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Abstract

Background: This study aims to describe the trends in and determinants of six month mortality and loss to follow up (LTFU)
during 2005-2009 in 13 outpatient clinics in Vietnam.

Method: Data were obtained from clinical records of 3,449 Vietnamese HIV/AIDS patients aged 18 years or older who
initiated ART between 1 January 2005 and 31 December 2009. Mantel-Haenszel chi-square test, log rank test were
conducted to examine the trends of baseline characteristics, six month mortality and LTFU. Cox proportional hazards
regression models were performed to compute hazard ratio (HR) and 95% Confidence Interval (Cl).

Results: Though there was a declining trend, the incidence of six month mortality and LTFU remained as high as 6% and
15%, respectively. Characteristics associated with six month mortality were gender (HR females versus males 0.54, 95%Cl:
0.34-0.85), years of initiation (HR 2009 versus 2005 0.54, 95%Cl: 0.41-0.80), low baseline CD4 (HR 350-500 cells/mm? versus
<50 cells/mm?* 0.26, 95%Cl: 0.18-0.52), low baseline BMI (one unit increase: HR 0.96, 95%Cl: 0.94-0.97), co-infection with TB
(HR 1.61, 95%Cl: 1.46-1.95), history of injecting drugs (HR 1.58, 95%Cl: 1.31-1.78). Characteristics associated with LTFU were
younger age (one year younger: HR 0.97, 95%Cl: 0.95-0.98), males (HR females versus males 0.82, 95%Cl: 0.63-0.95), and
poor adherence (HR 0.55, 95%Cl: 0.13-0.87).

Conclusions: To reduce early mortality, special attention is required to ensure timely access to ART services, particularly for
patients at higher risk. Patients at risk for LTFU after ART initiation should be targeted through enhancing treatment
counselling and improving patient tracing system at ART clinics.
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Despite significant expansion and increased coverage of HIV
care and treatment in Vietnam, high rates of LTFU (e.g., 12% in
2009 nationwide) have been reported [14], with many deaths

Introduction

Loss to follow up (LTFU) and mortality after initiation of

antiretroviral therapy (ART) are commonly used outcomes to
evaluate the effectiveness of ART and to identify opportunities
for program improvement [1-3]. Both the socio-demographic
and clinical characteristics of patients at ART initiation can
predict the rates of LTFU and mortality [1,4]. For patient
characteristics, low baseline CD4 count and TB or other co-
infections have been consistently associated with early mortality
[1,5,6], while age and baseline BMI have been associated with
early mortality in Myanmar [7] and Johannesburg [8], but not in
South Africa [1,8-10], and being male is positively associated
with LTFU in South Africa [11] and Tanzania [12] but not in
Lesotho [13].
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being recorded in the first year following ART initiation (e.g., first
year mortality rate was 8.7 per 100 person-years) [15]. Three
studies have examined LTFU and mortality rates in patients
receiving ART. One study conducted in 27 adult and 4 paediatric
clinics (4,531 adults and 313 children) reported that while the
12 month LTFU rate in patients initiating AR'T in 2007-2009 was
18.8% [14], the rate was significantly lower in tertiary-level clinics
compared with secondary-level clinics, but higher in clinics serving
less than 100 patients. Another study involving 640 patients in 13
outpatient clinics in Quang Ninh province identified a number of
significant predictors of AIDS-related mortality within 15 months
of initiation to ART: being older, initiating ART at a relatively late
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clinical stage (i.e., stage III or IV), having a low baseline BMI and
a low baseline CD4 cell count [16]. This study also found that
being male and having a low BMI or CD#4 cell count at baseline
were significantly associated with early mortality [17]. To date,
however, no studies have identified patient characteristics associ-
ated with LTFU or considered mortality in the first six months as
an outcome. Furthermore, having a short follow up (=3 years),
these studies could not assess the trend of these two important
outcomes.

LTFU and early mortality present key challenges in the
implementation of ART programmes. High rates of early
mortality, in particular, can reflect a high level of treatment
failure, drug resistance, or poor adherence to treatment regimens
[5,6,8]. Similarly, a high level of LTFU can be a marker of
deficiencies in treatment counselling and patient tracing system at
the ART clinic [8,18,19]. Understanding trends in, and determi-
nants of, LTFU and early mortality, therefore, is important in
optimising ART patient outcomes, especially in Vietnam where
there has been a recent and rapid up-scaling of ART services. This
study aimed to: (i) describe the trends in early mortality and LTFU
in HIV patients who initiated the treatment within the first
five years of the country’s national ART programme (2005-2009);
(i1) identify patient demographic and clinical characteristics that
predict LTFU and six month mortality.

Methods

Study design and sample size

A prospective study design was used. The complete description
of cohort participants and the selection of clinics has been
previously published [17]. Briefly, the study sample contained
3,449 adults (=18 years) who iitiated ART from 1st of January,
2005 to 31st of December, 2009 in 13 outpatient clinics, located in
six provinces across different geographic regions in Vietnam.
Ethical approval was granted by the Hanoi School of Public
Health Ethical Review Board before data collection was conduct-
ed: Participants provided their written informed consent to
participate in this study. The consent forms were provided to
the patients, and signatures were obtained. This consent procedure
was approved by the Hanoi School of Public Health Ethical
Review Board.

Data collection and measurements

In the present analysis, outcome measures were deaths
occurring in the first six months of ART and patients who were
identified as LTFU during the entire follow up period. Patients
were defined as LTFU based on the patient records: if they had
started ART and were absent from the clinic for more than
three months and did not return to the clinics by the end of the
study period (30 November 2010).

Independent variables included: baseline age (expressed in
years) and gender; transmission routes (injecting drug use [IDU],
unsafe sex [USS]); baseline clinical characteristics (body mass
index [BMI], CD4 cell counts, WHO clinical stage, TB co-
infection, opportunistic infection [OI], Cotrimoxazol [CTX] use);
adherence to treatment every six months following ART initia-
tion; and the (calendar) year of ART initiation. Adherence was
designated as “Good” if patient had >95% self-reported
adherence rate in the previous month, and “Poor” if the patient
had <95%.

Statistical analysis
Descriptive statistics were performed to derive means and
standard deviations for continuous variables (age, baseline BMI)
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and to provide frequency distributions for categorical variables
(proportion of WHO stage IV, proportion of IDU, USS, gender,
baseline OI, baseline C'TX, baseline TB, treatment adherence).
Difference in trend of proportion of baseline WHO stage, baseline
OlI, baseline CTX, baseline TB by initiation years were assessed
by Mantel-Haenszel chi-square test. Differences in trend of
six month mortality and LTFU by initiation years were assessed
using log rank test. The relationships between baseline character-
istics and outcomes were tested using proportional hazards
regression models. Crude and adjusted hazard ratios (HR) and
95% Confidence Intervals (CI) were reported. All analyses were
performed using SAS (version 9.2).

The analysis began with univariate analysis to identify
characteristics that were likely to be associated with the outcome
(»p<<0.25), and these variables were subsequently fitted into the
initial multivariate Cox regression models. Among variables that
were not significantly associated with the outcome (p>0.05), the
one that was least significant (highest p value) was removed and the
model refitted with the remaining variables. This procedure was
repeated in a backward stepwise manner. In the final model, only
variables that were significantly associated with the outcome
(p=0.05) were retained.

Results

Patient characteristics

The current analysis involved 3,449 patients, 75% being
males, who initiated ART between 1* of January 2005 and 31*
December 2009. By the end of the study, there were a total of
18,751 person-years of follow-up (median 1.38 years, interquar-
tile range [IQR] 0.75-2.47). The mean age at baseline was
30 years old, 65% were infected through injecting drugs. After
five years of follow up, 198 (5.7%) patients have died within first
six months on ART, 530 (15.4%) patients were lost to follow up.
The descriptive information of study participants in the cohort,
the patients died in the first six months of ART, and the LTFU
are presented in Table 1.

Trends in patient clinical characteristics and outcomes

As summarised in Table 2, overall, numbers of initiation
patients increased progressively by calendar year from 105 in
2005 to 966 in 2008. In each year from 2005 (when the ART
program in Vietnam was initiated), patients were enrolled at a
less advanced clinical stage and with higher baseline CD4 cell
counts. Specifically, baseline CD4 cell counts increased from 59
cells/mm® (SD: 45) in 2005 to 101 (SD: 86) cells/mm® in 2009
(simple linear regression p =0.001). The proportion of patients at
Stage IV decreased from 61% in 2005 to 39% in 2009 (Mantel-
Haenszel chi-square test p=0.01). However, there was no
significant trend in the proportion of patients with baseline OI
(Mantel-Haenszel p=0.43), TB co-infection (Mantel-Haenszel
p=0.51), and baseline CTX use (Mantel-Haenszel p=0.73). As
presented in Figure 1, between 2005 and 2009, the six month
mortality rate declined from 11.2 to 7.5 per 100 person years (log
rank test p=0.001), and the overall LTFU decreased from 16.2
to 8.9 per 100 person years (log rank test p=0.001).

Associations between baseline characteristics and 6-
month mortality

Table 3 shows that there is a strong association between year of
initiation and the risk of six month mortality. After adjustment for
other covariates, being enrolled in 2009 was significantly associated
with a 46% lower risk of death within the first 6 months, compared
with being initiated in 2005 (adjusted HR, 0.54, 95% CI 0.41-0.80).
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Table 1. Summary of baseline characteristics of PLHIV in 13 outpatient clinics in Vietnam [N = 3,449].

Patients who died within

six months of ART

Patients who were lost to

Total PLHIV

Characteristics follow up during study period
N=198 N=530 N=3,449
n (%) n (%) n (%)
Baseline age years mean (SD) 29.5 (5.8) 29.2 (6.0) 30.3 (6.6)
Gender Male 141 (71.2) 426 (80.4) 2,573 (74.6)
Female 57 (28.8) 104 (19.6) 876 (25.4)
Baseline CD4 <50 99 (50.0) 305 (57.5) 1,538 (44.6)
(cells/mm?) 50-100 72 (36.4) 82 (15.5) 503 (14.6)
100-200 20 (10.1) 87 (16.4) 649 (18.8)
200-350 1(0.5) 38 (7.2) 320 (9.3)
350-500 0 (0.0) 10 (1.9) 53 (1.5)
>500 0 (0.0) 4(0.8) 43 (1.2)
Missing 6 (3.0) 4(0.8) 343 (9.9)
ART initiation year 2005 62 (31.3) 23 (4.3) 105 (3.0)
2006 47 (23.7) 123 (23.2) 497 (14.4)
2007 38 (19.2) 128 (24.2) 891 (25.8)
2008 26 (13.1) 151 (28.5) 966 (28.0)
2009 14 (7.1) 89 (16.8) 843 (24.4)
Missing 11 (5.6) 16 (3.0) 147 (4.3)
History of IDU? Yes 152 (76.8) 380 (71.7) 2,250 (65.2)
No 43 (21.7) 98 (18.5) 937 (27.2)
Missing 3 (1.5) 52 (9.8) 262 (7.6)
History of USSP Yes 78 (39.4) 124 (234) 1,070 (31.0)
No 107 (54.0) 358 (67.5) 2,270 (65.8)
Missing 13 (6.6) 48 (9.1) 109 (3.2)
Baseline BMI® kg/m2 13.92 (7.3) 16.33 (6.1) 16.63 (8.4)
Baseline OI¢ Yes 128 (64.6) 364 (68.7) 1,962 (56.9)
No 49 (24.7) 134 (25.3) 1,191 (34.5)
Missing 21 (10.6) 32 (6.0 296 (8.6)
Baseline CTX® Yes 107 (54.0) 372 (70.2) 2,115 (61.3)
No 82 (41.5) 124 (23.4) 916 (26.6)
Missing 9 (4.5) 34 (6.4) 418 (12.1)
Baseline TB Yes 150 (75.8) 398 (75.1) 1,121 (32.5)
No 41 (20.7) 113 (21.3) 2,091 (60.6)
Missing 7 (3.5) 19 (3.6) 237 (6.9)
Baseline WHO stage Stage | 8 (4.0) 8 (1.5) 76 (2.2)
Stage Il 24 (12.1) 54 (10.2) 434 (12.6)
Stage Il 38 (19.2) 74 (14.0) 692 (20.1)
Stage IV 109 (55.1) 378 (71.3) 1,919(55.6)
Missing 19 (9.6) 16 (3.0) 328 (9.5)
Adherence Poor 81 (40.9) 425 (80.2) 975 (28.3)
Good 105 (53.0) 78 (14.7) 2,145 (62.2)
Missing 12 (6.1) 27 (5.1) 329 (9.5)

Also, having a baseline CD4 cell count of 200-350 cells/mm® was
significantly associated with a 67% lower risk of death in the first
6 months after ART initiation, compared with having a baseline
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2. IDU: Injecting drug user, °: USS: Unsafe sex, : BMI: Body mass index, : Ol: Opportunistic infection, ¢: CTX:
Cotrimoxazol use, - TB: Tuberculosis.
doi:10.1371/journal.pone.0073181.t001

CD4 count below 50 cells/mm”® (adjusted HR, 0.33, 95% CI 0.14—

0.35).

The risk of six month mortality was significantly lower for
females (adjusted HR, 0.54, 95% CI 0.34-0.85), but higher for
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being infected via injecting drugs (adjusted HR, 1.58, 95% CI
1.31-1.78), having TB at initiation (adjusted HR, 1.61, 95%CI
1.46-1.95), or being at a more advanced WHO clinical stage
(adjusted HR stage IV compared to stage I, 3.51, 95%CI 1.26
9.77). Furthermore, for every unit increase in BMI, the risk of
early mortality reduced by 4% (adjusted HR, 0.96, 95% CI 0.94—
0.97).

Baseline age (for one year younger: adjusted HR 1.00, 95%CI
0.98-1.02), opportunistic infection (adjusted HR, 1.29, 95%CI
0.96-1.73), baseline Cotrimoxazol use (adjusted HR, 0.43,
95%CI 0.33-1.97), and adherence in the first six months
(adjusted HR, 0.16, 95%CI 0.06-1.28) were not significantly
associated with mortality in the first six months after ART
initiation.
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Table 2. Summary of baseline characteristics, six month mortality, and LTFU by years of ART initiation in PLHIV in 13 outpatient
clinics in Vietnam.
Year 2005 Year 2006 Year 2007 Year 2008 Year 2009
Characteristics (n=105) (n=497) (n=891) (n=966) (n=843) p-value®
Baseline age years mean (SD) 28.8 (6.5) 293 (6.2) 30.1 (6.3) 30.9 (6.8) 30.5 (6.9) 0.37
Gender Male 87 (82.9) 380 (76.5) 680 (76.3) 688 (71.2) 613 (72.7) 0.25
Female 18 (17.1) 117 (23.5) 211 (23.7) 278 (28.8) 230 (27.3)
Baseline CD4 (cells/mm?) 59 (45) 87 (78) 91 (80) 94 (86) 101 (86) 0.00
Mean (SD)
History of IDUC Yes 76 (72.6) 324 (65.2) 655 (73.5) 679 (70.3) 542 (64.3) 0.57
No 21 (19.8) 128 (25.7) 202(22.7) 244 (25.2) 263 (31.2)
Missing 8 (7.6) 45 (9.1) 34 (3.8) 43 (4.5) 38 (4.5)
History of uss? Yes 41 (39.2) 213 (42.9) 259 (51.8) 311 (51.3) 314 (39.0) 0.32
No 55 (52.2) 256 (51.5) 605 (67.9) 626 (64.8) 507 (60.1)
Missing 9 (8.6) 28 (5.6) 27 (3.0) 29 (3.0 22 (2.6)
Baseline BMI® kg/m? 16.0 (6.9) 16.9 (6.8) 17.2 (5.9) 18.1 (5.4) 18.2 (7.11) 0.26
Baseline OIf Yes 54 (51.2) 248 (49.9) 462 (51.8) 496 (51.3) 329 (39.0) 0.43
No 40 (38.3) 230 (46.3) 401 (45.1) 436 (45.2) 486 (57.7)
Missing 11 (10.5) 19 (3.8) 28 (3.1) 34 (3.5) 28 (3.3)
Baseline CTX? Yes 66 (63.0) 388 (78.0) 719 (80.7) 820 (84.9) 721 (85.5) 0.73
No 27 (25.6) 73 (14.8) 130 (14.6) 105 (10.9) 90 (10.7)
Missing 12 (11.4) 36 (7.2) 42 (4.7) 41 (4.2) 32 (3.8)
Baseline TB" Yes 38 (36.0) 169 (34.0) 268 (30.1) 298 (30.9) 257 (30.5) 0.51
No 53 (50.7) 296 (59.6) 575 (64.5) 625 (64.6) 548 (65.0)
Missing 14 (13.3) 32 (6.4) 48 (5.4) 43 (4.5) 38 (4.5)
Baseline WHO stage Stage IV 64 (61.0) 268 (54.0) 407 (45.7) 396 (41.0) 330 (39.1) 0.01
Other stage 29 (27.6) 191 (38.4) 445 (49.9) 533 (55.2) 480 (57.0)
Missing 12 (11.4) 38 (7.6) 39 (4.4) 37 (3.8) 33 (3.9)
Adherence Poor 32 (30.0) 139 (28.0) 276 (31.0) 213 (22.0) 143 (17.0) 0.28
Good 63 (59.5) 327 (65.8) 580 (65.1) 714 (74.0) 666 (79.0)
Missing 11 (10.5) 31 (6.2) 35 (3.9) 39 (4.0) 34 (4.0)
Six month mortalityb 11.2 (8.5-13.7) 9.9 (6.7-10.7) 9.8 (6.4-11.5) 8.7 (6.1-10.4) 7.5 (4.8-9.6) <0.01
Overall LTFUP 16.2 (10.3-19.4) 14.1 (11.1-18.7) 13.8 (8.6-14.9) 9.8 (5.9-11.0) 7.1 (5.3-10.5) <0.01
2: p value from simple linear regression tests were presented for baseline CD4, baseline age, and baseline BMI; p value from Mantel-Haenszel chi-square tests were presented
for gender, history of IDU, history of USS, baseline Ol, baseline CTX, baseline TB, baseline WHO stage, and adherence; p value from log rank tests were presented for six month
mortality and overall LTFU.
b: Six month mortality and overall LTFU were presented as rates per 100 person years with confidence interval.
< IDU: Injecting drug user, % USS: Unsafe sex, ¢: BMI: Body mass index, *: Ol: Opportunistic infection, 9: CTX:
Cotrimoxazol use, ": TB: Tuberculosis.
doi:10.1371/journal.pone.0073181.t002

Associations between patient characteristics and LTFU

In both univariate and multivariate models, younger patients
were more likely to be LTTFU than older patients (for one year
younger: adjusted HR, 0.97, 95% CI 0.95-0.98). The risk of
LTFU was significantly lower for females than for males (adjusted
HR, 0.82, 95% CI 0.63-0.95), but was higher for those infected
via IDU (adjusted HR, 1.40, 95% CI 1.25-1.89) and those who
had TB at ART initiation (adjusted HR, 1.28, 95% CI 1.05-1.72).
Being enrolled in 2009 was significantly associated with a lower
risk of LTFU, compared with being enrolled in 2005 (adjusted
HR, 0.85, 95% CI 0.32-0.91). Poor adherence was also
significantly associated with LTFU in the same direction (adjusted
HR, 0.55, 95% CI 0.13-0.87).

Baseline Cotrimoxazol use (adjusted HR, 0.47, 95%CI 0.14—
1.47), baseline WHO clinical stage (adjusted HR stage IV
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Figure 1. Trends in six month Mortality and LTFU by calendar years in 13 outpatient clinics in Vietham (N =3,449).

doi:10.1371/journal.pone.0073181.g001

versus stage 1, 3.10, 95%CI 0.98-3.92), baseline CD4 (adjusted
HR 200-350 versus <50 cells/mm?, 0.56, 95%CI 0.28-1.12), and
baseline BMI (for one unit increase: adjusted HR, 0.97, 95%CI
0.88-1.03) were not significantly associated with LTFU over the
entire study period.

Discussion

This study is the first published report to examine determinants
of early mortality and loss to follow up among HIV patients
receiving ART in Vietnam. In this well-defined cohort, we have
identified patient characteristics that predict early mortality and
LTFU in a resource-limited setting where a rapid scaling up of the
ART programme is underway. Being male, having initiated ART
in an earlier year, having a history of IDU and being co-infected
with TB were all independently associated with a higher risk of
both 6 month mortality and LTFU. Low baseline CD4 counts and
BMI were significantly associated with early mortality, while being
younger and having poor treatment adherence were predictive of
LTFU. Baseline OI, baseline CTX did not identify patients at a
higher risk for either of the two outcomes.

Our analysis showed a declining trend in the incidence of
six month mortality and LTFU over the first five years of the
ART programme in Vietnam. While the decreased trend in
mortality rates was consistently observed in Africa [1,6,20], the
reduced LTFU rates contrasts with the findings from South
African studies [1,20]. In conjunction with the rapid scaling up of
ART treatment, the increased coverage of HIV-related services,
improved quality of ART counselling [15], and less stringent
eligible criteria to enrol patients with a less advanced HIV disease
[21] could be key explanations for these positive outcomes.

PLOS ONE | www.plosone.org

However, the six month mortality rate of 6% and the LTFU rate
of 15% were still high, compared with other low- or middle-
income countries where ART was implemented during the same
period of time. LTFU in Myanmar, for example, was only 7%
during this period [7].

Consistent with established evidence linking low baseline CD4
counts and higher risk of mortality, the present analysis showed
that a low CD4 count level at ART initiation was a strong
predictor of death within the first six months following treatment.
Given 50% of patients initiated ART when their baseline CD4 cell
count was below 50 cells/mm?, it is likely that the contribution of
late ART initiation to mortality is substantial in the study cohort.
Reasons previously identified for late initiation to ART in Vietnam
and elsewhere include barriers to voluntary counselling and testing
services, lack of routine CD4 cell count testing for newly diagnosed
patients [22], long waiting time to enter programs, and stringent
eligible criteria for ART initiation [21,22]. As Vietnam has
adopted WHO recommendations to initiate ART at a higher level
of CD4 counts, special attention is required to strengthen post-test
counselling as well as to improve CD4 count testing services, in
order to ensure all patients have timely access to ART before the
CD4 counts drop to a low level.

Positive  associations between TB co-infection and early
mortality have been consistently reported [9,16]. Our observation
of a strong relationship further confirms the role of TB in early
mortality among Vietnamese HIV infected patients receiving
ART. This is of particular importance as Vietnam has a high
prevalence of TB and high proportions HIV-related deaths (e.g.,
of 40% [16]). Given that 33% of cohort participants were co-
infected with TB at ART initiation, better integration of TB and
HIV treatment could be usefully adopted at ART clinics. While
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TB- HIV integrated services have been suggested to reduce
mortality and morbidity of both diseases in Vietnam [23,24], this
is yet to occur [25].

Poor adherence was an independent predictor for LTTFU in our
analysis, which replicates findings in other countries [26-28]. The
absence of a statistically significant association between poor
adherence and early mortality is also not without precedent: a
Botswana study, for example, showed high rates of early mortality
despite a high level of ART adherence [29]. One randomized
control trial conducted in Quang Ninh province, Vietnam [16]
also found no significant relationship between treatment adher-
ence early mortality following ART initiation. The most likely
explanation for these findings is that patients enrolled in these
ART programs when their immunodeficiency was already too far
advanced to protect them against early mortality, despite their
good treatment adherence.

That 15.4% of patients were lost to follow up in the first
12 months of ART highlights that the patient tracking system in
the study clinics could be improved. Two measures have been used
to track patients through their clinical care since the inception of
ART in Vietnam: telephone or text messages via mobile phone,
and in-person field contact by peer educators or community-based
support groups [30]. However, the implementation has not been
without challenges. Available studies noted that home-based visits
are not possible for the many patients who refuse to provide
complete or accurate contact details, due to concerns over stigma
and their confidentiality [30]. Also, many patients frequently
change their residential location and thus cannot be easily tracked
over time. Telephone or text message reminders are also difficult
as many patients often change their number for the fear that their
HIV status can be disclosed to their families or relatives [31]. To
reduce LTIFU, current patient tracking efforts will need critical
assessment and special efforts are required to identify effective
intervention strategies.

Our analysis indicated that patients with an IDU history were
more likely than others to be lost to follow up. This was possibly
because IDU participants feel that they have a double-stigma, not
returning the ART clinic for continuing treatment. Furthermore,
the presence of additional illness associated with injecting drugs
may detract from the time allocated for ART services as there may
be a need to attend other preventive and curative health services
such as methadone treatment, needle exchanges, or treatment of
other co-infections (i.e., hepatitis C, TB). More importantly, earlier
studies in Vietnam and elsewhere [32] [33-35] noted that most
HIV positive IDUs continue to inject drugs when they are on
ART. Craving for drugs may inhibit their ability to adhere to their
treatment schedule.

Younger age was the only demographic characteristic that
predicted LTFU. This finding is consistent with a number of
studies in Eastern, Southern, and Western Africa [36-38] [20],
although other studies reported that older age is a significant
predictor [8,39] [7]. That young age is associated with LTFU may
be explained by the fact that a large proportion of Vietnamese
HIV patients receiving ART have an IDU history [40] and most
IDUs are younger than non-IDU patients [32]. In the present
analysis, there was statistic evidence indicating that the average
age at ART initiation in the IDU group was significantly lower
than the average age in the non-IDU group (28.7 versus 30.2,
$<<0.001) (data not shown).

Our study has several limitations. First, LTFU patients may
have been identified simply on the basis of persistent absence
from clinic appointments without tracing patients who have died
without notification to the clinic. A recent study in South Africa,
for example, found that 20-60% of patients LTFU have died
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during the follow wup [41]. This shortcoming may have
underestimated the true mortality rate among the cohort
participants. To overcome this limitation, we used nomogram
method [42] to correct mortality for LTFU, and the results are
following: (i) Kaplan-Meier estimate for mortality of patients not
lost to follow up: 5.74% (4.96, 6.52); (1) Kaplan-Meier estimate
for mortality of patients lost to follow up: 25% (16.6, 27.5); (iii)
Estimate of overall mortality (%) for programme 8.7% (7.6, 10.0).

Second, data available for the present analysis were based on
clinical records that were entirely dependent on the discretion of
the responsible clinic staff leading to missing values in a number of
variables. However, the missing values are likely to have minor
impacts on the findings as they accounted for less than 5%.
Further, as human resource shortages were reported in many
clinics during the study period [22], it is possible that some patients
may have been erronecously classified as LTFU by clinic staff who
may already be overwhelmed with clinical duties.

Third, the definition of LTFU (no attendance
three months of the last scheduled visit) may have resulted in
misclassification between treatment interruption and LTFU given
some patients may have returned to a clinic after three months.
Further analysis, however, showed that only 19 (0.6%) patients
returned to a clinic more than three months after their last

within

scheduled visit which clearly indicates that the impact of any
such misclassification on the overall findings would be minimal.
Similarly, the transfer of patients between AR'T clinics is unlikely
to have resulted in them being misclassified as LTFU because all
transfers require a referral letter from the old to the new clinic
and details of the transfer must be recorded in patient records.

Fourth, the quality of the services provided by outpatient clinics,
which may have a significant impact on LTFU and mortality,
were not investigated in our study. Finally, the extent to which the
findings are generalizable to all of Vietnam is unclear, given this
study comprised 13 clinics from five provinces. Despite these
shortcomings, a robust and consistent data protocol was adhered
to which would minimize coding issues.

Conclusion

Findings from this study suggest that the rapid expansion of the
national ART programme in Vietnam has produced positive
impacts. This was reflected in more patients being enrolled at
earlier clinical stages with higher baseline CD4 counts, and
decreased mortality and LTFU. However, the incidence of early
mortality and LTFU remained significant and could benefit from
further system and programmatic improvement. To reduce early
mortality, special attention is required to ensure timely access to
ART services. Loss to follow up also requires improvements after
ART initiation. People who start ART with lower adherence,
young people, and injecting drug users should be targeted through
improving treatment counselling and the patient tracing system at
ART clinics. Given that the number of HIV patients receiving
ART in Vietnam will continue to increase resulting from the less
stringent initiation criteria, additional studies are also needed to
identify effective public health and medical interventions to reduce
mortality and LTFU as well as to improve treatment outcomes,
especially for the high-risk patient groups.

Acknowledgments

The authors appreciate the support provided by Professor Anh Vu Le, The
Head of Hanoi School of Public Health. The authors are grateful for the
technical assistance supported by Professor Peter Hill, the University of
Queensland.

September 2013 | Volume 8 | Issue 9 | e73181



Author Contributions

Conceived and designed the experiments: DAT CD. Performed the
experiments: DAT ADN. Analyzed the data: DAT ADN LZ DPW AS.

References

1.

Cornell M, Grimsrud A, Fairall L, Fox MP, van Cutsem G, et al. (2010)
Temporal changes in programme outcomes among adult patients initiating
antiretroviral therapy across South Africa, 2002-2007. AIDS. 24 [14]:2263-70
doi: 10.1097/QAD.0b013e32833d45c5.

. Chi BH, Cantrell RA, Mwango A, Westfall AO, Mutale W, et al. (2010) An

Empirical Approach to Defining Loss to Follow-up Among Patients Enrolled in
Antiretroviral Treatment Programs. American Journal of Epidemiology. 171
[8]:924-31.

Geng EH, Bangsberg DR, Musinguzi N, Emenyonu N, Bwana MB, et al. (2010)
Understanding Reasons for and Outcomes of Patients Lost to Follow-Up in
Antiretroviral Therapy Programs in Africa Through a Sampling-Based
Approach. JAIDS Journal of Acquired Immune Deficiency Syndromes. 53
[3]:405-11 doi: 10.1097/QAI.0b013e3181b843f0.

. Wandeler G, Keiser O, Pfeiffer K, Pestilli S, Fritz C, et al. (2012) Outcomes of

Antiretroviral Treatment Programs in Rural Southern Africa. JAIDS Journal of
Acquired Immune Deficiency Syndromes. 59 [2]: €9-e16 doi: 0.1097/
QAILO0b013e31823edbba.

. Auld AF, Mbofana F, Shiraishi RW, Sanchez M, Alfredo C, et al. (2011) Four-

Year Treatment Outcomes of Adult Patients Enrolled in Mozambique’s Rapidly
Expanding Antiretroviral Therapy Program. PLoS ONE. 6 [4]: ¢18453.

. Coetzee D, Hildebrand K, Boulle A, Maartens G, Louis F, et al. (2004)

Outcomes after two years of providing antiretroviral treatment in Khayelitsha,
South Africa. AIDS. 18:887-95.

Sabapathy K, Ford N, Nyein Chan K, Kyaw Kyaw M, Elema R, et al. (2012)
Treatment Outcomes From the Largest Antiretroviral Treatment Program in
Myanmar [Burma]: A Cohort Analysis of Retention After Scale-Up. JAIDS

Journal of Acquired Immune Deficiency Syndromes. 60 [2]: e53-¢62 doi:

10.1097/QAIL.0b013e31824d5689.

. Dalal RP, MacPhail C, Mqghayi M, Wing J, Feldman C, et al. (2008)

Characteristics and Outcomes of Adult Patients Lost to Follow-Up at an
Antiretroviral Treatment Clinic in Johannesburg, South Africa. JAIDS Journal
of Acquired Immune Deficiency Syndromes. 47 [1]:101-7 doi: 10.1097/
QAILO0b013e31815b833a.

. Bassett IV, Chetty S, Wang B, Mazibuko M, Giddy ], et al. (2012) Loss to

Follow-Up and Mortality Among HIV-Infected People Co-Infected With TB at
ART Initiation in Durban, South Africa. JAIDS Journal of Acquired Immune
Deficiency Syndromes. 59 [1]:25-30 doi: 10.1097/QAI.0b013e31823d3aba.

. Lawn SD, Myer L, Harling G, Orrell C, Bekker L-G, et al. (2006) Determinants

of Mortality and Nondeath Losses from an Antiretroviral Treatment Service in
South Africa: Implications for Program Evaluation. Clinical Infectious Diseases.

43 [6]:770-6.

. Cornell M, Myer L, Kaplan R, Bekker L-G, Wood R. (2009) The impact of

gender and income on survival and retention in a South African antiretroviral
therapy programme. Tropical Medicine & International Health. 14 [7]:722-31.

. Hawkins C, Chalamilla G, Okuma J, Spiegelman D, Hertzmark E, et al. (2011)

Sex differences in antiretroviral treatment outcomes among HIV-infected adults
in an urban Tanzanian setting. AIDS. 25 [9]:1189-97 doi: 10.097/QAD.
0b013e3283471deb.

. Ford N, Kranzer K, Hilderbrand K, Jouquet G, Goemaere E, et al. (2010) Early

initiation of antiretroviral therapy and associated reduction in mortality,
morbidity and defaulting in a nurse-managed, community cohort in Lesotho.
AIDS. 24 [17]:2645-50 doi: 10.1097/QAD.0b013e32833ec5b2

. Do TN, Nguyen TMT, Do MH, Masaya K, Dang TB, et al. (2012) Combining

Cohort Analysis and Monitoring of HIV Early-Warning Indicators of Drug
Resistance to Assess Antiretroviral Therapy Services in Vietnam. Clinical
Infectious Diseases. 54 [suppl 4]: S306-S12.

. Vietnam Administration for HIV/AIDS Control [VAAC]. (2010) Prelimiary

results of the national evaluation of clinical and immunological response to ARV
of adult patients in Vietnam. Hanoi: Vietnam Administration for HIV/AIDS
Control [VAAC].

. Cuong DD, Thorson A, Sénnerborg A, Hoa NP, Chuc NTK, et al. (2012)

Survival and causes of death among HIV-infected patients starting antiretroviral
therapy in north-eastern Vietnam. Scandinavian Journal of Infectious Diseases.
44 [3]:201-8.

. Tran D, Shakeshaft A, Ngo A, Mallitt K-A, Wilson D, et al. (2013) Determinants

of Antiretroviral Therapy Initiation and Treatment Outcomes for People Living
With HIV in Vietnam. HIV Clinical Trials. 14 [1]:21-33.

. Brinkhof MWG, Spycher BD, Yiannoutsos C, Weigel R, Wood R, et al. (2010)

Adjusting Mortality for Loss to Follow-Up: Analysis of Five ART Programmes in
Sub-Saharan Africa. PLoS ONE. 5 [11]: e14149.

. Weigel R, Hochgesang M, Brinkhof M, Hosseinipour M, Boxshall M, et al.

(2011) Outcomes and associated risk factors of patients traced after being lost to
follow-up from antiretroviral treatment in Lilongwe, Malawi. BMC Infectious
Diseases. 11 [1]:31.

PLOS ONE | www.plosone.org

Antiretroviral Therapy in Vietham

Contributed reagents/materials/analysis tools: DAT ADN AS. Wrote the
paper: DAT ADN CD AS.

20.

26.

27.

28.

29.

30.

31

32.

33.

34.

36.

37.

38.

39.

40.

41.

42,

Ekouevi D, Balestre E, Ba-Gomis FO, Eholie SP, Maiga M, et al. (2010) Low
retention of HIV-infected patients on antiretroviral therapy in 11 clinical
centers. Tropical Medicine and International. 15 [Suupll]:34-42.

. Ministry of Health. (2007) National HIV AIDS Care and Treatment Guidelines.

Hanoi: Medical Publishing House.

. Tran DA, Shakeshaft A, Ngo AD, Rule J, Wilson DP, et al. (2012) Structural

Barriers to Timely Initiation of Antiretroviral Treatment in Vietnam: Findings

from Six Outpatient Clinics. PLoS ONE. 7 [12]: ¢51289.

. Martinson N, Hale M, Karstaedt A. (2007) Causes of death in HIV-infected

adults with TB admitted to 2 hospitals in Soweto, South Africa. In: , editor. 14th
Conference on Retroviruses and Opportunistic Infections,; Los Angeles.

. Zachariah R, Spielmann M-PL, Chinji C, Gomani P, Arendt V, et al. (2003)

Voluntary counselling, HIV testing and adjunctive cotrimoxazole reduces
mortality in tuberculosis patients in Thyolo, Malawi. AIDS. 17 [7]:1053-61.

. Conseil A, Mounier-Jack S, Coker R. (2010) Integration of health systems and

priority health interventions: a case study of the integration of HIV and TB
control programmes into the general health system in Vietnam. Health Policy
and Planning. 25 [suppl 1]: i32-i6.

Charurat M, Oyegunle M, Benjamin R, Habib A, Eze E, et al. (2010) Patient
Retention and Adherence to Antiretrovirals in a Large Antiretroviral Therapy
Program in Nigeria: A Longitudinal Analysis for Risk Factors. PLoS ONE. 5 [5]:
e10584.

Keiser O, Chi BH, Gsponer T, Boulle A, Orrell C, et al. (2011) Outcomes of
antiretroviral treatment in programmes with and without routine viral load
monitoring in southern Africa. AIDS. 25 [14]:1761-9 doi: 10.097/QAD.
0b013e328349822f.

Rougemont M, Stoll B, Elia N, Ngang P (2009) Antiretroviral treatment
adherence and its determinants in Sub-Saharan Africa: a prospective study at
Yaounde Central Hospital. Cameroon AIDS Research and Therapy. 6:21.
Steele KT, Steenhoff AP, Newcomb CW, Rantleru T, Nthobatsang R, et al.
(2011) Early Mortality and AIDS Progression Despite High Initial Antiretroviral
Therapy Adherence and Virologic Suppression in Botswana. PLoS ONE. 6 [6]:
€20010.

Tam V, Pharris A, Thorson A, Alfven T, Larsson M. (2011) “It’s not that I
forget, it’s just that I don’t want other people to know”: Barriers to and strategies
for adherence to antiretroviral therapy among HIV patients in Northern
Vietnam. AIDS Care.

Tran B, Houston S. (2012) Mobile Phone-Based Antiretroviral Adherence
Support in Vietnam: Feasibility, Patient’s Preference, and Willingness-to-Pay.
AIDS and Behavior. 16 [7]:1988-92.

Maher L, Coupland H, Musson R (2007) Scaling up HIV treatment, care and
support for injecting drug users in Vietnam. International Journal of Drug
Policy. 18 [4]:296-305.

Quan VM, Minh NL, Ha TV, Ngoc NP, Vu PT, et al. (2011) Mortality and
HIV transmission among male Vietnamese injection drug users. Addiction. 106
[3]:583-9.

Go VF, Frangakis C, Nam LV, Sripaipan T, Bergenstrom A, et al. (2011)
Characteristics of High-Risk HIV-Positive IDUs in Vietnam: Implications for
Future Interventions. Substance Use & Misuse. 46 [4]:381-9.

Schumacher CM, Go VF, Van Nam L, Latkin CA, Bergenstrom A, et al.(2009)
Social injecting and other correlates of high-risk sexual activity among injecting
drug users in northern Vietnam. International Journal of Drug Policy. 20 [4]:352-6.
Nglazi MD, Lawn SD, Kaplan R, Kranzer K, Orrell C, et al. (2011) Changes in
Programmatic Outcomes During 7 Years of Scale-up at a Community-Based
Antiretroviral Treatment Service in South Africa. JAIDS Journal of Acquired
Immune Deficiency Syndromes. 56 [1]: el-e8 doi: 10.1097/QAL.
0b013e3181ff0bdc.

Brinkhof M, Dabis I, Landon Myer, Bangsberg DR, Boulle A, et al. (2008) Early
loss of HIV-infected patients on potent antiretroviral therapy programmes in
lower-income countries. Bulletin World Health Organization. 86 [7]:559-67.
Ochieng-Ooko V, Ochieng D, Sidle JE, Holdsworth M, Wools-Kaloustian K, et
al. (2010) Influence of gender on loss to follow-up in a large HIV treatment
programme in western Kenya. Bulletin World Health Organization. 88 [9]:
681-8.

Giordano TP, Gifford AL, White AC, Almazor MES, Rabeneck L, et al. (2007)
Retention in Care: A Challenge to Survival with HIV Infection. Clinical
Infectious Diseases. 44 [11]:1493-9.

Vietham Administration for HIV/AIDS Control [VAAC]. (2005) Vietnam
HIV/AIDS estimates and projections, 2007-2012. Hanoi: Vietham Adminis-
tration for HIV/AIDS Control [VAAC].

Ahonkhai AA, Noubary F, Munro A, Stark R, Wilke M, et al. (2012) Not All Are
Lost: Interrupted Laboratory Monitoring, Early Death, and Loss to Follow-Up
[LTFU] in a Large South African Treatment Program. PLoS ONE. 7 [3]: €32993.
Egger M, Spycher BD, Sidle J, Weigel R, Geng EH, et al. (2011) Correcting
Mortality for Loss to Follow-Up: A Nomogram Applied to Antiretroviral
Treatment Programmes in Sub-Saharan Africa. PLoS Med. 8 [1]: ¢1000390.

September 2013 | Volume 8 | Issue 9 | e73181



