interleukin (IL)-2 and arresting
cell cycle progressionl18].

The inhibitory receptor PD—1, a CD28 family costimulatory/
coinhibitory molecule, is highly expressed on virus—
specific exhausted CTLs cells in comparison to functional
memory CD8" T cellsl24]. Interactions between PD—1 and its
ligands PD-L1/PD-12 can inhibit antigen—specific T cell
proliferation and effector function.

B7-H4 is a coinhibitory molecule expressed by activated
hepatic stellate cells (HSC). Unlike quiescent HSC, activated
HSC did not induce proliferation of antigen—specific T
cells20].

Tim-3 is a membrane protein, which has shown to be
a T cell exhaustion marker in humans infected with HCV.
Recent studies have shown that higher expression levels
of dual Tim—-3 and PD-1 have been reported to correlate
with impaired Th1/Tcl cytokine secretion and diminished
cylotoxic potential(21].

LAG-3 is a CD4 homologue. It is a transmembrane protein
that binds major histocompatibility complex (MHC) class II,
enhances regulatory T cell activity, and negatively regulates
cellular proliferation, activation, and homeostasis of T cells.
Many cells of the hematopoietic lineage, such as B, NK, vd
T cells, and activated and regulatory CD4" and CD8" T cells,
as well as tumor infiltrating lymphocytes, express LAG-3.
Studies have shown that LAG-3 plays an important functional
role on CD8' T cells by maintaining the tolerogenic statel22].

1.3. Cytokines

Cytokines and chemokines which are secreted by immune
cells contribute to viral control, or liver damage. Examples
are IFN—a/B, IFN—y, tumor necrosis factor a (INF-a),
granulocyte macrophage—colony stimulating factor, 1L-5,
IL—-13, 1L-10, and transforming growth factor. They are able
to render uninfected cells resistant to infection and cure the
infected ones from the virus by stopping viral replication.

In in vitro studies, IFN—y inhibits amplification of HCV
replicons in Huh-7 liver cells. In humans, the induction
of IFN—y—producing, antiviral CTL corresponds with the
successful clearance of the HCV infection. Furthermore, the
degree of viremia correlates inversely with the expression of
IFN—y in the livers of HCV—infected persons(25].

Granulocyte macrophage—colony stimulating factor is a
cytokine that functions as a white blood cell growth factor{26l.

Through binding to the IL-5 receptor, IL-5 stimulates B
cell growth and increases immunoglobulin secretion, while
IL—-13 is a key regulator in humoral and adaptive immunity.
IL—10 downregulates the expression of Thi cytokines,
MHC class II antigens, and costimulatory molecules on
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macrophages. It also enhances B cell survival, proliferation,
and antibody production. IL-10 can block nuclear factor—
kB activity, and is involved in the regulation of the Janus
kinase—STAT signaling pathwayl(271.

The normal anti-inflammatory cytokine milieu of the
liver is disturbed by the antiviral immune response, which
may activate stellate cells to produce matrix proteins and
fibrosis—promoting cytokine. Transforming growth factor,
another mechanism, which may contribute to liver injury
in HCV infection is enhancing TNF—a—induced cell death
by suppressing nuclear factor—xB activation through the
action of core, NS4B, and NS5BI28].

The intrahepatic T cells from the individuals with
chronic HCV infection produce almost 50 times more TNF—a
than the ones who control this infection. Furthermore, TNF—
related apoptosis—inducing ligand kills hepatocytes from
virus—infected, inflamed livers via death receptors—4 and
death receptors—5 but not from healthy ones[291.

1.4. DCs

DCs, the professional antigen presenting cells, represent
the cornerstone cell part of innate immunity. They
orchestrate the quality and effectiveness of downstream
adaptive immune response (Figure 2).
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Figure 2. DCs and immune responses in HCV infection.

Plasmacytoid DCs recognize HCV infection and produce IFN-a, which
activates NK cells, Th cells, macrophages, and CTLs. Activated NK
cells destroy the HCV—infected hepatocytes in a nonspecific manner,
whereas CTLs destroy the infected hepatocytes in an antigen—specific
manner. Myeloid DCs, which recognize dead hepatocytes, secrete IL—
12, promoting the activation of NK cells, Thi cells, and CTLs. Activated
Thi cells, in turn, promote DC maturation by interacting with the CD40L/
CD40 ligand. Macrophages stimulated by type 1 Thi cells produce TNF-a,
which accelerates local inflammation. In humoral immune responses,
Th2 cells activate B cells. Plasma cells differentiated from B cells secrete
immunoglobulins to neutralize the circulating HCV. pDC: Plasmacytoid DC;
mDC: Myeloid DC (adapted from Hiroishi et al[30]).

Found within the peripheral tissues and lymphoid
organs, DCs are perfectly suited to detect and capture
pathogens. Their antigen presenting capability is crucial
for generation of CD4" T cells, and priming B cells for
antibody production. By production of CD40 and TL.—2, DCs
provide help to CD8" cells. Since DCs express distinet sets

of TLRs, it is likely that some viral components stimulate
DCs through ligation of TLRs, presumably TLR 3, 7-9I31].

The two major DC subsets, the myeloid dendritic cells
(MDC) and plasmacytoid dendritic cells (PDC), contribute
to the immune mechanisms targeting HCV. MDC produce
large amounts of IL.-12 and IL-10 and make small amounts
of TFNs, while PDC are specialized type I IFN—producing
machines and express much lower levels of other
cytokines. These released cytokines, efficiently prime both
CD4" Th cells and CD8" CTLsI321.

Several studies indicate that DCs response to HCV in the
early stage of infection is fundamental in determining the
outcome of the disease. Chronic HCV—-infected individuals
show impairment of DC functions, which may include a
reduced frequency of MDC and PDC, reduced IL-12 and
IFN—a, and increased 1L—10 production, accompanied by an
impaired capacity to prime naive T cells[331.

1.5. Anti—HCV nAb

Although the role of anti—HCV nAb was controversial
in the pathogenesis of HCV infection, recent studies have
indicated that nAbs are fundamental in determining HCV
disease outcome. Viral clearance is associated with a rapid
induction of nAb in the early phase of infection with some
evidence that these nAb are broadly reactive, while chronic
HCV infection is characterized by absent or low—titre nAb.
Infection persists, despite the induction of cross—nAb in
the later phase of infection(34l.

Current understanding of the nAb response raised against
HCV suggests that E2 is the major target, and that multiple
epitopes within E2 may be targeted by both linear— and
conformation—dependent antibodies. Predominantly, these
neutralization epitopes overlap with CD81-binding sites
and clearly demonstrate a role in inhibition of entryl3s1.

The antibody can exert their actions through a fragment
crystallizable region—mediated recruitment of other
components of the immune system, including antibody-
dependent cell-mediated cytotoxicity, complement—
dependent cytotoxicity and antibody—dependent cellular
phagocytosis[36.371. Given the potential antiviral effect of
the antibodies, HCV has evolved multiple mechanisms
for protection from antibody binding. One of these is
glycosylation of receptor. Carbohydrates are poorly
immunogenic and, therefore, do not stimulate the response
of type B lymphocytes and simultaneously hide the
underlying protein structures. HCV E2 protein contains
up to 11 potential N-linked glycosylation sites. Specific
glycans mask the CD81-binding site and, therefore, nAb
epitopes. Lipid shielding may represent an additional
strategy used by HCV to evade the antibody response.
Current data suggest that key neutralizing epitopes are less
accessible on lipoviral particles. More recently, HCV has
been found capable of direct cell-to—cell transmission,
which is largely resistant to antibody neutralization.
Finally, the high mutation rate of HCV, which undergoes
rapid antigenic variation, allows escaping neutralization(3s].
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Figure 3. Expression of TLR on native immune cells.

TLR 1,-2,—4, =5 and -6 are situated in the plasma membrane. TLR2 links with either TLR1 or TLR6. TLR3, 7, 8 and 9 move from the endoplasmic reticulum to
the endosome where they meet their ligands. MyD88 and TRIF are signalling adaptors that link TLRs to downstream kinases which identify certain signalling
pathway. The categorization adaptor TIRAP is used by TLR1, TLR2, TLR4 and TLR6 and links the TIR domain to MyD88, whereas TRIF is taken on by both TLR4
and TLR3. One more adaptor TRAM, connects the TIR domain of TLR4 with TRIF. TLRs which use the MyD88 dependent pathway recruit the IRAK family of
proteins and TRAF6 resulting in the activation of TAKI1. This in turn leads to the activation of NFKB and the MAPK pathway and results in the induction of pro—
inflammatory cyokines and upregulation of phenotypic markers of activation. TLR4 (which relies on additional accessory molecules MD2 and CD14) and TLR3
both activate the TRIF-dependent pathway, which also leads to activation of inflammatory cytokines via NFKB and MAP kinase. In addition, TRIF recruits
TRAF, leading to the activation of TBK1/IKKi, IRF3 and IRF7 and transcription of type I IFN. MyD88 also associates with the IRAK family of proteins. A complex
of proteins (TRAF3, IRAK1 and Ikka) subsequently activates IRF7. TIR: Toll-interleukin 1 receptor; TIRAP: TIR domain—containing adapter protein; TRAM:
TIR domain—containing adapter—inducing interferon—B-related adaptor molecule; TRAF: Tumor necrosis factor receptor—associated factor; TRIF: TIR domain—
containing adapter—inducing IFN—@; RIP: receptor—interacting protein; IRAK1: Interleukin—1 receptor-associated kinase—1; IRAK4: Serine/threonine kinases,
leading to MyD88—dependent pathway; TRAF6: Tumor necrosis factor—receptor—associated factor—6; IKK: Inhibitor of kappa light polypeptide gene enhancer in
B—cells kinase; MyD88: Myeloid differentiation primary—response protein—88; TAK1: Transforming growth factor—beta—activated kinase—1 (adapted from Kumar
et al[42)).

1.6. TLRs 1.7. Apoptosis and caspases

HCV infection constitutes an unwanted intrusion that
needs to be eradicated by host cells. On one hand, one

TLRs, the family of pattern recognition receptors,
function as primary sensors of the innate immune system

to recognize microbial pathogens(39l. TLRs recognize the
distinct structures in microbes, pathogen associated
molecular patterns. Ligand binding to TLRs invokes a
cascade of intra—cellular signaling pathways that induce
innate immune response (Figure 3)[40].

TLRs are having a role in HCV viral infection. Activation
of TLR7 and TLRY, induces the production of type I IFNs,
and thus primes the host for a Th1 adaptive immune
responsel41].

Recent reports have uncovered the key molecules
in the TLR-induced signaling pathways that lead to
type I IFN induction, enhancing the antiviral activity of
cytokines. This occurs via activation of TRF-3 and IRF—7
expression42].

of the first protective barriers set up to prevent viral
replication, spread or persistence involves the induction
of apoptotic cell death that aims to limit the availability
of the cellular components for viral amplification. The
existence of numerous antiapoptotic products within the
viral kingdom proves that apoptosis constitutes a major
threat that should better be bypassedi43l.

Apoptosis depends completely on the host molecular
machinery and to some extent on the viruse itselfl44]. In the
host, it is carried out via two pathways: death receptor—
mediated pathway, and mitochondrial apoptotic pathway.
The two pathways involve a sequence of reactions; the
common end point of both is the activation of the cascade
of the intracellular proteolytic enzymes caspases (Figure 4).
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Figure 4. Apoptosis pathways.
TCR: T cell receptor; Fas: a transmembrane receptor of the TNF receptor
superfamily; FasL: Fas ligand; Bid: BH3 interacting—domain death agonist;
BCL-XL: B—cell lymphoma—extra large (a transmembrane molecule in the
mitochondria); Cyt: cytochrome; ARAF—1: apoptotic protease activating factor
1 (adapted from Mita et al[45)).

HCV infection has been shown to influence both pathways.
Among the different strategies developed by the virus
to deal with apoptosis, one is based on attacking the
cell directly. Another mechanism is to express proteins
targeted by caspases, the key effectors of apoptotic cell
death. Caspase cleavage of these proteins results in
various consequences, from logical apoptosis inhibition
to more surprising enhancement or attenuation of viral
replicationl46].

2. Conclusions

The overall data demonstrate complex, contradictory
and evolving equilibrium between HCV and host innate
immunity. Consequently, adaptive immunity are the
determinants of final clinical outcomes ranging from
resolution to chronic viral infection.
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Comments

Background

HCV infection represents a major health problem in many
countries worldwide. The innate immune system plays an
important role in defending the human body against HCV
infections. The article describes different mechanisms of
innate immunity involved in the protection of the body
against HCV infection.

Research frontiers

When HCV infection occurs, a subset of acutely infected
individuals (nearly 15%-30%) can spontaneously eradicate
the virus. In addition, significant levels of natural immunity
to HCV have been reported in studies of the chimpanzee
model, and in studies of reinfections in intravenous drug
users. This review article maks an attempt to evaluate the
role of innate immune response against HCV infection.

Related reports

HCV infection has been shown to influence both pathways.
Among the different strategies developed by the virus to
deal with apoptosis, one is based on attacking the cell
directly. Another mechanism is to express proteins targeted
by caspases, the key effectors of apoptotic cell death.

Innovations and breakthroughs

HCV infection constitutes an unwanted intrusion that
needs to be eradicated by host cells. On one hand, one
of the first protective barriers set up to prevent viral
replication, spread or persistence involves the induction
of apoptotic cell death that aims to limit the availability of
the cellular components for viral amplification. The present
review illustrates what the immune system does when HCV
attacks the body.

Applications

This overall data demonstrate complex, contradictory
and evolving equilibrium between HCV and host innate
immunity. Consequently, adaptive immunity are the
determinants of final clinical outcomes ranging from
resolution to chronic viral infection.

Peer review

This is a good review article which showed and evaluated
the role of innate immune response against HCV infection.
The author tried to correlate the relation between different
tools of innate immunity e.g. different types of cells, actions
of some cytokines, anti—-HCV and apoptosis in the process of
immunity against HCV infection.

References

[1] Rosen HR. Emerging concepts in immunity to hepatitis C virus
infection. J Clin Invest 2013; 123(10): 4121—4130.

[2] Feinstone SM, Hu DJ, Major ME. Prospects for prophylactic and
therapeutic vaccines against hepatitis C virus. Clin Infect Dis
2012; 55: S25—-S32.

[3] Osburn WO, Fisher BE, Dowd KA, Urban G, Liu L, Ray SC, et al.
Spontaneous control of primary hepatitis C virus infection and
immunity against persistent reinfection. Gastroenterology 2010;
138: 315-324.

[4] Alvarez—Lajonchere L, Duefias—Carrera S. Complete definition
of immunological correlates of protection and clearance of
hepatitis C virus infection: a relevant pending task for vaccine
development. Int Rev Immunol 2012; 31: 223-242.

[5] Rong X, Lu L, Wang J, Xiong H, Huang J, Chen J, et al.
Correlation of viral loads with HCV genotypes: higher levels of
virus were revealed among blood donors infected with 6a strains.
PLoS One 2012; 7(12): €52467.

[6] Buonaguro L, Petrizzo A, Tornesello ML, Buonaguro FM. Innate
immunity and hepatitis C virus infection: a microarray’s view.



90 Fatma Abdelaziz Amer/Asian Pac J Trop Dis 2015; 5(2): 85-90

Infect Agent Cancer 2012; 7(1): 7.

[7] Sawhney R, Visvanathan K. Polymorphisms of toll-like receptors
and their pathways in viral hepatitis. Antivir Ther 2011; 16(4):
443—458.

[8] Ohkawa K, Hiramatsu N, Mochizuki K, Mita E, Tio S, Yoshihara
H, et al. Significance of serum soluble Fas antigen level in
chronic hepatitis C patients treated with interferon: relationship
to the therapeutic response. J Gastroenterol Hepatol 2001; 16(9):
1009—1014.

[9] Trengove MC, Ward AC. SOCS proteins in development and
disease. Am J Clin Exp Immunol 2013; 2(1): 1-29.

[10] Testoni B, Vollenkle C, Guerrier F, Gerbal—Chaloin S, Blandino
G, Levrero M. Chromatin dynamics of gene activation and
repression in response to interferon o (IFNo) reveal new roles for
phosphorylated and unphosphorylated forms of the transcription
factor STAT2. J Biol Chem 2011; 286: 20217—20227.

[11] Heim MH. Innate immunity and HCV. J Hepatol 2013; 58(3): 564—
574.

[12] de Veer MJ, Holko M, Frevel M, Walker E, Der S, Paranjape JM,
et al. Functional classification of interferon—stimulated genes
identified using microarrays. J Leukoc Biol 2001; 69: 912—920.

[13] Schulze Zur Wiesch J, Ciuffreda D, Lewis—Ximenez L,
Kasprowicz V, Nolan BE, Streeck H, et al. Broadly directed
virus—specific CD4" T cell responses are primed during acute
hepatitis C infection, but rapidly disappear from human blood
with viral persistence. J Exp Med 2012; 209(1): 61-75.

[14] Dimitropoulou D, Karakantza M, Tsamandas AC, Mouzaki A,
Theodorou G, Gogos CA. T-lymphocyte subsets in peripheral
blood and liver tissue of patients with chronic hepatitis B and C.
In Vivo 2011; 25(5): 833—840.

[15] Grakoui A, Shoukry NH, Woollard DJ, Han JH, Hanson HL,
Ghrayeb J, et al. HCV persistence and immune evasion in the
absence of memory T cell help. Science 2003; 302(5645): 659—662.

[16] Schmidt J, Blum HE, Thimme R. T—cell responses in hepatitis
B and C virus infection: similarities and differences. Emerg
Microbes Infect 2013; 2: el5.

[17] Schulze Zur Wiesch J, Lauer GM, Day CL, Kim AY, Ouchi K,
Duncan JE, et al. Broad repertoire of the CD4" Th cell response
in spontaneously controlled hepatitis C virus infection includes
dominant and highly promiscuous epitopes. J Immunol 2005;
175(6): 3603—3613.

[18] Magistrelli G, Jeannin P, Herbault N, Benoit De Coignac A,
Gauchat JF, Bonnefoy JY, et al. A soluble form of CTLA-4
generated by alternative splicing is expressed by nonstimulated
human T cells. Eur J Immunol 1999; 29(11): 3596—3602.

[19] Fuller MJ, Callendret B, Zhu B, Freeman GJ, Hasselschwert DL,
Satterfield W, et al. Immunotherapy of chronic hepatitis C virus
infection with antibodies against programmed cell death—1
(PD-1). Proc Natl Acad Sct U S A 2013; 110: 15001—15006.

[20] Yi KH, Chen L. Fine tuning the immune response through B7-H3
and B7—-H4. Immunol Rev 2009; 229: 145—151.

[21] Sumida K, Shimoda S, Iwasaka S, Hisamoto S, Kawanaka
H, Akahoshi T, et al. Characteristics of splenic CD8" T cell
exhaustion in patients with hepatitis C. Clin Exp Immunol 2013;
174(1): 172—178.

[22] Blackburn SD, Shin H, Haining WN, CJ Zou T, Workman, Polley
A, et al. Coregulation of CD8" T cell exhaustion by multiple
inhibitory receptors during chronic viral infection. Nat Immunol
2009; 10: 29-37.

[23] Park SH, Rehermann B. Immune responses to HCV and other
hepatitis viruses. Immunity 2014; 40(1): 13—-24.

[24] Self AA, Losikoff PT, Gregory SH. Divergent contributions of
regulatory T cells to the pathogenesis of chronic hepatitis C.
Hum Vaccin Immunother 2013; 9(7): 1569—1576.

[25] Zhang S, Saha B, Kodys K, Szabo G. IFN—y production by human

natural killer cells in response to HCV—infected hepatoma cells
is dependent on accessory cells. J Hepatol 2013; 59(3): 442—449.

[26] Khameneh HJ, Isa SA, Min L, Nih FW, Ruedl C. GM-CSF
signalling boosts dramatically IL—1 production. PLoS One 2011;
6(7): €23025.

[27] Zhang 1., Miao L, Han F, Dou XG. [Cytokine levels in serum of
patients with chronic hepatitis C and its significance]. Xi Bao Yu
Fen Zi Mian Yi Xue Za Zhi 2011; 27(3): 301—303. Chinese.

[28] Park J, Kang W, Ryu SW, Kim WI, Chang DY, Lee DH, et al.
Hepatitis C virus infection enhances TNFa—induced cell death
via suppression of NF—kB. Hepatology 2012; 56(3): 831—840.

[29] Mundt B, Kiihnel F, Zender L, Paul Y, Tillmann H, Trautwein C,
et al. Involvement of TRAIL and its receptors in viral hepatitis.
FASEB ] 2003; 17: 94—96.

[30] Hiroishi K, Eguchi J, Ishii S, Hiraide A, Sakaki M, Doi H, et al.
Immune response of cytotoxic T lymphocytes and possibility of
vaccine development for hepatitis C virus infection. J Biomed
Biotechnol 2010; doi: 10.1155/2010/263810.

[31] Pang IK, Iwasaki A. Control of antiviral immunity by pattern
recognition and the microbiome. Immunol Rev 2012; 245(1): 209—
226.

[32] Kadowaki N. The divergence and interplay between pDC and
mDC in humans. Front Biosci (Landmark Ed) 2009; 14: 808—817.

[33] Rana D, Chawla YK, Duseja A, Dhiman RK, Arora SK. Viral
protein mediated upregulation of negative regulatory factors
causing down—-modulated dendritic cells functions in chronic
hepatitis C virus infection. Eur Med J Hepatol 2013; 1: 68—76.

[34] Edwards VC, Tarr AW, Urbanowicz RA, Ball JK. The role of
neutralizing antibodies in hepatitis C virus infection. J Gen Virol
2012; 93: 1-19.

[35] Meuleman P, Hesselgesser J, Paulson M, Vanwolleghem T,
Desombere 1, Reiser H, et al. Anti—CD81 antibodies can prevent
a hepatitis C virus infection in vivo. Hepatology 2008; 48: 1761—
1768.

[36] Takai T. Fc receptors and their role in immune regulation and
autoimmunity. J Clin Immunol 2005; 25: 1-18.

[37] Nattermann J, Schneiders AM, Leifeld 1, Langhans B, Schulz M,
Inchauspé G, et al. Serum antibodies against the hepatitis C virus
E2 protein mediate antibody—dependent cellular cytotoxicity
(ADCC). J Hepatol 2005; 42: 499—504.

[38] Flego M, Ascione A, Cianfriglia M, Vella S. Clinical development
of monoclonal antibody—based drugs in HIV and HCV diseases.
BMC Med 2013; 11: 4.

[39] Takeuchi O, Akira S. Pattern recognition receptors and
inflammation. Cell 2010; 140(6): 805—820.

[40] Pichlmair A, Reis e Sousa C. Innate recognition of viruses.
Immunity 2007; 27: 370-383.

[41] Sarrazin C, Hézode C, Zeuzem S, Pawlotsky JM. Antiviral
strategies in hepatitis C virus infection. J Hepatol 2012; 56: S88—
S100.

[42] Kumar H, Kawai T, Akira S. Toll-like receptors and innate
immunity. Biochem Biophys Res Commun 2009; 388: 621—625.

[43] Richard A, Tulasne D. Caspase cleavage of viral proteins,
another way for viruses to make the best of apoptosis. Cell Death
Dis 2012; 3: e277.

[44] Zekri AR, Bahnassy AA, Hafez MM, Hassan ZK, Kamel M, Loutfy
SA, et al. Characterization of chronic HCV infection—induced
apoptosis. Comp Hepatol 2011; 10: 4.

[45] Mita E, Hayashi N, lio S, Takehara T, Hijioka T, Kasahara A, et
al. Role of Fas ligand in apoptosis induced by hepatitis C virus
infection. Biochem Biophys Res Commun 1994; 204: 468—474.

[46] El Bassiouny AE, El-Bassiouni NE, Nosseir MM, Zoheiry
MM, El-Ahwany EG, Salah F, et al. Circulating and hepatic
Fas expression in HCV—induced chronic liver disease and
hepatocellular carcinoma. Medscape J Med 2008; 10(6): 130.



