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Summary
Background Vietnam has one of the greatest disease burdens from chronic viral hepatitis. Comprehensive preva-
lence data are essential to support its elimination as a public health threat.

Methods We searched Medline and Embase from 1990 to 2021 for seroprevalence data relating to Hepatitis B
(HBV), C (HCV) and D (HDV) in Vietnam. We estimated pooled prevalence with a DerSimonian-Laird random-
effects model and stratified study populations into i) low-risk ii) high-risk exposure and iii) liver disease. We further
estimated prevalence by decade and region and rates of HIV-coinfection.

Findings We analysed 72 studies, including 120 HBV, 114 HCV and 23 HDV study populations. Pooled HBV preva-
lence was low in blood donors (1.86% [1.82-1.90]) but high in antenatal populations (10.8% [10.1-11.6]) and adults in
the general population (10.5% [10.0-11.0]). It was similar or modestly increased in groups at highest risk of exposure,
suggesting the epidemic is largely driven by chronic infections acquired in childhood. HCV pooled prevalence in the
general population was lower than historical estimates: 0.26% (0.09-0.51) have active infection defined by detectable
antigen or HCV RNA. In contrast, there is an extremely high prevalence of active HCV infection in people who inject
drugs (PWID) (57.8% [56.5-59.1]), which has persisted through the decades despite harm-reduction interventions.
HDV appears mainly confined to high-risk groups.

Interpretation Blood safety has improved, but renewed focus on HBV vaccination at birth and targeted HCV screen-
ing and treatment of PWID are urgently required to meet elimination targets. Large cross-sectional studies are
needed to better characterize HDV prevalence, but mass screening may not be warranted.

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

Vietnam, population 97.3 million, is one of twenty
countries reported to shoulder 75% of the world’s bur-
den of viral hepatitis." Globally, around 96% of viral
hepatitis deaths are attributable to Hepatitis B virus
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(HBV) and Hepatitis C virus (HCV)' but the prevalence
of these infections in Vietnam is poorly characterised.
Reliable prevalence data is now considered a central pol-
icy indicator by which to measure a country’s progress
towards elimination.”” In a recent analysis of policy
scores and rankings of 66 countries with the highest
burden of viral hepatitis, Vietnam was singled out as
scoring poorly.” indicating urgent action is required to
focus elimination efforts.

Morbidity from viral hepatitis in Vietnam is largely
driven by Hepatitis B virus (HBV), with most chronic
infections acquired  through mother-to-child
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Research in context

Evidence before this study

Despite Vietnam suffering one of the highest burdens of
viral hepatitis in the world, prevalence estimates for
Hepatitis B virus (HBV), HCV and HDV vary widely. We
searched PubMed and Embase for systematic reviews
published between January 1°* 1990 and 31° December
2021 using ‘Hepatitis' and ‘Vietnam' and ‘prevalence’.
We found two relevant publications: a 2019 meta-analy-
sis of 16 studies relating to HBV and HCV infections in
dialysis patients, and a 2017 systematic review of HCV
control efforts. The latter identified basic epidemiologi-
cal and public health data as a significant gap in the lit-
erature and concluded there is an urgent need for an
up-to-date assessment of hepatitis disease burden in
Vietnam.

Added value of this study

We systematically reviewed all studies relating to preva-
lence of HBV, HCV and HDV in Vietnam since 1990. By
stratifying cohorts as either low- or high-risk we were
able to characterise the epidemics with a view to
informing elimination policy. By separating HCV anti-
body studies from HCV antigen/RNA studies we were
able to gage true disease burden and treatment need.
We found a low pooled prevalence of HBV and HCV in
blood donors, but a high pooled prevalence of HBV in
other low risk populations, which remains around 9.5%
in studies the last 10 years. High risk exposures in adult-
hood have marginal impact on rates of HBV infection,
reinforcing the view that chronic HBV infection in Viet-
nam is largely driven by vertical transmission. We found
HCV and HDV prevalence is lower in the general popula-
tion than previous estimates, with these infections
increasingly concentrated in specific high-risk groups,
particularly people who inject drugs.

Implications of all the available evidence

HBV is by far the biggest contributor to hepatitis-related
morbidity and mortality in Vietnam and elimination
efforts must focus on screening and treatment of preg-
nant women and improved provision of active and pas-
sive immunisation at birth to prevent vertical
transmission. The number of individuals requiring treat-
ment for HCV is likely smaller than previous estimates,
but improved screening and treatment of PWID is
urgently required to meet elimination targets. More
data is required to characterise the HDV epidemic,
which may be an under-recognised cause of acute hep-
atitis in Vietnam.

transmission® and horizontal transmission in early
childhood.* Vietnam’s Ministry of Health (MOH)
approximates the prevalence of chronic HBV infection
to range from 8-25%.” The World Health Organisation
(WHO) Vietnam Office estimates there were 7,697,525
chronic infections in 2017 (8.1% prevalence),” and the

most recent Global Burden of Disease (GBD) modelling
from 2019 estimates a prevalence of 6.6% (95% C.I.
6.30 - 6.92)7 based on data from eight studies.® The
Vietnam Viral Hepatitis Alliance concedes that since
these models are based on a small number of studies,
the true burden of HBV in Vietnam remains uncertain.’

Prevalence estimates for HCV are similarly variable.
WHO estimate that approximately one million Viet-
namese (~1%) have chronic active infection,” while the
most recent GBD modelling suggests this figure may be
over 60% higher (1.66% [95% C.I 1.35 — 2.0]).” A major
reason for this discrepancy is that a high proportion of
HCV infections are believed to result from unsafe
health-care associated activities? " and community
services,"””'* making it difficult to accurately assess the
size of the population at risk. Prevalence estimates from
both low- and high-risk populations and data relating to
co-infection with HIV are needed to better characterize
the epidemic.

Hepatitis D virus (HDV) also makes an important
contribution to Vietnam'’s hepatitis burden. Worldwide
HDV prevalence is estimated to be around 4.5% (95%
CI 3.6-5.7) among all HBsAg-positive individuals and
around 16.4% (14.6-18.6)" in those attending hepatol-
ogy clinics. Prevalence in Asia is highly variable and
does not parallel rates of HBV infection.”” HDV is not
currently screened for in Vietnam and is not included
in national treatment guidelines. However, improved
HDV therapeutics are forthcoming,® so HDV preva-
lence estimates are urgently required.

Finally, in the last thirty years Vietnam has under-
gone unprecedented change.” Economic and political
reforms under ‘Doi Moi’, launched in 1986, established
Vietnam as the fastest-growing economy in the world.”®
It is estimated that between 2002 and 2018, 45 million
people were lifted out of poverty,”” bringing remarkable
improvements in public health. Notable progress has
been made in access to HBV vaccination, blood donor
screening and, more recently, government subsidisation
of HBV and HCV therapy, altering the shape and scope
of the hepatitis epidemic and shifting public health pri-
orities. This is the first systematic review of its kind in
Vietnam, and assimilates all published data on HBV,
HCV and HDV seroprevalence since 1990, in one of
the highest burdened countries in the world. We evalu-
ate HBV, HCV and HDV seroprevalence chronologi-
cally, geographically and by individual’s exposure risk,
with the aim of informing future health policy.

Methods

This systematic review was performed in accordance
with PRISMA guidance and a full checklist is provided
in the supplements section. It was registered with Cen-
tre for Reviews and Dissemination (CRD) in September
2020 (PROSPERO CRD42020202567). The study
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conforms to its original protocol, with subsequent addi-
tion of chronological and HIV co-infection analyses.

We searched Medline, Embase and Global Health -
Ovid® (Wolters Kluwer) from 1st January 1990 to 31%
December 2021 for all reports that contained data for
HBV, HDV and HCYV seroprevalence in Vietnam. Using
a free text search strategy, we entered the search terms
[‘Hepatitis B OR ‘Hepatitis C' OR ‘Hepatitis D’] AND
[‘Vietnam’] AND [‘Prevalence’] (full details in appendix).
We included both prospective and retrospective studies
with manuscripts published in English, French or Viet-
namese language. This included published surveys
from screening programmes, antenatal clinics, blood
donations, sexual health and HIV clinics, needle and
syringe programmes for people who inject drugs
(PWID), commercial sex worker initiatives, and inpa-
tient, outpatient and community serosurveys.

For HBV we included studies reporting HBsAg, the
diagnostic marker of infection. For HCV and HDV, we
separated studies reporting antibody (a marker of past
exposure, but not necessarily active infection), from
those reporting antigen or RNA (markers of active infec-
tion) for separate analyses.

Non-peer reviewed conference abstracts, and studies
not stating sample size or HBV, HCV or HDV seroprev-
alence were excluded, as were studies involving Viet-
namese patient populations from outside of Vietnam (e.
g. USA) or studies exclusively published in Vietnamese
without evidence of peer review.

BF (first author) performed the literature search,
screened all abstracts, and extracted data from preva-
lence studies. HVTK (third author) independently
reviewed the abstract search, reviewed all manuscripts
written in Vietnamese, checked 49 excluded studies,
and assisted with data entry. Discrepancies regarding
study eligibility were resolved through discussion
between investigators (HVTK, BF) and the senior
author (GC).

Study title, authors, study type & design and sero-
prevalence data for extraction and synthesis was docu-
mented on a spreadsheet with predetermined
dropdown lists where applicable. We recorded year of
publication, year(s) of data collection, region of Viet-
nam, study population, study type, exposure risk, sam-
ple size, HBsAg and/or HCV antibody seroprevalence,
HCV antigen and/or PCR prevalence, HDV antibody
and HDV RNA prevalence, and prevalence of HIV co-
infection. We also recorded HBV and HCV co-infection
prevalence in HIV infected populations.

Study populations were classified by risk. ‘High risk’
populations were subcategorized into patients with
known liver disease (acute hepatitis, chronic hepatitis,
hepatocellular carcinoma (HCC)), and patients with
high-risk exposure to blood borne viruses. The latter
included i) people who inject drugs (PWID), ii) com-
mercial sex workers (CSW) iii) men who have sex with
men (MSM) attending sexual health services, iv) dialysis

www.thelancet.com Vol 24 Month July, 2022

patients v) individuals who have had multiple transfu-
sions or major surgery and vi) (for HBV only) children
of HBsAg positive mothers.

‘Low risk’ was defined as absence of any of the above
risk factors. To limit sampling bias we further subdi-
vided low-risk groups into blood donors and non-blood
donors in recognition that blood donors are risk-
assessed prior to testing and may not representative of
the general population. Non-blood donors were further
split into i) antenatal patients, ii) adults in the general
population (including community studies, outpatient
studies and occupational surveys), iii) children in the
general population and iv) inpatients with non-hepatic
illness. Methodological quality of all selected studies
was assessed using the Joanna Briggs Institute (JBI)
critical appraisal checklist for prevalence data."

Meta-analysis

For most populations our systematic review and study
quality assessment met pre-determined conditions for
sub-group meta-analysis — namely that study popula-
tions, years of data, locations, diagnostic tests, and sam-
pling strategies were adequately described and
comparable. However, the qualitative heterogeneity
between the blood donor studies and other low-risk pop-
ulations studies was so great that it did not make sense
to combine all low-risk populations (including blood
donors) to derive a single summary estimate.

Statistical Analysis

We determined point estimates and 95% Cls for the
proportion of people with HBsAg, HCV antibody, HCV
core antigen or PCR, HDV antibody and HDV RNA
where available. In light of substantial between-study
heterogeneity, data from each study were pooled with a
DerSimonian-Laird random-effects model,* which esti-
mates between-study variance, allowing that the true
effect size may vary between studies. Different popula-
tions from the same study were combined provided
they were from same decade, population and geographi-
cal region. From this we estimated the overall preva-
lence of HBsAg, HCV antibody and HCV antigen in
low-risk groups (blood donors and other low risk popu-
lations), those at high risk of exposure and those with
liver disease. We further determined prevalence of each
virus by population subgroup.

For the chronological analysis, we assessed pooled
prevalence by decade (1990-2000; 2001-2010; 20II-
2020). In high-risk populations we used a different
approach for each virus. For HBV the difference in risk
between various high-risk exposures is small, and it is
recommended that all high-risk individuals are vacci-
nated. Therefore, we estimated pooled prevalence by
decade in all high-risk exposures combined. For HCV
there is no vaccine, and PWID are at highest risk of
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infection by far. Therefore, we restricted chronological
and regional analysis of HCV to PWID populations, in
which between study heterogeneity was minimal.

We utilised the t2 statistic to assess between-study
heterogeneity for the estimates of pooled prevalence by
population and by decade. The variance of raw propor-
tions was stabilised with a Freeman-Tukey type arcsine
square root transformation.*” There are several methods
available for pooling proportions; the Freeman-Tukey
method works well with both fixed-effects and random-
effects meta-analysis.®® Statistical analysis was per-
formed on R version 4.1.*

Role of the funding source

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

Results

We analysed 72 studies in total, representing 22 differ-
ent locations in Vietnam (Figure 1). This included
501,543 individuals tested for HBsAg in 120 cohorts,
448,765 individuals tested for HCV (antibody or anti-
gen/RNA) in 114 HCV cohorts, and 7055 individuals
tested for HCV or HBV co-infection in 13 HIV cohorts.
Most studies included populations from the three larg-
est cities in Vietnam, HCMC (29), Hanoi (24) and Hai
Phong (16), while rural representation was low.

Study quality was generally good, but only 8 stud-
ies met all nine critical appraisal checklist criteria for
prevalence data’® (Table 1; supplementary table 6).
The most frequently identified deficiency was in
sampling, with 82% (59/72) studies relying on non-
random consecutive, or response-driven sampling or
including an entire single centre population. Sam-
pling was most rigorous in the low-risk general pop-
ulation, with G6/14 studies apparently truly cross
sectional in nature.

Blood donors

Blood donor screening studies contributed the largest
study populations, such that 9o% of all included
individuals tested for HBsAg and 93% tested for
HCV were blood donors. Overall infection rates in
this population were lower than is reported in the
general population (see next section), with an HBsAg
point prevalence of 1.86% (95% C.I. 1.82 - 1.90)
(Figure 2), an HCV antibody prevalence of 0.18%
(0.16 - 0.19) and HCV antigen prevalence of 0.31%
(0.10 — 0.61) (Figure 3). Pooled HBsAg prevalence
in blood donor cohorts from prior to 2011 was
around 9%, with apparent improvement in pre-
screening in the last decade, when it fell to 1.44%
(1.41 — 1.48). HCV prevalence in blood donors was
extremely high when it was first discovered in the
1990s (7.6% [6.1 — 9.4]) but is around 0.2% overall
in studies since 2001.

697 records identified
327 viaPubmed
370 via Embase

322 duplicates

256 excluded

e 140 irrelevant reports and/or

2 peer-reviewed

375 screened by title & abstract

from outside Vietham
* 58 genotype/molecular studies

non-MEDLINE or

= 36 review articles without new
data

EMBASE article

identified by

bibliography 119 full text articles assessed for
search eligibility

¢ 16 conference abstracts
* 3 Non-English/VN/French (e.g.
Russian, Mandarin)

* 3response letter

49 excluded

* 9 No prevalence data

72 studiesincluded in analysis

* 44HBV
* 44HCV
e 7HDV

* 10 HIV with HBV/HCV data

¢ 16 reviews with all data
referenced already included
3 cohorts outside Vietnam

« 10 abstracts only

* 6 duplicated data

¢ 3 methods not stated

¢ 2PCRonly

Figure 1. Study selection.
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Study Year(s) Region(s) Study population(s) Population categories Prevalence data JB score* Potential bias
of data
Barcus et al 2002 1992-96 HCMC Inpatients with severe malaria Low risk HBsAg 7 Non-random consecutive sampling, non- rep-
resentative sample (severe malaria)
Binh et al 2018 2013-15 Hanoi HBV positive outpatients HDV HDV RNA 7 Non-random consecutive sampling, non-rep-
resentative sample (85% male)
Boettiger et al 2015 1998-13 Hanoi HIV outpatients HIV population HBsAg, HCV Ab 8 Non-random consecutive sampling
Buchy et al 2004 2002 Nha Trang Inpatients with hepatitis High risk (liver disease) HBsAg, HCV Ab 7 Non-random consecutive sampling,
underpowered
Bui et al 2014 2005-11 Hanoi HIV outpatients HIV population HBsAg, HCV Ab 8 Non-random; entire centre's population
Chau et al 2002 1991-96 HCMC Inpatient PWID with malaria, High risk (exposure), HBsAg, HCV Ab 8 Non-random consecutive sampling
inpatient non-PWID with low risk
malaria
Clatts et al 2009 2005-6 Hanoi PWID High risk (exposure) HCV Ab, HIV 7 Non-random sampling; non-representative
coinfection sample (male IVDU only)
Clatts et al 2015 2010-11 Hanoi, HCMC, Nha Trang MSM sex workers High risk (exposure) HCV Ab 8 Non-random; non-representative (sex
workers)
Colby et al 2016 2014 HCMC MSM sex workers High risk (exposure) HCV Ab, HIV 8 Non-random sampling; non-representative
coinfection (sex workers)
Cordier et al 1993 1989-92 Hanoi Inpatients, patients with HCC Low risk, high risk (liver HBsAg, HCV Ab 8 Non-random, non-representative, male HCC
disease) only
Corwin et al 1996 1993-95 Hanoi Adults in general population, Low risk, high risk (liver HBsAg, HCV Ab 8 Non-random consecutive sampling
inpatients with hepatitis disease)
Dang et al 2020 2019 Hanoi MSM with HIV and non-MSM HIV population HBsAg, HCV Ab 8 Non-random consecutive sampling
with HIV
Do etal 2015 2012 Binh Thuan Adults in general population Low risk HBsAg, HCV Ab, 9
HCV Ag
Dunford et al 2012 2008-9 Hanoi, Haiphong, Danang, Military, antenatal, adults in gen- Low risk, high risk HBsAg, HDV Ab 8 Non-random consecutive sampling
(HBV) Khanh Hoa, Can Tho eral population, blood donors, (exposure), HDV
PWID, dialysis, CSW, multiple
transfusions, surgical
Dunford et al 2012 2008-9 Hanoi, Haiphong, Danang, Military, antenatal, adults in gen- Low risk, high risk HCV Ag/RNA 8 Non-random consecutive sampling
(HCV) Khanh Hoa, Can Tho eral population, blood donors, (exposure)
PWID, dialysis, CSW, multiple
transfusions, surgical
Duong et al 2009 2006 Thai Nguyen Adults in general population Low risk HBsAg 8 Cross sectional but non-representative rural

Table 1 (Continued)

sample
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Study Year(s) Region(s) Study population(s) Population categories Prevalence data JB score* Potential bias
of data
Duong et al 2015 i 2012-2013 HCMC Dialysis High risk (exposure) HCV Ag/RNA 8 Non-random consecutive sampling
Duong et al 2015 ii 2012-2013 HCMC Dialysis High risk (exposure) HBsAg, HCV Ag 8 Non-random consecutive sampling
Duong et al 2016 2012-2014 HCMC Dialysis High risk (exposure) HBsAg, HCV Ag 8 Non-random; entire centre population
Duong et al 2018 2014 Hai Phong PWID High risk (exposure) HCV Ab 8 Non-random consecutive sampling
Duong et al 2019 2012-2014 HCMC Dialysis High risk (exposure) HCV Ab, ACV Ag, 8 Non-random; entire centre population
HCV RNA
Follezou et al 1999 1996 HCMC PWID High risk (exposure) HBsAg, HCV Ab 6 Non-representative sample (very high rates
HIV)
Goto et al 2005 2003 Nghe An Antenatal Low risk HBsAg 8 Non-random consecutive sampling
Hall et al 2015 2010-11 Hanoi, Hai phong, Da Nang, HBV positive PWID High risk (exposure) HDV Ab, HDV 7 Non-random consecutive sampling, lacks
Khanh Hoa, Can Tho RNA baseline characteristics
Hipgrave et al 2003 1990-99 Thanh Hoa Children in general population, Low risk HBsAg 9
adults in general population
Hoang et al 2015 2009 Hai Phong, HCMC PWID High risk (exposure) HBsAg, HCV Ab 8 Non-random consecutive sampling
Ishizaki et al 2017 2007-2012 Hai Phong Blood donors, antenatal, PWID, Low risk, high risk HBsAg, HCV Ag, 8 Non-random consecutive sampling
csw (exposure) HIV
coinfection
Kakumu et al 1998 1994-96 HCMC, Da Lat Chronic hepatitis; adults in gen- Low risk, high risk (liver HBsAg, HCV Ab 8 Non-random consecutive sampling of hepati-
eral population disease) tis patients. Details of sampling strategy for
general population lacking
Katelaris et al 1995 1993 Dong Nai children in general population Low risk HBsAg, HCV Ab 8 Under powered for HCV prevalence
Kha To et al 2020 2017-19 HCMC blood donors Low risk HBsAg, HCV Ab 8 Non-random consecutive sampling
Lan et al 2008 2006 Hanoi Adults in general population Low risk HBsAg 8 Non-representative sample (married women
age 18-49)
Lien et al 1997 1994 HCMC Adults general population, CSW, Low risk, high risk HCV Ab 8 Non-cross sectional sampling
PWID, HIV patients (exposure) HIV
population
Linh-Vi et al 2019 2013 Hanoi, Hai Phong, HCMC CcSW High risk (exposure) HBsAg, HCV Ab, 9
HCV Ag, HIV
coinfection
Minh et al 2021 2018-20 Hue Adults in general population Low risk HBsAg 7 Non-random, non-representative sample
(males from infertile couples)
Miyakawa et al 2009-12 Khan Hoa antenatal, children in general Low risk HBsAg 7 Non-random sample, high drop out >30%

2021

Table 1 (Continued)

population
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Study Year(s) Region(s) Study population(s) Population categories Prevalence data JB score* Potential bias
of data
Mohan et al 2017 2012-15 Hanoi, Pho Yen, Thai HIV outpatients HIV population HBsAg, HCV Ab 8 Non-random retrospective chart review
Nguyen
Moles et al 2020 2014 Hai Phong PWID High risk (exposure) HCV Ab 8 Non-random response-driven sampling
Nadol et al 2015 2009-10 Hanoi, Hai Phong, Quang PWID High risk (exposure) HBsAg, HCV Ag, 8 Non-random response-driven sampling
Ninh, Nghe An, Yen Bai. HIV coinfection
Da Nang, Dong Nai,
HCMC. Can Tho, An Giang
Nadol et al 2016 2009-10 Hanoi, Hai Phong, HCMC, MSM High risk (exposure) HBsAg, HCV Ag, 8 Non-random response-driven sampling
Can Tho HIV
coinfection
Nakata et al 1994 1993 Hanoi, HCMC inpatients, multiple transfusions, Low risk, high risk HBsAg, HCV Ab 8 Non-random consecutive and retrospective
PWID. Dialysis, CSW, prisoners (exposure) sampling
Nerurkar et al 1999 1997-98 Hanoi PWID High risk (exposure) HCV Ab, HIV 7 Non-random sampling, diagnostics were
coinfection combo of sera or filter paperblotted whole
blood
Nghiem et al 2021 2018-19 Hanoi HBV positive outpatients HDV HDV RNA 8 Non-random, consecutive sampling
Ngo et al 2009 2007 HCMC General inpatients Low risk HBsAg, HCV Ab 6 Non-random, consecutive sampling, non-rep-
resentative sample (inpatients and outpa-
tients), minimal baseline characteristics
Nguyen et al 1997 1995 HCMC Inpatients with Dengue Low risk HBsAg, HCV Ab 6 Non-random consecutive sampling, non-rep-
resentative sample (patients with severe
Dengue), under-powered for HCV
Nguyen et al 2006 2002 Thai Binh Adults general population Low risk HBsAg 9
Nguyen et al 2007 2002 Thai Binh Adults general population Low risk HCV Ab 9
Nguyen et al 2011 2007 Hai Phong Adults in general population, Low risk HBsAg 8 Non-random consecutive sampling
antenatal, blood donors
Nguyen et al 2014 2011 Vietnam (national) Children in general population Low risk HBsAg 9
Nguyen et al 2017 2015 Da Nang HBV positive outpatients HDV HDV RNA 7 Non-random consecutive sampling, non-
representative
Nguyen et al 2021 2017 Thai Nguyen MSM in sexual health clinics, High risk (exposure) HCV Ab 7 Non-random sampling, Oraquick diagnostics
PWID
Nguyen-Dinh et al 2010-16 HCMC Patients with HCC High risk (liver) HBsAg, HCV Ab 8 Non-random retrospective sample
2018
Pham et al 2020 2017-18 Hai Phong Antenatal, children of HBV Low risk, high risk HBsAg 9
infected mothers (exposure)
Table 1 (Continued)
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Study Year(s) Region(s) Study population(s) Population categories Prevalence data JB score* Potential bias
of data
Pham et al 2020 ii 2018 Central Highlands Adults in general population Low risk HBsAg 9
Quan et al 2009 2003 Bac Ninh PWID High risk (exposure) HBsAg, HCV Ab, 8 Non-random snowball sampling using peer
HIV coinfection recruiters
Quesada et al 2015 1994-05 HCMC Adults in general population Low risk HCV Ab 8 Non-representative sample (females only)
Rangarajan et al 2013-14 HCMC HIV outpatients HIV population HBsAg, HCV Ab 8 Non-random consecutive sampling
2016
Riondel et al 2020 2016-17 Hai Phong PWID High risk (exposure) HCV Ab 8 Non-random response-driven sampling
Sinh et al 2012 1992-09 HCMC Dialysis High risk (exposure) HCV Ab 7 Non-random consecutive sample, lacking
baseline characteristics
Son etal 2014 2006-09 Hai Phong HIV inpatients HIV population HBsAg, HCV Ab 6 Non-random consecutive sampling, non-rep-
resentative (inpatients with penicilliosis),
under powered for HBV/HCV prevalence
Song et al 1994 1992 HCMC, Hanoi blood donors Low risk HBsAg, HCV Ab 8 Non-random sampling
Sy etal 2013 2000-09 Hanoi HBV positive outpatients HDV HDV RNA 7 Non-random consecutive sampling, non-rep-
resentative (HCV and HIV positive patients
excluded)
Tanimoto et al 2007 Hai Phong PWID High risk (exposure) HCV Ab, HCV PCR 8 Non-random response driven sampling
2010
Tanuma et al 2017 2007-13 Hanoi HIV outpatients HIV population HBsAg, HCV Ab 8 Non-random consecutive sampling
Terakawa et al 2009-10 HCMC Adults in general population Low risk HBsAg, HCV Ab 7 Non-random sampling, non-representative
2011 (healthy workers at major companies)
Thanh et al 2020 2016-17 HCMC Hepatitis outpatients High risk (liver) HBsAg 7 Non-random consecutive sample, non-repre-
sentative (HCV-infected outpatients)
Tran et al 2003 1998-02 HCMC Adults in general population, Low risk HCV RNA, HDV 7 Non-random sampling, non-representative
patients with liver disease Ab (healthy outpatients)
Truong et al 2016 2014 Hai Phong HIV outpatients HIV population HBsAg 8 Non-random consecutive sample
Trung et al 2010 2006-08 HCMC Inpatients with dengue and non- Low risk HBsAg 8 Non-random consecutive sampling
dengue acute infections
Van Be et al 1992 1989-91 HCMC Blood donors, adults in general Low risk, high risk HBsAg 6 Non-random sampling, unclearly defined
population, inpatients, (exposure) study populations, no basseline
prsioners, CSW, PWID characteristics
Van Quang et al 2010-17 Hanoi Patients with HCC High risk (liver) HBsAg 8 Non-random, restrospective sample

2019

Table 1 (Continued)
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Low risk (non-blood donors)

Overall prevalence of HBsAg in non-donor low-risk
groups was 8.6% (8.3 — 8.9). It was lowest in children
in the general population (3.4% (3.1 — 3.8)) but was
10.8% [10.1-11.6] in antenatal women and 10.6% [10.2-
11.1] in adults from the general population. HBsAg prev-
alence was high in inpatients presenting with non-
hepatic illness (16.2% (14.7 — 17.8)), which included
patients admitted with Dengue®* and Malaria.*>>°
Pooled prevalence of HBsAg in low-risk non-donors
fluctuated from 11.6% (1.0 — 12.3) in studies from
1990 to 2000, 7.0% (6.6 — 7.4)) in 2001-2010 and
9.4% (8.8 — 10.1) in studies since 2011.

For HCV, pooled antibody prevalence in non-blood
donor low-risk populations was 2.0% (1.7 — 2.5) and
HCV antigen prevalence was 0.26% (0.09 — 0.51). We
found no significant change in prevalence of HCV anti-
body in non-blood donor low-risk populations by
decade. There was insufficient data to assess whether
prevalence of HCV antigen has changed (Figure 3).

High-risk

In high-risk groups, overall pooled prevalence of HBsAg
was 13.3% (12.8 — 13.8) (Figure 4). Prevalence of HBsAg
in individuals undergoing haemodialysis, blood transfu-
sion or surgery was similar or lower than observed in
non-blood donor low-risk groups (8-10%). In contrast,
rates of HCV infection were significantly elevated in
these populations, with 16.8% (14.7-18.9) of dialysis
patients showing evidence of active HCV infection
(Figure 5).

Overall, for HCV in high-risk groups, pooled preva-
lence was 49.3% [48.3 — 50.3]) for HCV antibody and
31.4% (30.6 — 32.2) for HCV antigen (Figure 5). These
figures were heavily influenced by very high prevalence
of HCV in PWID, with evidence of past HCV exposure
in 72.5% (71.4 — 773.6) of PWID tested, and active infec-
tion in 57.8% (56.5 — 59.1) (Figure 5). Extremely high
rates of active HCV infection were reported in in the
northern provinces of Yen Bai (87.4% [83.7 — 90.7]))
and Quang Ninh (84.6% [80.3 — 88.5]))*” (Figure 6)
and the southern metropolis of Ho Chi Minh City
(92.2% [73.0 —100] HCV antibody, five studies®®** 3"
and 71.0% (65.8 — 75.9) HCV antigen, one study®’)
(Figure 6).

Only six studies described both HCV antibody and
antigen/RNA prevalence in the same individuals (Table
S6). In one PWID cohort** 79.3% (74.4 — 83.6) of indi-
viduals testing positive for HCV antibody had evidence
of current infection. This proportion was lower among
individuals with liver disease (60.9% [48.3 — 72.4])*
and in sex workers (58.5% [52.4 — 64.4],>* and in adults
the general population (50.0% [26.0 — 74.0”° and
44.4% [13.70 - 78.8],%* which likely reflects less frequent
exposure. A fifth study in individuals undergoing hae-
modialysis*® found HCV antigen prevalence exceeded
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Figure 2. Estimated pooled seroprevalence of HBsAg in low-risk populations.
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Figure 3. Estimated pooled seroprevalence of HCV antibody (blue) and HCV antigen/PCR (red) in low-risk populations.
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Figure 4. Estimated pooled seroprevalence of HBV in high-risk populations.
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Figure 5. Estimated pooled prevalence of HCV antibody (blue) and HCV antigen/PCR (red) in high-risk groups.
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Figure 6. HCV antigen prevalence (and antibody where available) in PWID by region.

Prevalence pooled for locations with more than one study.

antibody prevalence (12.9% [8.6 — 18.4] vs 5.5% [2.8 -
9.6]). This surprising finding may reflect a high num-
ber of acute HCV infections associated with the dialysis
unit concerned, or defective antibody generation in the
context of frequent exposure to HCV from haemodialy-
sis. However, numbers were small.

In HIV positive cohorts, 12.1% (11.3 — 13.0) were
HBsAg positive and 39.2% (38.0 — 40.3) were HCV
antibody positive (Figure 7). Although baseline charac-
teristics were available, it was not possible to ascertain
specific risk factors in coinfected individuals, such as
past injecting drug use or high-risk sexual activity. Only
one study compared HCV co-infection in HIV positive
MSM vs HIV positive heterosexual men attending the
same HIV service.” Injecting drug use was more preva-
lent in HIV positive heterosexuals than in MSM (46.8%
vs 2.4%). Consequently, HIV-HCV co-infection was
higher in heterosexual males (55%) than MSM (4.9%).

Among 4676 HCV-infected individuals in 27 high-
risk cohorts screened for HIV, 50.52% (49.1 — 5I.2)
were HIV co-infected. HIV co-infection was extremely
prevalent in HCV antibody positive MSM, with 94.5%
(91.6 — 97.0) testing positive. It was less prevalent in
PWID (45.6% (44.1 — 47.1), reflecting different routes

of exposure: HCV is more likely to be accompanied by
HIV when sexually acquired.

Among over 20,000 individuals with Hepatocellular
carcinoma (HCC), a very high prevalence of both
HBsAg (62.8% (62.1 — 63.4)) (Figure 4) and HCV anti-
body (25.7% (25.1 — 26.3)) (Figure 5) was observed,
highlighting the devastating consequences of these
infections.

Hepatitis D

We included 1975 individuals tested for HDV antibody
or HDV RNA in 23 HDV cohorts. Of 708 HBsAg posi-
tive individuals tested for HDV antibodies in 12 cohorts,
7.9% (5.9 — 10.2) were positive (Figure 8). Highest rates
of HDV infection were seen in PWID. One study of 45
HBsAg positive military recruits found 17% (8 - 32)
were HDV antibody positive’® but no cases of HDV
were detected in other larger low risk cohorts. We found
highest prevalence of HDV RNA in individuals present-
ing with acute hepatitis (43.3% [26.0 — 61.5]), suggest-
ing HDV may be an under-recognised cause of this
presentation in Vietnam. Only 4 studies included

www.thelancet.com Vol 24 Month July, 2022
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Figure 7. Estimated pooled prevalence of i) HBsAg and ii) HCV antibody in HIV positive populations and iii) HIV co-infection in HCV-antibody positive populations.
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Figure 8. Estimated pooled prevalence of HDV antibody and HDV RNA in HBsAg positive cohorts.
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genotype data in 115 individuals. Of these 74% had
genotype 1 infection and 26% had genotype 2.

Discussion

This study is the most comprehensive review of HBV,
HCV and HDV seroprevalence in Vietnam and adds
important granularity to our understanding of the hepa-
titis epidemic.

We found that pre-screening of blood donors in Viet-
nam has improved significantly in the last 30 years,
with very low rates of both HBV and HCV infection
detected in blood donors compared with the general
population. This improvement may be attributable to
the prohibition of paid and family/replacement blood
donation since 2013,>° with a successful switch to volun-
tary unpaid blood donation, supported by an annual “All
People’s Voluntary Blood Donation Day”.*° In addition,
in the last decade rapid HBsAg testing has become
mandatory for all new blood donors prior to blood
donation.*?

In contrast, the pooled prevalence of HBV in other
low-risk populations was high, exceeding 10% in all
non-donor adult cohorts. A high HBsAg prevalence in
inpatients with non-hepatic illness may reflect the
increased all-cause morbidity associated with chronic
liver disease. HBV prevalence in groups at high-risk of
exposure was similar, or only modestly elevated com-
pared to low-risk populations. This may be explained by
high rates of vaccination in high-risk groups and a
reduced risk (<10%) of chronic infection when exposed
to HBV in adulthood.*!

The lower HBsAg prevalence in children (3.4% (3.1 —
3.8)) is somewhat reassuring. HBsAg positivity in chil-
dren was >15% in two studies from the 1990s**** com-
pared to 2.7% (2.2 - 3.3) in a national study from 2011**
and 1.9% (1.2 - 2.7) in a study from Central Vietnam
with data from 2009-2012.%° This change is a direct
consequence of vaccination, which has been included in
Vietnam’s national vaccine program since 1997 and
was expanded to a cost-free 4-dose schedule for all new-
borns in 2004, including birth dose vaccination within
24h of delivery. Scale up of this vaccine series has had a
profound impact on horizontal transmission in early
childhood,** which will become apparent in future sur-
veys of the adult population. However, this has made
vertical transmission proportionally more dominant.*°

Despite a concerted effort in the last decade to
improve delivery of birth dose vaccine, coverage is not
yet perfect, being below the WHO target of 90%. A
2019 study found that only 63% of children in Vietnam
received birth dose vaccine, with lowest uptake seen in
poor, rural communities and among ethnic minori-
ties.*” Recent data from Haiphong showed that 13.1%
(8.5-18.5) of children of HBV-infected mothers were
HBsAg positive.> Given the high rates of chronic infec-
tion resulting from HBV acquired in infancy (>90%),*

www.thelancet.com Vol 24 Month July, 2022

more needs to be done to reduce the perinatal transmis-
sion driving Vietham’s HBV epidemic.

Prophylactic antiviral treatment for HBsAg positive
expectant mothers in the final trimester of pregnancy
has been recommended by Vietnam’s MOH since 2014,
and nucleos(t)ide analogue drugs for this purpose are
now covered by health insurance. However, many preg-
nant women lack this basic cover, and antenatal care in
rural settings is frequently inadequate, with one study
indicating only one fifth of rural women receive suffi-
cient core antenatal services according to national rec-
ommendations.** Hepatitis B immunoglobulin (HBIG)
is also recommended at birth for all children born of
HBsAg-positive mothers. However, HBIG is a blood
product that requires infection screening and a cold
chain, making delivery to resource-poor regions prob-
lematic. Where available, HBIG costs around US$100/
dose, which must be fully paid by the parents and access
is very limited. Even when these preventative measures
are implemented appropriately, 8—30% vertical trans-
mission still occur in infants born to HBeAg-positive
women,*° indicating research into additional inter-
ventions is warranted.

In contrast to HBV, our findings indicate that HCV
infection is probably less common in the general popu-
lation than previous estimates suggest. One possible
reason for this is that studies prior to 2012 were gener-
ally limited to measuring HCV antibody - a marker of
past HCV exposure but not active infection. Estimates
for the number of active infections were inferred from
population studies measuring both antibody and anti-
gen, in which high-risk individuals from high-income
settings are over-represented.’” Given 15-45% of acute
HCV infections spontaneously resolve without treat-
ment,”* the proportion of antibody positive individuals
with active infection will be lower in low-risk groups
compared to those with repeated exposure, such as
PWID. Our data illustrate this point, with very low prev-
alence of active HCV infections in general population
cohorts, and a high prevalence of active infections in
PWID, MSM and dialysis patients. The risk of over-esti-
mating prevalence of active HCV infection may be
greater in low- and middle-income countries, in which a
greater proportion of antibody positive individuals are
low-risk and repeat exposure risk is hard to quantify.
This has important implications for health policy, which
is currently insufficiently loaded towards those at high-
est risk.

We identified an extremely high prevalence of HCV
in PWID, with antibody positivity (72.5% [71.4 — 73.6])
39% higher than global estimates from a 2017 meta-
analysis (52.3% [42-4—62-1]).”> PWID represent a key
target population for ending the HCV epidemic and are
estimated to contribute to nearly 40% of disability-
adjusted life-years (DALYs) due to HCV worldwide.’* In
Vietnam preventative interventions have been imple-
mented since 2008, including opioid substitution
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therapy, universal antiretroviral treatment (ART) for
HIV-infected PWID, and financing of community-based
organisations to deliver harm reduction and distribute
free syringes.”> In 2015 the MOH expanded methadone
treatment to at least 30 provinces to provide treatment
for more than 80,000 drug users.”® While these initia-
tives have been effective in reducing the incidence of
HIV, incidence of HCV seroconversions in PWID
remains very high’” and we found no significant reduc-
tion in HCV antigen prevalence in the last decade.

Accumulating evidence shows that PWID can
achieve high cure rates with DAA drugs, comparable
with other populations,”® reducing the risk of onward
transmission of HCV in the process. In 2019 the gov-
ernment began subsidizing 50% HCV treatment costs
for those with health insurance. However, many PWID
lack coverage and treatment remains expensive - a 12
week course of sofosbuvir and daclatasvir currently cost-
ing US$ 1347.°° In 2021 the Global Fund committed to
providing free DAA therapy to 16,000 HIV/hepatitis C
co-infected patients at HIV treatment facilities across
Vietnam.®® This represents a positive step, but given
less than 50% of HCV antibody positive PWID in our
study are co-infected with HIV, most won’t be eligible
for free treatment through this scheme. This highlights
important limitations in current global funding. Provi-
sion of free HCV screening and treatment for PWID
would have a major impact on reducing the scale of the
HCV epidemic in Vietnam.®'

Our finding of a high prevalence of active HCV infec-
tion among patients on dialysis is concerning. Given
that chronic HCV infection is associated with a range of
renal pathologies including type 1 membranoprolifera-
tive glomerulonephritis, focal segmental glomeruloscle-
rosis, and interstitial nephritis, some of these patients
may have end-stage renal failure because of HCV
acquired some years previously. However, given the
high rates of HCV antigen in this population it is likely
many individuals are acquiring HCV from dialysis,
highlighting a need for improved infection control and
an HCV vaccine.

HDV infection in Vietnam remains poorly character-
ised. We found just seven studies assessing HDV preva-
lence and most cohorts were small. The largest HDV
antibody cohort surveyed just 97 HBV infected individu-
als across five provinces, and the largest RNA cohort
included just 250 individuals. Across all studies, only
115 HDV infections were genotyped, with genotype 1
appearing dominant.

Our finding that 7.9% (5.9 — 10.7) of individuals
with HBV may have HDV co-infection is highly skewed
by the nature of the cohorts surveyed, with >50% indi-
viduals tested for HDV antibody coming from PWID
cohorts. Globally HDV prevalence is frequently over-
estimated, as surveys tend to be performed in patients
with known HBYV infection and liver disease, represent-
ing the more severe end of the HBV disease spectrum.”

Despite a high prevalence of HBV in Vietnam, from the
limited data available, it appears HDV is not endemic
and seems to be concentrated in high-risk groups at risk
of repeated exposure to blood borne viruses. This is in
keeping with the HDV distribution in Japan, Hong
Kong and parts of Europe and quite different to the
high community prevalence reported in other parts of
Asia such as Pakistan®* and Mongolia.”

HDV is not routinely screened for in Vietnam, partly
because of its perceived rarity, but also because drugs
licensed to treat HDV (PEGylated IFN alfa-2a, PEGy-
lated IFN alfa-2b and bulevirtide) are not available. Our
findings would not support mass screening. However,
given the high prevalence in individuals with acute hep-
atitis, diagnostics should be available and HDV should
be included in future treatment guidelines. Given the
high prevalence of HBV in Vietnam, the most effective
measure to minimise the impact on HDV will be vacci-
nating high-risk HBV-susceptible individuals against
HBV and improving birth dose vaccine coverage.

The major strength of our study is in its breakdown
of population groups. The significant difference in HBV
and HCV prevalence between blood donors and other
low-risk adult populations, highlights the bias inherent
in including pre-screened blood donors in prevalence
estimates. By estimating pooled prevalence of both
HCV antibody and antigen we also highlight the groups
most in need of screening and treatment.

Our study has some important limitations. Over
70% of study populations analysed came from just three
large cities (figure S1): Ho Chi Minh City, Hanoi and
Hai Phong. While these are the most populous cities,
this urban focus limits generalisability to the entire
country, particularly rural areas where there may be
increased risk of community transmission of HCV and
lower rates of HBV vaccination. In addition, our search
was limited to peer-reviewed articles retrieved from
three databases and published in one of three lan-
guages; an expanded search including grey literature
and non-peer reviewed Vietnamese manuscripts, such
as government reports, might contribute additional use-
ful data. However, a lack of methodological detail in the
grey literature, such as the sampling strategy or diag-
nostic tests used, would introduce bias that is harder to
quantify.

The quality of studies included was generally good,
with Joanna Briggs Institute Systematic Review Index
scores of 6-9 (see table S5). However, most were not
randomized cross-sectional surveys, and only 11% (8/
72) met all nine quality criteria. Low-risk ‘general pop-
ulation’ groups are at highest risk of selection bias, but
we mitigated this to some extent by separating adults
from children and inpatient studies from community
surveys. In addition, MSM studies were universally
high-risk populations attending sexual health clinics or
engaged in commercial sex work, such that pooled prev-
alence should not be extrapolated to the wider MSM

www.thelancet.com Vol 24 Month July, 2022
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community. Finally, the DerSimonian—Laird random
effects model has been criticized for producing confi-
dence bounds that are too narrow when the number of
studies is small or when there are substantive differen-
ces among study estimates.®® This is because it fails to
capture uncertainty in estimations of between-study
and within-study variance when few studies are avail-
able for comparison. This may be especially relevant to
our smallest subgroups, such as pooled prevalence of
HCV in PWID by region and HDV by population.

Larger randomised cross-sectional surveys using
high-quality HBV, HCV and HDV PCR as well as sero-
logical markers in both urban and rural settings will
provide more robust prevalence estimates to inform
future hepatitis strategy in Vietnam.
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