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Abstract

Introduction: The success of universal antiretroviral therapy (ART) access and aspirations for an AIDS-free generation depend
on high adherence in individuals initiating ART during early-stage HIV infection; however, adherence may be difficult in the
absence of illness and associated support.

Methods: From March 2015 to October 2017, we prospectively observed three groups initiating ART in routine care in
Uganda and South Africa: men and non-pregnant women with early-stage HIV infection (CD4 > 350 cells/ul), pregnant
women with early-stage HIV infection and men and non-pregnant women with late-stage HIV infection (CD4 < 200 cells/uL).
Socio-behavioural questionnaires were administered and viral loads were performed at O, 6 and 12 months. Adherence was
monitored electronically.

Results: Adherence data were available for 869 participants: 322 (37%) early/non-pregnant, 199 (23%) early/pregnant and
348 (40%) late/non-pregnant participants. In Uganda, median adherence was 89% (interquartile range 74 to 96) and viral sup-
pression was 90% at 12 months; neither differed among groups (p > 0.72). In South Africa, median adherence was higher in
early/non-pregnant versus early/pregnant or late/non-pregnant participants (76%, 37%, 52%; p < 0.001), with similar trends in
viral suppression (86%, 51%, 79%; p < 0.001). Among early/non-pregnant individuals in Uganda, adherence was higher with
increasing age and lower with structural barriers; whereas in South Africa, adherence was higher with regular income, higher
perceived stigma and use of other medications, but lower with maladaptive coping and cigarette smoking.

Discussion: ART adherence among non-pregnant individuals with early-stage infection is as high or higher than with late-stage
initiation, supporting universal access to ART. Challenges remain for some pregnant women and individuals with late-stage
infection in South Africa and highlight the need for differentiated care delivery.
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1 INTRODUCTION

|
Global aspirations for an AIDS-free generation are inspired by
data showing that antiretroviral therapy (ART)-mediated HIV
viral suppression reduces HIV transmission risk by 96% [1,2],
and recent studies provide strong evidence that unde-
tectable = untransmissible (U = U) [3,4]. Moreover, two ran-
domized controlled trials demonstrated wide-ranging health
benefits of immediate versus delayed ART, even at relatively
high CD4 counts [5,6]. These findings have led to World
Health Organization (WHQ) treatment guidelines to initiate

ART for all people living with HIV (PLWH) regardless of CD4
count [7]. Notably, these guidelines assume that adherence
does not vary by HIV disease stage at ART initiation. If
patients with early-stage disease have low adherence, ART
expansion could be accompanied by high levels of viraemia,
poor health, drug resistance, and/or increased secondary HIV
transmission [8] - all of which would mitigate the clinical and
preventive benefits of early ART.

ART adherence during late-stage HIV disease has typically
been high in sub-Saharan Africa among those engaged in care
and has been thought to be driven largely by social network
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activation to overcome adherence barriers [?]. Social support
helps PLWH overcome structural and economic barriers to
adherence (e.g. living in geographically remote areas and need-
ing to pay high transportation costs to pick up ART) [10,11].
Access to social support, however, requires HIV status disclo-
sure, which may be less common in early-stage disease due to
HIV stigma [12-15]. These issues may be particularly relevant
during pregnancy and post-partum when numerous social and
biological stressors may converge [16]. Moreover, illness is
often a strong catalyst for encouraging HIV disclosure, which
enables PLWH to access the support needed to achieve high
ART adherence. Yet, symptomatic illness is less prominent for
individuals with early-stage HIV infection [16,17].

Data are sparse on adherence and treatment outcomes
among people presenting early to care in programmatic set-
tings, partially because of the persistence of late presentation
to care and treatment initiation and particularly in sub-
Saharan Africa [18-20]. A recently published systematic
review and meta-analysis found that patients with higher
(vs. lower) CD4 counts were less likely to achieve excellent
adherence, although many studies found no difference
between these groups [21]. Importantly, adherence monitoring
was limited to self-report and/or pharmacy data in all studies
and none of the six prospective studies involved patient follow
up after 2010, when the recommended CD4 count threshold
for initiating treatment increased to 350 cells/ulL. The meta-
analysis authors therefore called for additional high-quality
studies, particularly among adults initiating ART at higher
CD4 cell counts.

In this study, we prospectively observed three groups of
individuals initiating ART in routine care in southwestern
Uganda and Cape Town, South Africa over 12 months, using
electronic adherence monitors to provide a detailed, objective
assessment of adherence behaviour. The groups included men
and non-pregnant women with early-stage HIV infection
(CD4 > 350 cells/ul); pregnant women with early-stage HIV
infection; and men and non-pregnant women with late-stage
HIV infection (CD4 < 200 cells/ul). Here, we present the
levels of adherence and viral suppression among these groups
with a goal of testing our hypothesis that ART adherence may
be lower in individuals with early-stage HIV infection at ART
initiation (with and without pregnancy) compared to those
with late-stage infection. Among those with early-stage HIV
infection, we also explore which socio-behavioural factors may
influence their adherence.

2 | METHODS

2.1 | Study settings

In Uganda, participants were recruited from the Mbarara
Regional Referral Hospital, Mbarara Municipal Council Health
Centre 1V, Kabwohe Clinical Research Centre, Kabwohe
Health Centre IV and Health Center Il facilities in Mushanga,
Kakoba and Nyamitanga. All are located approximately
275 km from Kampala in a largely rural area, near a peri-
urban centre in Mbarara Town; HIV prevalence is approxi-
mately 8%. In South Africa, participants were recruited from
the Hannan Crusaid Treatment Centre and Vuyani, NY1 and
Nyanga Clinics. All are located in Gugulethu - a township near
Cape Town, South Africa with high levels of poverty; HIV

prevalence is approximately 17%. An estimated 78% of all
individuals in care in both Uganda and South Africa are virally
suppressed [22].

22 |

Individuals were recruited between March 2015 and Septem-
ber 2016 into one the following three groups using conve-
nience sampling as they presented for HIV care:

Participants

1 “Early/non-pregnant”: men and non-pregnant women living
with HIV and initiating ART with asymptomatic early-stage
HIV infection (CD4 > 350 cells/ul; WHO stage 1)

2 “Early/pregnant”: pregnant women living with HIV and initi-
ating ART with asymptomatic early-stage HIV infection
(CD4 > 350 cell/ul; WHO stage 1)

3 “Late/non-pregnant”: men and non-pregnant women living
with HIV and initiating ART with late-stage HIV infection
(CD4 < 200 cells/uL).

Inclusion criteria were being ART-naive and initiating ART
within 28 days of enrolment, >18 years old, living within
60 km of the clinic, and intending to stay in the area for one
year. We did not enrol individuals with CD4 counts between
200 and 350 cells/uL because immunological status in this
range has less clear associations with health compared to
lower and higher CD4 counts. A “late/pregnant” group was
not enrolled due to limited resources. Pregnant participants
had to be <34 weeks in pregnancy per best available esti-
mates at enrolment. The only exclusion criteria were cognitive
impairment (e.g. intoxication or psychosis) such that informed
consent could not be obtained or the inability to communicate
in English or the primary local languages (i.e. Runyankole in
Uganda and Xhosa in South Africa).

23 |

Participants received routine care at their local clinics. Stan-
dard first-line ART (once daily tenofovir/emtricitabine/efavir-
enz in a single pill) was provided by the study to avoid
variations in adherence due to regimen stock outs; changes in
ART were made per routine clinical guidance. Participants
were seen for study visits at baseline, 6 and 12 months. Con-
tact between study staff and participants in between visits
was infrequent, by design, to minimize influence of the study
on participant behaviour and only occurred to troubleshoot
technical problems with the adherence monitors. At study vis-
its, participants provided blood for viral load (determined by
Cobas Tagman Test in Uganda and Roche CAP/CTM HIV-1
v2 assay in South Africa) and research assistants administered
surveys on handheld tablets. All materials were presented in
the participant’s preferred language (i.e. English, Runyankole,
or Xhosa), and accuracy of translations were confirmed with
back translations. Socio-behavioural factors potentially rele-
vant for adherence were chosen based on the Behavioral
Model for Vulnerable Populations [23] and included socio-
demographics, structural barriers to care (scale of O to 52,
higher score indicating more barriers [24]), severe food inse-
curity (Household Food Insecurity Access Scale [25]), HIV
stigma (scale 1 to 4, higher score indicating more stigma,
adapted Berger HIV Stigma Scale [26]), HIV disclosure, coping

Study procedures
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(scale of 1 to 4, higher score indicating maladaptive coping
[27]), medical mistrust/conspiracy (scale 1 to 4, higher score
indicating more mistrust/conspiracy [28]), necessity and con-
cerns about taking ART [29], clinic satisfaction (scale 1 to 4,
higher score indicating more satisfaction; adapted from [30]),
mental and physical health (Medical Outcomes Study-HIV,
normalized with 50 indicating average health in a U.S. popula-
tion [31]), depression symptom severity (Hopkins Symptom
Checklist, probable depression indicated by an average score
of >1.75 [32]) and alcohol use (AUDIT-C [33]). The degree of
emotional or instrumental support received from social net-
work ties was assessed by using name generator question-
naires to elicit up to 20 ties, each of whom were rated for the
degree of support provided to the participant [34]. The social
support score reflects the proportion of each participant’s
supporters at each study visit who were categorized as com-
pletely supportive. Adherence was monitored with a real-time
electronic adherence pill container. Each time the monitor was
opened for presumed medication ingestion, a date-and-time
stamp was recorded and transmitted over the cellular net-
work; the monitor additionally sent a daily “heartbeat” to indi-
cate device functionality (Wisepill Technologies, South Africa).
Research assistants explained the purpose and function of the
device to participants at enrolment, asking them to store only
their ART in the device and remove one dose at a time. If par-
ticipants were hesitant to use the monitor (e.g. due to travel),
they were advised to use an alternate pill container during
those periods.

24 | Statistical analysis

Participant characteristics were summarized descriptively.
Comparisons between sites were made with Wilcoxson rank
sum and Pearson’s chi-square tests for continuous and cate-
gorical variables respectively. Adherence was calculated as the
number of adherence monitor opening events received divided
by the number of monitor opening events expected during fol-
low up. Adherence was capped at 100% per day and censored
at death. Adherence for participants lost to follow up (defined
as no contact despite multiple attempts through 13 months
after enrolment) was calculated until the device stopped trans-
mitting data or until the last scheduled study visit - whichever
came first. Monitor opening events were removed from the
data set for staff openings and during periods of known device
malfunction. A secondary data set was created in which device
non-use as reported by participants was also removed. Adher-
ence interruptions of 7+ days were assessed, as this duration
of non-adherence has been associated with >5% risk for virae-
mia [35]. Participants were considered viraemic if they died or
were lost to follow up, or missed visits and had <80% adher-
ence in the month before the visit. If a visit was missed in
South Africa, available viral load data within one month of the
visit were obtained through the National Health Laboratory
Service, a previously validated approach [36].

Adherence distributions between groups were compared
with the Kruskal Wallis test. Viral suppression was defined as
<400 copies/mL and compared among groups by Pearson’s
chi-square test. Changes over time were assessed by condi-
tional linear regression. A pre-planned interim analysis was
conducted once half of participants reached the 6-month time
point to determine the need for early termination of the

study; no comparisons met the pre-specified criteria. To test
our hypothesis that adherence may differ by HIV stage at
ART initiation, we ran linear generalized estimating equa-
tion (GEE) regression models; cluster-correlated robust esti-
mates of variance were used to account for within-participant
dependence of observations. Confounders were identified by
a significance level of p < 0.10 in univariable models and
retained in multivariable models. Uganda and South Africa
sites were analysed separately because of numerous demo-
graphic and socio-economic differences between them.
Because of collinearity, emotional social support was removed
and instrumental social support was retained. We ran similar
linear GEE models to assess for adherence predictors among
non-pregnant individuals with early-stage HIV infection. All
analyses were conducted in Stata 13 (StataCorp., College Station,
TX, USA).
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This study was approved by all relevant institutional review
boards: Partners Healthcare/Massachusetts General Hospital,
Mbarara University of Science and Technology, Uganda
National Council for Science and Technology, University of
Cape Town and Western Cape province in South Africa. All
participants provided written informed consent.

Ethics

3 | RESULTS

31 |

We screened 2258 participants and enrolled 904 between
March 2015 and September 2016, including 483 in Uganda
and 421 in South Africa (Figure 1). The most common reason
for exclusion was a CD4 count between 200 and 350 cells/
pul (n =530, 55%). Seventeen percent of screened partici-
pants (n = 384) were eligible, but did not enrol; no differences
in age, gender or study group were seen in those who did not
versus did enrol in South Africa. However, in Uganda, those
who did not enrol were more likely to be male (42% vs. 31%,
p = 0.002). The distribution across some study groups also dif-
fered, comparing those who did not versus did enrol: early/
non-pregnant group (39% vs. 37%; p = 0.62), early/pregnant
group (16% vs. 26%; p = 0.002) and late/non-pregnant (45%
vs. 37%; p = 0.05). Identifying eligible pregnant women was
challenging due to restrictive enrolment criteria and compet-
ing studies, resulting in lower numbers in this group compared
to the other groups. Contact with participants in between
study visits for technical challenges with the adherence moni-
tors occurred at least once in 89 (10%) participants, with a
mean number of challenges of 2 (standard deviation 1.3)
among those with any challenges.

Numerous demographic and socio-behavioural differences
were seen between the two settings (Table 1). The most nota-
ble differences included younger age, higher proportion of
marriage, lower education, higher employment, higher per-
ceived need for ART and more use of medications other than
ART in Uganda. Additionally, structural barriers and food inse-
curity were higher in South Africa, as were probable depres-
sion, heavy alcohol use and cigarette use. Participant
characteristics by group are shown in the Appendix
(Table A1).

Participant characteristics
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Participants screened (n = 2258)

Ineligible (n = 970%)
e (D4 200-350 cells/pl (n = 530)
e (D4 >350 cells/ul with WHO stage >1 (n = 122)
e ART experienced (n =98)
e Lived outside catchment area (n = 95)
e Notintending to live in area 1+ years (n = 47)
e Pregnant with a CD4 <350 cells/ul (n = 24)
e Age<l8years(n=22)
e Not initiating ART in next 28 days (n = 15)
e Pregnant >34 weeks (n = 13)
e Mentally unstable (n = 6)
e language barrier (n=3)

v

Eligible (n = 1288)

—» o

Not enrolled (n = 384)
e Not interested/time barred/unknown (n =311)
e Too weak to participate (n = 31)

Family/other person’s influence (n = 23)

e Stigma (n=15)

e Declined blood draws (n = 4)

v

Enrolled (n = 904)

o

O
O
O

Not issued an electronic adherence monitor (n = 35)
Graduated (n=2)

Died (n=5)

Disenrolled

Ineligible after consent (n = 18)
Stigma (n = 2)

No longer interested in study (n = 6)
Unknown/other (n = 2)

\4

Adherence assessed (n = 869)
e Graduated (n=803)
e Died (n=31)
e Lost to follow-up (n =29)

out of catchment (n = 6)

e Withdrew due to preference or moving

*Five participants met multiple exclusion criteria

Figure 1. Flow diagram of participant screening, enrolment and follow-up.

In Uganda, we found the following factors to be significantly
associated with ART adherence: [positively] increasing age
(p = 0.002), employment (p = 0.02), instrumental support
(p < 0.001) and use of medications other than ART (p = 0.02);
[negatively] sex work (p = 0.003), structural barriers (p =

0.006) and severe food insecurity (p = 0.03). In South Africa,
we found the following factors to be significantly associated
with ART adherence: [positively] increasing age (p = 0.04)
and employment (p = 0.04); [negatively] instrumental support
(p = 0.004), maladaptive coping (p = 0.03) and cigarette
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Table 1. Baseline participant characteristics (N = number; SD = standard deviation)

Characteristic Uganda South Africa p-Value
Enrollment (N) 483 421
Group (N, %) 0.004
Early/non-pregnant 177 (36) 158 (38)
Early/pregnant 129 (27) 76 (18)
Late/non-pregnant 177 (37) 187 (44)
Median CD4 count (cells/uL, IQR)

For participants > 350 469 (411, 593) 435 (387, 485) <0.001
For participants < 200 123 (68, 164) 111 (51, 159) 0.07
Median viral load (log10 copies/mL, IQR) 43 (3.1, 4.9) 6 (4.0,5.2) <0.001
Female (N, %) 332 (69) 293 (70) 0.78
Mean age (years, SD) 31 (9) 4 (10) <0.001
Married (N, %) 260 (55) 8 (16) <0.001
Sexually active in the past six months (N, %) 392 (83) 375 (90) 0.005
Highest education (N, %): <0.001

None/primary 188 (40) 56 (13)

Secondary 284 (60) 364 (87)
Literacy (N, %) in the local language (Runyankole or Xhosa) 405 (86) 371 (90) 0.086
Regular income (N, %) 60 (13) 192 (46) <0.001
Employed (N, %) 392 (83) 179 (43) <0.001
Exchange money for sex (N, %) 44 (9) 9 (2) <0.001
Structural barrier score (mean score, SD) 3(5) 13 (7) <0.001
Instrumental support (mean score, SD) 30 (12) 31 (13) 0.82
Emotional support (mean score, SD) 34 (13) 32 (14) 0.03
Severe food insecurity (N, %) 140 (30) 284 (68) <0.001
Stigma: perceived negative attitudes towards HIV (mean score, SD) 2 (2) 3(2) <0.001
Stigma: disclosure concerns (mean score, SD) 4 (3) 3(3) 0.10
Disclosed aside from healthcare provider (N, %) 382 (81) 323 (77) 0.14
Disclosed outside of household (N, %) 254 (54) 147 (35) <0.001
Necessity of ART (N, %) <0.001

High 200 (42) 51(12)

Moderate 188 (40) 192 (46)

Low 83 (18) 177 (42)
Concern for ART (N, %) <0.001

High 210 (45) 246 (59)

Moderate 174 (37) 154 (37)

Low 87 (18) 20 (5)
Coping score (mean, SD) 2.2 (0.4) 24 (0.3) <0.001
Medical mistrust (mean, SD) 1.9 (0.8) 2.1 (0.6) <0.001
Conspiracy (mean, SD) 1.9 (0.7) 2.3 (0.6) <0.001
Clinic satisfaction (mean, SD) 3.5 (0.4) 3.1 (04) <0.001
First positive HIV test > 30 days prior to enrolment (N, %) 241 (51) 206 (54) 048
Use of medications other than ART (N, %) 386 (82) 85 (20) <0.001
Physical well-being (mean, SD) 39 (5) 42 (8) <0.001
Mental well-being (mean, SD) 46 (12) 38 (9) <0.001
Probable depression (N, %) 114 (24) 207 (49) <0.001
Heavy alcohol use (N, %) 41 (9) 119 (28) <0.001
Cigarette use (N, %) 54 (12) 94 (22) <0.001

ART, antiretroviral therapy; IQR, interquartile range. Data were missing for some characteristics as reflected in the percentage presented. Maxi-
mum missing data was <10%.
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smoking (p = 0.01). We considered these factors as potential
confounders of the relationship between HIV infection stage
and ART adherence in the models testing our main study
hypothesis (below).

Following enrolment, 29 participants were lost to follow up,
6 withdrew (due to participant preference or moving out of
catchment) and 36 participants died (19 in Uganda, 17 in
South Africa; p = 0.94). Most deaths (N = 30; 83%) occurred
in participants initiating ART with late-stage disease and five
occurred before issuing the adherence monitor. Compared to
participants who completed follow up, these participants had
higher viral load. Fewer were married or employed. Structural
barriers were higher and more had severe food insecurity.
More had a recent diagnosis and fewer had used medications
other than ART. They also had fewer disclosure concerns,
lower clinic satisfaction, lower mental well-being and more
cigarette use (Appendix Table A2).

3.2 | Adherence and viral suppression by setting

Technical function of the adherence monitors was documented
for 97% of participant-days of follow up (N = 288,804/
298,398) (Figure 2). Viral suppression data were available for
895 participants (31 of whom did not contribute adherence
data). In Uganda, median ART adherence at 12 months was
89% overall (interquartile range (IQR) 74% to 96%) and the
median number of adherence interruptions of 7+ days was O
(IQR O to 2). Viral suppression was 90% overall; 89%, 91% and
88% for the early/non-pregnant, early pregnant and late/non-
pregnant groups respectively. No differences in overall adher-
ence or viral suppression were seen among the three groups in
this setting (all p > 0.72). However, more 7+ day interruptions
were seen in the early/pregnant group versus early/non-preg-
nant group (p = 0.004), and trended towards a difference with
the late/non-pregnant group (p = 0.06). In South Africa, median
adherence at 12 months was 61% overall (IQR 26 to 86) and
higher in the early/non-pregnant group compared to the early/
pregnant or late/non-pregnant groups (76%, 37% and 52%
respectively; p < 0.001 overall with p < 0.001 for 76% vs. 37%,
p = 0.001 for 76% vs. 52% and p = 0.18 for 37% vs. 52%). Simi-
lar trends were seen in the number of adherence interruptions
of 7+ days (1.4, 2.6 and 2.1 respectively; p = 0.001 overall with
p = 0.001 for 1.4 vs. 2.6, p = 0.002 for 1.4 vs. 2.1 and p = 0.92
for 2.6 vs. 2.1) and viral suppression (86%, 51% and 79%
respectively; p < 0.001 overall with p < 0.001 for 86% vs. 51%,
p = 0.08 for 86% vs. 79% and p < 0.001 for 51% vs. 79%).
Adherence was lower in months O to 6 versus months 7 to 12
in both settings with an estimated mean difference of —5.8 per-
centage points (pp) in Uganda (p < 0.001) and —13 pp in South
Africa (p < 0.001). Results from the secondary data set
accounting for device non-use were nearly identical with no sta-
tistically significant differences.

We found similar adherence among the three groups in
Uganda (p = 0.65) when controlling for the above-noted
potential confounders (Table 2). In South Africa, however,
adherence was significantly higher among non-pregnant indi-
viduals with early-stage HIV infection compared to pregnant
women with early-stage infection and men and non-pregnant
women with late-stage infection (—19.2 and —12.1 pp respec-
tively; p < 0.001).

3.3 | Predictors of adherence among non-pregnant
individuals starting ART with early-stage HIV
infection

In Uganda, adherence was significantly higher among non-
pregnant individuals starting ART with early-stage HIV infec-
tion with increasing age (0.5 pp; p < 0.001) and lower with
increasing structural barriers (—2.0 pp; p = 0.005) (Tables 3
and 4). In South Africa, adherence in this population was sig-
nificantly higher with a regular income (6.7 pp; p = 0.04),
higher perceived stigma (negative attitudes towards HIV;
1.9 pp; p = 0.04) and use of medications other than ART (9.8 pp,
p=0005), but lower with maladaptive coping (—14.4 pp;
p = 0.002) and cigarette smoking (—12.0 pp; p = 0.007).

4 | DISCUSSION

In this large, observational cohort study of individuals enrolled
in routine HIV care in Uganda and South Africa, we found that
electronically monitored adherence and viral suppression
among individuals initiating ART with early-stage HIV infection
were as high or higher than those initiating ART with late-
stage HIV infection. In Uganda, adherence was generally high
and did not differ by stage of ART initiation or pregnancy,
although adherence interruptions of 7+ days were higher in
pregnant women; viral suppression achieved the UNAIDS goal
of 90% at 12 months. In South Africa, overall adherence was
much lower and adherence interruptions of 7+ days were
more common in pregnant women and those with late-stage
HIV infection compared to early-stage HIV infection. Viral sup-
pression in South Africa reached the UNAIDS goal in individu-
als initiating ART with early-stage HIV infection, but not in the
other groups.

Our study adds important effectiveness data from publicly
operated HIV programs in sub-Saharan Africa. The high levels
of viral suppression among individuals with early-stage HIV
infection in our study are consistent with both the multi-
national START trial and the TEMPRANO trial in Cote
d/Ivoire, which demonstrated the personal health benefits of
early ART initiation [5,37]. In START, viral suppression at
12 months was 98% among individuals with CD4 counts
>500 cells/puL who started ART immediately and 97% among
those who waited to initiate ART (i.e. until the CD4 count
dropped <350 cells/uL or they developed AIDS or another
condition requiring ART). In TEMPRANQO, viral suppression at
12 months was lower overall, but still >80% for all partici-
pants regardless of timing of ART initiation. Data, however,
were missing for 13% of participants reaching 12 months of
follow up. Adherence was not reported in either study, but
was likely high given the known relationship between adher-
ence and viral suppression. Unlike these trials, our findings
reflect observation of routine clinical care with only three
study visits occurring over one year for approximately 90% of
participants. While adherence monitoring could have acted as
an adherence intervention (i.e. the Hawthorne effect), our
results bode well for individuals initiating ART with high CD4
counts outside of research studies. A recent trial of stream-
lined clinical care in Uganda and Kenya, the SEARCH trial, also
found high levels of viral suppression among individuals with
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Figure 2. ART adherence and viral suppression among participants by study setting (Uganda vs. South Africa) and group: men and non-preg-
nant women with early-stage HIV infection (CD4 > 350 cells/pL), pregnant women with early-stage HIV infection and men and non-preg-

nant women with late-stage HIV infection (CD4 < 200 cells/pL).
(A) Percent median adherence, whereas (B) shows the number of 7+ day consecutive interruptions in adherence. (C) Percent viral suppression.

Table 2. Antiretroviral therapy (ART) adherence by HIV stage at ART initiation, stratified by country

Univariable findings Multivariable findings®
Factor Percentage point change (95% Cl) p-Value Percentage point change (95% Cl) p-Value
Uganda
Group
Early/non-pregnant Ref 0.18 ref 0.65
Early/pregnant —4.4 (=95,0.7) 0.093 0.3 (=4.6, 5.2) 0.91
Late/non-pregnant —2.9 (=73, 15) 0.191 —1.7 (=55,22) 0.40
South Africa
Group
Early/non-pregnant Ref <0.001 ref <0.001
Early/pregnant —22.7 (=31.1, 14.4) <0.001 —19.2 (=287, =9.7) <0.001
Late/non-pregnant —13.3 (—=19.8, —=6.7) <0.001 —12.1 (-=18.7, =5.6) <0.001

Values greater than zero indicate higher adherence; values less than zero indicate lower adherence.

“Controlling for age, employment, exchange of sex for money, structural barriers, instrumental support, severe food insecurity and use of
medications other than ART in Uganda; and age, marital status, employment, structural barriers, instrumental support, perceived necessity of ART,
physical well-being and cigarette smoking in South Africa.
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Table 3. Socio-behavioural factors influencing adherence among non-pregnant individuals initiating antiretroviral therapy (ART) with

early HIV infection in Uganda

Univariable findings

Multivariable findings

Factor Percentage point change (95% Cl) p-Value Percentage point change (95% ClI) p-Value
Female -32(-83,20) 0.23 - -
Age (increasing by year) 7 (0.4, 0.9) <0.001 0.5 (0.3, 0.8) <0.001
Married 2 (=24, 8.9) 0.25 - -
Sexually active —-3.0 (=6.9,0.91) 0.13 — —
Education greater than primary —29(-86,27) 0.31

Literacy in local language —6.7 (-12.8, =0.7) 0.30 —4.0 (=95, 1.5) 0.16
Regular income —18 (—64,28) 0.45

Employed 11.1 (=17, 23.8) 0.09 0.3 (=7.7,8.3) 0.95
Exchanging money for sex 7 (=3.6, 8.9) 0.40

Structural barriers score —2.1 (=36, =0.7) 0.005 —2.0 (=3.3, =0.6) 0.005
Instrumental support 6 (=08, 12.0) 0.09 3.3 (=29, 94) 0.30
Severe food insecurity —-3.2 (-7.3, 1.0) 0.13 - -
Stigma: perceived negative attitudes towards HIV —-0.6 (-1.7,0.5) 0.30 - -
Stigma: disclosure concerns —0.1 (-0.8,0.7) 0.80 - -
Disclosed aside from healthcare provider 8 (—1.9, 11.6) 0.16 - -
Disclosed outside of household 6 (=13, 8.5) 0.15 — -
Perceived necessity of ART 3(-3.1,5.7) 0.57 - —
Perceived concern for ART —0.7 (-4.3, 2.9) 0.70 - -
Maladaptive coping -0.7 (=5.3,3.9) 0.76 - -
Medical mistrust ( 0, 2.4) 0.86 — —
Conspiracy 7 (=15, 29) 0.52 - -
Clinic satisfaction 7 (2.8, 6.1) 0.46 - -
First positive HIV test > 30 days before enrolment 7 (=3.1, 84) 0.36 - -
Use of medications other than ART 14.0 (—8.8, 36.9) 0.23 - -
Physical well-being 1(=0.2,0.2) 0.93 — —
Mental well-being 1(-0.1,0.3) 0.26 - -
Probable depression 4(-38,4.7) 0.84 - -
Heavy alcohol use —27 (— 84, 3.0) 0.35 - -
Smoke cigarettes —10(-7.3,54) 0.76 - -

Values greater than zero indicate higher adherence; values less than zero indicate lower adherence.

high CD4 counts, although adherence again was not assessed
directly [38].

While overall adherence was high among non-pregnant indi-
viduals starting ART with early-stage HIV infection, some
struggled. The predictor analysis showed lower adherence was
associated with younger age and structural barriers in Uganda,
and no regular income, lower stigma, maladaptive coping, lack
of other medication use and cigarette smoking in South Africa.
As global HIV policy increasingly focuses on asymptomatic
PLWH, many of these factors can serve as markers of individ-
uals at risk of low adherence who should be carefully
screened for enhanced counselling, education and other avail-
able interventions. Novel interventions directed at structural
barriers, stigma and maladaptive coping should also be
explored.

Interestingly, social support was not a significant factor, refut-
ing our hypothesis. The impact of social support may have been
limited because we studied individuals engaged in care; those
able to enter care may have access to a basic level of social

support. Additionally, disclosure rates were relatively high and
stigma relatively low, suggesting possible normalization of HIV
care among the populations studied (consistent with global
trends [392]). That said, the association between adherence and
perceived stigma in South Africa suggests stigma avoidance as a
motivating factor; persistent disclosure concerns have also been
observed in another recent South Africa study [40]. An addi-
tional unexpected finding was the lack of effect for beliefs about
ART (i.e. necessity and concern). These factors may have less
impact if social norms promote taking ART and should be
explored in future analyses.

In contrast to the encouraging findings among non-pregnant
women and men with early HIV infection, the low adherence
and viral suppression among pregnant women with high CD4
counts in South Africa are concerning. As presented else-
where [41], baseline factors associated with greater adher-
ence among female participants in South Africa included
incident (vs. prevalent) pregnancy, better coping, belief in the
need for ART and lack of cigarette smoking. A full manuscript
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Table 4. Socio-behavioural factors influencing adherence among non-pregnant individuals initiating antiretroviral therapy (ART) with

early HIV infection in South Africa

Univariable findings

Multivariable findings

Factor Percentage point change (95% Cl) p-Value Percentage point change (95% ClI) p-Value
Female —4.3 (—14.1, 5.6) 0.40 - -
Age (increasing by year) 2 (—=0.2,0.7) 0.28 - -
Married 6 (—4.7, 17.9) 0.25 — —
Sexually active —2.1 (=119, 7.6) 0.67 — —
Education greater than primary —0.9 (=120, 10.1) 0.87 - -
Literacy in local language —20 (=185, 14.6) 0.82 - -
Regular income 3(0.44, 12.2) 0.035 6.7 (1.0, 12.4) 0.04
Employed 7 (=5.6, 13.0) 0.44 — —
Exchanging money for sex —6.0 (=628, 50.8) 0.84

Structural barriers scale —0.5 (=1.0, =0.1) 0.015 —0.5 (=0.9, -0.1) 0.06
Instrumental support 1(-6.8,90) 0.78 - —
Severe food insecurity 9(=1.7,95) 0.17

Stigma: perceived negative attitudes towards HIV 5(=0.2, 3.3) 0.090 1.9 (0.1, 3.7) 0.04
Stigma: disclosure concerns —-03(-1.7,1.2) 0.73 — —
Disclosed aside from healthcare provider 2 (—10.2, 14.6) 0.73 - -
Disclosed outside of household 7 (=6.6,12.0) 0.57 - -
Perceived necessity of ART 7 (3.9, 13.3) 0.30 — —
Perceived concern for ART —1.6 (—9.6, 6.3) 0.69 - -
Maladaptive coping —150 (-26.0, —4.0) 0.007 —14.4 (-23.7, =5.2) 0.002
Medical mistrust 9 (—4.6, 10.3) 0.45 — —
Conspiracy —-0.1(=73,7.2) 0.99 - —
Clinic satisfaction 7 (1.1, 10.5) 0.11 - -
First positive HIV test > 30 days before enrolment —3.7 (=143, 6.9) 0.50 - —
Use of medications other than ART 12.2 (4.8, 19.6) 0.001 9.8 (2.9, 16.7) 0.005
Physical well-being —0.5 (0.8, -0.1) 0.011 —-0.2 (=0.5,0.2) 0.38
Mental well-being 2 (=0.1, 0.5) 0.13 — -
Probable depression —5.5(=120, 1.0) 0.10

Heavy alcohol use —11.3 (-19.7, =2.9) 0.009 —5.6(—13.3,2.1) 0.15
Smoke cigarettes —12.2 (=222, -2.2) 0.017 —120 (-20.7, —=3.2) 0.007

Values greater than zero indicate higher adherence; values less than zero indicate lower adherence.

detailing the relationships between pregnancy and adherence
and viral suppression at the two study sites, as well as implica-
tions for potential interventions, is in progress. Rollout of uni-
versal lifelong therapy for pregnant and breastfeeding women
(i.e. Option B+) has been shown to increase ART uptake and
initial indications of retention are reasonably high with 77% in
care in Malawi [42]. However, loss-to-follow-up rates have
been as high as 58% when women start ART at large clinics
on the day of HIV diagnosis [43]. Similar findings have been
reported in Mozambique where loss-to-follow-up rates are
38% among women initiating ART with CD4 counts
>350 cells/uL [44]. In contrast, data from another South Afri-
can study found viral suppression rates of 74% at 12 months
for women with same day initiation of ART with Option B+
[45]. Together, these findings call for further research and
interventions to identify and support women struggling during
this vulnerable time.

Similarly, moderate levels of adherence and viral suppres-
sion among individuals with late-stage HIV infection warrants

continued support for this population. A meta-analysis showed
CD4 counts at presentation to care and ART initiation in sub--
Saharan Africa did not increase between 2003 and 2013 [19].
Additional research is needed to see the impact of WHO rec-
ommendations on universal ART access; however, attention is
clearly needed to identify individuals living with HIV earlier
and support them to access treatment.

Our study has many strengths including detailed adherence
data, thorough socio-behavioural metrics, large sample size,
diverse clinical settings, observation of routine clinical care
provision and high retention (approximately 90% for all
groups). Limitations include potential misclassification of
adherence, principally due to device non-use. The relatively
higher degree of viral suppression with lower levels of adher-
ence in South Africa could suggest more device non-use in
that setting. Technical malfunction with the devices and/or cel-
lular transmission of data may have also contributed to mis-
classification of adherence, although adherence data were
available for 97% of participant-days and no technical
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challenges were observed for 90% of participants. Additionally,
we only followed individuals for 12 months. An estimated
one-third of individuals fail therapy at two years [46] and the
longitudinal impact of stage of disease at treatment initiation
remains unknown. Finally, 17% of screened individuals
declined to participate in the study. If these individuals were
less likely to achieve high adherence, differential selection
could have biased our estimates of adherence upward.

5 | CONCLUSIONS

In sum, our study shows promise that adherence is high in most
non-pregnant individuals initiating ART with early HIV disease,
thus supporting the universal roll out of ART. However, adher-
ence interventions may be needed for youth and those with no
regular income, no prior experience taking medication, struc-
tural barriers, maladaptive coping skills and cigarette use;
adherence trends should also be assessed with longer follow
up. The challenges seen among pregnant women and those
entering care late in South Africa call for differentiated care
models (i.e. provision of services that are tailored to the needs
of a given individual or sub-population to improve outcomes
and efficiencies within health systems). While modelling data
suggest an AIDS-free generation may be possible and commu-
nity-based “fast-track” ART initiation can achieve high rates of
virological suppression [47], recent data on reducing HIV
incidence has been disappointing [48,49]. More data are
needed to understand the mechanisms behind these findings
and the role adherence plays, particularly among vulnerable
populations.

AUTHORS’ AFFILIATIONS

"Massachusetts General Hospital Center for Global Health, Boston, MA, USA;
?Harvard Medical School, Boston, MA, USA; Mbarara University of Science and
Technology, Mbarara, Uganda; “Global Health Collaborative, Mbarara, Uganda;
°Desmond Tutu HIV Foundation, Cape Town, South Africa; ®University of Cape
Town, Cape Town, South Africa; “Kabwohe Clinical Research Centre, Kabwohe,
Uganda; ®Makerere University Joint AIDS Program, Kampala, Uganda; “Africa
Health Research Institute, Durban, South Africa; 1OBrigham and Women's
Hospital, Boston, MA, USA; "'Oregon Health & Science University-Portland
State University School of Public Health, Portland, OR, USA

COMPETING INTERESTS

JEH has received consultation fees from Merck. All other authors have no
competing interests to declare.

AUTHORS’ CONTRIBUTIONS

JEH, CO, MBB, DRB, MJS, LTM and ACT designed the study. JEH, CO, MBB,
SA and GA led the study. NM and JEH conducted the analyses with input from
CO, DRB, MJS, LTM, ACT, ITK and BHG. KB, AK, SM, VK, NK and AC con-
tributed to the design of the study and oversaw the data collection. JEH wrote
the first draft of the manuscript. All authors contributed to the execution of the
work presented in the manuscript, and all critically reviewed and approved the
final version.

ACKNOWLEDGEMENTS

We thank the study participants and the META team: Principal Investigators:
Dr. Jessica Haberer, Dr. Catherine Orrell, Dr. Norma Ware, Dr. Mwebesa
Bosco Bwana, Dr. Asiimwe Stephen, Dr. Amanyire Gideon, Hon. Dr. Elioda
Tumesigye, Dr. David Bangsberg. Co-Investigators: Dr. Alex Tsai, Dr. Mark Sied-
ner, Dr. Lynn Matthews, Dr. Ingrid Katz, Monique Wyatt. Research Assistants:
Nomakhaya April (RN), Alienah Mpahleni, Vivie Situlo, Speech Mzamo, Nomsa

Ngwenya, Khosi Tshangela Regina Panda, Teboho Linda, Christine Atwiine,
Sheila Moonight, Edna Tindimwebwa, Nicholas Mugisha, Peace Atwogeire, Dr.
Vian Namana, Catherine Kyampaire, Gabriel Nuwagaba. Program Managers:
Annet Kembabazi, Stephen Mugisha, Victoria Nanfuka, Anna Cross, Nicky Kelly,
Daphne Moralie, Kate Bell. Statistician: Nicholas Musinguzi. Data Managers: Dol-
phina Cogill, Justus Ashaba, Zoleka Xapa, Mathias Orimwesiga, Elly Tuhanam-
agyezi, Catherine Kyampaire. Lab Managers: Don Bosco Mpanga, Leonia
Kyarisima, Simone Kigozi. Drivers: Edgar October, Silver Mugisha, Ibrahim Kivi-
iri. We also thank Dr. Rob Horne for his guidance in using the Belief in Medici-
nes questionnaire.

FUNDING

Bill and Melinda Gates Foundation (OPP1056051). The study funder had no
role in study design, data gathering, analysis and interpretation, or writing of
the report. The corresponding author had full access to all study data and had
final responsibility for the decision to submit for publication.

REFERENCES

1. Cohen MS, Chen YQ, McCauley M, Gamble T, Hosseinipour MC, Kumara-
samy N, et al. Prevention of HIV-1 infection with early antiretroviral therapy. N
Engl J Med. 2011;365(6):493-505.

2. Davies E. Hilary Clinton looks to an AIDS free generation. BMJ. 2012;345:
e8203.

3. Rodger AJ, Cambiano V, Bruun T, Vernazza P, Collins S, van Lunzen J, et al.
Sexual activity without condoms and risk of HIV transmission in serodifferent
couples when the HIV-positive partner is using suppressive antiretroviral ther-
apy. JAMA. 2016;316(2):171-81.

4. Rodger AJ, Cambiano V, Bruun T, Vernazza P, Collins S, Degen O, et al. Risk
of HIV transmission through condomless sex in MSM couples with suppressive
ART: the PARTNER2 Study extended results in gay men. 22nd International
AIDS Conference, July 23-27, 2018; Amsterdam, The Netherlands. Abstract
WEAXO0104LB.

5. INSIGHT START Study Group, Lundgren JD, Babiker AG, Gordin F, Emery S,
Grund B, et al. Initiation of antiretroviral therapy in early asymptomatic HIV
infection. N Engl J Med. 2015;373(9):795-807.

6. Badje A, Moh R, Gabillard D, Guéhi C, Kabran M, Ntakpé JB, et al. Effect of
isoniazid preventive therapy on risk of death in west African, HIV-infected
adults with high CD4 cell counts: long-term follow-up of the Temprano ANRS
12136 trial. Lancet Glob Health. 2017;5(11):e1080-9.

7. World Health Organization. Consolidated guidelines on the use of
antiretroviral drugs for treating and preventing HIV infection: recommenda-
tions for a public health approach. Geneva, Switzerland: World Health Organi-
zation; 2016.

8. Volberding PA, Deeks SG. Antiretroviral therapy and management of HIV
infection. Lancet. 2010;376(9734):49-62.

9. Ware NC, Idoko J, Kaaya S, Biraro 1A, Wyatt MA, Agbaji O, et al. Explaining
adherence success in sub-Saharan Africa: an ethnographic study. PLoS Med.
2009;6(1):e11.

10. Lankowski AJ, Siedner MJ, Bangsberg DR, Tsai AC. Impact of geographic
and transportation-related barriers on HIV outcomes in sub-Saharan Africa: a
systematic review. AIDS Behav. 2014;18(7):1199-223.

11. Kagee A, Remien RH, Berkman A, Hoffman S, Campos L, Swartz L. Struc-
tural barriers to ART adherence in Southern Africa: challenges and potential
ways forward. Glob Public Health. 2011;6(1):83-97.

12. Ayieko J, Brown L, Anthierens S, Van Rie A, Getahun M, Charlebois ED,
et al. “Hurdles on the path to 90-90-90 and beyond”: qualitative analysis of bar-
riers to engagement in HIV care among individuals in rural East Africa in the
context of test-and-treat. PLoS ONE. 2018;13(8):e0202990.

13. Maman S, van Rooyen H, Groves AK. HIV status disclosure to families for
social support in South Africa (NIMH Project Accept/HPTN 043). AIDS Care.
2014;26(2):226-32.

14. Heestermans T, Browne JL, Aitken SC, Vervoort SC, Klipstein-Grobusch
K. Determinants of adherence to antiretroviral therapy among HIV-positive
adults in sub-Saharan Africa: a systematic review. BMJ Glob Health. 2016;1
(4):e000125.

15. Katz IT, Ryu AE, Onuegbu AG, Psaros C, Weiser SD, Bangsberg DR, et al.
Impact of HIV-related stigma on treatment adherence: systematic review and
meta-synthesis. J Int AIDS Soc. 2013;16 3 Suppl 2:18640.

16. Nachega JB, Uthman OA, Anderson J, Peltzer K, Wampold S, Cotton MF,
et al. Adherence to antiretroviral therapy during and after pregnancy in low-
income, middle-income, and high-income countries: a systematic review and
meta-analysis. AIDS. 2012;26(16):2039-52.


http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full
https://doi.org/10.1002/jia2.25232

Haberer JE et al. Journal of the International AIDS Society 2019, 21:€25232

http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full | https://doi.org/10.1002/jia2.25232

17. Olds PK, Kiwanuka JP, Ware NC, Tsai AC, Haberer JE. Explaining antiretro-
viral therapy adherence success among HIV-infected children in rural Uganda: a
qualitative study. AIDS Behav. 2015;19(4):584-93.

18. leDEA and COHERE Cohort Collaborations. Global trends in CD4 cell
count at the start of antiretroviral therapy: collaborative study of treatment pro-
grams. Clin Infect Dis. 2018;66(6):893-903.

19. Siedner MJ, Ng CK, Bassett IV, Katz IT, Bangsberg DR, Tsai AC. Trends in
CD4 count at presentation to care and treatment initiation in sub-Saharan
Africa, 2002-2013: a meta-analysis. Clin Infect Dis. 2015;60(7):1120-7.

20. Carmona S, Bor J, Nattey C, Maughan-Brown B, Maskew M, Fox MP, et al.
Persistent high burden of advanced HIV disease among patients seeking care in
South Africa’s national HIV program: data from a nationwide laboratory cohort.
Clin Infect Dis. 2018;66 Suppl 2:5111-7.

21. Bock P, James A, Nikuze A, Peton N, Sabapathy K, Mills E, et al. Baseline
CD4 count and adherence to antiretroviral therapy:a systematic review and
meta-analysis. J Acquir Immune Defic Syndr. 2016;73(5):514-21.

22. AVERT. Global information and education on HIV/AIDS: HIV and AIDS in
East and Southern Africa. [cited 9 Dec 2018]. Available from: https://www.avert.
org/professionals/hiv-around-world/sub-saharan-africa/

23. Gelberg L, Andersen RM, Leake BD. The behavioral model for vulnerable
populations: application to medical care use and outcomes for homeless people.
Health Serv Res. 2000;34(6):1273-302.

24. Coetzee B, Kagee A. The development of an inventory to assess the struc-
tural barriers to clinic attendance and pill-taking amongst users of antiretroviral
therapy. AIDS Behav. 2013;17(1):319-28.

25. Tsai AC, Bangsberg DR, Emenyonu N, Senkungu JK, Martin JN, Weiser SD.
The social context of food insecurity among persons living with HIV/AIDS in
rural Uganda. Soc Sci Med. 2011;73(12):1717-24.

26. Jeyaseelan L, Kumar S, Mohanraj R, Rebekah G, Rao D, Manhart LE.
Assessing HIV/AIDS stigma in south India: validation and abridgement of the
Berger HIV Stigma scale. AIDS Behav. 2013;17(1):434-43.

27. Mohanraj R, Jeyaseelan V, Kumar S, Mani T, Rao D, Murray KR, et al. Cultural
adaptation of the Brief COPE for persons living with HIV/AIDS in southern India.
AIDS Behav. 2015;19(2):341-51.

28. LaVeist TA, Isaac LA, Williams KP. Mistrust of health care organizations is
associated with underutilization of health services. Health Serv Res. 2009;44
(6):2093-105.

29. Horne R, Weinman J. Patients’ beliefs about prescribed medicines and their
role in adherence to treatment in chronic physical illness. J Psychosom Res.
1999;47(6):555-67.

30. Babikako HM, Neuhauser D, Katamba A, Mupere E. Patient satisfaction,
feasibility and reliability of satisfaction questionnaire among patients with pul-
monary tuberculosis in urban Uganda: a cross-sectional study. Health Res Policy
Syst. 2011;9:6.

31. Stangl AL, Bunnell R, Wamai N, Masaba H, Mermin J. Measuring quality of life
in rural Uganda: reliability and validity of summary scores from the medical out-
comes study HIV health survey (MOS-HIV). Qual Life Res. 2012;21(9):1655-63.
32. Bolton P, Wilk CM, Ndogoni L. Assessment of depression prevalence in
rural Uganda using symptom and function criteria. Soc Psychiatry Psychiatr Epi-
demiol. 2004;39(6):442—7.

33. 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). Alcohol Use
Disorders Identification Test. Arch Intern Med. 1998;158(16):1789-95.

34. Dunkel-Schetter C, Folkman S, Lazarus RS. Correlates of social support
receipt. J Pers Soc Psychol. 1987;53(1):71-80.

35. Haberer JE, Musinguzi N, Boum Y 2nd, Siedner MJ, Mocello AR, Hunt PW,
et al. Duration of antiretroviral therapy adherence interruption is associated
with risk of virologic rebound as determined by real-time adherence monitoring
in rural Uganda. J Acquir Immune Defic Syndr. 2015;70(4):386-92.

36. Maskew M, Bor J, Hendrickson C, MaclLeod W, Barnighausen T, Pillay D,
et al. Imputing HIV treatment start dates from routine laboratory data in South
Africa: a validation study. BMC Health Serv Res. 2017;17(1):41.

37. TEMPRANO ANRS 12136 Study Group, Danel C, Moh R, Gabillard D,
Badje A, Le CJ, et al. A trial of early antiretrovirals and isoniazid preventive
therapy in Africa. N Engl J Med. 2015;373(9):808-22.

38. Petersen M, Balzer L, Kwarsiima D, Sang N, Chamie G, Ayieko J, et al.
Association of implementation of a universal testing and treatment intervention
with HIV diagnosis, receipt of antiretroviral therapy, and viral suppression in
East Africa. JAMA. 2017;317(21):2196-206.

39. Chan BT, Tsai AC. HIV stigma trends in the general population during
antiretroviral treatment expansion: analysis of 31 countries in sub-Saharan
Africa, 2003-2013. J Acquir Immune Defic Syndr. 2016;72:558-64.

40. Chan B, Maughan-Brown B, Bogart L, Earnshaw V, Dietrich J, Orrell C,
et al. Trajectories of HIV-related internalized stigma and disclosure concerns
among ART initiators and non-initiators in South Africa. 22nd International AIDS
Conference 2018, Amsterdam, Abstract TUPED378.

41. Matthews LT, Orrell C, Bwana MB, Asiimwe S, Amanyire G, Musinguzi N,
et al; on behalf of the META Study Team. ART adherence among pregnant and
non-pregnant women in South Africa and Uganda. Abstract 814, CROI 2018,
Boston, MA.

42. Centers for Disease Control and Prevention. Impact of an innovative
approach to prevent mother-to-child transmission of HIV-Malawi, July 2011-
September 2012. MMWR Morb Mortal Wkly Rep. 2013;62(8):148-51.

43. Tenthani L, Haas AD, Tweya H, Jahn A, van Qosterhout JJ, Chimbwandira F,
et al. Retention in care under universal antiretroviral therapy for HIV-infected
pregnant and breastfeeding women (‘Option B+") in Malawi. AIDS. 2014;28
(4):589-98.

44. Auld AF, Shiraishi RW, Couto A, Mbofana F, Colborn K, Alfredo C, et al.
A decade of antiretroviral therapy scale-up in Mozambique: evaluation of out-
come trends and new models of service delivery among more than 300,000
patients enrolled during 2004-2013. J Acquir Immune Defic Syndr. 2016;73
(2):e11-22.

45, Langwenya N, Phillips TK, Brittain K, Zerbe A, Abrams EJ, Myer L. Same-
day antiretroviral therapy (ART) initiation in pregnancy is not associated with
viral suppression or engagement in care: a cohort study. J Int AIDS Soc.
2018;21(6):25133.

46. Barth RE, van der Loeff MF, Schuurman R, Hoepelman Al, Wensing AM.
Virological follow-up of adult patients in antiretroviral treatment programmes in
sub-Saharan Africa: a systematic review. Lancet Infect Dis. 2010;10(3):155-66.
47. Granich RM, Gilks CF, Dye C, De Cock KM, Williams BG. Universal vol-
untary HIV testing with immediate antiretroviral therapy as a strategy for
elimination of HIV transmission: a mathematical model. Lancet. 2009;373
(9657):48-57.

48. Iwuji CC, Orne-Gliemann J, Larmarange J, Balestre E, Thiebaut R, Tanser F,
et al. Universal test and treat and the HIV epidemic in rural South Africa: a
phase 4, open-label, community cluster randomised trial. Lancet HIV. 2018;5(3):
el16-25.

49. Larmarange J, Diallo MH, McGrath N, Iwuji C, Plazy M, Thiébaut R, et al.
The impact of population dynamics on the population HIV care cascade: results
from the ANRS 12249 treatment as prevention trial in rural KwaZulu-Natal
(South Africa). J Int AIDS Soc. 2018;21 Suppl 4:€25128.


https://www.avert.org/professionals/hiv-around-world/sub-saharan-africa/
https://www.avert.org/professionals/hiv-around-world/sub-saharan-africa/
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full
https://doi.org/10.1002/jia2.25232

Haberer JE et al. Journal of the International AIDS Society 2019, 21:€25232

http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full | https://doi.org/10.1002/jia2.25232

700 (90 1T (80) 0T 700 (9°0) 0¢C (80) 8T  T000> (So)ze (80) 6T (@s ‘ueaw) 3sni3siu [eIIPSIN
1000 (€0 ¥'e o ze 810 (coreze (#'0)cec  1000> (€0 ¥ (¥orze (@s ‘ueaw) a.ods SuidoD
(SS) €01 (£8) ¥9 (6S) i (0S) €9 (€9) 66 (L¥) €8 Y3iH
(6€) €/ (€¥) €L (/€) 82 (€2) 6T (¥e) €5 (T¥) ¢s 91eJ9poN
9717 (02) v¢ (¥) € (92) €€ (¥) 9 (TT) 0T MO
000> T1000> 000 (% ‘N) 1¥V 40} usaduoD
(€1) s¢ (o%) 89 1) 6 (S¥) 96 (11) LT (€¥) 9/ Y3iH
(8%) 68 (¢r) 2L (5€) 92 (8¢) 8v (6¥) LL (6€) 89 S1eJ9po
(6€) €/ (8T) 1€ (€S) Ov (LT) 12 (T¥) ¥9 (8T) Te MO
1000> 1000> 1000> (% ‘N) 1¥V 40 AYIssodaN
T000> (T€) 85 (¥S) ¢6 000 (02) ST (O%) 0S 2000 (LY) vt (¥9) 21T (% ‘N) PIOYasnoy Jo apIsiNo pasopasi
e (18) 16T (£8) 8v1 2000 (€3) 6¢ (L) €6 680 (¥8) €€T (I8) T¥T (% ‘N) 49piroud aJedyjeay) Wo.y apise pasopsiq
780 (2 ¢ce ¥ ee 800 (CXAWAS 920 v 6€0 (2 ce (52) s¢ (@S '9400s UeaW) SUI2UOD 2INSOPSIP ‘eWSNS
Aﬁ_m ‘9J00S Cm@Ev
1000> (871) LC (67) 8T 40 (£1) 671 (02 e  1000> (671) ¢ (87) 9T sopnyiie aAljeSau paAedsad ewsns
T000> (T£) eet (£2) 9% 1000> (£9) 0S (ve) oe 1000> (¥9) 10T (£€) ¥9 (% ‘N) AJlInd3asul pooy 219A9S
610 (¥1) €€ (€T) s€ 880 (€1) ¢ce (¥T) ze €00 (€1) ze (1) s¢ (@s ‘o400s ueaw) 3loddns [euoljowy
620 (¥1) ze (TT) o€ 610 (€1) 1€ (€1) 8¢ 620 (1) 1€ (11) z¢ (@S "2400s ueawl) 3loddns [ejuswniisul
1000> 9) €T )7 1000> (/) ST S 1000> (1) €T 9 v (@S "2400s ueaw) 2100s Jalleq [e1njon.ig
1€0 (€ s (S) 8 7000 €z (91) 02 9000> me (6) 9T (% ‘N) xos Joj Asuowl adueydx3
1000> (¢v) 8L (£8) 05T 1000> (62) 2T (£9) ¥8 1000> (0S) 62 (06) 85T (% ‘N) paAojdwig
7000 (St) ¥8 (c1) 1e T1000> (€€) ¢ (¢T) st T1000> (€5) €8 (¥1) vC (% ‘N) @wodul Jejn3ay
(esoyx Jo sjoyueAUNy)a3en3ue|
110 (£8) 19T (18) 6€1T 120 (96) TL (T6) ¥1T evo (06) 6€T (£8) TST [e20] 3U3 Ul (% ‘N) Adeu=11]
(S8) 6ST (8S) 66 (S6) £ (€1)16 (S8) veT (¥S) v6 Alepuodas
(ST) 8¢ (cr) €L S) v (£2) v€ (ST) v¢ (9%) 18 Adeuwlrid/auoN
T000> T1000> T1000> (% ‘N) uoljeonpa 3saysiH
7000 (£8) 29T (e4) sC1 020 (66) ¥L (00T) SzT 900 (68) 6€T (18) 2v1 (% ‘N) sypuow Xis jsed a3 Ul 9AI0E AJ[enxaS
T000> (81) € (cv) €L 1000> (L) S (I18) 10T 100> (61) 0€ (6%) 9 (% ‘N) palLen
7000 (96) 9 (8) €€ 860 (9 92 9) 9 200 (IT) g€ (o1 ¢ (@s ‘sieah) a3e uealy
870 (S9) moﬁ (8%) 68 (00T) 94 (00T) 62T 820 L) v1T (£9) m: (% ‘N) 2/euwia
900 (SG9P) T (¥'S'S¥) 0G T1000> (ST ve Ty (Cv T2 S 1000> (8% 'LC) ¥ (S¥'8C) 6 (401 w/sa1dod T30]) peo| [ediA UBIPS|A
900  (6GT ‘TS TTT  (#9T '89) G¢CT €00 (G/9 '80%) 98% (669 ¥S¥) ¥/S 200 (59 'G8€) g€l (98Y ‘G6€) LEV (401 M/s|190) JuNod D uelpan
anjep-d (£8T = N) (£LT = N) anjeA-d (92 =N) (62T = N) anjeA-d (85T = N) (£LT = N) onspayeley)
e’y yinos epue3n e’y yinos epuedn e’y yinos epuedn
jueudaid-uou/ae jueusaad/Aes jueudaud-uou/Aje]

dnouis pue A1unod Aq sansialoeseyd juedpiued TV dqeL

XIAN3ddV

12


http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full
https://doi.org/10.1002/jia2.25232

Haberer JE et al. Journal of the International AIDS Society 2019, 21:€25232

http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full | https://doi.org/10.1002/jia2.25232

%0T > Sem ejep SUISSIW WNWIXe|n ‘pajuasald agejusdiad oy3 Ul pa3dajjad se SJ13SsIajoeleyd aWos Joj SUISSIW 2Jam eje(] "98ued o3 enbiajul Y| ‘Adedayl [edinodja ijue ‘| Y

S10 (S2) Ly (61) C€ ¢000 1) 6 @z ¢000 (¥2) 8¢ (T1) 02 (% ‘N) @sh 8132.1e31D
1000> (62) G5 1) LT £L000 (61) v1 (9) 8 1000> (¢€) 05 (6) 9T (% ‘N) @sn joyodle AresH
1000 (8%) 68 (T€) €5 1000> (6¥) LE (T2) 92 1000> (1) 18 (02) G¢ (% ‘N) uolssaudap ajqeqold

£LE000 (01) 8¢ (€T) ¢ 1000> (8) L& (O1) 6% 1000> (6) 6€ (T1) L¥ (S ‘ueauw) Suiag-|jam [EIUBIN
ST000 (8) Or (S) L€ 1000> (L) sy (S T¥ 1000> (8) v (S) oF (@s ‘ueaul) Butag-|jom [Ed1SAYd
1000> (82) €6 (S2) 62T 1000> () € (08) 00T T000> (81) 6¢ (06) £ST (% ‘N) L¥V UBYl Jsy1o SUonesIpsw Jo s
(% ‘N) uswijjodus 03 Jord
£000 (TS) 88 (£€) €9 €000 (62) 12 (TS) v9 yAdo] (69) L6 (S9) ¥1T SAep 0£< 1591 AIH anlisod sl
1000> (ro)re (¥'0) G°€ 1000> (50)ce (50) g€ 1000> (o) te (7o) g€ (@s ‘uesw) uondejsites diulD
1000> (90) €T (90 67 1000> (v0)ce (£0) 81 1000> (S0 ec (L0) 61 (s ‘uesw) Aseadsuod
anjep-d (£8T = N) (££1 =N) anjep-d (9L =N) (62T = N) anjep-d (8ST = N) (££1 =N) dnstseley)
edLyy yinos epuesn edLyy yinos epuesn ed1)y yinos epuesn
jueusaad-uou/aje jueusaud/Aeg jueusaad-uou/Aje]

(ponunuoD) 1V 3lqeL


http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full
https://doi.org/10.1002/jia2.25232

Haberer JE et al. Journal of the International AIDS Society 2019, 21:€25232
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25232/full | https://doi.org/10.1002/jia2.25232

Table A2. Baseline participant characteristics among individuals who completed versus did not complete the study due to loss to
follow up, disenrollment or death

Characteristic Completed Lost/disenrolled/died p-Value
Enrollment (N) 805 99 —
Group 0.06
Early/non-pregnant 308 (38) 27 (27)
Early/pregnant 183 (23) 22 (22)
Late/non-pregnant 314 (39) 50 (51)
Median CD4 count (cells/uL)

For participants >350 451 (399-526) 458 (412-528) 0.35
For participants <200 120 (60-160) 90 (50-150) 0.18
Median viral load (logyo copies/mL, IQR) 4 (3.5, 5.0) 47 (4.2, 5.2) 0.004
Female (N, %) 557 (69) 8 (69) 0.92
Mean age (years, SD) 3 (10) 2(8) 0.54
Married (N, %) 311 (39) 7 (20) <0.001
Sexually active (N, %) 698 (87) 9 (80) 0.09
Highest education (N, %) 048

None/primary 223 (28) 21 (24)

Secondary 582 (72) 66 (76)
Literacy (N, %) in the local language (Runyankole or Xhosa) 706 (88) 70 (81) 0.07
Regular income (N, %) 224 (28) 28 (32) 0.39
Employed (N, %) 529 (66) 42 (48) 0.001
Exchanging money for sex (N, %) 49 (6) 4 (5) 0.14
Structural barrier score (mean score, SD) 8 (8) 9 (8) 0.03
Instrumental support (mean score, SD) 30 (12) 33 (13) 0.09
Emotional support (mean score, SD) 33 (14) 35 (13) 0.39
Severe food insecurity (N, %) 373 (46) 51 (59) 0.02
Stigma: perceived negative attitudes (mean score, SD) 2.2 (1.9) 2.3 (2.0) 0.67
Stigma: disclosure concerns (mean score, SD) 3.6 (2.5) 3.0 (2.5) 0.03
Disclosed aside from healthcare provider (N, %) 635 (79) 70 (81) 0.60
Disclosed outside of household (N, %) 362 (45) 39 (45) 0.95
Perceived necessity of ART (N, %) 047

High 231 (29) 29 (34)

Moderate 343 (43) 37 (43)

Low 231 (29) 20 (23)
Perceived concern for ART (N, %) 0.09

High 101 (13) 6 (6)

Moderate 288 (36) 40 (47)

Low 416 (52) 40 (47)
Maladaptive coping (mean, SD) 2.3 (0.3) 2.3 (0.4) 0.37
Medical mistrust (mean, SD) 20 (0.7) 2.1 (0.6) 0.62
Conspiracy (mean, SD) 2.1 (0.7) 2.2 (0.6) 0.09
Clinic satisfaction (mean, SD) 3.3 (0.5) 3.2 (0.4) 0.02
First positive HIV test > 30 days prior to enrolment (N, %) 415 (54) 32 (39) 0.01
Use of medications other than ART (N, %) 435 (54) 36 (41) 0.025
Physical well-being (mean, SD) 41 (7) 41 (8) 0.95
Mental well-being (mean, SD) 42 (11) 38 (11) 0.003
Probable depression (N, %) 283 (35) 38 (44) 0.10
Heavy alcohol use (N, %) 141 (18) 19 (22) 0.30
Cigarette use (N, %) 127 (16) 21 (24) 0.04

ART, antiretroviral therapy; IQR, interquartile range. Data were missing for some characteristics as reflected in the percentage presented. Maxi-
mum missing data was <10%
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