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Abstract 

Objective: To estimate the residual mortality rate among people who inject drugs (PWID) in a Low-Middle Income Countries 
context where the HIV epidemic has been controlled and methadone coverage is high. 

Study design and setting: PWID from Haiphong, Vietnam, were recruited through three annual respondent-driven sampling surveys 
that fueled two cohorts of PWID with HIV ( n = 761) and without HIV ( n = 897), with bi-annual follow-up. Presumed causes of death 
were ascertained from medical records and/or interviews of participants family. 

Results: Among the 1658 participants with a median follow-up of 2 years, 67 and 36 died in the HIV-positive and HIV-negative 
cohort, respectively, yielding crude mortality rates of 4.3 (95% Confidence interval (CI): 3.3-5.4) per 100 person-years of follow-up 
(PYFU) and 1.9 (CI: 1.4-2.6) per 100 PYFU. In the HIV-positive cohort, in which 81% of participants had undetectable viral load, the 
two main causes of death were tuberculosis and HIV-related diseases. In the HIV-negative cohort, the two main causes of death were 
liver-related diseases and overdose. In a time-dependent multivariable model, “unsuppressed viral load” was associated with increased 
risk of mortality, whereas “being on methadone” or “being employed” was associated with a lower risk. 

Conclusion: Despite a very successful HIV and methadone program, the mortality remains high among PWID in Vietnam, largely 
due to curable infectious diseases such as tuberculosis and viral hepatitis. © 2021 The Authors. Published by Elsevier Inc. This is an 
open access article under the CC BY-NC-ND license ( http:// creativecommons.org/ licenses/ by- nc- nd/ 4.0/ ) 
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1. Introduction 

Increased mortality rate among people who inject drugs
(PWID) has been well documented [1–3] . In a recent meta-
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analysis, the pooled crude mortality rate (CMR) world-
wide was 2.71 per 100 person-years and the pooled stan-
dardized mortality ratio (SMR) was 16.4 [3] . A former
meta-analysis showed that the CMR varied from 0.5 to
7.8 across different settings, with higher rates in low-
and middle-income countries (LMIC) [1] . HIV-related dis-
eases and overdose were the commonest causes of death in
PWID [ 4 , 5 ]. Other infectious diseases, such as viral hepati-
tis and tuberculosis, were also frequently described [ 6 , 7 ].
e.o.t.t.s.b.m.a.t.a.o.t.l.2.a..i.t.P.s. 
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What is New? 

• Despite full HIV control, mortality remains very 

high among PWID in Vietnam. 
• Avoidable liver diseases (including hepatitis) and 

tuberculosis are leading causes. 
• Methadone and successful HIV treatment reduced 

the risk of death. 
• Urgent plans for tuberculosis and viral hepatitis 

control among PWID are needed. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Combined prevention and care, including needle/syringe
programs (NSP), medication-assisted treatment (MAT) for
substance use disorders and antiretroviral treatment for
HIV infection, has reduced the mortality among PWID in
many high-income countries [8–10] . In Canada, the scale-
up of a large “seek-and-treat” campaign was associated
with a significant reduction of mortality among PWID liv-
ing with HIV from 6.0 per 100 person-years in 1996-2003
to 3.0 in 2010-2014 [11] . 

In LMIC, mainly from Asia, scarce mortality data
among PWID date back from about 10 years ago, before
the implementation of universal ART and the emergence of
MAT scale-up [ 1 , 4 , 7 ]. In these countries, a meta-analysis
reported a CMR of 5.25 per 100 person-years, with a stan-
dardised mortality ratio of 14.5 [1] . The residual mortality
rate among PWID after ART and MAT scaling-up remains
unknown. 

Hai Phong, a port city in Vietnam with more than 2 mil-
lion inhabitants, was home of about 5,000 (range 4,000-
6,000) currently injecting PWID in 2016 [12] . The HIV
burden has been extremely high among PWID in this city
with more than 60% prevalence in 2005 (Integrated HIV
bio-behavioural surveillance survey) but now down to 27%.
Indeed, the city has pioneered interventions among PWID
[ 13 , 14 ], including a needle syringe program (NSP) in 2005,
followed by a MAT program in 2008 which rapidly ex-
panded with 13 clinics providing MAT in the city by 2014.
In addition, free universal antiretroviral treatment was pro-
vided to PWID since 2005. Altogether, these interventions
led to reduce the HIV incidence down to 0.085/100 person-
years (95%CI, 0.02–0.25) [15] . This incidence is below the
threshold set at 0.5/100 person-years that we previously de-
fined for ending the HIV epidemic among PWID in LMIC
[16–19] . In this context of high ART and MAT coverage,
we primarily aimed at assessing the residual mortality rate
among PWID. We also investigated the factors associated
with mortality and the likely causes of deaths. 

2. Methods 

2.1. Participant recruitment and follow-up 

The DRIVE project is an international research pro-
gram that evaluated a community-based intervention com-
bining mass HIV screening, and peer case-management for
support and referral to HIV care and MAT, among cur-
rently injecting PWID in in Hai Phong, Vietnam. . Cur-
rently injecting PWID were recruited through three an-
nual community-based respondent-driven sampling (RDS)
surveys starting in September 2014, 2015 and 2016 for
about 3 months each. The study design and participant
enrollment were described elsewhere [17] . In brief, per-
sons were eligible if they were 18 years or older, ca-
pable of giving informed consent, self-reporting inject-
ing drugs currently, confirmed by presence of recent skin
injection marks and positive urinalysis for heroin and/or
methamphetamine (Nal Von Minden, Germany). A finger-
print reader identified unique participants and prevent mul-
tiple enrollments and to identify persons at successive in-
terviews. Data on demographic characteristics, drug use
and sexual behavior, a psychological assessment, use of
HIV-related services were collected by a standardised in-
terview. All study activities were carried out at community-
based organizations (CBO) sites where CBO staff were
actively involved in research procedures and data collec-
tion. All participants were tested for HIV using first SD
BIOLINE® HIV1/2 3.0 rapid test (Standard Diagnostic
Inc., South Korea), with confirmation using two other rapid
tests: Alere Determine 1/2 (Alere Medical Co., Japan) and
VIKIA®HIV1/2 (Biomerieux, France); and for HCV us-
ing HCV ELISA 3.0 (SD Bioline, South Korea). HIV-
positive participants were tested for CD4 cell count (BD
Biosciences, US) and HIV viral load (Roche, Switzerland).

Nearly 1,500 PWID participants were enrolled per RDS
survey. At each survey, all HIV-positive RDS participants
were eligible to the cohort enrolment. In addition, consec-
utive HIV-negative RDS participants with confirmed con-
tact details and presumably not receiving MAT were en-
rolled in the cohort until completion of the sample size
(400 for the 1 

st survey, 200 for the 2 others). The sam-
ple size of the HIV positive cohort was determined to
estimate the proportion of participants with undetectable
HIV viral load. The sample size of the HIV-negative co-
hort was determined to estimate the HIV incidence. Cohort
participants were invited to come to the study site every
six months for a follow-up visit consisting in the same
standardized interview and blood testing as those used at
the enrolment visit. CBO members supported cohort par-
ticipants (30-40 participants per CBO member) for harm
reduction activities and administrative or social issues in a
case-management approach, and linked them to HIV clinic
and to MAT program when appropriate. The frequency of
contact was about once a month. HIV seroconverters were
switched from the HIV-negative cohort to the HIV-positive
cohort. 

2.2. Outcomes 

Deaths were registered by CBO members either directly
or through participants’ family declaration. Home visits
were then performed by CBO members in order to collect
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information related to participants’ death. If the partici-
pant was hospitalised before death, the medical records
were checked by the study group physicians. Thereafter,
the causes of death were reviewed independently by three
clinicians and categorised into 8 groups: HIV-related con-
ditions, overdose, suicide, liver-related conditions, tubercu-
losis, accidental causes, others, and unknown (definitions
given in Supplemental Appendix Table S2). 

2.3. Statistical analysis 

We restricted our analyses to PWID with any known
vital status after enrolment. 

The end-point date was the M36 visit. The follow-up
time was calculated between enrolment and the date of
death, or the date of last known vital status. 

CMR were calculated for 100 person-years of follow-up
and presented with confidence interval (CI) using Poisson
distribution (Garwood exact central). In order to describe
mortality in the overall population of PWID, weighted es-
timates have been calculated using the HIV prevalence
among PWID in Hai Phong in 2014, i.e. 27%. 

To compare the observed mortality rates among PWID
with the general population, we applied the 2019 national
age- and sex- specific death rates among the general pop-
ulation in Vietnam to our population and calculated the
standardised mortality ratio (SMR). The SMR were cal-
culated by HIV serology at baseline and presented with
profile likelihood confidence intervals. The survival curves
from the 2 cohorts were elaborated using Kaplan-Meier
methods and compared with a log rank test. 

The independent predictors of death among all co-
hort participants were determined using extended cox pro-
portional hazard model. We built a variable with three
categories: HIV negative, HIV-positive with viral load
≤1000 copies/mL [20] and HIV-positive with viral load
> 1000 copies/mL, according to the WHO guidelines [20] .
The time-dependent variables (updated at each 6-month
visit) were: age in 5 categories, drugs used (e.g. metham-
phetamine, frequency of methamphetamine use, heroin,
cannabis, and ketamine), HIV status and viral load, be-
ing on methadone, hazardous and binge drinking which
was assessed using AUDIT-C questionnaire [ 21 , 22 ]. In ad-
dition, we used the RDS survey number, gender, marital
status, having a regular salary, housing and duration of
heroin injection at baseline as fixed variables. We adopted
a complete case analysis strategy for missing data as they
represented less than 5% of all data. In addition, very few
participants ( < 1%) had missing data, for both fixed and
time-dependent variables. All variables which were sig-
nificantly linked to death in univariate analysis (p < 0.20)
were included in the multivariate analysis. Then, we used
a backward selection based on the p value and the Akaike
Information Criterion to select the final model. 

The final model was validated by bootstrapping (n = 100;
using validate function in the rms package). All statistical
tests were bilateral. Analyses were done using SAS soft-
ware (Version 9.4 for Windows; SAS Institute Inc., Cary,
NC, USA) and R (version 3.6.3; The R Foundation for
Statistical Computing, Vienna, Austria). 

3. Results 

3.1. Characteristics of participants 

Between 2014 and 2016, 766 and 926 participants
(1692 overall) from three successive RDS surveys were
enrolled in the HIV-positive and HIV-negative cohort, re-
spectively ( Figure 1 ). We excluded 34 participants without
any follow-up visits and with no known vital status (5
HIV-positives and 29 HIV-negatives). 

Overall, participants were mostly male (93.4%), they
had a median age of 40 years and were all injecting heroin
at enrollment ( Table 1 ). Due to misreport from participants,
354 (21.4%) turned out to be on MAT at baseline. Overall,
694 (41.9%) participants were referred to a MAT clinic
during the study follow-up. 

A third of participants reported injecting heroin for
more than 15 years; this proportion reached 45% in the
HIV-positive cohort. Smoking methamphetamine was com-
mon with 67.8% of participants reporting ever smoking and
43.0% reporting smoking in the last 30 days (injection of
methamphetamine was extremely rare). 

3.2. Mortality rates 

The participants of the HIV-negative cohort were fol-
lowed for a median of 2.0 years (interquartile range (IQR):
1.0; 2.9) and contributed to 1888 person-years. The me-
dian follow-up was similar in the HIV-positive cohort (2.0
years, IQR: 1.2; 2.9) for 1562 person-years. 

Of the 1692 participants of both cohorts, 71 (4.2%)
were censored at their last visit because their vital sta-
tus could not be assessed at that time, including 13 (1.7%)
from the HIV-positive cohort and 58 (6.3%) from the HIV-
negative cohort. 

A total of 103 deaths were reported during the study
period, 36 in the HIV-negative cohort and 67 in the HIV-
positive cohort, resulting in CMR of 1.9 (95% CI: 1.3;
2.6) and of 4.3 (95% CI: 3.3; 5.4) per 100 person-years,
respectively ( Figure 2 & Table 2 ). Among the HIV-infected
PWID who died, 44% had a viral load > 1000 copies/mL,
and amongst them, 44% were on ART. 

The age- and gender-SMR was 4.2 (95% CI: 3.0; 5.8)
among PWID without HIV infection and 12.0 (95% CI:
9.3; 15.1) among PWID with HIV infection. 

The HIV prevalence among all distinct RDS participants
was 28% (data not shown). When reconstituting a popula-
tion of PWID which would have a HIV prevalence of 28%,
the CMR was 2.5 (95% CI: 2.0-3.1) per 100 person-years
and the age- and gender-SMR was 5.8 (95% CI: 4.3-7.7)
per 100 person-years. 
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2 deaths* 2 deaths*

Inclusions in 
the cohort

N=216

Inclusions in 
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N=233

RDS2
Enrolled: 1451

RDS3
Enrolled: 1444

Inclusions in 
the cohort

N=166

Inclusions in 
the cohort

N=213

Inclusions in 
the cohort

N=384

Inclusions in 
the cohort

N=480

HIV-posi�ve 
cohort

Par�cipants at RDS HIV-nega�ve 
cohort

RDS1
Enrolled: 1383

M18 visit

2 deaths

10 deaths

3 deaths

2 deaths

M6 visit

M12 visit

M18 visit

6 deaths

M12 visit

3 deaths

M6 visit

14 deaths

9 deaths 

M24 visit M24 visit

M30 visit

M36 visit

12 deaths

21 deaths 

M30 visit

8 deaths

9 deaths 

M36 visit

*Deaths during M36 period

Figure 1. Participant study design and flow chart. Three annual RDS surveys recruited about 1500 PWID each. In parallel, a cohort study was 
implemented with bi-annual visits. Out of RDS participants, all HIV-positive PWID and consecutive HIV-negative PWID up to 400 for the RDS1 

and 200 for the subsequent RDS were invited to participate to the cohorts. 
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Table 1. Baseline characteristics of study participants in HIV- negative and HIV-positive cohorts 

HIV negative (n = 897) HIV positive (n = 761) P value 

N (%) N (%) 

Age in years, median (IQR) 40.0 (33.0; 47.0) 40.0 (36.0; 44.0) 0.26 

Male gender 829 (92.4) 718 (94.5) - 0.09 

Marital status 

Single 261 (29.1) 309 (40.7) - < 0.01 

Married/living with partner 355 (39.6) 264 (34.7) 

Divorced/separated/widowed 281 (31.3) 187 (24.6) 

Salaried/employed 732 (81.6) 559 (73.6) - < 0.01 

Regular place to stay 862 (96.1) 736 (96.8) - 0.42 

Duration of heroine injection, years 

< 5 261 (29.1) 50 (6.6) - < 0.01 

5- < 10 242 (27.0) 169 (22.2) 

10- < 15 200 (22.3) 202 (26.6) 

≥15 194 (21.6) 339 (44.6) 

Regular use of heroin a 825 (92.0) 684 (90.0) - 0.16 

Use of methamphetamine 

Ever injected 10 (1.1) - 8 (1.1) - 0.90 

Ever smoked 647 (72.1) 478 (62.9) - < 0.01 

Frequency of smoked 
methamphetamine use (last 30 days) 

No consumption 460 (51.3) 483 (63.6) - < 0.01 

Occasional use b 367 (40.9) 245 (32.2) 

Regular use a 70 (7.8) 32 (4.21) 

Other drugs used (last 6 months) 

Cannabis 121 (13.5) - 132 (17.4) - 0.03 

Ketamine 53 (5.9) - 30 (4.0) - 0.07 

Cocaine 6 (0.7) - 10 (1.3) - 0.18 

On methadone treatment 99 (11.1) + 255 (33.6) + < 0.01 

Consumption of alcohol (last 6 

months) 
At-risk consumption 
Binge drinking 

301 (33.6) - 

119 (13.3) 
223 (29.4) + 

66 (8.7) - 
0.07 

< 0.01 

HIV-positive 

Suppressed viral load 608 (80.6) & 

On ART 639 (85.5) $ 

CD4 cell count (median, IQR) 463 (299 ; 637) - 

HCV-positive serology 550 (61.3) 683 (89.8) < 0.01 

Values are number and percentage unless otherwise specified. -: 1 missing value, + : 2 missing values, ∗: 3 missing values, &: 7 missing 
values, $:14 missing values. IQR, interquartile range; ART, antiretroviral treatment; HCV, hepatitis C virus. 

Note: in all Tables, totals may not exactly match the sums of items because of rounding. 
a More than one time every 2 days, 
b 1 time or less every 2 days 

 

 

 

 

 

 

 

 

 

 

 

 

 

3.3. Cause of death and predictors of all-cause mortality 

The likely most common causes of death were liver-
related conditions and overdose among HIV-negative
PWID, and tuberculosis and HIV-related conditions among
HIV-infected PWID ( Table 2 ). Treatable infectious diseases
contributed to a large part of mortality in this population.
Indeed, tuberculosis- and liver-related deaths together rep-
resented up to 31% and 40% of deaths in PWID without
and with HIV infection, respectively, with mortality rates
of 0.6 (95% CI: 0.3-1.0) and 1.7 (95% CI: 1.1-2.5) per
100 person-years ( Table 2 ). 

Older age and HIV infection were independent risk fac-
tors of mortality whereas being employed and being on
MAT were protective factors. Being on MAT was associ-
ated with a 40% reduction of mortality (adjusted hazard



V.H. Vinh et al. / Journal of Clinical Epidemiology 139 (2021) 38–48 43 

Figure 2. Kaplan-Meier survival curves by HIV status among study participants in the HIV-negative and HIV-positive cohorts. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

ratio (aHR): 0.6 (95% CI: 0.4-0.9)). Among HIV-positive
participants, those with viral load above 1000 copies/mL
also had higher risk of mortality than those who had sup-
pressed viral load ( Table 3 ). 

4. Discussion 

Hai Phong has pioneered many PWID interventions in
Vietnam and South-East Asia, which results today in a
remarkable coverage of MAT, above 50% [15] , a higher
achievement than in most high-income settings [ 23 , 24 ].
Even more impressive is the ART coverage in this hard-
to-reach and stigmatised population, which exceeded the
expectations of 90/90/90 and which certainly contributed
greatly to ending the HIV epidemic in this high-risk group
[15] . In addition, our study population benefited from
close case-management from experienced CBO members
for harm-reduction activities and access to care, on top of
the research program. Despite this very favorable context,
the overall mortality remains about 6 times higher than an
age-sex-HIV standardised general population, and it is not
explained by overdoses. 

Nonetheless, the large coverage of universal ART has
certainly contributed greatly to reducing mortality among
PWID in Northern Vietnam. Between 2005 and 2007, the
latter was estimated at 6.3 /100 person-years (95% CI:
4.6; 8.5), with a similar 23% prevalence of HIV infec-
tion among PWID [7] . Of note, the high rate of lost to
follow-up rate at 1 year (30%) certainly underestimated
the mortality rate estimation, which may be compensated
by the much younger age of the participants (median 32
years vs. 40 years in our study). 

The mortality rate in Hai Phong among PWID is
now close to those reported in North America in the
last decade, which ranged from 1.6 per 100 person-years
among HIV-negative PWID to 4.6 among HIV-positive
PWID [ 5 , 11 , 25–27 ] but somewhat higher than those re-
ported in Western Europe or Australia, rarely exceeding
1.5 per 100 person-years [ 6 , 28–31 ]. 

When compared with high-income settings, the higher
mortality among PWID from Asian countries was classi-
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Table 2. Mortality rates (per 100 person-years) and likely causes of death among study participants in HIV-negative and HIV-positive cohorts 

HIV negative ( n = 897) HIV positive ( n = 761) Overall 

Cause of death n CMR 95% CI a N CMR 95% CI a Weighted mortality rate b 95% CI a 

All causes 36 1.9 1.4-2.6 67 4.3 3.4-5.4 2.5 2.0-3.1 

Liver-related 8 0.4 0.2-0.8 8 0.5 0.3-1.0 0.4 0.3-0.8 

Tuberculosis 3 0.2 0.1-0.5 19 1.2 0.8-1.9 0.4 0.3-0.7 

Overdose 8 0.4 0.2-0.8 5 0.3 0.1-0.8 0.4 0.2-0.8 

Unknown 5 0.3 0.1-0.6 11 0.7 0.4-1.3 0.4 0.2-0.7 

Others 7 0.4 0.2-0.8 5 0.3 0.1-0.8 0.4 0.2-0.7 

HIV-related death 15 1.0 0.6-1.6 0.2 0.1-0.4 

Suicide 3 0.2 0.1-0.5 2 0.1 0.0-0.5 0.2 0.1-0.5 

Accident 2 0.1 0.0-0.4 2 0.1 0.0-0.5 0.1 0.0-0.5 

a Poisson confidence interval 
b Weighted mortality rate estimates were calculated using the proportion of people with HIV among PWID in Hai PhongCMR, crude mortality 

rate per 100 person-years; CI, confidence interval 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

cally attributed to the higher underlying mortality in the
general population. This statement was supported by sim-
ilar SMR in the different regions of the world, averaging
14.7 in studies conducted before 2010 [1] , and 16.4 in a
more recent review [3] . In the latter, the SMR for peo-
ple who use opioids extra-medically was 13.4 in South-
East Asia. In line with the reduction of mortality, one can
also note a substantial decrease in SMR in some countries.
In Hai Phong, we reported a SMR of 5.8, much lower
than the former estimation of 13 in Northern Vietnam one
decade ago [7] . Of note, ART was not available in 2010
for PWID in Vietnam, and our population was older (me-
dian age 40 years vs. 32 years), injected for longer (71%
of participants injected for 5 years or more, vs. 54%), and
with much more frequent methamphetamine use (quasi null
in 2010)”. This suggests that the mortality gap between
PWID and general population is narrowing in those set-
ting as a result of specific interventions including harm
reduction, MAT services and improved access to universal
ART. 

The pooled CMR for AIDS related deaths was
0.59/100py among people who use opioids extra-medically
in the recent review from Larney et al [3] , i.e. 3 times
higher than in Hai Phong. This comparison, although not
quite in the same population and region, suggests the high
ART and MAT coverage lowered the AIDS-related mor-
tality in Hai Phong. Yet, the overall mortality rate remains
high among PWID, still mainly driven by HIV, despite
81% of participants having suppressed viral load. The pro-
portion of HIV-positive PWID not in care is very small,
almost irreducible. If HIV treatment management was very
good overall, better addressing ART resistance may reduce
deaths among those with unsuppressed viral load. Over-
doses represent a usual important cause of deaths, despite
local naloxone rescue initiatives. 

The main gaps in reducing mortality further among
PWID are curable viral hepatitis and tuberculosis. Tuber-
culosis mortality was unexpectedly high, accounting for
almost one third of all deaths in the HIV-positive cohort
and around 8% of deaths among PWID without HIV. Our
findings confirm the high burden of TB among PWID we
reported in Hai Phong [32] , but also reported from several
other settings [33–35] . In addition, Vietnam belongs to the
top 30 countries most affected by TB in the world, repre-
senting a major cause of death in the general population
[36] . Low socio-economic status including poor housing,
poor nutritional status, very frequent smoking and frequent
indoor gathering for sharing drugs likely contributed to this
excess risk of TB. Importantly, the high death rate likely
due to TB, potentially underestimated since ‘HIV-related
deaths’ could be due to undiagnosed TB, highlights the
limited access to TB care of this population. These find-
ings support the need for adapted and dedicated TB in-
terventions for PWID, from large TB screening coverage
to successful care. Clearly, these TB interventions should
also include regular and systematic TB screening in MAT
and HIV outpatient clinics [37] . There is certainly much
value for TB control in learning from the successful HIV
program among PWID in Hai Phong. In particular, the ma-
jor engagement of CBO in community information, testing
and linkage to care was key in this success. 

Liver disease also contributed substantially to mortality.
It was one of the two main causes of death among PWID
without HIV. With a HCV seroprevalence of 60% to 90%,
the role of HCV in these liver diseases is certainly predom-
inant. Urgent studies are needed to implement direct-acting
antivirals in these high-risk groups in LMIC, defining the
appropriate level of care, delivery and follow-up modali-
ties, prevention of re-infection and associated morbidities
(alcohol, HBV infection, etc.). Again, CBO will certainly
be pivotal to this implementation. 

As expected, MAT was a protective factor for mortality
[ 8 , 10 , 38 ]. MAT has a beneficial impact on ART uptake and
adherence, which could mediate the impact on mortality
[39] . However, our study strongly suggests that MAT had
an effect on mortality independently of HIV. 
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Table 3. Factors associated with all-cause mortality among PWID in Vietnam 

Crude HR (95%CI) P value a Adjusted HR 

b 

RDS survey of inclusion 

RDS survey 1 Ref. 0.16 

RDS survey 2 1.4 (0.9-2.2) 

RDS survey 3 1.8 (0.9-3.6) 

Age in years c 

[19;35[ Ref < 0.001 Ref. 

[35;39[ 0.5 (0.2-1.2) 0.4 (0.2-1.0) 

[39;43[ 0.9(0.4-1.9) 0.9 (0.4-1.9) 

[43;48[ 1.8 (1.0-3.3) 1.7 (0.9-3.2) 

[48;74[ 2.2 (1.2-3.9) 2.5 (1.4-4.5) 

Male gender 1.8 (0.7-4.9) 0.20 

Marital status 

Single 1.0 (0.6-1.6) 1.00 

Married/living with partner 1.0 (0.6-1.6) 

Divorced/separated/widowed Ref. 

Salaried/employed 0.5 (0.4-0.8) 0.006 0.5 (0.3-0.8) 

Regular place to stay 0.5 (0.2-1.2) 0.17 

Duration of heroine injection, years 

< 5 Ref. 0.55 

5- < 10 0.8 (0.5-1.6) 

10- < 15 1.2 (0.7-2.1) 

≥15 1.2 (0.7-2.1) 

Use of heroin (last 6 months) c 0.7 (0.4-1.1) 0.10 

Frequency of heroin use (last 30 days) c 

No consumption 
Occasional use d 

Ref. 
0.6 (0.4-1.1) 

0.25 

Regular use e 0.7 (0.4-1.1) 

Frequency of smoked methamphetamine use (last 30 days) c 

No consumption 
Occasional use d 

Regular use e 

Ref. 
0.8 (0.5-1.2) 
1.8 (0.9-3.6) 

0.14 

Other drugs use (last 6 months) c 

Cannabis 1.6 (0.9-2.7) 0.13 

Ketamine 
At-risk alcohol consumption 

1.9 (0.8-4.3) 
0.8 (0.5-1.3) 

0.17 

0.37 

Binge drinking 1.3 (0.7-2.4) 0.46 

On methadone treatment c 0.7 (0.4-1.0) 0.04 0.6 (0.4-0.9) 

HIV status 

HIV-negative Ref. < 0.001 Ref. 

HIV-positive with VL < 1000cp/mL c 1.5 (0.9-2.3) 1.8 (1.1-3.0) 

HIV-positive with VL > 1000cp/mL c 6.2 (3.8-10.1) 7.5 (4.6-12.3) 

HCV-positive serology 1.0 (0.7-1.6) 0.95 

a Log-rank test, 
b Multivariable final cox model, 
c Time-dependent variable, 
d Less or equal to one time every 2 days), 
e More than one time every 2 days. HR, hazard ratio; RDS, respondent-driven sampling; VL, viral load; HCV, hepatitis C virus.Note: HIV-negative 

and HIV-positive cohorts were pooled together in this analysis. 
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Finally, employment was also independently associated
with a reduction of mortality. This finding highlights the
important role of resocialisation through work, leading to
better socio-economic conditions, which are an important
health determinant in general. 

Our study has several limitations. First, the follow-up
was relatively short. Second, although the proportion of
lost-to follow-up was low (4%), mortality could have been
underestimated if most of these participants died during
the study period. This is unlikely, given the main reason
of lost contact was a move to another region. Similarly,
PWID who did not agree to participate in the cohorts may
have had more risk factors (for example, viral suppression
was lower among those who did not participate). Finally,
the lack of formal verbal autopsies to ascertain the causes
of death may have contributed to misclassification. 

4.1. Methodological challenges, opportunities, and 

lessons learned 

In this hard to reach and stigmatised population, the
first methodological challenge was to reduce the lost to
follow-up rate to very low level. It was overcome by the
major involvement of CBO on the study procedures, data
collection and participant follow-up, to eventually reach
less than 5% of participants with unknown vital status.
The second methodological challenge was related to the
implementation of robust verbal autopsies to better ascer-
tain the causes of deaths. It proved very difficult to imple-
ment, given most deaths occurred outside health centres.
The consideration of the past medical history collected in
the cohort interviews, and the circumstances of death as re-
ported by CBO after interviewing in detail their family or
their drug user network, turned out an efficient procedure
to reach a consensual likely cause of death among three
clinicians. Well aware of the limitations of this approach,
we decided to use a broad and adapted categorisation to
minimise the misclassification bias. The high TB mortality
rate certainly highlights a large TB burden among PWID,
which should prompt their consideration as a priority pop-
ulation in TB control programs, which is not currently the
case. Similarly, the high mortality rate due to liver dis-
eases, certainly primarily due to HCV infection, provides
an opportunity to stress the urgent need for free DAA in
LMIC, along with mass HCV screening. The successful
strategy to end the HIV epidemic, based on the great mo-
bilisation and involvement of the PWID community itself
for reaching, testing and facilitating access to care should
also be used for both TB and HCV control. Finally, an
important lesson learned is the need to monitor mortality
and likely causes of death among PWID, as it can remain
high and require targeting specific interventions. For this
purpose, relying on CBO through their case-management
approach with PWID is the key. 

In conclusion, despite the very successful MAT and HIV
programs among PWID in Vietnam, the mortality rate in
this group remains unacceptably high. The large proportion
of avoidable TB and liver-related deaths calls for urgent
specific interventions. 

Conflict of Interest 

None. 

Funding 

This work was supported by the National Institute on
Drug Abuse at the National Institutes of health [Grant
number R01DA041978] and France National Agency for
Research on AIDS and hepatitis [Grant number ANRS
12353]. 

Acknowledgements 

We wish to thank the DRIVE scientific committee
(Gavin Bart, Perrine Roux, Jean-Pierre Daulouede, Bikas
Gurung, Laurence Weiss) for their time and very valuable
contribution. We are also grateful to the Vietnam AIDS
Administrative Committee (VAAC), to the Haiphong re-
gional health authorities, to the ANRS Vietnam site co-
ordinators (Francoise Barre-Sinoussi, Truong Thi Xuan
Lien, Phan Thi Thu Huong, Cao Thi Hue Chi), ANRS
and NIDA project officers. Finally, we warmly thank Dr
JP. Daulouede, all participating community-based organi-
sations, as well as participants of the DRIVE project. 

Supplementary materials 

Supplementary material associated with this article can
be found, in the online version, at doi: 10.1016/j.jclinepi.
2021.07.007 . 

References 

[1] Mathers BM, Degenhardt L, Bucello C, Lemon J, Wiessing L, Hick-
man M. Mortality among people who inject drugs: a systematic re-
view and meta-analysis. Bull World Health Organ 2013;91:102–23.
doi: 10.2471/BLT.12.108282. 

[2] Darke S , Degenhardt L , Mattick R . Mortality amongst illicit drug
users. Cambridge University Press; 2006 . 

[3] Larney S, Tran LT, Leung J, Santo T, Santomauro D, Hick-
man M, et al. All-Cause and Cause-Specific Mortality Among
People Using Extramedical Opioids: A Systematic Review and
Meta-analysis. JAMA Psychiatry 2020;77:493–502. doi: 10.1001/
jamapsychiatry.2019.4170. 

[4] Mathers BM, Degenhardt L. Examining non-AIDS mortality among
people who inject drugs. AIDS Lond Engl 2014;28(Suppl 4):S435–
44. doi: 10.1097/QAD.0000000000000435 . 

[5] Hayashi K, Dong H, Marshall BDL, Milloy M-J, Montaner JSG,
Wood E, et al. Sex-Based Differences in Rates, Causes, and Predic-
tors of Death Among Injection Drug Users in Vancouver, Canada.
Am J Epidemiol 2016;183:544–52. doi: 10.1093/ aje/ kwv207 . 

[6] Gibson A, Randall D, Degenhardt L. The increasing mortality bur-
den of liver disease among opioid-dependent people: cohort study.
Addiction 2011;106:2186–92. doi: 10.1111/j.1360-0443.2011.03575.
x. 

[7] Quan VM, Minh NL, Ha TV, Ngoc NP, Vu PT, Celentano DD, et al.
Mortality and HIV transmission among male Vietnamese injection

https://doi.org/10.1016/j.jclinepi.2021.07.007
https://doi.org/10.2471/BLT.12.108282
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0002
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0002
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0002
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0002
https://doi.org/10.1001/jamapsychiatry.2019.4170
https://doi.org/10.1097/QAD.0000000000000435
https://doi.org/10.1093/aje/kwv207
https://doi.org/10.1111/j.1360-0443.2011.03575.x


V.H. Vinh et al. / Journal of Clinical Epidemiology 139 (2021) 38–48 47 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

drug users. Addiction 2011;106:583–9. doi: 10.1111/j.1360-0443.
2010.03175.x. 

[8] Ma J, Bao Y-P, Wang R-J, Su M-F, Liu M-X, Li J-Q, et al. Effects
of medication-assisted treatment on mortality among opioids users: a
systematic review and meta-analysis. Mol Psychiatry 2019;24:1868–
83. doi: 10.1038/s41380- 018- 0094- 5 . 

[9] Muga R, Langohr K, Tor J, Sanvisens A, Serra I, Rey-Joly C, et al.
Survival of HIV-Infected Injection Drug Users (IDUs) in the Highly
Active Antiretroviral Therapy Era, Relative to Sex- and Age-Specific
Survival of HIV-Uninfected IDUs. Clin Infect Dis 2007;45:370–6.
doi: 10.1086/519385 . 

[10] Nosyk B, Min JE, Evans E, Li L, Liu L, Lima VD, et al. The
Effects of Opioid Substitution Treatment and Highly Active An-
tiretroviral Therapy on the Cause-Specific Risk of Mortality Among
HIV-Positive People Who Inject Drugs. Clin Infect Dis Off Publ
Infect Dis Soc Am 2015;61:1157–65. doi: 10.1093/ cid/ civ476 . 

[11] Hayashi K, Dong H, Kerr T, Dobrer S, Guillemi S, Barrios R,
et al. Declining Mortality Rates in HIV-Infected People Who In-
ject Drugs During a Seek-and-Treat Initiative in Vancouver, Canada,
1996–2014: A Prospective Cohort Study. J Infect Dis 2018;217:64–
8. doi: 10.1093/ infdis/ jix459 . 

[12] Jarlais Don Des, Khue Pham Minh, KA Jonathan Feelemyer,
Huong Duong Thi, Oanh Khuat Thi Hai, Giang Hoang Thi,
Thanh Nham Thi Tuyet, Vinh Vu Hai, Heckathorn Douglas D,
Moles Jean Pierre, Vallo Roselyne, Quillet Catherine, Rapoud Del-
phine, Michel Laurent, Laureillard Didier, Ted Hammett NN. Using
dual capture/recapture studies to estimate the population size of per-
sons who inject drugs ( PWID ) in the city of Hai Phong , Vietnam.
Drug Alcohol Depend 2018;185:106–11. doi: 10.1016/j.drugalcdep.
2017.11.033 . 

[13] Nguyen TTM, Nguyen LT, Pham MD, Vu HH, Mulvey KP.
Methadone Maintenance Therapy in Vietnam: An Overview and
Scaling-Up Plan. Adv Prev Med 2012;2012:e732484. doi: 10.1155/
2012/732484. 

[14] Giang LM, Ngoc LB, Hoang VH, Mulvey K, Rawson RA. Substance
use disorders and HIV in Vietnam since Doi Moi (Renovation):
an overview. J Food Drug Anal 2013;21:S42–5. doi: 10.1016/j.jfda.
2013.09.032. 

[15] Des Jarlais DC, Duong Thi H, Khuat Thi Hai O, Feelemyer JP,
Arasteh K, Pham Minh K, et al. Ending an HIV epidemic among
persons who inject drugs (PWID) in a middle-income country: ex-
tremely low HIV incidence among PWID in Hai Phong, Viet Nam.
AIDS Lond Engl 2020. doi: 10.1097/QAD.0000000000002712. 

[16] Duong HT, Jarlais DD, Khuat OHT, Arasteh K, Feelemyer J,
Khue PM, et al. Risk behaviors for HIV and HCV infection among
people who inject drugs in Hai Phong, Viet Nam, 2014. AIDS Behav
2018;22:2161–71. doi: 10.1007/s10461- 017- 1814- 6 . 

[17] Des Jarlais D, Thi Huong D, Khuê Pham M, Thi Hai Oanh K,
Thi Tuyet Thanh N, Arasteh K, et al. Integrated respondent driven
sampling and peer support for persons who inject drugs in Haiphong,
Vietnam: A case study with implications for interventions. AIDS
Care 2016;28:1312–15. doi: 10.1080/09540121.2016.1178698 . 

[18] Molès J-P, Vallo R, Khue PM, Huong DT, Oanh KTH, Thoa NT,
et al. HIV control programs reduce HIV incidence but not HCV
incidence among people who inject drugs in HaiPhong. Vietnam.
Sci Rep 2020;10:6999. doi: 10.1038/s41598- 020- 63990- w. 

[19] Des Jarlais DC, Thi Huong D, Thi Hai Oanh K, Khuê Pham M, Thi
Giang H, Thi Tuyet Thanh N, et al. Prospects for ending the HIV
epidemic among persons who inject drugs in Haiphong, Vietnam.
Int J Drug Policy 2016;32:50–6. doi: 10.1016/j.drugpo.2016.02.021 . 

[20] WHO Consolidated guidelines on the use of antiretroviral drugs
for treating and preventing HIV infection. WHO n.d. Available
at: http:// www.who.int/ hiv/ pub/ arv/ arv-2016/ en/ (accessed Novem-
ber 24, 2020). 

[21] Bush K, Kivlahan DR, McDonell MB, Fihn SD, Bradley KA. The
AUDIT alcohol consumption questions (AUDIT-C): an effective
brief screening test for problem drinking. Ambulatory Care Quality
Improvement Project (ACQUIP). Arch Intern Med 1998;158:1789–
95. Alcohol Use Disorders Identification Test. doi: 10.1001/archinte.
158.16.1789 . 

[22] Dawson DA, Smith SM, Saha TD, Rubinsky AD, Grant BF. Com-
parative performance of the AUDIT-C in screening for DSM-IV and
DSM-5 alcohol use disorders. Drug Alcohol Depend 2012;126:384–
8. doi: 10.1016/j.drugalcdep.2012.05.029 . 

[23] Jarlais DD, Khue PM, Feelemyer J, Arasteh K, Huong DT,
Oanh KTH, et al. Using dual capture/recapture studies to estimate
the population size of persons who inject drugs (PWID) in the city
of Hai Phong, Vietnam. Drug Alcohol Depend 2018;185:106–11.
doi: 10.1016/j.drugalcdep.2017.11.033 . 

[24] Larney S, Peacock A, Leung J, Colledge S, Hickman M, Vicker-
man P, et al. Global, regional, and country-level coverage of in-
terventions to prevent and manage HIV and hepatitis C among
people who inject drugs: a systematic review. Lancet Glob Health
2017;5:e1208–20. doi: 10.1016/S2214- 109X(17)30373- X. 

[25] Kennedy MC, Hayashi K, Milloy M-J, Wood E, Kerr T. Super-
vised injection facility use and all-cause mortality among people
who inject drugs in Vancouver, Canada: A cohort study. PLOS Med
2019;16:e1002964. doi: 10.1371/journal.pmed.1002964. 

[26] Davis JM, Suleta K, Corsi KF, Booth RE. A Hazard Analysis of Risk
Factors of Mortality in Individuals Who Inject Drugs in Denver CO.
AIDS Behav 2017;21:1044–53. doi: 10.1007/s10461- 016- 1660- y. 

[27] Lappalainen L, Hayashi K, Dong H, Milloy MJ, Kerr T, Wood E.
Ongoing impact of HIV infection on mortality among people
who inject drugs despite free antiretroviral therapy. Addiction
2015;110:111–19. doi: 10.1111/add.12736 . 

[28] Pavarin RM, Fioritti A, Sanchini S. Mortality trends among heroin
users treated between 1975 and 2013 in Northern Italy: Results of
a longitudinal study. J Subst Abuse Treat 2017;77:166–73. doi: 10.
1016/j.jsat.2017.02.009 . 

[29] Åhman A, Jerkeman A, Blomé MA, Björkman P, Håkansson A.
Mortality and causes of death among people who inject am-
phetamine: A long-term follow-up cohort study from a needle ex-
change program in Sweden. Drug Alcohol Depend 2018;188:274–
80. doi: 10.1016/j.drugalcdep.2018.03.053 . 

[30] Stoové MA, Dietze PM, Aitken CK, Jolley D. Mortality among
injecting drug users in Melbourne: A 16-year follow-up of the
Victorian Injecting Cohort Study (VICS). Drug Alcohol Depend
2008;96:281–5. doi: 10.1016/j.drugalcdep.2008.03.006 . 

[31] Nambiar D, Weir A, Aspinall EJ, Stoové M, Hutchinson S, Dietze P,
et al. Mortality and cause of death in a cohort of people who had
ever injected drugs in Glasgow: 1982–2012. Drug Alcohol Depend
2015;147:215–21. doi: 10.1016/j.drugalcdep.2014.11.008 . 

[32] Nagot N , Vu Hai V , Khuat Thi Hai O , Rapoud D , Hoang Thi G ,
Quillet C , et al. Alarming Tuberculosis rate among PWID in Viet-
nam. Abstr. 719, Boston, USA 2020 . 

[33] Meijerink H, Wisaksana R, Lestari M, Meilana I, Chaidir L, van der
Ven AJAM, et al. Active and latent tuberculosis among HIV-positive
injecting drug users in Indonesia. J Int AIDS Soc 2015;18:19317.
doi: 10.7448/IAS.18.1.19317 . 

[34] Bouscaillou J, Evanno J, Prouté M, Inwoley A, Kabran M,
N’Guessan T, et al. Prevalence and risk factors associated with HIV
and tuberculosis in people who use drugs in Abidjan, Ivory Coast.
Int J Drug Policy 2016;30:116–23. doi: 10.1016/j.drugpo.2016.02.
010. 

[35] de Vries SG, Cremers AL, Heuvelings CC, Greve PF, Visser BJ,
Bélard S, et al. Barriers and facilitators to the uptake of tuberculosis
diagnostic and treatment services by hard-to-reach populations in
countries of low and medium tuberculosis incidence: a systematic
review of qualitative literature. Lancet Infect Dis 2017;17:e128–43.
doi: 10.1016/S1473- 3099(16)30531- X. 

[36] Trinh QM, Nguyen HL, Do TN, Nguyen VN, Nguyen BH,
Nguyen TVA, et al. Tuberculosis and HIV co-infection in Vietnam.
Int J Infect Dis 2016;46:56–60. doi: 10.1016/j.ijid.2016.03.021 . 

[37] Sylla L, Bruce RD, Kamarulzaman A, Altice FL. Integration and co-
location of HIV/AIDS, tuberculosis and drug treatment services. Int
J Drug Policy 2007;18:306–12. doi: 10.1016/j.drugpo.2007.03.001 . 

https://doi.org/10.1111/j.1360-0443.2010.03175.x
https://doi.org/10.1038/s41380-018-0094-5
https://doi.org/10.1086/519385
https://doi.org/10.1093/cid/civ476
https://doi.org/10.1093/infdis/jix459
https://doi.org/10.1016/j.drugalcdep.2017.11.033
https://doi.org/10.1155/2012/732484
https://doi.org/10.1016/j.jfda.2013.09.032
https://doi.org/10.1097/QAD.0000000000002712
https://doi.org/10.1007/s10461-017-1814-6
https://doi.org/10.1080/09540121.2016.1178698
https://doi.org/10.1038/s41598-020-63990-w
https://doi.org/10.1016/j.drugpo.2016.02.021
http://www.who.int/hiv/pub/arv/arv-2016/en/
https://doi.org/10.1001/archinte.158.16.1789
https://doi.org/10.1016/j.drugalcdep.2012.05.029
https://doi.org/10.1016/j.drugalcdep.2017.11.033
https://doi.org/10.1016/S2214-109X(17)30373-X
https://doi.org/10.1371/journal.pmed.1002964
https://doi.org/10.1007/s10461-016-1660-y
https://doi.org/10.1111/add.12736
https://doi.org/10.1016/j.jsat.2017.02.009
https://doi.org/10.1016/j.drugalcdep.2018.03.053
https://doi.org/10.1016/j.drugalcdep.2008.03.006
https://doi.org/10.1016/j.drugalcdep.2014.11.008
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
http://refhub.elsevier.com/S0895-4356(21)00215-8/sbref0032
https://doi.org/10.7448/IAS.18.1.19317
https://doi.org/10.1016/j.drugpo.2016.02.010
https://doi.org/10.1016/S1473-3099(16)30531-X
https://doi.org/10.1016/j.ijid.2016.03.021
https://doi.org/10.1016/j.drugpo.2007.03.001


48 V.H. Vinh et al. / Journal of Clinical Epidemiology 139 (2021) 38–48 

 

 

 

 

 

 

 

 

 

[38] Miller WC, Hoffman IF, Hanscom BS, Ha TV, Dumchev K, Djoer-
ban Z, Scalable A, et al. Integrated Intervention to Engage People
Who Inject Drugs in HIV Care and Medication-Assisted Treatment:
A Randomized, Controlled Vanguard Trial (HPTN 074). Lancet
Lond Engl 2018;392:747–59. doi: 10.1016/S0140- 6736(18)31487- 9 .
[39] Low AJ, Mburu G, Welton NJ, May MT, Davies CF, French C, et al.
Impact of Opioid Substitution Therapy on Antiretroviral Therapy
Outcomes: A Systematic Review and Meta-Analysis. Clin Infect Dis
Off Publ Infect Dis Soc Am 2016;63:1094–104. doi: 10.1093/cid/
ciw416 . 

https://doi.org/10.1016/S0140-6736(18)31487-9
https://doi.org/10.1093/cid/ciw416

	A cohort study revealed high mortality among people who inject drugs in Hai Phong, Vietnam
	1 Introduction
	2 Methods
	2.1 Participant recruitment and follow-up
	2.2 Outcomes
	2.3 Statistical analysis

	3 Results
	3.1 Characteristics of participants
	3.2 Mortality rates
	3.3 Cause of death and predictors of all-cause mortality

	4 Discussion
	4.1 Methodological challenges, opportunities, and lessons learned

	Conflict of Interest
	Funding
	Acknowledgements
	Supplementary materials
	References


