Hepatology

Baishideng Publishing Group Inc



/(/ (]- # Hepatology

World Journal of

Contents Monthly Volume 10 Number 11 November 27, 2018

EDITORIAL

785 Exosomal microRNAs as a potential therapeutic strategy in hepatocellular carcinoma
Gougelet A

790 Treating nonalcoholic steatohepatitis with antidiabetic drugs: Will GLP-1 agonists end the struggle?
Kalogirou M, Sinakos E

795 Novel insights in the prevention of perinatal transmission of hepatitis B
Tziomalos K, Neokosmidis G, Mavromatidis G, Dinas K
REVIEW

799 Role of traditional Chinese medicine in the management of patients with hepatocellular carcinoma
Xi SY, Minuk GY

807  Genetic diversity of hepatitis viruses in West-African countries from 1996 to 2018
Assih M, Ouattara AK, Diarra B, Yonli AT, Compaore TR, Obiri-Yeboah D, Djigma FW, Karou S, Simpore J

822 Bioengineered functional humanized livers: An emerging supportive modality to bridge the gap of organ
transplantation for management of end-stage liver diseases
Vishwakarma SK, Lakkireddy C, Bardia A, Paspala SAB, Tripura C, Habeeb MA, Khan AA
MINIREVIEWS

837 Decision modelling for economic evaluation of liver transplantation
Qu Z, Krauth C, Amelung VE, Kaltenborn A, Gwiasda J, Harries L, Beneke J, Schrem H, Liersch S
ORIGINAL ARTICLE
Retrospective Study

849 African Americans are less likely to receive curative treatment for hepatocellular carcinoma
Sobotka LA, Hinton A, Conteh LF
Observational Study

856 Factors associated with DAA virological treatment failure and resistance-associated substitutions

description in HIV/HCV coinfected patients

Salmon D, Trimoulet P, Gilbert C, Solas C, Lafourcade E, Chas J, Piroth L, Lacombe K, Katlama C, Peytavin G, Aumaitre H,
Alric L, Boué F, Morlat P, Poizot-Martin I, Billaud E, Rosenthal E, Naqvi A, Miailhes P, Bani-Sadr F, Esterle L, Carrieri P,
Dabis F, Sogni P, Wittkop L; ANRS CO13 Hepavih study group

JRaishideng®

WJH | www.wjgnet.com I November 27, 2018 | Volume 10 | Issue 11 |



W\J 7 e

Contents Monthly Volume 10 Number 11 November 27, 2018

867 Cross-sectional study to determine viral hepatitis knowledge in different urban populations in Brazil
Cruz HM, Barbosa JR, Baima Colares JK, de Moraes Neto AH, Alencar MF, Bastos FI, da Mota JC, Carvalho-Costa FA,
Ivantes CA, Lewis-Ximenez LL, Villar LM

META-ANALYSIS
877  Cardiac stress testing and coronary artery disease in liver transplantation candidates: Meta-analysis

Soldera J, Camazzola F, Rodriguez S, Branddo A

CASE REPORT
887 Trapped vessel of abdominal pain with hepatomegaly: A case report
Grandhe S, Lee JA, Chandra A, Marsh C, Frenette CT

Roishidenge ~ WJH | www.wjgnet.com I November 27, 2018 | Volume 10 | Issue 11 |




World Journal of Hepatology

Contents Volume 10 Number 11 November 27, 2018

ABOUT COVER Editorial Board Member of World Journal of Hepatology, Hie-Won Hann, MD,
Professor, Department of Medicine, Division of Gastroenterology and Hepatology,
Jefferson Medical College of Thomas Jefferson University, Philadelphia, PA 19107,

United States

AIM AND SCOPE World Journal of Hepatology (World ] Hepatol, WJH, online ISSN 1948-5182, DOI:

10.4254), is a peer-reviewed open access academic journal that aims to guide clinical
practice and improve diagnostic and therapeutic skills of clinicians.

IWJH covers topics concerning liver biology/pathology, cirthosis and its complications,
liver fibrosis, liver failure, portal hypertension, hepatitis B and C and inflammatory
disorders, steatohepatitis and metabolic liver disease, hepatocellular carcinoma, biliary
tract disease, autoimmune disease, cholestatic and biliary disease, transplantation, genetics,
epidemiology, microbiology, molecular and cell biology, nuttition, geriatric and pediatric
hepatology, diagnosis and screening, endoscopy, imaging, and advanced technology.
Priority publication will be given to articles concerning diagnosis and treatment of
hepatology diseases. The following aspects are covered: Clinical diagnosis, laboratory
diagnosis, differential diagnosis, imaging tests, pathological diagnosis, molecular biological
diagnosis, immunological diagnosis, genetic diagnosis, functional diagnostics, and physical
diagnosis; and comprehensive therapy, drug therapy, surgical therapy, interventional
treatment, minimally invasive therapy, and robot-assisted therapy.

We encourage authors to submit their manuscripts to WJH. We will give priority
to manuscripts that are supported by major national and international foundations and
those that are of great basic and clinical significance.

INDEXING/ABSTRACTING World Journal of Hepatology (WJH) is now abstracted and indexed in PubMed, PubMed

Central, Emerging Sources Citation Index (Web of Science), Scopus, China National
Knowledge Infrastructure (CNKI), and Superstar Journals Database.

Responsible Assistant Editor: Xiang Li
Responsible Electronic Editor: Wer-Wen Tan

Responsible Science Editor: Ying Dou
Proofing Editorial Office Director: Jin-Lei Wang

EDITORS FOR

THIS ISSUE Proofing Editor-in-Chief: Lian-Sheng Ma
NAME OF JOURNAL Pleasanton, CA 94588, USA COPYRIGHT
World Journal of Hepatology Telephone: +1-925-2238242 © 2018 Baishideng Publishing Group Inc. Articles pub-
Fax: +1-925-2238243 lished by this Open Access journal are distributed under
ISSN . E-mail: editorialoffice@uwignet.com the terms‘of t?‘lC Creativc' Commqns Attt‘ibl:ltiﬂ‘ﬂ Non—
ISSN 1948-5182 (online) Fielp Desk: hetp://swwef6publishingcom/helpdesk commercial L.1cen.se, which permits use, dlsmbu_n.on,
. and reproduction in any medium, provided the original
LAUNCH DATE http://wwwiwignet.com work is properly cited, the use is non commercial and is
October 31, 2009 otherwise in compliance with the license.
PUBLISHER
FREQUENCY Baishideng Publishing Group Inc SPECIAL STATEMENT
Monthly 7901 Stoneridge Drive, Suite 501, All articles published in journals owned by the

EDITORIAL BOARD MEMBERS
All editorial board members tesources online at http://
www.wjgnet.com/1948-51 82/editorialboard.htm

EDITORIAL OFFICE

Jin-Lei Wang, Director

World Journal of Hepatology
Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501,

Pleasanton, CA 94588, USA

Telephone: +1-925-2238242

Fax: +1-925-2238243

E-mail: bpgoffice@wjgnet.com

Help Desk: http:/ /www.fGpublishingcom/helpdesk
http:/ /www.wjgnet.com

PUBLICATION DATE
November 27, 2018

Baishideng Publishing Group (BPG) represent the
views and opinions of their authors, and not the views,
opinions or policies of the BPG, except where other-
wise explicitly indicated.

INSTRUCTIONS TO AUTHORS
http:/ /www.wignet.com/bpg/getinfo/204

ONLINE SUBMISSION
http:/ /www.f6publishing.com

JRaishideng®

WJH | www.wjgnet.com

11

November 27, 2018 | Volume 10 | Issue 11 |




w\J

World Journal of
Hepatology

Submit a Manuscript: http:/ /www.f6publishing.com

DOI: 10.4254/wjh.v10.i11.795

World | Hepatol 2018 November 27; 10(11): 795-798

ISSN 1948-5182 (online)

EDITORIAL

Novel insights in the prevention of perinatal transmission of

hepatitis B

Konstantinos Tziomalos, Georgios Neokosmidis, Georgios Mavromatidis, Konstantinos Dinas

Konstantinos Tziomalos, Georgios Neokosmidis, First
Propedeutic Department of Internal Medicine, Medical Sch-
ool, Aristotle University of Thessaloniki, AHEPA Hospital,
Thessaloniki 54636, Greece

Georgios Mavromatidis, Third Department of Obstetrics and
Gynecology, Medical School, Aristotle University of Thessaloniki,
Hippokration Hospital, Thessaloniki 54642, Greece

Konstantinos Dinas, Second Department of Obstetrics and
Gynecology, Medical School, Aristotle University of Thessaloniki,
Hippokration Hospital, Thessaloniki 54642, Greece

ORCID number: Konstantinos Tziomalos (0000-0002-3172-
1594); Georgios Neokosmidis (0000-0003-1858-9098); Georgios
Mavromatidis (0000-0003-3410-6826); Konstantinos Dinas (0000-
0001-7144-2840).

Author contributions: Tziomalos K and Neokosmidis G drafted
the editorial. Mavromatidis G and Dinas K critically revised the
draft.

Conflict-of-interest statement: All authors declare no conflict
of interest related to this publication.

Open-Access: This article is an open-access article which was
selected by an in-house editor and fully peer-reviewed by external
reviewers. It is distributed in accordance with the Creative
Commons Attribution Non Commercial (CC BY-NC 4.0) license,
which permits others to distribute, remix, adapt, build upon this
work non-commercially, and license their derivative works on
different terms, provided the original work is properly cited and
the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

Manuscript source: Invited manuscript

Correspondence to: Konstantinos Tziomalos, MD, MSc, PhD,
Assistant Professor, First Propedeutic Department of Internal
Medicine, Medical School, Aristotle University of Thessaloniki,
AHEPA Hospital, 1 Stilponos Kyriakidi Street, Thessaloniki
54636, Greece. ktziomal@auth.gr

Telephone: +30-23-10994621

Fax: +30-23-10994773

WJH | www.wjgnet.com

JRaishideng®

795

Received: July 30, 2018

Peer-review started: July 30, 2018
First decision: August 8, 2018
Revised: August 14,2018

Accepted: August 26,2018

Article in press: August 27, 2018
Published online: November 27, 2018

Abstract

Perinatal transmission of hepatitis B virus (HBV) in-
fection is major contributor to the growing burden of
chronic hepatitis B worldwide. Administration of HBV
immunoglobulin and HBV vaccination as soon after pre-
gnancy as possible are the mainstay of prevention of
perinatal transmission of HBV infection. In women with
high viral loads, antiviral prophylaxis also appears to be
useful. Lamivudine, telbivudine and tenofovir have been
shown to be both safe and effective in this setting but
tenofovir is the first-line option due to its low potential
for resistance and more favorable safety profile.

Key words: Tenofovir; Perinatal transmission; Hepatitis
B; Lamivudine; Telbivudine

© The Author(s) 2018. Published by Baishideng Publishing
Group Inc. All rights reserved.

Core tip: Administration of hepatitis B virus (HBV)
immunoglobulin and HBV vaccination as soon after pre-
gnancy as possible are the mainstay of prevention of
perinatal transmission of HBV infection. In women with
high viral loads, antiviral prophylaxis with tenofovir also
appears to be useful.

Tziomalos K, Neokosmidis G, Mavromatidis G, Dinas K. Novel
insights in the prevention of perinatal transmission of hepatitis B.
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INTRODUCTION

Perinatal transmission of hepatitis B virus (HBV) is a
major healthcare problem, particularly in low-income
countries with high prevalence of chronic hepatitis B
(CHB)™. In regions where CHB is endemic, HBeAg(+)
mothers transmit HBV in 70%-90% of their childr-
en if prophylaxis is not administered™. In addition,
high CHB prevalence, poor compliance with medical
care and barriers to health care among low-income
population groups, especially in immigrants and Roma
population, are associated with increased perinatal HBV
transmission even in developed European countries®.
Women with high viral loads are at particularly increas-
ed risk to transmit hepatitis B to their offspring™”.
In many CHB endemic areas, perinatal transmission
of hepatitis B is the major cause of transmission of
hepatitis B*“'. Moreover, progression from HBV infection
to CHB is substantially more frequent in the offspring of
HBeAg(+) women than in patients who are exposed to
HBV during adulthood**", Indeed, approximately 90%
of the former will progress to CHB"%'!,

ROLE OF HBV IMMUNOGLOBULIN AND
HBV VACCINATION

Administration of HBV immunoglobulin and HBV vaccin-
ation prevents most cases of perinatal HBV transmission"’.
Nevertheless, children born from women with high viral
load are still at considerable risk for acquiring HBV des-
pite the administration of HBV immunoglobulin and HBV
vaccination [8%-18% when HBV deoxyribonucleic acid
(DNA) levels are > 10°-10° copies/mL]*****. On the other
hand, a recent study reported that prompt administration
of HBV immunoglobulin (i.e. within 4 h after birth) and/or
an increase in the number of HBV vaccination doses (at
birth and at 1, 2, 4 and 6 mo) resulted in very low rates
of perinatal HBV transmission (2%) in HBeAg-positive
women with HBV DNA levels > 200000 IU/mL"™,

ROLE OF NUCLEOSIDE ANALOGUES

Several studies also showed that nucleoside analogues
combined with administration of HBV immunoglobulin
and HBV vaccination are more effective in the preven-
tion of perinatal HBV transmission than administration
of HBV immunoglobulin and HBV vaccination alone!*®.
In a meta-analysis of 5 small randomized controlled
trials (RCTs, n = 444 pregnant women), treatment
with lamivudine combined with administration of HBV
immunoglobulin and HBV vaccination reduced infant
HBsAg seropositivity by 11.7% and infant HBV DNA
positivity by 21.2% compared with administration
of HBV immunoglobulin and HBV vaccination™”. In
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a meta-analysis of 4 small RCTs (n = 293 pregnant
women), telbivudine also reduced infant HBsAg se-
ropositivity by 15.8% and infant HBV DNA positivity
by 16.2% compared to the control group'’”’. Three
early small nonrandomized studies (n = 307 pregnant
women) showed that tenofovir also reduces the risk for
perinatal HBV transmission!®*®!, In a more recent RCT
in HBeAg-positive mothers with viral load > 200000
IU/mL (n = 200), HBV transmission was observed in
5% of cases who received tenofovir in addition to HBV
immunoglobulin/HBV vaccination compared with 18%
in mothers treated with HBV immunoglobulin/HBV va-
ccination alone™. In contrast, in a larger RCT (n
331), tenofovir combined with HBV immunoglobulin/
HBV vaccination did not reduce the risk of HBV trans-
mission compared with HBV immunoglobulin/HBV vac-
cination alone™!. However, rates of HBV transmission
in the latter group were very low (2%) and it is possible
that the study was not powered to show superiority of
tenofovir*!,

Very few studies compared the efficacy of different
nucleoside analogues in the prevention of perinatal HBV
transmission. In two non-randomized studies (n = 690
pregnant women), lamivudine was equally effective with
telbivudine®®*®! and in another non-randomized study
(n = 120 pregnant women), lamivudine was similarly
effective with tenofovirt’®. Lamivudine, telbivudine and
tenofovir also appear to be safe during pregnancy and
do not increase the risk of congenital malformation,
prematurity or maternal complications™”**, However,
it should be emphasized that tenofovir and telbivu-
dine are both Food and Drug Administration (FDA)
pregnancy category B drugs (i.e., no risk in animal
studies, unknown in humans) whereas lamivudine is
FDA pregnancy category C drug (i.e., teratogenic in
animal studies, unknown in humans)®*. It has also
been shown that in the United States, a country with
very low prevalence of CHB, combining a nucleoside
analogue with HBV immunoglobulin/HBV vaccination
is more cost-effective than HBV immunoglobulin/HBV
vaccination alone™. Nevertheless, it should be emph-
asized that none of these agents are licensed for use
during pregnancy.

Current guidelines recommend screening of all
pregnant women for CHB during the first trimester of
pregnancy®****’, In all pregnant women with HBV
DNA levels > 200000 IU/mL and/or > 6-7 log:o IU/mL
or HBsAg levels > 4 log:o IU/mL, antiviral prophylaxis
with tenofovir should start at week 24-32 of gestation
and continue for up to 4-12 wk after delivery?®****7),
Tenofovir is preferred over lamivudine and telbivudine
because of lower resistance rates and because it is a
FDA pregnancy category B drug®****”,

ROLE OF CAESAREAN SECTION

The role of caesarean section in the prevention of
perinatal transmission of HBV infection is unclear. In
a recent meta-analysis of 10 studies (n = 5091 new-
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borns), caesarean section reduced the incidence HBV
transmission by 38% compared with vaginal delivery
(95%CI: 0.40-0.98; P = 0.04)™®, However, the benefit
of caesarean section was smaller in studies where
hepatitis B immunoglobulin was administered to all
women™®!, Moreover, caesarean section did not reduce
the risk of vertical HBV transmission in HBeAg(+)
women®®, Accordingly, current guidelines do not re-
commend caesarean section for the prevention of peri-
natal transmission of HBV infection due to insufficient
data™®.

BREASTFEEDING IN HBsAg(+) WOMEN

Regarding breastfeeding, current guidelines state that
it is not contraindicated in HBsAg(+) women who are
not receiving nucleoside analogues, since breast milk
contains the lowest concentrations of HBV among body
fluids and breast feeding does not increase the risk of
HBV transmission in women who receive HBV immu-
noglobulin and HBV vaccination**?”**), Moreover, br-
eastfeeding is also not prohibited in women who are
receiving prophylaxis with tenofovir, since this agent is
excreted in very small amounts in breast milk?*%273%31],

CONCLUSION

Perinatal transmission of HBV infection is major
contributor to the growing burden of CHB worldwide.
Administration of HBV immunoglobulin and HBV vac-
cination as soon after pregnancy as possible are the
mainstay of prevention of perinatal transmission of
HBV infection. In women with high viral loads, antiviral
prophylaxis with tenofovir also appears to be useful.
Strategies to improve the awareness of this major
healthcare problem are also needed to curb the rising
incidence of CHB infection.
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