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ABSTRACT

Background: Oral tenofovir-based pre-exposure prophylaxis (PrEP) is an effective
biomedical HIV prevention option. In 2015, the World Health Organization (WHO)
recommended oral PrEP for those at substantial risk of HIV infection, and several countries
have since adopted oral PrEP into their national guidelines. In the context of trials, HIV
endpoint-driven trials frequently enrol individuals who are at elevated risk of acquiring HIV.
Ethical guidelines recommend that study sponsors and investigators should provide access
to a package of HIV prevention methods to trial participants, as recommended by WHO,
including adding new prevention methods as these are validated. In 2017, the South African
Medical Research Council recommended that oral PrEP be provided in HIV prevention trials.
The Evidence for Contraceptive Options and HIV Outcomes (ECHO) Trial was ongoing at
the time and incorporated oral PrEP into the trial’s HIV prevention package, including the
onsite provision of oral PrEP at the South African trial sites during the last eight months of
the trial. The ECHO Trial, conducted from 2015 to 2018, enrolled women aged 16-35 years,
from 12 research sites in four African countries, and assessed the effect of three
contraceptives on HIV incidence. In 2019, when this PhD project was conceptualised, there
was a lack of data on the integration of oral PrEP as part of the HIV prevention package in
HIV endpoint-driven trials. To address this gap, | evaluated the integration of oral PrEP as
standard of care for HIV prevention in clinical trials in South Africa.

Objectives:

1. To describe the process of implementing oral PrEP provision, the uptake of oral PrEP
and the characteristics of women who initiated (versus those who did not initiate) oral
PrEP during the ECHO Trial.

2. To evaluate oral PrEP adherence and factors associated with adherence by conducting
plasma tenofovir (TFV) drug level testing using stored blood samples among a subset of
women from South Africa who reported current oral PrEP use at the final ECHO Trial
visit.

3. To describe the experiences of women who initiated oral PrEP at the Durban, South
Africa, ECHO Trial site.

4. To explore post-trial access to oral PrEP, and barriers and enablers to post-trial oral
PreP access, among a subset of women from the Durban, South Africa, ECHO Trial site.

5. To review the current status of oral PrEP as standard of care for HIV prevention in
clinical trials in South Africa.

Methods: This was a mixed methodology study, conducted from 2019 to 2022, and both
qualitative and quantitative methods were utilized. | describe the process undertaken by the
ECHO Trial team to incorporate oral PrEP delivery into the trial’s HIV prevention package,
including the onsite provision of oral PrEP by ECHO Trial staff at the South African trial sites.
Characteristics between women who ever initiated oral PrEP versus those who had access
to but did not initiate oral PrEP, were assessed using Chi-squared/Fisher’s exact tests for
categorical variables and t-tests for continuous variables. HIV seroincidence comparisons
between participants who never versus ever initiated oral PrEP were modelled using exact
Poisson regression.

To objectively measure adherence to oral PrEP, plasma samples collected at the final ECHO
Trial visit, from a subset of women enrolled at the South African ECHO Trial sites, who
reported ongoing PrEP use, were tested for TFV. Bivariate logistical regression was used to
evaluate participant characteristics associated with quantifiable TFV at the final ECHO Trial
visit.
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To understand experiences of women who used oral PrEP and patterns of oral PrEP use,
we conducted questionnaires with women who initiated oral PrEP onsite at the Durban,
South Africa, ECHO Trial site. Face-to-face questionnaires were conducted approximately
three months following oral PrEP initiation, and explored reasons for using and discontinuing
oral PrEP, side effects experienced, oral PrEP adherence and disclosure of oral PrEP use. |
also evaluated factors associated with oral PrEP continuation at the final ECHO Trial visit
using univariate and multivariate logistical regression. Among women continuing oral PrEP
at ECHO Trial exit, telephonic follow-up was conducted 4-6 months later, to briefly explore
oral PrEP access and ongoing use following study exit.

Additional face-to-face, participant in-depth interviews were conducted in 2021 with a subset
of women from the Durban, South Africa, ECHO Trial site, who reported ongoing oral PrEP
use at ECHO Trial exit and who were given a 3-month PrEP supply at study exit. The
interviews explored barriers and enablers to post-trial oral PrEP access.

Finally, telephonic in-depth interviews were held with key stakeholders from research sites
across South Africa known to conduct HIV endpoint-driven clinical trials to explore their
perspectives on providing oral PrEP as HIV prevention standard of care in clinical trials in
South Africa. Participant and stakeholder interviews were audio-recorded and transcribed,
and thematic analysis was facilitated using NVivo.

Results: Our key findings indicate that it was feasible to integrate oral PrEP as standard of
care for HIV prevention in the ECHO Trial. PrEP uptake was 17.2% (622/3626) among those
eligible for oral PrEP when it became available. Women who initiated oral PrEP were more
likely to be unmarried, not living with their partner, having multiple partners; and less likely to
be earning their own income and receiving financial support from partners (all p<0.05).
There were 37 HIV seroconversions among women who had access to oral PrEP but did not
initiate oral PrEP, and 2 seroconversions among women who initiated oral PrEP (HIV
incidence 2.4 versus 1.0 per 100 person-years; Incidence Risk Ratio = 0.35; 95% confidence
interval (Cl) = 0.04 to 1.38). Among the 260 plasma samples from the eight South African
ECHO Trial sites that were available for TFV testing, plasma TFV was quantified in 36% of
samples (94/260). Women >24 years old had twice the odds of having TFV quantified
compared to younger women (Odds Ratio (OR) = 2.12; 95% CI = 1.27 to 3.56). Women who
reported inconsistent/no use of condoms had lower odds of TFV quantification (age-adjusted
OR =0.47; 95% CIl = 0.26 to 0.83). The ancillary study conducted at the Durban, South
Africa ECHO Trial site found that onsite oral PrEP uptake was high (43%, 138/324). Almost
all women who initiated oral PrEP at the trial site agreed to participate in the ancillary study
(96%, 132/138). Of these, 88% reported feeling at risk of acquiring HIV. Most women
(>90%) heard of oral PrEP for the first time from trial staff. Oral PrEP continuation via self-
report was 87% at month-1, 80% at month-3, and 75% elected to continue using oral PrEP
at trial exit and were referred to off-site facilities for ongoing access. Disclosure of oral PrEP
use was associated with five-fold increased odds of continuing oral PrEP at trial exit
(adjusted OR =4.98; 95% Cl = 1.45to0 17.13; p=0.01). At telephonic follow-up 4-6 months
after women exited the ECHO Trial, >50% reported discontinuing PrEP. Qualitative
interviews conducted with a subset of women from the Durban, South Africa ECHO Trial site
identified several barriers to post-trial oral PrEP access at facilities such as long queues,
facilities being located far from women’s homes, unsuitable clinic operating hours, negative
attitudes from providers, and oral PrEP being unavailable at some clinics. Interviews with
key stakeholders from research sites in South Africa found that most stakeholders reported
incorporating oral PrEP provision as part of the HIV prevention package offered to
participants in HIV endpoint-driven trials. Stakeholders identified barriers to oral PrEP
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uptake, adherence, persistence, and post-trial access. Demand creation, and education and
counselling about oral PrEP were reported as factors that facilitated uptake.

Conclusion: The ECHO Trial provides evidence that it was feasible to successfully integrate
oral PrEP provision as part of the trial’s HIV prevention package offered to study
participants. Other HIV endpoint-driven trials can utilize our findings as a model to integrate
oral PrEP provision into the HIV prevention package offered in a trial. The ancillary study
findings on PrEP uptake, adherence and persistence can be utilized to guide oral PrEP trials
and implementation programs. While post-trial oral PrEP access was concerning and several
barriers were identified, it is possible that with the scale-up of oral PrEP in the public sector
in South Africa after the ECHO Trial was completed, participants exiting trials and desiring to
continue oral PrEP could have better access.
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CHAPTER ONE

INTRODUCTION AND LITERATURE REVIEW

This section provides an introduction and literature review, identifies knowledge gaps in the
field and the rationale for this study, and describes the aims and objectives of this thesis.

Oral pre-exposure prophylaxis (PrEP) for HIV prevention refers to the use of antiretroviral
(ARV) medication by people not living with HIV, to prevent HIV acquisition®. One of the first
clinical trials to demonstrate oral PrEP effectiveness was the iPrEx study which was
conducted among men and transgender women, who have sex with men. The iPrEx study
found a 44% reduction in HIV incidence among those using oral PrEP containing tenofovir
disoproxil fumarate and emtricitabine (TDF-FTC) compared to placebo?. Subsequent oral
PrEP studies targeting heterosexual HIV transmission included the TDF2 study which
showed a 62% reduction in HIV incidence among heterosexual men and women from
Botswana?, and the Partners PrEP study which showed a 75% reduction in HIV incidence
among HIV-serodifferent couples from Kenya and Uganda“. Following these and several
other studies that demonstrated oral PrEP effectiveness among different populations in
many countries, in 2015, the World Health Organisation (WHO) recommended that oral
PreP containing TDF be offered as an additional prevention choice for people at substantial
risk of HIV infection®. However, not all studies demonstrated oral PrEP effectiveness — the
FEM-PrEP and VOICE trials, which were conducted among African women found no
significant reduction in HIV incidence, likely due to low levels of drug adherence®’.

Following the WHO recommendation that oral PrEP be offered to those at substantial risk of
HIV infection, with substantial risk being defined as an HIV incidence greater than 3 per 100
person-years in the absence of PrEP®, several countries began incorporating oral PrEP into
national guidelines as a component of HIV prevention®. Globally, as of September 2022,
cumulative oral PrEP initiations were around 2.8 million®, however, the Joint United Nations
Programme on HIV/AIDS (UNAIDS) target of 3 million oral PrEP initiations in low- and
middle-income countries by 2020 was not reached, with only 28% of the target achieved?®.

The need for HIV prevention options is paramount, both globally and particularly in sub-
Saharan Africa. Globally, in 2021, there were 1.5 million new HIV infections, and 670,000 of
these occurred in eastern and southern Africa’®. In sub-Saharan Africa, women and girls
accounted for almost two-thirds of new HIV infections in 2021%°. In South Africa, the country
with the largest HIV epidemic in the world, in 2021, 7.5 million people were living with HIV,
with a prevalence of 18% among adults aged 15 to 49 years, and 200,000 adults aged 15
years and over were newly infected with HIV1L,

In a clinical trial context, the provision of oral PrEP as part of HIV prevention standard of
care in HIV prevention trials, as the AIDS Vaccine Advocacy Coalition (AVAC) reported in
late 2017, is complex, and needs to take into consideration ethics, trial design issues and
mechanisms by which the intervention is provided?!?. Additional considerations include
community involvement and assessing oral PrEP availability and rollout in countries where
trials are being conducted?. According to the UNAIDS ethics guidance document, which
was updated in 2021, researchers and trial sponsors need to ensure access to a package of
prevention methods recommended by WHO during the trial, including adding new prevention
methods that are validated and recommended by WHO, on consultation with relevant
stakeholders!®. The HIV Prevention Trials Network (HPTN) ethics guidance document
recommends that researchers partner with key stakeholders to provide effective,
comprehensive, and sustainable prevention services to participants, but recognizes that it
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might be practically and ethically challenging to determine the content of the prevention
package'*. The Good Participatory Practice (GPP) guidelines discuss the ethical obligation
of researchers to assist trial participants reduce their risk of HIV acquisition, and the
importance of collaboration between researchers and stakeholders in determining the
components of the HIV prevention package offered in a trial*>. The HIV prevention package
provided to study participants in HIV prevention efficacy trials usually consists of risk-
reduction counselling, provision of condoms and lubricants, referral for medical male
circumcision, sexually transmitted infection (STI) testing and treatment, and counselling and
more recently referral for oral PrEP*S.

A key meeting that influenced oral PrEP provision in HIV endpoint-driven trials in South
Africa was a summit held by the South African Medical Research Council (SAMRC) in 2017,
on the standard of care in both HIV treatment and prevention trials, in low-middle income
settings?’. At this meeting, advocates and community members highlighted the need for
interventions that prevent HIV to be made available timeously. However, it was recognized
that oral PrEP availability in South Africa was limited at the time, with only 7,000 persons
using oral PrEP, and that oral PrEP was not widely available in the public sector.
Furthermore, oral PrEP at the time was not standard of care, but rather the aspirational
standard of care for high-risk men and women. Despite these limitations, it was
recommended that a fund be established to support the provision of oral PrEP at trial sites
for the duration of the trial, and participants be made aware that it was not possible to
provide post-trial access due to limited funding. HIV prevention trial investigators were also
advised to work together with the South African Department of Health (DoH) PrEP technical
working group to support oral PrEP demonstration projects close to research sites. Finally,
the manner in which oral PrEP was to be provided, referral versus onsite provision by trial
staff, was to be decided by trial sites together with the surrounding communities.

While there was clearly an ethical imperative to include oral PrEP as part of the prevention
package offered in HIV endpoint-driven trials*!4, there were also concerns related to the
provision of PrEP. These include that the provision of PrEP within trials could create undue
incentives for participation in research and it could result in inequities between participants
and surrounding communities!?4. Post-trial PrEP access upon study termination could be
challenging especially in communities where PrEP programmes are nascent or unavailable,
or where eligibility criteria for access are not congruent with trial criterial’. Operational
factors such as provider training, drug availability and supply, and PrEP-related laboratory
testing are also important considerations.

Clinical trial design and study outcomes are additional factors that need to be considered
with the provision of oral PrEP as part of the HIV prevention package in HIV efficacy trials?®.
Design considerations are complex and include whether oral PrEP is being used as an
active comparator arm to evaluate new prevention products such as injectable PrEP drugs,
or whether new HIV prevention products are being compared to placebo as in some of the
HIV vaccine studies?®. In instances where oral PrEP is offered as part of the prevention
package, the uptake of oral PrEP by study participants might change over time as oral PrEP
becomes more widely available, for example, oral PrEP uptake in HVTN 505, which was
conducted from 2009 to 2013 was only 5%, while in HYTN704/HPTNO85, which was
conducted from 2016 to 2020, oral PrEP uptake was 40%?8. Additional considerations
include non-inferiority versus superiority studies, run-in periods, crossover between arms
and estimating sample size'®. One example of where a new prevention modality is being
compared to placebo is the MOSAICO study which enrolled participants who were not using
oral PrEP at study entry and who expressed a desire not to use oral PrEP at study
screening/enrolment?8,
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One of the first clinical trials that considered the inclusion of oral PrEP as part of the trial HIV
prevention package was the HVTN 505 study, which raised important considerations of
whether, when and/or how oral PrEP should be offered to study participants?°. HVTN 505
was a phase IIb HIV vaccine efficacy trial that enrolled men who have sex with men (MSM)
and transgender women (TGW) at high-risk for HIV acquisition at sites in the United States.
It was during the course of this trial that the United States Food and Drug Administration
(FDA) approved the use of Truvada® for HIV prevention??, following three large trials that
demonstrated efficacy?“. At that time, oral PrEP was not widely used in any country and the
inclusion of oral PrEP in a clinical trial would go beyond available clinical care in most
settings. The trial considered the following four domains when contemplating the inclusion of
oral PrEP in the trial: 1) researchers’ obligations to study participants and communities; 2)
effects on study design; 3) health policy considerations, and 4) stakeholders’ opinions?.
After extensive consultation, the trial team elected to provide information and education
about oral PrEP to participants, and referrals to providers for those participants interested in
initiating oral PrEP, which would be provided at no cost to participants?°.

A large clinical trial conducted in South Africa that included oral PrEP as part of the HIV
prevention package was the HVTN 702 vaccine efficacy trial?2. The trial, conducted between
2016 and 2019, enrolled adults between the ages of 18 and 35 years. Oral PrEP was made
available to all study participants at no cost during the trial, however the uptake of oral PrEP
by participant self-report was only 3%, and tenofovir diphosphate (TFV-DP) measured in
dried blood spots (DBS) was detected in 2% of all samples tested. The vaccine did not show
any efficacy in preventing HIV and HIV incidence in the trial was high — 3.4 per 100 person-
years in the vaccine arm and 3.3 per 100 person-years in the placebo arm?2. Of concern,
HIV incidence among women was greater than 4 per 100 person-years, highlighting the
need for HIV prevention options among this group.

As discussed earlier, following the FDA approval for oral PrEP and the WHO
recommendation that oral PrEP be offered to those at substantial risk of HIV acquisition,
several countries incorporated oral PrEP into their HIV prevention guidelines. This posed
novel challenges for oral PrEP delivery and scale-up including how to promote oral PrEP
and create demand, particularly as oral PrEP was being offered in general to otherwise
healthy persons?3. Suggestions to create demand for oral PrEP include clear concise
messaging, addressing stigma, user and community education and awareness, and
emphasizing the positive benefits of oral PrEP in increasing user confidence and
empowerment?*, Data also suggest that demand creation is needed both prior to, and after
national guidelines are implemented, and the need for increasing oral PrEP availability2*.

Adherence to oral PrEP can be challenging and studies have been conducted in different
settings such as trials, including open label extension (OLE) trials, and demonstration
projects, to measure adherence. Adherence as measured by drug levels was 51% in the
iPrEx trial, 71% in the iPrEx OLE, 82% in the Partners PrEP trial, and lower in the VOICE
and FEM-PrEP trials — 28-29% and 37% respectively?®. Some demonstration projects have
found high levels of adherence to oral PrEP, for example, in the Partners Demonstration
project, adherence was 82%2°. Reasons for reduced or non-adherence to oral PrEP are
multifactorial. In the FEM-PrEP trial, reasons for non-adherence included concerns about the
investigational nature of the drug being tested, side effects, and HIV-related stigma?.
Additional barriers to oral PrEP adherence identified in other studies include forgetting to
take tablets, disclosure-related issues, challenges with discrete storage of oral PrEP and not
having PrEP pills with when travelling?’-?°, It is also worth noting that unlike antiretroviral
therapy (ART) which is lifelong and needs to be taken regularly, oral PrEP may be taken
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during periods of risk for HIV exposure and can be stopped and restarted as needed, and
this is known as prevention-effective adherence®.

Studies have found that oral PrEP continuation rates decrease over time, and many users
discontinue early, within the first few months of use. A systematic review and meta-analysis
which included trials, OLE studies, demonstration projects and implementation programmes,
that were conducted in several countries including Africa, found that 66% continued oral
PrEP at month-13!. Data from the Determined, Resilient, Empowered, AIDS-free, Mentored,
and Safe (DREAMS) Initiative in Kenya showed that 57% of adolescent girls and young
women (AGYW) persisted with oral PrEP at month-1 and 37% at month-32. Similarly, the
implementation science POWER study conducted in Kenya and South Africa among AGYW,
found that 31% continued oral PrEP at month-1 and 20% through 6 months®.

Oral PrEP access and availability in South Africa has expanded over time (Figure 2). Oral
PrEP was first rolled out by the South African DoH in 2016 to sex workers® and expanded in
2017 to include MSM and university students®®. In 2018, AGYW were eligible for oral PrEP?®,
In 2020, South Africa updated its oral PrEP guidelines to include additional populations such
as those with more than one sex partner, those with recent STIs, serodifferent couples, and
those who requested to use oral PrEP*. A further update in 2021 included the provision of
oral PrEP to at risk pregnant and lactating women®’. In 2016, when oral PrEP rollout had
begun in South Africa, oral PrEP was available at 13 sites, and 771 were initiated on PrEP*®,
In contrast, in 2021, when oral PrEP was expanded widely to include public sector facilities,
2,700 sites were offering oral PrEP and there were 268,068 initiations®®. Overall, as of
December 2021, more than 450,000 people had initiated oral PrEP in South Africa®.

Since programme inception, over 450 606 individuals have been initiated on oral PreP

ex

Sex W::-r‘ners E‘U‘?rke = Workers Wcrkers
Workers MSM MSM MSM MSM
Universities Universities Universities Universities scgml;.i{p to
AN ?ng :ng Facillties
PWID PWID
Scale-up to
Public
Facilities
n7 1412 2700
Srles Sltes Snes Sites Sites Sites*
i 3196 8593 45 576 106 402 286 068
PrEP PrEP PrEP PrEP PrEP PrEP
initiations initiations initiations initiations initiations initiations*

* Data up to December 2021.

Figure 2: Oral PrEP phased implementation in South Africa from 2016 to 2021
Source: https://bhekisisa.org/wp-content/uploads/2022/04/PrEP-updated-18-March-2022.pdf

A summary of HIV endpoint-driven trials and demonstration / implementation studies that
were being conducted in Africa, particularly in South Africa, at the time of this PhD project
are summarised in Table 2 below.
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Table 2: Summary of HIV endpoint-driven trials and PrEP implementation / demonstration projects

Name of Study design Country | Study Year of | PrEP uptake, PreP adherence | Comments
study population | study continuation measures
Open-label Kenya, HIV Sero- 2012- PrEP uptake: 97% MEMS Cap: 71% | High PrEP uptake
The Partners evaluation of Uganda | discordant 2016 Median duration of took 280% of and adherence
Demonstration | integrated couples PreP use — 12 months | doses. among sero-
Project® delivery of PrEP TFV detected in discordant couples
and ART 81% of plasma
samples.
HVTN7022 Phase 2b-3 trial | South Adults 2016- PrEP uptake was 3% TFV-DP in DBS Oral PrEP was
— HIV vaccine Africa (males and | 2020 via self-report. was detected in offered as part of the
efficacy. females) 2% of all samples | trial HIV prevention
(placebo tested. package.
controlled).
DREAMS — Package of Kenya AGYW 2017 PrEP continuation at PrepP refills. PrEP persistence
Kenya®? behavioral, Month-1: 57% evaluated using
biomedical, Month-2: 46% survival analysis and
economic and Month-3: 37% programmatic PrEP
social HIV Median persistence: 56 refill data.
prevention days
interventions.
PlusPills®® Open-label South 15-19 years | 2015- PrEP continuation: Plasma TFV was
single-arm Africa (males and | 2016 82% at week-12, and detected in 54% of
phase 2 study females) 76% at week-24, and samples at week-

59% at week-24.

12.

TFV-DP in DBS:
92% had
detectable TFV-
DP levels at week-
12, and 74% at
week-24.
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POWER Implementation | South AGYW 2017- PreP uptake: 94% TFV-DP levels
study?3 science study Africa, 2020 Refill at Month-1: 37% | indicated that 47%
Kenya Among those with 6- took an average of
month follow-up, 20% | 24 doses/week
continued PrEP
HPTN 0824 Open-label South AGYW 2016- | PrEP uptake: 95% PrEP refills: 55%
Prep Africa, 2018 55% persisted with had uninterrupted
demonstration Zimbabw PreP through month- refills through 12
study e 12. months.

TFV-DP: 84% had
detectable TFV-
DP levels at
month-3, 57% at
month-6, and 31%
at month-12.
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In 2019, when my PhD project was conceptualized, very little was known about integrating
oral PrEP into the HIV prevention package in HIV endpoint-driven trials. While ethical
guidelines at the time had spoken to the obligation of trialists to provide access to state-of-
the-art HIV risk reduction methods to participants in HIV prevention biomedical trials,
including adding on new HIV risk reduction methods as these are scientifically validated and
approved*, data on the feasibility and logistics of integrating oral PrEP as HIV prevention
standard of care in trials, was scarce. There were several unanswered questions at the time
which included:

- What would the uptake of oral PrEP by young African women enrolled in HIV
endpoint-driven trials be when PrEP is offered as part of HIV prevention standard of
care?

- Which participants would opt to initiate oral PrEP?

- Would women adhere to oral PrEP during the trial?

- What are the experiences of women who initiate oral PrEP during the trial?

- Would women who elect to continue using oral PrEP after exiting the study be able to
access oral PrEP post-trial exit?

- What are the barriers and enablers to post-trial oral PrEP access?

- What are the experiences of South African researchers in including oral PrEP as part
of the HIV prevention package in HIV endpoint-driven trials? What are the facilitators
and challenges?

The Evidence for Contraceptive Options and HIV Outcomes (ECHO) Trial was one of the
first HIV endpoint-driven clinical trials to provide oral PrEP onsite as part of the trial’'s HIV
prevention package to study participants during the latter part of the trial; and provided the
basis for this PhD project*?. While the ECHO Trial provided oral PrEP to study participants in
South Africa during the trial, and recorded dates of oral PrEP use, oral PrEP was not a study
outcome of the trial, therefore additional data related to PrEP such as reasons for using
PreP, adherence, disclosure of PrEP use, side effects and post-trial access, were not
captured. As part of my PhD project, | conceptualized and designed several ancillary studies
to collect additional data on oral PrEP integration during the ECHO Trial including data on
oral PrEP adherence, persistence, side effects, reasons for using oral PrEP, and post-trial
access.

Several components of this PhD project such as PrEP uptake, continuation, adherence and
post-trial access fit well into a PrEP cascade. Dunbar and team described the use of an
intervention-centric PrEP cascade as a framework to evaluate uptake and coverage of oral
PrEP among AGYW*. | have adapted this framework proposed by Dunbar and team to
describe PrEP access, uptake/initiation, continuation, adherence, and post-trial PrEP access
(Figure 1).
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Figure 1: PrEP Cascade

AIM AND OBJECTIVES

The aim of my PhD project was to describe the process of integrating oral PrEP as standard
of care for HIV prevention in the ECHO Trial and the experiences of women who initiated
oral PrEP, including adherence and post-trial access to oral PrEP.

My objectives were:

1. To describe the process of implementing oral PrEP provision, including the
uptake of oral PrEP and the characteristics of women who initiated (versus those
who did not initiate) oral PrEP during the ECHO Trial.

2. To evaluate oral PrEP adherence and factors associated with adherence by
conducting plasma TFV drug level testing using stored blood samples among a
subset of women from South Africa who reported current oral PrEP use at the
final ECHO Trial visit.

3. To describe the experiences of women who initiated oral PrEP at the Durban,
South Africa, ECHO Trial site.

4. To explore post-trial access to oral PrEP, and barriers and enablers to post-trial
oral PrEP access, among a subset of women from the Durban, South Africa,
ECHO Trial site.

5. To review the current status of oral PrEP as standard of care for HIV prevention
in clinical trials in South Africa.

METHODS

This section summarizes my methodology. | provide an overview of the ECHO Trial, and
thereafter describe the methods utilized for each study objective. This is a mixed
methodology PhD project and both qualitative and quantitative methods have been utilized.
Additional methodology details are available in each of the manuscripts in Chapter 2 of this
thesis.
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Overview of the ECHO Trial: The ECHO Trial was an open-label, randomized trial that
assessed the effects of three contraceptives (intramuscular depot medroxyprogesterone
acetate, a copper intrauterine device, and a levonorgestrel implant) on HIV incidence**. The
trial was conducted at 12 trial sites in Eswatini, Kenya, South Africa and Zambia (Figure 3),
between 2015 and 2018. In total, 7829 HIV-negative, sexually active women, aged 16 to 35
years and seeking contraception were enrolled into the trial. Follow-up was 12-18 months.
Women were seen a month after enrolment, then in two months, and thereafter quarterly.
Detailed ECHO protocol and trial procedures, including inclusion and exclusion criteria, as
well as the outcome of the trial have been published elsewhere**#°, Overall, HIV incidence in
the ECHO Trial was 3.8 per 100 person-years (95% confidence interval (Cl) 3.45 to 4.21),
and there was no substantial difference in HIV acquisition risk among the three contraceptive
methods**. Women signed written informed consent to participate in the ECHO Trial.

Kenya

Aurum Institute
Klerksdorp, South Africa

Kisumu East District Hospital Research Care & Training Program
Kisumu, Kenya

Effective Care Research Unit
East London, South Africa

Emavundleni Research Centre
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University of North Carolina’s Division of Global Women's Health -

(]
Zambia gf University Teaching Hospital (UNC—UTH)
I . —— Swaziland ‘ Family Life Association of Swaziland—ICAP
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Africa

Madibeng Centre for Research
Brits, South Africa

MatCH Commercial City Clinical Research Site
Durban, South Africa

MatCH Edendale Clinical Research Site
Pietermaritzburg, South Africa

Qhakaza Mbokodo Research Clinic
Ladysmith, South Africa

Setshaba Research Centre

Soshanguve, South Africa

Wits RHI / University of the Witwatersrand
Johannesburg, South Africa

Figure 3: An overview of the ECHO Trial host countries and research sites

Source: http://echo-consortium.com/wp-content/uploads/2018/09/map-of-sites-2018-1.png

For objective 1, we described in detail the process undertaken by the ECHO Trial team to
incorporate oral PrEP delivery as part of the HIV prevention package provided during the
trial. The HIV prevention package provided to study participants at each follow-up visit
included HIV risk reduction counselling, HIV counselling and testing, screening and
treatment of STIs, provision of condoms, partner HIV counselling and testing either onsite or
via referral, counselling on ART for risk reduction, and referral for ART for serodiscordant
couples. When the ECHO Trial began recruitment in 2015, oral PrEP was not yet considered
standard of care for HIV prevention in the host countries. The ECHO Trial protocol allowed
for women to use oral PrEP at any time, and for the offering of oral PrEP onsite as part of
the trial prevention package if oral PrEP was incorporated into national HIV prevention
policies in the host countries. The four ECHO Trial host countries incorporated oral PrEP into
their national policies in different ways and times. We described how each country
incorporated oral PrEP provision to trial participants during the trial. For the ECHO Trial, oral
PrEP was made available to trial participants through two mechanisms: 1) onsite as part of
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the HIV prevention package and 2) off-site via referral. At the nine South African ECHO Trial
sites, oral PrEP was made available onsite to study participants from March 2018 and was
available at all South African trial sites by June 2018. Women who initiated oral PrEP onsite
were seen a month after initiation and thereafter 3-monthly. In addition, PrEP visits were
aligned with regular study visits where feasible. Baseline and follow-up investigations such
as Hepatitis B and creatinine testing were conducted as per South African DoH PrEP
guidelines®.

Additional considerations for the onsite PrEP provision at the South African ECHO Trial sites
included stakeholder and community consultation, staff training, drug procurement and
management, laboratory testing, costs, availability of resources, policy framework and local
PrEP guidelines. Prior to the onsite provision of PrEP, each trial site had to complete a
readiness checklist to ensure that all components needed for provision for PrEP were
available including having a standard operating procedure in place. Sites were only
permitted to initiate onsite PrEP provision once approved by the ECHO site liaison.

During the ECHO Trial, quantitative data were collected using case-report forms that were
faxed to a central database. A thorough quality control system was in place both at the trial
site by study staff, and at the central data management centre. All data were cleaned during
the study. Data collected during the ECHO Trial included demographics, behavioural
characteristics, contraceptive method use, presence of STIs, HIV test results and dates of
oral PrEP use.

Characteristics between women who ever initiated oral PrEP versus those who had access
to but did not initiate oral PrEP, were assessed using Chi-squared tests (or Fisher’'s exact
tests for uncommon characteristics) for categorical variables and t-tests for continuous
variables. HIV seroincidence comparisons between participants who never versus ever
initiated oral PrEP were modelled using exact Poisson regression. This analysis was
conducted by an ECHO Trial statistician.

Objective 1 incorporates PrEP access, PrEP uptake/initiation, and PrEP continuation from
the PrEP cascade.

For objective 2, we tested stored plasma samples that were collected at the final study visit
for women who reported ongoing oral PrEP use at this visit. This analysis was limited to
women enrolled at eight of the nine South African ECHO Trial sites — Brits, Durban, East
London, Edendale, Johannesburg, Klerksdorp, Ladysmith, and Soshanguve. We tested
samples from women enrolled at these sites who: 1) initiated oral PrEP during the trial
(either onsite or off-site), 2) reported ongoing oral PrEP use at the final study visit, and 3)
consented to long-term sample storage and future testing at enrolment into the trial. The list
of samples for testing was generated by the ECHO data centre. During the trial, samples
that were collected from women at trial sites at the final visit, were processed and then
transported to Bio Analytical Research Corporation (BARC) laboratory in Johannesburg,
South Africa. At BARC, samples were stored in freezers at minus 80 degrees Celsius.
Samples were retrieved from storage and then transported to the University of Cape Town
(UCT) for testing. TFV in plasma was analysed with a liquid chromatography tandem mass
spectrometry assay developed at the Division of Clinical Pharmacology, UCT. Samples were
processed with a protein precipitation extraction method using TFV-d6 as internal standard
followed by high performance liquid chromatography with tandem mass spectrometry
detection using an AB SCIEX API 5500 instrument. Gradient chromatography was
performed on a Waters Atlantis T3 (C18, 3 um, 100 mm X 2.1 mm) analytical column. The
mobile phase consisted of 0.1% formic acid in water and 0.1% formic acid in acetonitrile and
was delivered at a flowrate of 300 puL per minute. The analyte and internal standard were
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monitored at mass transitions of the protonated precursor ions m/z 288.1 and m/z 294.0 to
the product ions m/z 176.2 and m/z 182.0 for TFV and TFV-d6, respectively*®. Quantification
of TFV above 10ng/mL was defined as quantifiable.

Bivariate logistical regression was used to evaluate participant characteristics associated
with quantifiable TFV at the final trial visit. Each factor significant at p<0.05 in a bivariate
model was then adjusted for age in independent models. Results were presented as crude
and adjusted odds ratios (OR) with 95% confidence intervals (Cl) and p-values. Analyses
were conducted using Stata version 14.1. | conducted this analysis under supervision.

Plasma TFV results were not provided to study participants as testing was conducted
retrospectively and all participants had exited the trial prior to testing of samples.
Furthermore, it was unlikely that the results would be of value to participants as testing was
conducted in 2021. We chose to test plasma TFV samples (as opposed to intracellular TFV-
DP in red blood cells) because we had retrospectively initiated testing of stored study
samples and whole blood samples were not collected/available.

Objective 2 incorporates PrEP adherence from the PrEP cascade.

To answer objective 3, | conducted an ancillary oral PrEP study at a single ECHO Trial site
in Durban, South Africa to collect additional data on oral PrEP use. This ancillary study was
conducted from April 2018 to April 2019. Women who initiated oral PrEP onsite at the
Durban trial site were invited to complete a structured interviewer-administered
guestionnaire, in English or isiZulu, approximately three months after initiating oral PrEP.
Written informed consent was obtained to participate in the ancillary study. The
guestionnaire probed experiences with using trial provided oral PrEP, including reasons for
initiating and discontinuing oral PrEP, side effects experienced, perceived HIV risk, reported
adherence to oral PrEP and disclosure of oral PrEP use. In addition, data were also
collected at the final ECHO Trial visit on whether oral PrEP was being continued, and
reasons for discontinuation. Among women who elected to continue using oral PrEP at the
final study visit, telephonic follow-up was conducted approximately four to six months after
exiting the trial to briefly explore post-trial oral PrEP access and continued use. Women were
asked whether they were still using oral PrEP, if they had any problems accessing oral PrEP
after the trial had ended. If women discontinued oral PrEP, reasons for discontinuation were
probed. For the phone-based interviews, women were asked to confirm their name and
surname, and were asked a study specific question to verify that they were the correct
participant in the study. Interviews were arranged at a time that was suitable for the woman.
Data for this study were entered onto the REDCap® electronic data capture tools hosted at
the University of the Witwatersrand*’, and analysed using Stata version 14 (StataCorp,
College Station, USA). Descriptive analyses were conducted for the purpose of this study.

| evaluated factors associated with oral PrEP continuation at study exit among women who
initiated oral PrEP onsite at the Durban, South Africa, ECHO Trial site, using univariate
logistical regression models. Factors associated with oral PrEP continuation at p<0.05 were
included in the multivariate analysis in which | adjusted for a priori confounders (age and
relationship status). Results are presented using crude and adjusted ORs with 95% Cls. Al
statistical analyses were conducted using Stata version 14.1 and were conducted under
supervision.

Objective 3 incorporates PrEP uptake/initiation, PrEP continuation, and briefly post-trial
PrEP access from the PrEP cascade.

For objective 4, | conducted face-to-face interviews with 13 women who had initiated oral
PreP onsite at the Durban, South Africa, ECHO Trial site, and had continued using oral
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PreP at ECHO Trial exit in 2018. | recruited women who had provided written informed
consent to be contacted for future studies. Women were contacted by telephone and invited
to participate in a one-time, in-depth interview. Women who agreed were interviewed from
November to December 2021, which was approximately three years after all participants had
been exited from the ECHO Trial. The semi-structured interview guide explored reasons for
initiating oral PrEP during the trial, oral PrEP use following study exit, barriers and enablers
to oral PrEP access post-trial, reasons for oral PrEP discontinuation, and suggestions to
improve oral PrEP services for women. Each interview lasted approximately 15 to 30
minutes. Interviews were conducted at the research site in a quiet, private room to ensure
confidentiality. Women were informed that | was conducting this research as part of my PhD
project.

Interviews were audio recorded and transcribed verbatim. Field notes were taken. Interviews
were coded, and analysis was facilitated using NVivo, version 10. Coding was inductive and
deductive, and the code list was modified as additional transcripts were coded. Thematic
analysis was conducted.

Obijective 4 incorporates post-trial PrEP access from the PrEP cascade.

To answer objective 5, qualitative methods were used. Fifteen semi-structured, one-time, in-
depth interviews were conducted via telephone with key stakeholders, who were working at
research organizations in South Africa that were known to conduct HIV prevention and
endpoint-driven clinical trials. Key stakeholders recruited to participate in the interviews were
employed in job categories that included site directors, principal investigators, clinicians, and
other senior staff with experience in HIV prevention research. The sampling techniques
utilized to identify key stakeholders were purposive and snowball sampling. Potential
participants were contacted via email to request participation in the study. The email
provided details about the study which included an information sheet. Those who responded
and were agreeable to participate signed written informed consent. Interviews were
conducted by myself, in English, from August 2020 to May 2021. The interview guide
explored contents of the HIV prevention package provided to study participants in clinical
trials, whether oral PrEP was provided and how it was provided (onsite versus off-site
referrals), experiences in providing oral PrEP to study participants, facilitators and barriers to
oral PrEP provision, and post-trial oral PrEP access. Each interview was approximately 30 to
40 minutes. Interviews were audio-recorded and transcribed, and analysis was facilitated
using NVivo version 10. Inductive and deductive methods were used to derive codes.
Thematic analysis was conducted.

Objective 5 incorporates all the steps from the PrEP cascade.

A summary of my methodology and analyses are provided in Table 3.
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Table 3: Summary of study objectives, data sources, and analyses

Objective

Data source(s)

Data analyses

1.

To describe the process of
implementing oral PrEP provision,
the uptake of oral PrEP and the
characteristics of women who
initiated (versus those who did not
initiate) oral PrEP during the ECHO
Trial.

Main ECHO Trial data.
Includes all 12 ECHO Trial sites.

Descriptive

Chi-squared/Fisher’s exact tests for
categorical variables and t-tests for
continuous variables

Poisson regression

To evaluate oral PrEP adherence
and factors associated with
adherence by conducting plasma
TFV drug level testing using stored
blood samples among a subset of
women from South Africa who
reported current oral PrEP use at
the final ECHO Trial visit

Stored plasma samples.
Main ECHO Trial data.
Includes 8 of the 9 ECHO Trial sites in South Africa.

Descriptive

Logistical regression

To describe the experiences of
women who initiated oral PrEP at
the Durban, South Africa, ECHO
Trial site.

Ancillary study questionnaires.
Main ECHO Trial data.

Includes one ECHO Trial site (Durban, South Africa).

Descriptive

Logistical regression

PrEP as standard of care for HIV
prevention in clinical trials in South
Africa.

research sites in South Africa.

4. To explore post-trial access to oral | In-depth interviews with participants who exited the Thematic analysis (facilitated with
PrEP, and barriers and enablers to | ECHO Trial. NVivo)
post-trial oral PrEP access, among | Includes one ECHO Trial site (Durban, South Africa).
a subset of women from the
Durban, South Africa, ECHO Trial
site.
5. To review the current status of oral | In-depth interviews with key stakeholders from Thematic analysis (facilitated with

NVivo)
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Ethics: The ECHO Trial was approved by research ethics committees for each of the study
sites, the FHI360 Protection of Human Subjects Committee, and the WHO ethics committee.
The ECHO ancillary study was approved by the University of the Witwatersrand Human
Research Ethics Committee (Wits HREC) (Reference: 141112). This PhD project, which
included the plasma tenofovir testing, as well as the in-depth interviews with key
stakeholders and with study participants was approved by Wits HREC (Reference:
M191155).

Participant confidentiality: Participant data for the main ECHO Trial, ancillary studies and in-
depth interviews were de-identified and collected using participant identification numbers.
Identifying information such as informed consent forms and link logs were stored in lockable
cabinets in access-controlled areas, and separately from the study coded documents.
Transcripts from the in-depth interviews were password protected. Access to study
documents were restricted to research staff, PhD supervisors and ECHO Trial monitors.

Data storage and destruction: All data collected for the ECHO Trial and the rest of this PhD
project were stored in lockable cabinets, secure storage units (post-study closure), and/or
online databases which were password protected. Data, including interview recordings, will
be destroyed as per the research unit’'s guidelines which are South African Good Clinical
Practice compliant.

RESULTS

This section summarizes the main results of my PhD project. Six manuscripts have been
developed, five of which have been published in peer-reviewed journals, and the final
manuscript has been submitted to a peer-reviewed journal and is under review. The
published and submitted papers are presented in Chapter 2.

Objective 1: To describe the process of implementing oral PrEP provision, including
the uptake of oral PrEP and the characteristics of women who initiated (versus those
who did not initiate) oral PrEP during the ECHO Trial

The published manuscript, titled, “Integrating oral PrEP delivery among African women in a
large HIV endpoint-driven clinical trial” describes the process of implementing oral PrEP
provision, the uptake of oral PrEP, and characteristics of women who initiated (versus those
who did not initiate) oral PrEP during the ECHO Trial. We described the availability of oral
PreP in the four ECHO host countries — Eswatini, Kenya, South Africa and Zambia, and
thereafter describe how oral PrEP was integrated into the ECHO Trial at each of the host
countries. We found that oral PrEP access in the ECHO Trial started in Kenya through public
availability in May 2017 (Table 3). In Eswatini and Zambia, oral PrEP was available via
government-sponsored demonstration projects which began in 2017. In South Africa, oral
PrEP was available in 2016, but limited to sex workers, and guidelines were later updated to
include MSM, sero-different couples, and AGYW. Following the statement made by the
SAMRC that recommended that oral PrEP be made available to participants in HIV
endpoint-driven clinical trials, the ECHO Trial team together with the support of the
community advisory board, explored how to make oral PrEP available to ECHO Trial
participants. For women in Eswatini, Kenya and Zambia, access to oral PrEP was via
referral to off-site facilities. For the South African trial sites, oral PrEP was made available
onsite via provision by trial staff, in addition to off-site referrals where available.
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Table 4: PrEP uptake/initiation and use in the ECHO Trial

Characteristic N or N (%) or median or date
Number (N) enrolled and followed in the ECHO Trial (all | 7829
sites)
Date when PrEP became available at trial sites:
South Africa ECHO Trial sites March — June 2018
Eswatini December 2017
Kenya May 2017
Zambia November 2017

Number (N) in follow-up who had access to PrEP when 3626
PrEP became available (all sites)

PrEP uptake / initiation (N, %)

All ECHO Trial sites (n=12) 622 (622/3626), 17.2%
South Africa ECHO Trial sites (n=9) 559 (559/2069), 27.0%
Eswatini 11 (11/363), 3.0%
Kenya 45 (45/889), 5.1%
Zambia 7 (7/1305), 2.3%

Median duration of PrEP use in days from initiation to 85 days

trial exit (all sites)

PrEP continuation at trial exit among all sites (N, %) 414 (414/622), 66.6%

We found that 3626 of the 7829 women (46.3%) enrolled in the ECHO Trial were still in
study follow-up when oral PrEP became available, and of these, 17.2% (n=622) initiated oral
PrepP. Of the 622 women who initiated oral PrEP, 559 (89.9%) were from the South African
trial sites, and only 49 (8.8%) of these women had initiated oral PrEP at off-site facilities,
prior to onsite PrEP provision. The uptake of oral PrEP at the South African trial sites was
27%. Overall, those who initiated oral PrEP were older, more likely to be unmarried, not
living with their partner, having multiple partners; and less likely to be earning their own
income and receiving financial support from partners (all p<0.05). There was no statistically
significant difference in oral PrEP initiation across randomized contraceptive groups

(p = 0.7). Two-thirds of women reported they were continuing oral PrEP at study exit. There
were 37 HIV seroconversions among women who had access to oral PrEP but did not
initiate oral PrEP, and 2 seroconversions among women who initiated oral PrEP (HIV
incidence 2.4 versus 1.0 per 100 person-years, Incidence Risk Ratio = 0.35, 95% CI = 0.04
to 1.38).

Overall, we found that it was feasible to integrate PrEP into the ECHO Trial with regards to
operational requirements, logistics and costs. Furthermore, PrEP was successfully
integrated into the trial as indicated by PrEP uptake and continued use at trial exit.

Objective 2: To evaluate oral PrEP adherence and factors associated with adherence
by conducting plasma TFV drug level testing using stored blood samples among a
subset of women from South Africa who reported current oral PrEP use at the final
ECHO Trial visit

The published brief report, titled, “Brief Report: Quantifiable Plasma Tenofovir Among South
African Women Using Daily Oral Pre-exposure Prophylaxis During the ECHO Trial”
describes oral PrEP adherence and factors associated with adherence by conducting
plasma TFV drug level testing using stored blood samples, in a subset of women, who
reported oral PrEP use at the final study visit. For this paper, we included women from eight
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of the nine South African trial sites. In total, 465 women had initiated oral PrEP at the eight
trial sites and 260 (56%) plasma samples from the final study visit were tested for TFV. The
remaining 205 women did not have TFV testing performed because of declining long-term
sample storage (n=19) or not using oral PrEP at the final study visit (n=186). Of the 260
women included, about half were <24 years and 22% were diagnosed with Chlamydia
trachomatis at enrolment into the ECHO Trial. At oral PrEP initiation, 68% reported
inconsistent/no use of condoms. The median duration of oral PrEP use was 90 days. TFV
was quantified in 36% (n=94) of samples. Women >24 years old had twice the odds of
having TFV quantified compared to younger women (OR = 2.12; 95% CIl = 1.27 to 3.56).
Women who reported inconsistent/no use of condoms had lower odds of TFV quantification
(age-adjusted OR = 0.47; 95% CI = 0.26 to 0.83).

Objective 3: To describe the experiences of women who initiated oral PrEP at the
Durban, South Africa, ECHO Trial site.

The published manuscript titled, “Exploring the Use of Oral Pre-exposure Prophylaxis (PrEP)
Among Women from Durban, South Africa as Part of the HIV Prevention Package in a
Clinical Trial” describes the experiences of women who initiated oral PrEP at the Durban,
South Africa, ECHO Trial site. We found that of the 324 women eligible for oral PrEP when it
became available onsite, 42.6% (n=138) initiated oral PrEP. In total, 132 women consented
to participate in this study. Of these, the mean age at ECHO Trial enrolment was 24 years
old and 82 women (62.1%) were <24 years. The main reasons that women cited for initiating
oral PREP were to prevent or protect against HIV (n=98, 74.2%); and partner-related
reasons (n=50, 37.9%) such as distrust of the partner, the partner being unfaithful previously
and having a partner whose HIV status was unknown. Almost a quarter of the women (n=28,
21.2%) initiated oral PrEP due to inconsistent or no condom use. Majority of women had
heard of oral PrEP for the first time by trial staff (n=120, 90.9%), and most had disclosed oral
PrEP use (n=119, 90.2%). About a third of women (38/102, 37.3%) reported not missing
taking their oral PrEP within the last 30 days. Of the remaining women (n=64), reasons for
missing doses included being away from home when oral PrEP needed to be taken (n=33,
51.6%), and forgetful to take oral PrEP (n=33, 51.6%). Overall, 100 women (75.8%) had
decided to continue oral PrEP at the ECHO study exit visit and 32 (24.2%) had discontinued
oral PrEP either during study follow-up or at the final study visit. At follow-up four to six
months post-trial exit, more than 50.0% of women reported discontinuing PrEP, and barriers
relating to oral PrEP access emerged.

A second published manuscript titled, “Daily Oral Pre-exposure Prophylaxis (PrEP)
Continuation Among Women from Durban, South Africa, Who Initiated PrEP as Standard of
Care for HIV Prevention in a Clinical Trial” describes oral PrEP continuation during the
ECHO Trial up to study exit, reasons and timing for oral PrEP discontinuation, and factors
associated with oral PrEP continuation at study exit. This paper included women enrolled at
the Durban, South Africa, ECHO Trial site. | found that of the 132 women included in this
study, 87% (n=115) reported continuation of oral PrEP at month 1, 80% (n=106) at month 3,
and 75% (n=99) continued using oral PrEP at their final trial visit and were referred to off-site
facilities for ongoing oral PrEP access. The median duration of oral PrEP use was 91 days.
Among women discontinuing oral PrEP (n=32), >50% discontinued within the first month,
and the most frequent reason for discontinuation was reporting side effects. Women who
disclosed their oral PrEP use to someone had increased odds of continuing oral PrEP at trial
exit (adjusted OR = 4.98; 95% CIl = 1.45 to 17.13; p=0.01). Women who reported >1 sex
partner and those who felt they would probably or definitely get infected with HIV had
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reduced odds of continuing oral PrEP at trial exit (adjusted OR = 0.24; 95% CI = 0.06 to
0.97; p=0.05 and adjusted OR = 0.21; 95% CI = 0.08 to 0.55; p<0.01 respectively).

Objective 4: To explore post-trial access to oral PrEP, and barriers and enablers to
post-trial oral PrEP access, among a subset of women from the Durban, South Africa,
ECHO Trial site.

The submitted manuscript, entitled, “Post-trial access to and use of pre-exposure
prophylaxis in Durban, South Africa” explores post-trial access to oral PrEP, and barriers
and enablers to post trial PrEP access, in a subset of women from the Durban, South Africa,
ECHO Trial site. | interviewed 13 women who reported continuing oral PrEP at the final
study visit. | found that women experienced several barriers to oral PrEP access after exiting
the trial which limited their continued use of oral PrEP. These included long queues at
facilities, facilities being located far from women’s homes, being unable to afford transport
costs to access clinics, unsuitable clinic operating hours, negative attitudes from providers,
and oral PrEP being unavailable at some facilities. Facilitators to PrEP access and use
included clinics being located close to women’s homes, quality information and counselling
provided by oral PrEP providers, oral PrEP demand creation and having a referral letter from
the research site to collect oral PrEP refills. Only one woman was still using oral PrEP at the
time of the interview. Most women who were not on oral PrEP expressed a desire to use oral
PrEP again, particularly if barriers to access could be removed.

Objective 5: To review the current status of oral PrEP as standard of care for HIV
prevention in clinical trials in South Africa

This published manuscript, titled, “Key stakeholders’ perspectives on providing oral pre-
exposure prophylaxis as HIV prevention standard of care in clinical trials in South Africa”
reviews the current status of oral PrEP as standard of care for HIV prevention in clinical trials
in South Africa. | interviewed 15 key stakeholders from research sites across South Africa
known to conduct HIV prevention and HIV endpoint-driven clinical trials. Most stakeholders
reported that they had incorporated oral PrEP provision as part of the HIV prevention
package in HIV prevention and endpoint-driven clinical trials. Key stakeholders reported that
the decision to provide oral PrEP in clinical trials was influenced by the SAMRC summit on
the standard of care in clinical trials, the rollout of oral PrEP by the South African DoH,
ethical considerations, and by trial funders. Barriers identified to oral PrEP uptake and use
among participants included challenges with daily pill taking, side effects, stigma, a lack of
demand creation, limited knowledge and education about oral PrEP in communities, and
personal preferences for other modes of PrEP delivery such as injectables. Barriers to oral
PreP uptake frequently overlapped with reasons for poor adherence and oral PrEP
discontinuation. Demand creation, and education and counselling about oral PrEP, facilitated
uptake. Most stakeholders felt that oral PrEP could be factored into trial calculations and
analyses, and therefore were not concerned that oral PrEP use would affect study
outcomes. Several barriers to post-trial oral PrEP access were identified, such as long
gueues and inconvenient operating hours at PrEP facilities, distance, and oral PrEP being
unavailable at some facilities.

DISCUSSION
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In this section, | discuss the key findings from my PhD project, and compare and contrast my
findings with other studies, and to the HIV prevention field. Each manuscript in Chapter 2
provides a more detailed discussion on my research.

Our findings indicate that it was possible to successfully integrate oral PrEP as standard of
care for HIV prevention in a large multicentre HIV endpoint-driven trial, with almost one in
five women who were eligible for oral PrEP, opting to initiate it. At the South African trial
sites, where oral PrEP was provided onsite during the final eight months of the trial, we
found that 49 women initiated oral PrEP prior to onsite provision, and more than 500 had
initiated oral PrEP when it became available onsite. This suggests that onsite PrEP provision
might be important in stimulating greater uptake in clinical trials*2.

HIV prevention and endpoint-driven trials enrol individuals at heightened risk for HIV
acquisition. In the ECHO Trial, HIV incidence overall was 3.8 per 100 person-years*, in the
HVTN 702 trial, HIV incidence was greater than 3 per 100 person-years overall, and among
women, HIV incidence exceeded 4 per 100 person-years??. Baseline characteristics among
participants enrolling in these trials include multiple risks for HIV acquisition such as high
prevalence of bacterial STls, high rates of intimate partner violence, having older partners,
uncertainty about their partner’s HIV status, and condomless sex?*2°48, This underscores the
need for access to state-of-the-art HIV prevention methods for participants enrolling in HIV
prevention and endpoint-driven trials. Ethical guidelines recommend access to prevention
methods including new prevention methods as they become validated*?, together with
partnering with key stakeholders to provide an HIV prevention package that is effective,
comprehensive and sustainable!?, and the importance of local community involvement?®. In a
South African context, the SAMRC made a recommendation to provide oral PrEP as part of
the HIV prevention package in HIV prevention and endpoint-driven trials in 20177 (17). At
the time, PrEP access in South Africa was rather limited'’, and there were concerns that the
provision of PrEP within trials would create perverse incentives for participation in research,
however, in the case of the ECHO Trial, enrolment had been completed prior to the onsite
availability of oral PrEP as part of the trial’'s HIV prevention package.

The manner in which oral PrEP was integrated into the ECHO Trial differed from the HVTN
505 study, which was conducted from 2009 to 20132°. In HVTN 505, participants were
provided with information and education about oral PrEP and then referred for oral PrEP
initiation, while in the ECHO Trial, oral PrEP was made available onsite at the South African
trial sites during the latter part of the trial. Similar to the ECHO Trial, the HVTN 702 vaccine
efficacy trial provided oral PrEP onsite to study participants at no cost??, however the uptake
of oral PrEP was much higher in the ECHO Trial compared to HVTN 702, 17% versus 3.2%
respectively. Both the HVTN 704/HPTN 085 and the HVTN 703/HPTN 081 trials, which
tested the efficacy of neutralizing antibodies to prevent HIV infection, provided counselling
on oral PrEP and unrestricted access at no cost to participants*®. The HVTN 704/HPTN 085
trial was conducted among cisgender men and transgender persons, who have sex with
cisgender men or transgender persons, in the Americas and Europe, and the HVTN
703/HPTN 081 trial enrolled heterosexual women from sub-Saharan Africa. The uptake of
oral PrEP in these studies was 39% and 3.8% respectively, as measured by detectable TFV-
DP. Notably, oral PrEP uptake was very low among women in the neutralizing antibody
study compared to men and transgender persons.

Several other studies have assessed oral PrEP uptake among African women, many of
which have found a high uptake of oral PrEP. The CAPRISA 082 study, conducted between
2016 and 2018, in KwaZulu-Natal, South Africa, found that 62% of young women aged 18 to
30 years initiated oral PrEP“8. Uptake was higher in the HPTN 082 study, conducted from
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2016 to 2018, which enrolled women aged 16 to 25 years from South Africa and Zimbabwe
— here the uptake of oral PrEP was 95%%. Similarly, the POWER study which enrolled
women aged 16 to 25 years from South Africa and Kenya found that the uptake of oral PrEP
was 94%%. However, these studies were designed specifically to study oral PrEP compared
to the ECHO Trial where oral PrEP was offered as part of the HIV prevention package and
the main aim of the study was to assess the effect of three contraceptives on HIV incidence.

In the ECHO Trial, oral PrEP provision was integrated with contraceptive provision and care
during the trial. Some studies have looked at integrating oral PrEP provision with
contraceptive services®°2, as these could serve as ideal entry points for women to access
HIV prevention. In Kenya, a real-world PrEP implementation program called PrlYA, found
that it was feasible to integrate oral PrEP delivery among women at risk for HIV acquisition,
in routine family planning clinics®. The uptake of oral PrEP in this setting was 22%. A study
in Cape Town, South Africa that looked at mobile oral PrEP delivery integrated with sexual
and reproductive health services (SRHS), found AGYW highly valued the integration of oral
PrEP with SRHS®2,

Some of the early oral PrEP studies among African women found low levels of adherence to
oral PrEP. In the VOICE trial, TFV was quantified in approximately 30% of samples’, and in
the FEM-PrEP trial, less than 40% of HIV-uninfected women had TFV quantified®. In the
ECHO Trial, we found that TFV was quantified in 36% of samples at the final study visit
among women reporting ongoing PrEP use. Differences between the ECHO Trial and the
two trials described above include that the former trials were placebo-controlled trials of an
unproven product, while in the ECHO Trial, oral PrEP was a recommended intervention to
prevent HIV. In the ECHO Trial, we measured plasma TFV, which provides a measure of
adherence over a few days®3°*. A longer-term measure of adherence is TFV-DP in

DBS which has a half-life of 17 days and provides a measure of adherence over weeks®®.
Quantifiable TFV in our study was higher than CAPRISA 082 which found that TFV-DP was
only quantified in 13% of samples*®, and lower than HPTN 082, where TFV-DP was
quantified in 84% of women at month 3 and 57% at month 64°. However, both these studies
measured TFV-DP while the ECHO Trial measured TFV. Of interest, despite only about a
third of women in the ECHO Trial having TFV quantified at the final trial visit, we found that
among all women who initiated oral PrEP in the trial, only two women had seroconverted at
HIV incidence rate of 1.0 per 100 person-years, which was much lower than the overall HIV
incidence in the trial**. Furthermore, additional analyses that were conducted among the
South Africa ECHO Trial sites found that onsite access to oral PrEP was associated with a
halving of HIV incidence®®. These study findings may be useful to future trials of HIV
prevention that integrate PrEP as part of the trial HIV prevention package®®.

While many PrEP trials conducted among African women found high uptake of oral PrEP,
PrEP persistence, measured by participant self-report and/or drug levels declined over time.
In the DREAMS initiative in Kenya, in 2017, PrEP persistence among AGYW at month-3 was
37%%. In the CAPRISA 082 study, three-quarters remained on oral PrEP at month-3, 64% at
month-6, and about 50% persisted through 12 months*. In the PrIYA programme, 41% of
women returned for a PrEP refill post initiation®. In the ECHO Trial, where the median
duration of oral PrEP was about 85 days prior to trial exit, we found that two-thirds of women
continued oral PrEP at trial exit*?. In the ancillary PrEP study conducted at the Durban,
ECHO Trial site, we found high rates of oral PrEP persistence with 87% of women persisting
at month-1, and 80% at month-3. However, in both the ECHO Trial, and the ancillary study,
PreP persistence was limited by follow-up remaining for participants in the trial. We

postulate that the high rates of PrEP continuation observed in the ECHO Trial could be
attributed to the integration of oral PrEP with contraceptive provision and care, the provision
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of oral PrEP at no cost to participants, aligning PrEP study visits with the main trial visits
where feasible, and quality education and counselling provided by trial staff which included
allowing participants to explore their own risk profile and which HIV prevention options would
be suitable for them. Additional factors to consider include that the study population was
research literate and received reimbursement for study participation which differs from real-
world settings.

Our ancillary PrEP study, which was conducted at the Durban, South Africa, ECHO Trial site
provided insights into women’s use of oral PrEP as part of the HIV prevention package
during the trial. We found that more than 90% of women had heard about oral PrEP for the
first time from trial staff, hence, trials may serve as an entry point to provide information and
education about oral PrEP and other prevention options. Qualitative research from the
POWER study indicated that PrEP awareness was very low in the communities in which
participants lived, and that AGYW primarily heard about PrEP for the first time at the clinic
where the POWER study took place?. One of the early lessons learned from oral PrEP
implementation projects among young African women was the importance of awareness and
demand creation to motivate young women to consider initiating PrEP?*. We found that most
women in our study had disclosed oral PrEP use. Qualitative research suggests that
disclosure can result in support for oral PrEP use, for example with pill reminders, however,
disclosure may also result in stigma such as the assumption that PrEP pills are ART, or
accusations of infidelity by partners?®°’. Notably, in our study we found that women who
disclosed oral PrEP use had almost five times the odds of continuing oral PrEP at the final
trial visit compared to those who did not disclose oral PrEP use. Reasons for oral PrEP
discontinuation in our study have been consistent with findings in other studies?%4%° and in
our study, perceived side effects related to oral PrEP use were the most frequent reason for
oral PrEP discontinuation during the trial.

We found that women from the Durban, South Africa, ECHO Trial site experienced several
barriers to accessing oral PrEP after exiting the ECHO Trial in 2018, and this frequently
resulted in oral PrEP discontinuation. These barriers included long queues, inconvenient
operating hours, distance, inability to afford transport costs to collect PrEP refills, and PrEP
being unavailable at some clinics. One contributing factor was the phased rollout of oral
PrEP in South Africa, which begun in 2016 and was initially limited to sex workers**,
thereafter gradually expanding to include additional populations®’. It was only in 2021 when
oral PrEP access was upscaled to include thousands of public sector facilities in the
country®. Barriers to oral PrEP access such as being unable to collect oral PrEP refills due
to school/work commitments, lacking transport to get to PrEP facilities, unsuitable facility
operating hours, long waiting queues and negative attitudes of health care workers have
been found in other studies in Africa?®°8>, Recently, there has been a shift to simplified
PreP delivery and the latest WHO PrEP guidelines (2022) emphasize the importance of
differentiated and simplified PrEP delivery®®. These include models of oral PrEP integration
into family planning clinics®°, pharmacies®!, antenatal and postnatal care®*% and community
models of delivery such as mobile clinics®> and community-based platforms®*. Many of these
models have shown success in delivering oral PrEP by removing access-related barriers to
oral PrEP delivery.

A novel contribution of this PhD project was the exploration of stakeholders’ perceptions and
experiences in offering and/or providing oral PrEP as part of the HIV prevention package in
clinical trials in South Africa. Barriers to oral PrEP use as reported by stakeholders such as
challenges with daily pill taking, a lack of oral PrEP awareness and demand creation,
perceived and experienced side effects, and preferences for other methods of PrEP delivery
are similar to barriers reported by participants in several studies?*2°°%6_ The impact of oral
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PrEP use on study outcomes was also explored in the stakeholder interviews — this is an
area that has received much discussion and debate over recent years. Considerations for
HIV efficacy trials include the trial population that will be enrolled, the standard of prevention
offered during the trial, the control group and whether a placebo will be used, the
intervention arm, the primary endpoint and whether it will be HIV acquisition versus a
surrogate endpoint, and whether the trial will be a superiority or a non-inferiority design?®.
Stakeholders interviewed in our study generally felt that oral PrEP use could be factored into
study calculations and analyses by trial statisticians, and therefore would unlikely impact
study outcomes. Of concern, many stakeholders reported multiple barriers to post-trial oral
PreP access, and this finding was also observed in our participant interviews on post-trial
oral PrEP access and use. As discussed earlier, differentiated and simplified models of PrEP
delivery®, as well as increased availability of oral PrEP (35) may alleviate some of the
challenges with post-trial access.

Finally, a discussion about oral PrEP and the HIV prevention field would be incomplete
without discussing long-acting drugs for HIV prevention — these include implants, rings,
injectables and extended-release oral preparations®. The ASPIRE trial which enrolled
African women aged 18 to 45 years, found a 27% reduction in HIV incidence among women
randomized to the dapivirine vaginal ring compared to placebo®’. In 2022, the South African
Health Products Regulatory Authority approved the use of the dapivirine vaginal ring®®. Long-
acting injectable cabotegravir (CAB-LA) has been shown to be very effective in preventing
HIV in MSM and TGW, as well as women. In HPTN 083, CAB-LA was found to be superior
to TDF-FTC in preventing HIV infection among MSM and TGW?®°, and similarly in HPTN 084,
CAB-LA was superior to TDF-FTC in preventing HIV infection in women’®. Long-acting PrEP
drugs may help alleviate some challenges with PrEP adherence and continuation,
particularly among young women, which was found in our study and several other studies®"-
3371 Another long-acting injectable drug for HIV prevention that is currently being evaluated
in the PURPOSE clinical trials is subcutaneous lenacapavir, which is given 6-monthly’?. The
addition of long-acting HIV prevention drugs to the HIV prevention toolbox will allow users to
choose which options are suitable for them, and could increase uptake, adherence and
persistence of PrEP, ultimately reducing HIV incidence. While some lessons from this PhD
project may be utilized among trials of long-acting PrEP methods, it is worth noting that
several trials evaluating long-acting PrEP methods have active control arms.

Recent innovations in the HIV prevention field include MATRIX, which is a USAID project,
funded by USAID and PEPFAR, that aims to advance the research and development of
innovative HIV prevention drugs including multi-purpose technologies such as combined
contraceptive and HIV prevention products, and is conducting studies in South Africa, Kenya
and Zimbabwe"3. Another project, MOSAIC, is a PEPFAR funded global project via USAID,
which aims to prevent HIV infections among AGYW by accelerating the introduction and
scale-up of new biomedical prevention products in several African countries’.

My PhD project has some limitations. While the ECHO Trial encouraged, facilitated, and
documented the use of oral PrEP as part of a combination HIV prevention package, the
ECHO Trial was not explicitly designed to study oral PrEP, therefore data on oral PrEP
adherence, reasons for choosing to use PrEP or not, and reasons for discontinuing PrEP
were not collected as part of the main ECHO Trial. The ancillary study conducted at the
Durban, South Africa ECHO Trial site did collect data on some of these factors, however,
data are limited to a single trial site, and therefore generalizability is limited. Oral PrEP was
introduced relatively late into the ECHO Trial; hence our findings are applicable to early
PreP use. As many studies have shown, oral PrEP adherence and persistence may change
over time. Plasma TFV quantification was limited to eight of the nine South Africa ECHO
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Trial sites and was collected at one time-point and not consecutively. Measures of
adherence such as TFV-DP in DBS would have been useful to assess longer-term oral PrEP
adherence. Interviews with participants to explore post-trial oral PrEP access were
conducted approximately 3 years after participants had exited the ECHO Trial. Oral PrEP
access and availability in South Africa have increased considerably since the ECHO Trial till
now, thereby alleviating some of the access-related barriers reported by stakeholders and
participants in this study.

CONCLUSION

Participants enrolling in HIV endpoint-driven trials are frequently at heightened risk for HIV
acquisition, and researchers and trial implementers have an ethical obligation to help
participants reduce their risk for HIV acquisition. The ECHO Trial was one of the first trials to
successfully integrate oral PrEP as standard of care for HIV prevention during the trial,
providing evidence that it is practical and feasible to integrate oral PrEP provision into the
HIV prevention package provided in clinical trials. Other trials with HIV endpoints can utilize
our findings as a model for integrating oral PrEP provision into the HIV prevention package
offered to participants. My study findings provide insights on reasons for using oral PrEP,
patterns of oral PrEP use, oral PrEP adherence and persistence. | identified several barriers
to post-trial oral PrEP access, however, the scale-up of oral PrEP in South Africa will
hopefully enhance PrEP access for participants who desire to continue using PrEP upon trial
termination.
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Abstract

Introduction: Global guidelines emphasize the ethical obligation of investigators to help participants in HIV-endpoint trials
reduce HIV risk by offering an optimal HIV prevention package. Oral pre-exposure prophylaxis (PrEP) has increasingly become
part of state-of-the-art HIV prevention. Here we describe the process of integrating oral PrEP delivery into the HIV preven-
tion package of the Evidence for Contraceptive Options and HIV Outcomes (ECHO) Trial.

Methods: ECHO was an open-label randomized clinical trial that compared HIV incidence among women randomized to one
of three effective contraceptives. In total, 7830 women aged 16 to 35 years from 12 sites in four African countries (Eswatini,
Kenya, South Africa and Zambia) were enrolled and followed for 12 to 18 months, from 2015 to 2018. Part-way through the
course of the trial, oral PrEP was provided to study participants either off-site via referral or on site via trained trial staff.
PrEP uptake was compared between different contraceptive users using Chi-squared tests or t-tests. HIV seroincidence rates
were compared between participants who never versus ever initiated PrEP using exact Poisson regression.

Results: PrEP access in ECHO began through public availability in Kenya in May 2017 and was available at all sites by June
2018. When PrEP became available, 3626 (46.3%) eligible women were still in follow-up in the study, and of these, 622
(17.2%) initiated PrEP. Women initiating PrEP were slightly older; more likely to be unmarried, not living with their partner,
having multiple partners; and less likely to be earning their own income and receiving financial support from partners (all
p < 0.05). PrEP initiation did not differ across study randomized groups (p = 0.7). Two-thirds of PrEP users were continuing
PrEP at study exit.

Conclusions: There is a need for improved HIV prevention services in clinical trials with HIV endpoints, especially trials
among African women. PrEP as a component of a comprehensive HIV prevention package provided to women in a large clini-
cal trial is practical and feasible. Provision of PrEP within clinical trials with HIV outcomes should be standard of prevention.

Keywords: pre-exposure prophylaxis; clinical trials; standard of care; women; HIV
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1 | INTRODUCTION

Within the context of clinical trials in which incident HIV
infection is a primary study outcome, global guidelines empha-
size an ethical imperative to assist participants reduce HIV
risk by offering state-of-the-art prevention packages [1-4].
Guidelines do not detail a specific set of recommended HIV
prevention interventions, and best practices for HIV preven-
tion have evolved over time. Risk-reduction counseling, HIV
counseling and testing, and provision of condoms have been
commonly provided, and more recent trials have included test-
ing and treatment for sexually transmitted infections (STls),

HIV and STI testing of partners, voluntary medical male cir-
cumcision for HIV-uninfected men, and initiation of antiretro-
viral therapy (ART) for partners living with HIV [1].
Importantly, the components of prevention packages should
reflect community and stakeholder involvement in making
decisions about what constitutes an optimal HIV standard of
prevention, tailored to the context of each locality, trial and
changing expectations about effective prevention services.

In 2015, the World Health Organization (WHQO) issued a glo-
bal recommendation that antiretroviral-based pre-exposure
prophylaxis (PrEP) become a component of combination HIV
prevention [5]. Many countries have since incorporated oral


https://orcid.org/0000-0003-4889-8123
https://orcid.org/0000-0003-4889-8123
https://orcid.org/0000-0003-4889-8123
https://orcid.org/0000-0001-6039-0352
https://orcid.org/0000-0001-6039-0352
https://orcid.org/0000-0001-6039-0352
https://orcid.org/0000-0001-5439-2538
https://orcid.org/0000-0001-5439-2538
https://orcid.org/0000-0001-5439-2538
https://orcid.org/0000-0001-8242-8438
https://orcid.org/0000-0001-8242-8438
https://orcid.org/0000-0001-8242-8438
mailto:ibeesham@mru.ac.za
http://creativecommons.org/licenses/by/4.0/
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25491/full
https://doi.org/10.1002/jia2.25491

Beesham | et al. Journal of the International AIDS Society 2020, 23:25491

http://onlinelibrary.wiley.com/doi/10.1002/jia2.25491/full | https://doi.org/10.1002/jia2.25491

PrEP into their national HIV prevention strategies [6-8]. Incor-
porating PrEP into standard of care HIV prevention services for
trials with HIV outcomes has emerged as an important compo-
nent of trial design and operational plans [?]. How to incorpo-
rate new prevention interventions into the standard prevention
package of clinical trials comes with ethical, operational and sci-
entific complexities, and this area is currently an active topic of
ethical, advocacy and research discussion [4,10].

The Evidence for Contraceptive Options and HIV Outcomes
(ECHO) Trial was an open-label, randomized clinical trial test-
ing the relative effects of three effective contraceptive meth-
ods on HIV acquisition risk, with incident HIV as the primary
study endpoint [11]. The ECHO Trial protocol called for a
comprehensive HIV prevention package to be provided to all
participants, including PrEP as it became a part of national
prevention policies in the host countries and as national rec-
ommendations for PrEP emerged during the trial period.
Despite the provision of a comprehensive HIV prevention
package to women during the ECHO Trial, the HIV incidence
was 3.8 per 100 women-years [12]. Here, we describe the
process undertaken by the trial team to incorporate oral PrEP
delivery as part of the ECHO Trial HIV prevention package.

2 | METHODS

21 |

The ECHO Trial was conducted between December 2015 and
October 2018 and followed 7829 women at twelve study sites
in four African countries (Eswatini, Kenya, South Africa and
Zambia) (Clinicaltrials.gov NCT02550067). Women desiring
contraception were randomized in a 1:1:1 ratio to depot
medroxyprogesterone acetate by intramuscular injection
(DMPA-IM), a copper intrauterine device (IUD), or a levonor-
gestrel (LNG) implant. Follow-up was quarterly for up to
18 months. Incident HIV infection was the primary study end-
point. Rapid HIV testing was done at baseline, quarterly and if
clinically indicated or requested by a participant [11]. Partici-
pants signed written informed consent. Approval was obtained
from Research Ethics Committees (RECs) associated with each
trial site and the Protection of Human Subjects Committee [12].

The trial's community engagement was informed by Good
Participatory Practice (GPP) guidelines including developing a
GPP plan at each site that detailed community engagement
activities and establishing a platform to discuss technical sup-
port for GPP [2]. A Global Community Advisory Group
(GCAQG) was established to provide a forum for civil society,
advocates and other stakeholders to engage with the ECHO
team about the trial conduct and discuss how broader issues
related to HIV prevention and contraceptive use might impact
the trial and policies globally.

Design and follow-up

2.2 | HIV prevention in the ECHO Trial and PrEP
availability

The ECHO Trial protocol specified that all participants would
be provided a standard HIV prevention package at all visits
that included risk reduction counseling, provision of HIV test-
ing and screening, STI testing and treatment, offering con-
doms, partner HIV counseling and testing, and counseling on
ART for HIV risk reduction, and referral for ART in HIV

serodiscordant couples [12]. When ECHO launched partici-
pant recruitment in 2015, PrEP was not yet considered stan-
dard of care in the host countries. A key consideration in the
decision to provide PrEP was accessing PrEP through local
means available which would be more sustainable over time.
The protocol allowed for women to use PrEP at any time, and
for the offering of PrEP on site if it was incorporated into
national HIV prevention policies.

The four ECHO Trial host countries incorporated PrEP into
national policies in different ways and times. In South Africa,
HIV prevention policies were updated in 2016 to include PrEP
for all persons with substantial HIV risk but public PrEP pro-
grammes were initially restricted to select clinics and demon-
stration projects for sex workers, eventually expanding to
include men who have sex with men, serodiscordant couples
and adolescent girls and young women [8]. Kenya introduced
PrEP guidance in 2016 and national rollout in May 2017 with
universal access to all people with substantial HIV risk [13]. In
Eswatini and Zambia, PrEP pilots in government-sponsored
demonstration projects began in 2017. In November 2017, the
South African Medical Research Council (SAMRC) held a stake-
holder meeting, attended by members of the ECHO GCAG,
about the evolving PrEP standard of care and issued a recom-
mendation that PrEP should be made available to research par-
ticipants in clinical trials with HIV endpoints in South Africa
[14]. With the support of the GCAG, the ECHO Trial team
explored the opportunity to make PrEP available on site at all
twelve ECHO sites through trial funds. For women from Kenya
and Zambia, it was determined that there was sustainable
access to PrEP at referral centres that would continue post-
trial. For women from Eswatini, the research site was not part
of the country’s demonstration project programme, and the site
used referral to relevant sites for PrEP access. For the nine sites
in South Africa, the ECHO team proceeded to take the steps
necessary to make PrEP available at the research sites.

PrEP was made available to ECHO Trial participants
through two mechanisms: (1) on site as part of the HIV pre-
vention package and (2) off-site via referral.

2.3 | Process of PrEP integration at the South
African ECHO Trial sites

All' nine South African ECHO sites began offering PrEP
between March and June 2018 following relevant consulta-
tion, training and determination of operational readiness. The
SAMRC guidance recognized that discussion and input from
the local community stakeholders and RECs was essential to
ensure meaningful implementation of PrEP [14], and these
groups were included in the decision-making process. The
decision to provide PrEP on a voluntary basis was supported
by the overseeing REC's.

Training of site staff was conducted during the first quarter
of 2018 at each trial site. For the training, components were
adapted from the South African standardized PrEP training
package, and the South African National Department of
Health (NDoH) PrEP Guidelines [15]. In addition, field-tested
material developed by the Southern African HIV Clinicians
Society, the NDoH, and an Optimizing Prevention Technology
Introduction on Schedule were used [16]. Training was coordi-
nated with the South African NDoH guidelines to ensure
alignment with the national plan. The training also


http://onlinelibrary.wiley.com/doi/10.1002/jia2.25491/full
https://doi.org/10.1002/jia2.25491

Beesham | et al. Journal of the International AIDS Society 2020, 23:25491

http://onlinelibrarywiley.com/doi/10.1002/jia2.25491/full | https://doi.org/10.1002/jia2.25491

incorporated provider sensitization, the provision of PrEP as
part of an optimal combination HIV prevention package for
ECHO Trial participants, the importance of participants explor-
ing their own risk profile and risk reduction options, and
adherence to and effective use of PrEP. An important compo-
nent of the training included communication with participants
about post study access to PrEP. Where possible, participants
who started PrEP on site would be referred to demonstration
projects and public facilities to access PrEP at study exit. The
entire site staff teams were included in the training, including
cadres representative of the pharmacists, counselors, and out-
reach, administrative, clinical and quality assurance staff. Addi-
tional targeted training was designed for the different staff
roles, including in-depth training on informational resources,
materials and referrals with each site’s community and out-
reach team. Separate educational workshops and presenta-
tions on PrEP were also conducted with each research site’s
Community Advisory Boards (CABs).

Operational aspects of PrEP readiness focused on costs,
commodities and logistical aspects of PrEP delivery: South
African national PrEP guidelines include laboratory testing
(HIV, pregnancy, creatinine and hepatitis B virus testing) prior
to initiation; the PrEP drug (generic emtricitabine/tenofovir
disoproxil fumarate) needed to be procured and distributed;
and hepatitis B vaccination would be offered. PrEP visits were
scheduled according to South African national guidelines, and
visits were generally aligned where possible with ECHO Trial
study visits. PrEP was offered to participants as part of the
HIV prevention package on a voluntary basis in women who
were eligible under national PrEP clinical guidelines. PrEP was
only offered to participants who were still in active follow-up
and had at least one month remaining in the trial. Participants
who had initiated PrEP on site and desired to continue PrEP
were given a three-month supply of PrEP at their final trial
visit and referred to facilities providing PrEP where available.

2.4 | Process of PrEP integration at the non-South
African sites

Participants from sites in Eswatini, Kenya and Zambia were
counselled on PrEP by trial staff, and those who were inter-
ested were referred to facilities off-site. Site investigators and
community liaison officers established linkages to off-site facil-
ities providing PrEP where participants could receive PrEp,
such as government-approved demonstration sites.
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At each study visit, participants were asked a standardized
question about whether she had used PrEP since the last study
visit and the dates of PrEP use were recorded. Because PrEP
was not a research component of the trial, additional data speci-
fic to PrEP were not captured (e.g. reasons for refusal, side
effects, laboratory test results specific to PrEP, adherence).

PrEP data collection

2.6 | Data analysis

2.6.1 | Access to PrEP

For each participant, we defined the date PrEP became avail-
able as the earlier of (1) the date when their ECHO site

began offering PrEP (South African sites only) or PrkP
became widely available per national programme rollout (Ken-
yan site only), or (2) the self-reported date of PrEP initiation
at an off-site facility (Eswatini and Zambia). Participants who
could have initiated PrEP were defined as those who either
met the on-site criteria for being offered PrEP (i.e. attended a
study visit after PrEP was available, had at least one month
remaining in study follow-up, were HIV-uninfected, and at
sites in South Africa and Zambia, were not pregnant or
breastfeeding), or who were ascertained to have received
PrEP off-site. PrEP was not recommended for pregnant and
breastfeeding women in South Africa and Zambia as per coun-
try guidelines at the time.

2.6.2 | PrEP use

PrEP medications and dates of use were obtained through on-
site records of PrEP use using case report forms that were
completed by study clinicians on dispensing PrEP and via par-
ticipant self-report. We defined PrEP use as continuing at
study exit if the participant had previously initiated PrgP,
attended her final scheduled follow-up visit, and at her final
scheduled follow-up visit either received PrEP on site or self-
reported ongoing use of PrEP received off-site.
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Comparisons of characteristics between PrEP groups were
assessed using Chi-squared tests (or Fisher’s exact tests for
uncommon characteristics) for categorical variables and t-tests
for continuous variables. HIV seroincidence comparisons
between participants who never versus ever initiated PrEP
were modeled using exact Poisson regression and included
covariates that were both significantly different between the
never versus ever PrEP users in Table 1.

Statistical analysis

3 | RESULTS

Of the 7829 women followed in the ECHO Trial, 3626
(46.3%) had access to PrEP prior to exiting the study and 622
(17.2% of those with access) initiated PrEP (Figure 1) Of the
622, 11 initiated in Eswatini (11 of 363 with access, 3.0%), 45
in Kenya (45 of 889, 5.1%), 559 in South Africa (559 of 2069,
27.0%) and 7 in Zambia (7 of 305, 2.3%). For those in South
Africa, 49 women had initiated PrEP prior to on-site provision
at the South African sites.

The median age of women who initiated PrEP was 24 years
(IQR 21 to 27). Women who initiated PrEP compared to those
who did not were slightly older, more likely to be unmarried,
not living with their partner, having more than one partner
and less likely to be earning their own income and receiving
financial support from partners (Table 1). Women who initi-
ated PrEP also had a higher VOICE modified risk score (me-
dian =5, IQR 4 to 7) [17] compared to those who did not
initiate PrEP (median = 4, IQR 2 to 6). The prevalence of
Chlamydia trachomatis at enrolment was higher in women who
initiated PrEP (p = 0.005). Condomless sex at the time of
PrEP access was high both in women who did not initiate
PrEP as well as women who initiated PrEP with just over half
of women in both groups reporting that the last vaginal sex
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Table 1. Participant characteristics and association with PrEP initiation

Participant Characteristics: N (%) or median (IQR)

Had access to but did not initiate

Characteristic PrEP (N = 3004) Ever initiated PrEP (N = 622) p-value
Baseline characteristics
Age group (years) <0.0001
16 to 17 7 (1.9%) 4 (0.6%)
18 to 20 820 (27.3%) 129 (20.7%)
21 to 24 1082 (36.0%) 218 (35.0%)
25to 30 815 (27.1%) QOO (32.2%)
31to 35 230 (7.7%) 1(11.4%)
Never married 1999 (66.5%) 558 (89.7%) <0.0001
Lives with partner 1194 (39.7%) 134 (21.5%) <0.0001
Partner provides financial/material support 2188 (72.8%) 277 (44.5%) <0.0001
Education <0.0001
None 7 (0.9%) 2 (0.3%)
Primary (any) 530 (17.6%) 27 (4.3%)
Secondary (any) 1974 (65.7%) 496 (79.7%)
Post-secondary (any) 473 (15.7%) 7 (15.6%)
Earns own income 800 (26.6%) 107 (17.2%) <0.0001
Number of partners in the past three months 0.006
0 12 (0.4%) 0 (0%)
1 2840 (94.6%) 573 (92.1%)
>2 151 (5.0%) 49 (7.9%)
Condom use with last vaginal sex <0.0001
Yes 1331 (44.3%) 317 (51.0%)
No, had condomless sex 1486 (49.5%) 294 (47.3%)
No, no vaginal sex 174 (5.8%) 1 (1.8%)
No, no partner 2 (0.4%) 0 (0%)
Chlamydia trachomatis 475 (15.8%) 127 (20.4%) 0.005
Neisseria gonorrhoeae 121 (4.0%) 3 (5.3%) 0.15
Voice modified risk score category® <0.0001
Oto4 1719 (57.6%) 224 (36.1%)
5t08 1267 (42.4%) 396 (63.9%)
Characteristics at PrEP access date (if did not initiate PrEP) or PrEP initiation date (if ever initiated PrEP)
Number of partners in the past three months <0.0001
0 92 (3.1%) 12 (1.9%)
1 2815 (93.8%) 561 (90.6%)
>2 93 (3.1%) 46 (7.4%)
Condom use with last vaginal sex 0.009
Yes 1177 (39.2%) 262 (42.3%)
No, had condomless sex 1550 (51.7%) 326 (52.7%)
No, no vaginal sex 180 (6.0%) 9 (3.1%)
No, no partner 2 (3.1%) 2 (1.9%)

“The VOICE risk score is composed of demographic and behavioural characteristics, with higher values reflecting greater expected HIV incidence

[17].

act was without a condom. Most women reported having one
sexual partner at the time of PrEP access (>90%), and 46
(7.4%) women who initiated PrEP reported two or more part-
ners at the visit when PrEP was initiated.

There was no significant difference in uptake of PrEP by
randomized contraceptive group with 188 women randomized

to DMPA-IM, 216 randomized to copper IUD and 218 ran-
domized to LNG implant initiating PrEP (p = 0.75). Findings
were similar when analysed by contraceptive method in use at
the time of PrEP initiation: 194 DMPA-IM, 189 copper 1UD
and 212 LNG implant (p = 0.68). Among women who initiated
PrEP, the median duration of PrEP use was 85 days prior to
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7829 women followed in ECHO Trial

4203 did not have access to PrEP

\4

A\ 4

3626 had access to PrEP when PrEP
became available

e 2855 women had already exited the study

e 372 had seroconverted previously

e 333 did not attend a visit when PrEP was
available

e 643 were not eligible for PrEP**

622 initiated PrEP

Figure 1. PrEP eligibility and initiation in the ECHO Trial.

3004 did not initiate PrEP

“*Of the 643 women who were not eligible, 128 had less than 28 days of follow up at sites that were providing PrEP on-site and 515 were either
pregnant (26) or breastfeeding (489) at all follow up visits when PrEP was available (in sites other than Kenya and Eswatini). PrEP access was
defined as beginning in May 2017 for the site in Kenya, in November 2017 for the site in Zambia, in December 2017 for the site in Eswatini, and
between March 2018 and June 2018 for the nine sites in South Africa. ECHO, Evidence for Contraceptive Options and HIV Outcomes; PrEP,

pre-exposure prophylaxis.

study exit (IQR 40 to 96), and two-thirds of women (66.6%)
were continuing PrEP at study exit.

There were 37 HIV seroconversions among women who
had access to PrEP but did not initiate PrEP and 2 serocon-
versions among women who initiated PrEP (HIV incidence 2.4
versus 1.0 per 100 person-years, IRR 0.35, 95% CI 0.04 to
1.38). Of the two women who seroconverted after starting
PrEP, one had stopped PrEP approximately two months prior
to seroconversion. The other woman reported continuous
PrEP use for 28 days, followed by a two-day break in use, and
then continuous use for 52 days until the date of seroconver-
sion. She tested negative on rapid HIV testing both at baseline
when initiating PrEP and 30 days later at her first follow-up
visit post PrEP initiation.

4 | DISCUSSION

The ECHO Trial provided PrEP as a component of a compre-
hensive HIV prevention package. In other trials with HIV as
the primary endpoint, HIV prevention packages provided to
participants have included risk-reduction counselling, free con-
doms, referral for or provision of male medical circumcision,
testing and treatment of STls, and counselling and referral for

post-exposure prophylaxis. In recent years, substantial discus-
sion has focused on the ethical, logistical and scientific consid-
erations regarding incorporation of oral PrEP into clinical trials
with HIV as the primary endpoint, as part of a standard pre-
vention package or an active comparator for new PrEP agents
[4,10]. The ECHO Trial represents one of the first trials with
incident HIV as a primary study outcome to successfully incor-
porate PrEP into a standard HIV prevention package, provided
on site, and could be used as a model for future trials as PrEP
becomes part of standard prevention services.

Almost one in five women with access to PrEP initiated it,
and women who initiated PrEP had characteristics suggesting
an increased risk for acquiring HIV. Other HIV prevention tri-
als have found similar characteristics among participants, such
as a high prevalence of C. trachomatis and inconsistent con-
dom use [18,19]. Recent studies have found good uptake of
PrEP among young women in Africa [20].

For South Africa, there was a substantial difference in the
uptake of PrEP prior to the on-site provision with only 49
women initiating PrEP prior to on-site provision but> 500 initi-
ating after PrEP was available on site. In addition, nearly 90% of
those who initiated PrEP were from the South African sites.
Together, these suggest that on-site provision of PrEP might be
important for stimulating greater uptake in trial settings like this.
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There were similar ratios of PrEP uptake among women
by randomized contraceptive method and current contracep-
tive method in use. Theoretically, it was possible that women
using DMPA-IM would be more likely to initiate PrEP due
to concerns about the possible increased risk of acquiring
HIV with DMPA-IM use, as women were extensively coun-
selled about this potential risk when enrolling into the study
and during follow-up as a result of updating WHO guidance
about the change of progestogen-only injectables among
women at high risk for HIV from a WHO MEC category 1
to category 2 which occurred during the course of the trial
[21]. However, we did not find greater uptake of PrEP in
women using DMPA-IM compared to the other contracep-
tive methods.

We found that two women who had initiated PrEP had
seroconverted compared to 37 women who did not initiate
PrEP. Of the two women who had seroconverted, one of
these had stopped PrEP two months prior to HIV detection.
Our trial was not designed to collect detailed data about
PrEP use and directly assess PrEP efficacy, which has been
demonstrated in more rigorous and well-powered studies
already [6].

The well-being of trial participants is the highest priority for
clinical investigators and every effort should be made to help
prevent HIV infection in clinical trials with HIV endpoints. It is
likely that the provision of PrEP for persons at high risk for
HIV will reduce the rate of HIV seroconversions, therefore
affecting the study power in HIV endpoint trials. In ECHO,
PrEP was offered late into the trial and thus would not be
expected to have a significant impact on the total number of
HIV infections in the trial. Nevertheless, this potential limitation
should not be a barrier to providing oral PrEP in future trials. It
is still possible to obtain study outcomes but it might take a
longer period of time to achieve these; and the provision of
PrEP should be factored into study power calculations. Novel
trial designs and analyses are being considered in response to
effective HIV prevention provision to all participants [10]. Not
all women who are offered PrEP will initiate it, and not all
women who initiate PrEP will continue using it or remain
adherent to achieve optimal levels of protection. For example,
in the recent HPTN 082 study, despite an uptake of PrEP in
95%, detectable plasma tenofovir concentrations declined from
65% at three months to 25% at twelve months [22].

A key limitation of this analysis is that even though the
ECHO Trial encouraged, facilitated and documented the use
of PrEP as part of a combination HIV prevention package, the
trial was not explicitly designed to study PrEP, therefore data
on PrEP adherence, reasons for choosing to use PrEP or not,
and reasons for discontinuing PrEP were not collected. One of
the considerations for the provision of PrEP was participants’
post-study access to PrEP. Participants in the ECHO Trial who
commenced PrEP on site in the South African sites were
counselled about the availability of PrEP and post-study
access to PrEP, and where possible, participants were referred
to demonstration projects and other sites that were providing
PrEP. Post-study access is important not just for PrEP but also
for other trial benefits such as contraception and other forms
of HIV prevention. We hope that the positive response to the
uptake of PrEP in this trial will provide supportive information
to governments, policymakers and regulatory bodies that can
lead to policies improving public access to PrEP.

Women in Africa and in particularly South Africa are at high
risk of acquiring HIV [23]. In the ECHO Trial, HIV incidence
was 3.8 per 100 women-years overall and 4.5 per 100
women-years for the nine South African sites [12]. Similar HIV
incidence rates have been found in both the FEM-PrEP and
VOICE trials [18,19]. WHO recommends that offering PrEP
should be a priority for populations with an HIV incidence of
about 3 per 100 person-years or higher [5]. HIV prevention
trials are conducted among communities and populations at
high HIV risk in order to be able to evaluate the efficacy of
new interventions. Thus, PrEP provision in such trials must be
a priority. PrEP may not be acceptable for all women but it
can be offered as an option that is part of an optimal HIV pre-
vention package and women can be given a choice about
whether they want to initiate PrEP or not, after being pro-
vided with the necessary information and counselling to make
an informed decision.

The successful delivery of PrEP in ECHO demonstrates the
feasibility of including PrEP in the standard prevention pack-
age offered within clinical trials. Barriers to access diminished
when PrEP was offered on site, and the number of accepters
was high. Our experience shows that with coordinated plan-
ning, research sites can quickly train staff, obtain PrEP medica-
tion and initiate PrEP services; these lessons are applicable to
other clinical trials with HIV as a primary endpoint. The high
proportion of women who accepted PrEP during ECHO
demonstrates there is a demand for PrEP by this population.
Moreover ECHO'’s integration of PrEP within a study primarily
focused on contraceptive services suggest these services are
an ideal entry point for HIV prevention.

5 | CONCLUSIONS

There was a high HIV incidence in the ECHO Trial and
women who initiated PrEP had characteristics suggesting
higher HIV risk. The provision of PrEP as part of HIV preven-
tion standard of care in the ECHO Trial was logistically feasi-
ble, and it was possible to provide PrEP in a manner that was
aligned with host countries’ policies and guidelines. Other clin-
ical trials with incident HIV as a primary study outcome can
and should plan to offer PrEP as part of a standard HIV pre-
vention package.
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Background: HIV endpoint—driven clinical trials provide oral pre-
exposure prophylaxis (PrEP) as HIV prevention standard of care. We
evaluated quantifiable plasma tenofovir among South African
women who used oral PrEP during the Evidence for Contraceptive
Options and HIV Outcomes (ECHO) Trial.

Methods: ECHO, a randomized trial conducted in 4 African
countries between 2015 and 2018, assessed HIV incidence among

HIV-uninfected women, aged 16-35 years, randomized to 1 of 3
contraceptives. Oral PrEP was offered onsite as part of the HIV
prevention package at the South African trial sites. We measured
tenofovir in plasma samples collected at the final trial visit among
women reporting ongoing PrEP use. We used bivariate
and multivariate logistical regression to assess demographic
and sexual risk factors associated with plasma tenofovir
quantification.
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Results: Of 260 women included, 52% were =24 years and 22% had
Chlamydia trachomatis at enrollment. At PrEP initiation, 68% reported
inconsistent/nonuse of condoms. The median duration of PrEP use was 90
days (IQR: 83-104). Tenofovir was quantified in 36% (n = 94) of
samples. Women >24 years had twice the odds of having tenofovir
quantified vs younger women (OR = 2.12; 95% confidence interval = 1.27
to 3.56). Women who reported inconsistent/nonuse of condoms had lower
odds of tenofovir quantification (age-adjusted OR = 0.47; 95% confidence
interval = 0.26 to 0.83).

Conclusions: Over a third of women initiating PrEP and reporting
ongoing use at the final trial visit had evidence of recent drug exposure.
Clinical trials may serve as an entry point for PrEP initiation among
women at substantial risk for HIV infection with referral to local facilities
for ongoing access at trial end.

Clinical trial number: NCT02550067.

Key Words: HIV prevention, women, plasma tenofovir, oral PrEP,
clinical trials, Africa

(J Acquir Immune Defic Syndr 2022;91:26-30)

INTRODUCTION

In 2020, 63% of new HIV infections in sub-Saharan Africa
occurred in women and girls' and 140,000 South African women
aged 1549 years acquired HIV,? highlighting an urgent need for
HIV prevention options in this setting. Oral pre-exposure
prophylaxis (PrEP) containing tenofovir disoproxil fumarate
(TDF) is recommended by the World Health Organization
(WHO) as an HIV prevention option for persons at substantial
risk of HIV3 and is approved for use in South Afica (SA).*
Adherence to oral PrEP is important for adequate levels of
protection against HIV acquisition. Subjective measures of
adherence such as participant self-report may be subject to bias
and lead to an overestimation of adherence,” whereas objective
measures provide greater accuracy. Adherence to oral PrEP as
measured by plasma tenofovir has varied in studies.® In studies
enrolling African women using oral TDF/emtricitabine (FTC),
plasma tenofovir was quantified in 29% of samples in the
VOICE trial,” in <40% of samples in the FEM-PrEP study,? and
in 68% of samples in HPTN 067.°

Although several trials have assessed adherence to oral
PrEP using plasma tenofovir,” data on adherence to oral PrEP
where oral PrEP was offered as part of the HIV prevention
package in a trial are lacking. The objective of this analysis was
to evaluate the frequency and factors associated with the
quantification of plasma tenofovir among women from SA
who elected to use daily oral PrEP (hereafter referred to as
PrEP) as part of the HIV prevention package in the Evidence
for Contraceptive Options and HIV Outcomes (ECHO) Trial.!°

METHODS
ECHO Trial Procedures

The design, procedures, and outcomes, including the
integration of PrEP in the ECHO Trial (Clinicaltrials.gov
NCT02550067), have been previously described.!®!! In brief,
the ECHO Trial, conducted between 2015 and 2018, assessed
HIV incidence among HIV-uninfected women, aged 16-35

Copyright © 2022 The Author(s). Published by Wolters Kluwer Health, Inc.

years, who were randomized to 1 of 3 contraceptives (intra-
muscularly injected depot medroxyprogesterone acetate, the
copper intrauterine device, or levonorgestrel implant). Testing
for sexually transmitted infections (STIs; Chlamydia tracho-
matis and Neisseria gonorrhoeae) was conducted at enrollment
and exit. Follow-up was quarterly for 12—18 months.

PrEP Access and On-Site Availability

Initially, PrEP access during the trial was through
referral to off-site facilities where PrEP was available. During
the latter 8 months of the trial (March to October 2018), daily
oral PrEP containing TDF/FTC was provided on-site by trial
staff at the SA trial sites. All eligible women remaining in
study follow-up were offered PrEP as an additional HIV
prevention option. PrEP was dispensed for a month at
initiation, and subsequently, 3-monthly supplies were pro-
vided. Eligibility criteria for on-site PrEP initiation included
having at least 1 month of follow-up remaining in the trial.

Data Collection

Demographic data (age, education, marital status,
cohabitation with partner, income, and partner support) were
collected at enrollment. Sexual risk behaviors were collected
at the PrEP initiation visit. Demographics, sexual risk
behaviors, and PrEP use dates were collected with standard-
ized questionnaires in face-to-face interviews by trained study
staff and recorded using case report forms. To ascertain PrEP
use, women were asked at each study follow-up visit whether
they had used PrEP since their previous visit, and if PrEP was
used, start and stop dates were recorded. Where PrEP was
provided on-site, clinicians documented dates of use. Addi-
tional adherence data, such as pill counts and on/off-site PrEP
dispensation, were not collected as PrEP was provided as
standard of care, not as a research component of the trial.

Sample Collection and Testing

For this analysis, we retrospectively tested stored
plasma samples that were collected at the final ECHO study
visit for women reporting ongoing PrEP use at this visit. This
analysis is limited to women enrolled at 8 SA trial sites (Brits,
Durban, East London, Edendale, Johannesburg, Klerksdorp,
Ladysmith, and Soshanguve) who had initiated oral PrEP,
reported ongoing use at the final study visit, and provided
consent to long-term sample storage and testing. We included
women who initiated PrEP on-site at the trial sites and women
who obtained PrEP off-site. Samples collected from women
at study sites were processed and then transported to a central
laboratory (BARC; Bio Analytical Research Corporation) in
Johannesburg, SA, where the samples were stored in freezers
at —80°C. Samples were then transported to the University of
Cape Town (UCT) for tenofovir testing. Tenofovir in plasma
was analyzed with a validated liquid chromatography tandem
mass spectrometry assay developed at the Division of Clinical
Pharmacology, UCT.!? Quantification of tenofovir above 10
ng/mL was defined as quantifiable. Quantifiable plasma
tenofovir indicates recent PrEP use over a few days.!3-14

www.jaids.com | 27


http://Clinicaltrials.gov

Beesham et al

] Acquir Immune Defic Syndr ¢ Volume 91, Number 1, September 1, 2022

Statistical Methods

Bivariate logistical regression was used to evaluate
participant characteristics associated with quantifiable tenofovir
at the final trial visit. Each factor significant at P =< 0.05 in a
bivariate model was then adjusted for age in independent
models. Results are presented as crude and adjusted odds ratios
(ORs) with 95% confidence intervals (Cls) and P values. All
statistical analyses were conducted using Stata v14.1.1

Ethics

Women signed written informed consent to participate in
the ECHO Trial, which included consent for sample storage and
future research testing. Approval for the additional tenofovir
testing was obtained from the University of the Witwatersrand
Human Research Ethics Committee (reference M191155).

RESULTS

In total, 465 women initiated PrEP at the 8 SA trial sites
and 260 (56%) plasma samples from the final study visit were
tested for tenofovir. The remaining 205 women did not have
tenofovir testing performed because of declining long-term
sample storage (n = 19) or not using PrEP at the final study
visit (n = 186). Among the 260 women who had samples
available for testing, approximately half were =24 years
(n =136, 52%) and most were unmarried (n = 253, 97%) and
unemployed (n = 215, 83%) (Table 1). About 1 in 5 women
(n = 56, 22%) had C. trachomatis and more than two-thirds
reported inconsistent or nonuse of condoms (n = 178, 68%).
The median duration of PrEP use was 90 days (IQR:
83-104 days).

Tenofovir was quantified in over a third of samples
(n =94, 36%). Older women (>24 years) had double the odds
of having tenofovir quantified compared with younger
women [odds ratio (OR) = 2.12; 95% confidence interval
(CI): 1.27 to 3.56]. Women who reported inconsistent or
nonuse of condoms had lower odds of having tenofovir
quantified compared with women who reported always using
condoms (adjusted OR = 0.47; 95% CI: 0.26 to 0.83).
Similarly, women who reported not using a condom at last
sex had reduced odds of having tenofovir quantified com-
pared with those who reported using a condom at last sex
(adjusted OR = 0.50, 95% CI: 0.29 to 0.86). Women who
had >1 sex partner in the past 3 months had higher odds of
quantifiable tenofovir (OR = 2.70, 95% CI = 0.99 to 7.36),
although not statistically significant when adjusted for age
(adjusted OR = 2.44; 95% CI = 0.88 to 6.75).

DISCUSSION

In this analysis, we found that tenofovir was quantified
in over a third of SA women who reported PrEP use at the
final study visit in the ECHO Trial. Women >24 years and
those who reported multiple sex partners had a greater
likelihood of having tenofovir quantified, whereas women
who used condoms inconsistently or did not use condoms had
a reduced likelihood of having tenofovir quantified. The
novelty of this study includes that PrEP was provided as part
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of an HIV prevention package and integrated with contra-
ceptive provision and care.

The proportion of women with quantifiable tenofovir in
our study was similar to the VOICE trial that enrolled women
from 3 African countries, where tenofovir was quantified in
around a third of samples’; however, women in our study were
younger (18-35 vs. 18-45 years) and from SA only. Further-
more, the VOICE trial was a blinded, placebo-controlled trial of
an unproven product, whereas PrEP in ECHO was of a now
recommended intervention. Quantifiable tenofovir in our study
was lower than HPTN 067 that enrolled women from Cape
Town, SA, where tenofovir was quantified in just over two-
thirds of samples, but in HPTN 067, women were directly
observed dosing for 5 weeks and thereafter assigned to either
daily or nondaily oral PrEP regimens.® Although we measured
plasma tenofovir in the ECHO Trial, other studies have
measured tenofovir-diphosphate (TFV-DP) in dried blood spots
(DBS),!%17 which has a half-life of 17 days and provides a
measure of adherence over weeks.'® In HPTN 082 that enrolled
women from 2 African countries, TFV-DP in DBS was
quantified in 84% of women at month 3 and 57% at month
6,'° and a PrEP implementation study that enrolled women
from maternal child health and family planning clinics in Kenya
found TFV-DP in DBS quantified in 61% of samples at a
median of 5 weeks after PrEP initiation.!”

An additional consideration when evaluating adherence
to PrEP is the “effective use of PrEP” which takes into
account that some PrEP users might have periods or
“seasons” of risk and therefore will require PrEP during
these times and use might not be continuous.!® Despite only
about a third of women having quantifiable tenofovir in our
study, among all women who had initiated PrEP in the ECHO
Trial, only 2 had seroconverted at an incidence rate of 1.0 per
100 person-years compared with 3.81 per 100 person-years in
the overall study.!® Furthermore, HIV incidence in ECHO
dropped by about 50% after on-site access to PrEP.20 We
found that 40% of women discontinued PrEP before the final
visit in our study, and this was consistent with findings from a
large systematic review and meta-analysis where about a third
discontinued PrEP within the first month.?!

In our study and the VOICE trial, older age was
associated with quantifiable tenofovir.” The VOICE trial also
found that being married and earning an income were
associated with quantifiable tenofovir; however, when adjust-
ing for age, we did not find similar associations. Age =24
years was also associated with quantifiable TFV-DP in DBS in
a real-world PrEP implementation program in Kenya.!”
Notably, we found that women who used condoms inconsis-
tently or did not use condoms were less likely to have tenofovir
quantified, and this reflects the complex interplay of condom
use with factors such as HIV risk perception and partner risk.

Our study has some limitations. Plasma tenofovir provides
an indication of PrEP use over the previous few days; therefore,
biomarkers such as TFV-DP that measure longer-term adherence
to PrEP would have been useful to assess longer-term PrEP use.
It is also possible that even among women with quantifiable
tenofovir at the final visit, PrEP use might not have been
consistent. PrEP was introduced relatively late in the ECHO
Trial, and testing was conducted at 1 time point and not

Copyright © 2022 The Author(s). Published by Wolters Kluwer Health, Inc.
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TABLE 1. Participant Characteristics and Factors Associated With Quantifiable Tenofovir Among Oral PrEP Users in the ECHO Trial

Total, Tenofovir Tenofovir Not OR, 95% CI P (Adjusted
Variable N Quantified, N (%) Quantified, N (%) OR, 95% CI P (Adjusted for Age) for Age)
Baseline participant characteristics
(at enrollment into the ECHO
trial)
Age
18-24 136 38 (27.9) 98 (72.1) Ref
25-35 124 56 (45.2) 68 (54.8) 2.12 (1.27 to 3.56)  0.004
Marital status
Never married 253 88 (34.8) 165 (65.2) Ref
Married/previously married 7 6 (85.7) 1(14.3) 11.25 (1.33 t0 94.93) 0.03  8.04 (0.94 to 68.92) 0.06
Does not live with partner/no 224 82 (36.6) 142 (63.4) Ref
partner
Lives with partner 36 12 (33.3) 24 (66.7) 0.87 (0.41 to 1.82)  0.70
Partner provides
financial/material support
No/no partner 164 59 (36.0) 105 (64.0) Ref
Yes 96 35 (36.5) 61 (63.5) 1.02 (0.60 to 1.72)  0.94
Does not earn own income 215 72 (33.5) 143 (66.5) Ref
Earns own income 45 22 (48.9) 23 (51.1) 1.90 (0.99 to 3.64)  0.05 1.71 (0.88 to 3.31) 0.11
Education*
Secondary (any) 222 84 (37.8) 138 (62.2) Ref
Postsecondary 37 9 (24.3) 28 (75.7) 0.53 (0.24 to 1.17)  0.12
Sexually transmitted infections
Chlamydia trachomatis not 204 77 (37.7) 127 (62.3) Ref
detected
C. trachomatis detected 56 17 (30.4) 39 (69.6) 0.72 (0.38 to 1.36)  0.31
Neisseria gonorrhoeae not 246 89 (36.2) 157 (63.8) Ref
detected
Neisseria gonorrhoeae 14 5(35.7) 9 (64.3) 0.98 (0.32 to 3.01) 0.97
detected
Participant characteristics at PrEP
initiation visitf}
Number of sex partners in the
past 3 mo
0/1 243 84 (34.6) 159 (65.4) Ref
=2 17 10 (58.8) 7 (41.2) 2.70 (0.99 to 7.36)  0.05  2.44 (0.88 to 6.75) 0.09
No new sex partner/no partner 245 85 (34.7) 160 (65.3) Ref
New sex partner 15 9 (60.0) 6 (40.0) 2.82 (0.97 to 8.20)  0.06
Condom use in the past
3 months§
Always used condoms 69 33 (47.8) 36 (52.2) Ref
Did not use/inconsistent use 178 55 (30.9) 123 (69.1) 0.49 (0.28 to 0.86)  0.01 0.47 (0.26 to 0.83) 0.01
Condom use at last vaginal sex§
Yes 121 52 (43.0) 69 (57.0) Ref
No, had condomless sex 126 36 (28.6) 90 (71.4) 0.53 (0.31t0 0.90) 0.02  0.50 (0.29 to 0.86) 0.01
HIV status of primary sex
partner
Negative/unknown 248 88 (35.5) 160 (64.5) Ref
Positive 9 4 (44.4) 5 (55.6) 1.45 (0.38 to 5.56)  0.58
Do you feel your primary sex
partner had sex with anyone
else beside you in the past
3 months?
No/do not know 225 76 (33.8) 149 (66.2) Ref
Yes 32 16 (50.0) 16 (50.0) 1.96 (0.93 to 4.13)  0.08

Bold values = P = 0.05
*One woman reported no school education.

FThree women reported not having a primary sex partner over the past 3 months
fNone of the women reported having anal sex over the past 3 months
§Thirteen women had no sex partner/did not have vaginal sex.

Copyright © 2022 The Author(s). Published by Wolters Kluwer Health, Inc.
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prospectively. Some studies have shown that adherence to PrEP
might change over time, aligning with relationship dynamics
and life situations. Although we recorded dates of PrEP use, we
did not collect additional adherence data on patterns of PrEP use,
including reasons for not taking or discontinuing PrEP. As more
clinical trials and rollout programs begin to provide oral PrEP
onsite as part of HIV prevention standard of care, additional
research is needed to explore patterns of PrEP use, including the
use of PrEP during periods of risk, barriers to PrEP adherence,
and linkage of study participants to publicly available PrEP
sources at trial completion. Finally, longer-acting PrEP agents
such as injectables, rings, and implants might address some
barriers to oral PrEP adherence.

CONCLUSIONS

We found that over a third of South African women who
initiated PrEP as an HIV prevention option during the ECHO
Trial and reported ongoing PrEP use at the final trial visit had
evidence of recent use on testing. Younger women and those
who reported inconsistent or nonuse of condoms had lower
odds of having tenofovir quantified. Clinical trials can
potentially be used as an entry point for PrEP initiation among
persons at substantial risk for HIV infection with referral for
continuing PrEP access to local facilities on trial termination.
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Abstract

- Renee Heffron? - Shannon Evans’ - Jared M. Baeten? - Jenni Smit' - Mags Beksinska' -

HIV endpoint-driven clinical trials in Africa enroll women who are at heightened risk of acquiring HIV. In 2017, the South
African Medical Research Council recommended the provision of oral pre-exposure prophylaxis (PrEP) in HIV prevention
trials, at which time the Evidence for Contraceptive Options and HIV Outcomes trial was ongoing and began to provide PrEP
on-site at some trial sites. We interviewed 132 women who initiated PrEP on-site at the Durban, South Africa trial site to
explore PrEP use, and conducted phone-based interviews 4—6 months post-trial exit to explore post-trial PrEP access. PrEP
uptake was high (42.6%). Among women initiating PrEP on-site, 87.9% felt at risk of acquiring HIV. Most women (> 90%)
heard of PrEP for the first time from study staff and three-quarters who initiated PrEP on-site continued at trial-exit. PrEP
use declined post-trial exit with more than 50% of women discontinuing PrEP, and barriers relating to access emerged.

Keywords Oral pre-exposure prophylaxis - Clinical trials - HIV prevention - Women

Introduction

South Africa (SA) has the largest HIV epidemic in the
world [1]. In 2018, there were 7.7 million people living
with HIV and 240,000 new infections, with women more
disproportionately affected than men, and more than double
the number of new infections occurring in young women
(15-24 years) compared to men in the same age group [2].
Increased HIV prevention efforts are needed to combat the
HIV epidemic. In 2015, the World Health Organization
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(WHO) made the recommendation that daily oral pre-expo-
sure prophylaxis (PrEP) containing tenofovir disoproxil
fumarate (TDF) should be used as a prevention choice for
people at substantial risk of HIV infection as part of com-
bination prevention approaches [3]. SA began its PrEP roll-
out to select sex worker sites in 2016, and later expanded
to include additional key populations, including men who
have sex with men (MSM), serodiscordant couples, and ado-
lescent girls and young women [4]. Recently, since 2018,
access to PrEP in SA has expanded and PrEP is currently
available in public sector health facilities within the country
[5], in addition to demonstration projects and observational
studies [6].

In the context of clinical trials, ethical guidelines rec-
ommend that appropriate counselling and access to “state-
of-the-art” HIV risk reduction methods are provided to
participants in biomedical HIV prevention trials [7]. In SA,
the national policy on PrEP which was released in 2016,
recommends that the provision of PrEP be framed in a
human-rights-based approach ensuring the rights to dignity,
non-discrimination, privacy, confidentiality, and the right
to services are upheld [8]. The HIV Prevention Trials Net-
work (HPTN) guidance states that in partnership with key
stakeholders, HPTN should establish a package of effective,
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comprehensive and locally sustainable prevention services to
be offered to participants [9]. In November 2017, the South
African Medical Research Council (SAMRC) recognised the
limited availability of PrEP in SA and recommended the pro-
vision of PrEP in HIV prevention trials, along with the sup-
port of ethical committees, and community consultation and
involvement [10]. Biomedical prevention trials have taken
different approaches regarding PrEP that have included the
provision of information only, the provision of information
and referral for PrEP, and on-site provision of PrEP [11].

In this study, we collected data on PrEP use among
women who initiated PrEP on-site as part of the HIV pre-
vention package during the Evidence for Contraceptive
Options and HIV Outcomes (ECHO) trial. The ECHO trial
was conducted between 2015 and 2018, and enrolled 7830
HIV negative women, aged 16 to 35 years, from 12 sites in
four African countries [12]. Women desiring contraception
were randomized to intramuscular depot medroxyproges-
terone acetate (DMPA-IM), a copper intrauterine device
(IUD), or a levonorgestrel (LNG) implant, and followed
for 12-18 months. The primary ECHO trial outcome was
HIV incidence, which was 4.5 per 100 woman-years at the
SA trial sites [13]. During the ECHO trial, all women were
counselled about PrEP and those who were interested in
PrEP were referred to off-site facilities such as demonstra-
tion projects where available, to access PrEP. The ECHO
trial was ongoing at the time of the SAMRC recommenda-
tion and shifted from offering PrEP via referral to off-site
facilities where available, to on-site provision at the SA
study sites, in addition to referral. The integration of PrEP
delivery into the ECHO trial has been described previously
[14]. Here, we present data on the uptake of PrEP, reasons
for initiating and discontinuing PrEP, side effects experi-
enced, perceived HIV risk, self-reported adherence to PrEP,
disclosure of PrEP use and post-trial access to PrEP among
women at one study site in Durban, SA.

Methods

This ancillary study was nested within the ECHO trial
(ClinicalTrials.gov, NCT02550067) [12]. The HIV pre-
vention package provided to all women during the ECHO
trial included HIV risk reduction counselling; HIV coun-
selling and testing; sexually transmitted infection (STI)
testing, treatment and partner notification of STIs; condom
provision; partner HIV counselling and testing, and refer-
ral for antiretroviral therapy (ART) in discordant couples.
At the SA trial sites, women were initially referred to
off-site facilities such as demonstration sites and public
sector facilities providing PrEP where available, and dur-
ing the latter part of the trial, PrEP was provided on-site
from March 2018. For the Durban ECHO trial site, prior
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to on-site PrEP provision, a link had been established in
September 2017 with a non-governmental organization
(NGO) located in close proximity to the research site,
that was providing PrEP at no cost. Women were actively
referred to this site for PrEP, if interested from October
2017. Women who were HIV negative, not pregnant or
breastfeeding, and who perceived themselves to be at
substantial risk for acquiring HIV were eligible. Follow-
ing the on-site provision of PrEP from March 2018, all
women in study follow-up who wanted to initiate PrEP,
had requested to do so on-site. Women who initiated PrEP
on-site and desired to continue PrEP at the final study
visit were given a 3-month supply of PrEP and referred to
NGO'’s, demonstration projects and public-sector facilities
providing PrEP. In addition, women who were interested
in initiating PrEP at the final study visit were referred.

The ECHO trial captured minimal information on PrEP
use since PrEP was part of the comprehensive HIV pre-
vention package and not a separate research procedure. To
collect additional information on PrEP use, we conducted
an ancillary study from April 2018 to April 2019 among
women who chose to initiate PrEP on-site at the Durban, SA
ECHO trial site. All women who chose to initiate PrEP on-
site were invited to participate in a structured interviewer-
administered questionnaire, in their language of choice,
approximately 3 months after initiating PrEP on-site. The
questionnaire, which was completed during study follow-up
or at the final study visit, explored PrEP use, including rea-
sons for initiating and discontinuing PrEP, side effects expe-
rienced, perceived HIV risk, reported adherence to PrEP
and disclosure of PrEP use. Among women initiating PrEP
on-site, data were also collected at the final ECHO study
visit on whether PrEP was being continued, and reasons for
discontinuation. In addition, women initiating PrEP on-site
who elected to continue using PrEP at the final study visit,
and who consented to telephonic follow-up, were contacted
via telephone 4 to 6 months after their trial exit to explore
post-trial access and continued use of PrEP. Women were
asked questions on whether they were still using PrEP, if
they had any problems accessing PrEP after the trial had
ended, and if they had discontinued using PrEP, reasons for
discontinuation. In addition, we collected limited informa-
tion from source notes on women who initiated PrEP off-
site from 2017. Here, we collected data on the number of
women referred, the number who initiated PrEP, and the
timing of PrEP initiation. Data were entered onto the RED-
Cap® electronic data capture tools hosted at the University
of the Witwatersrand [15] and analysed using Stata version
14 (StataCorp, College Station, USA). Descriptive analyses
were conducted for the purpose of this study.

Data that were collected during the ECHO trial such
as demographics and behavioral risk factors (using case
report forms), and STIs (STT testing was conducted at the
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enrolment and final study visit using PCR Gene Expert test-
ing on provider-collected endocervical swabs) were also
included. In addition, we collected data on the number of
women who were referred for off-site PrEP provision, and
the proportion of these women who had initiated PrEP. Eli-
gibility for on-site PrEP provision included being HIV nega-
tive, not pregnant or breastfeeding (as per local guidelines at
the time), with at least one month of follow-up remaining in
the trial, and attended a study visit from March 2018.

Additional written informed consent was obtained to
conduct the ancillary study questionnaire and the follow-up
phone calls. For the phone-based interviews, women were
asked to confirm their name and surname, and were asked
a study specific question to verify that they were the cor-
rect participant in the study. Women were also asked if it
was a suitable time, and they were in a suitable place (quiet
and confidential) to conduct the interview. The interviewers
conducted the interviews in a private room that was con-
ducive to conducting phone-based interviews. This study
was approved by the University of Witwatersrand Human
Research Ethics Committee (Wits HREC) (Reference
141112). For the ECHO trial, participants completed writ-
ten informed consent, and approval was obtained from Wits
HREC and the FHI360 ethics review board.

Results

Of the 324 women eligible for PrEP when it became avail-
able on-site, 138 (42.6%) initiated PrEP. An additional 17
women had initiated PrEP off-site. In total, 132 (132 of 138,
95.7%) women who initiated PrEP on-site consented to par-
ticipate in the ancillary study. At baseline, the mean age
was 24 years (range 18-35 years) and 82 (62.1%) women
were <24 years. A quarter (33, 25.0%) had Chlamydia
trachomatis and three (2.3%) had Nesseria gonorrhoeae
detected at enrolment into the ECHO trial. At the time of the
questionnaire, most women (116, 87.9%) reported feeling
at risk of acquiring HIV. Of these 116 women, 97 (83.6%)
women reported inconsistent condom use, 57 (49.1%)
women felt that their partner had other sexual partners and
approximately one in five women (24, 20.7%) did not know
their partner’s HIV status (Table 1).

The main reasons that women cited for initiating PrEP
(n=132) were to prevent or protect against HIV (98, 74.2%);
and partner-related reasons (50, 37.9%) such as distrust of
the partner, the partner being unfaithful previously and hav-
ing a partner whose HIV status was unknown (Table 2).
Almost a quarter (28, 21.2%) of the women initiated PrEP
due to inconsistent or no condom use.

Over a third of women (n=53, 40.2%) reported expe-
riencing side effects since starting PrEP, but only four of
the 53 (7.5%) women had ongoing side effects at the time

Table 1 Reasons women provided for feeling at risk of acquiring HIV

Reason(s) for feeling at risk of acquiring HIV* (N=116) N (%)

I don’t always use a condom when having sex 97 (83.6)
I think my partner has other sexual partners beside me 57 (49.1)
I don’t know my partner’s HIV status 24 (20.7)
I don’t trust my partner 17 (14.7)
I have been diagnosed or treated for an STI 17 (14.7)
I have more than one sexual partner 5(4.3)
Non-sexual HIV exposure 4(3.4)
Fear of condoms breaking during sex 43.4)
My partner’s status is HIV positive 1(0.9)

*Multiple responses allowed

of the questionnaire. Common side effects perceived to be
related to PrEP (n=53) included nausea or vomiting (26,
49.1%), headaches (17, 32.1%), and drowsiness or dizziness
(9, 17.0%). The four (7.5%) women who had ongoing side
effects reported increased appetite and weight gain; head-
ache, nausea and vomiting; nausea and bad dreams; and
vomiting.

Most women had heard about PrEP for the first time from
study staff (n=120, 90.9%). Among the 12 (9.1%) women
who had heard about PrEP previously, four (33.3%) heard of
PrEP from a public health facility, two (16.7%) from friends,
two (16.7%) from the internet, and five (41.7%) from other
sources (a poster at a clinic, at an HIV counselling and test-
ing course, from a teacher at high school, from other study
participants and at a research event). Most women had dis-
closed PrEP use (n=119, 90.2%) including about two-thirds
who disclosed to a family member (81, 68.1%), just over a
third to their partner(s) (46, 38.7%), and just over a third to
a friend (44, 37.0%).

Self-reported adherence to PrEP was collected over the
prior seven, and prior 30 days at the time of the question-
naire. About half of the women (54 of 96, 56.3%) reported
no missed doses within the past 7 days, and about one-
third (38 of 102, 37.3%) reported no missed doses in the
last 30 days (Fig. 1). The main reasons for missing doses in
the last 30 days (n=64) were being away from home when
tablets needed to be taken (33, 51.6%), and forgetful to take
tablets (33, 51.6%) (Table 3).

In total, 100 (75.8%) women had decided to continue
PrEP at the ECHO study exit visit and 32 (24.2%) women
had discontinued PrEP either during study follow-up or at
the final study visit. Of the 32 women who discontinued
PrEP, 12 (37.5%) stopped due to side effects, five (15.6%)
due to partner or family influence, four (12.5%) due to for-
getfulness to take PrEP, two (6.3%) were scared of potential
side effects and three (9.4%) were unable to return to the
research site for a refill. Side effects (n=12) that led to PrEP
being discontinued were nausea or vomiting (7, 58.3%),
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Table 2 Reasons for initiating PrEP

Reason(s) for initiating PrEP* (N =132) N (%)
To prevent HIV or protect against HIV/feel “safe”/felt at risk for acquiring HIV 98 (74.2)
Partner-related reasons (distrust of partner/partner was unfaithful/partner’s HIV status unknown) 50 (37.9)
Inconsistent or no condom use 28 (21.2)
Fear of acquiring HIV 8(6.1)
Novelty 8 (6.1)
Fear of condom breaking during sex/previously experienced broken condom during sex 6 (4.5)
Other people in my family have HIV 323)
Fear of being raped/previously raped 323)
Method “I could use myself” 2 (L.5)
Having sex under the influence alcohol 2 (L.5)
Other® 3(23)

#Multiple responses allowed

®Other reasons for initiating PrEP: counselled by staff and thought it was a good idea to use, trusts the site to give good advice so decided to use

PrEP, has multiple partners and does not use condoms with all of them

Fig. 1 Missing doses in the last
7 and last 30 days
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Table 3 Reasons for missed doses in the last 30 days

Reason(s) for missed doses® (N =64)° N (%)

I was away from home when I needed to take my tablets 33 (51.6)
1 forgot to take my tablets 33 (51.6)
1 did not have time 8 (12.5)
Alcohol related 5(7.8)
I ran out of tablets 4(6.3)
I was having side effects 3@4.7)
Work related 3@4.7)
Unable to return to site for a refill 3@4.7)
I needed a break 2(3.1)
1 did not feel I was at risk anymore 23.1)
Being away from home for long periods and did not take 2@3.1)

tablets with

“Multiple responses allowed

102 women were using PrEP in the last 30 days, 38 of these reported
none missed doses. Reasons for missed doses among the remaining
64 women are presented
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increased appetite (3, 25.0%), fatigue (3, 25.0%), headache
(2, 16.7%), weight gain (1, 8.3%), weight loss (1, 8.3%),
dizziness (1, 8.3%), diarrhoea (1, 8.3%), sweating (1, 8.3%)
and itchiness of the skin (1, 8.3%).

The following reasons were provided for discontinuing
PrEP due to partner or family influence. One participant
reported her mother found her PrEP pills and had lots of
questions and said to her, “Are you sure they are not giving
you the pills to make you get HIV easily? Ever since I was
born I never heard of such a thing.” A second participant
reported that her mother was not happy about her taking
PrEP and told her that she should stop. The participant said,
“I don’t think she understands these things.” A third partici-
pant reported her partner said that there was no need for her
to take PrEP and disposed of her tablets. A fourth reported
she told her mother about PrEP upon initiating PrEP, but
her mother was still unable to understand even after she
explained, and her mother said, “these stupid pills” of yours
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and that the participant should not take the tablets. Finally,
a fifth participant reported that her mother felt she is too
young to be taking pills.

Of the 100 women continuing PrEP at study exit, 87
(87.0%) women were contacted telephonically 4 to 6 months
post study exit and 41 (47.1%) of these women reported
ongoing PrEP use. Among the 41 women, 13 (31.7%)
women accessed PrEP from a facility (public sector or NGO)
providing PrEP and the remaining 28 (68.3%) reported hav-
ing leftover tablets from the ECHO trial. Reasons for dis-
continuing PrEP (n =46) after the study had ended included
“not knowing” or being unable to find a facility providing
PrEP (11, 23.9%), feeling that the facility was located too far
away from the participants home (7, 15.2%), and not having
enough money for transport to get to a facility providing
PrEP (6, 13.0%) (Table 4).

A total of 61 women were referred off-site to access PrEP
prior to the on-site availability of PrEP provision. Of these,
about a quarter (17, 27.9%) were started on PrEP at the off-
site facility. Eighteen (29.5%) of these women who were
referred for PrEP had not initiated PrEP off-site but returned
to the study site to initiate PrEP on-site when it became
available.

Discussion

To our knowledge, the ECHO trial was one of the first trials
to provide PrEP on-site as part of the HIV prevention pack-
age [12]. We observed a high uptake of PrEP at the Durban,
SA site, with almost one in two eligible women initiating
PrEP, and nearly all on-site. Women who initiated PrEP felt
that they were at high risk of acquiring HIV. Surprisingly,
most women (>90%) had heard about PrEP for the first time

from trial staff. Both the use of PrEP and access to PrEP had
declined post-trial exit.

High rates of PrEP uptake have been seen in other stud-
ies among African women where PrEP has been integrated
into youth-friendly clinics, family planning clinics and
mobile clinics [16]. While PrEP uptake in the FEM-PrEP
and VOICE trials was low (20-30%) [17, 18], the uptake of
PrEP in HPTN 082 was 95% [19]. However, these studies
were designed to study PrEP, while in the ECHO trial, PrEP
was offered as part of the HIV prevention package and not
specifically as a research question. On the other hand, in
HVTN 702, where PrEP was provided as part of HIV stand-
ard of prevention during the trial, PrEP use (monitored by
self-report and laboratory testing) was low, with only 0.9%
of participants reporting PrEP use, and detectable TFV-DP
found in only 2.2% of samples [20]. In a “real-world” imple-
mentation program in family planning clinics in Kenya, the
uptake of PrEP was 22% [21]. Almost 90% of women felt at
risk of acquiring HIV and half of these felt their partner had
other sexual partners in our study. In HPTN 082, approxi-
mately 30% felt their partner had other sexual partners, and
both in our study and HPTN 082, over 20% of women did
not know their partners HIV status and inconsistent condom
use was high [19]. Similar rates of baseline STI infections
(Chlamydia trachomatis and Nesseria gonorrhoeae) were
observed in HVTN 702 [20].

In our study, 90% of women had disclosed PrEP use to
family members, partners and friends. This contrasts with
HPTN 082 where only about 40% of women planned to
disclose PrEP use [19]. Stigma has been associated with
having a negative influence on both the disclosure of PrEP
use and continuation [22]. Five women in our study dis-
continued PrEP due to the influence of the partner or their
mother. This is an important consideration in the planning

Table 4 Reasons for
discontinuing PrEP post study

Reason(s) for discontinuing PrEP* (N =46) N (%)
exit Did not know the facility providing PrEP/unable to find the facility providing PrEP 11 (23.9)
Facility providing PrEP was too far away 7(15.2)
Did not have the time to go to a facility to access PrEP 7(15.2)
Lost referral letter 6 (13.0)
Did not have enough transport money to get to facility providing PrEP 6 (13.0)
Relocated out of Durban 5(10.9)
No longer felt at risk for acquiring HIV 4(8.7)
Unable to go because of work 4 (8.7)
Went to another facility that did not provide PrEP 2(4.3)
Stopped because “got tired” of taking tablets 2(4.3)
Other” 6 (13.0)

*Multiple responses allowed

POther reasons for discontinuing PrEP post study exit: joined another study, was hospitalised, partner
wanted me to stop, it was the festive season and I was forgetful to take tablets, I was temporarily away from
home for a funeral, and I didn’t feel I needed the tablets
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and execution of clinical trials providing PrEP, and PrEP
delivery programs, and highlights the need for broader com-
munity education and engagement. In the context of clinical
trials, clinicians, counsellors and other study staff should be
aware of these factors and be able to employ strategies that
can assist participants with disclosure of PrEP use where
needed. Community outreach teams and advisory boards
can play a role in community education and awareness of
HIV prevention methods available, including PrEP. Study
staff were found to be vital in the delivery of PrEP in the
ECHO trial, and we found that >90% of participants had
heard about PrEP for the first time from study staff. PrEP
awareness and demand creation are essential components of
PrEP provision [16]. In contrast, a study done in SA primar-
ily among female sex workers and MSM found that only a
third of participants had never heard of PrEP [23].

An important consideration in PrEP provision in clinical
trials is the issue of post-trial access. The SAMRC noted that
post-trial PrEP access could not be supported due to limited
funding [10]. In the ECHO trial, we provided a 3-month
PrEP supply at exit and other trials providing PrEP should
similarly plan to bridge women to publicly available PrEP
programs by providing a supply of PrEP at study exit. We
found less than half of the women reported ongoing PrEP
use after exiting the ECHO trial, and only a third of these
had accessed a facility providing PrEP. Of concern is that
many women reported having “leftover” tablets from the
ECHO trial implying that PrEP adherence might wane over
time, or that PrEP use might be intermittent, and this is an
area that needs exploration in future research studies. In
HPTN 082, detectable plasma tenofovir dropped from 65%
at month 3, to 47% at month 6, and only 25% at month 12
[19]. Of the women that discontinued PrEP post-ECHO trial
exit, PrEP continuation was limited by structural factors such
as poverty and access. A contributing factor could also be
the changes experienced by women in accessing PrEP in a
trial setting compared to an NGO or public facility. These
structural factors are crucial as large-scale rollout of PrEP
is considered in SA, and facilities should be located close
to where potential clients reside thus reducing barriers like
distance and transport costs. The integration of PrEP into
existing community facilities e.g. family planning clinics
might also eliminate some barriers to access. Furthermore,
the number of public sector facilities providing PrEP in SA
has recently expanded, thereby increasing access.

Several women reported missing doses of PrEP with more
than 50% of participants reporting missing > 2 doses over
the prior 30 days, implying protection might have been inad-
equate as at least 6 doses a week are required for adequate
protection in non-rectal HIV exposure [24]. Reasons for
missing doses because participants forgot, were busy, and
feared or experienced side effects have been documented
in other studies [25]. One strategy to foster PrEP adherence
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and persistence has been to integrate PrEP refills with other
reproductive health services e.g. contraception [16]. In the
ECHO trial, PrEP follow-up visits were aligned with study
follow-up visits where possible. This might have contrib-
uted to more women continuing PrEP for the duration of
the study. Reasons for stopping PrEP in other studies have
included low perceived HIV risk, access, side effects, not
wanting to take a daily pill and stigma [26] which were simi-
lar to what we found in our study. Overall, adherence (as
measured by plasma TFV) has varied in other studies rang-
ing from 24% in FEM-PrEP to 81% in the Partners PrEP
Study [27].

This study has some limitations. PrEP was introduced
relatively late in the trial, therefore, the maximum follow-
up time each woman had with on-site PrEP use was limited
to approximately 6 months and some data, e.g. persistence
on PrEP is limited by follow-up time. We used a structured
questionnaire which was administered at one study site in
Durban, therefore our findings might not be applicable to
different geographical settings and sites. Additional in-depth
information is needed to better understand dynamics of PrEP
use, including post-trial access. Objective markers of adher-
ence would have been useful to enhance our understanding
of adherence as well as greater data on the impact of PrEP
use for the women in the trial. However, our study has sev-
eral strengths. The ECHO trial was one of the first studies to
successfully provide PrEP on-site and this is one of the first
studies to explore the voluntary use of PrEP by interviewing
women who initiated PrEP on-site. There was a high uptake
of PrEP. Reasons for starting and stopping PrEP can be of
use to other clinical trials providing PrEP, as well as PrEP
implementation programs. It is well documented that par-
ticipants might over-report adherence, however in our study
we found that many women reported missing doses and pro-
vided reasons that could be useful for PrEP implementation
programs and adherence counselling.

Conclusions

Our study findings strongly support offering PrEP on-site
as part of HIV prevention in clinical trials with HIV end-
points. We found that there was a high uptake of PrEP by
women who perceived themselves to be at high risk for HIV
acquisition and study staff were vital in increasing awareness
of, and delivering PrEP. However, we found that>50% of
women discontinued PrEP after exiting the study with bar-
riers relating to PrEP access emerging.
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Abstract

HIV incidence among women in Eastern and Southern Africa remains unacceptably high, highlighting the need for effec-
tive HIV prevention options, including pre-exposure prophylaxis (PrEP). The Evidence for Contraceptive Options and HIV
Outcomes trial offered daily oral PrEP to participants during the latter part of the clinical trial as an additional HIV preven-
tion choice. We explored daily oral PrEP continuation at trial exit among women enrolled from Durban, South Africa who
initiated oral PrEP at the trial site. Of the 132 women initiating oral PrEP, 87% reported continuation of oral PrEP at month
1, 80% at month 3, and 75% continued using oral PrEP at their final trial visit and were referred to off-site facilities for
ongoing oral PrEP access. The median duration of oral PrEP use in trial participants who used oral PrEP was 91 days (IQR
87 to 142 days). Women who disclosed their oral PrEP use to someone had increased odds of continuing oral PrEP at trial
exit. Women who reported > 1 sex partner and those who felt they would probably or definitely get infected with HIV had
reduced odds of continuing oral PrEP at trial exit. Of those discontinuing oral PrEP (n=32),> 50% discontinued within the
first month, and the most common reason for discontinuation was reporting side effects. The high rates of oral PrEP continu-
ation in our study are encouraging and our findings can be utilized by other clinical trials providing oral PrEP as standard
of care for HIV prevention and by oral PrEP implementation programmes.

Keywords Oral pre-exposure prophylaxis (PrEP) - PrEP continuation - HIV prevention - Women - Clinical trials - South
Africa

Introduction

Over the last decade, substantial progress has been made
in reducing HIV infections in Eastern and Southern
Africa, with a 38% decline in new infections since 2010,
however, adolescent girls and young women (AGYW)
continue to account for over one-quarter of incident HIV
infections in the region [1]. In South Africa, in 2019,
the HIV prevalence among women aged 15 to 49 years
was 25%, and 120,000 women aged 15 years and older
became infected with HIV [2]. The main mode of trans-
mission of HIV in this setting is via heterosexual sex [3].
Daily oral pre-exposure prophylaxis (PrEP) is a single pill
b  Enidemiolosy. Fieldine School of Publi consisting of tenofovir disoproxil fumarate and emtricit-

epartment of Epidemiology, Fielding School of Public abine that reduces the risk of HIV transmission during sex
gzajlgl,sgmversny of California Los Angeles, Los Angeles, by about 99% when taken daily [4]. In 2015, the World
Health Organization (WHO) included daily oral PrEP as
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an additional prevention choice for those at substantial
risk of HIV infection as part of combination prevention
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[5]. Globally, almost a million people had initiated oral
PrEP by the end of 2020, with over 100,000 people in
South Africa [6].

Despite progress in the uptake of oral PrEP, stud-
ies have shown that many users discontinue oral PrEP
within 1 to 3 months, and continuation rates have been
low [7-10]. A systematic meta-analysis that included
clinical trials, demonstration projects and real-world set-
tings on oral PrEP continuation found that on average
65% continued oral PrEP at month 1 [7]. Other studies in
sub-Saharan Africa found even lower rates of oral PrEP
continuation, for example, in the DREAMS study among
AGYW in Kenya, 37% of women continued oral PrEP at
3 months [8]; in the PRIYA programme in Kenya, 41%
continued at month 1, and 24% at month 3 [9]; and in the
POWER study conducted among AGYW in Kenya and
South Africa, 30% continued at month 1 and 21% through
6 months [10]. Reasons for oral PrEP discontinuation
have included side effects (perceived and/or experienced),
difficulties with a daily pill regimen, stigma, a lack of
social support, disapproval from family and sexual part-
ners, a reduction in HIV risk and challenges in accessing
oral PrEP [11-13].

In the context of clinical trials, current global ethical
guidelines advise that researchers and trial sponsors in
HIV prevention studies should, at minimum, provide the
recommended package of HIV prevention methods as
stipulated by WHO, which includes oral PrEP for those
at substantial risk of HIV [14]. In addition, in 2017, the
South African Medical Research Council (SAMRC) rec-
ommended that oral PrEP be provided as HIV prevention
standard of care at clinical trial sites conducting HIV
prevention research [15]. The aim of this study was to
describe oral PrEP continuation, the timing and reasons for
oral PrEP discontinuation, and factors associated with oral
PrEP continuation, among women from Durban, South
Africa who were enrolled in the Evidence for Contracep-
tive Options and HIV Outcomes (ECHO) trial. The ECHO
trial was a multi-centre randomized clinical trial conducted
between 2015 and 2018, at 12 sites in four African coun-
tries, and the primary outcome was HIV incidence among
women randomized to one of three contraceptives [16].
The ECHO trial was one of the first HIV endpoint-driven
clinical trials in Africa to incorporate oral PrEP as part of
the HIV prevention package provided to study participants.
During the latter 8 months of the ECHO trial, oral PrEP
was provided onsite to women as part of a comprehensive
HIV prevention package. Given that HIV endpoint-driven
clinical trials enrol persons at high risk for HIV acquisi-
tion and many oral PrEP users discontinue oral PrEP early,
data on oral PrEP continuation when oral PrEP is provided
as standard of care in clinical trials is important for current
and future HIV endpoint-driven clinical trials.

@ Springer

Methods
Study Population and Procedures

HIV-negative, sexually active women, aged 18 to 35 years,
desiring contraception, and willing to receive any of the
three study contraceptives (intramuscularly injected depot
medroxyprogesterone acetate, the copper intrauterine
device or levonorgestrel implant) with no contraindica-
tions to any of the methods were enrolled into the ECHO
trial at the Durban, South Africa trial site. Follow-up was
quarterly for 12-18 months. The ECHO trial was con-
ducted from December 2015 to October 2018 [16]. We
conducted an ancillary study nested within the ECHO trial
to collect additional data on oral PrEP use among women
who initiated oral PrEP onsite at the Durban trial site and
the primary results of this ancillary study have been pub-
lished [17]. For this analysis, we describe oral PrEP con-
tinuation and factors associated with continuation at study
exit among women who initiated oral PrEP onsite at the
ECHO trial site in Durban, South Africa.

Onsite Oral PrEP Provision During the ECHO Trial

The integration of oral PrEP within the ECHO trial has
been previously described [18]. Briefly, oral PrEP was
provided onsite on a voluntary basis at the Durban trial
site from March till October 2018 as part of a comprehen-
sive HIV prevention package. Some women who had been
enrolled earlier in the ECHO trial had been exited prior to
oral PrEP being made available onsite. Women were eligi-
ble for onsite oral PrEP provision if they attended a study
visit from March 2018, were HIV negative, not pregnant
or breastfeeding (as per local guidelines at the time) and
had at least 1 month of follow-up remaining in the trial.
Staff were trained at the trial site using components that
were adapted from the South African standardized PrEP
training package, and the South African National Depart-
ment of Health (NDoH) PrEP Guidelines [18]. Field-tested
material developed by the Southern African HIV Clini-
cians Society, the NDoH, and an Optimizing Prevention
Technology Introduction on Schedule were also used [18].
The training included provider sensitization, as well as the
importance of participants exploring their own risk profile
and risk reduction options, and adherence to and effective
use of oral PrEP.

At the Durban site, during HIV risk-reduction counsel-
ling at each follow-up visit, counsellors discussed HIV
prevention options with women, including daily oral PrEP.
Those who were interested in initiating oral PrEP were
referred to study clinicians for same day initiation. Women
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who initiated oral PrEP were seen 1 month after initiation
and thereafter every 2—3 months. Oral PrEP was dispensed
onsite by trial clinicians. A 1-month supply of oral PrEP
was given at initiation, and thereafter, refills were given
approximately every 3 months. Women were counselled
on oral PrEP adherence at initiation and follow-up visits
by trial staff. Where possible PrEP visits were integrated
with the main ECHO trial study visits. At the final study
visit, women who desired to continue using oral PrEP were
given a 3-month supply and referred to off-site facilities
for oral PrEP refills, such as local demonstration projects
and public sector clinics providing oral PrEP. Women
were given a referral letter and details about the off-site
oral PrEP facility including the physical address. In addi-
tion, where feasible, women were provided with transport
from the research site to the off-site facility for the first
visit if they felt they would be unable to locate the facility
independently.

Women could choose to discontinue oral PrEP at any
time point. Women who seroconverted discontinued oral
PrEP and were referred for HIV care. HIV resistance test-
ing was conducted among oral PrEP users that seroconverted
and results were provided to women and their healthcare
providers.

Oral PrEP Continuation

For this analysis, oral PrEP continuation was defined as
women who had initiated oral PrEP onsite at any time dur-
ing the course of the trial, prior to the final trial visit, who
continued using oral PrEP at their final trial visit and were
referred for off-site oral PrEP access at the final visit. We
also report on oral PrEP continuation at month 1 and month
3 post PrEP initiation. The duration of oral PrEP use was
limited by follow-up time remaining in the trial for each
participant from the date of oral PrEP initiation.

Oral PrEP Adherence

Self-reported adherence to oral PrEP was collected over
the prior 30 days among women who reported ongoing oral
PrEP use (had used oral PrEP within the prior 30 days) at
the time of the questionnaire. As previously reported, 37% of
women reported no missed doses in the prior 30 days [17].

Data Collection

Data that were collected during the main ECHO trial such as
participant demographics, sexual risk behaviours and dates
of oral PrEP use were recorded using case report forms
(CRFs). At each study visit, women were asked a question
on whether they had used oral PrEP since the previous visit,
and if they had taken oral PrEP, dates of use were recorded

on study CRFs by clinicians. If oral PrEP was discontinued,
the date of discontinuation was recorded on CRFs. For the
ancillary study, among women who had initiated oral PrEP
on-site, an additional interviewer administered questionnaire
was administered. Data collected for the ancillary study
included reasons for discontinuing oral PrEP, oral PrEP
disclosure, HIV risk-perception and timing of oral PrEP
discontinuation. Data for the ancillary study were entered
onto the REDCap® electronic data capture tools hosted at
the University of the Witwatersrand [19].

Sexually Transmitted Infection (STI) Testing

STI testing was conducted at baseline via provider collected
swabs and nucleic acid amplification testing for Chlamydia
trachomatis (CT) and Neisseria gonorrhoeae (NG). Women
who had clinical signs of STIs and/or diagnoses of STIs
based on laboratory testing were treated.

Data Analysis

We evaluated baseline factors at enrolment into the ECHO
trial (including age, education, relationship status, STIs, and
partner HIV status), sexual behaviours at oral PrEP initia-
tion (including the number of sexual partners and condom
use), and HIV risk perception and disclosure of oral PrEP
use approximately 3 months after oral PrEP initiation, using
descriptive analyses. We report on frequencies and propor-
tions for categorical variables. Continuous variables such
as age, number of sex acts, and number of partners were
converted into categorical variables.

We constructed univariate logistical regression models
to evaluate factors associated with oral PrEP continuation at
study exit. Factors associated with oral PrEP continuation at
p <0.05 were included in the multivariate analysis in which
we adjusted for a priori confounders (age, relationship sta-
tus). The model results are presented as crude and adjusted
odds ratios (OR and aOR) with 95% confidence intervals
(CIs). All statistical analyses were conducted with STATA
v14.1 [20].

Ethics

Women signed written informed consent to participate in the
ECHO trial, and additional informed consent was obtained
to participate in the ancillary study. The ECHO trial was
approved by the University of the Witwatersrand Human
Research Ethics Committee (Wits HREC) and the FHI360
ethics review board. The ancillary study was approved by
Wits HREC (Reference 141112).
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Results

In total, 138 women who were enrolled in the ECHO trial
initiated oral PrEP onsite at the Durban trial site. Of these,
132 (96%) consented to participate in the ancillary study.
Among women enrolled in the ancillary study, the median
age was 23 years (range 18-35 years) and almost two-
thirds were <24 years (62%) (Table 1). Most women were
unmarried (97%) and not living with their partner (92%).
A quarter of the women had CT detected at baseline,
and 2% had NG. At oral PrEP initiation, 7% of women
reported having two sexual partners, and two-thirds (67%)
reported inconsistent or non-use of condoms over the prior
3 months.

Of the 132 women who initiated oral PrEP in the trial,
87% (n=115) continued using oral PrEP at month 1, and
80% (n=106) at month 3 (Fig. 1). The median duration
of oral PrEP use among all users during follow-up was
91 days (IQR 87 to 142 days). Overall, 75% of women
(n=99) had elected to continue using oral PrEP at their
final trial visit. Among the 32 women who had discontin-
ued oral PrEP, three-quarters (n=24, 75%) had discon-
tinued within the first 3 months. The most frequent rea-
son for discontinuing oral PrEP was reporting side effects
(n=12, 38%), and half of the women who discontinued
due to experiencing side effects, had done so within the
first 30 days of starting oral PrEP (Table 2). Other reasons
for discontinuing included being influenced by a partner
or family member to stop (16%) and forgetting to take oral
PrEP (13%). Fewer than 10% of women discontinued oral
PrEP because they no longer felt at risk of acquiring HIV.

Among women who disclosed oral PrEP use to family
members, partners and/or friends (n=118), 79% (93 of 118)
continued using oral PrEP at the final visit. Women who
disclosed oral PrEP use had almost five times the odds of
continuing using oral PrEP at the final study visit compared
to those who did not disclose that they were taking oral PrEP
(aOR 4.98; 95% CI 1.45, 17.13; p=0.01), adjusted for age
and relationship status (Table 3). Women who had more than
one sex partner (n=9, 7%) had lower odds of continuing oral
PrEP compared to those who had one sex partner (aOR 0.24;
95% CI 0.06, 0.97; p=0.05), adjusted for age and relation-
ship status. Among women who reported that they felt they
would probably or definitely get infected with HIV (n=30),
over half (57%) continued using oral PrEP at the final trial
visit. Women who felt they would probably or definitely get
infected with HIV had lower odds of continuing oral PrEP
compared to women who felt they would definitely or prob-
ably not get infected with HIV (aOR 0.21; 95% CI 0.08,
0.55; p<0.01), adjusted for age and relationship status.

Less than half of the women who did not disclose oral
PrEP use (6 of 13, 46%) continued oral PrEP at the final

@ Springer

Table 1 Participant characteristics at baseline and oral PrEP initiation
visit (n=132)

Characteristic n (%)
Baseline characteristics
Age
18-24 82 (62)
25-30 41 (31)
31-35 9(7)
Education
Secondary (incomplete) 49 (37)
Secondary (complete) 46 (35)
Post-secondary 37 (28)
Marital status
Married 32
Never married 128 (97)
Separated 1(1)
Lives with partner
Yes 9(7)
No 122 (92)
No partner 1(1)
Earns an income
Yes 22 (17)
No 110 (83)
STI diagnosis
Chlamydia trachomatis 33 (25)
Neisseria gonorrhoea 32
Partner HIV status
Positive 00
Negative 112 (85)
Unknown 20 (15)
Characteristics at PrEP initiation visit
Number of sexual partners in last 3 months
0 1(1)
1 122 (92)
2 9(7)
No of sexual acts in the last 3 months*
0 8 (6)
1-3 42 (32)
4-6 36 (27)
7-9 14 (11)
10-12 14 (11)
1320 8(6)
>20 9(7)
Condom frequency during the last 3 months
Never 23 (17)
Rarely 2(2)
Sometimes 53 (40)
Often 11 (8)
Always 34 (26)
No sex partner/did not have sex 9(7)

#Applies to participants who had a sexual partner in the last 3 months
(n=131)
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Fig. 1 Oral PrEP continuation

during study follow-up 138 women initiated oral PrEP onsite

v

132 women participated in ancillary
study

17 women discontinued oral PrEP <30 days

A\ 4

\4

115 women continued oral PrEP at

month 1 7 discontinued oral PrEP at 30 to 90 days
»| 1 exited the study continuing oral PrEP
v 1 was transferred and continuing oral PrEP

106 women continued oral PrEP at
month 3

A 4

8 women discontinued oral PrEP >90 days

v

98 women continued oral PrEP at trial

exit

Table 2 Tirping apd reasons for Reasons for oral PrEP discontinuation® n (%)

oral PrEP discontinuation up to

the final trial visit (n=32) Discontinued oral PrEP < 30 days
Side effects for example, nausea, vomiting 6 (19)
Influenced by the partner/family to stop using oral PrEP 4(13)
Afraid of potential side effects related to oral PrEP use 2 (6)
Was unable to return to study site for a refill 2 (6)
Decided to use condoms instead 1(3)
Forgetful to take oral PrEP 1(3)
Was going away from study site for more than a month and felt she would run out of tablets 1(3)
Stopped due to religious reasons 1(3)

Discontinued oral PrEP at 30 to 90 days
Side effects for example headaches, vomiting 5(16)
Forgetful to take oral PrEP 1(3)
No longer at risk (no partner) 1(3)
Discontinued oral PrEP > 90 days

Forgetful to take oral PrEP 2 (6)
No longer at risk (no partner/partner is going away for a few months) 2 (6)
Does not have time to attend clinic for oral PrEP refills 1(3)
Influenced by partner/family to stop using oral PrEP 1(3)
Does not want to take a daily pill 1(3)
Does not want a high pill burden (on oral tablets for a medical condition) 1(3)
Side effects (fatigue) 1(3)

*Multiple reasons allowed
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Table 3 Factors associated with self-reported oral PrEP continuation at the final study visit (median of 3 months) among 131 women

Characteristic Total n (%) Oral PrEP con- Odds ratio (OR) (95%  p value Adjusted OR (95% CI)* p value
tinuation at the confidence interval
final trial visit [CI])
(median=91 days)
n (%)
Yes No
Age > 24 years 50 (38) 40 (40) 10(31) 1.49(0.64,3.48) 0.36
Age <24 years (ref) 81 (62) 59 (60) 22 (69)
Education (secondary level or higher) 82 (63) 62 (63) 20(63) 1.01(0.44,2.29) 0.99
Education (secondary level—incomplete) 49 (37) 37(37) 12(38)
(ref)
Relationship status 0.35
Lives with partner 9(7) 8 (8) 1(3) 2.76 (0.33, 22.92)
Does not live with partner (ref) 121 (93) 90 (92) 31(97)
Earns an income 22 (17) 18 (18) 4(13) 1.56(0.48,4.99) 0.46
Does not earn an income (ref) 109 (83) 81 (82) 28 (88)
STI diagnosis at enrolment
Chlamydia trachomatis detected 32 (24) 22 (22) 10(31) 0.63(0.26, 1.52) 0.30
Chlamydia trachomatis not detected 99 (76) 77 (78) 22 (69)
(ref)
Neisseria gonorrhoea detected 3(2) 303 0(0) - -
Neisseria gonorrhoea not detected (ref) 128 (98) 96 (97) 32 (100)
Unknown partner HIV status 20 (15) 14(14) 6(19) 0.71 (0.25,2.04) 0.53
Partner is HIV-negative (ref) 111 (85) 85 (86) 26 (81)
More than 1 sex partner 9(7) 4(4) 5(16) 0.23 (0.06,0.91) 0.04 0.24 (0.06, 0.97) 0.05
Has 0/1 sex partner (ref) 122 (93) 95 (96) 27 (84)
> 12 sex acts in the last 3 months 17 (14) 13(14) 4(14) 1.02(0.30, 3.40) 0.97
<12 sex acts in last 3 months (ref) 105 (86) 80 (86) 25 (86)
Any unprotected sex in last 3 months 88 (72) 67 (72) 21(72) 0.98 (0.39, 2.49) 0.97
No unprotected sex (always used con- 34 (28) 26 (28) 8(28)
doms) (ref)
HIV risk perception 0.21 (0.08, 0.55) <0.01
I will probably/definitely get infected 30 (25) 17 (18) 13 (48) 0.24 (0.10, 0.60) <0.01
with HIV
I will probably/definitely not get 90 (75) 76 (82) 14 (52)
infected with HIV (ref)
Disclosed oral PrEP use 118 (90) 93 (94) 25(78) 4.34(1.34,14.07) 0.01 4.98 (1.45,17.13) 0.01
Did not disclose oral PrEP use (ref) 13 (10) 6 (6) 7(22)

Bold values indicate p < 0.05

#Factors associated with oral PrEP continuation at p <0.05 are included in the multivariate analysis in which we adjust for a priori confounders
(age (continuous) and relationship status)

trial visit. Among women who reported that they felt they One woman who initiated oral PrEP seroconverted. She
would probably or definitely not get infected with HIV  reported discontinuing oral PrEP approximately 2 months
(n=90), 76 (84%) continued oral PrEP at the final study prior to seroconversion.

visit.
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Discussion

In this ancillary PrEP study, where daily oral PrEP was
offered onsite as part of HIV prevention standard of care
during the latter part of the ECHO trial, we found that
oral PrEP continuation during the trial and at the final
trial visit, among women enrolled at the Durban trial site
was high, with 87% of women continuing oral PrEP at
month 1, 80% at month 3, and 75% electing to continue
using oral PrEP at trial exit. Of the 25% of women who
reported discontinuing oral PrEP, three-quarters had dis-
continued within the first 3 months, and side effects were
the most frequent reason for oral PrEP discontinuation.
Women who disclosed oral PrEP use continued oral PrEP
more than those who did not disclose, whilst women who
reported having more than one sexual partner and those
who felt that they had a high risk of HIV infection had
reduced odds of continuing oral PrEP at the final study
visit. As reported previously, 43% of women who were
eligible for oral PrEP when it became available, had initi-
ated oral PrEP onsite [17].

We found that the proportion of women continuing oral
PrEP at month 1 and month 3 in our study was higher than in
some studies conducted among AGYW in South Africa and
Kenya [8, 10] such as the DREAMS study in Kenya, where
only 37% of AGYW who initiated oral PrEP, persisted with
PrEP use at month 3 [8]. Similarly, in a real-world imple-
mentation programme in Kenya (PrIYA), where oral PrEP
was integrated into family planning clinics in Kenya, less
than half of the women who initiated oral PrEP had returned
for a PrEP refill at month 1 [9]. A recent study conducted
in South Africa among pregnant women who initiated oral
PrEP during pregnancy found higher rates of oral PrEP con-
tinuation where three-quarters of women continued at month
1 and 62% at months 3 [21]. In this study among pregnant
women, factors associated with an increased odds of con-
tinuing oral PrEP at month 3 included having a partner who
was living with HIV or of unknown serostatus, and report-
ing intimate partner violence [21]. In the HPTN 082 study
which enrolled AGYW from Zimbabwe and South Africa
and had good retention (~90% at month 3), 84% of women
had detectable levels of tenofovir-diphosphate at month 3
[22]. Oral PrEP continuation in this study might have been
facilitated by weekly 2-way text messaging, adherence coun-
selling, and voluntary participation in monthly adherence
clubs.

The high rates of oral PrEP continuation reported by par-
ticipants in our study could be attributed to several factors.
First, oral PrEP was offered and provided as part of a com-
prehensive HIV prevention package in the ECHO trial and
was integrated with contraceptive provision and care. Where
possible, PrEP study visits were aligned with regular study

follow-up visits. Second, oral PrEP was provided onsite, at
no cost to participants, and this removed several barriers to
oral PrEP access. Third, oral PrEP use was facilitated by
trial staff. Staff received training on oral PrEP provision,
including the importance of participants exploring their
own risk profile and risk reduction options, and adherence
to and effective use of oral PrEP. Oral PrEP information and
materials were readily available to study participants, and
separate workshops and presentations on oral PrEP were
conducted with study community advisory boards [18].

Reasons for oral PrEP discontinuation in our study are
consistent with other published studies [9, 12, 22]. An
important consideration when assessing oral PrEP use is the
use of oral PrEP during periods of risk and stopping oral
PrEP when no longer at risk, and recently, there has been
much discussion on “prevention-effective” adherence [23,
24]. In our study, we found that some women discontinued
using oral PrEP as they no longer felt at risk for acquiring
HIV. Among women who discontinued oral PrEP, almost
40% had done so due to side effects and this highlights the
need for ongoing counselling and effective management of
side effects among oral PrEP users, especially during the
first few weeks of oral PrEP use. As oral PrEP was offered
relatively late into the trial, overlapping side effects from
contraceptives and oral PrEP were less of a concern, as con-
traceptive use had been established in most women.

In our study, most women who initiated oral PrEP (90%)
had disclosed oral PrEP use to family members, partners
and/or friends, and those who had disclosed oral PrEP use
had almost five times the odds of continuing oral PrEP at
trial exit compared to women who did not disclose. How-
ever, even among those who discontinued oral PrEP (n=32),
almost 80% had disclosed oral PrEP use. A study conducted
among AGYW in South Africa found that disclosure can
be a facilitator or barrier to oral PrEP use—supportive
disclosures could provide instrumental adherence support
such as pill reminders, however, unsupportive disclosures
could undermine oral PrEP adherence and subject women
to stigma, and in some cases, result in oral PrEP discon-
tinuation [25]. An additional consideration is who a person
discloses to, and the study among AGYW found that part-
ners and parents provided the most support to participants
who disclosed oral PrEP use [25]. Stigma was also found
to be a barrier to oral PrEP continuation among pregnant
women in South Africa [26]. We found that women who
felt they would probably or definitely get infected with HIV
had reduced odds of continuing oral PrEP at the final study
visit. This might be related to the timing of the question-
naire, as it was administered approximately 3 months after
oral PrEP initiation, and women might have felt less at risk
because of using daily oral PrEP. Alternatively, it is possible
that women who felt at increased risk for HIV acquisition
experienced additional challenges and barriers to oral PrEP
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continuation such as partner-related issues (i.e., difficulties
with disclosure of oral PrEP use and issues relating to trust
and/or fidelity in the relationship) or stigma (fear that oth-
ers may think that oral PrEP is treatment for HIV) [26].
Surprisingly, women who had more than one sex partner
had reduced odds of continuing oral PrEP, and this is an area
that requires further exploration. However, this finding was
limited to a small number of women who reported more than
one sex partner (n=9).

One of the strengths of this study was that all women who
had initiated oral PrEP onsite remained in the ECHO trial
until oral PrEP discontinuation, transfer to another study
site or trial exit, therefore, we do not have missing data on
women who did not return for an oral PrEP refill. Limita-
tions of this study include that oral PrEP was introduced
relatively late during the ECHO trial, therefore, the dura-
tion of oral PrEP use and continuation rates were limited by
study follow-up time. Continuation rates beyond this time
would have been useful to understand longer term oral PrEP
use, including stopping and restarting oral PrEP. We enrolled
women from one study site only and our sample size was
small, hence, our findings may not be generalizable to other
populations and settings. Furthermore, this was a clinical
trial population who were research literate and being reim-
bursed for study participation, hence our findings might not
be generalizable to oral PrEP users in real-world settings
such as oral PrEP demonstration and implementation pro-
jects. In addition, we reported on oral PrEP continuation
via participant self-report, and this might not correlate with
adherence to oral PrEP as we did not conduct any objective
measures of adherence such as measuring tenofovir drug
levels. Finally, in-depth interviews would have been useful
to gain deeper insights into reasons for oral PrEP continua-
tion among clinical trial participants.

Conclusions

The high rates of oral PrEP continuation among women
participating in the ECHO trial in Durban, South Africa
who initiated oral PrEP are encouraging. Three-quarters of
women who discontinued oral PrEP had discontinued within
3 months of initiating oral PrEP. This highlights the impor-
tance of providing additional support, counselling and side
effect management especially during the first few months of
oral PrEP use. Disclosure of oral PrEP use was positively
associated with oral PrEP continuation, however overall
disclosure rates were high in our study population, and
this is an area that requires further exploration. Additional
research exploring HIV risk perception both at oral PrEP ini-
tiation and subsequently, is needed to better understand oral
PrEP use. Our findings can be used by other clinical trials

@ Springer

providing oral PrEP as standard of care for HIV prevention,
and importantly, may inform oral PrEP programmes as oral
PrEP is being scaled up in South Africa, and other countries
in sub-Saharan Africa.
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Abstract (349 words)

Background: HIV endpoint-driven clinical trials increasingly provide oral pre-
exposure prophylaxis (PrEP) as standard of prevention during the trial, however,
among participants desiring to continue using PrEP at trial exit, little is known about
post-trial access PrEP access and continued use.

Methods: We conducted one-time, semi-structured, face-to-face, in-depth interviews
with 13 women from Durban, South Africa, from November to December 2021. We
interviewed women who initiated oral PrEP as part of the HIV prevention package
during the Evidence for Contraceptive Options and HIV Outcomes (ECHO) Trial,
elected to continue using PrEP at study exit, and were given a 3-month PrEP supply
and referred to facilities for PrEP refills at the final trial visit. The interview guide
probed for barriers and enablers to post-trial PrEP access, and current and future
PreP use. Interviews were audio-recorded and transcribed. Thematic analysis was
facilitated using NVivo.

Results: Of the 13 women, six accessed oral PrEP post-trial exit, but five later
discontinued. The remaining seven women did not access PrEP. Barriers to post-trial
PreP access and continued use included PrEP facilities having long queues,
inconvenient operating hours, and being located far from women’s homes. Some
women were unable to afford transport costs to collect PrEP. Two women reported
visiting their local clinics and requesting PrEP but were informed that PrEP was
unavailable at the clinic. Only one woman was still using PrEP at the time of the
interview. She reported that the PrEP facility was located close to her home, staff
were friendly, and PrEP education and counselling were provided. Most women not
on PrEP reported wanting to use it again, particularly if barriers to access could be

alleviated and PrEP was easily available at facilities.
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Conclusions: We identified several barriers to post-trial PrEP access. Strategies to
enhance PrEP access such as a reduction in waiting queues, convenient facility
operating hours, and making PrEP more widely available and accessible are
needed. It is also worth noting that oral PrEP access has expanded in South Africa
from 2018 till now and this could improve access to PrEP for participants exiting

trials who desire to continue PrgpP.

Keywords: oral pre-exposure prophylaxis, post-trial access and use, young women,

South Africa
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Background

Recently, several HIV prevention and endpoint-driven clinical trials have provided
tenofovir-based oral pre-exposure prophylaxis (PrEP) to study participants as a
component of their standard package of HIV prevention (1-3). This has been driven
partly by ethical guidelines that recommend that participants enrolling in HIV
prevention research should be provided with a package of HIV prevention methods
recommended by the World Health Organization (WHO), but also that prevention
services should be effective, comprehensive and sustainable (4). This is of
importance as prevention research trials frequently enrol populations who are at
elevated risk of HIV acquisition, including adolescent girls and young women
(AGYW) (5). An additional consideration for the provision of oral PrEP in clinical trials
is assessing what prevention services are available to the local community and how
this differs from the prevention package provided during the trial (4). When the South
African Medical Research Council (SAMRC) first recommended the provision of oral
PreP in HIV prevention trials in 2017, it recognized that at the time, oral PrEP
availability was limited in South Africa with only 7,000 people accessing oral PrEP,
and the importance of increasing oral PrEP access (6). Access to effective HIV
prevention and treatment modalities post trial termination is important to ensure
sustainability and continued use for participants who desire to continue using study

drugs after exiting the trial.

In South Africa, the rollout of oral PrEP began in 2016 at select facilities that
provided services to sex workers (7), expanding in 2017 to include men who have
sex with men (MSM) and university students (8). In early 2018, oral PrEP was
gradually rolled out to AGYW at primary health care facilities (8). PrEP guidelines in

South Africa were updated in 2020 to include additional populations considered to be
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at “substantial risk” for HIV infection which included, in addition to the populations
described above, people with more than one sexual partner, people who inject
drugs, those with recent sexually transmitted infections (STIs), serodiscordant
couples, and those who recognized their own risk and requested oral PrEP (9).
Finally, in 2021, further updates were made to the South African PrEP guidelines
which included offering oral PrEP to pregnant and lactating women (10). As of July
2022, cumulative oral PrEP initiations in South Africa were estimated to be ~530,000
(11). Oral PrEP availability is an essential component of PrEP access, however,
several other factors may impede PrEP access, such as distance and travel costs to
attend clinics, having to take time off work/school for clinic appointments, long
gueues and inconvenient operating hours at public health facilities, stigma, eligibility

criteria, and limited service delivery models (12-14).

While several studies have described oral PrEP uptake and persistence (12, 15),
data on oral PrEP access and use post-trial is sparse. In this qualitative study, we
describe post-trial oral PrEP access and use among women from Durban, South
Africa who initiated oral PrEP at a research clinic as part of the HIV prevention
package provided through the Evidence for Contraceptive Options and HIV
Outcomes (ECHO) Trial (2) and elected to continue using oral PrEP at trial exit.
Participants were referred to facilities for oral PrEP refills. We also describe HIV
testing and family planning use post-trial, and suggestions by women to improve oral

PrEP services in their communities.

Methods
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ECHO Trial overview and procedures. The ECHO Trial was a randomized clinical

trial, conducted from 2015 to 2018, in four African countries (Eswatini, Kenya, South
Africa and Zambia). HIV-uninfected women, aged 16-35 years and desiring
contraception, were enrolled and randomized to one of three effective contraceptives
(2). The primary study endpoint was HIV incidence. Follow-up was quarterly for 12-
18 months. Detailed ECHO Trial procedures and the primary trial results have been

published elsewhere (2).

Oral PrEP provision during the ECHO Trial. During the latter eight months of the trial

(March to October 2018), oral PrEP was provided onsite by trial staff at the South
African trial sites (16). Women who initiated oral PrEP onsite at trial sites and
requested to continue using oral PrEP at trial termination were given a three-month
supply of oral PrEP at the final study visit and referred to off-site facilities for ongoing

oral PrEP access.

Current study procedures. For this study, we recruited women who had participated

at the trial site in Durban, South Africa, who had had initiated oral PrEP onsite during
the ECHO Trial and continued using oral PrEP at trial exit. All these women had
provided written informed consent to be contacted for future studies. An ancillary
study was conducted at this research site to quantitatively explore PrEP use during
the ECHO trial and assess PrEP use, PrEP discontinuation, and reasons for
discontinuing six months after exiting the trial (17). Eligible women were contacted by
telephone and invited to participate in a one-time, in-person, in-depth interview. A
maximum of two follow-up telephonic calls were made to women who did not
respond on the first attempt. Interviews were conducted from November to
December 2021. The semi-structured interview guide explored reasons for initiating
oral PrEP during the trial, oral PrEP use following study exit, barriers and enablers to
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oral PrEP access post-trial, reasons for oral PrEP discontinuation if applicable, and

suggestions to improve oral PrEP services for women.

Interviews were conducted in a quiet, private room at the research site to ensure
confidentiality. They were conducted by a female interviewer (IB) in English. IB is a
medical doctor and has 7-years of experience in conducting research. Women were
informed that IB was conducting this research as part of her PhD program. IB was a
study clinician in the ECHO Trial, was known to the participants, and had provided
clinical care to several participants during the ECHO Trial, including the provision of
oral PrEP. IB is also of a similar age group to the participants. All interviews were
conducted approximately three years after the ECHO Trial had ended. Interviews
lasted approximately 15 to 30 minutes.

All interviews were audio recorded and transcribed verbatim. Field notes were taken
during the interview. A thematic approach was used for coding and analysis of
interviews (18). Analysis was facilitated using NVivo (QSR International, version 10).
An initial code list was developed which was modified and refined as additional
transcripts were coded. The code list and coding were reviewed by a qualitative
researcher (CM). The codebook was developed inductively and deductively, and was
informed by thematic areas outlined in the interview guide as well as participant
responses. We selected representative quotes from women to highlight some of the
study findings, and present these with the participant’s current age (at the time of the

interview).

Ethics. This study was approved by the University of the Witwatersrand’s Human
Research Ethics Committee (Wits HREC) (Reference: M191155). All participants
signed written informed consent to participate in this ancillary study. Participants

were reimbursed ZAR200 (approximately USD12) for their time and transport costs.
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The ECHO Trial was approved by Wits HREC (Reference: 141112) and FHI360. All

methods were carried out in accordance with the Declaration of Helsinki.

Results

We attempted to contact 26 eligible women who had elected to continue oral PrEP at
ECHO Trial exit. Of these, 13 were contactable via telephone and agreed to be
interviewed (50% acceptance rate), one (4%) had relocated to another province and
was unable to attend an in-person interview, and 12 (46%) were not contactable via
telephone. Demographics at enrolment into the ECHO Trial are presented in Table 1.
At the time of the interview, the median age of women was 26 years (range: 22 to 30

years).

Reasons for initiating oral PrEP during the ECHO Trial

Women reported several reasons for electing to use oral PrEP during the ECHO
Trial (Table 2). These included inconsistent or non-use of condoms, partner-related
reasons such as not trusting the partner, wanting to protect oneself from acquiring
HIV, and engaging in risky sexual behavior. Drivers of condom inconsistency/non-
use included the partner not wanting to use condoms, using condoms with some

partners but not others, and not enjoying sex when using condoms.

“The reason that [I] decide that I’'m using the PrEP was just make sure my to
be safe for myself ... because | don’t trust my boyfriend most of the time.” (26

years)
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Disclosure of oral PrEP use

All women in our study reported disclosing oral PrEP use. Women reported
disclosing to family members, friends, partners and community members. A few
women reported not disclosing to their partners, even though they had disclosed to
others such as family members. Reasons for withholding disclosure from the partner
included losing the partner’s trust in her and/or an assumption she is unfaithful; the
partner’s confusion that the PrEP pills are ART; and anticipating a negative reaction
from the partner, for example one woman reported her partner was unhappy about
her using an intrauterine contraceptive device, and upon disclosure to her partner,
he insisted that she have it removed, so she felt her partner might similarly react
negatively to her using PrEP. Many women reported that those to whom they had
disclosed had positive reactions and/or supported their PrEP use. Few women
reported experiencing negative reactions to disclosing PrEP use, however they felt

that this did not impact on their PrEP use.

“I told them [cohabiting family members]. People were like, they were proud of
me [for taking PrEP], they thought that | was like, that was a good thing to do

and that that is a mature thing to do.” (27 years)

Oral PrEP continuation and use post ECHO Trial exit

Some women reported accessing oral PrEP post-trial exit, while other women did not
(Figure 1). The duration of oral PrEP use after exiting the study varied. Among
women who reported not accessing PrEP post trial termination, almost all reported
completing the three-month oral PrEP supply that was provided at ECHO trial exit.

One woman reported starting oral PrEP after the study had ended, and then
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discontinued PrEP after 3-4 days due to side effects. Among women who reported
accessing PrEP after exiting the study and then discontinuing, the frequency of oral
PrEP refill collection ranged from a single collection to five collections, and the
maximum duration of oral PrEP use post study exit was approximately one-year.
Finally, one woman who was still using oral PrEP at the time of the interview

reported continuous use of oral PrEP for more than 3 years post study.

Oral PrEP adherence post ECHO Trial

Most women reported missing doses while using PrEP. Reasons for missing oral
PrEP doses included forgetfulness, being away from home when oral PrEP needed
to be taken and not having PrEP pills with them, and fear of what others would think

of her taking PrEP.

‘[Nt is difficult | won’t lie because sometimes you forget and sometimes ... you

go to work and forget them at home.” (24 years)

“Maybe if I'm going out with my friends ... | don’t take it [oral PrEP] sometimes
... maybe I'm scared if they were saying how I’'m eating [why am | taking pills]
... But when I’'m at home I’'m actually make sure I'm drinking [taking PrEP].”

(26 years)

Women reported several different methods that facilitated adherence, and in some
cases, women used more than one method. These included setting an alarm as a
reminder to take oral PrEP, taking oral PrEP when a cohabiting family member takes
chronic treatment, storing PrEP pills in a visible area, support from family members

to take oral PrEP, and remembering to take PrEP pills when away from home.
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“I'm not forgetting to [take] the pills ... my [family member] is HIV positive ...
so when they, when my [family member] take that pills and | will take mine

[PrEP pills].” (28 years)

One woman reported sharing PrEP pills with her partner and storing a bottle of oral

PrEP at his place.

“[H]e [partner] was sharing it [PrEP] ... | give him one bottle [of PrEP tablets]
... When I’'m going to his house, I’'m using it [PrEP tablets] and he’s also using

it [her PrEP pills].” (27 years)

Barriers to post trial oral PrEP access and continuation among women who did not

access oral PrEP after exiting the ECHO Trial

Women identified several barriers to accessing oral PrEP after exiting the ECHO
Trial, resulting in discontinuation of oral PrEP use. These barriers included having to
spend too much time at the clinic due to long queues, clinics being located far away

from women’s homes, and/or being unable to afford transport costs to access clinics.

“The problem is that the clinic near my home ... they have long lines so ... |
can’t wait ... there’s a long queue to get in the clinic ... that’s why | stopped

taking it [oral PrEP].” (23 years)

“The place to take [collect] the PrEP which was far from home ... that's why |
didn’t take it ... it was difficult because | had no money ... it will take 2 taxi ... |

think it was uh ZAR100 [approximately USD6] return.” (26 years)

Two women reported that they went to their local clinic and requested oral PrEP,

however it was not available.
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“| stopped using PrEP after the study ended because it’s very difficult to get

PrEP. Most of the clinics they don’t have it.” (27 years).

Other barriers to oral PrEP access and continued use included being unable to
attend clinic visits due to work commitments, and provider-related factors such as a

lack of confidentiality.

“They [PrEP provider at clinic] don’t do their job properly ... like when I'm
talking to you [research staff] it's confidential ... They [PrEP provider at clinic]
don’t keep that that thing, they shout, “l[name of person], come here” and tell
you this and this and this about the patient. I'm here, that ... don’t make me

comfortable.” (27 years)

Facilitators and barriers to oral PrEP access among women who accessed oral PrEP

after exiting the ECHO Trial

Women who accessed oral PrEP post trial exit reported factors which facilitated their
oral PrEP access and use. These facilitators included that the clinics providing oral
PrEP were located close to their home, not having to wait in queues for their PreP,

and accessing free transport from the research site to the clinic.

“It’s [the clinic] just a walk it’s not far you don’t have to take a taxi there.” (24

years)

“It [collecting PrEP] was quite quick, quick and easy. There wasn'’t any

gueue.” (30 years)

Many women also reported that the referral letter provided by the research site

facilitated ease of access to oral PrEP services at the clinic.
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“Yes | did [take the referral letter to the clinic] ... other than that they [clinic
staff] wouldn’t accept me or what they will have to ask me some more

guestions.” (24 years)

Other factors reported by a few women that facilitated oral PrEP access and use
included quality information and counselling provided by clinic staff, oral PrEP

demand creation, and friendly and welcoming clinic staff.

“I think PrEP is now like exposed in many clinics ... our clinic ... they give a lot
of information about it [PrEP]. They teach about it [PrEP], like everything.
Every morning if someone goes to our clinic it will be the same thing every

morning they update ... they always give updates about PrEP.” (24 years)

Despite some women accessing oral PrEP after exiting the study, many of these
women reported barriers to continued use. These barriers were similar to those
experienced by those women who had not accessed oral PrEP after exiting the main
study. They included oral PrEP facilities being located far from their homes, public
transport not utilizing routes where oral PrEP facilities were located, long waiting
gueues, unsuitable clinic operating hours due to work commitments, and provider-

related factors.

“At the clinics they don’t attend us well ... they don’t treat us they don't trust
us treat us like you do here [at the research site]. Sometimes we are not
comfortable sometimes the nurse will shout at you so you end up not having

appetite to go and fetch the uh PrEP at clinics.” (26 years)

“It's hard because eh the queue is long you have to stay three hours to four

hours waiting for you to call you ... you had to wait three hours because you
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are in the same queue with the people who are sick, with the people who are

going to do this and that.” (24 years)

“I work every day. | only get one [day] off and the off | get it's on weekends the

clinics are closed.” (24 years)

One woman reported that not having a referral letter was a barrier to oral PrEP
access — she reported that she had decided to transfer from one PrEP facility to
another located closer to her home, but when she arrived at the more convenient

PreP facility, clinic staff requested a referral letter.

“But was struggling to get it [oral PrEP] because it [PrEP facility] was far ...
there by [name and location of PrEP facility] ... Yes it was far for me to go
there when | try to go get it here when it was down here [different PrEP

facility] ... they said | must go and get a referral letter. So | wasn’t happy to

get one [referral letter] again.” (30 years)

Finally, one woman reported that although she had accessed oral PrEP easily at a
local clinic that was located close to her home, and that it was a pleasant

experience, she had decided to discontinue oral PrEP use without any reason.

“Ja it was my decision | just | decided to just stop | don’t know why.” (29

years)

Integration of oral PrEP with other services

Most of the women who accessed oral PrEP after exiting the study had utilized

public sector clinics. Women reported that services such as HIV testing, family
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324 planning and primary health care were available at the clinics, but frequently, these

325  were not provided by the same provider or were in different locations within the same

326 facility.

327 Interviewer: “And tell me do you get all this [family planning, HIV testing,

328 primary health care services] at the same place where you get your PrEP, so
329 your family planning and your HIV test, is that done there or is it done at a
330 different place in the clinic?”

331 24-year female: “No it’s done at eh eh everything has has it’s door. There is a
332 door for testing, there is a door for family planning, and there is a door for pills
333 collecting.”

334 Interviewer: “Okay ... So it’s different people that do each of these things?”
335 24-year female: “Yes.”

336

337 Family planning access post trial exit

338 Some women reported that they continued using their intrauterine devices and

339  contraceptive implants that were inserted during the ECHO Trial, and therefore, did
340 not need to access contraception after exiting the trial. Other women reported

341 accessing their local clinics for injectable contraceptives, however, oral PrEP was

342  frequently not available at facilities women used for family planning.

343

344  HIV testing post study exit

345  Most women reported accessing HIV testing after exiting the study. HIV testing was
346 most frequently accessed at clinics, but some women also reported using mobile HIV

347  testing services, hospitals and blood donor services to test for HIV. Many women
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reported that they tested negative for HIV after exiting the trial. They reported that
oral PrEP was not usually discussed at HIV testing, and often, was unavailable at the
same facility where HIV testing was done. None of the women reported testing

positive for HIV after exiting the trial.

Interviewer: “Okay did you do HIV testing afterwards [after the study ended]?”
26-year female: “Yes, | did.”

Interviewer: “Where did you test?”

26-year female: “At the clinic at the other side but they didn’t tell me about

Prep.”

Future PrEP use

Among women not using oral PrEP at the time of the interview, almost all reported
they would like to use oral PrEP in future, particularly if barriers to access could be

removed.

“Yes | couldn’t get transport ... So it was not easy to me to come back and go
there ... the transport is far so there | was stopping to eat PrEP ... but if you
can say | can go to fetch PrEP | can even go if there is a transport | can go to

fetch PrEP.” (26 years)

Suggestions to improve PrEP services

Women provided several suggestions on ways to improve oral PrEP services and
make these more accessible (Table 3). These included increasing knowledge and

awareness on oral PrEP among oral PrEP users, their family members,
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communities, and healthcare providers. Women also reported that oral PrEP needs
to be made readily available at clinics. Some women suggested more convenient
clinic operating hours for example, clinics to open for oral PrEP services over
weekends, and a reduction in queues for oral PrEP refills. The integration of oral
PrEP delivery with other services such as pharmacies, the provision of longer-acting
PrEP methods, and the provision of oral PrEP in a trial/research setting were also

suggested as potential ways of improving oral PrEP services and use for women.

Discussion

In our study which explored post trial oral PrEP access and use among women from
Durban, South Africa who elected to continue using oral PrEP at ECHO study exit,
we found that women experienced several barriers which limited their continued use
of PrEP. Barriers included long queues at PrEP facilities, facilities being located far
from women’s homes, being unable to afford transport costs to access clinics,
unsuitable clinic operating hours, negative attitudes from providers, and oral PrEP
being unavailable at some facilities. Conversely, women reported facilitators to oral
PreP access and use, such as clinics being located close to their homes, quality
information and counselling provided by PrEP providers, oral PrEP demand creation
and having a referral letter from the research site to collect oral PrEP refills. Despite
only one woman reporting ongoing oral PrEP use at the time of the interview, most
women expressed a desire to use oral PrEP again, particularly if barriers to access
could be removed. To our knowledge, our study is one of the first studies to report on
post-trial oral PrEP access among women who used oral PrEP as standard of care

for HIV prevention in a trial setting.
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Our study findings should be interpreted in conjunction with the rollout of oral PrEP in
South Africa. In 2018, when study participants on oral PrEP began exiting the ECHO
Trial, oral PrEP in the public sector in South Africa was being rolled out to sex
workers, MSM, university students and AGYW, and in that year, total PrEP initiations
were only 8,593 and PrEP was available at only 73 sites nationally (19). This could
account for the limited availability of oral PrEP reported by women in our study, as
well as the long distances women had to travel to access oral PrEP. The scale-up of
oral PrEP in South Africa in primary health clinics began late in 2019, and as of April
2022, PrEP was available at 2,915 facilities and more than 500,000 individuals had
initiated oral PrEP (19). However, despite the increased availability of oral PrEP,
stock-outs of oral PrEP have been reported (20). Further challenges with the rollout
of oral PrEP in South Africa include that oral PrEP was first rolled in stigmatized
populations, a lack of marketing and demand creation during the early stages of
rollout, frequent follow-up visits and laboratory monitoring and the need for
specialized staff to prescribe PrEP — all of which posed barriers to increased uptake

and scale-up of PrepP.

Barriers to oral PrEP access reported in our study have been consistent with findings
from studies conducted in Africa (12, 21, 22). A study conducted among AGYW in
Kenya and South Africa found that barriers to oral PrEP persistence included being
unable to collect PrEP refills due to school/work commitments, and lacking transport
to fetch PrEP from distant clinics (12). Similarly, a study conducted in Zimbabwe
among clients attending a family planning clinic and a youth facility, found that
unsuitable clinic operating hours and being unable to afford transport costs to PrEP
facilities were barriers to continued PrEP use (22). In a study conducted among

males and females aged 13-24 years in South Africa, Uganda and Zimbabwe, long
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waiting queues and negative attitudes of healthcare workers were perceived barriers

to oral PrEP uptake (21).

The provision of oral PrEP in a research setting does offer some benefits.
Participants may receive one-on-one education and counselling on oral PrEP
including addressing any concerns, myths and fears. Regular study follow-up during
the trial may facilitate the early recognition and management of oral PrEP related
side effects. Study reimbursement and the provision of oral PrEP at no cost to
participants removes financial and transport related barriers to PrEP access.
Furthermore, research sites are less likely to have long waiting queues and may be
better resourced than public sector health facilities. Therefore, while clinical trials
may serve as a starting point for oral PrEP initiation and early use, sustainability and
continued use can only be successful if participants who desire to continue using

oral PrEP post study are able to access oral PrEP at local healthcare facilities.

Several models for oral PrEP delivery have been studied and ongoing studies are
assessing novel and innovative methods for delivering PrEP, particularly models that
simplify PrEP delivery. The integration of oral PrEP into routine family planning
services was shown to be feasible in Kenya (23) and we found that in our study,
many women continued to access family planning at clinics post study termination.
HIV testing services may serve as an entry point for oral PrEP demand creation,
however, despite many women in our study reporting accessing HIV testing services
after exiting the study, oral PrEP was rarely discussed during HIV counselling.
Antenatal and postnatal services may also serve as entry points for oral PrEP
delivery and a study in Cape Town, South Africa found high rates of oral PrEP
initiation and early continuation among this population (24). In addition, differentiated
models that include mobile and community-based platforms for oral PrEP delivery
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should be considered (14) as these might address facility-based barriers to oral PrEP
access. A study in Cape Town found that delivering oral PrEP to AGYW using a
community-based mobile health clinic was feasible and acceptable (25). An
additional community-based HIV testing and same-day PrEP initiation study is

currently underway in South Africa (26).

Our study has some limitations. We interviewed a small number of women from one
study site and therefore the generalizability of our study findings may be limited.
Women were interviewed in English and not in their native language (isiZulu) and
were interviewed by a study clinician, both of which could potentially bias our
findings. While there is potential for social desirability and power relations to
influence our findings, due to women being interviewed by a study clinician, this
relationship could also be a strength and result in improved rapport. PrEP access
and availability in South Africa have increased substantially over the last five years,
and this needs to be considered when interpreting our study findings. Our study
findings could be utilized by current and future clinical trials, especially as new
effective HIV prevention products, such as longer acting PrEP products, become
available. Furthermore, our findings may be useful for counselling participants in
clinical trials about post-trial access and continued use of HIV prevention methods

that might not yet be widely available in communities and facilities.

Conclusions

Women who had initiated oral PrEP as part of HIV prevention standard of care
during the ECHO Trial reported several barriers to oral PrEP access and moderate

amounts of continued use following study exit. These barriers which included
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469 distance, transport costs, clinic operating hours, long queues, and limited oral PrEP
470 availability frequently resulted in oral PrEP discontinuation. HIV testing services were
471  frequently a missed opportunity to counsel and promote oral PrEP use. However,

472 most women who had discontinued PrEP use reported wanting to use oral PrEP

473  again, particularly if barriers to access could be alleviated or removed. The increased
474  availability of oral PrEP in the public sector in South Africa could improve access to

475  oral PrEP for trial participants following study termination.

476

477 List of abbreviations

478 AGYW Adolescent girls and young women
479 ART Antiretroviral therapy

480 ECHO Trial Evidence for Contraceptive Options and HIV Outcomes Trial

481 HREC Human Research Ethics Committee
482 MSM Men who have sex with men
483 PrEP Pre-exposure prophylaxis

484 SAMRC South African Medical Research Council
485  STI Sexually transmitted infection

486  WHO World Health Organization
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Table 1: Participant demographics at enrolment into the ECHO Trial®

Characteristic

n (%) or median (range)

Median Age (range) (years)

22 (18 to 25)

Marital Status

Never married 13 (100)
Education
Secondary school (incomplete) 5 (38)
Secondary school (complete) 5 (38)
Post-secondary school 3(23)
Lives with Partner
Yes 1(8)
No 12 (92)
Earns own income
Yes 4 (31)
No 9 (69)

@ Characteristics were collected at enrolment in the ECHO Trial and not repeated at

the time of the interview
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Table 2: Reasons reported by women for initiating oral pre-exposure prophylaxis (PrEP) during the ECHO Trial

Reasons for using oral PrEP

Quotes

Condom-related
Inconsistent or non-use of condoms

Fear that condoms might “break”
during sex

“l decide to use PrEP because most of the time when I’'m doing sex with my partner we don’t
use condom.” (23 years)

“Uhm | decided to use PrEP because uh sometimes uhm as we are teenagers let me uh just not
say we teenagers, like we [are] girls ... We don’t like condoms” (22 years)

“My decision to use PrEP ... is in order to protect myself because we know that you can use
your condom but it's not 100% sure it can break.” (24 years)

Partner related
Does not trust partner

Partner is unfaithful

“‘reason that decide that I'm using the PrEP was just make sure my, to be safe for myself ...
Because | don’t trust my boyfriend most of the time.” (26 years)

“the reason why | decided to use PrEP it's because they said it will prevent HIV even if your
partner is not faithful” (29 years)

To prevent/protect oneself from acquiring
HIV and/or to feel safe

“because | saw the whole benefit of it [PrEP] ... it help you to prevent HIV and AIDS” (26 years)
“I want to be to be protected that's why | decide to use PrEP” (23 years)

Gender stereotypes

“You cannot cannot trust anyone in this world especially mens you cannot trust them ...
those people go around sleep with everyone” (PID 3160313410)
“boys they playing so much ... And so | decide to take PrEP” (26 years)

Engaging in risky behavior

“l like enjoying party, so you know what happened (laughs) we got drunk ... Sometimes they
new people, you know one night stand ... | sleep with maybe two ... two different guy|[s] in the
one day” (28 years)

Planning for pregnancy

“l think for the future reason ... | also need to prevent [HIV] ... because ... | don’'t want to to
infect my child once I'm get pregnant” (30 years)

Other

“Okay coz | came here [to research site] and then you’ll introduced me to PrEP and you’ll told
me like the good and the bad about it, and | decided to take it coz it prevents you from being
affected and it helps you ... You may never know you might get raped someday you can never
plan for HIV (laughs) ... | need to make sure that like | don’t have, if | were to get affected it
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must be like not on purpose like accidently like when we getting raped or getting like, | don’t
know how else you get (laughs) HIV (laughs)” (27 years)
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2 made attempts to access PrEP
but oral PrEP was not available at
the clinic

7 women did not access oral PrEP
after exiting the ECHO Trial

4 did not attempt to access oral
PrEP post-trial exit

1 discontinued oral PrEP after a

All 13 women given a 3-month few days due to side effects

supply of oral PrEP at ECHO Trial 5 women accessed oral PrEP after
exit exiting the ECHO Trial but later
discontinued

1 woman accessed oral PrEP and was still
using PrEP at time of interview

Figure 1: Post-trial oral pre-exposure prophylaxis (PrEP) access and use among women from Durban, South Africa
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Table 3: Suggestions provided by women on improving pre-exposure prophylaxis (PrEP) services

Suggestion(s)

Quotes

Increasing awareness and knowledge
about oral PrEP among users, and
increased availability of oral PrEP

“People will get education more and more and more about it [PrEP] like | think from clinics they
need to be sent the PrEP, needs to go the clinics and then those, the nurses need to tell people
aboutit ... in the clinics they need to educate people about it ... Even old people, tell them
about it, they’ll go home and they’ll tell their children and the news will go on like that like that”
(27 years)

“That they should like ... maybe they should tell the nurses at the clinic like that PrEP should be
everywhere, educate people at the clinics. You see like condoms, every clinic has a condom.
So every clinic should have uh PrEP.” (27 years)

Increasing knowledge and awareness
about oral PrEP among providers

“Like there’s this like clinic, they [clinic staff] didn’t even know about it. | was like no, | had to
google it, | was like “this here” [showing clinic staff]. They [clinic staff] like, “No, we, we don’t
have that here.” (27 years)

Reduction in waiting queues and/or
separate queues at the clinic for oral PrEP

“I think at the clinics they should provide the place if you come at the gate ... some certain like
uh uh it's uh sort of a timetable ... if you are going for PrEP you go that side, if you are going for
this you go this side, so it will be easy for you if you go to the clinic if you know uthi (isiZulu word
-says) you are supposed to [go to] that door rather than standing in one queue with the people
who are go have different places with you” (24 years)

Availability of longer-acting PrEP
modalities

“Maybe if they can be injections, not pills ... maybe people can more women can try ... can do
PrEP because it's hard to take a pill everyday (sighs) ... It's hard it's kind of hard” (29 years).

Integrating oral PrEP delivery

“Pharmacies, they can also give PrEP because it will be easy if you have a a pharmacy next to
you, you can go there and look for PrEP ... even if you are at work, you you don’t have PrEP at
that time, you can go to the clinic [at the pharmacy] and ask for PrEP” (24 years)

Reminders for clinic appointments

“Maybe if there could be another place that's based on that where they gonna call and remind
you, “Do you still remember you have to come and take PrEP?” Yes because sometimes we
have a lot of things we that we are doing ... we go to school we are working we have to go
home and all those thing maybe you even forget ... you even forget your date” (27 years)

Provision of oral PrEP in a research / trial
setting

Interviewer: What do you think would make it easier for women to get PrEP when studies
finish?
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27-year female: It's to continue with the study ... It's to continue with the study. That's what |
can say ... Very easy and comfortable [to get oral PrEP as part of the study]. We always feel
like free. Here it’s, it's more like you were going to your own personal doctor.

‘I don’t know how it can happen if we can have like, like uh study that basically for PrEP like
how you [research site staff] uh get hold of us try to get hold of more women get them here
make them sit down like how you sat down with us [ECHO Trial participants] and tell them
about the PREP maybe it's gonna make a difference. Maybe after like uh uh three months or six
months you can refer them to a clinic. Then a person is used to the se uh side effects and they
know what they are doing then they can for sure you can go to the clinic this will take it when
someone sat you down and told you about it. (24 years)

Clinics to provide PrEP after-hours or on
weekends

“It will be easy, especially weekend time [for clinics to provide oral PrEP] ... Some people they
work, they are working during week” (27 years)
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Key stakeholders’ perspectives on providing oral pre-exposure prophylaxis as

HIV prevention standard of care in clinical trials in South Africa

Introduction

Every day in 2021, there were an estimated 4 000 new HIV infections in adults and
children globally (UNAIDS (a), 2022). Of these, 58% were in sub-Saharan Africa. In
South Africa alone, there were 230 000 new HIV infections in 2020, and almost 8
million people were living with HIV (UNAIDS (b), 2021). Despite a 45% decrease in
new HIV infections since 2010 in South Africa (UNAIDS (b), 2021), there remains a
significant need for accelerating HIV prevention efforts in the country. Currently,
there are several prevention options that can be used as part of combination HIV
prevention, including oral pre-exposure prophylaxis (PrEP) (World Health
Organization (WHO), 2021). In 2015, after several trials demonstrated oral PrEP
effectiveness, the World Health Organization (WHO) made a recommendation that
oral PrEP be provided as an additional prevention choice to those at substantial risk
of HIV as part of combination HIV prevention (WHO, 2015).

In the context of HIV prevention and HIV endpoint-driven clinical trials, ethical
guidelines have been developed that provide guidance on the standard of prevention
that should be provided to trial participants. The HIV Prevention Trials Network
(HPTN) guidance states that prevention researchers should provide a package of
effective, comprehensive, and sustainable prevention services to participants (Brown
et al., 2020). The recently revised Joint United Nations Programme on HIV/AIDS
(UNAIDS) and WHO ethical guidance document states that researchers and
sponsors should at minimum ensure access to the package of HIV prevention

methods recommended by WHO for every participant throughout the trial and follow-
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up (UNAIDS & WHO, 2021). Both documents emphasize the importance of
stakeholder and community engagement and involvement. In 2017, the South
African Medical Research Council (SAMRC) convened a summit on the standard of
care in clinical trials (both treatment and prevention) in low-middle income settings
and recognized the limited availability of oral PrEP in South Africa (SAMRC, 2017). A
recommendation was made that oral PrEP be provided at clinical trial sites in HIV
prevention trials, and a SAMRC-initiated PrEP fund be established to make available
the provision of oral PrEP to trial sites (SAMRC, 2017). In South Africa, oral PrEP is
approved for use, and is available via several implementation and demonstration
projects, including in the public health sector with an estimated 100 000 current oral
PreP users in December 2020 (PrEP Watch, 2020).

The mechanism of delivery and uptake of oral PrEP when oral PrEP has been
offered/provided in clinical trials as part of HIV prevention standard of care has
varied, for example, in the HVTN 505 vaccine efficacy trial, conducted from 2009 to
2013, which enrolled men who have sex with men and transgender women,
participants were provided with information about oral PrEP and referred to providers
for oral Truvada — in this study, the uptake of oral PrEP was only 1% (Treatment
Action Group (TAG), 2017). Subsequently, in the HVTN 702 study, which was an
HIV vaccine efficacy study, conducted from 2016 to 2019, that enrolled >5000 adults
from South African trial sites, it was found that approximately 3% of participants self-
reported oral PrEP use (Gray et al., 2021). In HVTN 702, oral PrEP access was via
referral to pilot projects or the private sector (TAG, 2017). The ECHO Trial which
was an HIV endpoint-driven clinical trial, conducted from 2015 to 2018, that enrolled
young women from sites in Africa, offered oral PrEP via referral to off-site facilities
(Beesham et al., 2020). In addition, during the latter months of the trial, oral PrEP
was provided onsite at the South African sites by trial staff. In the ECHO Trial, the
uptake of oral PrEP was 17% at all trial sites, and 27% at the South African trial sites
(Beesham et al., 2020).

Overall, in the context of clinical trials in South Africa, particularly HIV prevention and
HIV endpoint-driven trials, there exists a lack of data on the provision of oral PrEP as
part of the HIV prevention package. In order to address this gap in knowledge on the
status of oral PrEP as part of HIV prevention standard of care in clinical trials in

South Africa, we conducted a qualitative assessment of key stakeholders from
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several research sites across South Africa to understand oral PrEP provision as part
of the HIV prevention package during the trial, including barriers and enablers to oral
PreP uptake and use, mechanism of oral PrEP delivery (onsite versus off-site) and
post-trial access.

Methods

In this qualitative study, we conducted 15 semi-structured in-depth interviews with
key stakeholders from South Africa, working at research organizations known to
conduct clinical trials, including HIV prevention research and HIV endpoint-driven
clinical trials. We recruited key stakeholders from job categories that included site
directors, principal investigators, clinicians, and other senior staff with experience in
HIV prevention research. Purposive and snowball sampling were used to identify key
stakeholders. Potential participants were contacted via email to participate in a one-
time interview. A maximum of two follow-up emails were sent to those who did not
respond to the first email. Potential participants were provided with an information
sheet about the study, and those who replied and were agreeable to participate
signed written informed consent. Interview questions were not provided in advance

to study participants.

Individual interviews were conducted by a female interviewer (XX) via telephone and
in English, from August 2020 to May 2021. Interviews were scheduled at a time that
was suitable and convenient for the stakeholder, including after hours if needed. XX
has a medical degree and six years of research experience. XX conducted this
research as part of her Doctor of Philosophy Degree (PhD), and potential
participants were informed of this prior to study participation. The semi-structured
interview guide covered the following domains: 1) the key stakeholders’ current
position in their organization, and a brief description of their organization including
the research they conduct, 2) contents of the HIV prevention package provided to
study patrticipants in clinical trials at their research organisation, 3) the mechanism of
delivery (on-site or off-site) of HIV prevention options including oral PrEP, 4)
experiences in providing oral PrEP to study participants, 5) facilitators and barriers to

oral PrEP provision, and 6) post-trial oral PrEP access.



The interviews were audio recorded and transcribed verbatim by XX. Each interview
was approximately 30 to 40 minutes. Field notes were taken during the interview.
Transcriptions were coded, and analysis was facilitated with NVivo v10 (QSR
International). Four transcripts were read and coded to derive an initial code list.
Codes were both deductive and inductive, and were informed by the thematic areas
outlined by the questions as well as participant responses. The code list was
reviewed and discussed with a qualitative researcher (XY). The code list was
modified and refined as more transcripts were reviewed and results were organized
according to emergent themes. While the sample size was a pre-determined
convenient sample size, data saturation was reached. Data were thematically

analysed. Participant quotations are presented by participant number (PID).

The study was reviewed and approved by the University of the Witwatersrand’s
Human Research Ethics Committee (HREC), (Reference: M191155). Key
stakeholders were not reimbursed for study participation.

Results

We contacted 34 key stakeholders via email to participate in a once off in-depth
interview. Of these, eight (24%) did not respond, seven (21%) recommended
interviewing another individual from the organization, two (6%) declined to participate
(did not have time), one (3%) reported that their research unit did therapeutics and
translational clinical trials and therefore would not be suitable for the study, one (3%)
initially replied but thereafter did not respond to emails, and 15 (44%) agreed to be

interviewed.

Among the 15 interviewed, most had medical degrees (n=12, 80%) and were
employed in senior positions such as directors, site leaders, project
managers/directors and principal investigators in their organizations (Table 1).
Almost all the stakeholders were female (n=14/15). The number of studies being
conducted at each research organization ranged from one to >20 studies with most
organizations conducting five or more studies, and several key stakeholders reported
that their organization had multiple research sites at different locations. All
stakeholder respondents reported conducting clinical trials. The type of research

conducted included HIV vaccine trials, HIV prevention trials, contraceptive studies,
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infectious diseases research (for example, TB and viruses such as herpes simplex
virus, respiratory syncytial virus and COVID-19), demonstration projects and

implementation research.

We identified key themes reported by interviewees relating to the provision of oral
PreP as HIV prevention standard of care in clinical trials. These included

components of the HIV prevention package provided to study participants and the
rationale for including oral PrEP; uptake, adherence and persistence of oral PrEP;

the impact of PrEP provision on trial outcomes, and post-trial oral PrEP access.

HIV prevention options/package

All stakeholders reported providing an HIV prevention package to clinical trial
participants, and most reported that the prevention package provided included risk
reduction counselling, HIV counselling and testing (HCT), condom and lubricant
provision, and screening and treatment of sexually transmitted infections (STIs).
These options were usually provided at the research site. In addition, many reported
that laboratory testing for STIs was conducted, and where STIs were detected,
participants were usually treated onsite or in some cases, referred for treatment.
Additional HIV prevention options such as circumcision for HIV-uninfected males,
and referral for HIV care for HIV-infected partners and/or participants who
seroconverted during studies, were offered via referral to health care facilities. Some
stakeholders reported offering post exposure prophylaxis (PEP) to participants either
at research sites or via referral. More recently, almost all stakeholders (n=14)
reported offering daily oral PrEP as part of the HIV prevention package either at the

research site or via referral.

“[F]or participants that are participating in clinical trials we provide the
standard of care in terms of HIV pre-test counselling we offer HIV testing and
post-test counselling, ... risk reduction behavior options like condoms... test
and treat STIs if needed if it’s not in the protocol then we offer syndromic
treatment ... anyone becomes positive [for an STI] we then immediately refer
them to the local department of health for treatment ... and then over and
above that for some for the HIV prevention trials in particular we offer PrEP to
the participants. PrEP is offered onsite.” (PID 03)



A few stakeholders reported that the HIV prevention package offered to participants
changed over time as new prevention options became available, for example in
2007/2008, the main scope of HIV prevention was condom (male and female)
provision, counselling on abstinence, and diagnosing and treating STIs. Thereafter,
when voluntary medical male circumcision (VMMC) became available, participants
were encouraged to inform their HIV-uninfected male partners about the HIV
prevention benefits of VMMC. More recently, oral PrEP was added to the HIV
prevention package. Some stakeholders reported that the contents of the HIV
prevention package were determined by the study sponsor and budget, and where
prevention options were not provided at the research site, access was usually via

referral to local health care facilities.

Reasons for providing oral PrEP as part of HIV prevention

Stakeholders reported multiple factors that influenced the decision to provide oral
PrEP onsite as part of the HIV prevention package in clinical trials. Many reported
that the decision to provide oral PrEP was made at a sponsor level and was driven
by trial funders. The meeting held by the SAMRC on the standard of care for HIV
prevention in clinical trials contributed to some sites providing oral PrEP. Other
reasons for providing oral PrEP included that HIV prevention is a goal of the
research organization, and that their organizations promote the use of oral PrEP. In
addition, oral PrEP has been approved for use in South Africa and is being rolled out
by the South African National Department of Health (NDoH), therefore it should be

provided as standard of care for HIV prevention in clinical trials as well.

Some felt that oral PrEP should be provided in HIV prevention and vaccine efficacy

trials as these trials enrol individuals who are at high risk of HIV acquisition.

11)t’s almost a requirement [to provide oral PrEP] when you doing an efficacy
trial now that you offer the whole package of prevention you know because

you are enrolling such high-risk people.” (PID 07)

Other stakeholders felt that it is an ethical requirement to provide oral PrEP in HIV
prevention research. One stakeholder reported that their local ethics committee

refused to approve an HIV vaccine study if oral PrEP was not offered to participants.



IW]hat actually happened was we applied to do [name of study] in [name of
place] and our ethics committee refused to let this study go ahead if we didn’t
provide PrEP ... unless we could guarantee that we would give PrEP to the
participants.” (PID 01).

Oral PrEP uptake

The uptake of oral PrEP by clinical trial participants varied between research
organizations and between different research sites within the same organization.
Stakeholders identified multiple barriers to oral PrEP uptake that included challenges
with daily pill taking, side effects, stigma, and a lack of demand creation. Enablers to
oral PrEP uptake included education and counselling about PrEP, as well as

demand creation.
Challenges/barriers to oral PrEP uptake

Many stakeholders reported a poor uptake of oral PrEP that ranged from <5% to 10-
15% when oral PrEP was offered onsite. Stakeholders provided multiple reasons for
the generally low uptake of oral PrEP among participants. These included challenges

with daily pill taking and having to take a pill when healthy.

“... [T]here was some interest but there were women who when they heard
that it’s a daily tablet were like not so keen” (PID 02)

A few stakeholders reported that the uptake of oral PrEP was suboptimal because

participants were concerned about potential side effects.

“... we found that the uptake was really very poor ... the interest was non-
existent and participants gave several reasons ... it was mostly, most of them

| think it was the concern about side effects” (PID 13)

Many stakeholders reported stigma as a barrier to oral PrEP uptake. This included
concerns of the inadvertent discovery of their oral PrEP, and the assumption that
they must be living with HIV because of the similarity of PrEP to ART.

“Some of them [participants] were concerned that they were taking ...
antiretrovirals and so they would be misconstrued as being HIV infected if a

partner or the family found the medication.” (PI1D 13)



Additional factors contributing to a low uptake of oral PrEP included that oral PrEP is
a relatively new product, and the need for demand creation. In some cases,

stakeholders felt that there wasn’t a drive to promote oral PrEP use.

“... I guess when something is new there there’s a lot of work that needs to go
into campaigning and sort of spreading the message and counselling people
to go on it, so | think with very many new things on the market or in any
market you know it does take some campaigning | guess to create demand”
(PID 08)

The lack of education in communities, by the public health sector, about oral PrEP

was another factor that contributed to the low uptake.

“... [Glaps are in terms of the Department of Health rolling out PrEP. Because
they don’t have the time or the staff to be able to educate on a large scale

within the community on PrEP and the use of PrEP” (PID 03)

Stakeholders reported some perceived barriers to oral PrEP uptake that were
specific to participants enrolled in HIV vaccine studies, for example, participants
might enrol in vaccine studies because of a preference for injectable HIV prevention

options as a method of drug delivery over a daily pill.

‘I guess it’s also possible ... that you [the participant] know if you signing up
for a vaccine trial perhaps you doing so because the other methods are not
really ideal for you or don’t work for you ...” (P1D 08)

‘[M]aybe the oral PrEP wasn’t something that that they [participants] wanted
because the fact that they joined a vaccine study with injectables is already an

indication that they have that as a preference. (PID 05)

Another stakeholder described the possibility of false beliefs of protection from HIV in
participants in HIV vaccine studies — where they might believe they are getting some
protection from the HIV vaccine being tested, and therefore do not require any

additional HIV prevention methods,

“...[Participants] see it as they take a 50:50 chance in a HIV vaccine trial so
they know I’'m going to get a 50% chance that I'm going to be protected and

when you give people that option they know that they doing something that is



going to make them more vulnerable for infections then in their eyes they will
not see it as 50:50, they will say no maybe I've got a 80% chance that I'm
protected by a vaccine, or maybe even a 90% chance that I’'m protected ...
And why should | now use another drug [oral PrEP] on top of it? ... Why
should I drink now a tablet on top of it? So now | am not interested in that
[PrEP] you know.” (PID 10).

Enablers to oral PrEP uptake:

Among stakeholders who reported a higher proportion of their clinical trial
participants initiating oral PrEP, demand creation, and education and counselling
were seen as factors that may have contributed to improved uptake. One
stakeholder reported that their research organization had initiated a demand creation
campaign for oral PrEP for another study prior to the HIV vaccine studies and this
had contributed to about a third of women initiating oral PrEP in the HIV-vaccine
studies. Education and counselling, including individual risk assessments and
addressing myths and misconceptions (such as assuming oral PrEP is ART) were
also reported as factors that increased oral PrEP acceptability and willingness to use
oral PreP.

“... I think if women are educated and you know are provided with adequate
counselling, their acceptability and willingness to use PrEP increases ... |
think awareness and understanding of the PrEP is very important and once
women were made aware of the risks ... especially those women who
presented with STIs (sexually transmitted infections) and they were educated
that this increases risk of HIV transmission a lot of women were then more

willing and you know acceptable using PrEP” (P1D 06)

One stakeholder reported that although oral PrEP uptake was poor across several of
their research sites, one site had a much higher oral PrEP uptake, and this was most
likely due to a highly motivated counsellor who was very active in advocating for oral
Prep.

“... [B]ecause we suddenly had 30 women on PrEP and we only had 72
enrolled in the study ... and I kind of boil this down to, we had a really great
counsellor ... who was just very active in in kind of advocating for it [oral
PrEP]” (PID 15)



Another stakeholder reported that women were interested in oral PrEP as it made

them feel empowered and in control.

“... [T]here was definitely interest ... some individuals more than others |
mean ... some women really felt empowered and they were now able to take
control of the situation...” (PID 04).

Gender and PrEP uptake:

While many stakeholders described oral PrEP uptake in studies that enrolled
women, one stakeholder described the uptake of oral PrEP by gender and found that

males had a preference to attend mobile clinics versus the research site.

“O]Jur mobile clinic would go to for example close to one of the local clinics
and would park there and in the mobile clinics we actually saw a lot more
males than females in the mobile clinics ... and less males coming to our sites
a fixed clinic ... we saw actually that men were more open to going to the

mobile clinics than to come in to site...” (PID 09)

Oral PrEP adherence and persistence

Several stakeholders reported that oral PrEP persistence decreased over time, with
many participants discontinuing within the first three months of initiation. However,

among those who were still on oral PrEP at month 3, many continued using it.

“... [W]e had a sharp drop off to month 1 you know when they were asked to
come back at month 1 and then there was again another slight drop-off to
month 3 and then it’'s more stabilising, those who made it to kind of month 3,

continued use...” (PID 12).

A few stakeholders reported that participants used oral PrEP for the duration of the
study and were then referred to off-site facilities for ongoing oral PrEP access at trial
exit. Some noted that the use of oral PrEP among participants was not continuous,
and that participants cycled on and off oral PrEP. One stakeholder reported that a

third of participants had interrupted use.

Adherence concerns reported by some stakeholders included that in studies where

PreP adherence was objectively measured using biomarkers such as tenofovir
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levels in dried blood spots (DBS), a low proportion of samples had tenofovir

detected, and that participants over-reported adherence.

“But DBS was also collected which showed of course (laughs) as participants

weren’t using it (oral PrEP) as they said they were using it...” (P1D 06)

Stakeholder perceptions of poor adherence and oral PrEP discontinuation were
frequently multiple and overlapping, and similar to barriers to oral PrEP uptake.
Stigma (perceived or experienced), issues relating to disclosure, including responses
from partners or family members to oral PrEP use, oral PrEP access, pill-related
factors (such as storage, side effects, pill size and frequency of dosing) all
contributed to perceived reasons for poor adherence and/or discontinuation.
Disclosure was seen as an important factor that may affect participant adherence,
where those who disclosed had better adherence.

“[1]t’s not just about do they actually want to take the PrEP, but it’s also about
what the response from their partners, their families, or they have space to
store it ... Some also indicated that they experienced side effects so there are
multiple things that really affect their adherence ... A lot had to do with
disclosure and we saw that those who disclosed frequently adhered better.
Then there were other things ... it was so hard for them to access PrEP
because now we [research site] were the only space they could get PrEP as
soon as they would just go to a community next door you know for a bit or
they would travel then they wouldn’t have access to PrEP so access was a
huge barrier also for continued use and adherence. [A]nd then when it comes
to the actual pill taking ... issues you know getting into pill taking fatigue,
etcetera with some, but young women also practice prevention effective
adherence so knowing you know how to stop and start like when their
boyfriend are out of town, or if they not in a relationship at the moment, so
they also practice that sometimes ... a lot of feedback from young women is
that the daily pill and that size pill that Truvada is, is not working for them.
They need a smaller pill, a more infrequent pill or they need an injection is
something that they really ask for.” (PID 12).

“Other people didn’t feel comfortable disclosing to their partners that they
taking PrEP so that also caused some challenges specifically with adherence,
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like if someone is trying to hide the fact that they taking PrEP if they going to
visit someone they not gonna take their pills with them, so they not going to
take their pills for a couple of days ... also with partners having issues with
you know their female partners now taking PrEP. The partner will say, “Oh
you don'’t trust me” or “You taking PrEP because you are the one that’s you

know uh sleeping around” or whatever” (PID 09).

Impact of oral PrEP use on study outcomes

Most stakeholders were not concerned that oral PrEP use would affect study
outcomes in HIV endpoint-driven trials. Many felt that oral PrEP use could be
factored into study calculations and/or analysis by statisticians. Stakeholders
reported that studies could be powered for oral PrEP use, by adjusting sample sizes,
and taking into account oral PrEP uptake and adherence, therefore they were not
concerned that oral PrEP use would affect study outcomes. Furthermore, some
reported that the background HIV incidence was high in their communities, therefore
oral PrEP use would not have an impact on study outcomes. However, many
stakeholders felt that the uptake and use of oral PrEP in trials was low and/or oral
PrEP was offered relatively late in the trial timeline, resulting in no effect on study

outcomes.

Several stakeholders reported their role as investigators was to prevent HIV and that
they had an ethical obligation to offer oral PrEP and other HIV prevention options, as
preventing HIV is more important than achieving HIV outcomes in trials.
Furthermore, stakeholders compared oral PrEP with other prevention modalities

such as condoms when discussing the impact on study outcomes.

“HIV incidence is important but for me if you seeing participants HIV negative
is more important ... if we have fewer seroconversions then that’s okay then

that just means we’re doing a good job” (PID 06).

“Our main aim is to protect participants ... it’s a very big cornerstone in all the
trials that we led ... if we put that question [impact of oral PrEP on study
outcomes] on the table then we should put the same question on the table for
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condoms ... PrEP is just the same as all those other modalities that we put in

place and should be discussed on the same level.” (PID 10)

While most key stakeholders were not concerned about study outcomes with the use
of oral PrEP, one stakeholder reported that several research staff were concerned
about introducing oral PrEP because the study required the enrolment of individuals
who were at very high risk for HIV acquisition and in addition to being concerned
about the impact of oral PrEP on study outcomes, staff members also felt confused

and thought the use of oral PrEP might be contradictory.

“Staff members were like “0000” when we were enrolling for this studies we
were put under pressure to say enrol high risk ... eligibility was getting harder
and tighter because they wanted high risk high risk and then when now PrEP
was infroduced, staff members were like “oooooh now we wonder we have
been put through hell and high waters” to enrol you know the high risk and
now you got the high risk here, you are giving them this and PrEP and uhm
(laughs) we were just like wondering hey what they out there staff members
had a lot of concerns and we were like really uhm we, are we confused, are

we contradicting ourselves” (PID 11)

Post-trial oral PrEP access

Post-trial oral PrEP access varied between research sites. Some stakeholders
reported that oral PrEP was easily available at local facilities such as public sector
clinics which were in close proximity to the research site and/or where participants
lived. Furthermore, some reported having a list of facilities/clinics known to provide
oral PrEP, and that participants would be given the list so they could choose which
facility they wanted to attend for ongoing oral PrEP access. A couple of stakeholders
said that studies were still ongoing, therefore they had not yet exited participants
who required referral for ongoing oral PrEP use. All stakeholders reported that
participants who requested to continue using oral PrEP at the end of the study were

given a supply of oral PrEP at trial exit, usually for three months.

Multiple challenges with post-trial oral PrEP access were identified by stakeholders.

First, many facilities providing oral PrEP were located a considerable distance from
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the research site, and in some cases, in different cities or towns. One stakeholder
reported that the nearest facility providing oral PrEP was 250 kilometres away,
another reported that it took about an hour to get to the nearest oral PrEP facility
using public transport.

Second, some trial sites did not have facilities to refer participants to for ongoing oral
PreP use after exiting the study, and participants were counselled about this before
initiating oral PrEP,

“We didn’t have an option for women who wanted to continue using PrEP ...
there was a lot of discussion before it was introduced at our site ... about that
because we knew when we started with PrEP that we weren’t going to be able
to continue with it so as people exited the study they were given three months
but there were there was nowhere in our area where they could access it
which was, but ... we counselled women about that before we used it [PrEP]”
(PID 04).

Third, despite some research sites making arrangements with organizations to
provide post-trial oral PrEP access, ongoing barriers were identified by women with
linking to mobile PrEP services.

“We had multiple meetings with them [name of referral organization]. We gave
[name of the organization] all the spots where our mobile clinic used to go ...
we also had space available for them onsite to come and see participants that
who usually comes to site to get PrEP... we had quite a few participants
coming back to us saying that they couldn’t get in touch with [name of the
organization] saying that they couldn’t get PrEP, ... they've called the
numbers multiple times ... but it was quite a big frustration for participants ...
some patrticipants ... would go the mobile spot because we had told [name of
the organization] to be there on certain days and they would get there, there
would be no one there to receive them, no one to give them PrEP ... it was
very frustrating for participants” (P1D 09).

Additional facility-related barriers to post-trial oral PrEP access included long queues
in public sector facilities, inconvenient clinic operating hours, limited resources such

as staffing, and facilities having risk criteria for oral PrEP initiation, preventing some
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participants from accessing oral PrEP as they were not considered “high risk

enough” to use oral PrEP,

IWI]e did have uh a few participants who came back ... saying that their local

clinics mentioned that these participants were not high risk enough” (PID 06).

Discussion

To our knowledge, this study is one of the first studies in South Africa to explore the
perceptions and experiences of key stakeholders in offering and/or providing oral
PreP as part of the HIV prevention package to study participants enrolled in HIV
prevention and/or HIV endpoint-driven clinical trials. Key stakeholders reported that
the decision to provide oral PrEP in clinical trials was influenced by the meeting held
by the SAMRC on the standard of care in clinical trials (SAMRC, 2017), the rollout of
oral PrEP by the SA NDoH, ethical considerations, and by trial funders. Several
barriers to oral PrEP uptake by participants were identified by key stakeholders —
these included challenges with daily pill taking, concerns about potential side effects,
stigma, a lack of demand creation for oral PrEP, limited knowledge and education on
oral PrEP in communities, and a personal preference for other modes of PrEP
delivery such as injectables. Key stakeholders reported that barriers to oral PrEP
uptake by trial participants were frequently multiple and overlapping with reasons for
poor adherence and discontinuation. Facilitators to oral PrEP uptake included
demand creation, and education and counselling about oral PrEP. Most stakeholders
were not concerned that oral PrEP use would impact study outcomes and reported
that oral PrEP use could be factored in study calculations and analyses by trial
statisticians. Several challenges to post-trial oral PrEP access emerged such as
PrEP facilities having long queues and inconvenient operating hours, PrEP sites
being located a considerable distance from research sites, and some key
stakeholders reported that there were no facilities to refer participants to upon study

termination.

In our study, we found that most stakeholders reported providing an HIV prevention
package that included oral PrEP being offered onsite to study participants. There has
been considerable debate and discussion on the contents of the HIV prevention

package provided to participants enrolled in HIV prevention and HIV endpoint-driven

15



clinical trials (Brown et al., 2020; UNAIDS & WHO, 2021; Miner et al., 2017). The
summit held by the SAMRC on the standard of care in clinical research recognized
the complexities in determining the standard of care for HIV prevention in clinical
trials and that the context might differ from site to site, however it was clear that
researchers should move towards making oral PrEP available as part of the HIV

prevention package offered to study participants (Miner et al., 2017).

In our study, key stakeholders identified several barriers to oral PrEP uptake,
adherence, and continuation such as a lack of demand creation, stigma, concerns
about side effects and limited knowledge about oral PrEP in communities. A
qualitative study that was conducted with healthcare providers from three African
countries (Kenya, South Africa and Zimbabwe) who were providing oral PrEP or
planning to provide oral PrEP in the future, found similar barriers to oral PrEP
uptake, adherence and continuation, which included a lack of oral PrEP awareness,
stigma, issues around disclosure and side effects (Lanham et al., 2021). Other
studies have found a lack of PrEP awareness among healthcare providers (Zimba et
al., 2018; Joseph Davey et al., 2020). In the qualitative study among healthcare
providers from three African countries, providers reported that stigma was HIV-
related where adolescent girls and young women (AGYW) were concerned that
community members would assume that those taking oral PrEP are taking ARVs
because they are living with HIV (Lanham et al., 2021). In a systematic review that
looked at reasons for non-adherence to oral PrEP, in addition to barriers such as a
lack of knowledge, side effects and stigma; other factors such as medication regimen
(having to take a daily pill) and factors of life (being away from home, running out of
medication and having a busy schedule) were identified as drivers impacting oral
PreP adherence and uptake (Sidebottom et al., 2018). Some of the early lessons
that emerged from oral PrEP implementation projects among African women
included the importance of oral PrEP awareness and demand creation among
AGYW to motivate young women to use oral PrEP (Celum et al., 2019).
Stakeholders interviewed in our study reported that demand creation campaigns
were associated with a better uptake of oral PrEP. Stakeholders also identified
challenges with daily pill taking and a preference among some participants for other
methods of PrEP delivery — some of these challenges may be addressed in the near
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future as newer PrEP options such as injectables, longer acting oral agents, implants

and vaginal rings become available.

The impact of oral PrEP use on study outcomes and trial design is an area that has
received much debate and discussion. Holly Janes and colleagues (2019) described
important considerations for the design of HIV prevention efficacy trials. These
include the trial population (who will be enrolled), the standard of prevention (content
of the HIV prevention package), the control (placebo versus active control) and
intervention arms (number of interventions), the primary endpoint (HIV acquisition
versus a surrogate endpoint) and efficacy objective (superiority versus non-inferiority
trials).

Of concern, stakeholders identified multiple barriers to post-trial oral PrEP access for
study patrticipants, including that in some cases, it was not possible to refer
participants for ongoing oral PrEP access post study exit as there were no facilities
available in proximity to the research site. While ethical guidance, for example the
HPTN guidance, speaks to the importance of sustainable prevention services (Brown
et al., 2020), we see that practically this is not always possible. This raises important
considerations such as whether oral PrEP should be provided as part of HIV
prevention during a trial if post-trial access cannot be provided, but also whether it is
ethical to deny at risk participants HIV prevention options that have been proven to
be effective and approved for use in countries. Potential solutions to post-trial oral
PrEP access include working with local governments to provide post-trial access
(Singh et al., 2019) and as suggested by the SAMRC, working with the NDoH PreP
technical working group to support demonstration projects close to research sites
(SAMRC, 2017). In addition, it is worth noting that oral PrEP access in South Africa
has expanded over time, and access to oral PrEP has shifted from demonstration
and implementation projects to availability in several public sector clinics in the
country (Department of Health, 2022). Increased availability of oral PrEP, including
the integration of PrEP into existing services such as family planning clinics may also
improve post-trial oral PrEP access as participants can frequent these facilities at
study termination. Other studies have employed innovative methods to ensure post-
trial access to oral PrEP — in the Partners PrEP study, following the demonstration of
PrEP efficacy, eligible participants in the placebo arm of the trial were offered PrEP

and those who consented were randomized to one of the two PrEP arms in the study
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(Ndase et al., 2014). In HPTN 083, post-trial access to cabotegravir was supported
by trial funders as well as via an open-label extension of the study (Sugarman et al.,
2021). Considering the high HIV incidence and prevalence in South Africa (UNAIDS
(b), 2021), and that HIV endpoint-driven and HIV prevention trials frequently enrol
participants at heightened risk of HIV infection, the need for HIV prevention options
is imperative. We found that key stakeholders were supportive of oral PrEP provision
in trials and discussed the importance of preventing new infections among
participants. It was notable as one key stakeholder reported that an ethics committee

refused to approve a study unless oral PrEP was provided.

Our study has some limitations. We interviewed key stakeholders and not study
participants, hence it is possible that key stakeholders’ perceptions might not fully or
accurately reflect participants’ thoughts and experiences. Key stakeholders were
interviewed from a limited number of research sites and geographical locations in
South Africa, therefore our study findings might not be generalisable across other
research sites in the country or internationally. The national rollout of oral PrEP in
South Africa has not been uniform and has expanded over time and this could
account for differences in experiences between sites for example, some sites did not
have referral options for post-trial oral PrEP access while other stakeholders
reported the availability of public sector facilities providing oral PrEP that were in

close proximity to research sites.

Conclusions

In summary, we found that most research sites had incorporated the provision of oral
PrEP as part of the HIV prevention package offered to study participants in clinical
trials, particularly, HIV prevention and HIV endpoint-driven clinical trials. However,
strategies to address barriers to oral PrEP uptake and use, such as demand
creation, education and counselling, addressing stigma, managing side effects and
support for daily pill taking are needed. Furthermore, post-trial oral PrEP access
needs to be expanded, especially in areas where facilities are not available or
located a considerable distance from where participants reside, and existing facilities
providing oral PrEP should be more accessible and acceptable, for example, by
having convenient operating hours. Our study findings could inform other clinical
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trials providing oral PrEP as part of the HIV prevention package provided to study

participants, and may be useful to oral PrEP implementation and national programs.
Acknowledgments
We would like to thank the key stakeholders who agreed to participate in this study.

Funding: This study was supported by MatCH Research Unit. XX received funding
from the South African Medical Research Council under the SAMRC Clinician
Researcher Development Programme. The contents of this paper are solely the
responsibility of the authors and do not necessarily reflect the views, decisions or

policies of the institutions with which they are affiliated or the study funders

19



References:

Beesham, I., Welch, J. D., Heffron, R., Pleaner, M., Kidoguchi, L., Palanee-Phillips,

T., Ahmed, K., Baron, D., Bukusi, E. A., Louw, C., Mastro, T. D., Smit, J., Batting, J.
R., Malahleha, M., Bailey, V. C., Beksinska, M., Donnell, D., Baeten, J. M., & ECHO
Trial Consortium. (2020). Integrating oral PrEP delivery among African women in a

large HIV endpoint-driven clinical trial. Journal of the International AIDS

Society, 23(5), e25491. https://doi.org/10.1002/jia2.25491

Brown, B., Sugarman, J., & the HPTN Ethics Working Group. (2020, February)
HPTN Ethics Guidance for Research — Revised February 2020.
https://www.hptn.org/sites/default/files/inline-
files/HPTNEthicsGuidanceDocument_2.26.20.pdf (accessed Mar 15, 2021).

Celum, C. L., Delany-Moretlwe, S., Baeten, J. M., van der Straten, A., Hosek, S.,
Bukusi, E. A., McConnell, M., Barnabas, R. V., & Bekker, L. G. (2019). HIV pre-
exposure prophylaxis for adolescent girls and young women in Africa: from efficacy
trials to delivery. Journal of the International AIDS Society, 22 Suppl! 4(Suppl Suppl
4), e25298. https://doi.org/10.1002/jia2.25298

Department of Health, Republic of South Africa. (2022). myPrEP.co.za. 2022.
https://myprep.co.za/ (accessed Mar 04, 2022).

Janes, H., Donnell, D., Gilbert, P. B., Brown, E. R., & Nason, M. (2019). Taking stock
of the present and looking ahead: envisioning challenges in the design of future HIV
prevention efficacy trials. The lancet. HIV, 6(7), e475-e482.
https://doi.org/10.1016/S2352-3018(19)30133-X

Joint United Nations Programme on HIV/AIDS and the World Health Organization.
(2021). Ethical considerations in HIV prevention trials. Geneva: Licence: CC BY-NC-
SA 3.01GO

Gray, G. E., Bekker, L. G., Laher, F., Malahleha, M., Allen, M., Moodie, Z.,
Grunenberg, N., Huang, Y., Grove, D., Prigmore, B., Kee, J. J., Benkeser, D., Hural,
J., Innes, C., Lazarus, E., Meintjes, G., Naicker, N., Kalonji, D., Nchabeleng, M.,
Sebe, M., ... HVTN 702 Study Team (2021). Vaccine Efficacy of ALVAC-HIV and
Bivalent Subtype C gp120-MF59 in Adults. The New England journal of medicine,
384(12), 1089-1100. https://doi.org/10.1056/NEJM0a2031499

20



Joseph Davey, D. L., Daniels, J., Beard, C., Mashele, N., Bekker, L. G., Dovel, K.,
Ncayiyana, J., Coates, T. J., & Myer, L. (2020). Healthcare provider knowledge and
attitudes about pre-exposure prophylaxis (PrEP) in pregnancy in Cape Town, South
Africa. AIDS care, 32(10), 1290-1294.
https://doi.org/10.1080/09540121.2020.1782328

Lanham, M., Ridgeway, K., Mireku, M., Nhamo, D., Pillay, D., Murire, M., Stankevitz,
K., Kyongo, J., Mullick, S., & OPTIONS Consortium Research Team (2021). Health
care providers' attitudes toward and experiences delivering oral PrEP to adolescent
girls and young women in Kenya, South Africa, and Zimbabwe. BMC health services
research, 21(1), 1112. https://doi.org/10.1186/s12913-021-06978-0

Miner, M. D., Bekker, L. G., Kredo, T., Bhagwandin, N., Corey, L., & Gray, G. E.
(2021). Meeting report: South African Medical Research Council Standard of Care in
Clinical Research in Low- And Middle-Income Settings Summit, November

2017. Trials, 22(1), 778. https://doi.org/10.1186/s13063-021-05754-z

Ndase, P., Celum, C., Campbell, J., Bukusi, E., Kiarie, J., Katabira, E., Mugo, N.,
Tumwesigye, E., Wangisi, J., Were, E., Brantley, J., Donnell, D., & Baeten, J. M.
(2014). Successful discontinuation of the placebo arm and provision of an effective
HIV prevention product after a positive interim efficacy result: the partners PrEP
study experience. Journal of acquired immune deficiency syndromes (1999), 66(2),
206—212. https://doi.org/10.1097/QAl1.0000000000000141

PrEP Watch. South Africa: (2020). A snapshot of PrEP scale-up, registration and
resources for South Africa. https://www.prepwatch.org/country/south-africa/
(accessed Mar 15, 2021).

Sidebottom, D., Ekstrém, A. M., & Stromdahl, S. (2018). A systematic review of
adherence to oral pre-exposure prophylaxis for HIV - how can we improve uptake
and adherence? BMC infectious diseases, 18(1), 581.

https://doi.org/10.1186/s12879-018-3463-4

Singh, H., Rao, S. V., Kakkar, A. K., Singh, J., & Manohar, H. D. (2019). Posttrial
Access to Medical Interventions: Intricacies, Challenges, and Solutions. International
journal of applied & basic medical research, 9(1), 3-8.
https://doi.org/10.4103/ijjabmr.IJABMR_218 18

21



Sugarman, J., Donnell, D. J., Hanscom, B., McCauley, M., Grinsztejn, B., &
Landovitz, R. J. (2021). Ethical issues in establishing the efficacy and safety of long-
acting injectable pre-exposure prophylaxis for HIV prevention: the HPTN 083 trial.
The lancet. HIV, 8(11), e723—e728. https://doi.org/10.1016/S2352-3018(21)00153-3

The South African Medical Research Council. (2017). Executive Summary of the
Summit on the Standard of Care in Clinical Trials in Low-Middle Income Settings.
https://www.samrc.ac.za/sites/default/files/publications/2019-01-
17/ExecSumSummitStandardCare.pdf (accessed Mar 15, 2021).

Treatment Action Group (TAG). (2017). HIV research in the era of PrEP: The
implications of TDF/FTC for biomedical prevention trials.
https://www.treatmentactiongroup.org/wp-content/uploads/2017/09/PrEP-Prevention-
Trials-FINAL.pdf (accessed Feb 23, 2022).

UNAIDS (a). (2022). July 2022: Core Epidemiology Slides.
https://lwww.unaids.org/en/resources/documents/2022/core-epidemiology-slides
(accessed Nov 16, 2022)

UNAIDS (b). (2021). Country Fact Sheets: South Africa.
https://www.unaids.org/en/regionscountries/countries/southafrica (accessed Sep 9,
2021).

World Health Organization. (2021). HIV/AIDS — Key Facts. 2021.
https://www.who.int/news-room/fact-sheets/detail/hiv-aids (accessed Sep 9, 2021).

World Health Organization. (2015). Policy brief: pre-exposure prophylaxis (PrEP):
WHO expands recommendation on oral pre-exposure prophylaxis of HIV infection
(PreP). https://apps.who.int/iris/handle/10665/197906 (accessed Sep 9, 2021).

Zimba, C., Maman, S., Rosenberg, N. E., Mutale, W., Mweemba, O., Dunda, W.,
Phanga, T., Chibwe, K. F., Matenga, T., Freeborn, K., Schrubbe, L., Vwalika, B., &
Chi, B. H. (2019). The landscape for HIV pre-exposure prophylaxis during pregnancy
and breastfeeding in Malawi and Zambia: A qualitative study. PloS one, 14(10),
e0223487. https://doi.org/10.1371/journal.pone.0223487

22



APPENDICES



PhD thesis 23Nov22

ORIGINALITY REPORT

13, 9 126 2w

SIMILARITY INDEX INTERNET SOURCES PUBLICATIONS STUDENT PAPERS
PRIMARY SOURCES
trialsjournal.biomedcentral.com 2
Internet Source %
Tamsin K. Phillips, Phumla Sinxadi, Elaine J. 1 o
0

Abrams, Allison Zerbe et al. "A Comparison of
Plasma Efavirenz and Tenofovir, Dried Blood
Spot Tenofovir-Diphosphate, and Self-
Reported Adherence to Predict Virologic
Suppression Among South African Women",
JAIDS Journal of Acquired Immune Deficiency
Syndromes, 2019

Publication

Liza Dawson, Sam Garner, Chuka Anude, Paul 1 o
Ndebele et al. "Testing the waters: Ethical
considerations for including PrEP in a phase
lIlb HIV vaccine efficacy trial", Clinical Trials,

2015

Publication

journals.plos.org 1 o
0

Internet Source

www.hst.org.za 1 o

Internet Source




Haire, Bridget, Morenike Oluwatoyin Folayan,
Catherine Hankins, Jeremy Sugarman, Sheena
McCormack, Gita Ramjee, and Mitchell
Warren. "Ethical Considerations in
Determining Standard of Prevention Packages
for HIV Prevention Trials: Examining PrEP :
Standard of Prevention", Developing World
Bioethics, 2013.

Publication

<1%

=

www.iasociety.org

Internet Source

<1%

WWW.avac.org

Internet Source

<1%

oup.silverchair-cdn.com

Internet Source

<1%

—
o

Jeremy Sugarman, Deborah | Donnell, Brett
Hanscom, Marybeth McCauley, Beatriz
Grinsztejn, Raphael ) Landovitz. "Ethical issues
in establishing the efficacy and safety of long-
acting injectable pre-exposure prophylaxis for
HIV prevention: the HPTN 083 trial", The
Lancet HIV, 2021

Publication

<1%

Lawrence Corey, Peter B. Gilbert, Michal
Juraska, David C. Montefiori et al. "Two
Randomized Trials of Neutralizing Antibodies

<1%



to Prevent HIV-1 Acquisition", New England
Journal of Medicine, 2021

Publication

"Encyclopedia of AIDS", Springer Science and <1 o
Business Media LLC, 2018 ’

Publication

Khatija Ahmed, Jared M Baeten, Mags
Beksinska, Linda-Gail Bekker et al. "HIV
incidence among women using intramuscular
depot medroxyprogesterone acetate, a
copper intrauterine device, or a
levonorgestrel implant for contraception: a
randomised, multicentre, open-label trial",
The Lancet, 2019

Publication

<1%

B

link.springer.com 1
Internet Source <:: %

—_
U1

G. Justus Hofmeyr, Charles S. Morrison, Jared <1 o
M. Baeten, Tsungai Chipato et al. "Rationale ’
and design of a multi-center, open-label,

randomised clinical trial comparing HIV

incidence and contraceptive benefits in

women using three commonly-used

contraceptive methods (the ECHO study)",

Gates Open Research, 2018

Publication

"BHIVA/BASHH guidelines on the use of HIV

. ! <1y
pre-exposure prophylaxis (PrEP) 2018", HIV



Medicine, 2019

Publication

www.thelancet.com

Internet Source <1 %
www.knowledgehub.org.za

Internet Source g g <1 %
www.omicsdi.or

Internet Source g <1 %
Submitted to University of the Western Cape

Student Paper y p <1 %
WWW.unaids.or

Internet Source g <1 %

ecommons.aku.edu <1
Internet Source %

Jose G., Maria L.. "Chapter 17 Prevention of <1 o
Sexually Transmitted HIV Infection", ’
IntechOpen, 2013
Publication
Submitted to University of Cape Town

Student Paper y p <1 %

Kenneth K. Mugwanya, Jillian Pintye, John <1 o

Kinuthia, Felix Abuna et al. "Integrating
preexposure prophylaxis delivery in routine
family planning clinics: A feasibility
programmatic evaluation in Kenya", PLOS
Medicine, 2019



Publication

apps.who.int
IntErFr?et Source <1 %
reliefweb.int
Internet Source <1 %
journals.sagepub.com <1
Internet Source %
www. hivguidelines.org <
Internet Source %
ouci.dntb.gov.ua /
Internet Source g < %
WWWw.iasusa.or
Internet Source g <1 %
Daniel K Were, Abednego Musau, Kaitlyn <1 o
Atkins, Prakriti Shrestha, Jason Reed, Kelly ’
Curran, Diwakar Mohan. "Health system
adaptations and considerations to facilitate
optimal oral pre-exposure prophylaxis scale-
up in sub-Saharan Africa", The Lancet HIV,
2021
Publication
refubium.fu-berlin.de
Internet Source <1 %
www.avert.org <1
Internet Source %




W
Ul

www.nap.edu <1 o
0

Internet Source

w
(@)

Daniel Schmidt, Christian Kollan, Barbara <1

B H'H n %
artmeyer, Viviane Bremer et al. "Very low

incidence of HIV-infection and decreasing

incidence of sexually transmitted infections

among PrEP users in 2020 after introduction

of coverage by health insurance in Germany",

Research Square Platform LLC, 2022

Publication

Jean-Michel Molina, Claire Pintado, Caroline <1 o
Gatey, Diane Ponscarme et al. "Challenges ’
and opportunities for oral pre-exposure

prophylaxis in the prevention of HIV infection:

where are we in Europe?", BMC Medicine,

2013

Publication
Ikr?t|ce)r§£EJOIEJ)Ee.pericles—prod.Iiteratumonline.com <" o
mhealmirore <75
e <7
P WaCh. O <7«




Abigail Harrison, Nonhlonipho Bhengu, Lori <1 o
Miller, Theresa Exner et al. "You tell him that
‘baby, | am protecting myself”: Women's
agency and constraint around willingness to
use pre-exposure prophylaxis in the
Masibambane Study", Women's Health, 2022
Publication
iili)nrtr;;‘i:ed to University of Central Lancashire <1 o
"Remaking HIV Prevention in the 21st <1 o
Century", Springer Science and Business ’
Media LLC, 2021
Publication
James R. Moore, Deborah J. Donnell, Marie- <1 y
Claude Boily, Kate M. Mitchell et al. "Model- ’
Based Predictions of HIV Incidence Among
African Women Using HIV Risk Behaviors and
Community-Level Data on Male HIV
Prevalence and Viral Suppression”, JAIDS
Journal of Acquired Immune Deficiency
Syndromes, 2020
Publication
Jeff Lane, Audrey Brezak, Pragna Patel, Andre <1 o

R. Verani, Irene Benech, Aaron Katz. "Policy
considerations for scaling up access to HIV
pre - exposure prophylaxis for adolescent
girls and young women: Examples from
Kenya, South Africa, and Uganda", The



International Journal of Health Planning and
Management, 2021

Publication

Paul K. Drain, Ashley R. Bardon, Jane M.
. - : < | %
Simoni, Tim R. Cressey et al. "Point-of-care
and Near Real-time Testing for Antiretroviral
Adherence Monitoring to HIV Treatment and
Prevention", Current HIV/AIDS Reports, 2020
Publication
www.edapp.com
InternetSourcepp <1 %
www.hvtn.or
Internet Source g <1 %
Anna L Bowring, Frances H Ampt, Sheree <1 y
Schwartz, Mark A Stoove, Stanley Luchters, °
Stefan Baral, Margaret Hellard. "HIV pre -
exposure prophylaxis for female sex workers:
ensuring women's family planning needs are
not left behind", Journal of the International
AIDS Society, 2020
Publication
Daisy Maria Machado, Alexandre Machado de <1 o

Sant'Anna Carvalho, Rachel Riera. "Adolescent
pre-exposure prophylaxis for HIV prevention:
current perspectives", Adolescent Health,
Medicine and Therapeutics, 2017

Publication




Dvora L Joseph Davey, Jillian Pintye, Jared M <1 o
Baeten, Grace Aldrovandi et al. "Emerging ’
evidence from a systematic review of safety
of pre - exposure prophylaxis for pregnant
and postpartum women: where are we now
and where are we heading?", Journal of the
International AIDS Society, 2020
Publication
doh.gov.ph 1

Internethourcep < %

"Sexual and Reproductive Health", Springer <’ y
Science and Business Media LLC, 2022 ’
Publication

Tanuja N. Gengiah, Atika Moosa, Anushka <1

. . %
Naidoo, Leila E. Mansoor. "Adherence
challenges with drugs for pre-exposure
prophylaxis to prevent HIV infection”,
International Journal of Clinical Pharmacy,
2013
Publication
researchonline.lshtm.ac.uk

Internet Source <1 %
www.jiasociety.or

InternetSJource y g <1 %
www.ncbi.nlm.nih.gov

Internet Source 8 <1 %




"2020 STD Prevention Conference September <1 o
14-24, 2020", Sexually Transmitted Diseases, ’
2020

Publication

John Kinuthia, Jillian Pintye, Felix Abuna, <1 y
Kenneth K Mugwanya et al. "Pre-exposure ’
prophylaxis uptake and early continuation

among pregnant and post-partum women

within maternal and child health clinics in

Kenya: results from an implementation

programme", The Lancet HIV, 2020

Publication

61

Sanac.org.za <1 o
0

Internet Source

Exclude quotes On Exclude matches <10 words

Exclude bibliography On



e
UNIVERSITY OF THE (&)

WITWATERSRAND, &7
JOHANNESBURG

R14/49 Dr lvana Beesham

HUMAN RESEARCH ETHICS COMMITTEE (MEDICAL)
CLEARANCE CERTIFICATE NO. M191155

NAME: Dr lvana Beesham
(Principal Investigator)
DEPARTMENT: Faculty of Health Sciences

MatCH (Maternal, Adolescent and Child Health)
Research Unit (MRU) Durban
Department of Obstetrics and Gynaecology

PROJECT TITLE: An evaluation of the integration of oral
pre-exposure prophylaxis (PrEP) as standard of care
for HIV prevention in clinical trials in South Africa

DATE CONSIDERED: 29/11/2019

DECISION: Approved unconditionally
CONDITIONS:
SUPERVISOR: Prof Mags Beksinska and Dr Lelg Mansoor

v
APPROVED BY: \‘\\\‘/

Dr Nitien Naran, Co-Chhir, HREC (Medical)
DATE OF APPROVAL: 07/01/2020

This clearance certificate is valid for 5 years from date of approval. Extension may be applied for.

DECLARATION OF INVESTIGATORS

To be completed in duplicate and ONE COPY returned to the Research Office Secretary on the

Third Floor, Faculty of Health Sciences, Phillip Tobias Building, 29 Princess of Wales Terrace, Parktown,
2193, University of the Witwatersrand. l/we fully understand the conditions under which | am/we are
authorized

to carry out the above-mentioned research and l/we undertake to ensure compliance with these conditions.
Should any departure be contemplated, from the research protocol as approved, I/we undertake to

resubmit the application to the Committee. | agree to submit a yearly progress report. The date for
annual re-certification will be one year after the date of convened meeting where the study was initially
reviewed. In this case, the study was initially reviewed in November and will therefore be due in the month of
November each year. Unreported changes to the application may invalidate the clearance given by the
HREC (Medical).

Principal Investigator Signature Date

PLEASE QUOTE THE PROTOCOL NUMBER IN ALL ENQUIRIES



=
WATERSRAND B
. by —__\\' - £
- LRy - N
CHIANNERR

Ri
x
(KN
I~
0
L
5
0
i
0
93]

eesnz2m

HUMAN RESEARCH ETHICS COMMITTEE (MEDICAL)
CLEARANCE CERTIFICATE NO. M191155

NAME: Dr lvanz Beeshem

{Principal Investigator)

DEPARTWENT: Facul ‘;' of Hezlth Sciences
:

MeiC : y]

Resec'" Unit (MRU) Durban

Department of Obstetrice end Gynaecciocy
PRCJECT TITLE: An evaiuation of the integration of cra

pre-expesure prophyiaxis (PrEP) as standarc of care

for IV preventicn in clinical tnigls in South Africa

DATE CONSIDERED: 29/11/2018
DECISION: Approvec unconditionally

CONDITIONS:

SUPERVISOR: Prot Mags Beksinske anc Dr Leile Manseor

o
__"’./
ey
- L
APPROVED BY: O
Dr Nitien Naran, Co-Chair, HREC {Mecicz

DATE OF APPROVAL: 37/071/202C

This clearance certificate is valic for 5 years from date of approval. Exiension may be applied for.

DECLARATICK CF INVESTIGATORS

To be completed in cuplicate and ONE COPY returned io the Research Cffice Secrelary o1 the
Third Floor, Feculty of mea'th Sciences, Philiip Tobizs Bui'ding. 28 Princess of Wales Te"ace Parkiown,
293, University of te Witwetersrand. liwe fully undesstand ‘he conditions under which | amijwe ere

authorized
o :;a"y oLt the ebocve-mentionsd research anc lwe Jneen ake ic ensure :r:r‘.'.::*c: wiin these concitions.
Should any depariure be contemplatec, from the resesrch prowocdl s approved, iwe underiake io
resubmit the application to ine Commitiee. | agree to su bmst a yearly prog_ess report. The date for

nnval re-certificatior will be cne year after the date of corvened meeting where the study was nitiglly
reviewed. [n this czse, the study was intially reviewec in November 21d will thersfore be due in the merin of
November each year. Unreported changes o the epplication may invalidate the ciezrance given by the

Sy 4o zo20

g L s i
Principal Investigstor Signaturs Date

PLEASE QUOTE THE PROTOCOL NUMBER iN ALL ENQUIRIES



24-05-15,00:40FM, ; # 01/

. _ ¢ THE W,
University % ( )™,
of the Witwatersrand, & kS
Johannesburg 2 z

Human Research Ethics Committee: (Medical)

FWA Reglstered No IRB 00001223 o, W QP

=} g Eh
Fanypss®

SECRETARIAT: Suite 188, Frivate Bag x2600, Houghton 2041, South Africa Tel: +27-11-274 9200 Fax +27-11-274 9281

21 May 2013 FAXED & COURIERED

Dr Thesla Palanes-Phillips,

The Wits Reproductive Heatlh & HIV Institute
Hillbrow Health Precinct, Hugh Solomeon Building
Esselen Street (Cnr Klein St)

Hillbrow

2001

Fax: 086 554 1093

Dear Dr Palanes-Fhillips,

PROTOCOL: FHI 360 STUDY #523201 - A MULTI CENTER., OPEN-LABEL, RANDOMISED CLINICAL TRIAL
COMPARING HIV INCIDENCE AND CONTRACEPTIVE BENEFITS IN WOMEN USING DEPOT

MEDROXYPROGESTERONE ACETATE (DMPA), L EVONORGESTREL (LNG) IMPLANT, AND COPPER
INTRAUTERINE DEVICES (IUDS). THE EVIDENCE FOR CONTRACEPTIVE OPTIONS AND HIV QUTCOMES

{ECHO) TRIAL
ETHICS REFERENGE NO: 141112

RE : FINAI ETHICS APPROVAL

This Is to certify that the above-mentioned trial was reviewed by the University of the Witwatersrand, Human
Research Ethles Committes {HREC), and the Protocol Review Committee (PRC) on: 28 November 2014,

The University of the Witwatarsrand, Human Research Ethics Committee Approval Granted for the above
mentioned study is valid for five years., Where required by Sponsor to have appraval on a mare frequent basls it
remains the responsibility of the Sponsor and Investigator to apply for ¢ontinuing review and approval, or for the
duration of the Trial.

1. THIS APPROVAL 18 SUBJECT TO THE FOLLOWING PROVIS0OS:

* A copy of the MCC Approval and/or MCC Notification lefter must be submitled to the Ethics Regulatory Office
Secretarlat before the study commences / or where an Amendment may be implemented (IF MCC APPROVAL /
NOTIFICATION 1S APPLICABLE). It remalns the responsibility of the Principal Investigator and/or Spansor to
ensure that the relevant approvals are in place.

* The study is conducted accerding to the protocol submitted to the University of the Witwatersrand, Human
Research Ethles Committee. Any amendments to the protocol must first be submitted to the Human Research
Ethics Committes far approval.

* Durlng the study, the University of the Witwatersrand, Human Research Ethics Cornmitlee is informed
immediately of : .

- Any Unexpacted Serious Adverse Events or Unexpected Adverse Drug Reactions, which, In the Investigator
and/or the Sponsor's opinion are suspactad to be related to the study drug. (Refer to POL-IEC-001 and S0P-
IEC-003, ltem 3.4).

- Any data received during the trial which, may ¢ast doubt on the validity of the continuation of the study .

+

* The Univarsity of the Witwatersrand, Human Research Ethies Committes Is notified of any declsion to
discontinua tha study and the reason stated,

* The Invastigators authorised by this approval participate in this study, Additional Investigatars shall be submittae
to the Univarsity of the Witwatersrand, Hurman Research Ethics Committee for appraval prior to their participation In
the study.




24-05-15,00:40FM, ; # 2/ 7

* In the avent of an authorised Investigatar ceasing to participate in the study, the Unlversity of the Witwatersrand,
Human Research Ethics Cammittee must be informed and the reasen for such cessation glven.

2. PRINCIPLES OF INFORMED CONSENT:

* The University of the Witwatersrand, Human Research Ethics Committee requires that in all studies, the
Principles of Informed Consent are adhered to. This applies to volunteers as wall as patients.

3. PROGRESS REPORTS:

* The University of the Witwatersrand, Human Research Ethics Committes requests that the MCC Progress
Reports be submitted twice a year elther in March and September or six manthly from start of study to the HREC
Secretariat Office - 011 274 9281 and a report of the final regults, at the conclugion of the study, (IF APPLICABLE)

4. REIMBURSEMENT TO PATIENTS FOR TRANSPORT:

* The Human Research Ethics Committee: (Medical) is in agreement that reimbursement per visit is according to
the Medicines Control Councll of A and that reimbursement should be appropriate according to the situation.

4

5. TRANSPORT AND STORAGE OF BLOOD AND TISSUE SAMPLES IN SOUTH AFRICA:

* If blood specimans are to be stored for future analysis and is planned that such analysis will be dong outside
Wits, then the blood must be stored at a facility in South Africa agreed with the relevant IRB, with release of sub-
samples only cnce projects hava bean approved by the local Research Ethics Committea applicable te where the
analysiz will be done as well as by the Wits Human Regearch Ethice Cammittee: (Medical),

6. GENETIC TESTING

* The Human Research Ethics Committes: Meadical; will not approve open-ended genetic testing as this doas not
fit the Human Research Ethics Committes criteria,

7. GOOD CLINICAL PRACTICE

The South African Department of Health, Medicines Control Councll requires Good Clinlcal Practice (GCP) Tralning
far all Investigaters In Clinical Trals, and that GCP training be renewed every three (3) years.

As yat, thera are no National Guidelines for the content of GCP courses.  Until these are available the Wits Human
Research Ethics Commitiee (Madical) will note courses completed by Investigators without approval of the contant
of the individual coursas,

8. THE SUPPORTING APPROVAL DOQCUMENTS ARE ATTACHED:

8.1 Ethics Approval Form signed by the Chairperson of the HREC - Kindly return the copy of the Approval Form
signed by the Principal Investigator /(s) per fax: 011 274 8281 for our records (this is applicable with the initial
Approval),

8.2 Protocol Review Commitiee Approval Signature page signed by the Acting Chairperson of the PRC,

8.3 List of members present at the HREC meeting held as per INDEPENDENT ETHICS COMMITTEE APPROVAL
FORM

9. WE AWAIT YOUR RESPONSES AS REQUESTED: Ensure to have these documents forwarded at the earliest
for the HREC records.

* MCC Approval letter and/or letter of Notification before the above study may commence / or where an
Amendment may be implemented (IF MCC APFPROVAL / NOTIFICATION IS APPLICABLE). It remalns the
respansibility of the Principal Investigator and/or Sponsar to ensure that the relevant approvals are In place.

* Copy of Independent Ethics Daclaration Approval Form signad by the Principal Investigator. (this is applicable
with the initial Approval).

* Kindly forward the above to the undersigned at fax: 011 274 8281 at your earliest convenience,

Conditional Approval Noted by BEC: '‘BEC 2 is approved, pending HREC approval of the study, As the
application for BEC 2 was for storage only, there Is no need for an MTA. Retrieval and transfer will require
& saparate BEC 2 application — and the MTA should ba submitted then.'

The above has been noted for the Ethics Committee information and regords.

KINDLY FORWARD TO THE RELEVANT INVESTIGATORS /CRA/
SPONSOR / STUDY CO-ORDINATORS - WHERE APPLICABLE

Ragards, W
PROF PETER CLEATON-JONES m

For and on behalf of the Human Research Ethics Committea: (Medical)




24-05-15, 00 48PM, ; ¥ 3/ 7
- SY
INDEPENDENT ETHICS COMMITTEE APPROVAL FORM '
Ethigs Refarance No. 141112 Date of Meeting 28 November 2014
L o Racartlflcation Dua 27 Novamber 2015 (If applicakle)
Principal Invastigators: Dr K Ahmed Investigators: Dr M Beksinska
Frof GJ Hofmeyr Dr Mazira Carrim-Ganay
DrCE Louw Dr KC Diphake
Dr Thesla Palanes-Phillips Dr V Edward
Dr RAP Selepe Dr N Govender
Prof JA Smit Dr G Innes L
Dr 55 Kriger
Dr M Malahlaha
Dr N Manzingana
Dr MP Ramafalo
Prof Helen Rees
Or K Sindane
Dr M Singata-Madilki
i Pratocol Titla: ! A Multi Conter, Qpan-Label, Randomisad Clinical Trial Comparing HIV Incidence and T
| Contraceptive Benefits in Woman using Depot Medroxyprogestarona Acatata (DMPA),
| Levoncrgestrel (LNG) Implant, end Copper Intrauterine Davicas (IUDs). The Evidence for
l 1 Contraceptive options and HIV Qutcomas (ECHOQ) Trial
o " DOCUMENTS REVIEWED *: " "\ i Tipk As Appropriate - Yes. . No, '
Protocel Number FHI 360 Study #523201 Date; | 21 October 2014 | | |
Pratacol FHI 360 Study #523201 Protocel Version | Date: | 21 Octobar 2014 | | O ]
1.0 |
|lnvestigatnr's Brochure Para(Gard® T2E0A Intrauterine Copper Contraceptive - Version: 6/2013 - \| | ] |
Dated:
"Morplant® 11" Levonorgestrel Implants (Jadelle®) - Version: NDA 20- } | [ |
544 Supplemeant 003 - Dated: |
Package Insert; Depo-Provera CI (medroxyprogestarone acetate) - \ O ]
Varsion: 4/2012 - Dated: |
|Subject Infarmation/Consant Form ECHO Enraliment Informed Consent Parent Comprehension \ \ L |
Assessment Tool - Version: 1.1 - Dated: 12/Jan/2015 ' I
ECHO Enrollment Informed Assent/Consant Gomprehansion \ \ ] !
Assassment Teol - Version: 1.1 - Dated: 12/an/2015 [
ECHO Spaclmen Storage and Future Testing Informed Assent Form for \ \ Ol I
Girls 16-17 Years of Age - Verslon: 1.1 - Dated: 13/Jan/2015 i
ECHO Specimen Storage end Future Testing Parent Infarmed Consant - | \ ] |
Varsion: 1,1 - Dated: 13/Jan/2015 i
ECHQ Pariigipant Specimen Storage and Future Testing Informed ] \ i:| |
Consent - Verslon: 1.1 - Dated: 13/Jan/2015 i
ECHO Enrolment Informed Assent Form - Version: 1.1 - Dated: I | O
13/Janf2015 \
ECHO Parent Enrolment Infarmad Consent Farm - Varsion: 1.1 - Dated: | O ]
13/ Janf2015 \
ECHO Participant Enrolmant Infarmed Consant Form - Version: 1.1- | ] O |
Dated: 13/Jan/2015 \ .
ECHO Sereaning Informed Assent Form for Girls 16-17 Years of Age = | | L I
Version: 1.1 - Dated: 13/Jan/2015 \
ECHO Parent Screening Informed Consent Form - Varsion: 1.1 - Dated: | | L] |
13/danf2015 I
ECHO Participant Screening Informed Consent Form - Verslon: 1.1- | I ] |
Dated: 13/Jan/2015 |
Agven]serqents
[Questionmalres Sereaning Ellglbllity Criteria - Version: Draft 6 - Dated: 20/0ct/2014 LJ
Social Harm - Version: Draft 6 - Dated: 20/Qet/2014 O]
Behaviour Assessment - Version: Draft 6 - Dated: 20/0ct/2014 v ]
Contraception Side Effects (CSE) - Version: Draft 6 - Datad: 20/0ct/2014 ]
Bassaline Reproductive History - Version: Draft 6 - Dated: 20/0ct/2014 ] |
|InsurancefCompensatan Application pending - to ba Walid From \ h’oli ||:| i
submiltted
ISynopsis of Study/Trial Summary Evidenca for Contraceptive Options & HIV Qutcomes ] |
|Other Documentation Protocol Synopsis - Dated: 21/0ct/2014 O
PRC Application Form - Dated: 07/Novi2014 []
HREC Applicatlon Farm - Dated: 07/Nov/2014 ]
NHREC Trial Appllzatian 1D: 3915 - Dated: 05/Ncv/2014 [l
Office of International Research Ethles (OIRE) PHSC Revizslen Request ]
Chackllist, Dated November 20, 2014 - Dated:

Page 1 of 2




24-05-15;09: 43PM; ; R AT

i =
INDEPENDENT ETHICS COMMITTEE APPROVAL FORM '=_ é, R
[Relevant Trial Hospital/(s) IWits RHI - Reproductlve Health & HIV Institute (Esselen Str) ]
Setshaba Ressarch Centre i
MatCH Commergial City Clinie v _
MatCH Research Centre: Edendale Lay Ecumenical Contra b E
[MatCH - Maternal, Adelescent and Child Health Research, Dept of Ll
|Obstetries and Gynaecology, University of Witwatarsrang
:Mgdlbang Cantre for Research []
" |Freta Matarnity Hospital []
Cecllia Makiwane Hospital . v D
Aurum Institute: Gavin J Churehyard Legacy Centre | v I
ISyndlcatB and/or Resaarch Unit Wits RHI - Reproductive Health & HIV Institute (Esselen Str) L
Setshaba Rasearch Centre [ ]
MatCH Commercial City Clinis W C]
MatCH Resaareh Cantre: Edendala Lay Ecumenical Centre ]
MatCH - Maternal, Adolescent & Child Health Research V] O
Madibeng Centra for Resaarch ] I
ECRU - Effective Care Research Unit | v i =
Aurum Institute: Gavin J Churchyard Legacy Gentre W | [l
|
TR "DETAILS OF COMMITIEE ', . ‘ o
Name \ Unuversuty of the Wutwatersrand Human Rasearch Ethlcs Commlttee (Medlcal)
Address Rasearch Offlce, Senate House
Unlvarslty of tha Witwatersrand, 1 Jan Smuts Avenue. EIRAAMFONTEIN Qohannagburg %DDD ‘
T ™ "DETAILS OF MEETING. = 0" "Yeg 000 Na . |
_________ LI
If "Yes" did helgha vota ? -
Is the Committee organised and operated according to applicable laws and regulations together with 7
Local GCF requirements 7 Y|
ICH GCP raquirements 7 %]
IFDA GCP requiraments ? FWA Reglstered No. IRB00001223 %]
.Prugress reports required sither in Mareh and Septamber or slx monthly from start of study '? ] -
i1 DECISION ON'APPROVAL % is approval'qiven, to conduct tha trial 7 L
Yes with no-conditions
Yes - with conditions
Spacify condltions ; Condltlonal Approval Noted by BEC:

'BEC 2is appraved, pending HREC approval of the study. Az the applicafion
for BEC 2 was for storage only, there is no need for an MTA, Ratrieval and
transfer will require a separate BEC 2 applicatlon — and the MTA should be
submitted then.'
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Specify reasons

R T ‘ vy SIGNATURES . i )
| canfirm that the detalls on this form ara corract: Data

Name:
Prof PE Cleaton-Jonas Signature: ‘Wm 21 May 2015
Chalr / Daputy Chair of Committes

DECLARATION OF INVESTIGATOR/(S)

To be completed and OME COPY raturnad to the Secretarlat far the HREC at Wits Health Censarium, § Blackwood Avanue, Parktown, 2183

ar Fax To: 011 274-9281

IWe fully undarstand the conditions under which | amiwe are authorised to camy out and completa the above-mentionad reszarsh and /iwe agrae
to ensure full compliance with thesa corditions. Should any ameandment, alteratlon or depariure he contemplsted from the research procadurs methadology
ar manner of executlan, lwe will communicate with the Chaimman of the Human Research Ethics Committee: (Medical} for approval prior 1o acting
an any of tha abova mentiored propesed amendments, alterations or departures, | amiwe are fully wara that any unauthosised amendment,
alteration or depariure as above will amount to miscondust and may lead to the institutlon of disciplinary procedures.

Any approval glven by the HREC is gondiflonal upon consent balng ohiained by the investigatar’s from the Superintendent (er equivalant

official) of the Hospital, Cliniz ar Institution In which the research Ig, In part or full, 1o take place.

The Chalman may of course at his discration place the matter bafore tha full Commiitee,
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Wits Clinical Research

B Blackwood Avenue, Farktown, 2183, South Africa
Tal. +27-11-274-9200, Fax: +27-11-274-9281
Postnat Sdlte 189, Private Bag x2600, Houghton, 2041

(Pty) Lid.

Reg Mo 37/15443/07

FAXED & COURIERED

Dr Thesla Palanee-Phillips,

The Wits Reproductive Heatlh & HIV Institute
Hillbrow Health Precinct, Hugh Sclomen Building
Easelen Street (Cnr Kleln St)

Hillbrow
2001

Fax: (088 b&4 1093

Dear Dr Palanes-Phillips,
PROTOCOL NO: FHI 360 Study #523201

PROTOCOL TITLE: A Multi Center, Open-Label, Randomised Clinical Trial Comparing
HIV Incidence and Contraceptive Benefits in Women using Depot
Medroxyprogesterone Acetate (DMPA), Levonorgestrel (LNG) Implant, and Copper
Intrauterine Devices (IUDs). The Evidence for Contraceptive options and HIV
Outcomes (ECHO) Trial

PRC REFERENCE NUMBER: 141112

nnnnnnnn

Please be advised that your trial application was:

APPROVED

The Expert Reviewer /(s): Cr FM Canradla
Also reviewed by: Mrs J Palmer: Acting Chalrperson Protocol Review Committas

Yaurs sincerely

MRS JENNIFER PALMER_ .

Chairpaerson; Protocol Review Committee

21 May 2015

ce.

Wits RH| - Reprodustive Health  Dr Thesla Palanas-Philllps Tal 011 358 5471 Call 083 783 3574 Fax 086 554 1003

A wholly owned subsidlary of the University of the Witwatersrand
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Attendance Register for the Ethics Meeting held on 28 November 20114 from 12:00 - 15:00

Vanue: EXECUTIVE COMMITTEE ROOM, Ground Floor, Phillip V Tobias Building, Cnr York Road & 29
Princess of Wales Terrace

AFFILIATED TO THE UNIVERSITY OF THE WITWATERSRAND

Surname Initlals Title Discipline/s Academic Qualifications Gender Present
Adam Y Dr Obstetrics & Gynascology MB BCh; FCOG F  Present
Cleaton-Jones PE Praf Blamedlcal Ethics BOS; MB BCh; PhD; DA (BA); DTME&HM; M  Prazont
DSc (Dent), FGD (5A) DPH; PhD Hon
Causa, MASSAIT
Conradie Fm or infectious Diseases/HIVITE ME BCh; DTMB&H; MSe; Dip HIV Man F  Present
Coopar PA Praf Paediatrics ME BCh, PhD, DCH (SA), FCPaeds (SA} M Absent
Dessein PHMC Prof Rheumatology MD, FCP (SA), FRCP, PhD M  Present
Dhai A Praf Biomedical Ethics ME ChB; FCOG; LLM, PGDIipIntResEthics F  Present
Dondle B Prof Radiation Gneology MB BCh, MMed Rad (T} M  Absent
Etheredge H Ms Biomedical Ethies M3e Mad, BA F  Prasent
Feldman c Prof Fulmonclogy ME BCh, PhD, DSe, FCP (SA), FRCP M  Absent
Gemand P Ms Soclal Wark MA, (Soclal Wark) F  Absant
Langley G Prof MNursing MSe (Nursing), PhD, MPhil (Ethics) F  Prasent
Lowman W Dr Clinical Microbiology MEB BCh, MMed, FC Fath (SA) Micro M  Absent
Lownie MA, Prof Maxillo-Facial & Qral Surgery BDS, BA (Hons), DipMFQS, F  Absent
FCMFOS(SA), MEd
Naidoo 5 Frof Fublic Health MB BCh, DMTH, DHSM, DOH, MMED M  Present
Naran NH Dr Charmical Pathalogy PhD M  Prasent
Penn c Prof Spesch Pathology BA (Sp&HTh), PhD, CCC BL-P, OM3 F  Prasent
Penny C Dr Internal Medicine B5c Hons, FhD M  Fresent
Rass M Prof Public Heslth ME ChB, FFCH{SA), FOM(UK) F  Absent
Sanne IM Praf Infections Diseases/HIVITB MB BCh, FGP (8A), DTM&H; MMed & M Absent
PhD
Smith, Cora c Prof Psychiatry BA, BA {Hons), M.A (Clin.Paych), PhD F  Fresent
Stewart A Prof Physlotherapy BSe (Physlo), MSe, PhD, DPE F  Prasan
Szabo CcP Prof Psychigtry MEB BCh, MMed, MScMexd, PhD; M  Present
FCPsysh(SA)
Thom RGM Prof Psychiatry MB ChE, DCH, FCPsych, PhD Absent
Tsotsi NM Dr BDS; MPH; MEc Med; PGDIpint Prasant
ResEthics
Van Gelderen CJ Praf Obstetrics & Gynaecology MB BCh, FRCOG, FCOG(SA) M  Present
Velaphi 5 Prof Paediatrics ME BCh, FCPaeds, MMed M  PFresent
Vorster M Br Fsychlatry BA, MB BCh; MMed, FCPsych(SA), PhD F  Present
PGDipintResEthics )
Warria A Cr Soclal Work, D Litt et Phil (SWK) Abgent
Willam P Dr Hurman Genetics ML, PhD Present
Woodiwlss Al Praf Cardievascitiar Pathophysinlogy B&e Physlatherapy, BSe, MSe, PhD Prasent

NOT AFFILIATED TO THE UNIVERSITY OF THE WITWATERSRAND

Surname Initials  Title Discipline/s Academic Qualifications Gender Present
Egan A Father Thealogy BA (Hons), MA, MDlv, 5TL, PhD M  Present
Guldorz Y Adv Lawyar BSe (Nurs), LLE, MBA F  Present
Ikalafang B Dr Governance BSe (Hong), M3e, PhD F Absent
Myburgh c Prof Educationist B5¢ (Hons), MCem, DEd, HED M Present
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Paruk F Prof Anaesthesla MB ChB, FCOG(SA), Crit Care{SA), PhD
Patar JR Adv Lawyer BCom; LLB; LLM
Poggenpoel M Praf Psychlatric Nursing RN; PhD

M

# 7/
Absent

Absent

Present

ik} il La i

fRETlRED MEMBER DCCASIONALLY CO DPTED EQR EURGICAL OPINIDN QN A PRDJECT ‘
' . S o

This is to certify that tha Human Research Ethics Committea: (Medical) of the University of the Witwatersrand operates according to the

following guidelines of good clinical practice:
1. ICH Harmaonised Tripartite Guideline for Good Clinical Practice.

2. 5A National Dapartmant of Haalth 2006 Guidelinas for Good Pragtice in tha Gonduct of Clinlcal Trials with Human Partlclpants in

South Afrlca (2006).
3. Declaration of Helsinki 2013.

Tha Committaa’s United States Federal Wide Assurance details are:
1.  Gountry code 5F,

2. FWA Number: FWACD000715.

3.  University of the Witwatersrand: 1DRG0000862.

4, Human Research Ethics Committee: (Medical): IRB0O00D1223. W
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Human Research Ethics Committee: (Medical)
FWA Registered No IRB 00001223

21:26:53 18-04-2018 112

University
of the Witwatersrand,
Johannesburg

SECRETARIAT: Suite 189, Private Bag x2600, Houghton 2041, South Africa Tel: +27-11-274 9200 Fax: +27-11-274 9281

Processed by:

Mrs M Naidoo FAXED

Maternal, Adolescent and Child Health Research Unit 11 April 2018
40 Dr AB Xuma Street

21st Floor, Suite 2117

Commercial City Building, Durban

4000

Fax: 031 3010829

Dear Mrs Naidoo,

PROTOCOL: FHI 360 STUDY #523201 - A MULTI CENTER, OPEN-LABEL, RANDOMISED CLINICAL

TRIAL COMPARING HIV INCIDENCE AND CONTRACEPTIVE BENEFITS IN WOMEN USING DEPOT

MEDROXYPROGESTERONE ACETATE (DMPA), LEVONORGESTREL (LNG) IMPLANT, AND COPPER
INTRAUTERINE DEVICES (IUDS). THE EVIDENCE FOR CONTRACEPTIVE OPTIONS AND HIV

OUTCOMES (ECHO) TRIAL

ETHICS REFERENCE NO: 141112

RE : APPROVAL FOR AMENDMENT TO ECHO PROTOCOL (MATCH)

We acknowledge receipt of your letter dated 27 March 2018 with the following documentation pertaining to
the above-captioned trial.

Amendment Date: 27-Mar-2018 Amendment Version: 1.0
Amendment Number: Received Date: 27-Mar-2018

The following has been approved by the Wits Human Research Ethics Committee: (Medical):

“ ECHO Additional Data Collection on PrEP Use Informed Consent Form
* PrEP Questionnaire (To be administered approximately 3 months after PrEP initiation)
* PrEP Follow-up Questionnaire (Administered approximately 4 to 6 months after study exit)

Noted: Match will collect the date using an interviewar administered questionnaire which will take
approximately 20 to 30 minutes. All participants who initiate PrEP will be asked if they are interested in
answering these additional questions approximately 3 months after PrEP initiation. Participants are
reimbursed R150 for scheduled ECHO study visits (as per ECHO ICF version 4.0 dated 24 April 2017,
approved by the HREC on 12 May 2017) and no further reimbursement will be provided for the additional
data collection. Match is also requesting approval to call participants approximately 4 to 6 months after exit

to find out of the participant is still on PrEP and if there were any problems accessing PrEP after the study
ended.

Ethics Approval Date: 11 April 2018

The above has been noted for the Ethics Committee information and records.

KINDLY FORWARD TO THE RELEVANT INVESTIGATORS /CRA/ STUDY CO-ORDINATORS
Regards, -
Y.
PROF CLEMENT PEN
For and on behalf of the Humarf Research Ethics Committee: (Medical)

Kim Govender-Mothiba - Tel: 011 274 9255



University
of the Witwatersrand,
Johannesburg

Human Research Ethics Committee: (Medical)
FWA Registered No IRB 00001223

SECRETARIAT:Suite 189, Private Bag x2600, Houghton 2041, South Africa Tel: +27-11-274 9200 Fax: +27-11-274 9281

15 August 2018 EAXED

Prof JA Smit,

MatCH Commercial City Clinic
Commercial City Clinic
40 Dr AB Xuma Drive

Commercial City
4000

Fax: 031 301 0829
Dear Prof Smit,

PROTOCOL: FHI 360 STUDY #523201 - A MULTI CENTER, OPEN-LABEL, RANDOMISED CLINICAL TRIAL
COMPARING HIV INCIDENCE AND CONTRACEPTIVE BENEFITS IN WOMEN USING DEPOT

MEDROXYPROGESTERONE ACETATE (DMPA), LEVONORGESTREL (LNG) IMPLANT, AND COPPER
INTRAUTERINE DEVICES (IUDS}. THE EVIDENCE FOR CONTRACEPTIVE OPTIONS AND HIV OUTCOMES

{ECHO) TRIAL
ETHICS REFERENCE NO: 141112
RE : APPROVAL FOR ADDITIONAL BLOOD DRAW ON PREP

We acknowledge receipt of your letter dated 14 August 2018 with the following documentation pertaining to the
above-captioned trial.

The chairperson has approved the following from MatCH:

“We received HREC approval on 11 April 2018 to collect additional data on PrEP use in the ECHO study
(attached). In addition, we would like to request approval to collect an additional 4mi of blood to test for Tenofovir
levels for those participants who are still on PrEP at the final visit. The additional blood volume is within the 40 ml
allowed at the final visit as per ECHO ICF v4.0 dated 24 April 2017,

We will be collecting bloods at the final visit for the ECHO study and we will draw the additional blood at the
same time so we will not prick the participant again. This will help us determine if participants who are given
PrEP are taking PrEP. It will only apply to participants who have initiated PrEP onsite and are still currently
enrolled in the study. Participants who have already exited ECHO will NOT be called back for the additional blood
draw. We will request permission to collect the additional 4ml of blood using the consent form attached.
Participants who come in for their final ECHO visit are reimbursed R150 and no additional reimbursement will be
provided."

The following documents have been received:

- HREC approval for additional data collection on PrEP

- ECHO Additional Data Collection on PrEP Use and Blood Draw Informed Consent Form, Version 2.0 dated 06
August 2018

The above has been noted for the Ethics Committes infarmation and records.

KINDLY FORWARD TO THE RELEVANT INVESTIGATORS /CRA/ SPONSOR / STUDY CO-ORDINATORS -
WHERE APPLICABLE

Re S,

N2

MRS JENNIFER PALMER
For and on behalf of the Human Research Ethics Committee: (Medical)
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Evidence for Cantraceptive Options & HIV Outcomes

14 August 2019

The Chairperson
Wits Human Research Ethics Committee

RE: PERMISSION TO USE ECHO TRIAL DATA FOR DEGREE PURPOSES (PhD)

This is to confirm that Dr lvana Beesham who was the study clinician in the ECHO Trial at the MatCH
Research Unit sites (Commercial City and Edendale) has been granted permission by the ECHO
Management Committee to use ECHO Trial data for degree purposes.

Dr Beesham has been very involved in the ECHO Trial from the beginning of the study and has played
a big role in the implementation of PrEP as standard of care during the ECHO Trial. She has also
developed an ancillary ECHO study collecting additional data on PrEP use; and blood testing for
Tenofovir levels in a subset of participants at her study site at Commercial City, Durban.

Yours sincerely

Jutia, Welel

ECHO Trial Project Director

FHI360

359 Blackwell Street, Durham NC 27701
jwelch@fhi360.org



ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use

MatCH Research Unit
Department of Obstetrics and Gynaecology
Faculty of Health Sciences

University of the Witwatersrand

ECHO ADDITIONAL DATA COLLECTION ON PreP USE
INFORMED CONSENT FORM

PID:

STUDY NUMBER: FHI 360 Study #523201

STUDY TITLE: Evidence for Contraceptive options and HIV Outcomes (ECHO): A Multi
Center, Open-Label, Randomised Clinical Trial Comparing HIV Incidence and Contraceptive
Benefits in Women using Depot Medroxyprogesterone Acetate (DMPA), Levonorgestrel
(LNG) Implant, and Copper Intrauterine Devices (IUDs)

SHORT TITLE FOR THE STUDY: The Evidence for Contraceptive options and HIV
Outcomes (ECHO) Trial

PRINCIPAL INVESTIGATOR: Prof Jenni Smit

Good day, my name is
and | work for MRU (MatCH Research Unit). MRU would like to invite you to consider
answering some additional questions on your experience of using Pre-Exposure
Prophylaxis, also known as PrEP during and after the ECHO study.

Introduction
This form, called an Informed Consent Form will explain what additional information we want
to collect. Please read this form or have it read to you. Before you decide if you want to
provide the additional information, we want to explain what additional information is being
collected, the potential benefits and risks, and what you will be asked to do. It is important
you know the following:

e Your participation is entirely voluntary.

e You can ask guestions now or at any time.

¢ If you agree to the additional data collection, you can change your mind later and stop

at any time

Once you understand this form and if you decide to allow us to collect this additional data, you
will be asked to sign this consent form, and you will be given a signed copy to keep. This
process is called informed consent.

Purpose of the additional questions on PreP

We would like to ask you questions on PrEP use as this will help us understand what
influences young sexually active women to use PrEP and what women identify as risk
factors for HIV acquisition. We also want to understand what post study access women
have to PrEP. We hope that the information obtained can be used in the planning and
implementation of PrEP services both in clinical trials and in other health care facilities.

Version 1.0 Page 1 of 4 Approved by Wits HREC
27 March 2018 Date Approved: 11 April 2018



ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use

Study procedures
If you agree to the additional data collection, we will ask you a few questions on:
- Reasons for deciding to use PrEP
- Any risk factors you feel that might put you at risk of getting HIV
- Side-effects you might have experienced since starting PrEP
- Disclosure to anyone regarding PrEP use
- Adherence to taking PrEP

The questionnaire will take an additional 20 to 30 minutes of your time and will only be asked
once. We will also call you in 4 to 6 months after you exit the study, if you are agreeable, to
find out if you are still on PrEP and if you were able to access PrEP after the study ended.

Possible risks

We do not expect you to have any problems by answering these additional questions. It is
possible that some women might feel uncomfortable or be embarrassed discussing certain
topics in the questionnaire. The information you provide in this study remains confidential.

Possible benefits

There are no direct benefits to you for answering these additional questions, but the
information you provide can possibly be used in the planning of PrEP services and provide
important information on the provision of PrEP in clinical trials.

Reimbursement
You will receive your R150 reimbursement for your ECHO visit today and NO additional
reimbursement will be provided for answering these additional questions.

Confidentiality

All study staff will treat the information you provide with strictest confidentiality. All
information will be identified only by individual participant code numbers and will be kept
confidential in a locked file drawer at MRU. This information or material will be available only
to study staff. Your name will never be used in any publication or presentation about this
study.

Alternative to study participation

The alternative to answering these additional questions is to choose NOT to answer the
additional questions. Your non-participation in answering the additional questions will not
affect your participation in the ECHO study or the provision of PrEP.

Research standards and rights of participants
Your participation in answering these questions is voluntary. You may decide not to
participate, or refuse to answer any question at any time.

Contact details
We appreciate the time you may take to answer the additional questions.

If you have any questions about the additional data collection or request any updates, now
or in future, you can call Prof Jenni Smit, who is the MRU Principal Investigator of the ECHO
study at 031 001 1941 or 082 9265 762.

The Human Research Ethics Committee of the University of the Witwatersrand has
approved the recruitment of participants for this study. The Institutional Review
Boards/ethics committees oversee the protection of people participating in research studies.

Version 1.0 Page 2 of 4 Approved by Wits HREC
27 March 2018 Date Approved: 11 April 2018



ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use

If you have any questions about your rights as a research participant, or any complaints, you
can contact the following person:

The Chairperson of the Human Research Ethics Committee

University of the Witwatersrand

Tel: 011 717 2301.

You now have an opportunity to ask me questions.

PERMISSION TO CONTACT PARTICIPANT TELEPHONICALLY IN APPROXIMATELY 4
TO 6 MONTHS AFTER STUDY EXIT:

In addition, we would like to know if we can contact you telephonically in approximately 4 to

6 months after your last study visit to find out if you are still on PrEP and if you had any
problems accessing PrEP after the study ended.

Please sign or place your mark or thumbprint next to the option you choose:

Yes, | agree to be contacted telephonically

Participant signature/mark or thumbprint

No, | do not agree to be contacted telephonically

Participant signature/mark or thumbprint

Declaration of the volunteer

| understand the purpose of the additional data collection. | have read the above information,
or it has been read to me. | have had the opportunity to ask questions, and any questions
that | asked have been answered to my satisfaction. | consent voluntarily to answer the
additional questions and understand that | have the right to stop my patrticipation at any time.

Signature of volunteer:

Signature/mark or )
_ Date of signature
thumbprint dd MMM | yyyy
Print name Time of signature
Version 1.0 Page 3 of 4 Approved by Wits HREC

27 March 2018 Date Approved: 11 April 2018




Informed Consent Form: Additional Data Collection on PrEP Use

ECHO

COMMERCIAL CITY

For illiterate participants (signature of witness if applicable):

Signature of _
_ Date of signature
Witness dd MMM
Print name Time of signature
Signature of study staff taking consent:
Signature Date of signature
dd MMM
Print name Time of signature
Version 1.0 Page 4 of 4 Approved by Wits HREC

27 March 2018 Date Approved: 11 April 2018




ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use and blood draw-

MatCH Research Unit

' Department of Obstetrics and Gynaecology
Faculty of Health Sciences
University of the Witwatersrand

ECHO ADDITIONAL DATA COLLECTION ON PrEP USE AND BLOOD DRAW
INFORMED CONSENT FORM

PID:

STUDY NUMBER: FHI 360 Study #523201

STUDY TITLE: Evidence for Contraceptive options and HIV Outcomes (ECHO): A Multi
Center, Open-Label, Randomised Clinical Trial Comparing HIV Incidence and Contraceptive
Benefits in Women using Depot Medroxyprogesterone Acetate (DMPA), Levonorgestrel
(LNG) Implant, and Copper Intrauterine Devices (IUDs)

SHORT TITLE FOR THE STUDY: The Evidence for Contraceptive options and HIV
Outcomes (ECHO) Trial

PRINCIPAL INVESTIGATOR: Prof Jenni Smit

Good day, my name is
and | work for MRU (MatCH Research Unit). MRU would like to invite you to consider
answering some additional questions on your experience of using Pre-Exposure
Prophylaxis, also known as PrEP during and after the ECHO study.

Introduction
This form, called an Informed Consent Form will explain what additional information we want
to collect. Please read this form or have it read to you. Before you decide if you want to
provide the additional information, we want to explain what additional information is being
collected, the potential benefits and risks, and what you will be asked to do. It is important
you know the following:
Your participation is entirely voluntary.
e You can ask questions now or at any time.
o If you agree to the additional data collection, you can change your mind later and stop
at any time

Once you understand this form and if you decide to allow us to collect this additional data, you
will be asked to sign this consent form, and you will be given a signed copy to keep. This
process is called informed consent.

Purpose of the additional questions on PreP

We would like to ask you questions on PrEP use as this will help us understand what
influences young sexually active women to use PrEP and what women identify as risk
factors for HIV acquisition. We also want to understand what post study access women
have to PrEP. We hope that the information obtained can be used in the planning and
implementation of PrEP services both in clinical trials and in other health care facilities.

Version 2.0 Page 1 of 4 Approved by Wits HREC
06 August 2018 Date Approved: 15 August 2018



ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use and blood draw-

Study procedures
If you agree to the additional data collection, we will ask you a few questions on:
- Reasons for deciding to use PrEP
- Any risk factors you feel that might put you at risk of getting HIV
- Side-effects you might have experienced since starting PrEP
- Disclosure to anyone regarding PrEP use
- Adherence to taking PreP

The questionnaire will take an additional 20 to 30 minutes of your time and will only be asked
once. We will also call you in 4 to 6 months after you exit the study, if you are agreeable, to
find out if you are still on PrEP and if you were able to access PrEP after the study ended.

In addition, if you are still on PrEP at your final visit, we would like to draw an extra 4ml (less
than 1 teaspoon) of blood to test and see if the PrEP drug you are using can be found in
your blood. We are drawing blood for your final ECHO visit and we will collect the additional
blood at the same time so we will not prick you again. We are doing this test for research
purposes and will not provide you with the result.

Possible risks

We do not expect you to have any problems by answering these additional questions. It is
possible that some women might feel uncomfortable or be embarrassed discussing certain
topics in the questionnaire. The information you provide in this study remains confidential.

You may have some pain when we take blood from your arm. You may also feel dizzy or faint,
and/or develop a bruise, swelling, or infection where the needle was inserted.

Possible benefits

There are no direct benefits to you for answering these additional questions or having the
additional blood drawn, but the information you provide can possibly be used in the planning of
PrEP services and provide important information on the provision of PrEP in clinical trials.

Reimbursement

You will receive your R150 reimbursement for your ECHO visit today and NO additional
reimbursement will be provided for answering these additional questions and/or having the
additional blood drawn

Confidentiality

All study staff will treat the information you provide with strictest confidentiality. All
information will be identified only by individual participant code numbers and will be kept
confidential in a locked file drawer at MRU. This information or material will be available only
to study staff. Your name will never be used in any publication or presentation about this
study.

Alternative to study participation

The alternative to answering these additional questions is to choose NOT to answer the
additional questions. Your non-participation in answering the additional questions or having
the additional blood taken will not affect your participation in the ECHO study or the provision
of PreP.

Research standards and rights of participants
Your participation in answering these questions is voluntary. You may decide not to
participate, or refuse to answer any question at any time.

Version 2.0 Page 2 of 4 Approved by Wits HREC
06 August 2018 Date Approved: 15 August 2018



ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use and blood draw-

Contact details
We appreciate the time you may take to answer the additional questions.

If you have any questions about the additional data collection or request any updates, now
or in future, you can call Prof Jenni Smit, who is the MRU Principal Investigator of the ECHO
study at 031 001 1941 or 082 9265 762.

The Human Research Ethics Committee of the University of the Witwatersrand has
approved the recruitment of participants for this study. The Institutional Review
Boards/ethics committees oversee the protection of people participating in research studies.

If you have any questions about your rights as a research participant, or any complaints, you
can contact the following person:

The Chairperson of the Human Research Ethics Committee

University of the Witwatersrand

Tel: 011 717 2301.

You now have an opportunity to ask me questions.

PERMISSION TO COLLECT ADDITIONAL BLOOD AT THIS VISIT:

Yes, | agree to have extra blood collected

Participant signature/mark or thumbprint

No, | do not agree to have the extra blood collected /
| am no longer on PrEP

Participant signature/mark or thumbprint

PERMISSION TO CONTACT PARTICIPANT TELEPHONICALLY IN APPROXIMATELY 4
TO 6 MONTHS AFTER STUDY EXIT:

In addition, we would like to know if we can contact you telephonically in approximately 4 to

6 months after your last study visit to find out if you are still on PrEP and if you had any
problems accessing PrEP after the study ended.

Please sign or place your mark or thumbprint next to the option you choose:

Yes, | agree to be contacted telephonically

Participant signature/mark or thumbprint

No, | do not agree to be contacted telephonically

Participant signature/mark or thumbprint

Version 2.0 Page 3 of 4 Approved by Wits HREC
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ECHO
COMMERCIAL CITY
Informed Consent Form: Additional Data Collection on PrEP Use and blood draw-

Declaration of the volunteer

| understand the purpose of the additional data collection. | have read the above information,
or it has been read to me. | have had the opportunity to ask questions, and any questions
that | asked have been answered to my satisfaction. | consent voluntarily to answer the
additional questions and understand that | have the right to stop my participation at any time.

Signature of volunteer:

Signature/mark or _
Date of signature

thumbprint dd MMM | yyyy
Print name Time of signature
For illiterate participants (signature of witness if applicable):
Signature of _
_ Date of signature
Witness dd MMM | yyyy
Print name Time of signature
Signature of study staff taking consent:
Signature Date of signature
dd MMM yyyy
Print name Time of signature
Version 2.0 Page 4 of 4 Approved by Wits HREC
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PrEP Questionnaire

QUESTIONNAIRE

(To be administered approximately 3 months after PrEP initiation)

PID:
Date:

1. Why did you decide to use PrEP?

2. Areyou currently on PrEP?
a. Yes (if yes, skip to Q5)
b. No

3. When did you stop using PrEP? (check file to confirm): dd mmm yy:

4. Why did you stop using PrEP? (mark all the apply)
a. | was having side effects:
i. Listside effects that led to PrEP being discontinued:

My HIV test result was positive after starting PrEP

My partner and | are no longer together / | don’t have partner
| am not sexually active

Other: please describe:

o oo o

5. How would you rate yourself in terms of risk of becoming infected with HIV?
| will definitely not get infected with HIV

| probably won't get infected with HIV

| am probably going to get infected with HIV

| am definitely going to get infected with HIV

| am HIV positive already

| don’t know

SO Qoo T o

6. Why do you think you are at risk of acquiring HIV? (mark all that apply)
a. My partners status is HIV positive
| don’t know my partner’s HIV status
| have been diagnosed or treated for a sexually transmitted infection
| have more than 1 sexual partner
| think my partner has other sexual partners beside me
| don’t always use condoms when | have sex
| don’t know
Other: please describe:

S@m 00T
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PrEP Questionnaire

i. N/A/ldon’tthink I am at risk of acquiring HIV

7. Have you experienced any side effects since starting PrEP?
a. Yes
b. No (If no, skip to Q11)

8. What side effects have you ever experienced? (mark all that apply)
a. Headaches
b. Nausea /vomiting
c. Diarrhoea
d. Abdominal pain
e. Other: Please describe:

9. Do you have any side effects that are present now?
a. Yes
b. No (if No, skip to Q11)

10. If yes, what side effects do you have now? (List all)

11. Did you disclose to anyone that you are taking PrEP?
a. Yes
b. No (If no, skip to Q13)

12. If yes, who did you disclose to? (mark all that apply)
a. Partner(s)
b. Friend
c. Family member
d. Other: Please describe:

13. Before you were offered PrEP in ECHO, did you hear about PrEP from anyone or any other
source?
a. Yes
b. No (If no skip to Q15)

14. If yes, where did you hear about Prep? (mark all that apply)
a. Media (e.g. TV, radio, internet, Facebook, Twitter) Please specify source:

b. Public health facility e.g. clinic or hospital

c. Private health facility e.g. private clinic or GP
d. Family

e. Friends

f.

Other: Please describe:

Many people find it difficult to remember to take pills every day and sometimes people skip taking
their medication because they have side effects, are busy, or just decide not to take the pill. We
would like to understand how you are taking your PrEP tablets so will ask you some questions about
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PrEP Questionnaire

missing doses. Don’t worry about telling us you have missed doses as we would like to know what is
really happening.

15. In the last 7 days, how often have you missed a dose of PrEP?

a. Once

b. Twice

c. Three or more times

d. Never

e. ldon't know

f.  N/A (PrEP discontinued > 7 days ago)

16. In the past 30 days how often have you missed a dose of PrEP?

a. Once

b. Twice

c. 3or4times

d. 5to7times

e. More than 7 times

f. Never

g. N/A (PrEP discontinued > 30 days ago)

17. In the past 30 days what are some of the reasons you have missed your PrEP dose? (Mark all
that apply)
a. lranoutof tablets
| was having side effects
| didn’t have time
| forgot to take my tablets
| needed a break
| was concerned someone would find out | am taking PrEP
| did not feel | was at risk anymore
My PrEP tablets were lost or stolen
| was away from home at the time when | should take my tablets
j.  Other: Please describe:
k. N/A

S 0 a0 o

To extract from the Participant binder:

Date of PrEP initiation: (dd mmm yy):
Number of sexual partners on last BA CRF:
How often was a condom used in the last 3 months on the BA CRF?

Any evidence of previous STIs — look at screening and final visit STl result.

AL
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PrEP Follow up questionnaire

Follow up phone call 4 to 6 months post study exit for participants who are still on
PrEP at study exit:

PID:

1. Areyoustill on PrEP?
a. Yes
b. No (If no skip to Q4)

2. Ifyes, where are you getting PrEP from? (write down the name of the facility):

3. Did you experience any problems accessing PrEP after the study ended?
a. Yes: Please describe:

b. No
END OF INTERVIEW

4. Why did you stop taking PrEP? (mark all that apply)

Having side effects

I no longer felt at risk of HIV infection

My partner wanted me to stop

| had a problem accessing PrEP after the study: Please explain:
Other: Please explain:

T oo oo

5. When did you stop using PrEP? (dd mmm yy)
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Study Information Sheet
Key Stakeholder In-Depth Interviews Oral PrEP provision in clinical trials in SA

MatCH Research Unit
Department of Obstetrics and Gynaecology
Faculty of Health Sciences

University of the Witwatersrand

STUDY INFORMATION SHEET: KEY STAKEHOLDER IN-DEPTH INTERVIEWS

An evaluation of the integration of oral pre-exposure prophylaxis (PrEP) as standard of care for
HIV prevention in clinical trials in South Africa.

Study Principal Investigator: lvana Beesham

Good day, my name is Ilvana Beesham and | am currently enrolled for my PhD at the University of
Witwatersrand. My PhD looks at the provision of pre-exposure prophylaxis (PrEP) in clinical trials in
South Africa (SA). | would like to invite you to consider participating in a research study.

What is this study about?

| would like to learn more about your thoughts and experiences related to oral PrEP provision as
standard of care for HIV prevention in studies that are conducted at your research organisation. Oral
PrEP containing tenofovir disoproxil fumarate (TDF) and emtricitabine (FTC) has been proven to
substantially reduce the risk of HIV infection. In November 2017, the South African Medical Research
Council (SAMRC) recognised that oral PrEP was far from the Standard of Care for high risk populations in
SA and recommended that oral PrEP be provided in HIV prevention clinical trials. | would like to find out
about HIV prevention options that are offered at your research organisation. The interviews with staff
from research organisations is a component of my PhD.

Who will be interviewed?
| plan on interviewing senior/managerial staff aged 18 years or older e.g. managers and site principal
investigators at research organisations that conduct clinical trials and HIV prevention trials.

What will be involved if | take part in the study?
If you agree to be interviewed, the interview will be conducted telephonically at a time and date that is
convenient to you. The interview is expected to last less than an hour.

The telephonic interview will be digitally recorded with your permission. Each digital recording will be
transcribed, and all recordings will be erased within two years of publication of study findings, or if there
is no publication, no later than six years after the study has ended.

The information collected will be kept confidential. You may refuse to answer any questions that make
you feel uncomfortable and you can exit the interview at any time. Your name and the name of your
research organisation will not be mentioned in any reports. No-one, except research staff who have
permission, will have access to study material, be allowed to listen to the recording, or read the
transcript of the interview.

What are the risks and benefits of participating?
Your participation in this research study poses very minimal risk to you. The main risk is a possible time
inconvenience. Being in this study will not directly benefit you, but we hope that the information
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Study Information Sheet
Key Stakeholder In-Depth Interviews Oral PrEP provision in clinical trials in SA

provided from this PhD will help to improve PrEP implementation programmes in South Africa and guide
additional implementation of PrEP in clinical trials.

Costs and reimbursement
There will be no costs or reimbursement for your participation in this study.

What is the alternative to study participation?
The alternative to participating in this study would be simply not to participate. Your non-participation
in this study will not affect your rights.

What are my rights?

Your participation in this study is entirely voluntary. If you decide not to participate or if you later decide
to stop participating, or refuse to answer any question, at any time, you will not lose any benefit to
which you are entitled to.

What should I do if | want to participate?
For further information, or if you are interested in participating in this study, you can contact me, Dr
Ivana Beesham at 076 191 7354 or email me at ibeesham@mru.ac.za.

Who should I contact if | have any concerns about my rights?

If you want any information regarding your rights as a research participant, or complaints regarding this
research study, you may contact Prof. Penny, Chairperson of the University of the Witwatersrand,
Human Research Ethics Committee (HREC), which is an independent committee established to help
protect the rights of research participants at (011 ) 717 2301
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Informed Consent Form:
Key Stakeholder Interviews Oral PrEP provision in clinical trials in SA

MatCH Research Unit
Department of Obstetrics and Gynaecology
Faculty of Health Sciences

University of the Witwatersrand

INFORMED CONSENT FORM: KEY STAKEHOLDER IN-DEPTH INTERVIEWS

An evaluation of the integration of oral pre-exposure prophylaxis (PrEP) as standard of care for HIV
prevention in clinical trials in South Africa.

Study Principal Investigator: lvana Beesham

Good day, my name is lvana Beesham and | am currently enrolled for my PhD at the University of
Witwatersrand. My PhD looks at the provision of pre-exposure prophylaxis (PrEP) in clinical trials in South
Africa (SA). | would like to invite you to consider participating in a research study.

Introduction
This form, called a Consent Form will explain what this study is about. Please read this form before you decide
if you want to join this study or not. We want to explain the study, its risks, its potential benefits, and what
you will be asked to do. You may ask questions as we discuss the study, so that you understand what the study
is about. It is important you know the following:

e Your participation in this study is entirely voluntary.

* You can ask questions now or at any time during the study.

¢ If you agree to participate in this study, you can change your mind later and quit the study at any time.

e The information you give us will be kept confidential.

Once you understand the study, and if you decide to take part, you will be asked to sign this consent form, and
you will be given/emailed a copy of it to keep. This process is called informed consent.

Purpose of this study

| would like to learn more about your thoughts and experiences related to oral PrEP provision as standard of
care HIV prevention in studies that are conducted at your research organisation. Oral PrEP containing
tenofovir disoproxil fumarate (TDF) and emtricitabine (FTC) has been proven to substantially reduce the risk
of HIV infection. In November 2017, the South African Medical Research Council (SAMRC) recognised that oral
PrEP was far from the Standard of Care for high risk populations in SA and recommended that oral PrEP be
provided in HIV prevention clinical trials. | would like to find out about HIV prevention options that are offered
at your research organisation. |intend on using this data for my PhD.

Study Procedures

This will involve conducting a once-off telephonic interview with you. If you agree to be interviewed, the
interview will be conducted telephonically at a time and date that is convenient to you. The interview is
expected to last less than an hour. With your permission, | will digitally record the interview.

Possible Risks
Your participation in this research study poses very minimal risk to you. The main risk is a possible time
inconvenience.

Possible Benefits

The information you provide will not provide any direct benefits to you however it may be used to improve
PrEP implementation programmes in South Africa and guide additional implementation of PrEP in clinical
trials.
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Informed Consent Form:
Key Stakeholder Interviews Oral PrEP provision in clinical trials in SA

Reimbursement
There will be no reimbursement for participating in this study.

Confidentiality

All study staff will treat the information you provide with the strictest confidentiality. All study information or
material will be identified only by individual participant code numbers and will be kept confidential in a locked
file drawer at MRU. This information or material will be available only to study staff as part of routine checks
to ensure that this study is being conducted in a professional way that protects your rights. Your name or the
name of your organisation will never be used in any publication or presentation about this study.

People or groups that may review your records include: the research ethics committees (University of the
Witwatersrand’s Human Research Ethics Committee), researchers at MRU and my study supervisors. By
signing the written Informed Consent Form, you authorize such access to your records. The South African
Health Products Regulatory Authority and National Health Research Ethics Council, and / or other regulatory
authority (ies) may also look at your study records if they have permission to do so by the National Research
Ethics Council.

Digital Recoding

I will ask your permission to digitally record the telephonic interview. Each digital recording/disk will be
transcribed, and all recordings/disks will be erased within two years of publication of study findings, or if there
is no publication, no later than six years after the study has ended. Information from the recordings/disks may
be presented at professional meetings or in written articles, in which case no names or other personal
identifiers will be used.

Digital recording is a requirement for study participation, in order that we can have a true and accurate record
of the discussion. If you do not want to be recorded, you will not be eligible to participate. The interview will
be confidential; it will be identified only by a unique number assigned to you, and no individual names will
appear on the audio file or the transcript of the interview. No one, except the researchers at MatCH Research,
and my study supervisors will have access to the audio file or the transcript of the interview. You can decide
to withdraw from the interview at any time. If you do not want the interview to be digitally recorded, you are
not eligible to participate in the research study, since it is important that we get to listen to the digital
recordings to understand exactly what is being said.

Alternatives to Study Participation
The alternative to participating in this study would be simply not to participate. Your non-participation in this
study will not affect your rights as a community member or your participation in the Parent Study.

Research Standards and Rights of Participants

Your participation in this study is entirely voluntary. If you decide not to participate, or if you later decide to
stop participating, or refuse to answer any question, at any time, you will not lose any benefits to which you
are otherwise entitled to.

If you have a research related injury, you may contact me, Dr Ivana Beesham, at 031 001 1941 or 076 191
7354. | retain the right to withdraw you from this study if it is considered in your best interests.

Ethical approval:
The Human Research Ethics Committee of the University of the Witwatersrand has approved this study.
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Informed Consent Form:
Key Stakeholder Interviews Oral PrEP provision in clinical trials in SA

The study has been structured in accordance with the Declaration of Helsinki (last updated: October 2013),
which deals with the recommendations guiding doctors in biomedical research involving human participants.
A copy may be obtained from me should you wish to review it.

If you want any information regarding your rights as a research participant, or complaints regarding this
research study, you may contact Prof. Penny, Chairperson of the University of the Witwatersrand, Human
Research Ethics Committee (HREC), which is an independent committee established to help protect the rights
of research participants at (011) 717 2301.

You will be given a copy of this consent form to keep.

You now have an opportunity to ask me questions concerning the project.

Consent to digital recording
| have been informed that the interview will be digitally recorded. | know that | can refuse to participate if | do
not want to be digitally recorded. | voluntarily give permission for the interview to be digitally recorded.

YES, | agree to digital recording of the interview

Participant Signature

NO, | do not agree to digital recording of the interview

Participant Signature

Declaration of the volunteer
| understand the purpose of this study. | have read the above information, or it has been read to me. | have
had the opportunity to ask questions, and any questions that | asked have been answered to my satisfaction.
| consent voluntarily to participate as a participant in this study and understand that | have the right to stop
my participation at any time.

Participant Print Name and Surname  Participant Signature Date

Print Name and Surname Signature Date
Person obtaining consent
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Informed Consent Form:
Key Stakeholder Interviews Oral PrEP provision in clinical trials in SA

MatCH Research Unit
Department of Obstetrics and Gynaecology
Faculty of Health Sciences

University of the Witwatersrand

INFORMED CONSENT FORM: KEY STAKEHOLDER IN-DEPTH INTERVIEWS

An evaluation of the integration of oral pre-exposure prophylaxis (PrEP) as standard of care for HIV
prevention in clinical trials in South Africa.

Study Principal Investigator: lvana Beesham

Good day, my name is Ivana Beesham and | am currently enrolled for my PhD at the University of
Witwatersrand. My PhD looks at the provision of pre-exposure prophylaxis (PrEP) in clinical trials in South
Africa (SA). 1 would like to invite you to consider participating in a research study.

Introduction
This form, called a Consent Form will explain what this study is about. Please read this form before you decide
if you want to join this study or not. We want to explain the study, its risks, its potential benefits, and what
you will be asked to do. You may ask questions as we discuss the study, so that you understand what the study
is about. It is important you know the following:

e Your participation in this study is entirely voluntary.

* You can ask questions now or at any time during the study.

¢ |fyou agree to participate in this study, you can change your mind later and quit the study at any time.

e The information you give us will be kept confidential.

Once you understand the study, and if you decide to take part, you will be asked to sign this consent form, and
you will be given/emailed a copy of it to keep. This process is called informed consent.

Purpose of this study

| would like to learn more about your thoughts and experiences related to oral PrEP provision as standard of
care HIV prevention in studies that are conducted at your research organisation. Oral PrEP containing
tenofovir disoproxil fumarate (TDF) and emtricitabine (FTC) has been proven to substantially reduce the risk
of HIV infection. In November 2017, the South African Medical Research Council (SAMRC) recognised that oral
PrEP was far from the Standard of Care for high risk populations in SA and recommended that oral PrEP be
provided in HIV prevention clinical trials. | would like to find out about HIV prevention options that are offered
at your research organisation. | intend on using this data for my PhD.

Study Procedures

This will involve conducting a once-off telephonic interview with you. If you agree to be interviewed, the
interview will be conducted telephonically at a time and date that is convenient to you. The interview is
expected to last less than an hour. With your permission, | will digitally record the interview.

Possible Risks
Your participation in this research study poses very minimal risk to you. The main risk is a possible time
inconvenience.

Possible Benefits

The information you provide will not provide any direct benefits to you however it may be used to improve
PrEP implementation programmes in South Africa and guide additional implementation of PrEP in clinical
trials.

Version 1.1 Page 1 of 3 Approved by Wits HREC
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Informed Consent Form:
Key Stakeholder Interviews Oral PrEP provision in clinical trials in SA

Reimbursement
There will be no reimbursement for participating in this study.

Confidentiality

All study staff will treat the information you provide with the strictest confidentiality. All study information or
material will be identified only by individual participant code numbers and will be kept confidential in a locked
file drawer at MRU. This information or material will be available only to study staff as part of routine checks
to ensure that this study is being conducted in a professional way that protects your rights. Your name or the
name of your organisation will never be used in any publication or presentation about this study.

People or groups that may review your records include: the research ethics committees (University of the
Witwatersrand’s Human Research Ethics Committee), researchers at MRU and my study supervisors. By
signing the written Informed Consent Form, you authorize such access to your records. The South African
Health Products Regulatory Authority and National Health Research Ethics Council, and / or other regulatory
authority (ies) may also look at your study records if they have permission to do so by the National Research
Ethics Council.

Digital Recoding

I will ask your permission to digitally record the telephonic interview. Each digital recording/disk will be
transcribed, and all recordings/disks will be erased within two years of publication of study findings, or if there
is no publication, no later than six years after the study has ended. Information from the recordings/disks may
be presented at professional meetings or in written articles, in which case no names or other personal
identifiers will be used.

Digital recording is a requirement for study participation, in order that we can have a true and accurate record
of the discussion. If you do not want to be recorded, you will not be eligible to participate. The interview will
be confidential; it will be identified only by a unique number assigned to you, and no individual names will
appear on the audio file or the transcript of the interview. No one, except the researchers at MatCH Research,
and my study supervisors will have access to the audio file or the transcript of the interview. You can decide
to withdraw from the interview at any time. If you do not want the interview to be digitally recorded, you are
not eligible to participate in the research study, since it is important that we get to listen to the digital
recordings to understand exactly what is being said.

Alternatives to Study Participation
The alternative to participating in this study would be simply not to participate. Your non-participation in this
study will not affect your rights as a community member.

Research Standards and Rights of Participants

Your participation in this study is entirely voluntary. If you decide not to participate, or if you later decide to
stop participating, or refuse to answer any question, at any time, you will not lose any benefits to which you
are otherwise entitled to.

If you have a research related injury, you may contact me, Dr Ivana Beesham, at 031 001 1941 or 076 191
7354. | retain the right to withdraw you from this study if it is considered in your best interests.

Ethical approval:
The Human Research Ethics Committee of the University of the Witwatersrand has approved this study.
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Informed Consent Form:
Key Stakeholder Interviews Oral PrEP provision in clinical trials in SA

The study has been structured in accordance with the Declaration of Helsinki (last updated: October 2013),
which deals with the recommendations guiding doctors in biomedical research involving human participants.
A copy may be obtained from me should you wish to review it.

If you want any information regarding your rights as a research participant, or complaints regarding this
research study, you may contact Prof. Penny, Chairperson of the University of the Witwatersrand, Human
Research Ethics Committee (HREC), which is an independent committee established to help protect the rights
of research participants at (011) 717 2301.

You will be given a copy of this consent form to keep.

You now have an opportunity to ask me questions concerning the project.

Consent to digital recording
I have been informed that the interview will be digitally recorded. | know that | can refuse to participate if | do
not want to be digitally recorded. | voluntarily give permission for the interview to be digitally recorded.

YES, | agree to digital recording of the interview

Participant Signature

NO, | do not agree to digital recording of the interview

Participant Signature

Declaration of the volunteer
| understand the purpose of this study. | have read the above information, or it has been read to me. | have
had the opportunity to ask questions, and any questions that | asked have been answered to my satisfaction.
| consent voluntarily to participate as a participant in this study and understand that | have the right to stop
my participation at any time.

Participant Print Name and Surname  Participant Signature Date

Print Name and Surname Signature Date
Person obtaining consent
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In-Depth Interview Guide
Key Stakeholder In-Depth Interviews

MRU

PID:

Oral PrEP provision in clinical trials in SA

MatCH Research Unit

Department of Obstetrics and Gynaecology
Faculty of Health Sciences
University of the Witwatersrand

IN-DEPTH INTERVIEW GUIDE: KEY STAKEHOLDERS

An evaluation of the integration of oral pre-exposure prophylaxis (PrEP) as standard of

Study Principal Investigator: lvana Beesham

care for HIV prevention in clinical trials in South Africa.

PARTICIPANT ID
NUMBER:

DATE
(DD/MMM/YY):

START TIME:

END TIME:

INTERVIEWER
INITIALS:

Thank you for agreeing to have a telephonic interview with me. You have read the information about
this study and completed the informed consent form. Just to recap, | am currently enrolled for a
PhD and the research | am doing focusses on pre-exposure prophylaxis (PrEP) in clinical trials in
South Africa. | want to gain an understanding of the current status of PrEP as a component of HIV
prevention standard of care.

A recorder will be used to capture our conversation today. In order to protect your identity we ask
that you choose a pseudo-name or number. This can be any name or number that you wish to give
yourself- other than your real name. This discussion will only be shared with researchers approved
to work on this study and will be safely stored.

Do you have any questions before we begin?

Turn on digital recorder.
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In-Depth Interview Guide

Key Stakeholder In-Depth Interviews

PID:

Oral PrEP provision in clinical trials in SA

Questions

Probes

Section 1: Description of providers’ current position and organization

Interviewer script: | would like to start by asking you a few questions about yourself, your current job

and the research your organization conducts.

1. | What is your educational background?
2. | What is your current position?
3. | How many people are currently employed by your
organization?
4. | How many studies are you currently running at your
organization?
5. | Please describe briefly what sort of research your organization | Probe for:

conducts:

HIV prevention trials

Clinical trials

Section 2: Questions on HIV prevention options

Interviewer script: | would like to ask you a few questions about HIV prevention options that are offered

to participants at your research organization

6.

What HIV prevention options are offered to participants at
your research organization?

Probe for:

Condoms, STI testing and
treatment, risk reduction
counselling, HIV counselling
and testing, Voluntary male
medical circumcision, Partner
HIV testing and treatment,
Initiation of ART for HIV-
infected partners, oral pre-
exposure prophylaxis (PrEP)

How does your organization provide these options?

Probe for:

Is it provided on-site or via
referral?

If referral, how close are these
facilities?

What is access like to these
facilities?
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In-Depth Interview Guide

PID:

Key Stakeholder In-Depth Interviews Oral PrEP provision in clinical trials in SA

Section 3: Questions on PrEP

Interviewer script: | would now like to ask you a few questions specifically about pre-exposure

prophylaxis or PrEP.

8. Does your organization offer PrEP to study participants?

If yes, what do you think were some of the reasons your
organization decided to offer PrEP to study participants?

Probe for:

Required from study
funders/protocols

Was it influenced by
advocates?

Was it influenced by the
Medical Research Council
statement?

9. For organizations that offer PrEP:

Can you describe your experience in offering PrEP to study
participants?

Probe for:

Is it provided on-site or via
referral?
Who is it offered to?

Which studies?
Who pays for it? Study
funders?

If referral, how close are these
facilities?

What is access like to these
facilities?

What was the uptake of PrEP
like?

Were women interested in
Prep?

10. | Have you experienced any challenges regarding PrEP?

If yes, can you describe any challenges that have been
experienced regarding PrEP?

Probe for:

Concerns regarding study
outcomes

Concerns regarding adherence

Post-trial access
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In-Depth Interview Guide PID:
Key Stakeholder In-Depth Interviews Oral PrEP provision in clinical trials in SA

Section 4: Closing question

11.

Do you have any final thoughts that you would like to share on
PreP?

Thank you very much for your time. This concludes our interview. What you have told us has been

very useful in understanding HIV prevention including PrEP in clinical trials.
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Informed Consent PID:

In-depth interview Oral PrEP provision in clinical trials in SA

MatCH Research Unit
Department of Obstetrics and Gynaecology
Faculty of Health Sciences

University of the Witwatersrand

INFORMED CONSENT FORM: In-depth Interview
An evaluation of the integration of oral pre-exposure prophylaxis (PrEP) as
standard of care for HIV prevention in clinical trials in South Africa.
Principal Investigator: Dr Ivana Beesham

Good day, my name is lvana Beesham and | am a doctor working at MRU (MatCH Research
Unit), of the University of the Witwatersrand, based in Durban. | am also studying towards a
Doctor of Philosophy Degree at the University of Witwatersrand. | would like to invite you to
consider participating in an interview today.

Introduction
This form, called an Informed Consent Form will explain what this study is about. Please read
this form or have it read to you. Before you decide if you want to join this study or not, we want
to explain the study, its risks, its potential benefits, and what you will be asked to do. You may
ask questions as we discuss the study, so that you understand what the study is about. It is
important you know the following:

e Your participation in this study is entirely voluntary.

e You can ask guestions now or at any time during the study.

¢ If you join the study, you can change your mind later and quit the study at any time.

Before you decide whether to join this study, a member of the study staff will explain:
e The purpose of this study
¢ How the study may help you or others
¢ Any risks you may face while participating in this study
e What is expected of you during the study

Once you understand the study, and if you decide to take part, you will be asked to sign this
consent form, and you will be given a signed copy of it to keep. This process is called informed
consent.

Purpose of the study

If you remember, you recently participated in the ECHO (Evidence for Contraceptive Options
and HIV Outcomes) trial. While you were in the ECHO trial, you had decided to start oral
pre-exposure prophylaxis or PrEP to prevent HIV. At the end of the study, you were
continuing to use PrEP. Today, we want to ask you some questions about PrEP use after
the ECHO trial had ended, and in particular your experience in accessing PrEP after the
ECHO study had ended. We also want to understand why you decided to use PrEP.

Study procedures

| plan to interview 12 to 15 women who had patrticipated in the ECHO trial for this study.
Women must be 18 years or older. | will conduct a once off interview with you that is
expected to last 1 to 1.5 hours (including the consent process). | will ask you questions
about your experience with using PrEP after the ECHO trial ended. | would like to
understand if you wanted to continue with using PrEP after the ECHO trial ended, and if you
were able to access PrEP at a facility. | would also like to understand more about your
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experience in accessing PrEP after exiting the study. If you decided to stop using PrEP, |
would like to understand why you decided to do so.

Possible risks

| do not expect you to have any problems participating in this interview today. However, you
might feel uncomfortable or embarrassed answering some questions. You do not have to
answer any questions that make you feel uncomfortable and you may stop the interview at any
time if you want to.

Possible benefits

There are no direct benefits to you for participating in today’s interview. However, the
information you provide us can help us understand better the use of PrEP after a study has
ended. This information might be beneficial to other studies that provide PrEP and could
possibly be used in the planning of PrEP services.

Reimbursement
You will be reimbursed R200 for your transport costs and time for participating in the interview
today.

Financial Arrangements
Neither you nor your medical scheme, if you have one, will be expected to pay for today’s visit.

Confidentiality

All study staff will treat interview data with the strictest confidentiality. All study information or
material will be identified only by individual participant code numbers and will be kept
confidential in a locked file drawer or cupboard at MRU. This information or material will be
available only to study staff, as part of routine checks to ensure that this study is being
conducted in a professional way that protects your rights. Your name will never be used in any
publication or presentation about this study.

People or groups that might have access to your records include my study supervisors,
auditor(s), relevant ethics committee, and the regulatory authority(ies) and these parties will
be granted direct access to your original records for verification of data, to the extent permitted
by the applicable laws and regulations and that, by signing the this consent form, you agree
to authorizing such access. The National Health Research Ethics Council, and / or other
regulatory authority (ies) may also look at your study records if they have permission to do so
by the National Research Ethics Council.

Digital Recording

You will be asked if | can digitally record the interview, so that | can make sure that it is being
carried out correctly and that | understand what is being said by participants. Each digital
recording/disk will be transcribed, and all recordings/disks will be erased within two years of
publication of study findings, or if there is no publication, no later than six years after the study
has ended. Information from the recordings/disks may be presented at professional meetings
or in written articles, in which case no names or other personal identifiers will be used.

Digital recording is a requirement for study participation, in order that we can have a true and
accurate record of the discussion. If you do not want to be recorded today, you will not be
eligible to participate. The interview will be confidential; it will be identified only by a unique
number assigned to you, and no individual names will appear on the audio file or the transcript
of the interview. No one, except the researchers at MRU, will have access to the audio file or
the transcript of the interview. You can decide to withdraw from the interview at any time. If
you do not want the interview to be digitally recorded, you are not eligible to participate in the
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research study, since it is important that | get to listen to the digital recordings so as to
understand exactly what is being said.

Alternative to study participation
The alternative to participating in this study would be simply not to participate. Your non-
participation in this study will not affect your rights as community member.

Research standards and rights of participants

Your participation in this study is entirely voluntary. If you decide not to participate or if you
later decide to stop participating, or refuse to answer any question, at any time, you will not
lose any benefit to which you are entitled to as a community member.

If you have a research related injury, you may contact me, Dr lvana Beesham who is the
Principal Investigator of the study at 031 001 1941 or 076 191 7354.

Contact details
Please feel free to contact me about the project in the future, or to ask for any updates. |
appreciate the time you may take to participate in this study.

If you have any questions about this study or study procedures now or in the future, you can
call me, Dr lvana Beesham, the Principal Investigator of this study at 031 001 1941 or 076 191
7354.

Ethical Approval:

The Human Research Ethics Committee of the University of the Witwatersrand has approved
recruitment of participants for this study. The Institutional Review Board oversees the
protection of people participating in research studies.

The study has been structured in accordance with the Declaration of Helsinki (last updated:
October 2013), which deals with the recommendations guiding doctors in biomedical research
involving human participants. A copy may be obtained from me should you wish to review it.

If you want any information regarding your rights as a research participant, or complaints
regarding this research study, you may contact Prof. Penny, Chairperson of the University of
the Witwatersrand, Human Research Ethics Committee (HREC), which is an independent
committee established to help protect the rights of research participants at (011) 717 2301.

You will be given a copy of this consent form to keep.
You now have an opportunity to ask me questions concerning the project.

Consent to digital recording

| have been informed that the interview will be digitally recorded. | know that | can refuse to
participate if | do not want to be digital recorded. | voluntarily give permission for the interview
to be digitally recorded.

YES, | agree to digital recording

Participant Signature/mark or thumbprint

NO, | do not agree to digital
recording

Participant Signature/mark or thumbprint
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Declaration of the volunteer

| understand the purpose of this study. | have read the above information, or it has been read
to me. | have had the opportunity to ask questions, and any questions that | asked, have been
answered to my satisfaction. | consent voluntarily to participate as a participant in this study

and understand that | have the right to stop my participation at any time.

Participant Print Name and Surname
(or thumbprint if applicable)

Participant Signature

Print Name and Surname
Person obtaining consent

Signature

For participants unable to read or write

Independent Witness
Name and Surname

Signature
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MatCH Research Unit
Department of Obstetrics and Gynaecology
Faculty of Health Sciences

University of the Witwatersrand

An evaluation of the integration of oral pre-exposure prophylaxis (PrEP) as
standard of care for HIV prevention in clinical trials in South Africa.

Principal Investigator: Dr lvana Beesham

IN-DEPTH INTERVIEW GUIDE

PID

LOCATION OF INTERVIEW
DATE (dd mmm yyyy)
START TIME

END TIME

INTERVIEWER INITIALS

[Read to participant]

Hello and thank you for agreeing to participate in this interview. My hame is lvana Beesham.
Our discussion is confidential and | appreciate the time you have taken to come in today.

If you remember, you recently participated in the ECHO (Evidence for Contraceptive Options
and HIV Outcomes) trial. While you were in the ECHO trial, you had decided to start oral
pre-exposure prophylaxis or PrEP to prevent HIV infection. At the end of the study, you were
continuing to use PrEP. Today, we want to ask you some questions about PrEP use after
the ECHO trial had ended, and in particular your experience in accessing PrEP after the
ECHO study had ended. Our discussion will last approximately one hour. You are the expert
and so we are really eager to hear your thoughts on these questions. There are no “right”
answers — just your own experience and thoughts.

Explain the ground rules for the interview:

We have just reviewed the informed consent form which tells you about the study and gives
us permission to speak to you and to record the interview. You are not required to answer
all of my questions, and you may skip any questions you don’t want to answer. You may
also end the interview at any time. Do you have any questions before we begin?

I will now switch on the digital recorder.

I am [interviewer name] interviewing [PID] on [DATE] and the start time is [time].
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No | Questions Probes

1. | During the ECHO study, you decided to use oral Why did you decide to use
pre-exposure prophylaxis also known as PrEP to Prep?
prevent HIV.

Can you tell me about how you made the decision
to use oral PrEP?

2 | At the end of your participation in the ECHO study | Did you stop using PrEP at
(remind participant of the month she exited the any time? Why?

ECHO trial), you were continuing to use PrEP. Have you been continuously
on PrEP since leaving ECHO?
Please tell me about your use of PrEP since exiting | Were you given a referral

the ECHO study until now. letter to a facility to access
Prep?

Did you go to this facility?
Why? Why not?

3 | understand that it might not always be easy to
take a tablet every day and everybody occasionally
misses taking a dose now and again.

I would like to learn about your experience in taking
PrEP. Remember there is not right or wrong
answer. | am interested to learn about your
experience.

Did you ever miss taking a dose of PrEP since
leaving the study?

If yes, what were some of the reasons for missing
your doses?

On the days you did remember to take your PrEP,
what were some of the things that made it easier to
remember?

4 Are you taking PrEP now? What is the name of the

If yes, can you tell me more about the place facility?

that you are getting your PrEP tablets from? Is it free?

What made you decide to go
to this place?

Is it close to your home?
How do you get there?

How long does it take to get
there?

How did you hear about this
place?

Describe the providers who
provide PrEP.

Did you have any problems
getting PrEP since the study
ended?

What other services are
provided at this place?
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Did you experience any
problems at this facility?

If no, why did you decide that PrEP was not for Why did you decide to stop
you? using PrEP?
Explore reasons
- Side effects

- Problems with access

- Stigma/discrimination

- Family / partner influence

- Problems with access

- Too faraway /
transport/no money

- Lost referral letter

Did you have any difficulty in

accessing a place that

provides PrEP?

Did you go to a facility that

provides PrEP?

If yes, what was your

experience at the facility?

5. | How do you think we can improve PrEP services
for women?

6. | Is there anything else you would like to add to our
discussion? Remember, you are the expert, so we
really value your opinion.

This is the end of the interview. Thank you very much for your time.
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