J G F

World Journal of
Gastrointestinal Pathophysiology

Submit a Manuscript: http:/ /www.wjgnet.com/esps/
Help Desk: http:/ /www.wjgnet.com/esps/helpdesk.aspx
DOI: 10.4291/wigp.v5.i2.120

World | Gastrointest Pathophysiol 2014 May 15; 5(2): 120-121
ISSN 2150-5330 (online)
© 2014 Baishideng Publishing Group Inc. All rights reserved.

LETTERS T0 THE EDITOR,

Controversial issues regarding the roles of IL-10 and IFN-y
in active/inactive chronic hepatitis B

Hossein Khorramdelazad, Gholamhossein Hassanshahi, Mohammad Kazemi Arababadi

Hossein Khorramdelazad, Gholamhossein Hassanshahi, Mo-
lecular Medicine Research Center, Rafsanjan University of Medi-
cal Sciences, 7719617996 Rafsanjan, Iran

Mohammad Kazemi Arababadi, Immunology of Infectious
Disease Research Center, Rafsanjan University of Medical Sci-
ences, 7719617996 Rafsanjan, Iran

Author contributions: Khorramdelazad H wrote the paper;
Hassanshahi G revised the paper; Arababadi MK contributed to
conception and design of the letter.

Correspondence to: Dr. Mohammad Kazemi Arababadi, Im-
munology of Infectious Disease Research Center, Rafsanjan Uni-
versity of Medical Sciences, Enghelab Square, Takhti Avenue,
7719617996 Rafsanjan, Iran. dr.kazemi@rums.ac.ir

Telephone: +98-913-2926113 Fax: +98-391-5225209
Received: September 30, 2013 Revised: December 3, 2013
Accepted: April 17,2014

Published online: May 15,2014

Abstract

According to the important roles played by cytokines
in induction of appropriate immune responses against
hepatitis B virus (HBV), Dimitropoulou ef a/ have ex-
amined the important cytokines in their patients. They
showed that the serum levels of interleukin 10 (IL-10)
and interferon-y (IFN-y) were decreased in patients with
HBeAg-negative chronic active hepatitis B compared
with the inactive hepatitis B virus carriers (Dimitropou-
lou et a/ 2013). The controversy can be considered
regarding the decreased serum levels of IFN-y in the
HBeAg-negative chronic active hepatitis B patients.
They concluded that subsequent to decreased expres-
sion of IFN-y, the process of HBV proliferation led to
liver diseases. Previous studies stated that HBV is not
directly cytopathic for the infected hepatocytes and im-
mune responses are the main reason for destruction
of hepatocytes (Chisari et a/, 2010). Scientists believe
that immune responses against HBV are stronger in
active forms of chronic HBV infected patients than inac-
tive forms (Zhang et a/, 2012). Therefore, the findings
from Dimitropoulou et a/ may deserve further attention
and discussion. Additionally, downregulation of IL-10 in

Baishidenge ~ WJGP | www.wjgnet.com

120

chronically active hepatitis B infected patients has also
confirmed our claim. IL-10 is an anti-inflammatory cy-
tokine and its expression is increased in inactive forms
in order to downregulate immune responses (Arababadi
et al, 2012). Thus, based on the results from Dimit-
ropoulou et a/, it can be concluded that increased
immune responses in chronically active hepatitis B
infected patients are related to declined expression of
IL-10 and interestingly IFN-y is not involved in induction
of immune responses in these patients.
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Core tip: Cytokines play a central role in the induction
of appropriate immune responses against hepatitis B,
as well as the clinical manifestations of the disease.
Dimitropoulou et a/ showed that serum levels of inter-
leukin 10 and interferon-y decreased in patients with
HBeAg-negative chronic active hepatitis B compared
with inactive hepatitis B virus (HBV) carriers (Dimitro-
poulou et a/, 2013) and concluded that this can lead to
liver disease. However, we challenge their conclusion
because we believe that inappropriate host immune re-
sponses are the main causes responsible for the clinical
manifestations of the disease, but not the actual repli-
cation of the HBV particles.
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TO THE EDITOR

We have carefully reviewed the article by Dimitropoulou
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et al"" who examined the serum levels of both pro-and
anti-inflammatory cytokines in patients with hepatitis B e
antigen (HBeAg)-negative chronic active hepatitis B and
inactive hepatitis B virus (HBV) carriers. It is well estab-
lished that the serum levels of cytokines change during
various clinical presentations of hepatitis B*”. Based on
the important roles played by cytokines in the induction
of appropriate immune responses against HBV, Dimit-
ropoulou ¢ al'" examined the most relevant cytokines
in hepatitis B infected patients. They reported that the
serum levels of interleukin-10 (IL-10) and interferon-y
(IFN-y) were decreased in patients with HBeAg-negative
chronic active hepatitis B compared with inactive hepati-
tis B virus carriers.

The apparent controversy arises from the author’s
discussion regarding decreased serum levels of IFN-y in
the HBeAg-negative chronic active hepatitis B patients.
The authors have concluded that subsequent to decreased
expression of IFN-y, the processes of HBV proliferation
can lead to liver diseases. Previous studies have demon-
strated that HBV is not directly cytopathic to the infected
hepatocytes and that the main destruction of hepatocytes
is caused by host immune responses'”. Researchers believe
that immune responses against HBV are stronger in active
forms of chronically HBV infected patients as opposed
to the inactive forms”. Therefore, the discussion address-
ing these observations should be carefully reviewed, even
for a revision. Additionally, downregulation of IL-10 in
chronically active hepatitis B infected patients also con-
firms our claim. IL-10 is an anti-inflammatory cytokine
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and its expression is increased in inactive forms in order
to attenuate immune responsesm. Thus, based on the re-
sults presented by Dimitropoulou ez al" it can be conclud-
ed that increased immune responses in chronically active
hepatitis B infected patients is related to reduced expres-
sion of IL-10 and interestingly IFN-y is not involved in
the induction of immune responses in these patients.

REFERENCES

1 Dimitropoulou D, Karakantza M, Theodorou GL, Leonidou
L, Assimakopoulos SF, Mouzaki A, Gogos CA. Serum cyto-
kine profile in patients with hepatitis B e antigen-negative
chronic active hepatitis B and inactive hepatitis B virus car-
riers. World | Gastrointest Pathophysiol 2013; 4: 24-27 [PMID:
23596552 DOI: 10.4291/ wijgp.v4.i1.24]

2 Arababadi MK, Pourfathollah AA, Jafarzadeh A, Hassan-
shahi G. Serum Levels of IL-10 and IL-17A in Occult HBV-
Infected South-East Iranian Patients. Hepat Mon 2010; 10:
31-35 [PMID: 22308123]

3 Arababadi MK, Pourfathollah AA, Jafarzadeh A, Hassan-
shahi G, Daneshmandi S, Shamsizadeh A, Kennedy D. Non-
association of IL-12 +1188 and IFN-y +874 polymorphisms
with cytokines serum level in occult HBV infected patients.
Saudi | Gastroenterol 2011; 17: 30-35 [PMID: 21196650 DOI:
10.4103/1319-3767.74461]

4  Chisari FV, Isogawa M, Wieland SF. Pathogenesis of hepa-
titis B virus infection. Pathol Biol (Paris) 2010; 58: 258-266
[PMID: 20116937]

5 Zhang Z, Zhang JY, Wang LF, Wang FS. Immunopathogen-
esis and prognostic immune markers of chronic hepatitis
B virus infection. | Gastroenterol Hepatol 2012; 27: 223-230
[PMID: 22004062 DOI: 10.1111/j.1440-1746.2011.06940.x]

P- Reviewers: Herath CB, Takagi H S- Editor: Qi Y
L- Editor: Ma JY E- Editor: Wu HL

May 15,2014 | Volume 5 | Issue2 |



JRnishideng®

Published by Baishideng Publishing Group Inc
8226 Regency Drive, Pleasanton, CA 94588, USA
Telephone: +1-925-223-8242
Fax: +1-925-223-8243
E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.wjgnet.com/esps/helpdesk.aspx
http: //www.wjgnet.com

© 2014 Baishideng Publishing Group Inc. All rights reserved.



	120
	封底

