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GYNECOLOGY AND OBSTETRICS |

TENOFOVIR DISOPROXIL FUMARATE PRENATAL AS A
COMPLEMENTARY TREATMENT TO PREVENT
VERTICAL TRANSMISSION OF HEPATITIS B VIRUS: A
SYSTEMATIC REVIEW

Bagus Setyoboedi*!, Avianita Dewi Kusumawardhani*, Agung Dwi Wahyu Widodo* and Muhammad llham Aldika Akbar*
*JI. Mayjen. Prof. Dr. Moestopo 47, Surabaya - 60132 Indonesia.

ABSTRACT Vertical transmission is the dominant transmission method in hepatitis B endemic countries. Immunopro-
phylactic protocols leave 1% to 4% of infants with a higher risk of immunoprophylactic failure. Within the last ten years,
publications regarding the use of prenatal Tenofovir disoproxil fumarate (TDF) have been continuously updated. TDF is
preferred because of its potency and lower risk of resistance than lamivudine and telbivudine. The studies analyzed
in this systematic review consisted of 2 RCT and 7 NRCT studies, involving 3,765 participants. Six studies described
a reduction in viral load HBV DNA levels in the intervention group. Furthermore, five studies reported a decrease in
the vertical transmission rate higher than the control group, proven with positive HBsAg parameters at newborns in
the intervention group. All studies in this systematic review show a reduced risk of immunoprophylactic failure in
the intervention group, proven with negative HBsAg and anti-HBs status when infants were 6-12 months old. There
were no significant differences between the intervention and control groups in all studies from a safety point of view.
Administration of prenatal TDF and the prophylactic protocol can reduce the vertical transmission rate and the risk of
immunoprophylactic failure without causing significant adverse effects both during pregnancy and in infants. Given the
consideration, the public health sector and physicians should consider TDF prenatal as a complementary treatment to

prevent vertical transmission.

KEYWORDS Hepatitis B, Tenofovir disoproxil fumarate, Vertical transmission

The highest prevalence of hepatitis B is in the Asia Pacific and
Africa region [2]. APASL in 2016 reported that Asia Pacificis a
region with moderate to high prevalence, which represents three-
quarters of the number of chronic hepatitis B (CHB) sufferers
worldwide [3]. Indonesia, along with Malaysia, Singapore, and

Background

Hepatitis B remains one of the focuses of global health problems,

life-threatening if left untreated [1]. In 2015, WHO reported
887,000 deaths caused by long-term complications of hepatitis B,
namely cirrhosis and liver cancer [1]. WHO also estimates that at

least 257 million people live with chronic hepatitis B infection [1].
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Asian countries, is included in the moderate prevalence category,
namely 2-8% [4].

In HBV endemic countries, perinatal transmission is the lead-
ing cause of chronic infection [5]. The Indonesian Ministry of
Health reports that approximately 2.21% of pregnant women
(with early detection coverage of 28.3% out of the total target
100%) are people with hepatitis with a risk of maternal trans-
mission of 95%. Tan et al. (2015) discussed that the likelihood
of hepatitis B progression to chronic infection is mainly deter-
mined by age at infection [6]. According to WHO, the likelihood
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that infection becomes chronic in infants infected during their
first year of life is up to 80-90%, and for children infected before
6 years old is 30-50% [1]. Another study in 2015 reports that
transmission to newborns from HBeAg-positive mothers results
in greater than 90% chronicity while less than 10% of adults with
acute HBV progression to chronic infection [7].

Universal HBV vaccination in newborns succeeded in drasti-
cally changing the epidemiology of CHB. A systematic review
published in 2012 showed a decrease prevalence of CHB from
1990 to 2005 in most countries [8]. WHO states that the propor-
tion of children under five years old who are chronically infected
with HBV drops from around 5% in the pre-vaccine era (from
the 1980s to the early 2000s) to far less than 1% in 2019 s[1]. This
statement is supported by the results of various studies that
describe that postnatal active and passive immunoprophylactic
combination systems and universal vaccination have effectively
suppressed HBV transmission rates from=> 90% to only about
10% [9-13]. Nevertheless, immunoprophylaxis failure (IF) can
still be found in 1-4% of newborn infants [14-22]. IF significantly
happened in infants from mothers with high maternal viral DNA
levels (>2x105-107 IU/mL) and / or positive HBeAg [13,15-17,19-
29]. In theory, the administration of antivirals during pregnancy
can suppress HBV activity and reduce the transmission rate in
the uterus and at the time of delivery. Common antiviral medica-
tions include lamivudine, telbivudine, and tenofovir disoproxil
fumarate (TDF). Majority of worldwide guidelines [2,3,5] pre-
ferred TDF for mother to child transmission (MTCT) prevention
due to its potency, effectiveness, and low risk of resistance to
HBV infection [26,29-35]. However, TDF is still listed in category
B of FDA drug for pregnancy. Thus, we conducted a systematic
review based on empirical studies to evaluate further oral TDF
therapy’s efficacy and safety in reducing MTCT rate, focusing
on mothers with high viral load.

Methods
Literature Search Strategy

This systematic review is carried out according to the PRISMA
(Preferred Reporting Items for Systematic Review and Meta-
Analysis) guidelines [36]. The Population, Intervention, Com-
parison, and Outcomes (PICO) for the research questions has
been used to break down the clinical questions into searchable
keywords (See Table 1) [37]. The literature search was carried
out on two electronic databases, namely PubMed and Google
Scholar; the precise search terms are available in Table 2. Refer-
ence lists of included studies will also be searched. The literature
search was carried out from April to July 2020.

Inclusion and Exclusion Criteria

The following guidelines provide a reference to precisely know
what the reviewers recommend and, more significantly, a guide
for the reviewers to base judgments on the sources used in this
analysis. As mentioned above, there has to be strong consistency
between the title, aims, question/s, and inclusion parameters of
a scoping analysis for the review forms. Studies were included
in this systematic review if they met the following inclusion
criteria:

1. Studies are published in English and within 2015-2020;
2. Study population: pregnant women with HBsAg positive

(preferably with high viral load) and infants born to moth-
ers with positive HBsAg;

3. Comparison intervention: tenofovir as a complementary
treatment to active/passive immunoprophylaxis combina-
tion system;

4. Outcome measure: the efficacy and safety of using TDF,
the efficacy and safety of active and passive hepatitis B
immunization, and failure of immunoprophylaxis in the
vertical transmission of hepatitis B virus.

Studies were excluded in this systematic review if: (1) study
type: editorials, comments, reviews, or letters; (2) study focus:
antiviral analogues other than TDF, hepatitis B with co-infection
of other diseases such as HIV and HCV.

Data Extraction and Quality Appraisals

Data extracted using an excel form includes study characteristics,
participant baseline characteristics, intervention details, and
outcomes of interest. The risk of bias of Randomized Controlled
Trials (RCTs) and Non-Randomized Controlled Trials (NRCTs)
was measured using The Cochrane Collaboration’s tool and
Newecastle-Ottawa scale, respectively (Table 3) [38,39].

Outcome Measurements

Outcomes of interest in this systematic review include maternal
efficacy, MTCT rate, and safety for both maternal and infants.
Maternal outcomes included HBV DNA suppression, HBeAg
seroconversion, severe flares of ALT levels, cesarean section
rates, postpartum haemorrhage, and adverse events grade 3 and
4. Infant outcomes included HBsAg and HBV DNA positive
within 24 hours after delivery, vertical transmission (defined as
HBsAg positive at 6-12 months or HBV DNA positivity at 6-12
months), titer anti-HBs detected at 6-12 months, and adverse
events grade 3 and 4, prematurity, congenital malformations,
and infant death.

Results

A PRISMA flow diagram summarizing the study selection pro-
cess is illustrated in Figure 1. A total of 360 potential studies
were identified through May 22, 2020, in the initial search of
databases. After eliminating duplicates and initial screening by
browsing their titles and abstracts, 55 publications were iden-
tified; and we performed further screening by browsing the
remaining publications’ full texts. Finally, nine studies [13,40-47]
that met the inclusion criteria were analyzed in this systematic
review. The reasons for excluding each article are shown in
Figure 1.

Characteristics of Eligible Studies

Nine studies that fit the inclusion criteria of this systematic
review involved 2 RCT studies and 7 NRCT studies, with total
participants of 1935 mothers and 1830 infants. Included studies
were published from 2015 to 2019. The study sites were located
in China (3), Taiwan (2), Thailand (1), Canada (1), Australia (1),
and France (1).

In all studies, inclusion subjects’ criteria were women with
HBV DNA viral load greater than 2x105 IU /mL or women with
HBeAg positive. The number of participants in the studies var-
ied from 23 to 474 participants. 7 Study compared an interven-
tion group where pregnant women receive TDF administration
with a control group. 2 Study conducted by Wang et al. (2018)
and Sellier et al. (2017) is a single-arm design study so that there
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Table 1: PICO framework

PICO framework Keywords / Evidance Based Practice

Mothers with HBsAg positive focusing on those with high viral
load, and their infants.

I: Intervention Antiviral prenatal focusing on TDFE.

Controls or no intervention in addition to the
immunoprophylaxis combination strategy.

P: Population

C: Comparison

1. Number of immuoprophylaxis failure and MTCT rate.

2. Maternal efficacy with main parameter of HBY DNA

O: Outcomes .
suppression

3. Adverse effects and toxicity in both mothers and infants.

Table 2: Keywords search

No.

Keywords / Search strategies

Total

Database: Pubmed

{("hepatitis b"[MeSH Terms] OR "hepatitis b"[AIl Fields[) AND {{{{"infectious disease transmission, vertical [MeSH
Terms] OR ((("infectious"[ All Fields] AND "disease"[All Fields]) AND "transmission"[ All Fields]) AND
"vertical'[ All Fields])) OR "vertical infectious disease transmission"[ All Fields]) OR ("vertical"[All Fields] AND
"transmission"[All Fields])) OR "vertical transmission"[All Fields])) AND (({(((("antiviral agents"[Pharmacological
Action] OR "antiviral agents"[MeSH Terms]) OR ("antiviral"[All Fields] AND "agents"[All Fields])) OR "antiviral
agents"[All Fields]) OR "antivirals"[All Fields]) OR "antiviral"[All Fields]) OR "antivirally"[All Fields])

220

"Hepatitis B Vaccines /therapeutic use TAIl Fields] AND ({{({(({({({({(({(({({"infect TAIl Fields] OR "infectability TAII
Fields]) OR "infectable"[All Fields]) OR "infectant"[All Fields]) OR "infectants"[ All Fields]) OR "infected"[ All
Fields]) OR "infecteds"[All Fields]) OR "infectibility"[ All Fields]) OR "infectible"[All Fields]) OR "infecting"[All
Fields]) OR "infection s"[ All Fields]) OR "infections"[MeSH Terms]) OR "infections"[ All Fields]) OR "infection"[ All
Fields]) OR "infective"[All Fields]) OR "infectiveness"[All Fields]) OR "infectives"[All Fields]) OR "infectivities"[ All
Fields]) OR "infects"[All Fields]) OR "pathogenicity"[MeSH Subheading]) OR "pathogenicity"[All Fields]) OR
"infectivity"[All Fields]) AND ((((("mother s"[All Fields] OR "mothered"[All Fields]) OR "mothers"[MeSH Terms])
OR "mothers"[All Fields]) OR "mother"[All Fields]) OR "mothering"[ All Fields]))

37

25017181,24560676,25240752, 24 119736,28231660,28651839, 15791611, 22993824, 7778007, 23850364, 28198787 8470152,
23571179,17090857,29195717,12117014,8124773,24681228,27539335,22096953,12666586,28199772,26962060,27684874,
2967932,9841230,26600319,23279881,27113166,28320591,27095043,10500670,7874702,28863182,21757978, 24370706,
20116181,1362320,2149403,20512395,15809901,27105563,24975813,25149478,10051503,25493019,24216032,1533439,
18208419,23985279,11509998,25252192,9768208,28592091,23625988,27559947,15726538,23533578,26117148,17714836,
15954422 22959987,26447601,27087206,1395837,8938161,9433150,16941267,12148110,1833611,17636112,23422028,
23732904,28859430,8221430,25988560,22210140,7491231,10228050,8906537,17269193,26920790,15864200,9500584,
17875984,26201556,7571846,7571844,7571843,7571815,30506691[ UID]

23

("hepatitis b"[MeSH Terms] OR "hepatitis b"[AIl Fields]) AND ({{{"infectious disease transmission, vertical TMeSH
Terms] OR ((("infectious"[ All Fields] AND "disease"[All Fields]) AND "transmission"[ All Fields]) AND
"vertical [ All Fields])) OR "vertical infectious disease transmission"[ All Fields]) OR ("vertical"[All Fields] AND
"transmission"[All Fields])) OR "vertical transmission"[All Fields])

20

Database: Google Scholar

1

Hepatitis B AND vertical transmission AND Tenofovir "Seropositive mother"

12

2

Hepatitis B AND Vaccination "Seropositive mother”
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is no control group. All pregnant women in the intervention
group were given TDF ata dose of 300 mg daily except for the
study by Sellier et al. (2017), the dose of TDF given is 245 mg
daily; for research by Thilakanathan et al. (2018), lamivudine
100 mg per day was given to participants recruited from 2008 to
2010. The duration of TDF treatment varied for each study; most
studies started treatment from gestational week 24-32 until 4-12
weeks following delivery, whereas for research by Wang et al.
(2018), the treatment end at delivery. All infants involved in the
inclusion study received HBIg at birth and three doses of hepati-
tis B vaccine with variable timing according to health protocols
for each country or agency involved. Detailed characteristics of
each included study are available in Table 4 and Table 5.

Maternal Efficacy and MTCT Rate

Table 6 summarizes the maternal efficacy findings and the MTCT
rate of the included studies. Overall, six studies [13,40-43,47]
reported that compared to controls, TDF treatment significantly
increased HBV DNA suppression at delivery. The parameter of
HBV DNA suppression varied for each study (< 200,000 IU/mL
for Pan et al. [13], Jourdain et al. [42], and Wang et al. [47];
< 2,000 IU/mL for Lin et al. [43]; and < 1,000,000 IU/mL for
Chang et al. [40] and Chen et al. [41]). Three studies reported
the HBeAg seroconversion rate under 5% for both study groups
[13,41,47]; there was no significant difference between the two
groups in this parameter.

Five studies [13,40-42,47] reported infants with HBsAg and
HBV DNA positive within 24 hours after delivery. Three out
of five studies consistently show that the number of HBsAg
seropositivity tended to be lower in the TDF group [40-42]; how-
ever, the difference was not significant. This result aligned with
a single-arm study by Wang et al. [47], whereas the number
of infant HBsAg positive remains under 5%. In the study con-
ducted by Pan et al. [13], the number of HBsAg positive infants
tended to be higher in the intervention group, namely 6.2%
(6/97) in the TDF group and 4% (4/100) subjects in the con-
trol group. These results happened because the data used are
intention-to-treat subjects; in other words, subjects who resigned
or lost-to-follow-up during the study were categorized as babies
born with positive HBsAg. TDF consistently show improvement
in reducing infant HBV DN A seropositivity at delivery. All five
studies reported that the number of infants with HBV DN A pos-
itive at delivery in the TDF group remains under 10% as for the
control group, the number varied between 1% to 31%.

All nine studies [13,40-47] reported infants with HBsAg pos-
itive within 6-12 months. Overall, the number of infants with
HBsAg positive was lower in the TDF group than in the controls.
Four studies [13,40,41,43] reported the difference between two
groups are significant (P < 0,05). Three studies [42-44] reported
zero cases of HBsAg positive infants in the TDF group. Similar
results were shown in a single-arm study by Sellier et al. [45],
which reported zero cases and Wang et al. [47], which reported
the number of infants with HBsAg positive under 1%. Only
one study by Thilakanathan et al. [46] show a higher number
of HBsAg positive in the TDF group (2%) compared to controls
(0%); however, the number did not differ significantly. It was
later known that the babies with HBsAg positive were born from
mothers with high viral load (>106 IU/mL), and both mothers
have a low adherent in carrying out the treatment. These results
indicate that prenatal TDF followed by HBIg and vaccination
can reduce the rate of vertical transmission and possibly im-
munoprophylactic failure.

Four studies [42,43,45,47] reported HBV DNA seropositivity
of infants within 6-12 months, where the results were consis-
tently lower in the TDF group than controls. All three studies
show zero cases in the TDF group, and under 1% for study by
Wang et al. [47]. Another parameter to detect immunoprophy-
laxis failure is detected titer anti-HBs; five studies [40-42,45,46]
reported anti-HBs in infants 6-12 months old. The results tended
to show a higher scope of anti-HBs positive in the TDF group;
however, the number was similar between the two groups.

Safety of Maternal and Fetal

All the included studies reported maternal and infant safety
outcomes [13, 40-47]. Compared to controls, TDF therapy did
not significantly differ in maternal harm. The number of ad-
verse events occurs in both groups were similar; Jourdain et al.
[42] mentioned that at least one adverse event occurred on 24%
(41/168) subjects in the TDF group and 27% (44,/163) subjects in
the control group. One of the most common adverse events is
elevated ALT levels. Five studies [13,41-43,47] reported that the
number of ALT flare occurrences tended to be higher in the TDF
group; however, there were no significant differences. Other
than ALT flares, adverse events grade 3 and 4 reported include
elevated creatinine serum levels (1 subject) and pre-eclampsia (1
subject); other adverse events reported were categorized as mild
or as grade 1 and 2. There were no differences found in both
study groups regarding the rates of cesarean section and post-
partum haemorrhages. The number of adverse events in grades
3and 4 in the two groups is similar. According to Jourdain et
al., the most common adverse events reported are jaundice and
hyperbilirubinemia [42]; other than that, Pan et al. [13] reported
that the two adverse events that occur in the TDF group are
forceps induced intracranial haemorrhages and pneumonia. The
number of congenital malformations between the two groups
did not show any significant difference; congenital malforma-
tions reported are torticollis, umbilical hernia, hypospadias [13],
polydactyly [41], and chromosome abnormality [44]. The num-
ber of prematurity and infant death is comparable between the
two groups.

Discussion

One of the biggest challenges in breaking the vertical chain
of transmission of the hepatitis B virus is that some pregnant
women are in the immunotolerant phase where HBV DNA lev-
els are very high and HBeAg positive [48]. In a study by Alter in
2003, the probability of vertical hepatitis B virus transmission to
HBeAg positive mothers is higher than transmission to infants
who are not immunoprophylaxis and born to HBeAg negative
mothers [49]. Furthermore, there is a correlation between high
HBV DNA levels and positive HBeAg during pregnancy and
immunoprophylaxis failure. This immunoprophylaxis failure
can occur even though the baby has been given HBIg and hep-
atitis B vaccination. The hepatitis B virus vertical transmission
rate also increases significantly at HBV DNA levels 106 to 108
IU / mL, with a vertical transmission rate ratio of 3% at HBV
DNA levels <106 IU / mL and 10-30% at HBV DNA levels>
108 IU / mL (Hyun et al., 2017). Besides that, the systematic
review by Chen etal. (2017) explained that there was no vertical
transmission in pregnant women with HBV DNA levels <2x105
IU / mL. According to several guidelines, such as AASLD [5]
and EASL [50], tenofovir disoproxil fumarate (TDF) is a first-line
drug for the treatment of CHB. In the last five years, there has
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Table 3: Risk of bias assessment 1) For RCTs, risk of bias was assessed with The Cochrane Collaboration’s tool. 2) For NRCTs
risk of bias was assessed with the Newcastle-Ottawa Scale.

Participants Interventions on Mother
] Treatment -
. . . Inclusion Treatment Interventions
Author (Year) | Country Study design TR N Dosage starts di A s t
fothers | Infants (Gestational (Pmo:”““m}“ Infan
ool tpartum
RCT
HBeAg
positive;
ALT<30 i
i  [% guma | 168 49 [300me |28 2 months TR
Jowdainetal | .. |tmalsat1? <60 TUL at daily
(2018) public hospnals the beginning
in Thailand of trial
Same as above | 163 147 Control (Immunoprophylaxis only) i 4
: 3 ) Vaccination
Multicenter HBeAg 97 95 TDF 30-32 4 weeks
tnals at 5 mam | positive; 300mg HBIg + .
Panetal (2016) | China regions in I{B\-‘DfiA > daily Vaccmation
% 5 i HBIg +
Same as above | 100 98 Control (Immunoprophylaxis only) v on
NRCT
Multicenter HBeAg TDF
cohort at positive; HBV HBIg +
. several DNA> 2x10° | - 300mg | 24 i Vacemation
Lmnetal (2015) | China bl it [HsaE daily
2 AR :;tC] % Same as zbove | 60 52 Control (Immunoprophvlaxis only) I\{Blg 35 :
Multicenter HBeAg TDF
prospective positive; 3 HBIg +
Chen etal . cohortatl4 | HBVDNAs | &2 65 300me | 28 4 weeks -, S0
015) Tewan | Collaborative | 10" IU/mL —
%“u’.""‘l“u BXY | gome s abots | 36 56 Control (fmmunoprophylaxis caly) {EBIE. .
I\-Il.l]ticen_m' Mg TDF
Chang et al . Pohrat1s | HBVDNA | 110 116 |300mg | 3032 4 weeks Viarooticn
2019) Tawam | Collaborative | 10" U/l Rt
Bospials | Same as above | 91 94 | Control (mmumoprophylaxis only) o S
Multicenter [ TB7 DRAZ TDF s
prospective 4 1 168 140 300mg | 32 Unclear v B
Tidcanstbion ot | cohortat2 ; daily REA———
al (2018) Australia | tertiary HEVDNA <
e o 10" TU/mL on HBIg +
Svdney, 4 474 329 Control (Immunoprophylaxis only) Seret
Australia afo Vaccination
Single center y TDF
: HBVDNA > - HBIg +
) prospective g = |23 24 300mg 28-32 12 weeks Pk S
TW et Canad oot 10" TU/mL daily accination
ey %B\I;_]D:f < |13 246 | Control (mmunoprophylaxis caly) {5315 .
Single center | HBeAg ™F
Wang etal. i prospective positive; HBV 4 e HBIg +
Q018) China g:oﬂ s . RH;‘E 10° 143 144 ;;&..:ng 2233 Delivery Vaociaation
Beiiing, China !
Single center | HBV DNA > —_—
Sellier et al. prospective 10° IU/mL on HBIg +
Q17 France ;ohon in Paris, | second 23 27 ig&mg 28 12 weeks oo o
rance trimester
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Table 4: Characteristics of studies included in the systematic review.

IRCT
Selection bias Performance bias De:,e.mm Attrition bias Regm’g
First author — — 12 122 Bias
Blinding sequence Sequence Blinding p— Incomplete data Selective
generation allocating participants outcome reporting
Low (Using Low Low (All
Jourdain et al. | permuted blocks and | Low (Blocks and Low (Double-blind, | (Obtained | Low (Exclusion results in s
(2018) stratified accordmg | randomized) placebo-controlled) | from lab stated in in fig. 1) methods are ow
to trial site.) Lﬁndjngs) Lo“reponilﬁ
‘ ot oW 5 . F
Panetal. Low (Using Low (Rlocks and I’L‘Ehl(fb‘:lbm‘mgf& (Obtained | Low(Exclusion | ;oo iy ik
(2016) randomization table) | randomized) ﬁm} from lab ml;{;d} methods are
findings) reported)
INRCT
Selection Comparability QOutcome
Was
s Demonstration | Comparability follow- Final
. Selection ; Adequacy
c Representative- : that outcome | of cohorts on up long ’ | score
First author Bees of the of the ﬁ As;el‘tal.umem of interest was | 1o basis ofthe :'&;sessmeut enough offoll;\'“ (Max.
exposed cohort £Xpo. of exposure | . resent at devign or of outcome up o 8)
oohort start of study analysis outcome cohorts
to occur
Drawn
Somewhat from the T ———
- representative | same :
?2‘81?)3]‘ of the community (Sgcm vecard Yes (¥ f:i:dan{ll;nal Rgcorde ™ Yes(*) | Yes(*®) 8
commumity or | &s the - = Linkag
population (*) | exposed
cohort (*)
Dravn
Somewhat from the
; Study controls
representative | same -
& community or | as the : =)
population (*) | exposed
cohort (¥}
Dravn
Somewhat from the
; Study controls
representative | same e
%ﬁ) ctal | ofthe commmmity (Sf}‘““ recard | yee (%) e o o [ YO [Ye 8
community or | as the factors (*) Laskar
population (*) | exposed
cohort (*)
Drawn
Somewhat from the St i ot
; representative | same :
w of the community (Sffm record | yeq (%) e o | Ys® | Yes 8
P community or | as the : ) Linkaz
population (*) | exposed
cohort (*)
Selection
Som:swha:( i, of non Study controls
Kochaksaraei n}p&e exposed Secure record Yes () for any Record Yes(*) | Yes(® &
etal (2015) |° _ differ from | (%) o additional Linkage (®) | ' = :
community or exposed factors (*)
population (*) | 3 o
Somewhat
- representative
2; ;.tl:ig)et al. ofthe No control (S:;'u.re record Yes (%) No control l'«‘.gcl:n'de 5% Yes(®) | Yes(*) P
communityor | O Fro g
population (*)
Somewhat
! representative
S;él;;:t etal of the No control (S:;um record Yes () No control Record - Yes(® | Yes(®) P
(2017) commumity or | FOW group Linkage
population (*)
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Table 5: Baseline information of inclusion criteria in each study

Gestational Baseline of HBV
Author (Year) Mother's Age weeks on HBeAg (%) DNA level (log10
delivery TU/mL)
Jourdain et al. (2018)
TDF 25.5(22.6-29.1)° 39.0 (38.3-39.7)" 100% 7.6+£1.5
Control 26.7 (23.5-30.5)° 38.9 (38.1-40.0)" 100% 73417
Pan et al. (2016)
TDF 27.44+3.0 392410 100% 8.2+0.5
Control 26.84+3.0 389413 100% 8.0+0.7
Lin et al. (2018)
TDF 28.314+3.56 39.464+1.43 100% 7.4440.80
Control 28.064+3.42 39.334+1.49 100% 7.66+0.55
Chen et al. (2015)
TDF 32.5+£3.2 NR 100% 8.254+0.45
Control 324431 NR 100% 8.2440.35
Chang et al. (2019)
TDF 32.84 + 3.57 NR 100% 8.254+0.48
Control 32.69 + 336 NR 100% 8.2940.49
Thilakanathan et al. (2018)
TDF 31 NR 94% NR
Control 31 NR 717% NR
Kochaksaraei et al. (2016)
TDF 30 (28-34)" NR 70% 7.7(3.2-8.1)°
Control 32 (29-36)" NR 9% 2.3(Le-3.1)"
Wang et al. (2018)
TDF 297 + 42 393+ 1.4 100% 7.6+0.59
Sellier et al. (2017)
TDF 282447 NR 81.50% NR
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Records identifies through
initial database searching

Additional records identified through
other sources (Google Scholar)

(Pubmed) (n = 300} (n = 60
‘ Records after duplicates removed (n = 333) ‘

"

Records excluded
(n=2749)

Records sereened
(n=333)

l

Full-text articles assessed 3
for eligibility (n = 53) with reasons:
{n=46)

‘ 1. Different outcomes and

Full-text anicles excluded,

. . . study focus (n=29
Literature included in study focus (n )

qualitative syntesis

ra

. Full-text articles are not

n=1 available (n = 4)
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been an increase in the number of publications that study the
efficacy and safety of using TDF as a preventive measure for the
vertical transmission of the hepatitis B virus. In determining the
efficacy and safety of using TDF and HBIg and vaccination as a
preventive measure for vertical transmission, high-quality trials
are needed.

Maternal Efficacy of TDF Intervention

Maternal efficacy in this systematic review was seen from 2
parameters: the suppression of viral load HBV DNA and the
occurrence of HBeAg seroconversion in the mother. The parame-
ters for HBV DNA suppression themselves varied for each study.
According to Lau et al., in a patient with CHB, HBeAg serocon-
version was defined as loss of HBeAg in serum and anti-HBe
antibodies’ progression [51].

Factors that influence immunoprophylaxis failure are HBeAg
and HBV DNA seropositivity. This statement is consistently
supported by earlier study [18,20,22,52-54]. The HBV DNA cut
off as an estimation of immunoprophylactic failure still needs
to be explored further. Several studies report risks of immuno-
prophylactic failure in pregnant women with high levels of viral
load HBV DNA such as:

* Zou etal.: Analyzed 27 cases and found that the risk of im-
munoprophylactic failure was 7.66% for HBV DNA levels
above 8log10 IU/mL [22].

e Zhangetal. (2014): Analyzed 28 cases and found a risk of
immunoprophylactic failure of 12.1% for HBY DNA levels
above 8log10 IU/mL [21].

* Wiseman et al. (2009): As many as 9% (4 of 47 subjects) had
a risk of immunoprophylactic failure for HBV DNA levels
above 7,2log10 IU/ mL [2009].

* Wenet al. (2013): 27.7% of subjects had a risk of immuno-
prophylactic failure for HBYV DNA levels above 8log101U /
mL [55].

In this systematic review, it was found that TDF could signif-
icantly reduce viral load maternal HBV DNA. A recent RCT

study by Jourdain et al. explained that giving TDF showed a sig-
nificant reduction in viral load HBV DNA [42]. Before the start
of treatment, levels of viral load HBV DNA were similar in both
groups, namely 7.6log10 IU/mL in the intervention group and
7.3log10 IU/mL in the control group. After TDF administration
with a median duration of 10.7 weeks, HBV DNA levels in the
intervention group were 4logl0 IU/mL compared to 7.3log10
IU/mL in the control group (p <0.001). Research by Pan et al.
presented similar results where at delivery, HBV DNA levels in
the intervention group were 4.7log10 IU/mL (IQR) and in the
control group 8logl0 IU/mL (IQR) (p <0.001) [13]; these results
were consistently aligned with three NRCT studies [40,41,47]. A
significant result was also presented in the NRCT study by Lin
etal. where 90% of the subjects in the intervention group had
HBV DNA levels <4logl0 IU/mL and 50% of them had HBV
DNA levels <3logl0 IU/mL (p <0.001) [43]. In their research,
Lin et al. also explained that the reduction in HBYV DNA levels
occurred rapidly at the start of treatment and slowed down over
time, but the reduction in HBV levels was still at the limit of
0.5log10IU / mL per month. This result indicates that starting
therapy at week 24 was able to keep HBV DNA levels lower
from gestation to delivery. This condition is ideal for imiting
HBV replication for fetal development.

The study conducted by Pan et al. reported that giving TDF
to pregnant women with very high HBV DNA levels did not
achieve optimal HBV DN A suppression [13]. In the intervention
group with HBV DNA levels more than 200,000 IU/mL at de-
livery, the number of mothers with HBV DNA levels of more
than 8log10 IU/mL before starting treatment was more (39%)
than the number of mothers with HBV DNA levels less than or
equal to 8logl0 IU/mL. The number of pregnant women who
experienced HBV DNA suppression ranged from 68% to 98.4%
and did not reach 100%:; this is due to limited intervention time.
According to research by Marcellin et al., the number of preg-
nant women with positive HBeAg who experienced HBV DNA
suppression (<400 IU / mL) after 48 weeks of TDF intervention
was 76% [56].

According to clinical trials phase 3 conducted by Marcellin
et al., the rate of HBeAg seroconversion after TDF intervention
for one year was 21% [56]. The study by Pan et al. and Chen
et al. showed that the number of mothers who experienced
HBeAg seroconversion was not significantly different in the two
groups [13,41]. Prenatal TDF was started at 22 to 32 weeks of
gestation and was discontinued at four weeks postpartum for
the study by Pan etal. and Chen etal. [13,41]; for Wang etal,,
TDF intervention was stopped at delivery [47]. According to
our data and earlier literature, the TDF administration’s timing
starting from the 3rd trimester is insufficient for HBeAg serocon-
version to occur. There is no evidence or clinical trials of TDF
administered earlier than the second trimester. Therefore, super-
vision and monitoring are needed for mothers with high HBV
DNA levels to anticipate immunoprophylaxis failure despite
TDF intervention.

TDF Intervention to Prevent MTCT Rate

Overall results shown in Table 6 demonstrated a lower risk of
MTCT in the intervention group; 5 included studies support this
statement [13,40-42,47]. The reduced risk of vertical transmission
(judged by HBsAg positive in newborns) in the intervention
group was probably due to low viral load HBV DNA levels or
HBV DNA suppression at delivery and earlier fetal prophylaxis
exposure [42]. However, there were no significant results in

Bagus Setyoboedi et al./ International Journal of Medical Reviews and Case Reports (2021) 5(8).50-64




Table 6: Maternal efficacy and MTCT rate

Author Maternal Efficacy MTCT Rate
(Year) b ¢
Newborn ln.ants (2% Infants (6-12 months old)
hours)
HBV DNA HBeAg HBsAg Detectable HBsAg Detectable Anti-HBS
Suppression Seroconversion Positive HBV DNA Positive HBV DNA Positive
Jourdain et al. (2018)
B8 - % % % % 0%
To¥ (142/161) NR (0/149) (0/149) (0/149) (0/149) (147/147)
0% - % TI% 0% % T5.6%
Control (16/159) NR (2/147) (2/147) (3/147) (3/147) (145/147)
Pan et al. (2016)
68% 1% 6.2% 3.1% 52% ) )
To¥ (66,/96) (1/97) (6/97) (,/97) (5/97) NR NR
c X 7% K300 0% 5% 5% - -
ontro (2/100) (3/100) (4/100) (15,/100) (18/100) NR NR
Lin et al. (2018)
0% ] ] ] % % ]
TDF (53/59) NR NR NR (0/58) (0/58) NR
c X % - - - 77T T35% -
ontro (0/52) } ; ' (4/52) (7/52) !
Chen et al. (2015)
TDF 98.4% 4.84% 1077% 6.15% 1.54% R 96.92%
(61/62) (3/62) (7/65) {4/65) (1/65) ! (63/65)
c X T79% % 1786% 3TA8% T071% - 5929
ontro (1/56) (0/56) (10/56) (17/56) (6/56) ' (50/56)
Chang et al. (2019)
— 6367 - T56% 5% T7T% - OIZ%
(106/110) NR (11/115) (6/115) (2/115) NR (112/115)
- - T6.13% 301T% TI83% - 97 59T
Control  3.30%(3/91) NR (15/93) (28/93) (11/93) NR (81/93)
Thilakanathan et al. (2018)
TDE ) ) ) ) 2.14% ) 96.4%
NR DR NR NR (3/140) NR (135/140)
) g - - 0% - T7,5%
Control NR NR NR NR @/329) NR 22329
Kochaksaraei et al. (2016)
TDF NR NR NR NR /12 NR NR
- - - - 3% - -
Control NR NR NR NR 1/73) NR NR
Wang et al. (2018)
B 14% 3.9% 0% 0.69% 0.69% )
TDF  93.7% (134/143) (2/143) (20/144) (0/144) (1/144) (1/144) NR
Sellier et al. (2017)
4 ) ) ) 0% 0% 66.67%
To¥ LE LR LR kE (0/27) (0/27) (18/27)
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Table 7: Maternal safety outcomes

Author Matemal Safety Parameters
(Yean Grade 3 and 4 Peningkal Peningk Pendarah
rade 3 an en‘m‘.g Ean en‘m‘g atan ALT Flare Bedah Sesar endarahan
adverse events Kreatinin Kinase Kreatinin Serum Post-partum

Jourdain et al. (2018)

TDF 244% (41/168) NR NR 5.8% (9/154) 23.5% (38/162) NR

Control 27.0% (44/163) NR NR 5.01% (8/157) 29.4% (47/160) NR

Pan et al. (2016)

TDF 7.2% (7/97) 7% (7/97) 0% (0,/97) 52% (5/97) 48.5% (47 /97) 4.1% (4/97)

Control 11% (11,/100) 0% (0,/97) 1% (1,/100) 6.0% (6,/100) 50.0% (50,/100) 4.0% (4,/100)

Lin et al. (2018)
TDF 0% (0/58) NR NR 3.45% (2/59) 36.2% (21 /59) 0% (0/59)

Control 0% (0/52) NR NR 0% (0/52) 32.7% (17 /52) 0% (0/52)
Chen et al. (2015)

TDF NR NR NR 5.36% (3/62) 41.54% (25/65) NR

Control NR NR NR 0% (0/56) 30.36% (17/56) NR

Chang et al. (2019)

TDF NR NR NR NR 32.7% (36/110) NR

Control NR NR NR NR 29.7% (27 /91) NR

Thilakanathan et al. (2018)

TDF NR NR NR NR 16.7% (28 /168) NR

Control NR NR NR NR 22% (104, 474) NR

Kochaksaraei et al. (2015)

TDF NR NR NR NR 33.3% (8/24) NR

Control NR NR NR NR 24.7% (36/146) NR
Wang et al. (2018)

TDF 0% (0/143) NR NR 0% (0/143) 37.5% (54/144) 0% (0/143)

Sellier et al. (2017)

TDF NR NR NR NR NR NR
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Table 8: Infants safety outcomes

'T:::}r Infants Safety Parameters
aft;irvﬂed;: :::ngls maclc;ro‘f:t:::llns Low[I:.'l;l;{‘)U‘;?ghl Prematurity Infants death
Jourdain et al. (2018)
TDF 26.7% (43/161) NR NR 4.9% (8/162) 1% (1/162)
Control 23.8% (38/160) NR NR 8.1% (13/160) 0% (0/160)
Pan et al. (2016)
TDF 3.2% (3/95) 2.1% (2/95) NR 2.1%(2/95) 1.1% (1/95)
Control 1.1% (1/88) 1.1% (1/88) NR 1.1% (1/88) 0% (0/88)
Lin et al. (2018)
TDF 0% (0/59) 0% (D/59) NR 1.69% (1/59) 1.69% (1/59)
Control 0% (0/52) 0% (0/52) NR 3.85% (2/52) 0% (0/52)
Chen et al. (2015)
TDF NR 1.5% (1/65) NR 7.7% (5/65) 0% (0/65)
Control NR 0% (0/56) NR 3.6% (2/56) 0% (0/56)
Chang et al. (2019)
TDF NR NR NR NR 0% (0/110)
Control NR NR NR NR 0% (0/91)
Thilakanathan etal. (2018)
TDF NR NR NR NR 0.6% (1/168)
Control NR NR NR NR 0% (0/474)
Kochaksaraei et al. (2015)
TDF NR 0% (0/24) 8.3%(2/24) 8.3%(2/24) 0% (0/24)
Control NR 0.7% (1/146) NR 2.1% (3/146) 0.7% (1/146)
Wang et al. (2018)
TDF 0% (0/143) 0% (0/144) NR 5.6% (8/144) 0% (0/144)
Sellier et al. (2017)
TDF NR NR NR NR NR
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terms of positive HBsAg parameters at newborns (P> 0.05).

According to Thilakanathan et al., HBsAg negative and de-
tectable anti-HBs of more than 10 IU /mL are successful vaccina-
tion parameters [46]. Results collected in this systematic review
show that prenatal TDF can reduce the incidence of vertical
transmission and the risk of immunoprophylactic failure. Be-
sides, 4 out of 9 studies showed significant results (P <0.05). Our
results also show that prenatal TDF in the intervention group
can reduce HBsAg-positive infants by less than 5%. The first
RCT study with a research focus on prenatal TDF administra-
tion was conducted in 2016 by Pan et al.; the results showed
that the use of prenatal TDF significantly reduced the risk of
immunoprophylactic failure with a ratio of 18% in the control
group and 5% in the intervention group (p = 0.007) [13]. The first
NRCT study was conducted by Celen et al. in pregnant women
with HBV DNA> 6logl0 IU / mL, where the ratio between the
intervention group and the control group was 0% and 8% (p =
0.194) [10]. A subsequent NRCT study by Chen et al. demon-
strated a significant reduction in vertical transmission and risk
of immunoprophylactic failure in the intervention group with
a control group comparison of 1.5% and 10.7% (p = 0.048) [41].
This result is consistently supported by Lin et al. with p =0.004
and Chang et al., where p = 0.003 [40,43]. In another RCT study
by Jourdain et al. (2018), the incidence of immunoprophylac-
tic failure in the 2 study groups was not significantly different,
namely 0% for the intervention group and 2% for the control
group (p = 0.12). The insignificant difference in both groups may
be due to this study’s inclusion subject that did not have a viral
load high enough to be a risk factor for immunoprophylactic
failure, so prevention could be carried out by giving active and
passive immunizations.

In the study by Jourdain et al., the number of HBs Ag-positive
infants at six months was 2% (3/147) in the control group; no
HBsAg-positive babies were found in the intervention group
[42]. The three infants in the infected control group were born
to mothers with HBV DNA levels> 7.8log10 IU / mL, and 2 of
the three infants were born HBsAg and HBV DNA positive. A
similar pattern was found in the study by Pan et al., Where the
number of HBsAg positive infants at examination at 28 weeks
was 18 (18%) out of 100 subjects in the control group. A total of 6
infants in the infected control group were born to mothers with
viral load HBV DNA> 2logl0 IU / mL at delivery, 6 of these
infants detected HBV DN A at birth, and 4 of the six infants were
born HBsAg positive [3]. These results were supported by five
other studies [40,41,43-45 47].

Collected data we analyze in this systematic review shows
that prenatal TDF followed by HBIg and vaccination provides
more coverage for infants with anti-HBs positivity than the con-
trol group. Inthe study by Jourdain et al., The number of subjects
in the intervention group with anti-HBs> 10 IU / mL reached
100% [42]. Furthermore, infants in the control group who had
low anti-HBs (<10 IU / mL) were detected positive HBsAg or,
in other words, infected with the hepatitis B virus. Research by
Sellier et al. coverage of infants with anti-HBs positive and> 10
IU / mLis around 67% (18 /27), which is a pretty low number
due to the remaining 8 out of 27 subjects aged <9 months and not
examined [44]. A similar pattern was found in 3 other studies,
and the overall coverage of infants with anti-HBs positive or > 10
IU / mL in the intervention group was over 95% [40,41,46]. The
high coverage of anti-HBs detected in the TDF group follows
the meta-analysis presented by Li et al., where the provision of
TDF can reduce the risk of immunoprophylactic failure.

Maternal and Fetal Safety of TDF Intervention

In addition to the efficacy and advantages of using prenatal TDF,
it is necessary to examine further the safety of using prenatal
TDF followed by HBIg and vaccination. Overall, there were
no significant differences between the TDF and control groups
when viewed from several parameters, including adverse effects
of grades 3 and 4 in mothers and infants, ALT flares in mothers,
cesarean delivery, and postpartum bleeding congenital malfor-
mations, prematurity, and fetal death. A study by Jourdain et al.
recorded that at least one adverse incident (p=0.62) occurred in
24% of pregnant women in the intervention group and 27% of
pregnant women in the control group [42]. Elevated ALT levelin
the most common adverse event. The findings also showed that
pregnant women in the control group appeared to experience
adverse reactions before the intervention group. However, there
was no substantial difference between the two groups in the
postpartum group (p=0.50) [42].

Furthermore, Pan et al. explained two noticeable adverse
events in both study groups. The first difference is the finding
of more pregnant women who experienced an increase in cre-
atinine kinase levels in the intervention group (7%) compared
to the control group (0%) (p = 0.006); however, an increase in
creatinine kinase is still categorized as an adverse event grade
1 or 2. [13]. Furthermore, the second difference was that more
pregnant women experienced elevated ALT in the intervention
group (45%) compared to the control group (30%) (p = 0.03) [13].
Similar results were found in the study by Wang etal. and Lin
et al., where no grade adverse events 3 or 4 were found in either
study group [43,47]. In 6 studies that described ALT flares in
mothers during the duration of the intervention, the results were
mixed and inconsistent. The study by Chen et al. reported that
the number of elevated ALT> 5 times above normal levels was
lower in the intervention group 1-2 months postpartum (p =
0.0218 at month one and p = 0.0135 at month two) [41]. Another
study reported that the incidence of ALT flares with telbivudine
or lamivudine was 17.1% in the intervention group and 6.3%
in the control group [29]. Nguyen et al. described ALT flares’
prevalence in pregnant women with lamivudine intervention or
prenatal TDF of 40-50% compared to 29% in the control group
[58]. This variable rate was due to the different definitions of
ALT flares in each study, different protocols for follow-up, and
the use of different antiviral agents. According to a study con-
ducted by Jourdain et al., ALT flares that occurred in mothers
started at the time of discontinuation of TDF use; in addition
to the six months postpartum follow-up, none of the mothers
experienced or returned to experiencing ALT flares [42]. Over-
all, prenatal TDF did not result in a significant increase in ALT.
According to Cheung and Lao’s review, amniocentesis and deliv-
ery path influence immunoprophylactic failure [53]. The study
results presented in this inclusion study systematic review indi-
cated no significant difference between the intervention group
and the control group in terms of the number of cesarean section
deliveries. Our result of the cesarean section is supported by
Hyun etal. with a p-value = 0.24 and Chen et al. (2017) with a
p=0.521 [34.59]. Furthermore, safety during the maternal period
in terms of the rate of postpartum bleeding; the included study
results on this systematic review revealed no significant differ-
ences between the 2 study groups. A meta-analysis by Hyun et
al. supports these findings with p= 0.61 [34].

Research by Jourdain et al. reported that 27% of infants in
the intervention group and 24% of infants in the control group
experienced at least one adverse event grade 3 or 4(p = 0.61) [42].
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The most common adverse events are jaundice or hyperbiliru-
binemia. In the results of the study by Pan et al., no significant
difference was found in the two study groups (p> 0.05) [13].
These study results are consistently supported by Wang et al.
and Lin et al,, where no infants experienced grade 3 or 4 adverse
events in both study groups [43,47].

In terms of the number of congenital malformations in in-
fants, the results of the study by Pan et al. explained that there
was no significant difference found in the two study groups (p>
0.05) [13]. Findings on congenital malformations are consistently
supported by four other inclusion studies [41,43,44,47]; Hyun
et al. showed similar results with a value of p = 0.58 [34]. Fur-
thermore, in terms of the number of preterm births, the study
by Chen et al. presented that there was no significant difference
between the two study groups (p = 0.4) [41]. A similar pattern
was found across all the included studies in this systematic re-
view. Infant safety was also seen in the number of infant deaths,
which was not significantly different across the included studies
involved (p> 0.05). Overall, there were no significant differences
in safety in both maternal and infancy. A meta-analysis by Hyun
et al. and Chen et al. supports this statement [34,59]. Further
research is needed with more RCT study designs to cover a
broader range of safety parameters for using TDF during preg-
nancy and in infants and long-term monitoring of infant growth
and development.

Conclusion

In conclusion, our systematic review suggested that oral TDF
therapy starting from the second or third semester reduced HBV
DNA levels in infected pregnant women with high viral loads.
It also reduces the rates of MTCT defined by HBsAg positivity
in infants. Moreover, tenofovir was safe and tolerable for both
mothers and their infants; therefore, to prevent MTCT, we rec-
ommend TDF administration in pregnant women with CHB and
who manifest high HBV DNA levels of > 2x105 IU/mL start-
ing from the third trimester in addition to immunoprophylaxis
combination therapy.

Funding

This work did not receive any grant from funding agencies in
the public, commercial, or not-for-profit sectors.

Conflict of interest

There are no conflicts of interest to declare by any of the authors
of this study.

References

1. World Health Organization. Hepatitis B. 2020. Available
from:
https://www.who.int/news-room/fact-
sheets /detail /hepatitis-b

2. World Health Organization. Global hepatitis report. 2017.
Available from:
https://www.who.int/publications/i/item / global-
hepatitis-report-2017

3. Sarin SK, Kumar M, Lau GK, Abbas 7, Chan HLY, Chen
CJ, et al. Asian-Pacific clinical practice guidelines on the
management of hepatitis B: a 2015 update. Hepatol Int.
2016;10(1):1-98

10.

11.

12.

13.

14.

15.

16.

. Lavanchy D. Worldwide epidemiology of HBV infection,

disease burden, and vaccine prevention. Journal of Clinical
Virology. 2005;34:51-53.

. Terrault N, Lok A, McMahon B, Chang K, Hwang ], Jonas

M, et al. Update on prevention, diagnosis, and treatment
of chronic hepatitis B: AASLD 2018 hepatitis B guidance.
Hepatology. 2018;67(4):1560-1599.

. Tan A, Koh S, and Bertoletti A. Immune response in hep-

atitis b virus infection. Cold Spring Harbor Perspectives in
Med. 2015;5(8):a021428

. Locarnini 5, Hatzakis A, Chen D, and Lok A. Strategies to

control hepatitis B: Public policy, epidemiology, vaccine and
drugs. Journal of Hepatology. 2015;62(1):576-586.

. Ott]], Stevens GA, Groeger ], and Wiersma ST. Global epi-

demiology of hepatitis B virus infection: new estimates of
age-specific HBsAg seroprevalence and endemicity. Vac-
cine. 2012;30(12):2212-2219.

. Chang MH, Chen (J, Lai MS, Hsu HM, Wu TC, Kong

MS, et al. Universal hepatitis B vaccination in Taiwan and
the incidence of hepatocellular carcinoma in children. Tai-
wan Childhood Hepatoma Study Group. N Engl ] Med.
1997;336(26):1855-1859.

Celen MK, Mert D, Ay M, Dal T, Kaya S, Yildirim N, et
al. Efficacy and safety of tenofovir disoproxil fumarate in
pregnancy for the prevention of vertical transmission of
HBV infection. World J. Gastroenterol. 2013;19(48).9377-
9382

Lee C, Gong Y, Brok ], Boxall EH, and Gluud C. Hepati-
tis B immunization for newborn infants of hepatitis B sur-
face antigen-positive mothers. Cochrane Database Syst Rev.
2006;19(2):CD004790

Ni YH, Huang LM, Chang MH, Yen CJ, Lu CY, You SL, et al.
Two decades of universal hepatitis B vaccination in taiwan:
impact and implication for future strategies. Gastroenterol-
ogy. 2007;132(4):1287-1293

Pan CQ, Duan Z, Dai E, Zhang S, Han G, Wang Y, et al.
Tenofovir to prevent hepatitis b transmission in mothers
with high viralload. N Engl ] Med. 2016;374(24):2324-2334

Beasley RF, Hwang LY, Stevens CE, Lin CC, Hsieh FJ,
Wang KY, et al. Efficacy of hepatitis B immune globulin
for prevention of perinatal transmission of the hepatitis B
virus carrier state: final report of a randomized double-
blind, placebo-controlled trial. Hepatology (Baltimore, Md).
1983;3(2):135-41.

Cheung KW, Seto MTY, Kan ASY, Wong D, Kou KO, S0
PL, et al. Immunoprophylaxis failure of infants born to
hepatitis B carrier mothers following routine vaccination.
Clin Gastroenterol Hepatol. 2018;16(1):144e5.

Liu CF, Zeng YL, Zhou M, Chen LL, Hu R,Wang L, et al.
Factors associated with mother-to-child transmission of
hepatitis B virus despite immunoprophylaxis. Intern Med.
2015;,54(7):711e6.

Bagus Setyoboedi et al./ International Journal of Medical Reviews and Case Reports (2021) 5(8):50-64




17.

18.

19.

20.

21.

24,

26.

27.

28.

29,

Schillie S, Walker T, Veselsky S, Crowley S, Dusek C,
Lazaroff ], et al. Qutcomes of infants born to women in-
fected with hepatitis B. Pediatrics. 2015;135(5):e1141e7.

Smits L], Derikx LA, de Jong DJ, Boshuizen RS, van Esch
AA, Drenth JF, et al. Clinical outcomes following a switch
from Remicade(R) to the biosimilar CTP13 in inflammatory
bowel disease patients: a prospective observational cohort
study. ] Crohns Colitis. 2016;10(11):1287-93.

Wen WH, Chang MH, Zhao LL, Ni YH, Hsu HY, Wu JE
et al. Mother-to-infant transmission of hepatitis B virus
infection: significance of maternal viral load and strategies
for intervention. ] Hepatol. 2013;59(1):24-30.

Wiseman E, Fraser MA, Holden S, Glass A, Kidson BL,
Heron LG, et al. Perinatal transmission of hepatitis B virus:
an Australian experience. Med ] Aust 2009;190(9):489-92.

Zhang L, Gui X, Wang B, Ji H, Yisilafu R, Li F, et al. A
study of immunoprophylaxis failure and risk factors of hep-
atitis B virus mother-to-infant transmission. Eur | Pediatr.
2014;173(9):1161-8.

. Zou H, Chen Y, Duan Z, Zhang H, Pan C. Virologic factors

associated with failure to passive-active immunoprophy-
laxis in infants born to HBsAg-positive mothers. ] Viral
Hepat. 2012;19(2):¢18-25.

. Burk RD, Hwang LY, Ho GY, Shafritz DA, Beasley RP. Out-

come of perinatal hepatitis B virus exposure is dependent
on maternal virus load. 1994;170(6):1418-23.

Del Canho R, Grosheide PM, Schalm SW, de Vries RR, Hei-
jtink RA. Failure of neonatal hepatitis B vaccination: the
role of HBV-DNA levels in hepatitis B carrier mothers and
HLA antigens in neonates. ] Hepatol. 1997;15(15):1624-30.

. Godbole G, Irish D, Basarab M, et al. Management of hep-

atitis B in pregnant women and infants: a multicentre audit
from four London hospitals. BMC Pregnancy Childbirth.
2013;13(1):222.

Pan C, Mi L, Bunchorntavakul C, Karsdon J, Huang W,
Singhvi G et al. Tenofovir Disoproxil Fumarate for Preven-
tion of Vertical Transmission of Hepatitis B Virus Infection
by Highly Viremic Pregnant Women: A Case Series. Diges-
tive Diseases and Sciences. 2012;57(9):2423-2429,

Tsai F, Chang A, Yamada S, Tsai N, Bartholomew M. Use of
Tenofovir Disoproxil Fumarate in Highly Viremic, Hepatitis
B Mono-Infected Pregnant Women. Digestive Diseases and
Sciences. 2014;59(11):2797-2803.

YinY, Wu L, Zhang ], Zhou ], Zhang F, Hou H. Identification
of risk factors associated with immunoprophylaxis failure
to prevent the vertical transmission of hepatitis B virus. |
Infect. 2013; 66(5):447-52.

Zhang H, Pan C, Pang Q, Tian R, Yan M, Liu X. Telbivudine
or lamivudine use in late pregnancy safely reduces peri-
natal transmission of hepatitis B virus in real-life practice.
Hepatology. 2014;60(2):468-476.

. Buti M, Tsai N, Petersen |, Flisiak R, Gurel 5, Krastev Z, et al.

Seven-year efficacy and safety of treatment with tenofovir
disoproxil fumarate for chronic hepatitis B virus infection.
Digestive Dis Sci. 2015;60(5):1457-64.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

Greenup AJ, Tan PK, Nguyen V, Glass A, Davison S, Chat-
terjee U, et al. Efficacy and safety of tenofovir disoproxil
fumarate in pregnancy to prevent perinatal transmission of
hepatitis B virus. ] Hepatol. 2014;61(3):502-7.

Han GR, Cao MK, Zhao W, Jiang HX, Wang CM, Bai SF,
et al. A prospective and open-label study for the efficacy
and safety of telbivudine in pregnancy for the prevention
of perinatal transmission of hepatitis B virus infection. |
Hepatol. 2011;55(6):1215-21.

Hu YH, Liu M, Yi W, Cao Y], Cai HD. Tenofovir rescue
therapy in pregnant females with chronic hepatitis B. World
] Gastroenterol. 2015;21(8): 2504-2509.

Hyun MH, Lee YS, Kim JH, Je JH, Yoo Y], Yeon JE, et al. Sys-
ternatic review with meta-analysis: the efficacy and safety of
tenofovir to prevent mother-to-child transmission of hepati-
tis B virus. Aliment Pharmacol Ther. 2017;45(12):1493-505.

Xu WM, Cui YT, Wang L, Yang H, Liang ZQ, Li XM, etal.
Lamivudine in late pregnancy to prevent perinatal trans-
mission of hepatitis B virus infection: a multicentre, ran-
domized, double-blind, placebo-controlled study. ] Viral
Hepatitis. 2009;16(2):94-103.

Hutton B, Salanti G, Caldwell DM, Chaimani A, Schmid
CH, Cameron C, et al. The PRISMA extension statement
for reporting of systematic reviews incorporating network
meta-analyses of health care interventions: checklist and
explanations. ] Ann Intern Med. 2015;162(11):777-84.

Davies KS. Formulating the evidence based practice ques-
tion: a review of the frameworks. ] Evid Based Libr.
2011;6(2):75-80.

Higgins J, Altman D, Gotzsche F, Juni F, Moher D, Oxman
A et al. The Cochrane Collaboration’s tool for assessing risk
of bias in randomised trials. BM]. 2011;343(2):d5928-d5928.

Stang A. Critical evaluation of the Newcastle-Ottawa scale
for the assessment of the quality of nonrandomized stud-
ies in meta-analyses. European Journal of Epidemiology.
2010;25(9):603-605.

Chang K, Chang M, Lee C, Chang C, Wu ], Ni Y et al. De-
creased neonatal hepatitis B virus (HBV) viremia by ma-
ternal tenofovir treatment predicts reduced chronic HBV
infection in children born to highly viremic mothers. Ali-
mentary Pharmacology & Therapeutics. 2019;50(3):306-316.

Chen H, Lee C, Chang C, Ni 'Y, Shyu M, Chen S et al. Ef-
ficacy of maternal tenofovir disoproxil fumarate in inter-
rupting mother-to-infant transmission of hepatitis B virus.
Hepatology. 2015;62(2):375-386.

Jourdain G, Ngo-Giang-Huong N, Harrison L, Decker L,
Khamduang W, Tiemey C et al. Tenofovir versus Placebo
to Prevent Perinatal Transmission of Hepatitis B. New Eng-
land Journal of Medicine. 2018;378(10):911-923.

Lin'Y, LiuY, Ding G, Touqui L, Wang W, Xu N et al. Efficacy
of tenofovir in preventing perinatal transmission of HBV in-
fection in pregnant women with high viral loads. Scientific
Reports. 2018;8(1).

Bagus Setyoboedi et al./ International Journal of Medical Reviews and Case Reports (2021) 5(8).50-64




45.

47.

49.

50.

51.

52.

53.

54,

55.

56.

57.

. Samadi Kochaksaraei G, Castillo E, Osman M, Simmonds K,

Scott A, Oshiomogho J etal. Clinical course of 161 untreated
and tenofovir-treated chronic hepatitis B pregnant patients
in a low hepatitis B virus endemic region. Journal of Viral
Hepatitis. 2015;23(1):15-22.

Sellier F, Maylin S, Bercot B, Chopin D, Lopes A, Simoneau
G et al. Prospective interventional study of tenofovir in
pregnancy to prevent vertical transmission of hepatitis B in
highly viremic women. European Journal of Gastroenterol-
ogy & Hepatology. 2017;29(3):259-263.

. Thilakanathan C, Wark G, Maley M, Davison 5, Lawler ],

Lee A et al. Mother-to-child transmission of hepatitis B:
Examining viral cut-offs, maternal HBsAg serology and
infant testing. Liver International. 2018;38(7):1212-1219.

Wang M, Bian Q, Zhu 'Y, Pang Q, Chang L, Li R et al. Real-
world study of tenofovir disoproxil fumarate to prevent
hepatitis B transmission in mothers with high viral load.
Alimentary Pharmacology & Therapeutics. 2018;49(2):211-
217.

. Croagh C, Lubel ]. Natural history of chronic hepatitis B:

Phases in a complex rela tionship: World Journal of Gas-
troenterology. 2014;20(30):10395.

Alter M. Epidemiology of hepatitis B in Europe and world-
wide. Journal of Hepatology. 2003;39:64-69.

European Association for the Study of the Liver. EASL clin-
ical practice guidelines: Management of chronic hepatitis B
virus infection. ] Hepatol. 2012;57:167-185.

Lau D, Ma H, Lemon 5, Doo E, Ghany M, Miskovsky E et
al. A rapid immunochromatographic assay for hepatitis B
virus screening. Journal of Viral Hepatitis. 2003;10(4):331-
334,

Zhu Y, Mao Y, Wa W, Cai Q, Lin X. Does Hepatitis B
Virus Prenatal Transmission Result in Postnatal Immuno-
prophylaxis Failure?. Clinical and Vaccine Immunology.
2010;17(12):1836-1841.

Cheung K, Lao T. Hepatitis B - Vertical transmission and the
prevention of mother-to-child transmission. Best Practice &
Research Clinical Obstetrics & Gynaecology. 2020;68:78-88.

Song Y, Sung |, Yang S, Choe Y, Chang Y, Park W. Factors
associated with immunoprophylaxis failure against verti-
cal transmission of hepatitis B virus. European Journal of
Pediatrics. 2006;166(8):813-818.

Wen W, Chang M, Zhao L, Ni Y, Hsu H, Wu J et al. Mother-
to-infant transmission of hepatitis B virus infection: Signifi-
cance of maternal viral load and strategies for intervention.
Journal of Hepatology. 2013;59(1):24-30.

Marcellin P, Heathcote E, Buti M, Gane E, de Man R, Krastev
Z et al. Tenofovir Disoproxil Fumarate versus Adefovir
Dipivoxil for Chronic Hepatitis B. New England Journal of
Medicine. 2008;359(23):2442-2455.

Li W, Jia L, Zhao X, Wu X, Tang H. Efficacy and safety of
tenofovir in preventing mother-to-infant transmission of
hepatitis B virus: a meta-analysis based on 6 studies from
China and 3 studies from other countries. BMC Gastroen-
terology. 2018;15(1).

58. Nguyen T, Vu M, Nguyen V, Nguyen L, Toda K, Nguyen

59.

T et al. A reduction in chronic hepatitis B virus infection
prevalence among children in Vietnam demonstrates the
importance of vaccination. Vaccine. 2014;32(2):217-222.

Chen ], Liao Z, Huang F Su R, Wang W, Cheng X et al.
Efficacy and safety of tenofovir disoproxil fumarate in pre-
venting vertical transmission of hepatitis B in pregnancies
with high viral load. Scientific Reports. 2017;7(1).

Bagus Setyoboedi et al./ International Journal of Medical Reviews and Case Reports (2021) 5(8):50-64




17. TENOFOVIR DISOPROXIL FUMARATE PRENATAL AS

ORIGINALITY REPORT

17 126 164 O«

SIMILARITY INDEX INTERNET SOURCES PUBLICATIONS STUDENT PAPERS

PRIMARY SOURCES

link.springer.com

Internet Source

T

WWw.resead rchsqua re.com

Internet Source

T

hdl.handle.net

Internet Source

T

Ka Wang Cheung, Terence Tzu-Hsi Lao.
"Hepatitis B - Vertical transmission and the
prevention of mother-to-child transmission",
Best Practice & Research Clinical Obstetrics &
Gynaecology, 2020

Publication

T

tel.archives-ouvertes.fr

Internet Source

T

Helen Cristina Bittencourt Lopes.
"Caracterizacao dos protocolos de
realimentacdo para menores de idade
hospitalizados com anorexia nervosa: uma
revisdao sistematica", Universidade de Sao

<1%



Paulo, Agencia USP de Gestao da Informacao
Academica (AGUIA), 2022

Publication

Itn)tirc:!(\e/tv;Iuor;s,etorage.blob.core.wmdows.net <1 o
www.aasld.or
B Internet Source g <1 %
test.dovepress.com
n InternetSourcep <1 %
Calvin Q. Pan, Erhei Dai, Zhongping Duan, <1 o
Guorong Han et al. "Long-term safety of ’
infants from mothers with chronic hepatitis B
treated with tenofovir disoproxil in China",
Gut, 2022
Publication
www.Kjim.or
InternetSogjrce g <1 %
I>r<]ti‘elrnV\iteslczi'Eg)rage.blob.core.wmdows.net <1 o
Calvin Q Pan. "The role of tenofovir disoproxil <1 o
fumarate for preventing vertical transmission ’
of hepatitis B", Antiviral Therapy, 2022
Publication
Sarin, S. K., M. Kumar, G. K. Lau, Z. Abbas, H. <1 o

L. Y. Chan, C. J. Chen, D. S. Chen, H. L. Chen,
P.J. Chen, R. N. Chien, A. K. Dokmeci, Ed



Gane, J. L. Hou, W. Jafri, J. Jia, J. H. Kim, C. L.

Lai, H. C. Lee, S. G. Lim, C. J. Liu, S. Locarnini,

M. Al Mahtab, R. Mohamed, M. Omata, J.

Park, T. Piratvisuth, B. C. Sharma, J. Sollano, F.
S. Wang, L. Wei, M. F. Yuen, S. S. Zheng, and |.

H. Kao. "Asian-Pacific clinical practice

guidelines on the management of hepatitis B:

a 2015 update", Hepatology International,
2015.

Publication

Kai-Chi Chang, Mei-Hwei Chang, Chien-Nan <1 y
Lee, Chin-Hao Chang et al. "Decreased ’
neonatal hepatitis B virus (HBV) viremia by
maternal tenofovir treatment predicts
reduced chronic HBV infection in children
born to highly viremic mothers", Alimentary
Pharmacology & Therapeutics, 2019
Publication

ok wecom <7

"Acute Exacerbation of Chronic Hepatitis B", <1 o
Springer Science and Business Media LLC, ’
2019
Publication

Eashen Liu. "Viral Hepatitis, A Through E, In <1 o

Pregnancy", Chronic Viral Hepatitis, 2009

Publication




Stephen Locarnini, Angelos Hatzakis, Ding-
Shinn Chen, Anna Lok. "Strategies to control
hepatitis B: Public policy, epidemiology,
vaccine and drugs", Journal of Hepatology,
2015

Publication

<1%

Ling-Ling Lu, Bing-Xiang Chen, Jiandong Wang,
Dongmei Wang et al. "Maternal transmission
risk and antibody levels against hepatitis B
virus e antigen in pregnant women",
International Journal of Infectious Diseases,
2014

Publication

<1%

Bo Zhu, Xiaojing Lv, Zhiying Zhao, Liwen Chen,
Xiuli Chen, Congjie Li, Suwen Li, Erhei Dai.
"Comparison of the efficacy and safety of
tenofovir and telbivudine in interrupting
mother-to-child transmission of hepatitis B
virus", Medicine, 2021

Publication

<1%

Brindusa Cimpoca, Anca Maria Panaitescu,
Nicolae Gica, Alina Veduta, Anca Ciobanu.
"Risk of vertical transmission of chronic viral
infections after invasive prenatal procedures”,
Ginekologia Polska, 2021

Publication

<1%

23

Estrada Silva Leticia. "Estudio sobre el
potencial tecnico de aprovechamiento de la

<1%



goma, vainas, hojas y madera de mezquite
(Prosopis spp) en Mexico", TESIUNAM, 1993

Publication

Jiahui Song, Fan Yang, Shuo Wang, Sakinatou
Tikande, Yang Deng, Weina Tang, Guangwen
Cao. "Efficacy and safety of antiviral
treatment on blocking the mother - to - child
transmission of hepatitis B virus: A meta -
analysis", Journal of Viral Hepatitis, 2018

Publication

<1%

apps.who.int

Internet Source

<1%

E
(0))

Www. nice.org.uk

Internet Source

<1%

27

Negin Eissazade, Hesam Mosavari, Shayan
Eghdami, Mahsa Boroon, Faria Ashrafi,
Mohammadreza Shalbafan. "Efficacy of 5-
hydroxytryptamine-3 (5-HT3) antagonists
adjuvant therapy for moderate to severe
obsessive-compulsive disorder: A systematic
review and meta-analysis of randomized
clinical trials", Research Square Platform LLC,
2023

Publication

<1%

28

bmcinfectdis.biomedcentral.com

Internet Source

<1%

www.xiahepublishing.com

Internet Source



<1%

"Hepatitis B Virus and Liver Disease", Springer <'I y
Science and Business Media LLC, 2021 °
Publication

Hong-Lin Chen, Ji-Yu Cai, Yi-Ping Song, Man-Li <1 o
Zha, Gang Qin. "Vaginal delivery and HBV ’
mother to child transmission risk after
immunoprophylaxis: A systematic review and
a meta-analysis", Midwifery, 2019
Publication

Golasa Samadi Kochaksaraei, Abdel A. <1 o
Shaheen, Cynthia H. Seow, Herman W. ’
Barkema, Carla S. Coffin. "Tenofovir disoproxil
fumarate therapy to prevent hepatitis B virus
vertical transmission—A review of maternal
and infant outcomes", Liver International,

2022
Publication

Huai - Lung Chang, Wan - Hsir.1 Wgn, Chien - <1 o
Nan Lee, Yu - En Chiu et al. "Kinetics of
Hepatitis B Surface Antigen in Pregnant
Women with and without Tenofovir Disoproxil
Fumarate", Journal of Viral Hepatitis, 2021
Publication

Seyed Mohammad Hashemi-Shahri, Batool <1 o

Sharifi-Mood, Manijeh Khalili. "Review of the



Prevention of the Hepatitis B Virus Infection
Transmission From Mother to Child During
Pregnancy", International Journal of Infection,
2015

Publication

WWw.ccmu.edu.cn

Internet Source <1 %
www.fmshk.or 1

Internet Source g < %
aidsinfo.nih.gov 7

Internet Source g < %
dergipark.org.tr

Intern§tSF())urce g <1 %

erspectivesinmedicine.cshlp.or

IFr?ternetEource p g <1 %
WwWWw.wjgnet.com

InternetSoqucge <1 %
"Viral Hepatitis", Wiley, 2013

Publication p y <1 %

Char?g, I\/I..H.. "Hepatitis B virus mfec'qqn", <1 o
Seminars in Fetal and Neonatal Medicine,
200706
Publication

Chen, Huey-Ling, Chien-Nan Lee, Chin-Hao <1 o

Chang, Yen-Hsuan Ni, Ming-Kwang Shyu, Shih-

Ming Chen, Jen-Jan Hu, Hans Hsienhong Lin,



Lu-Lu Zhao, Shu-Chi Mu, Ming-Wei Lai, Chyi-
Long Lee, Hsien-Ming Lin, Ming-Song Tsai,
Jenn-Jeih Hsu, Ding-Shinn Chen, K. Arnold
Chan, and Mei-Hwei Chang. "Efficacy of
maternal tenofovir disoproxil fumarate in
interrupting mother-to-infant transmission of
hepatitis B virus", Hepatology, 2015.

Publication

Haruki Komatsu, Ayano Inui. "Hepatitis B virus <1 o
infection in children”, Expert Review of Anti- ’
infective Therapy, 2015
Publication
Sirinart Sirilert, Theera Tongsong. "Hepatitis B

. o <l%
Virus Infection in Pregnancy: An Update on
Evidence-Based Management", Obstetrical &
Gynecological Survey, 2020
Publication
Siying Li, Jie Jin, Yi Jiang, Jinfeng Shi, Xiaoxian

: . . . <lw
Jiang, Nengming Lin, Zhiyuan Ma. "Low levels
of tenofovir in breast milk support
breastfeeding in HBV-infected mothers
treated with tenofovir disoproxil fumarate",
International Journal of Antimicrobial Agents,

2023
Publication
Victor N. Chilaka, Justin C. Konje. "Viral <1 o

Hepatitis in pregnancy", European Journal of



Obstetrics & Gynecology and Reproductive
Biology, 2020

Publication

Zhang, Hua, Calvin Q. Pan, Qiumei Pang,

43 . . . o <Il%
Ruihua Tian, Miaoe Yan, and Xin Liu.
"Telbivudine or Lamivudine Use in Late
Pregnancy Safely Reduces Perinatal
Transmission of Hepatitis B Virus in Real-life
Practice : Antiviral Reduces Perinatal
Transmission", Hepatology, 2014.
Publication

Zhangmin Tan, Yuzhu Yin,Jin Zhou, Lingling <1 o
Wu, Chengfang Xu, Hongying Hou.
"Telbivudine treatment of hepatitis B virus-
infected pregnant women at different
gestational stages for the prevention of
mother-to-child transmission", Medicine, 2016
Publication
aasldpubs.onlinelibrary.wiley.com

InternetSEurce y y <1 %
hal-pasteur.archives-ouvertes.fr

InterneFt)Source <1 %
WWW.e-mjm.or

52 Internet SourceJ g <1 %
www.lcgdbzz.or

InternetSourgce g <1 %




"Viral Hepatitis: Chronic Hepatitis B", Springer <1 o
Science and Business Media LLC, 2018
Publication

"Viral Infections in Children, Volume 11", <1 o
Springer Science and Business Media LLC, ’
2017
Publication

Calvin Q. Pan, Hua Zhang. "Letter: tenofovir <1 o
disoproxil fumarate is safe for prevention of ’
mother-to-child transmission of hepatitis B
virus. Authors’ reply", Alimentary
Pharmacology & Therapeutics, 2019
Publication

Chenyu Xu, Jingli Liu, Lanhua Liu, Yongchun Bi, <1 o
Biyun Xu, Jie Chen, Biao Xu, Tingmei Chen, Yali
Hu, Yi-Hua Zhou. "Comparison of hepatitis B
viral loads and viral antigen levels in child-
bearing age women with and without
pregnancy", BMC Pregnancy and Childbirth,
2018
Publication

Jinfeng Liu, Jing Wang, Taotao Yan, Dan Du et <1 o

al. "Efficacy and safety of telbivudine and
tenofovir disoproxil fumarate in preventing
hepatitis B vertical transmission: A real - life
practice", Journal of Viral Hepatitis, 2019

Publication




M. J. Tong, C. Q. Pan, S.-H. B. Han, D. S.-K. Lu,

S. Raman, K.-Q. Hu, J. K. Lim, H. W. Hann, A. D.

Min. "An expert consensus for the
management of chronic hepatitis B in Asian
Americans", Alimentary Pharmacology &
Therapeutics, 2018

Publication

<1%

Wan-Hsin Wen, Huey-Ling Chen, Tiffany Ting-
Fang Shih, Jia-Feng Wu et al. "Long-term
growth and bone development in children of
HBV-infected mothers with and without fetal
exposure to tenofovir disoproxil fumarate",
Journal of Hepatology, 2020

Publication

<1%

Y.-S. Lee, M. H. Hyun, J. H. Kim, J. E. Yeon, K. S.

Byun. "Letter: role of tenofovir to prevent
mother-to-child transmission of hepatitis B
virus-authors' reply", Alimentary
Pharmacology & Therapeutics, 2017

Publication

<1%

Zoe Marjenberg, Ciara Wright, Nick Pooley, Ka

Wang Cheung, Yusuke Shimakawa, Juan C.
Vargas-Zambrano, Emmanuel Vidor. "HBsSAg
prevalence and the rates of mother-to-child
transmission of hepatitis B virus following the
introduction of infant vaccination
programmes in South East Asia and Western
Pacific regions: a systematic review",

<1%



International Journal of Infectious Diseases,
2022

Publication

clinicalinfo.hiv.gov
Internet Source g <1 %
www.intechopen.com
Internet Source p <1 %
www.tandfonline.com 1
Internet Source < %
E Manoj Kumar, Zaigham Abbas, Milad Azami, <’ o
Maria Belopolskaya et al. "Asian Pacific ’
association for the study of liver (APASL)
guidelines: hepatitis B virus in pregnancy",
Hepatology International, 2022
Publication
Shevanthi Nayagam, Yusuke Shimakawa, <1
: . %
Maud Lemoine. "Mother - to - child
transmission of hepatitis B: What more needs
to be done to eliminate it around the world?",
Journal of Viral Hepatitis, 2020
Publication
E Xiaofang Lin, Yan Guo, Aifen Zhou, Yu Zhang, <1 o
0

Jiangxia Cao, Mei Yang, Fang Xiao, Bin Zhang,
Yukai Du. "Immunoprophylaxis Failure Against
Vertical Transmission of Hepatitis B Virus in
the Chinese Population", Pediatric Infectious
Disease Journal, 2014

Publication



E "Antimicrobial Drug Resistance", Springer <1 o
Science and Business Media LLC, 2017 ’
Publication

C.Ilnlcal Dilemmas in Viral Liver Disease", <1 o
Wiley, 2010
Publication

"Gastrointestinal and Liver Disorders in <1

) . %
Women's Health", Springer Science and
Business Media LLC, 2019
Publication
Brooks, J., W. Gelson, and S. M. Rushbrook.

. . <l%
"Therapeutic advances in the management of
chronic hepatitis B infection", Therapeutic
Advances in Chronic Disease, 2013.

Publication
Carla S. Coffin, Scott K. Fung, Fernando

. <lw
Alvarez, Curtis L. Cooper et al. "Management
of Hepatitis B Virus Infection: 2018 Guidelines
from the Canadian Association for the Study
of the Liver and Association of Medical
Microbiology and Infectious Disease Canada",
Canadian Liver Journal, 2018
Publication

Cheung, KW., M.T.Y. Seto, and S.F. Wong. <1 o

"Towards complete eradication of hepatitis B
infection from perinatal transmission: review
of the mechanisms of in utero infection and



the use of antiviral treatment during
pregnancy", European Journal of Obstetrics &
Gynecology and Reproductive Biology, 2013.

Publication

Jing Xu, Lin lin Tao, Li xian Ma. "Efficacy and <1 o
safety of telbivudine to prevent mother - to - ’
child transmission of hepatitis B virus in
middle - and late - stage pregnancy with high
viral loads", Journal of Medical Virology, 2019
Publication

Matthew S Chang, Sravanya Gavini, Priscila C <1 o
Andrade, Julia McNabb-Baltar. "Caesarean °
Section to Prevent Transmission of Hepatitis
B: A Meta-Analysis", Canadian Journal of
Gastroenterology and Hepatology, 2014
Publication

Weihui Sun, Shangfei Zhao, Lei Ma, Anhua <1 o
Hao, Bo Zhao, Lin Zhou, Fengzhu Li, Mingquan
Song. "Telbivudine treatment started in early
and middle pregnancy completely blocks HBV
vertical transmission", BMC Gastroenterology,

2017
Publication
Ya-Ping Qiao, Min Su, Yao Song, Xiao-Yan <1 o

Wang et al. "Outcomes of the national
programme on prevention of mother-to-child
transmission of hepatitis B virus in China,



2016-2017", Infectious Diseases of Poverty,

2019
Publication
repository-tnmgrmu.ac.in
Intelr::letSourcey g <1 %

m Ka Wang Cheung, Mimi Tin Yan Seto, Terence <1 y
Tzu-Hsi Lao. "Prevention of perinatal hepatitis ’
B virus transmission”, Archives of Gynecology
and Obstetrics, 2019

Publication

Exclude quotes On Exclude matches Off

Exclude bibliography On



17. TENOFOVIR DISOPROXIL FUMARATE PRENATAL AS

GRADEMARK REPORT

FINAL GRADE GENERAL COMMENTS

/ 1 OO Instructor

PAGE 1

PAGE 2

PAGE 3

PAGE 4

PAGE 5

PAGE 6

PAGE 7

PAGE 8

PAGE 9

PAGE 10

PAGE 11

PAGE 12

PAGE 13

PAGE 14

PAGE 15




