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Abstract

As of 2016, women make up the majority of people living with HIV globally, and especially in
sub-Saharan Africa where women and girls make up 59% of all people living with HIV. Female
sex workers (FSWs) are at even higher risk of acquiring HIV, given vulnerabilities in
criminalization of their work and challenges in negotiating safer sex. HIV prevalence among
FSWs in South Africa is higher than any other sub-population, with a recent study recording a
prevalence of up to 72% in the greater Johannesburg area, and 40% and 54% prevalence in

Cape Town and Durban respectively.

To date, female-initiated HIV prevention options have been limited, with most interventions
focused on male condom use. However, in the last few years, oral pre-exposure prophylaxis
(PrEP) has been shown to be highly efficacious in preventing HIV infection among men and
women, if taken consistently. To examine whether women, especially those who are
considered part of key populations, will take up and use PrEP outside of clinical trials, many

demonstration or pilot studies are underway around the world.

This thesis explores the real-world applicability and acceptability of oral PrEP in order to inform
intervention design, implementation, and product use for female sex workers in South Africa.

A range of methods were used to answer this overarching aim including:

e an adapted meta-ethnography to explore and understand previous research regarding
motivations and barriers to uptake and use of female-initiated HIV prevention
technologies that could be used by women in sub-Saharan Africa;

o formative research in South Africa, using a grounded approach to examine the
practical and contextual factors that might influence successful delivery of a PrEP
intervention with the aim of designing an intervention;

e focus group discussions with FSWs to examine community-level acceptability of PrEP
with potential end users (the final activity in the formative research);

e demographic and behaviour surveys conducted during the Treatment And Prevention
for Sex workers (TAPS) Demonstration Project to identify key characteristics of FSWs
who took up and used PrEP within the context of TAPS; and,

e in the individual perspectives and lived experiences of PrEP users in TAPS are explored

through analysis of in-depth face-to-face interviews with FSW.



The overall findings of this thesis point to the multi-dimensional aspects of individual needs,
community perceptions and beliefs, clinic delivery platform and feasibility, as well as societal
norms and environmental context which determine the ability of FSWs to successfully use
PreEP. Recommendations for including and acknowledging these dimensions, as well as how to

leverage them to develop more effective programmes are included.
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1.0 General Introduction

1.1 Overview
This general introduction chapter provides the background, history, rationale and conceptual

basis for this PhD research. The chapter is broken down into sections that examine:

e the HIV epidemic;

e the nature, definition, and importance of sex workers as a key population in relation to
the HIV epidemic;

e HIV prevention options for women;

e ARV-based prevention and the product development pipeline;

e the case for oral PrEP, in particular for sex workers;

e the call for implementation research and the TAPS Demonstration Project providing
the context for this PhD; and,

e anoutline of the PhD aims and objectives, underlying framework, and thesis structure.

It is important to note that this PhD thesis has been prepared in a publication style. A total of
six papers are presented throughout Chapters 2 - 6 which speak to the overarching aims and
objectives, outlined in Section 1.11. In order to avoid repetition, certain issues are briefly
introduced in the context of this introduction to help provide a clear rationale for the overall
study, but are explored in more detail in the introduction sections of the papers that follow in

later chapters.

1.2 The public health problem

The most recent World AIDS Day Report from the Joint United Nations Programme on
HIV/AIDS (UNAIDS) highlighted that the decline in the global rate of new HIV infections has
stalled, and that key populations including young women (YW), people who inject drugs
(PWID), sex workers (SWs), men who have sex with men (MSM), and transgender people still
remain at highest risk (1). Additionally, women in general are disproportionately affected by
HIV due to both biological and social factors (2), although biological susceptibility is not yet
fully understood (3,4). Issues of social and gender inequality, particularly in situations where

gender-based violence is present, have been shown to increase a woman’s risk of HIV (5).
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Female sex workers (FSWs) experience even higher rates of HIV and, at a global level, are 10-
13.5 times more likely to be living with HIV than other women (1,6). The most recent pooled
analysis of FSWs in sub-Saharan Africa found the HIV prevalence rate to be 36.9% (7). Attempts
have been made to estimate the size of sex worker populations globally and regionally,
however this has proven to be a difficult undertaking since many countries have not conducted
focused mapping exercises, and in those that have, counting strategies vary considerably (8,9).
Additionally, sex worker populations can be highly mobile, and many women who sell sex do
not actually consider themselves to be sex workers making them even more difficult to identify

and assess their risks (10).

Figure 1. Prevalence of HIV in FSWs by region (6).
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1.3 Definition of Sex Worker
Given the varied nature of sex work, it is important to define here the term ‘sex worker’ as it is

used throughout this PhD. In 2012, UNAIDS defined sex work as:

“female, male, and transgender adults and young people (18 years of age and above)
who receive money or goods in exchange for sexual services, either reqularly or
occasionally.”(11)

This definition combines the notion of formalised sex work, in which a person may identify
themselves as a sex worker and accept money or other goods in exchange for services, as well
as transactional sex, which is defined by a less formalised interaction where sexual favours are
exchanged for some type of material gain, while the person may not identify themselves as a
sex worker. Specific definitions for transactional sex continue to evolve as more nuanced
understanding of the interaction develops (12). The dynamics of HIV transmission are likely to

be very different between those identifying as ‘sex workers’ and those engaging in
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transactional sex, and HIV prevention programming often distinguishes the two for the

purpose of targeting interventions.

The definition of sex work utilised in the current research, draws on the formalised constructs

reflected in the UNAIDS definition of 2000:

“any agreement between two or more persons in which the objective is exclusively
limited to the sexual act and ends with that and which involves preliminary
negotiations for a price.”(13)

This definition clearly excludes notions of love, relationships or security, limiting to services in
exchange for money or what might constitute a price. This definition was chosen for this
project in order to reflect the context in which the research was conducted, as it was

imbedded within a larger study targeting interventions specifically for self-identified FSWs.

1.4 Sex Workers as a Key Population

Sex workers are defined as a key population since they are more likely to be exposed to HIV as
part of their work, and may be more likely to engage in sex where onward transmission of HIV
is possible, both with clients and regular partners. Indeed, in areas where education and
empowerment programmes exist, sex workers report high rates of condom usage with clients
(14), however, power and relationship dynamics, including trust, play a role in whether

condoms are used with main or regular partners (15,16).

The ability to negotiate condom use and prevent HIV among female sex workers, as well as
preserve overall safety on a day to day basis, has been shown to be dependent on several
factors (10,17): age and length of time in sex work as well as sex work locale (brothel or hotel,
versus street based); structural issues related to criminalisation (whether police use the
discovery of condoms to single out and arrest sex workers for instance), violence, substance
use, and poverty (whether condomless sex is considered at premium prices) (18-23). A
systematic review of alcohol use and risky sexual behaviour in populations in sub-Saharan
Africa showed that alcohol use directly correlated to lower rates of condom use (21). Another
systematic review found that sex workers had a lifetime prevalence of any type of violence of
45-75%, and 32-55% in the last year (19), which is also directly correlated to acquisition of HIV.
This violence comes from a variety of sources including clients, pimps and other operators in
the sex work trade, intimate partners, police, and community members who do not support

the trade.
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For these reasons, sex workers are considered a highly vulnerable population, and have been
the focus of many efforts worldwide to try to remove, or at least reduce, some of these
vulnerabilities (13,24-27). These efforts have in turn promoted national and local strategies to

focus on improving specific contexts.

1.5 Sex workers in South Africa

In South Africa, the HIV epidemic continues to be one of the largest in the world, making up
nearly half of the HIV burden in sub-Saharan Africa (1). The most recent Human Sciences
Research Council (HSRC) HIV Prevalence, Incidence, and Behaviour Survey revealed an overall
national HIV prevalence in women of 14.4%, with rates as high as 17.4% to 31.6% between the
ages of 20 and 49, a segment of the population considered to be significant in driving the

epidemic (28).

The HIV prevalence among FSWs in South Africa was estimated to be between 44-69%, with
19.8% of all new infections in South Africa originating from FSWs, their regular partners, and
their clients (29,30). However, figures published more recently found a prevalence of 72% in
the greater Johannesburg area, and 40% and 54% in Cape Town and Durban respectively (31).
A report from the South African National AIDS Council (SANAC) estimated that sex workers
make up 1.1% of the adult population in South Africa (132,000-182,000), with women

comprising 91% of the sex worker population (32).

The high prevalence of HIV among FSWs in South Africa, in combination with the many
vulnerabilities inherently faced by sex worker populations in general, led to the development
of a national sex worker plan by SANAC, highlighting sex workers as a priority population for
tailored prevention and HIV treatment services (33). This plan is in the process of being
implemented throughout all South African provinces in a number of sex worker specific clinics.
In addition, interventions and policies targeting sex workers have also been prioritised in the
former and most recent National Strategic Plans for HIV, Tuberculosis (TB), and Sexually
Transmitted Infections (STIs) where the need for more HIV prevention options, especially for
vulnerable populations, has been underscored (34,35). These plans are also linked to the sex

worker specific plan (33).
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1.6 HIV prevention options for women

There have been limited choices for women in terms of HIV prevention methods, in spite of
continued product and implementation development research to broaden the method mix.
The use of male condoms, while efficacious in preventing HIV, heavily depends on the
willingness of men to use them (36), therefore protection from HIV through the use of male

condoms is dependent upon a woman'’s ability to negotiate use (37).

The female condom is a female-initiated HIV prevention option, but its accessibility has been
variable at best (38). A report in 2009 from the Global Campaign for Microbicides cited that in
2005 13.9 million female condoms were available for use, while somewhere between 6-9
billion male condoms were available (39). More recently, efforts have focused on promoting

female condom distribution in certain countries and globally (40-42).

Additionally, there has been limited availability of post-exposure prophylaxis (PEP), a method
in which antiretrovirals (drugs which target and treat retroviruses such as HIV - ARVs) are
administered for a 28-day period to prevent HIV seroconversion following suspected exposure
(43). PEP has been predominantly programmed for post-rape care or occupational exposure
(44,45) in low and middle income countries, largely due to social biases against providing the
medication for unexpected sexual exposure outside of rape. The World Health Organization
(WHO) guidelines, however, recommend broader uses for PEP to cover more general, episodic

cases of suspected exposure resulting from unprotected sex (46,47).

The effect of these social and logistical circumstances is that, until very recently, there have
been only two female-initiated prevention options: PEP and the female condom. Their limited
availability and uptake, combined with the sustained rates of HIV among women, have

demonstrated a clear need to provide more female-initiated and controlled technologies.

1.7 ARV-based prevention and the prevention product pipeline

To broaden the HIV prevention method mix, there have been wide-scale, concerted research
efforts to expand the use of ARVs for prevention purposes (48). Following PEP and the ARV-
based prevention of mother to child transmission (PMTCT)(48), focus initially turned to
developing a topical, or vaginally-based, female controlled product to prevent HIV (49,50).
Products took the shape of vaginally applied microbicide gels, much like lubricants but
requiring larger quantities to be applied. Unfortunately, most of these products showed a

range from no to little efficacy, and in some cases, even harm (51-58). These studies did,
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however, pave the way for further research and provided valuable knowledge around
acceptability of such products. From these studies, the nuanced dimensions of acceptability
including personal, social, political, and environmental, were illuminated from research which
initially had focussed only on product attributes (59). These nuances are explored further in

both Chapters 2 and 4.

One other female initiated product, the diaphragm, was tested for protection against HIV but
did not prove effective in preventing acquisition. Biological reasons are now known to be
attributable to the failure of these, as diaphragms do not provide enough of a barrier to cover
all vaginal tissues which may be exposed to HIV. With regards to the gel, and other ARV-based
products, it has been shown that high drug concentrations in the vaginal tissues of a given
product are needed in order to confer protection (60). This issue combined with the problems
with adherence to the daily gel regimens, have made for ineffective products to protect

against HIV.

Given the high efficacy of PEP and PMTCT, options for oral pre-exposure prophylaxis (PrEP —
described further in the following section) became part of the product development pipeline.
The first study, iPrEX, was conducted among men who have sex with men (MSM) which found
an initial low level of efficacy at 44% (61), however further analyses of high adherence sub-
groups found much higher rates of protection up to 90% compared to placebo (62). This same
sub-study found that with perfect seven-day dosing, protection could be as high as 99% among

MSM.

Additional PrEP studies followed in several countries and among a variety of populations,
including serodiscordant couples and high-risk women. Results from these studies further
confirmed the efficacy of PrEP among those people who took the drugs regularly (63).
However, the two studies conducted exclusively among high risk women did not show efficacy
of the intervention due to lack of adherence (64,65), pointing to the need for further research

around risk assessment and implementation.

Concurrently, clinical trials also investigated the provision of antiretroviral treatment as soon
as someone has an HIV-positive test, rather than waiting for their CD4 count to drop below a
certain level as had previously been the case in most countries. This approach, now termed
‘test and treat’ in most guidelines, has been found to reduce onward transmission of HIV and

has produced better health outcomes (66,67). As a result, the standard of care recommended
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by the World Health Organization (WHO) in 2016 now includes PrEP as an HIV prevention

option and the test and treat approach (68).

Studies to further expand the method mix continue, with recent results from the vaginal
dapivirine ring (ARV-based) product trials with more promising, though still moderate results
(37% and 31% efficacy in protecting against HIV acquisition in the two phase Il studies)
(69,70). The ring and other new and previously tested prevention options are providing the
basis for further research into future stand-alone and multi-purpose technologies. Because of
the significant behaviour requirements to maintain consistent pill taking in the case of oral
PrEP, additional options for modes of preventive ARV delivery are in development. These
include injectables, vaginal rings and films, and co-formulated products (for contraception,
STls, and HIV prevention), which are postulated to promote better uptake as people are able

to make choices which fit best with their lifestyles (71-73).

The history of ARV-based product development is illustrated in Figure 2 which shows more
than 20 years of research consisting of a multitude of studies with dates of results, as well as

when guidelines were released.

Figure 2. An illustration of the last 20 year of ARV-based prevention product development
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Note: Dates and products represent results unless otherwise noted. Data for this timeline were
extracted from several sources (51,54,55,74,75).
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1.8 The case for Oral PrEP

The oral PrEP regimen, as recommended by current guidelines (WHO, US Centers for Disease
Control (CDC), and South Africa), entails taking a daily ARV, dual-drug combination pill
(tenofovir and emtricitabine) and requires three monthly HIV testing to confirm continued HIV-
negative status in PrEP users (68,76,77). Due to this rigorous commitment, it is hypothesized
that highly motivated populations, e.g. those at self-recognised higher risk, will be better
candidates for PrEP than the general population (78). In this context, highly motivated
populations may be defined as people in higher risk environments who also recognise their
own risk, such as sex workers (22,27,79). Modelling studies have also shown that targeting
high HIV incidence populations, even in generalised epidemics, such as sex workers or MSM
should be prioritised where PrEP is likely to have the greatest impact, especially in generalised
epidemics (80,81). Estimations of impact, however, are directly related to the HIV prevention
and treatment programming context within a country. For instance, South Africa and
Swaziland have shown success in the secondary prevention benefits of scaled-up ART
programmes, reducing new infections by treating HIV-infected people thereby preventing
onward transmission (82,83). However, even in these countries, it has been acknowledged by
policy makers that HIV treatment must go hand in hand with all available HIV prevention

options in order to fully control the epidemic (84,85).

Interestingly, despite the considerable interest in preventing and treating HIV among sex work
populations, very few models have been developed specifically for sex workers to examine the
potential impact of PrEP. Those which have been developed have focused on the FSW
population in Hillbrow, an inner-city district of Johannesburg, South Africa, as well as for the
Avahan project in India (86,87). These models mostly explored the impact and cost-
effectiveness of vaginal microbicides within the context of STIs and prevention programming,

however some models are now being adapted to explore strategic PrEP programming.

Although it has been shown that PrEP can significantly reduce the risk of acquiring HIV, its
development and implementation has been a significant source of debate. Concerns have
included risk of generating additional resistance to ARVs, the potential for behavioural
disinhibition, the potential for pill sharing or selling, the difficulty of delivery, ethics relating to
supply and distribution of ARVs, and cost (88,89). These concerns have been voiced over time
in an evolving fashion by certain groups of advocates, researchers, and policy makers, though
these opinions continue to change as new evidence has emerged.
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PrEP represents a new option for HIV prevention which may give key populations such as FSWs
an opportunity to protect themselves beyond male and female condoms, or PEP. PrEP also
relies on the person taking it, and while external factors may influence use, PrEP use does not
necessarily require negotiation, as compared with male condoms for instance. In addition,
PrEP can provide added protection in addition to condoms such as for the uninfected partner
in a serodiscordant couple, or for women who experience repeated episodes of sexual
violence. However, there has been very little concerted research among FSW populations
regarding PrEP use. Some of the efficacy studies, such as FEMPrEP and VOICE (64,65), targeted
women at high risk which inherently included sex workers, however they were not the focus

of the research.

The ability to practically deliver PrEP, in particular among key populations, has been the largest
open question, both in terms of whether people would take it consistently enough to benefit
from its protection and in terms of cost-effectiveness. The two PrEP efficacy trials including
only women and demonstrating lack of efficacy, failed largely due to issues with low
adherence (64,65). However, the qualitative research published following the VOICE and
FEMPrEP studies revealed highly nuanced reasons for lack of use, including: misconceptions
about personal risk, logistical issues attending the clinic, apathy towards research, and
asserted lack of interest in the product but intense interest in the high quality health services
provided by the clinical trial clinics, which were otherwise scarce or completely unavailable
through existing community services (90,91). Some questioned whether oral PrEP would ever
be a viable product for women who, in large numbers in these studies, demonstrated little
interest in consistent PrEP use (92-96). However, it was generally agreed that in the absence
of many prevention choices, the product should be made available following additional

research into the nuanced feedback received from the trials and previous prevention efforts.

1.9 Acceptability, applicability, and the role of Implementation Science

In light of the PrEP adherence issues, as well as the fact that PrEP represented a completely
new modality of HIV prevention, there was a clear need for implementation research in order
to develop best practices for successful delivery. As a result, and as a first step in this direction,
the WHO called for demonstration projects to be conducted in advance of country
programming in order to inform their eventual normative guidelines (97). This call, along with
financial support from funders, pushed implementers to explore not only the mechanics of
delivering PrEP (e.g. the logistics of which clinics, in which settings, using which supply chain
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mechanisms, levels of staff needed, and cost), but also the qualitative perspectives of
providers (98-101) as well as potential users (102,103), the latter of which has provided the
basis for this PhD thesis. To date, this research has been focused largely within in the context
of PrEP provision for MSM as this population was among the first to have access, in particular

in more developed contexts.

The principle or discipline of Implementation Science is defined by the Fogarty International

Center at the United States National Institutes of Health (NIH) as:

“the study of methods to promote the adoption and integration of evidence-based
practices, interventions and policies into routine health care and public health settings.
Implementation research plays an important role in identifying barriers to, and
enablers of, effective global health programming and policymaking, and leveraging
that knowledge to develop evidence-based innovations in effective delivery
approaches.”

The success of rolling out a new intervention, or improving existing ones, is dependent upon
many things: political support from stakeholders including all levels of the health sector,
education and support of providers, capacity of the health system including clinics and the
supply chain, and strategic messaging for health promotion and communication. These are all
overarching, structural aspects of the feasibility of intervention delivery that are critical to

ensuring success.

In terms of the research presented in this PhD, however, exploration of feasibility was included
as it related to the design of the PrEP intervention, and in relation to the applicability and
acceptability of PrEP for FSWs. Specifically, applicability as used throughout this PhD, refers to
the relevance and responsiveness of the intervention to fill the needs of the women taking it
up from more of an external, implementer perspective (or top-down). Acceptability,
intrinsically linked to applicability, concerns a more internal user-centred (or emic (59))
perspective (or bottom-up) of whether a product ‘fits’ within their lives, fills a gap or makes a
valuable addition. It also explores the meaning of the product or intervention to the user.

These two aspects also exist at the core of Implementation Science efforts.

Many strategies in the HIV/AIDS response have centred on top down approaches. For instance,
some campaigns have focused on the dynamics of virus transmission for the purposes of policy

making and national programming, such as “Know Your Epidemic, Know Your Response” (104).
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At the surface, Implementation Science, lays out a process for studying and evaluating
implementation of interventions usually dictating the importance of incorporating policy
makers and providers into the development and dissemination of intervention programming
and often employing a top down approach (105,106). Programme Science is another similar,
evolving approach, which further delineates specific spheres of knowledge and practice to
achieve certain outcomes (107). While widely popular for designing intervention programming
strategies, these approaches do not explicitly seek out the input and perspectives of the target

population on intervention design.

Schools of thought, such as the Diffusion of Innovations Theory, underscore the importance of
including the target population during the conception of product and intervention design
(108). This theory poses a process by which a new idea or innovation is taken up by a
population or culture and incorporated into practice. The theory dictates that diffusion
requires four elements: innovation, communication channels, time, and a social system. It is
heavily dependent on the people within the social system. One of the core tenants of the
theory is that the innovation must grow out of a specific need of the target population, and
solve a perceived problem. Thus, understanding which problem an innovation solves and for

which people, is as important as understanding how the innovation will be disseminated.

The PrEP efficacy trials demonstrated that the product will prevent acquisition of HIV if taken
correctly, but some individuals may not want to take a daily pill to prevent HIV, as suggested in
the failed trials in women. Strategies for promoting and measuring adherence were not clearly
understood as they related to the context of the study populations (109). However, as a new
HIV prevention technology, PrEP represents an opportunity to build an in-depth understanding
of whether it will be taken up and used, by whom, how, and why. To accomplish this task, it is
necessary to engage the target population during the demonstration project stage to identify
individuals who want to use PrEP and explore their perspectives. This engagement will help to
develop an understanding of why the intervention may succeed or fail and can produce
evidence that can be used in scale-up to implement PrEP in a way which is applicable (relevant

and responsive) to their lives.

In this spirit, Implementation Science plays a key role as the principle underpinning the

research described throughout this PhD, in conjunction with the social ecological model

further described in Section 1.11.3.
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1.10 The TAPS Demonstration Project

In response to the call for PrEP implementation research, the Treatment And Prevention for
Sex workers (TAPS) Demonstration Project was designed and implemented in South Africa to
assess the deliverability of PrEP among FSWSs. TAPS was led by the Wits Reproductive Health
and HIV Institute (RHI) based in Johannesburg. The study offered oral PrEP to HIV-uninfected
FSWs as well as early HIV treatment (ART)' to FSWs diagnosed with HIV (with a CD4 count
outside of South African National Department of Health guidelines (NDoH)) in two urban sites
in South Africa (Johannesburg and Pretoria) (110). The protocol for this study has been

published in BMJ Open, and is included in Appendix xiii.

In summary, the success of the demonstration project was evaluated based on the primary
outcome which was the number of FSWs retained in the study at 12 months, with secondary
aims to monitor and assess several outcomes and service delivery factors including: uptake
and adherence, retention over time (3, 6, 12, 18, and 24 months), pregnancy rates, safety, side
effects, patterns of PrEP use, sexual behaviour change, and the use of SMS technology for
adherence support and healthy living®. A large component of the study was the qualitative
research which aimed to understand FSW participation in the project and use of the PrEP and
early ART interventions. A costing study and economic evaluation paired with transmission

modelling were also included to assess cost-effectiveness and impact.

No participation reimbursement was offered, except for the additional qualitative research
which required selected participants to attend the clinic for in-depth interviews (IDls).
Participants were expected to be enrolled in the study for at least 12 months to meet the
minimum follow-up time, however the study ran from March 2015 until July 2017. The study
design and flow, as well as points at which data were collected for this PhD, are shown in
Figures 3 and 4. Figure 5 is a timeline for the entire span of the TAPS project, also included for

publication in the supplementary material (Figure S1) in the paper presented in Chapter 5.

! This was originally called immediate treatment in TAPS, but changed over time with evolving NDoH
guidelines in South Africa. It was later termed early ART, but in the new national programme is now
called test and treat in line with WHO and UNAIDS terminology.

2 SMS reminders have been used in ARV treatment programmes to support adherence (111,112). This
demonstration project incorporates them as a support mechanism for adherence and healthy living.
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Figure 3. TAPS intervention screening and initiation flow
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In Figure 4, red circles are drawn around where data were collected as part of this PhD project.
Quantitative data for exploring characteristics of women taking up PrEP were collected in a
baseline questionnaire just before enrolment. These data, along with the data collected in the
design phase of TAPS (later described in Chapter 3) speak to the more formative elements of
the research. The design phase is illustrated in Figure 5 as the formative research during which
qualitative data were also collected through focus group discussions, and through in-depth
interviews indicated in Figure 4. These data speak to the community and individual

perspectives of acceptability from the user side.
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Figure 4. Clinic and research flow of TAPS
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1.11 PhD Research

As a key population identified by South African policy makers in the national strategic plans,
FSWs in South Africa were a logical starting point for the implementation of PrEP as a new HIV
prevention intervention. However, in order to design an appropriate intervention for delivery
which addresses the needs of this target population, it was necessary to first develop
foundational knowledge of experiences with past interventions. Following that, came the
process of developing a holistic understanding of the women most suited and motivated to use
PrEP within the FSW population, understand how it could fit into their lives in terms of
applicability, and why they might take it up which speaks to the larger notion of acceptability.

This became the overarching purpose of this PhD.

1.11.1. Primary Aim
This thesis explores the real-world applicability and acceptability of oral PrEP in order to inform

intervention design, implementation, and product use for female sex workers in South Africa.

1.11.2. Objectives

1. Explore previous research regarding motivations and barriers to uptake and use of
female-initiated HIV prevention technologies by women in sub-Saharan Africa.

2. Examine the practical and contextual factors that might influence successful design
and implementation of a PrEP intervention for FSWs in South Africa.

3. Examine community-level acceptability of PrEP among FSWs.

4. Describe key demographic characteristics of FSWs who take up and use PrEP in South
Africa.

5. Explore individual perspectives and lived experiences of female sex workers who take

up and use PrEP in the TAPS Demonstration Project.

These objectives will be met via a diverse range of methods including: a systematic review,
exploratory formative research, focus group discussions, descriptive review of quantitative
cohort data, and in-depth interviews. These methods are described in detail in the subsequent
chapters, however a brief summary (including how each method and analysis maps to each

objective) is contained in Table 1.

33



Table 1. PhD Research Objectives, Methods/Analyses, and Papers

Objectives

Methods/Analysis

(Chapter) Papers/Aims

1.

Explore previous research
regarding motivations and
barriers to uptake and use of
female-initiated HIV prevention
products by women in sub-
Saharan Africa.

Systematic review
and analysis in the
form of an adapted
meta-ethnography

(2a) Protocol for a systematic review: understanding the motivations and barriers to uptake and
use of female-initiated, primary biomedical HIV prevention products in sub-Saharan Africa.

Aim: This protocol describes in detail the methods developed and used to conduct an adapted meta-
ethnography on the motivations and barriers to uptake and use of female-initiated, biomedical HIV
prevention products in sub-Saharan Africa.

(2b) Motivations and barriers to uptake and use of female-initiated, biomedical HIV prevention
products in sub-Saharan Africa: an adapted meta-ethnography

Aim: The primary aim is to identify and understand the motivations and barriers affecting uptake and
use of female-initiated, primary biomedical HIV prevention products for women in sub-Saharan
Africa. Findings and recommendations will aim to inform future HIV prevention policy and
programming for women.

2. Examine the practical and Systematic, (3) Designing PrEP and early HIV treatment interventions for implementation among female sex
contextual factors that might iterative formative | workers in South Africa: developing and learning from a formative research process
influence successful design and research and
implementation of a PrEP analysis based ona | Aim: This paper describes the detailed decision making and conduct of formative research
intervention for FSWs in South grounded approach | undertaken to design two new HIV prevention and treatment interventions delivered to female sex
Africa. workers in a demonstration project in South Africa.
3.  Examine community-level Focus group (4) Exploring acceptability of oral PrEP prior to implementation among female sex workers in
acceptability of PrEP among discussions/themat | South Africa
FSWs. ic analysis
Aim: This paper focuses on aspects of PrEP acceptability as a new intervention within the context of
a larger service delivery programme including the simultaneous roll-out of early ART. The aim of this
paper is to explore PrEP acceptability among the FGD participants as future potential users.
4. Describe key characteristics of Baseline survey/ (5) Antiretrovirals for HIV treatment and prevention among female sex workers: results from a
FSWs who take up and use PrEP descriptive analysis | real-world demonstration project
in South Africa.
Aim: This paper presents the final analysis of uptake, retention, and cost results, including
characteristics of women taking up the interventions, adherence and clinical outcomes.
5. Explore individual perspectives In-depth (6) The PrEP Life: female sex workers’ perspectives on uptake and use of daily pre-exposure
and lived experiences of female interviews/themati | prophylaxis for HIV prevention in South Africa
sex workers who take up and use | c analysis

PrEP in the TAPS Demonstration
Project.

Aim: This paper will explore the experiences of taking up and using PrEP among FSWs engaged in
TAPS.
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1.11.3. Underlying thesis framework: the Modified Social Ecological Model

Theoretical models and frameworks have been developed over the years to describe and
understand a multitude of domains relating but not limited to behaviour, individual and social
change, communication, networks, and decision making (90). Models and frameworks can also
be used to organise research around a given topic. For this PhD project, a review of models
and frameworks relating to the HIV epidemic, social dynamics, behaviour change and decision
making was undertaken to devise a means of organizing the thought process and progression

of the research.

Following the review, the Modified Social Ecological Model (MSEM) by Baral et al. was chosen
to serve as the foundation of this PhD research in conjunction with the principles of
Implementation Science. The model was used to situate and guide holistic thinking in
designing each stage of the research, developing the research questions and objectives,
designing the TAPS study, and developing analyses of the data. In this regard, the holistic
nature of considering multiple social and environmental facets was critical in being able to
understand how and why women would engage with the PrEP intervention, in terms of
applicability and acceptability. It also helps to highlight where there might be gaps in
knowledge in relation to intervention development. The model fits within the principles of
Implementation Science to organise data into relevant categories starting from, or ending
with, the individual. These categories span across the domains of practical delivery and user

perspectives which have been the basis of this research.

It is important to note, that the social ecological model is not a theory for change or decision
making, but rather a framework for conceptualizing environments (113), and was used in this
way throughout this research. A slight adaptation of the MSEM was developed for the FSW
context in South Africa as shown in Figure 6. The adaptations include defining the individual at
risk as a FSW, and then incorporate additional specificity in the other spheres in terms of how
they relate to FSWs and their specific risk contexts. One other additional element is HIV

prevention which is illustrated as spanning across all of the spheres.
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Figure 6. PhD Modified Social Ecological Model for FSWs in South Africa
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1.11.4. Thesis narrative and structure

This thesis is presented in research or journal paper style consisting of six research papers
included as methods and results in chapters with chapter specific introductions at the
beginning of each. Each chapter addresses key research questions arising from the PhD

objectives. The research follows a flow of inquiry and learning as shown in Figure 7.

Figure 7. PhD research flow

Chapter 2 Chapter 3 Chapter 4 Chapter 5 Chapter 6
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Previous HIV New PrEP
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design . .
women intervention users

Chapter 2 addresses the question: What are the motivations and barriers to uptake and use of
female-initiated HIV prevention products in sub-Saharan Africa? This was a key question to

address in order to explore the vast literature concerning HIV prevention for women, and to
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establish their perspectives on use. PrEP is the latest in a long line of product research, and
much can be learned for successful implementation by carefully examining reactions and
responses to the products and research that came before. There are two papers in this chapter
aimed at answering this question. Paper 1 is a methods paper in the form of a protocol for the
systematic review conducted as part of this body of work. The protocol presents a novel
methodological approach to an adapted-meta ethnography exploring the motivations and
barriers to uptake and use of female-initiated, primary biomedical HIV prevention technologies
in sub-Saharan Africa. This protocol was published in the BMC journal Systematic Reviews in
2015 (114). Paper 2, is the adapted meta-ethnography itself presenting results of the search
and synthesis of the data which was submitted to BMC Public Health in 2016 and has been

provisionally accepted pending revisions.

Chapter 3 focuses on the question: What are the practical and contextual factors which might
dffect the uptake and use of PrEP among FSWs in South Africa? Also a methods paper, Paper 3
describes the formative research process and lessons learned through an iterative, grounded
approach used in developing the PrEP and early ART interventions developed for the TAPS
Demonstration Project. The details reported in this paper represent the first lessons learned
regarding how and why PrEP might be taken up among FSWs in South Africa, and describes
how the intervention was developed for implementation and evaluation. This paper was
submitted to BMJ Open in July 2017 and is currently awaiting editorial decision following peer

review.

Chapter 4 addresses the question: What are the community-level perceptions of PrEP in terms
of acceptability within the context of imminent implementation among FSWs in South Africa?
Paper 4, an in-depth look at the FSW community perspectives of impending PrEP
implementation, captures women’s perceptions of PrEP immediately before the launch of
TAPS when PreP will first be offered in this population. The FGD results presented in this paper
build on the learning from the systematic review and represent the final piece of the formative
research. This paper was submitted to the Journal of the International AIDS Society (JIAS) in

July 2017.

Chapter 5 addresses the question: What are key characteristics of FSWs who take up and use
PrEP? In addition to wanting to understand women’s uptake and use of PrEP in the
demonstration project, it was also important to understand the characteristics of women

taking it up in this early stage of implementation. Paper 5, which is the primary analysis paper
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for the TAPS project, includes the key demographic and behavioural characteristic results of
the PrEP users in TAPS. This paper was submitted to a special edition on PrEP at PLoS Medicine

in July 2017. Revisions following reviewer comments are under final review with the journal.

Chapter 6 is the final results chapter and addresses the question: What are the perspectives
and lived experiences of FSWs taking up and using PrEP in South Africa? Paper 6, presents an
in-depth view of individual PrEP user perspectives through an analysis of serial in-depth
interviews. These are new PrEP users accessing the product and intervention in a ‘real world’
clinic for the first time, and the analysis of their perspectives builds on the previous work

leading up to this point. This paper will be submitted to Social Science and Medicine.

The thesis concludes with a discussion section including a summary of the key themes and
findings, strengths and limitations, as well as recommendations for policy and practice, and
future research. Note that references will be included separately in each section accordingly,
and that each paper is preceded by an LSHTM Cover Sheet for research papers included in a
research thesis. Where additional description of methods used or background information is
needed beyond what can be included in a research manuscript for publication, this is included

in the chapter introductions.
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2.0 Chapter 2: What do women want? A qualitative meta-exploration
of women’s perspective of female-initiated HIV prevention methods

in sub-Saharan Africa.

2.1 Introduction

This chapter addresses the research question associated with Objective 1 of this PhD: What
are the motivations and barriers to uptake and use of female-initiated HIV prevention products
in sub-Saharan Africa? Before embarking on designing new research on uptake and use of PrEP
among FSWs, it was important to investigate the existing literature on women’s preferences
for and values in relation to HIV prevention methods or products, in particular the ones over
which they could initiate and maintain control. It was a conscious choice not to limit this
review to FSWs only, as first and foremost they are women and share the foundational issues
of women in general. This was an important exercise in order to establish a base of knowledge
around what women wanted out of HIV prevention beyond physical attributes, and delve into

what would influence or deter uptake and use within women’s lives.

This chapter includes a methods paper in the form of a protocol published in BMJ Open in
2015. The protocol paper has been included since it describes in detail the process undertaken
to conduct the systematic review, which included a novel methodological approach combining
an adapted meta-ethnography of data synthesis and a weight of evidence review which
comparatively assessed the papers included in the review. The development of these methods
was supported by a library specialist and an expert in evaluation of literature. Prior to
conducting the review, an informal, systematic review of reviews was conducted to establish
whether any review was previously published. This originally looked for reviews on
determinants of uptake and use of HIV prevention interventions among women in sub-Saharan
Africa, but was expanded to search for qualitative reviews as well. The databases searched
were Health-evidence.ca, Cochrane, Medline, Systematic Review Journal, Database of
Abstracts of Reviews of Effects (DARE), and International Prospective Register of Systematic
Reviews (PROSPERO). The search strategy used in this effort were adapted from validated
search strategies by combining concepts from published systematic review searches and
disease specific searches (1,2). Out of a total of 1515 hits from the six different databases,
there were no papers that matched the topic. Concepts for building a search strategy for the

eventual meta-ethnography were collected through this review and further developed through
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reviewing key qualitative literature and the handful of other meta-ethnographies previously

conducted, which are referenced in more detail in the papers included in this chapter.

The results of these methods are presented in the meta-ethnography paper in this chapter
which explores women’s perceptions of use of a limited array of HIV prevention products.
These results provided the basis of thinking for developing the research tools and direction of
inquiry employed throughout the rest of the PhD. This results paper was accepted for
publication, pending final review of revisions, in BMC Public Health in September 2017,

following a year-long process of review.
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2.3.1 Abstract

Background

Women in sub-Saharan Africa are disproportionately affected by high rates of HIV, yet
relatively few products exist for female-initiated HIV prevention. New ARV-based prevention
options could present opportunities for women to expand their HIV prevention choices,
however acceptability and adherence plays a key role in the effectiveness of these products
and implementation is still in early stages. To better understand which HIV prevention options
might best serve women in sub-Saharan Africa, how and why, this review will explore
gualitative evidence from clinical trials and implementation studies alike using a meta-

ethnographic approach to synthesize data and interpret results.

Methods

This systematic review will use a meta-ethnographic approach to analyse qualitative data
extracted from multiple studies featuring actual use of female-initiated technologies for HIV
prevention. The search strategy will be applied in seven databases and papers will be selected
using strict inclusion and exclusion criteria. The review will closely follow the guidance set
forth by PRISMA and CRD where the guidance applies to qualitative data. Two reviewers will
review all papers during the paper selection phase, with consultation from a third reviewer to
confirm consensus. All papers included in the review will be read and analysed by two
reviewers. The final analysis will be conducted by three primary reviewers with additional

input from all other authors.

Discussion

With new HIV prevention technologies currently in early implementation phases and still more
on the horizon, there is much to learn about how best these products may be delivered. A
review such as this could help to inform the real-world implementation of the next wave of

new HIV prevention technologies such as ARV-based oral pre-exposure prophylaxis (PrEP).
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2.3.2 Background

New HIV infections in sub-Saharan Africa persist at high rates where women, in particular, are
disproportionately affected (4). In South Africa, a survey published by the Human Sciences
Research Council in 2012 estimated the national prevalence rates among women between the
ages of 20 and 49, to be between 17.4% to 31.6% (5). Current methods for HIV prevention
have taken the field only so far, but to further reduce new infections, new options for

prevention are needed.

There are several approaches men and women can take to prevent the acquisition or
transmission of HIV. Currently, these include: the use of male or female condoms; medical
male circumcision; or the use of post-exposure prophylaxis (PEP), an anti-retroviral (ARV) drug
based regimen given after suspected exposure to HIV. The majority of these prevention
options, aside from PEP, are either entirely or partially controlled by men, or their use is
dependent upon male acceptance. Male condoms require mutual agreement for use, and
while the female condom can be initiated by women, it difficult for them to do so covertly.
Additionally, research has suggested that female condoms are often difficult to access, and not
always acceptable or easy to use (6). PEP has typically only been available or accessible for
specific circumstances, such as post-rape care (7), and the limited implementation suggests
there may be significant intervention capacity issues relating to the training and education of
healthcare providers (7,8). The diaphragm has been tested as an option for preventing HIV
infection, and shown to have no effect (9), although efforts have been renewed to revive it as
an option by redesigning the product and adding a microbicide. Studies published in the last 5
years (10,11) indicate that ARV-based HIV treatment has also been shown to have a powerful
secondary prevention effect by the suppression of an infected individual’s viral load, however,
the population-level impact of this will take time and is unlikely to control the epidemic on its

own (12).

A new primary prevention option utilising ARV-based medication has shown significant
promise. Development of a variety of products (including pills, intravaginal microbicide gels,
films and intravaginal rings) has yielded a new first-generation option in the form of a daily pill-
based regimen, called pre-exposure prophylaxis (PrEP). Six recent clinical trials testing oral
PrEP have shown varying levels of overall efficacy (13—-16), from 44% to 75%. At present,
however, the indication is currently only registered in the United States. The varying degrees
of efficacy from the oral PrEP trials can mostly be attributed to adherence, or consistent and
correct use of the products (17). The FEMPrEP trial, consisting only of women, was stopped for
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futility, while the VOICE trial was partially stopped for futility, with the final arm continuing to
a flat result (18,19). These findings have caused researchers and implementers alike to
guestion whether adherence dependent ARV-based prevention options would actually be
effectively taken up by women and make a significant contribution to HIV prevention. Analyses
of qualitative and mixed method research from these trials are underway, along with
additional follow-up studies to better understand why women did not use the products. Two
papers already published on this area have revealed important insights as to the reasons
women did not use the products, including: misaligned incentives for participating in the trials
(money and access to better services); ambivalence about the research resulting in non-use of
the products; a lack of understanding of the need to accurately report actual product use; and
misperceptions of personal risk of HIV (20,21). This has shown that non-use of the products
often had little to do with the products themselves and more to do with contextual issues,
which may mean that oral PrEP could still be a viable prevention option if offered to suitably
motivated users. This perspective is reinforced by recent results from the FACTS001 trial,
which evaluated the efficacy of tenofovir-based intravaginal microbicide gel and established
the gel not to be efficacious in preventing HIV acquisition, largely as a result of complex

behavioural/social factors, as well as possible biological ones (22).

Given the complexities highlighted in the PrEP efficacy trials about delivering and
implementing new prevention options, it is important to understand women’s perspectives
and what factors determine the use of emerging biomedical technologies. This is essential not
only to understand how existing HIV prevention options may be better implemented, but also
to inform the delivery of the next wave of technologies, such as oral PrEP, as well as other new
products further upstream in the development pipeline, such as vaginal rings containing
microbicides and injectables. To date, a number of studies have explored the acceptability of
HIV prevention technologies, including those already licensed for widespread use and those in
development or clinical trial phases, as well as other contextual factors that function as
motivators or barriers to their use. Studies producing qualitative data, like those stemming
from the failed oral PrEP trials, are imperative for understanding what people think, as well as

how and why they make decisions regarding uptake of HIV prevention options.

This systematic literature review will explore, synthesize, interpret and present the key factors
that motivate or deter uptake and use of prevention technologies for women in sub-Saharan
Africa. Such a review can help to inform the development and roll-out of new technologies as

they become available. This review will focus on female-initiated technologies, which are those
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women administer themselves, and can be technologies already available in the market or in
the development phase. Data included in the review will be drawn from studies of actual
product use, rather than hypothetical investigations. Technologies included in the review will
include: PEP, PrEP, vaginal microbicides, the diaphragm and the female condom. While the
diaphragm is not currently an accepted, efficacious method for preventing HIV, the research
conducted around experiences with use will be included in this review as these may provide
transferable insights into other product use. Qualitative research is best suited to the
exploration of personal experience and decision making. Given its focus on the motivations
and barriers to the uptake and use of technologies, the review will focus on the synthesis and

analysis of qualitative data only, utilising a meta-ethnographic approach.

2.3.3 Methods and Design

This is a systematic review using a meta-ethnographic approach to analysis. As such, the
review will include only qualitative data extracted from studies identified through intensive,
systematic searches, and will closely follow the guidance set forth by the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA) Statement and the Centre for
Reviews and Dissemination (CRD). This review has not been registered on PROSPERO as since it
is a review of qualitative evidence it does not qualify. As a result, there is no PROSPERO

number associated with this review.

The primary objective of this review is to identify and understand the motivations and barriers
affecting uptake and use of female-initiated, primary biomedical HIV prevention technologies
for women in sub-Saharan Africa. The review will incorporate the following secondary

objectives:

e To identify types of studies from which data are extracted (e.g. stand-alone
qualitative/social science, implementation or service delivery evaluation, or clinical
trials);

e To describe elements of uptake and use of specified technologies by sub-population
(e.g. female sex workers, victims of rape, or young women);

e To describe factors that influence uptake and use by intervention;

e And to identify priorities for future research.
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Search Strategy

The search strategy incorporates four primary concepts: HIV; uptake and use; qualitative
research; and sub-Saharan Africa. Search strategy concepts have been constructed using an
iterative process. Search terms will be adapted across databases to account for variations in
subject headings. The following databases will be included in the search: Africa-wide Info,
CINAHL, Embase, Global Health, Medline, Psychinfo, and Web of Science. The Medline search
strategy was developed as the primary search strategy template and will be adapted for the

other databases.

Inclusion and Exclusion criteria

Papers will be selected during the screening process using the following inclusion criteria:

e Population: Adult women, age 18 and above

e Intervention: Female-controlled, biomedical — PrEP/microbicides, PEP, female
condom, and diaphragms

e Comparator: Not relevant

e Qutcome: Narrative on the motivations or barriers to HIV prevention uptake and
use

e Study Design: Qualitative studies — interviews or focus groups

e Study type: Studies must be based on primary research where products have been
made available for actual use

e Location: sub-Saharan Africa

Exclusion criteria are as follows:

e Any papers published on research occurring before 2003

e Reviews

e Any studies based on hypothetical or potential use of products not made
immediately available at the time of the research

e Any data not from the women’s point of view as the user

e Any research from the perspective of HIV-positive women

e Any research based on secondary prevention technologies or interventions (e.g.

PMTCT)
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Papers will be excluded from the review if they do not meet all of the criteria above. Papers
will not be excluded according to a quality assessment, per se, but will be evaluated according
to principles and practices as outlined below. There will be no limitation by language, and grey
literature will be included if identified through the database searches or through consultation

with relevant experts.

The concept of experience of actual use is central to this review. As such, we will include data
from studies conducted in both trial and implementation settings. It may be argued that
incentives could be quite different in a trial setting where participants are paid to come to a
clinic as compared to a ‘real-world’ setting where patients come when they feel they need to.
From this perspective, trial participants could be more incentivised to attend the clinic.
However, in the case where new prevention options proven to protect against HIV are
available, the accessibility of the product or intervention may be the incentive to come to the
clinic. Clearly, there are a variety of motivators for engaging in health related behaviour, which
we hope to explore in the context of female-initiated HIV prevention. In this review we
hypothesize that some of the experiences of actually using the products should be similar
regardless of initial motivation. Additionally, some HIV prevention trials were stopped early or
ended with a flat result because of non-use. In this paper, we aim to elucidate the issues
leading to non-use across both the trial and the clinic settings, and hypothesize that reasons
for non-use are likely to be similar. We will also compare between the two setting types to

highlight any differences.

The year 2003 was chosen as the cut off point for selecting papers as it marks the
establishment of PEPFAR and the wide-scale introduction of antiretroviral therapy (ART) for
HIV treatment in Africa. With the introduction of effective medication regimens, general
population views of HIV and the means by which its transmission could be managed began to
change (23).The rollout of ART in Africa significantly changed the approach to the epidemic in
sub-Saharan Africa which, until this time, largely consisted of efforts to promote condom use
and HIV testing with the aim of preventing new infections; this had limited success as people
testing HIV-positive could not access life-saving medication. Although treatment was not
uniformly rolled out simultaneously in all countries in 2003, the launch of PEPFAR and
increased access to ART renewed hope and motivation to prevention efforts and is attributed

to the turn of the epidemic in Africa (24).
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Screening Process

All references will be uploaded into a reference manager database and duplicates removed
before starting the paper selection process. After de-duplication, all papers will be reviewed by
title and abstract according to the inclusion and exclusion criteria by two reviewers. Any
discrepancies between reviewers will be discussed and mediated by a third researcher. Once
papers have been selected by title and abstract, three reviewers will review papers by full-text
according to the inclusion criteria. Decisions regarding inclusion of papers from the same study
will occur through discussion with all three reviewers on a case by case basis. All papers
selected by the reviewers will be discussed by all three reviewers to reach consensus and

confirm inclusion.

Data Extraction, Analysis and Synthesis

This review will be conducted as a meta-ethnography. This process of analysis will follow the
principles set out in Noblit and Hare (25), but will use a form of this method as adapted more
recently by several researchers (26-28). Specifically, this adapted form of meta-ethnographic
synthesis allows for qualitative data collected through methods beyond ethnography, such as
interviews and focus groups, to be combined and interpreted to derive meaning and

understanding of data across different types of studies.

Once papers for inclusion have been finalized after full-text review, reviewers will be assigned
papers for data extraction according to the data extraction tool developed for the review. A
thematic framework will also be constructed through the data extraction phase in an iterative
fashion, with input from all reviewers. A minimum of two reviewers will extract data from each
paper; consensus will be reached with input from the third reviewer on any differences in
extracted data. The thematic framework will be used to build the meta-ethnographic
constructs which comprise three layers: the perspective of the participants, the perspective of
the authors, and the perspectives of the researchers conducting this review. These layers are
often fluid and may overlap where the perspectives of the authors cannot always be divided
from those of the participants, but eventually, these two initial layers lead into the
construction of the final layer in which new understanding can be developed by looking across

all of the data at once.

Quality Assessment
In contrast to quantitative research, there has been considerable debate over how to assess

the quality of qualitative research (29-32). Inherent to qualitative research is a flexible,
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iterative, and pluralistic process which is guided by the context in which it is conducted and by
the research subjects themselves. Several authors have argued that it is not typically an
undertaking easily standardized by checklists, which could actually hinder the creative nature
of the work. Instead, there are accepted practices, or fundamental principles, by which one
can analyse the research (30,33). An approach often adopted is the ‘The weight of evidence
review’, which first establishes elements of good research and those elements are then taken
into account when looking across all of the papers included in a review (34). This enables an
assessment of the quality of the literature so that the review can be judged as a whole, rather
than evaluating individual elements of each paper. In this review, a combination of the
fundamental principles and weight of evidence review may be employed to judge the overall

level of quality of papers included.

Anticipating Limitations and Bias
As with any research study, the authors recognise that there will be limitations to this

particular review.

Some components of the qualitative research included in individual studies may have been
excluded from publication due to limits enforced by the publisher. Often, in-depth descriptions
of methods, and development of the research and process through which it was undertaken,
are left out of the publications, making it difficult to assess quality of the research process and
the awareness of the researchers’ positions within their own research (reflexivity). Inevitably,
these exclusions would affect the potential scope of qualitative evidence available for this

review.

It is possible that some research may be absent altogether from the searchable and published
literature. Research has shown that around 44% of conference abstracts on qualitative
research are translated into papers published in journals - which is about the same rate as for
quantitative research (35). Additionally, while this review will not exclude grey literature, the
constraints of web-based searching and the lack of systematic, online grey literature indexing
means it is difficult to determine whether our search has successfully captured all relevant

grey literature.
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2.3.4 Discussion

This systematic review, using a meta-ethnographic approach for analysis, is the first of its kind
to synthesize qualitative data across a wide and complex body of literature in this subject area.
The ultimate aim of this study is to learn from research already conducted on women’s
experiences of HIV prevention technologies and their motivations to take up and use them
(and barriers to doing so), in order to inform the real-world implementation of the next wave
of new technologies such as oral PrEP. Ultimately, these findings can help with future
programming design, decisions, and research to optimize delivery of existing and new HIV

prevention interventions for women across sub-Saharan Africa.
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2.4.1 Abstract

Background

Women bear a disproportionate burden of HIV throughout the world prompting extensive
research into HIV prevention products for women which has met with varied success. With an
aim of informing future policy and programming, this review examines the barriers and

motivations to the uptake and use of female initiated products in sub-Saharan countries.

Methods

We conducted a systematic review as an adapted meta-ethnography of qualitative data
focused on actual use of products. After deduplication, 10,581 and 3,861 papers in the first
and second round respectively were screened. Following the PRISMA guidance, 22 papers
were selected and synthesized using Malpass’s definitions of first, second, and third order
constructs. First order constructs, consisting of participant data published in the selected
papers, were extracted and categorised by second and third order constructs for analysis. A

weight of evidence review was conducted to compare and assess quality across the papers.

Results

The 22 papers selected span 11 studies in 13 countries. We derived 23 second order constructs
that were translated into seven overarching third order constructs: Sexual Satisfaction, Trust,
Empowerment and Control, Personal Well-being, Product use in the social-cultural
environment, Practical Considerations, Risk Reduction, and Perceptions of Efficacy.
Relationships and trust were seen to be as or more important for product use as efficacy.
These constructs reveal an inherent inter-relationality where decision making around HIV
prevention uptake and use cannot be binary or mono-faceted, but rather conducted on
multiple levels. We developed a framework illustrating the central and proximal natures of
constructs as they relate to the decision-making process surrounding the use of prevention

products.

Conclusions

Health systems, structural, and individual level HIV prevention interventions for women should
adopt a holistic approach. Interventions should attend to the ways in which HIV prevention
products can serve to reduce the likelihood of HIV transmission, as well as help to protect
partnerships, enhance sexual pleasure, and take into account woman’s roles in the social
environment. Stigma, as well as sexuality, is likely to continue to influence product uptake and
use and should be prominently taken into account in large-scale interventions.
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2.4.2 Introduction

Women bear a disproportionate burden of HIV infection across the world, and in particular in
sub-Saharan Africa (1). Until recently, the only readily available HIV prevention options for
women have been male condoms. Female condoms were at one time a promising new option,
however lack of support from international agencies and funders translated into challenges in
delivery and access (2—4). This meant that male condoms have remained the dominant form of
HIV prevention for decades. Additionally, post-exposure prophylaxis (PEP), while proven to be
efficacious in preventing HIV acquisition (5,6), has generally only been available for health

workers and rape victims (7,8).

Advances in HIV prevention research have yielded a new approach: pre-exposure prophylaxis
(PrEP). PrEP is the use of antiretroviral drugs taken orally by people who do not have HIV to
prevent acquisition of the virus. A recent systematic review of oral PrEP including 18 studies
found that “ PrEP use with greater than 70% adherence demonstrated the highest PrEP
effectiveness (RR=0.30, 95% Cl: 0.21-0.45, p<0.001) compared to placebo”, confirming
that oral PrEP will prevent HIV with high rates of efficacy when taken consistently (9). This
review did not include one study completed with people who inject drugs (10), which
found a moderate but significant level of efficacy, nor did it include two microbicide gel®
studies (CAPRISA004 and FACTS001), the results of which together did not prove product
efficacy (11,12). The non-significant levels of efficacy in the two microbicide trials, as well as
the similar results of the VOICE (comparing oral PrEP and microbicide gel) and FEMPrEP (oral
PrEP only) trials were either partially or largely due to poor adherence (13,14), opening up

questions around the ability to take oral PrEP effectively.

Qualitative research conducted as part of these clinical trials has explored reasons for poor
adherence. Reasons range from apathy towards the research itself, dislike of product side
effects, lack of privacy in which to use the products, low risk perception, and access to better
healthcare offered in studies as primary motivation for study participation (15,16). The insights
arising from these studies, conducted primarily in sub-Saharan Africa and India, combined with
lessons learned from past research of other HIV prevention products will provide the field with
further understanding of why and how women take up and use HIV prevention products,

which can inform better implementation.

3 Microbicide gel can also be referred to in the literature as topical PrEP, however, in this review we have kept is as
microbicide gel, or just gel.
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This is a systematic literature review conducted in the form of a meta-ethnography to
synthesize qualitative findings from research on the practical use of HIV prevention products
among populations of women across sub-Saharan Africa. Broadly, our aim is to inform future
policy and programming for HIV prevention products for women going forward, by drawing on
the wealth of information already published from the research conducted in sub-Saharan
Africa. As such, the primary objective of this review is to identify and understand the
motivations and barriers affecting uptake and use of female-initiated, primary biomedical HIV

prevention products for women in sub-Saharan Africa.

2.4.3 Methods

We conducted a systematic review using a meta-ethnographic approach following the
principles set out by Noblit and Hare (17). This approach allows for a sophisticated and robust
manner of synthesis as compared to a typical literature review of qualitative data, and focuses
on interpretation through analysis of constructs rather than summarization of themes (18). For
this review, we conducted an adapted meta-ethnography as defined more recently by several
researchers (19-21), which allows for qualitative data collected through a variety of methods,
such as interviews and focus groups, as well as ethnographies, to be combined and
interpreted. Qualitative data are best placed to answer the questions around how and why
products are utilised effectively, rather than measuring only their uptake or adherence.
Throughout this process, we also employed the guidance set forth by the Preferred Reporting
Iltems for Systematic Reviews and Meta-Analyses (PRISMA) Statement and the Centre for
Reviews and Dissemination (CRD) (22,23). The protocol for this review has been published and

the methods described in more detail (24).

This review was not registered on PROSPERO since reviews of qualitative evidence are not
currently included on the PROSPERO database. Additionally, the original protocol articulated
“female-initiated HIV prevention technologies” in the title, however we chose to change

technologies to products in the final paper.

Search Strategy and Inclusion Criteria

We searched seven databases: Africa-wide Info, CINAHL, Embase, Global Health, Medline,
Psychinfo, and Web of Science. The search strategy comprised four primary concepts: HIV
prevention; uptake and use; qualitative research; and sub-Saharan Africa, which were first

confirmed through iterative pilot searching in Medline, and then adapted for the other
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databases. The first set of searches was conducted in July of 2013, and then again in July of

2015.

Papers were included in the review if they met the following criteria: women aged 18 and
above; data focused on female-initiated products (oral PrEP, microbicide gel, PEP, female
condom, vaginal ring, and diaphragms); included narrative on motivations and/or barriers to
uptake and use of products; qualitative research; located in sub-Saharan Africa; and, research
conducted from 2003 or later. Note that female-initiated product refers to any HIV prevention
product that can be initiated and used exclusively by women without requiring the

involvement or permission of a partner.

Actual experience of product use was central to this review, rather than hypothetical
acceptability studies (e.g. where study participants did not actually have access to products).
Since few studies have been published in ‘real-world’ programme settings, we also included
data from across research settings, both randomized control trial and implementation. While
incentives to participate in research could be quite different to clinic attendance, in this review
we hypothesized that experiences of actual product use should be similar regardless of initial
motivation. Additionally, we have included women’s perspectives on use of the diaphragm and
vaginal microbicide gels, despite the limited efficacy of these products to prevent HIV. At the
time of those studies, efficacy was unknown, and importantly, women’s experiences and
perceptions of use extend beyond efficacy. The interest of this review is to examine the
elements that would make a product feasible and relevant for a woman to use it, and what

those salient elements are across products.

We did not limit our search by language, and we allowed for grey literature to be included,
however none was identified through our searches or through consultation with relevant
subject matter experts. Studies were excluded if they focused only on hypothetical use of
products or represented perspectives from the male point of view, HIV-positive women only,

or secondary prevention products (e.g. Prevention of Mother to Child Transmission).

Screening and Selection Process

All 25,861 references identified through searching were uploaded into the reference software
manager Mendeley. After de-duplication, two reviewers screened all 10,580 papers by title
and abstract according to the inclusion and exclusion criteria. Any discrepancies between

reviewers were discussed and mediated by a third researcher. The papers were identified first
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by title and then by abstract, and were then reviewed in duplicate by three reviewers. There
were several cases of papers published from the same study, however we determined no
overlap of data therefore these papers were all included. The 39 papers identified for
possibility for inclusion were discussed by the three primary reviewers during which some
were eliminated mainly due to inability to isolate female-centred data from male, or due to
the research being conducted before 2003. Finally, 22 papers were selected for analysis. This

process is illustrated in Figure 1.

Analysis and Synthesis

Data were extracted from the papers by two reviewers, then sorted by themes and
incorporated into a construct worksheet. To generate the concepts for our constructs, we
employed Malpass’s definition of the first, second, and third order constructs (25) used
previously by authors of other similar reviews (19,20). First order constructs consist of
participant data published in the selected papers, and were extracted and categorised by
second and third order constructs for analysis. Second order constructs consist of author
perspectives of their manuscript data extracted from the papers, and third order constructs
are thematic categories developed through our analysis. In this regard, our construct
worksheet comprised three meta-ethnographic layers: the perspective of the participants, the
perspective of the paper authors, and the perspectives of the researchers conducting this
review. We then used the process of concept translation, as described by Musheke et al (20),

to arrive at our synthesized third order constructs.

Weight of Evidence Review

We employed a weight of evidence (WoE) review to assess the relative strength of the papers
included in the review. A WoE review, as defined by Gough et al (26), is a process by which
standard elements of research are identified in each paper included in the review, and then
assessed in comparison with one another to judge the overall strength or quality of the papers
(26). The results of our WoE are listed in Table 1. This process uses a systematic approach
similar to the GRADE process used by the World Health Organization (WHO) in assessing the
quality of quantitative studies included in systematic reviews in support of guidelines. Each
paper was assessed in terms of relevance (how directly the paper answered the aim of the
review), appropriateness of study design, and soundness (which equates to the inclusion

criteria for this review).
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Figure 1. PRISMA chart of review process
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Figure 2. Map indicating HIV prevention products for women and sub-Saharan countries featured in the
review papers
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2.4.4 Results

The 22 papers included in the review represent 11 studies (including ancillary research as part
of larger studies) across 13 countries in sub-Saharan Africa, as shown in Figure 2. Since the
review covers studies conducted between 2003 and 2015, more papers describe experiences
using products such as diaphragms and microbicide gels, as compared to more recent products

such as oral PrEP for which few papers have yet been published.

We derived 23 second order constructs that we translated into seven overarching third order
constructs, mapped in Table 2. The results presented here are organised by third order
construct labels. The findings are organised in this way to best illustrate and organise the fluid
and inter-relational nature of the themes, which are illustrated in Figure 3. This is instead of a
more binary presentation which has been characteristic of other such reviews (19,20). It is also
important to note that while this review offers a synthesis of the findings and an overview of
the primary themes present in this diverse literature, it was not possible to capture every

nuance in all of the selected papers.

Weight of Evidence Review

The WoE review found a relatively high level of quality across the body of evidence included in
this adapted meta-ethnography. No one category scored lower than medium. Rather we found
many medium-high and high ratings. Some papers came from ancillary or imbedded trial
research which may not be considered ‘real-world’, and many did not explicitly focus on
answering the overall aim articulated in this review. However, these papers were still included
because they contained data directly responding to the review aim. All of the studies were
conducted with strong, clear methodologies which led us to give the evidence overall a high

rating.
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Table 1. List of papers and Weight of Evidence Review

Appropriaten
. Pub Data Stud . Stud Overall
Authors Title u Product udy Location Pop N udy Theory Soundness ess of study Relevance v N
Year Type Context Dates . Rating
design
Barriers to post
exposure High: though an
) prophylaxis [PEP] Stand- Victims Medium-High: outlier,
Abrahams; et completion after 2010 PEP IDIs alone South Africa of sexual 29 2005 Not . no theoretical High: specifically High
al . 2006 specified .
rape: a South qualitative assault approach standalone discusses
African articulated for qualitative barriers to PEP
qualitative study study research use
Evidence-based
planning of a
randomized ) )
controlled trial Female Medium-High:
Behets, Frieda | on diaphragm Diaphrag Formative, Not Medium-High: | qualitative Medium
MTF;etal use for 2008 ) ) FGDs qualitative Madagascar sex K 266 2004 specified qualitative research -High
prevention of workers research focusing on
sexually Medium-High: within a acceptability,
transmitted no theoretical formative data on
infections approach research motivations and
articulated for activity, mixed | barriers come
study methods through
!ntrav.agm.al Sexually
insertion in active
KwaZulu-Natal: MDP 301 adult March
Gafos, Mitzy; sexual practices Pro2000 IDIs and . 2006 - | Not Medium-High: Medium-High: | Medium-High: Medium
2010 Phase Ill South Africa women/t 136 " . L. o .
etal and preferences gel FGDs RCT rial August | specified no theoretical qualitative qualitative -High
in the context of . 2008 approach research research on
. L participa . s .
microbicide gel nts articulated for within a larger | vaginal
use study trial setting practices
Acceptability and A variation
adherence of a High risk of the
Greene candidate Celulose Phase lll Uganda women/t Feb- socio- High -
Elizabet,h' etal microbicide gel 2010 sulfate IDIs RCT Bfnin ’ rial 30 Aug ecological Medium-High: | specifically High
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Table 2. Second and Third order constructs

Third Order Labels

Second Order Constructs

Summary definition (translation) of the 1st and 2nd order constructs

Sources

Sexual Satisfaction

General Sexual Satisfaction

The use of HIV prevention products like the microbicide gel can
improve sexual satisfaction within the individual, partner, client, and
couple combined.

Gafos et al, 2010; Greene et al,
2010; Montgomery et al, 2010; van
der Straten et al, 2012; Okal 2008

Sexual Performance and
Play

Product use can improve performance allowing the user or individual to
perform better, be hotter, for her partner, and partners or clients can
last longer. There is also the added foreplay of initiating product use
(ex. applying the gel).

Guest et al, 2008; Stadler &
Saethre, 2011; Montgomery et al,
2010; Stadler et al, 2014; Gafos et
al, 2010

Implications of enhanced
satisfaction

Enhanced sexual satisfaction increases trust among some couples, can
promote security in the relationship if male partners find their main
partners more attractive because of improved sex, and the sense of
additional safety from the protection conferred adds to the sexual
satisfaction.

Montgomery et al, 2010; van der
Straten, et al 2014

Lubrication and traditional
vaginal practices

Previous intravaginal cleansing and insertion practices can be replaced
by product use (ex. microbicide), and can improve feeling of sex and
feeling of vaginal, making sex more smooth. This more often improves
sexual satisfaction, but added wetness can also imply promiscuity in
some instances.

Gafos et al, 2010; Greene et al,
2010; Guest 2008; Lees, 2015;
Montgomery et al, 2008; Stadler &
Saethre, 2011; Montgomery et al,
2010; Sahin-Hodoglugil et al, 2011

Trust

Trust or lack of trust in
partner

Product use could be motivated by fear of an unfaithful partner, where
they had been and whether they would use a condom. General trust
that a partner would use a condom properly was also often missing. In
these cases, other HIV prevention products (gel, PrEP, or diaphragm)
could confer added protection and peace of mind.

Sahin-Hodoglugil et al, 2011;
Kacenek et al, 2012; van der straten
et al, 2014; Guest et al, 2008;
Kacenek et al, 2010; Sahin-
Hodoglugil et al, 2011; Mathenjwa
et al, 2012; Lees 1015

Implications of product use
for development and
maintenance of trust

Intimacy and creating and maintaining trust are important in
relationships where other HIV prevention product use could reaffirm
the relationship while condoms carried negative connotations of
distrust, denoting infidelity. However, there was sometimes a worry
that gels or oral PrEP could promote promiscuity, or at least suggest it.

Okal et al, 2008; van der Straten et
al, 2014
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Communication and
Enabling Environments

Partner trust of a product was critical, because the trust in the product
would translate to trust in a partner as well. Communication and
disclosure of product use would improve use of the product, as well as
overall communication in the relationship. If not discussed, or if the
male partner did not trust the product, there was possibility for arguing
and violence.

Montgomery et al, 2008; Stadler &
Saethre, 2011; Montgomery et al,
2010, Greene et al, 2010;
Montgomery et al, 2012;
Montgomery et al, 2014;
Montgomery et al, 2008; Kacanek
et al, 2012; van der straten et al,
2014; Magazi et al, 2014;
Montgomery et al, 2015; Sahin-
Hodoglugil et al, 2011; Stadler et al,
2014

Empowerment and

Self-esteem and personal
agency

Product use had positive effects on personal agency and self-esteem
leading women to feel empowered by the ability to decide to use a
particular product and that there was something they could use
without necessarily needing a male partner's consent. However, in
some cases the product could reduce the sense of personal power if it

Sahin-Hodoglugil et al, 2011; Okal
et al, 2008; van der Straten et al,
2012; Mathenjwa et al, 2012;
Abrahams et al, 2010; van der
Straten 2014; Lees 2015; Stadler &
Saethre, 2011; Kacanek et al, 2012;
Guest et al, 2008; Greene et al,

Control reminded the user of previous trauma. 2010
Power positioning
(Negotiation and control, Male partners could react negatively to women having decision making
Product use and power over product use, clinic attendance, or even knowledge that
engagement in services they did not possess. This could result in anger or violence in the Stadler et al, 2014; Montgomery et
affects power dynamic) household. al, 2015; Montgomery et al, 2012
The use of HIV prevention products was seen as a deliberate action to
promote one's own health and sense of well-being. Products could
strengthen the sense of self and empowerment, as well as prevent
Personal Well- Product use promotes multiple diseases and improve health issues. The physical experience of
being health and well-being side effects could also contribute to the sense of protection from the

products. The engagement in health services in connection with HIV
prevention product use was also a part of seeing oneself as being
healthy and promoting that image to others.

Stadler & Saethre 2011:
Montgomery et al, 2010; Magazi et
al, 2014; van der straten et al, 2014
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Quality of care as
motivation for engaging in
healthcare

The quality of care could motivate or demotivate use of HIV prevention
products, negative or positive attitudes from health worker staff would
transfer to the individual and promote either their sense of good health
or negative feelings towards health.

Van der Straten 2014, Magazi 2014

Social Well-being

Perceived implications of
use (how I'm seen by
others)

People using products can fear what others will think of them as
someone who uses HIV prevention products, largely because of an
association with promiscuous sexual activity

Okal et al, 2008; Gafos et al, 2010

Social construction of
medication and product
use

The use of a medication can symbolise illness for some women and can
challenge their understanding of what it means to be healthy.

van der Straten et al, 2014; van der
Straten et al, 2014; Montgomery et
al, 2015

Conflation of ARVs for
treatment and prevention

Family members, partners or wider community members can mistake
use of ART based PrEP, for ART used to treat HIV infection. This can
lead to stigmatisation of people believed to be HIV positive

van der Straten et al, 2014; Magazi
et al, 2014; Montgomery et al, 2015

Interaction with normative
vaginal practices and
beliefs

The use of vaginal microbicides in some settings compliments locally
normative vaginal practices in helping to cleanse the vagina prior to, or
after, sex. However, the converse was also observed and vaginal
microbicides can be rendered less effectiveness by virtue of cultural
norms relating to vaginal cleansing immediately after sex.

Gafos et al, 2014; Greene et al,
2014; Behets et al, 2008, Stadler &
Saethre, 2011

The role of outsiders

Many of the product trials or demonstration projects have been led
and/or delivered by people perceived as 'outsiders', largely relating to a
perception that originate in the Northern Hemisphere.

van der Straten, 2014; Guest et al,
2010; Montgomery et al, 2010;
Lees, 2015; Montgomery et al, 2014

Practical
Considerations

Accessing and storing
medication

Physically getting to the clinic to pick up medication or product refills
could prove difficult and was an issue in terms of consistent access.
Storing medications was sometimes problematic due to stigma within
the household or among friends, where personal privacy was minimal.

Greene et al, 2010; Magazi et al,
2014; Montgomery et al, 2010; van
der Straten et al, 2014; Abrahams
et al, 2010; Mathenjwa et al, 2012
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Taking and adhering to
medication

Strategies for using products, such as gel within a certain time period or
pills on a daily regimen, could be interrupted by changes in routines or
boredom with use. Perceived or actual side effects were also barriers,
as was the need to use multiple products such as condoms and gel
when wanting to also prevent other STls or pregnancy. If product use or
associated clinic attendance got in the way of livelihood then product
use was also demotivated.

Guest et al, 2010, van der Straten et
al, 2014; van der Straten et al,
2014; Montgomery et al, 2012,

Health service level issues

The health service itself, including waiting times at the clinic, required
frequency of visits in relation to livelihoods, and transport and ability to
get to the clinic could also cause problems in consistent and continued
product use.

Magazi et al, 2014

Product attributes and
acceptability

The ease or difficulty in using a product would directly affect whether a
product could be taken up and used. These included need for privacy or
washing facilities, whether the product stayed where it was supposed
to, ability to transport it inconspicuously, and flexibility around when
sex occurred. Pain or irritation with use was also a demotivator. Ability
to use covertly was positively regarded, even if rarely done.

Okal et al, 2008; Sahin-Hodoglugil
et al, 2011; Montgomery et al,
2012; Greene et al, 2010; Kacanek
et al, 2012; van der Straten et al,
2014; Guest et al, 2010; Behets et
al, 2008; Gafos et al, 2014; Stadler
& Saethre 2011; Guest et al, 2008;
Mathenjwa et al, 2012; van der
Straten et al, 2012

Efficacy and Risk
Reduction

Efficacy for HIV prevention
central concern

Whether or not the product can effectively protect them from
acquiring HIV was a key concern of women engaged with the products
via trials or demonstration projects. Recognition that condoms are not
always sufficient drives interest in new product efficacy.

Lees, 2015; Greene et al, 2010;
Stadler & Saethre 2011; 2014; van
der Straten et al, 2014;
Montgomery et al, 2010

Other (non-HIV) protective
effects

While not necessarily accurate in all instances, some female
participants expressed beliefs that products could protect them from
other STIs or from unwanted pregnancy.

Montgomery et al, 2012; Okal et al,
2008; Mathenjwa et al, 2012; Guest
et al, 2008; Behets et al, 2008
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Perceptions around
combination prevention

While women may not always be using new technologies in isolation,
sometimes a result of concerns for their effectiveness, they were
comforted by a feeling that products could provide an additional layer
of protection should their primary prevention mechanism (usually
condoms) fail.

Sahin-Hodoglugil et al, 2011; Okal,
et al, 2008; Guest et al, 2008;
Kacenek et al, 2012
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Meta-ethnography

Sexual Satisfaction

Constructs of “Sexual Satisfaction” arose in thirteen of the papers we reviewed (27-39). These
second-order constructs included: 1) general sexual satisfaction; 2) sexual performance and
play; 3) implications of enhanced satisfaction; and 4) effects of vaginal lubrication and
traditional vaginal practices. Particularly strong positive feelings were voiced in relation to
vaginal microbicide gels (27,28,32), as a result of the “heat”, or kusisha in isiZulu, created
through use (27). This also occurred in relation to diaphragms where many women reported
increased vaginal tightness (35), or enhanced stimulation when a partner’s penis made contact
with the vaginal ring (33). At the same time, women also reported negative reactions from

some male partners who found the ring to be obstructive during sex (34).

Particularly striking in its primacy was discussion of how product use could form part of sexual
performance and play between couples. Several papers describe how the use of microbicide
gels and diaphragms was integrated into sexual foreplay, such as the product insertion
performed by the male partner (29,37). Vaginal microbicide use was also associated with
increased libido among some women (32,37) and viewed as a means of overcoming sexual
problems, particularly in limiting premature ejaculation by male partners (32,36). A perception
that the microbicide gel could lead to tightening of the vagina meant that, as described in two
papers, male partners would actively request their female partners to use the product to
improve the sexual sensation (27,37). In a similar vein, the potential for product use was often
seen as facilitating discussion and greater sexual intimacy between partners. Sexual pleasure
itself had positive impacts on relationships, improving the performance and play among
couples, but also improving the security of the relationship for some women when their
husbands stopped seeing other women as a result of improved sexual encounters within the

primary relationship (32).

Lubrication played a key role in shaping women’s perceptions of microbicide gel use with the
majority of papers reporting a positive impact that helped to make sex feel more smooth or
comfortable (27-29,31,37,38). Inserting the vaginal microbicide gel mirrored the use of other
substances inserted into the vagina to create a pleasing environment for both themselves and

their male partner (32).
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There are others who insert traditional medicines for her to be enjoyable (during sex) . .
. | used to love things that are inserted that make you enjoyable. . .. Now that | am old
I don’t have that time of going to buy such things. | get help from the gel. (32)

The multiple dimensions of Trust

We found “Trust” to be a particularly strong, complex, and crosscutting construct, either
positively or negatively influencing product uptake and use. From various perspectives, trust
was either built up or broken down by interactions with partners in relation to product use.
Three second-order constructs emerged under this theme including: 1) trust in one’s partner;
2) implications of product use for development and maintenance of trust; and 3)
communication and enabling environments for trust building. These constructs were identified

in 16 of the papers (15,27-38,40-43).

Women'’s lack of trust in their partners was a strong motivator for use of PrEP, female
condoms, microbicide gel, and gel with diaphragm (15,29,30,35). Product use helped ease the
fear of possible infections a man might bring home with him, HIV or otherwise, especially
when it was difficult to insist upon the use of male condoms within the context of a regular

partnership (29,30,35).

Product use also had direct implications for the development and/or maintenance of trust
within the couple. In several instances, women reported that bringing an HIV prevention
product into the home was negatively seen by partners who felt it implied infidelity on their
part or could encourage the woman’s promiscuity, thereby impacting their ability to use the

products (15,34).

Conversely, for many couples, the microbicide gel did not convey the same level of mistrust
that the condom had, making use easier to negotiate (37,38). Communication improved
product use, and product use in turn could improve sexual and relationship communication,
allowing for new dialogues and trust around sex and intimacy. Disclosure of product use, or
lack thereof, also had the potential to influence a woman’s standing in her home and her
relationship, where use could result in violence or dissolution of the relationship, or help to

improve sexual satisfaction and dynamics within a couple (28,32,38,41,43).

Partner support of product use was also a critical factor. Some partners plainly refused to use
any prevention products citing mood, general disapproval, or dislike of added wetness from

microbicide gel use (15,28,30). However, in many instances, men could also be supportive and
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feel they were protected by the product, as well as become involved in supporting their female

partner in use, such as providing transport to clinic appointments (28,35,42,43).

Finally, there was an aspect of trust in the product itself, either negative or positive. Negative
perceptions often manifested from male partner’s disapproval and mistrust in outsiders having
influence on sexual relationships or in the efficacy of the product. On the other hand, some
couples found that a new product with greater efficacy could actually improve trust and
feelings of safety that would motivate use, particularly when they had previously found

effective condom use problematic.

I like using the diaphragm a lot. My partner likes condoms, but he says they are weak.
I also think they are weak [...] [Condoms] burst just like D said. It burst while we were
busy [having sex]...So | sometimes use [the condom], but | trust the diaphragm more.
(35)

Empowerment and Control

The interrelated constructs of “Empowerment and Control” were central to women’s
narratives about how they perceived and used HIV prevention products. Two second-order
constructs were identified under this theme: 1) self-esteem and personal agency; and 2) power
positioning. These constructs emerged from 14 of the review papers (15,28-30,30,31,33—
37,40,41,44).

Some women expressed how products, in particular microbicide gel, vaginal ring, and
diaphragm, gave them a sense of ownership and agency over preventing HIV, but also their
own bodies and health (33—35). They were able to make the decision to use a product, without
a man’s consent or involvement. This was especially valuable when women felt that their
partners would not necessarily agree or were untrustworthy. Participants suggested that
women were responsible for their own health, as this quote notes in relation to the female

condom:

Men cannot be trusted to act in our best interests. He can wear the condom at the start
of the act and then remove it later or he will just tear it. ... So we have to take care of
ourselves by using condoms. (40)

In less common contexts, product use can also affect agency, as described in one paper about
PEP use within the context of post-rape care. In this paper, successful PEP use after cases of

sexual assault was directly related to how the rape was perceived and how the use of PEP
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affected the victim on an emotional level (44). Several women reported that the use of PEP
reminded them of the rape or made them feel like they were HIV positive, leading to negative

associations with the product and demotivated use.

In direct contrast to the generally improved self-agency from product use is the construct of
power positioning which emerged as a barrier to product uptake and use. A key concern in this

regard was a fear of violence should male partners’ discover covert use of the product.

‘I was scared of the conflict it would cause’; ‘if he finds out he is going to be angry’; ‘I
had seen that he didn’t like the gel and | thought if | told him he would fight with me’; ‘|
think he will fight with me for using the gel with him in secret...” (multiple
respondents)(36)

Women had conflicting feelings about product use. Some felt product use could improve their
ability to make choices and negotiate protection, however, this could also pose a threat to

men’s authority and potentially destabilize the relationship (43).

Personal Well-being

“Personal Well-being” arose as an important construct in how women used and engaged with
products. We identified three distinct constructs comprising this theme: 1) product use
promoted health and well-being; 2) attributes of product use indicated the power of
medication and good health; and 3) quality of care was a motivator for engaging in services
and product use. These constructs emerged to varying degrees in five of the review papers

(15,32,37,39,42).

Two of the papers (32,37) explored how a microbicide gel gave women a sense of well-being,
solved multiple health issues, and prevented other diseases or infections. Indeed the power of
the prevention product was seen to have the ability to promote fertility and vaginal

cleanliness, clean the blood, and cure ailments (32).

As a result of continuous use, my pores are now open. My body is no longer stiff and |
don’t get tired any more. | am not unsure about my health anymore. Since | started
using the gel, | am always energetic like somebody who is using drugs. It has even
opened the veins to my kidneys. (37)
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Another paper found that the experience of side effects from ARV-based prevention products
encouraged perceptions of the power of the ARVs working in the body to protect the user

(15,39).

[T]he tablets are also working because they have some reaction on us like some of us
have headaches and become nauseous and stuff like that, so you would believe that
means that these tablets have a certain possibility of reducing the risk of contracting
HIV, you know. (15)

Interaction with a health service, whether within a trial or actual clinic setting, driven by
product use promoted an additional sense of personal well-being in which women could
actively look after their own health and be seen by others as ‘healthy’ (15). Knowledge of one’s
HIV status with regular check-ups could promote a negative status, leading to continued

product use (42).

Additionally, the quality of care during clinic attendance was directly related to motivation for
use in two of the papers (15,42). Women noted the importance of staff demonstrating their
concern and care for their study participants or clinic clients through educational or one-on-
one counselling sessions, in contrast to previous experiences in government public health
clinics where staff were often quick to dismiss interests in new products and/or the feelings of

their patients (42).

Product use in the social-cultural environment

The construct of “Product use in the social-cultural environment” incorporates four second-
order constructs which, combined, represent a significant and sizeable component of the
published evidence on the uptake and use of female controlled HIV prevention products
(15,27,31,34,35,37-39,42,43,45,46). The four constructs include: 1) perceived implications of
use; 2) dominant, setting-specific social construction of medication and product use; 3)
conflation of ARVs for prevention and for treatment; and 4) interaction of products with
normative vaginal practices and beliefs. Cutting across these constructs is the notion of how
women use products within the social-cultural environment and interactions which point to
their need or desire to protect their ‘social well-being’, including their observation of social

norms and values.

Many women were concerned that use of vaginal microbicides, the diaphragm, or oral PrEP
might suggest to others that they are either promiscuous or identified them as a sex worker
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(27,34). Clinic attendance and use of an ARV based technology also caused confusion for the
family and friends of some female participants who struggled to distinguish between ARVs for
treatment and for prevention (15,42,43). The use of ARVs has become synonymous with HIV
infection and, in some instances, sickness (39) and those using ARV-based prevention products
were considered to be ill. As such, the social construction of medication and product use
encapsulates particular beliefs regarding use of medications. Therefore, a woman’s own view
of how she sees herself, and how she is seen by others, may be threatened by the use of a

technology such as PrEP coming in the form of a tablet (42).

Like my family, | explained that | am attending a [PrEP] study but they don’t [believe]
that | am attending a study, they just thinking | am HIV positive and | am hiding it. (15)

The impact of beliefs on uptake and use of new products also extend beyond those that relate
to HIV stigma. Culturally appropriate or common hygiene practices as they relate to use of
prevention products are the focus of several papers within this review (28,37,45,46) and
authors highlight the ways in which cleansing practices, in particular, are an important
dimension of the social self. Hygiene practices, such as using cleansing products, were
reported both as a barrier and an enabler to the effective use and acceptability of vaginal
microbicides. Some women found vaginal microbicides highly acceptable given the existing
cultural norms around intravaginal insertions for cleansing and preparation for sex (28,32).
Partner and social preferences for “dry sex” motivated microbicide use which was seen to have
cleansing effects on the vagina, translating into a reduction of STIs and foul-odours previously
caused by traditional vaginal cleansing products (37). Interestingly, at least in the South African
context, preferences for dry sex seem to actually refer to cleanliness or tightness rather than

the desire for a dry vaginal environment, as presented by Stadler and Saethre (37).

The perception and extent of engagement with a biomedical product was also influenced by
who was delivering the product and whether they were seen as part of the community. Four
studies (15,31,32,47) cite concerns relating to the fact that vaginal microbicides, PrEP or the
diaphragm were delivered by muzungu (white people in Swahili) or people from the northern

hemisphere, and a generic mistrust of foreign medications not common in the local setting.

So | sometimes think what if what my friends are saying is true, as they say ‘what if
they are infecting you with AIDS using that gel? (15)
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In several instances it was male partner mistrust of ‘outsiders’ in their social setting that stood
as a significant barrier to uptake and use of the product as they sought to prevent their female

partners from engaging in use (43).

Efficacy and Risk Reduction

Constructs of perceived and actual efficacy of prevention products, or the potential for risk
reduction, were a significant feature of nine papers (28-30,34,37,40,41,45) and an implicit
dimension of three (31,32,39). Three constructs identified among these papers were 1)
efficacy for HIV prevention as a central concern; 2) other (non-HIV) protective effects; and 3)

perceptions around combination prevention.

The fear of infection was a dominant feature in participants’ narratives (28,31) as was the hope
that new products may succeed in stemming the epidemic where condoms have been
insufficient (37). In several studies, women said that sex was more enjoyable when they felt

protected from HIV, as described in Guest et al:

It is the diaphragm and gel that made us enjoy sex more because there is no virus that
goes inside me or penetrates me. | don't know what he is doing in my absence, and he
doesn't know what | am doing in his absence so we are safe when we are using the
diaphragm. (29)

Female participants were comforted by the additional protection that new prevention
products offered. While they may maintain a desire to utilise male condoms for many sexual
encounters (e.g. to prevent pregnancy or other STls), it was felt that the diaphragm (34,35) or

vaginal microbicides (29) could provide an additional layer of protection from acquiring HIV.

| feel free when the diaphragm inside me in this 6 hours | do simply know that even if it
has happened that a condom burst, no HIV will be passed on to me. It will go back.
(35)

The preference for use of more than one product at a time affording multiple layers of
protection was not uniform. Kacanek et al (2010) highlight the reluctance of women in their
study to use both the diaphragm and condoms simultaneously. However, women did
acknowledge that this was partly born from a desire to understand the effectiveness of the

diaphragm as a preventative HIV transmission method in isolation.
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For female condoms and the diaphragm, women articulated their belief, and feelings of
comfort, that these methods could also protect them from other STIs and unwanted
pregnancy (29,34,40,41,45). The female condom was particularly favoured by women who

had experienced problems with hormonal contraceptive methods (40).

Practical Considerations

Four second-order constructs emerged within the third order construct of “Practical
Considerations”. These included: 1) accessing and storing products, 2) product attributes and
acceptability, 3) ability to effectively take or use the product, and 4) issues relating directly to
health services. These constructs were identified in 17 of the papers (15,28-30,32—-
35,37,39,40,42,44-47).

While all of the studies included in this review report data on actual use of products in
contexts where the products were provided for research purposes, either in trials or clinic
settings, issues around access to the products still arose. This was directly related to women’s
ability to get to the clinic for refills in between scheduled visits. In some cases women just
waited for the their next appointment rather than making an extra trip, or were away from

home due to family obligations (28,42).

Storing the products could also pose problems in settings where there is little privacy in the
home and women feared accidental discovery and potentially negative reactions from
household members or partners (15,32). Some women used the discovery of a product as a

means to establish health status and pride around use:

At first | was putting [the tablets] inside my bag and then | took them out of it and put
them inside my wardrobe but then one of my friends opened my wardrobe. Because
she saw that | was taking the tablets and she didn’t understand why | was taking the
tablets even my partner didn’t understand why | was taking the tablets. So | put the
tablets in open field so that they could understand that | was taking the tablets for the
study and it’s not that | was sick or anything like that. (15)

Attributes of the products themselves could directly influence the ability to use them. With
regard to the diaphragm, users found that it could be problematic to insert or remove it
without privacy or clean facilities in which to wash themselves and the product. Some women
found it painful at first to use, while others appreciated the small size and that it was

inconspicuous enough to fit in a handbag or in a pocket (34,35). The long-acting attribute of
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the vaginal ring contributed to a feeling of flexibility when sex occurred, as well as constant

protection in case of rape (15).

Vaginal lubrication practices also arose under this third order construct from the practical
perspective. After using microbicide gel, women articulated that the use of traditional
lubricants was less preferred owing to their ability to cause foul-smelling odours, whereas the
microbicide gel or the female condom had built-in, clean lubrication which was a strong
motivator for use (28). This built-in lubrication would also prevent pain and tearing of condoms
or vaginal tissues, as well as dryness, which can occur during longer sexual encounters and as
such was preferable to male condoms (29,32,37). The vaginal ring could bring added pleasure

to sex as well where the ring itself would add stimulation to the male partner (40).

Other papers presented discussions of traditional or conventional vaginal practices and how
they might affect the practical and effective use of products (37,45,46). Women spoke of the
“dirt” (or pollution resulting from perceived accumulation of semen, menstrual blood, and
lubricants), either their partner’s or their own, which could get trapped in their vaginas after
sex because of product use (37,46). However, the rinsing of a vaginal microbicide gel or
diaphragm within an hour after vaginal intercourse could significantly negate its effectiveness.
This issue was amplified for female sex workers who felt a need to cleanse their vagina
between clients (45,46). Interestingly, some women felt that using the newer products actually

made them feel cleaner, thus reducing cleansing practices and motivating use.

Side effects, whether real or perceived, were a critical influence on continued use of a product.
Women stated they would use products providing there were no visible side effects which
could alert friends, family, or partners to their use and potentially stigmatise them as being HIV
positive (15). Women expressed fear of using products due to potential or experienced side
effects (15,33,39), while others were able to quickly overcome the side effects and felt happy
to use the product (28). Lack of side effects as experienced with the female condom was a big

motivator for use, especially for those women who had experienced them with other products.

An additional practical consideration centres on the consciousness required for consistent and
correct pill taking, in particular related to oral PrEP. Some women had difficulty remembering
to use the product, such as in the case of oral PrEP, when they were intoxicated, “feeling bored

or lazy, on the go”, or just not used to having to take a pill every day (15,28).
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Finally, issues with health services, even in trial settings, were also factors influencing product
use. Waiting times at the clinic would cause women not to attend and pick up their products,
as did availability of and ability to get transport, and family, community, or work obligations

which disrupted clinic attendance (42).

2.4.5 Discussion

The analysis and synthesis of the data included in this review reveal nuanced personal,
relational, social and cultural factors that women perceive and attempt to manage as they
consider the uptake and use of biomedical HIV prevention products. The factors are far from
binary, in that a given factor can act as either a motivator or deterrent to uptake and use
depending on the individual context. Our analysis led us to identify seven third-order
constructs. Figure 3 illustrates how the third order constructs tend to be situated in terms of
primacy to the decision making process to take up and use HIV prevention products, and how

they can influence each other in this process.

In this manner, the centrality of “Sexual Satisfaction”, “Trust” and “Empowerment & Control”
are emphasised among those constructs that appear more proximal or those that are
functional or pragmatic, but which still play a role in product uptake and use. The inter-
relationality of these constructs, illustrated by the overlapping circles in the centre of the
framework which also connect with the other shapes in Figure 3, is as important as the
individual constructs themselves, as no one construct can be isolated and addressed without
acknowledging the others. In the remainder of this section we use this framework as the basis
for discussing the broader context of the constructs, their meaning and potential impact for
policy and programming.

Figure 3. Conceptual framework of third order constructs influencing HIV prevention product decision-
making for uptake and use among women in SSA.
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Figure 3. Conceptual framework of third order constructs influencing HIV prevention product
decision-making for uptake and use among women in SSA.

- Core Influencing Constructs - Proximal Influencing Constructs - Functional/Pragmatic Influencing Constructs

Core influencing constructs

Improved sexual satisfaction emerged as one of the strongest motivators for using a particular
product, especially in relation to vaginal microbicides and the diaphragm. However, this
construct was typically positioned within a partnership where trust and empowerment
mediated (or were mediated by) enhanced sexual pleasure. Several authors highlighted how
the mere fact that sexual satisfaction for both partners plays such a key role in broader
relationship satisfaction, and that in many respects vaginal microbicides or diaphragm use help
to enhance sexual pleasure, means that this dimension of the product is central to their uptake

and use (29,32).

Improved sexual satisfaction in a relationship can directly lead to improved security between a
couple, where a husband may stop seeing other women and the main partnership therefore
becomes strengthened (32). Product attributes themselves can also contribute to trust, or lack
thereof, in a given product. For instance, the added wetness from a microbicide gel could
denote infidelity in the eyes of a male partner (28,36), especially in contexts where traditional
preferences derived from social norms are for dryer sex. This connotation of lack of fidelity

generates a lack of trust and ultimately demotivated use of the product.

We found that many authors approached their research from the perspective of

empowerment, or control over prevention choices. Women across the research expressed
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how having something that was theirs and/or their choice was important and empowering, but
it was not necessarily the primary motivation for use. This is significant to note in the context
of a global PrEP and vaginal microbicides discourse that often emphasises empowerment of
women as a key component of such products (48-50). While this review demonstrates that
empowerment and control issues still play an important role in the decision to use a new
technology, they do not necessarily feature as the primary factor in women’s’ thinking and

must be considered within individual contexts.

Empowerment could actually be diminished if a partner discovered covert use of a product and
became angry or violent, and fear of these reactions led women either to openly disclose or
discuss use with a partner, or stop use altogether. Some women found that empowerment
through building trust with their partner and strengthening the relationship through open

communication was a positive by-product of introducing new prevention options into the mix.

Proximal influencing constructs
Product use in the social-cultural environment consists of multiple factors pertaining to
interactions between women and their communities, and the social norms generated around

traditional practices and beliefs, denoting women’s sense of ‘social well-being’.

Our analysis revealed the importance to women of meeting both cultural norms and
expectations of vaginal dryness (31) as well as vaginal cleansing (32). This is where women
carefully consider how vaginal microbicide use might impact on good health and the “vaginal
environment” (32), which directly relates to perceptions of well-being in the social-cultural
environment as well as sexual satisfaction within the relationship. Several authors suggest that
in countries or areas where intravaginal insertion prior to sex (e.g. to tighten or dry the vagina)
is commonplace, acceptability of vaginal microbicides — and, therefore, uptake and use — may

be higher than in areas where such practices are less common (28,32).

The construct of personal well-being speaks to the feelings women had about the impact of
products on their health more broadly. Use of products meant not only a continuous process
of engagement with healthcare services, but also a general sense of health and cleanliness. A
further key dimension of this construct was how others might see women as ‘healthy’ by virtue
of their on-going healthcare engagement. This observation actually sits in contrast with other

findings described in some results that suggest women may be the victims of stigma or
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discrimination if others come to believe they are accessing HIV services because they are sick,

conflating services for prevention with those for (HIV positive) treatment.

Functional & pragmatic influencing constructs

Inherent to the construct of efficacy and risk reduction is the process of decision-making.
Women will engage in balancing the potential risk of HIV with the risk to trust her partner, or
the risk to intimacy within a partnership that could be threatened by use of HIV prevention
products. Products that pose added benefits from product attributes, such as clean lubrication
from the female condom or microbicide gel, could outweigh potential issues around distrust or

scepticism around product use.

Several authors stressed that the efficacy of the technology in preventing the transmission of
HIV was absolutely central to its perceived acceptability (28,29,32), as well as its uptake and
use. However, we found that sometimes beliefs about a certain product was as, or more
powerful than the reality. For example, the belief that a product could prevent more than HIV,
that it could ‘cleanse the blood’ or prevent other diseases because of how it made the person
feel when using or taking it, was a strong motivation for use. Similarly, belief that a product
was extremely efficacious as a result of experiencing side effects or a feeling of empowerment

promoted continued use.

In order to make effective use of the products women need to be able to store, be able to
confidently use, and have barrier-free access to healthcare services. Products must also be
developed or formulated in such a way as to be acceptable to women wanting to use them in
the medium or longer term. Vaginal microbicides and the diaphragm, in particular, can be
difficult for women to insert in adequate time prior to sex and concern was also expressed that

their use may interfere with traditional vaginal hygiene practices.

Further reflections on these findings

Since the time that this review was conducted, additional qualitative evidence on perceptions
of female-initiated and controlled HIV prevention products or interventions has emerged,
particularly from trial research around oral PrEP. The HPTN/ADAPT study (51), which
compared daily to intermittent dosing of oral PrEP in a phase Il clinical trial setting, has
recently published qualitative research which further supports and develops the findings in
this paper. In this study, they found nuanced motivations and barriers linked to perceptions of

safety taking PrEP, trust in what PrEP really was and whether it really worked, whether its
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providers were worthy of trust, and a sense of community commitment and dedication with
regards to adopting (or not) the PrEP intervention. The insights related to trust, or lack thereof,
in oral PrEP have been further supported by findings from the VOICE D study (a sub-study of
the main VOICE study on preferences and adherence) where women expressed concerns
around safety and efficacy of PrEP as well as similar community perceptions which affected
their own thinking (52,53). As more data continue to emerge from ongoing trial research as
well as the early PrEP implementation studies which will start to publish results, perceptions
which might create product-specific stigma, distrust, and aversion will be important to
consider when designing messaging and education campaigns. Additionally, it will be
important to ‘arm’ health workers and clinicians providing PrEP will accurate information and

careful training to be able to address rumours head on.

In this review, oral PrEP was discussed less than other products (such as microbicide gels or the
ring) with regard to sexual satisfaction, largely because it lacked tangible attributes that could
contribute to improved pleasure. However, social marketing campaigns have evolved since this
review was conducted that capitalise on the ability of PrEP to remove some of the fear around
sex which can then lead to improve satisfaction or pleasure (54). PrEP and other HIV
prevention products may present a new opportunity to develop discourse around sexual

pleasure even in places traditionally closed to these notions.

Vaginal practices played a key role in much of the research surrounding vaginal products such
as the gel and the ring with regards to traditions and habits of women. Interestingly, the
notion of “dry sex” was revealed in some of the literature to be less about having a dry vaginal
environment, but rather more about the cleanliness of the vagina and “hotness” of the sex.
Regular clinic visits allowed women to be more consistently free of STls, and use of the gel
provided clean lubrication, which most women and their male partners enjoyed. If there is to
be continued pursuit of vaginal HIV prevention products, this line of enquiry may benefit from

further investigation.

Adherence, or the burden of adhering to a specific HIV prevention product regimen, was not a
theme that emerged as prominently as others in this review. However more evidence has
emerged recently about levels of adherence required to ensure efficacy, and findings from
qualitative research may help to shed light on where issues lie in maintaining consistent use.

Oral PrEP in particular requires high levels of adherence to confer adequate protection,
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particularly among women (55,56). This will also be an important consideration for large-scale

PreP implementation as well as for development of new HIV prevention products.

Finally, as the research included in this review comes from studies where participants received
some form of financial reimbursement for participation, and the products were provided free
of charge, it is not possible to determine how perceptions of use may differ in a context where
this was not the case. Future research could examine this further, and potentially use the
findings from this paper to develop surveys to also quantitatively assess motivations and

barriers to use in more ‘real-world’ settings.

Strengths & Limitations

This is the first review paper of its kind to aggregate data from across a large population of
women, from multiple sub-Saharan African countries, relating to a range of female controlled
HIV prevention products. In doing so we have documented the key themes or issues that can
influence their uptake and use and how these overlap according to context and the specific
technology. The systematic review involved searches in all languages, double screening and
double extraction of relevant data from each paper. Our explicit focus on studies where the
product of interest was available, rather than simply the object of theoretical discussion with

women, helps to ensure the findings are grounded in personal experience.

The papers in this review, however, included mostly data gathered in the context of clinical
trials where products were freely given and participants were usually reimbursed for costs
associated with participation (such as transport to and from clinics). The unique environment
and provision of wrap-around counselling and treatment services does not often mirror the
real-world implementation of new products. Nevertheless, regardless of this, the themes that
emerged were common across a wide range of countries, implementation contexts (including
clinical trial and implementation studies), and cultural settings, as well as across the products
themselves, suggesting a relatively robust body of evidence. One crucial consideration,
however, relates to the construct of product use in the social cultural-environment, where
social norms are seen to influence uptake and use of products. As those products found to be
efficacious are rolled out into countries and communities, the extent to which their use is
‘normative’ will also change. This would certainly have affected the data included in this
review as none of the products had been in the field long enough for use to have been

normalised. It is also important to note that while this review of evidence only included
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perspectives from women, it is clear that the perspectives of men influence women'’s choices,

decision making, and effective use.

A further limitation of this analysis is the limited nature of published qualitative research.
Often it is required, for word length purposes, to condense detailed findings to a few
sentences that capture their essence. Understandably, the papers included in this review will
have focused on certain viewpoints, whereas there may be many more data providing

additional nuance, which could contribute valuable insight.

Finally, while it is a strength of this review that we have synthesized qualitative data from
across research contexts, it is also somewhat of a limitation that the contexts were not more
diverse and include more pure implementation research studies. The body of evidence for
understanding the motivations and barriers to uptake and use of female-initiated HIV
prevention products can be further strengthened by more lessons learned and documented

from the field.

2.4.6 Conclusions

This is an exciting time in HIV prevention as new biomedical products are developed and
systems put in place to ensure their effective rollout. Health systems, structural and direct
contact level interventions relating to new products need to take into account more than just
superficial notions of acceptability. Instead, they should focus on a holistic approach including:
aspects of how a product can protect a partnership ( in terms of physical and emotional
health); an awareness of the significance of sexual satisfaction and enjoyment; an
understanding of the social and cultural norms influencing product use; and include efforts to
tackle the continuing stigma associated with HIV. Structural and individual level interventions
aiming to improve uptake and use of those products already available have tended to focus on
practical issues (e.g. access to products and services, ability to use and store products safely,
access to hygienic facilities). These may be perceived as the ‘low hanging fruit’ as issues that
lend themselves to immediate intervention, but they do not necessarily reflect those concerns
that are most central to effective uptake and sustained use of the product from the
perspective of the user. While the reduction of transmission risk is essential for the use of any
of these products, and has justifiably been the focus of international scientific attention, this is
not often the key determining feature of use. Formative research conducted in each setting
prior to the roll out of new product-based interventions will help to ensure that
communications and educational materials are aligned to the local cultural and social norms,
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and take account of both personal concerns and personal values in safer, and enjoyable, sexual

practice.
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3.0 Chapter 3: Methods employed and lessons learned from designing a
PrEP intervention for FSWs in South Africa

3.1. Introduction
Chapter 3 addresses the research question associated with PhD Objective 2: What are the

practical and contextual factors which might affect the uptake and use of PrEP among FSWs in
South Africa? This question was addressed through the experience of conducting formative
research to develop interventions to be implemented and evaluated in the TAPS
Demonstration Project. While this PhD focuses on PrEP, the TAPS project included both PrEP
for HIV-negative women and early ART for HIV-positive women. As discussed in the paper, this
is a direct result of demand voiced during consultations and discussions with sex worker
organizations and sex workers themselves. Since these two interventions were combined and
this paper was written both for sharing learning from the project with a broader audience as
well as for this PhD, it was not possible to separate the two interventions into different papers.
In addition, PrEP cannot be implemented in a vacuum, separate from other clinical and
behavioural interventions, therefore it was important to take into account the wider delivery
environment as well as the sex work context. Indeed, the learning related to the design of both
interventions overlapped and pointed to many synergies which could be capitalised upon in
the project. One in particular, which develops throughout this PhD, is the notion of social
support among HIV-negative and positive women who are all taking pills and often motivated

by similar reasoning. This will be explored in more depth in Chapters 4 and 6.

The paper contained in this chapter describes the method of employing an inductive approach
based on the principles of grounded theory (1) to choose methods and make decisions
concerning intervention design due to the broad original scope of PrEP and early ART
implementation considerations. This methodological approach was used given the many
unknowns regarding PrEP implementation in general, and for FSWs in particular. A range of
methods were considered at the outset (formal surveys, focus group discussions, interviews,
site assessments, consultations), however, it was more appropriate to let the findings elicited
after each step dictate the subsequent methods rather than employ a fixed plan from the
outset. This grounded approach allowed for broad exploration of factors which might either
support or detract from the interventions. These factors are situated within the spheres of the
MSEM pertaining to the interactions with HIV prevention across individual, social, community,
policy and epidemic contexts. This work addresses issues around applicability of PrEP for FSWs,

where relevance and responsiveness are critical in designing the intervention.
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The approach and decisions made relied heavily on systematic and extensive engagement with
stakeholders and experiences during outreach in the field accompanying the existing Sex
Worker Programme staff during health promotion and clinical services. Working through the
existing programme was essential in order to build the TAPS interventions into relevant, or
applicable, options for FSWs to take up and use. This formative research focused primarily on
the applicable or practical components of intervention design and delivery — namely where, in
which contexts, how, and when the interventions should be offered. The final piece of the
formative research took the form of focus group discussions with potential end-users which
will be described in the following chapter. The strength of this research is the systematic way
in which it was undertaken, at the same time relying on a grounded approach to allow for the
data to drive the decisions. Formative research is almost always undertaken before

programme implementation, but rarely reported in detail.

This paper was submitted for publication to BMJ Open in July 2017 and is awaiting an editorial

decision.
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3.3.1. Abstract

Objectives

This paper examines how an inductive approach, based on the principles of grounded theory,
to formative research influenced the design and execution of oral pre-exposure prophylaxis
(PrEP) and early antiretroviral (ART) interventions for female sex workers (FSWs) in South

Africa.

Setting
The formative research was carried out in a variety of locations as dictated by the inductive
approach. These included five sites in and around sex worker clinics, and at stakeholder

offices.

Participants
Participants in this research included stakeholders, experts in the field, and FSWs. Since this
was an evolving, inductive approach to research, numbers of participants were not always

tabulated except in the case of focus group discussions (FGDs).

Results

Results consisted of methods chosen and subsequent data. Five chosen methods were: 1)
stakeholder consultations launching and evolving the research; 2) engagement with FSW
communities and working environments including hotspot mapping and clinic interactions; 3)
site feasibility assessments for site selection; 4) supportive structures development for
retention and adherence; 5) FGDs conducted with FSWs to explore specifics of acceptability.
This process identified implementation barriers, opportunities, and research gaps critical to
intervention design. Two sites were selected in Johannesburg and Pretoria, out of five
considered. The contexts of the two urban sites varied, necessitating adjustments to

intervention implementation.

Conclusions

Using an inductive approach allowed for a wide range of perspectives, defining population
needs and how to best reach them. This research illustrated how similar sex work
environments can vary and how implementation of interventions may not be uniform across
contexts. Lessons learned in details could assist in future project designs and implementation
of new interventions where feasibility, social and cultural factors affecting acceptability must
be considered.
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Strengths and Limitations

This formative research process drew on principles of grounded theory allowing for an
inductive, iterative approach to drive the selection of the most appropriate methods
for gathering a broad spectrum of data aimed at intervention design.

Five components were selected through the research process, providing an array of
data for decision making and intervention design.

This was a systematic approach in five known sex worker sites and final sites were
chosen for their nearer uniformity than for diversity; results may not translate beyond

this study, however lessons learned will be applicable.
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3.3.2. Introduction

Several guidance documents highlight the need for formative research both when preparing
for larger studies and to design the implementation of new public health HIV interventions
(1,2). Formative research includes the assessment of feasibility, reach, acceptability, and need
of populations to strengthen planned uptake and use of interventions. In particular, formative
research aims to ensure the capacity for physical implementation and responsiveness to
cultural, social, economic and physical environments (3-5). However, this phase of work is
frequently not reported and important lessons learned may be lost. This paper describes the
detailed decision making and conduct of formative research undertaken to design two new
HIV prevention and treatment interventions delivered to female sex workers in a

demonstration project in South Africa.

Oral pre-exposure prophylaxis (PrEP) using antiretroviral (ARV) drugs given to an HIV-negative
individual to prevent HIV infection, has been shown to be efficacious in multiple clinical trials
(6). In additional, HIV treatment can be given to HIV-positive people as soon as they are
diagnosed, and together with oral PrEP, is now the standard of care recommended in 2015 by

the World Health Organization (WHO) (7).

Demonstration projects were recommended by the WHO in 2013 to generate evidence to
answer implementation questions around feasibility and acceptability of oral PrEP (8). The call
prioritised research for key populations such as sex workers, who have been shown by
modelling to be ideal candidates for PrEP, especially in combination with early antiretroviral
(ART) treatment for HIV-positive people (9—11). In the previous decade, HIV prevalence among
female sex workers in South Africa was found to be between 46% and 69% (12-14), with

recent research estimating a prevalence of 72% in the greater Johannesburg area (15).

This paper examines and illustrates how a comprehensive and inductive approach to formative
research based on grounded theory (16) informed the design and execution of oral PrEP and
early antiretroviral (ART) interventions for female sex workers in South Africa as part of the
TAPS (Treatment And Prevention for Sex workers) Demonstration Project. The purpose of TAPS
was to demonstrate how these two interventions could be implemented among female sex
workers, and inform national rollout. We explore the approach and process undertaken to
define and carry out the formative research, describe how the results informed the overall
design of the oral PrEP and early ART interventions for TAPS, and reflect on challenges and
successes encountered during the process.
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3.3.3. Methods

Formative research can include an array of methods depending on the final desired outcomes.
For the design of interventions, formative research will include exploring feasibility of
supportive structures and logistics for physical delivery of the intervention, as well as exploring

the acceptability among populations in different contexts (2).

The overall aims of the larger TAPS Demonstration Project were to explore whether FSWs will
take up early ART or PrEP, whether the service delivery mechanism is capable of handling the
increase in resource needs that might be required, and what the implications of the
implementation of these interventions might be, including overall costs should the
interventions be scaled up (17). TAPS is part of the Wits RHI Sex Worker Programme (SWP), a
comprehensive health and well-being programme for sex workers running for over 20 years in

Johannesburg and other provinces in South Africa (18).

While TAPS itself aimed to answer questions of feasibility and acceptability in the actual
delivery of PrEP and early ART for female sex workers, the formative research began with
foundational concepts of feasibility and acceptability in order to design interventions which
could then be evaluated. These concepts addressed questions including: whether there was
initial support from stakeholders to test the implementation of PrEP and early ART; where
could the interventions be delivered, how, and by whom; how to engage with female sex
workers; what was needed to generate demand; what structures should be included to

support delivery; and how did women conceive of acceptability as users of the interventions?

The formative research was conducted between August 2013 and March 2015. An inductive
approach was employed based on the principles of grounded theory (16), where lessons
emerging from the data at each step in the research process dictated decisions and
subsequent steps. A grounded approach was chosen given the wide original scope required to
consider a large range of logistical possibilities (e.g. site locations, adherence support

structures) for the design and implementation of the interventions.

Decision making about which methods, sites, and stakeholders with whom to engage at each
step was guided by feedback from consultations and discussions. Principles from the Good
Participatory Practice Guidelines (GPP) developed by UNAIDS and AVAC were also followed,
promoting multi-level stakeholder engagement as a core component of research (1). In line
with these guidelines, a range of stakeholders were engaged, including sex workers, sex work
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related organizations, and the Department of Health (DoH). Community mobilization and
outreach served to develop awareness around the interventions and generate demand led by
peer educators who were current sex workers. Site assessments were conducted as part of
feasibility which included site visits, and took into account findings from the community
engagement and ‘hot spot’ mapping activities (identifying areas in which multiple sex workers
operate). Additionally, focus group discussions (FGDs) were held with female sex workers at
the final selected sites. Since the development of the methods for this process represents
results in and of themselves, the specifics of how activities were chosen, why, and what was

learned, are detailed as part of the results.

These activities eventually fell into five core methods: consultations, community engagement
and mapping in the field, site assessments, participatory development of supportive structures
and messaging, and FDGs. These methods generated three primary sources of data which
informed the design of the interventions: 1) recorded minutes and reports of meetings with
stakeholders; 2) field notes from engaging with sex worker communities and the environments
within which they work, the process of hotspot mapping, experiences at potential clinic sites,
and through the development of supportive structures; and, 3) transcripts of FGDs. Outcomes
included the final design of the intervention incorporating perspectives of stakeholders
gathered from the data, as well as relevant data collection and monitoring tools and
supportive structures. These data were collected by a combination of researchers, peer

educators, and clinical staff.

Data analysis

Data were continuously collected and analysed based on the inductive approach over 18
months. Field notes, meeting notes, written reports, and FGD transcripts, were reviewed as
activities occurred to identify key themes for further exploration and to define next steps, such
as whether to disqualify a site due to low accessibility of the population or where to spend
more time on community mobilization, education, and hotspot mapping. Site selection and
staff recruitment represented the end of the first major phase of formative research.
Community mobilization was then focused at the selected sites where testing of messaging,
development of supportive systems, and development and testing of potential data collection

tools continued led by clinic staff, peer educators, and potential end users.

FGDs were conducted at each of the final selected sites in multiple languages to suit the

participants and analysed following principles of thematic analysis (19), concentrating on
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themes originating from the FGD guides and those emerging from the discussions. Further

details of the methods and results from the FGDs are presented in a companion paper (20).

3.3.4. Results
Results are presented in five sections according to the chosen methods as products of the
grounded approach. Sections include how and why methods were chosen and undertaken, and

lessons learned influencing the design and execution of the interventions.

The five methods were: 1) stakeholder consultations both launching and iteratively
progressing the research with stakeholder perspectives; 2) community engagement in the field
with sex workers and the environments within which they work including hotspot mapping
and experiences at potential clinic sites; 3) site assessments to determine feasibility of
delivering the interventions in given sites; 4) development of supportive structures to
encourage retention and intervention adherence; 5) FGDs conducted with potential end-users
to explore specifics of acceptability. A diagram of the five methods and the timeline during
which they occurred is shown in Figure 1, illustrating how some activities were continuous and

others discrete.

Figure 1. The formative research process and timeline to design the PrEP and early ART interventions for
TAPS.

Site

Funding
;:;usregori Assessments
Nov2013 Consultations
Supportive
structures
development
FGDs in FIEId
Hillbrow > Observations FGDs

Aug 2014

FGDs in

Pretoria
Nov 2014

SMS’s

complete pp———
Firstppt B>
enrolled Mar2015
in TAPS

PrEP and early ART Interventions

Abbreviations: ppts = participants; SMS = Short Message System; FGDs = Focus Group Discussions
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Stakeholder Consultations

Research began with this activity in order to ascertain stakeholder knowledge of and attitudes
towards PrEP and early ART, as well as attitudes towards sex workers, which denoted initial
levels of acceptability for the interventions in this population. We conducted three community
consultations in 2013 with a total of 81 attendees from sex worker communities and partner
organizations in Hillorow and Ngodwana, where a new sex worker clinic was in the initiation
phase. Additionally, an international consultation of 38 attendees was held in Hillborow in 2013
and included representatives from sex work communities and organizations, funders, UNAIDS
and WHO (21). These consultations allowed for mapping of organizations and individuals to be

included in future consultations and phases of formative research.

Smaller meetings were held with local DoH representatives in Johannesburg, Mpumalanga,
Phongolo, and Pretoria to develop partnerships and support agreements for the TAPS project.
Updates on, and engagement with, the plans for the TAPS interventions continued at quarterly
and other scheduled meetings with local DoH and partners. Parallel meetings were also held

with National DoH and the South African National AIDS Council (SANAC).

Feedback from the consultations pointed to varying degrees of support depending on local
capacity to take on new interventions and scepticism towards the interventions, and
particularly PrEP. Stakeholders affirmed that implementing PrEP and early ART together would
promote synergistic delivery, as well as potentially normalise the use of ARVs in providing
options to both HIV-negative and positive sex workers. However, concerns were voiced about
adherence to PrEP (and sometimes early ART), as well as the potential for reduction in condom
use, increases in risk of resistance to ARVs, and burden on scarce resources. These concerns
indicated where special attention should be focused, such as providing evidence about
possible resistance to PrEP and strategies for and the philosophy around supporting adherence
and condom use, both in early messaging and education for sex workers, implementing and
policy partners, as well as where to focus messaging and monitoring when implementing the

interventions in TAPS.

Sex workers at each potential site, driven largely by peer educators, helped to identify
community organizations to engage for additional perspectives. Stakeholder engagement,
both formal and informal, was tracked using an engagement tracking tool (22) developed by

the HIV prevention advocacy group, AVAC. According to the data recorded in the tool, at least
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20 meetings occurred during this time; however it is not possible to definitively quantify all of

the contact points given that many interactions occurred on an ad hoc basis.

Finally, consultations were also used to identify potential community advisory board (CAB)
members. Meetings were held with individuals expressing interest in participation to inform
them about the study and the CAB. These discussions continued until a CAB with up to 12
members was established. The CAB incorporated representatives from the local police force,
sex worker advocacy organizations, sex workers themselves, and religious organizations. The
CAB became both a result of the formative research and another source of consultation. The
CAB was also a supportive structure for the interventions as members took it upon themselves
to help spread knowledge of the interventions and the TAPS project, as well as lobby for

expansion of the interventions to more sites, populations, and organizations.

Community Engagement and Mapping

Data were also collected through community mobilization activities, accruing organically in
scope and number, as discussions and interactions within the communities pointed to
additional contacts for engagement. Each point of contact presented opportunities for new
consultations and/or locations to conduct outreach. Feedback from the community about
potentially adding PrEP and early treatment as new HIV prevention and treatment options was
collected during peer and clinical staff outreach and workshops, which also aimed to generate

demand for the interventions in the potential demonstration project site communities.

Outreach is a specific set of activities in the sex worker service delivery field undertaken to
educate clients about health, promote condom use, and provide a spectrum of services from
HIV testing and counselling to full clinical services in mobile units in locations accessible to the
population (23). Staff and peer educators from the SWP, in collaboration with TAPS staff and
researchers, conducted outreach as a team to probe the local sex worker populations for any
knowledge or perceptions of PrEP and early ART, as well as start to introduce related
information. This outreach occurred as part of existing programming consisting of health talks,
condom distribution, and mobile clinic services, through which we progressively integrated
education and awareness of PrEP and early ART. As a core feature of the SWP, interventions
were designed around outreach which was identified as a central aspect critical to generating
demand and recruiting participants for TAPS. Through this activity, we noted working hours
and environmental contexts, created hot spot maps to focus recruitment efforts, and learned

about community perspectives of PrEP and early ART.
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Feedback collected during outreach in the form of field notes provided contextual information
as to where and how sex workers operated and how they interacted with health services,
informing viability of given sites. Cursory understanding of the interventions and how they
might be taken up and used, determined which supportive structures would be needed and
how messages would have to define the differences between PrEP and early ART. These

outcomes are described in further sections.

Site assessments and selection

Assessments were conducted in five sites, after eliminating other sites spanning multiple
provinces in the Wits RHI SWP. The five sites featured existing SWP clinics already delivering
ARVs per national guidelines or sites with plans to implement new clinics, interest and support
from the local communities, and potential access to a large group of FSWs in areas where HIV
prevalence was high. This information came from the initial consultations and community
engagement and mapping, as well as internal programme data. The five sites were: Ngodwana
(rural village in Mpumalanga province), Phongolo (rural trucking site in KwaZulu Natal
province), Hillorow (central, inner-city Johannesburg), City Deep (peri-urban trucking site
immediately south of Johannesburg), and the Pretoria central business district (CBD), the latter

three of which were located in Gauteng province.

Narrowing the site selection was a critical step in moving forward with the design of the
interventions. We aimed to select 2-3 sites (according to funding and capacity for oversight)
with the following population criteria: access to a large number of FSWs (>200 according to
early sample size calculations (17)), populations with a relatively balanced proportion of HIV-
negative and HIV-positive women, and accessibility of clinics. Physical feasibility of the clinics
to implement the interventions was assessed through reviews of space, clinical and laboratory
infrastructure, required site permissions and approvals, and supply chain mechanisms. Support
for the interventions was explored with local DoH and sex worker communities, as well as
identification of logistical gaps. Site visits, hot spot mapping, and site assessments were

conducted to determine the feasibility of delivering PrEP and early ART in each of the five sites.

Hot spot mapping was conducted to determine the number of FSWs working near the
potential study sites as well as their working hours. The methods utilized and built on the
results produced by the South African Health Monitoring Study (SAHMS), which drew on

multiple mapping methods including time-location and the “wisdom-of-crowds” (15). This
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activity in combination with prior experience derived through the SWP, revealed that time and
location of sex work is driven by client availability. Peak working hours were recorded in each
site as critical data dictating when women could be free to attend the clinics. Local languages
at each site were also documented so that study materials could be translated and appropriate

staff hired.

Following the site assessments, three sites were eliminated. Ngodwana was eliminated due to
lack of infrastructure and building delays, as well as lack of local support. Although there was
initial interest, the implementation of the interventions potentially conflicted with limited
resources and competing priorities in the area. The rural sex worker community in that
location do not self-identify as sex workers which would have created challenges in being able
to compare formal sex workers who self-identify and those who do not as part of project
evaluation. The prevalence of HIV in Ngodwana was estimated locally to be around 75-80% in a
relatively small village of <300 people mostly made up of sex workers, which also would have

made it difficult to implement PrEP.

City Deep was eliminated due to low clinic attendance, as well as the highly transient nature of
the sex worker populations. Most of the women attending that clinic in arrived in the trucks
coming from all over South Africa as well as neighbouring countries, which would have made
commitment to regular, repeat clinic visits difficult. The Phongolo site, located next to the
Swaziland border, was also eliminated as women tended to move in and out of the town and

were away for as many as three to four months at a time.

Two sites were finally selected: Hillbrow and Pretoria. Hillorow was chosen because of the
long-standing Wits RHI sex worker clinic which maintains strong ties to a large community of
sex workers and their managers (brothel owners, ‘pimps’). At the time, HIV prevalence was
estimated locally at around 50%. The clinic is situated in an area with a high concentration of
brothels and street based locations within walking distance, but also with a number of
surrounding outreach areas in the Johannesburg CBD, Yeoville, Jeppe, and Rosettenville. For
these reasons, this site was considered “low-hanging fruit” for new intervention
implementation, due to the substantial population of women at risk of HIV infection and as a

location with solid community support.

In Pretoria, tailored sex worker services and relationships with the community were new at the

Sediba Hope clinic in the heart of the CBD, however there was strong support from the local
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DoH and expressed need from the sex workers themselves. The newness of such interventions
in the area posed a challenge as to whether PrEP and early ART could be implemented within a

new sex worker clinic in a new setting, and what it would take to do so.

After final site selection, further identifying and understanding the contexts in which the
women worked and lived, as well as their perspectives of those environments, was explored
through more intensive outreach and community engagement to determine, on a granular
level, how the interventions could fit into their lives. Through the existing, long-term work of
the SWP, there was awareness of different types of sex work locales, however the formative
research allowed for a deeper understanding of how these locales affected women’s lives, and

how they might affect their ability to take up and use the interventions.

We assumed three general categories of sex work locales within the two urban settings.
Brothels or hotels usually offer alcohol and entertainment, including combinations of music,
dancing, and bar games. Many are former or existing hotels while others are simply bars with
backrooms. Security protecting sex workers from violent clients is common in these
establishments. Secondly, street-based sex work occurs in high traffic areas where sex workers
pick up clients, and either join them in vehicles or have sex in a nearby location such as an
alley. The third category comprises the “dark places” (lsiZulu: mnyamandawo), informal
locations in empty lots or other uninhabited/unoccupied buildings or areas where sex workers

build rudimentary structures in which to work.

In both cities there is also a fourth, more hidden sex work market found online. Awareness of
the online market was generated through conversations with sex workers during outreach and
through peer educators, some of whom had online pages and knew of others with similar
arrangements. Sex work conducted online usually involves regular clients met through a web-
based connection, where business is conducted out of private spaces (personal homes, private
spaces run by an owner, upscale hotels or clubs). This population was engaged later in the
process as they are less visible to implementers and researchers, and difficult to build

relationships with given their desire for anonymity.

The different types of locales dictated how outreach needed to be conducted in order to
generate demand for the interventions. In brothels it was possible to hold group health talks in
spaces lent by women or brothel managers, but engaging with women on the street or dark

places required time to build trust and a certain level of discretion to avoid unwanted
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attention. Careful planning around space needs (setting up a rented or borrowed space for sex
workers based on the street, or bringing a mobile clinic) was also necessary in these locales.
Similarly, it was not possible to go to a place of work to conduct health talks and recruitment
for participants identified online, rather relationships were developed with one or two women

who could act as advocates for the interventions within their community.

The different risks and benefits for sex workers in each locale type were important to take into
account. In brothels, women are protected by managers, staff, and security. On the street and
“dark places” there is little or no security, unless organised by a pimp or a gang. Stories of
violence and rape were commonly recorded throughout the formative work. Women reported
violent interactions with clients, managers, community members, and often the police. These
interactions highlighted the need for supportive referral structures, including for mental

health, serious injuries, and criminal issues.

Earning ability, directly associated with the type of sex work locale, was identified as an
important aspect of being able to take time off to come to the clinic even for short periods of
time. Sex workers operating in brothels tend to be able to charge higher rates for sex, usually
between R50 and R150 (about 3-10 USD), depending on the status of the brothel and the cost
of room rental incurred by the sex workers. On the street, rates are around R50, and in a dark
place sex can be R20-30 (about 1.30-2 USD). Making less money meant more difficulty in
taking time away from work to attend the clinic for regular PrEP or treatment related

appointments.

Development of supportive structures and messaging

During consultations, a number of stakeholders provided views on possible components to be
incorporated in the intervention design, in particular supportive structures. Mechanisms for
supporting intervention adherence and retention in care were explored, however we decided
only to consider those which could also be incorporated into a national programme. Among
the possibilities were the use of MEMS caps (electronic bottle caps which would count bottle
openings as a proxy for pill withdrawals and thus, adherence), pill counts (as conducted in
clinical trials), and mHealth solutions in the form of short message service (SMS) messages.
After discussing options with DoH partners, it was concluded that SMS as demonstrated by the
ongoing MAMA Connect project (24), could be scaled up in a national programme, whereas

other options would not be feasible.
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A participatory process led by representatives of RHI’s mHealth and Mental Health teams was
undertaken through a series of workshops where themes around healthy living were
developed followed by relevant SMS messages by peer educators. Both male and female sex
worker peer educators worked in groups to create the messages which aimed to encourage
healthy choices and wellness. These messages took into account the importance of avoiding
inadvertent disclosure of HIV status to non-participants, and could still be used by the SWP
after TAPS concluded. This process produced 110 SMS messages which would be sent once a

week in succession to all participants who signed up for the service.

Experiences from early outreach activities directly influenced the messaging employed in each
location, as well as educational materials used as part of supportive structures for generating
demand and promoting awareness of the interventions. Messages focused on defining the
interventions, addressing common myths and concerns around side effects, and providing

information on efficacy and access.

Peer educator and potential user feedback indicated that personal testimonies are highly
valued by women in both locations, so these were included on the informational pamphlets.
Trained peer educators also enrolled in the study were invited to become ambassadors for the
interventions so that they could directly relate their experiences and dispel rumours about side

effects.

Finally, additional supportive structures for the interventions and the women using them
included the CAB, as well as tried and tested referral systems where we could ensure women
would get additional support beyond the scope of our clinics as needed. One result of the
consultations, as well, was the need for holistic sensitivity training around sex work which was
conducted with every staff member, from cleaner to clinician, at both sites. Although a more
passive support mechanism provided by a local community partner organisation, this was

important in ensuring women felt welcome at the clinics.

Focus Group Discussions

FGDs were conducted in the Hillorow and Pretoria CBD sites following site selection as the final
set of activities in the formative research process. The FGDs aimed to test the core
intervention design components for acceptability among potential users within the target
communities. Four FGDs were held in each site with a total of 69 participants. The FGDs

comprised important final steps in informing design as they explored a more focused
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community perspective of intervention acceptability on two main levels. One level consisted of
data concerning logistics and preferences around physical delivery (location, preferred clinic
times, frequency of visits and HIV testing), while the other level included social and structural
level data where elements of stigma and socioeconomic norms (e.g. where the need for
income might supersede health) that might affect uptake and use of PrEP and early ART were
explored. Since this paper is focused on feasibility and early stages of acceptability, the end-

stage formative data from the FGDs are presented in a companion paper (25).

3.3.5. Discussion

In this paper, we have described in detail the formative research process and findings used to
inform the design of the PrEP and early ART interventions implemented in TAPS. The inductive
approach afforded a breadth of information around potential site locations, community and
stakeholder perspectives, including potential barriers to successful implementation, and
nuanced aspects of the urban sex work settings for considering how to ensure the
interventions accomplished reach, accessibility, acceptability, and filled the needs of potential
end-users. This process allowed for rapid and relevant consolidation of lessons learned to

inform adaptations to the planned interventions.

Feasibility played a significant role in early decision making as to whether PrEP and early ART
could be implemented, and acceptability from stakeholders ran in parallel. Questions of
feasibility addressed site capacity, experience in delivering ARVs, experience with and access
to FSWs, site locations related to FSW populations, and existing supply chains. Early
acceptability was determined through consultations and engagement with potential end users
in the community during outreach. Factors influencing feasibility and acceptability would not
have been as comprehensively understood, such as the day to day clinic operation and the
physical contexts and locales of sex work, without repeated site visits and time spent in the
field. Continuous, in-depth interactions with the women themselves allowed the TAPS team to
better understand sex workers’ needs in addition to how interventions reach could be
maximized. Additionally, identifying and addressing potential biases from providers and other
stakeholders in the provision of the interventions was essential to avoid issues with

maintaining permissions and supply chains as well as supportive services.

Generally, it would be expected that sex work populations and industries, with similar urban
contexts and in relative geographical proximity, would be the same in both places and that
interventions could be implemented uniformly in both locations. However, the formative
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research demonstrated just the opposite. While there were some similarities in how women
live and work in terms of the types of locales and spaces, there were also significant
differences. Sex work locales can be similarly categorised in the two cities, but the organization
of these spaces and the make-up of them within Hillorow and Pretoria is quite different in
terms of women’s personal safety and earning capability, for example. This translates into
different sex worker populations and market dynamics and the need for adaptations to
intervention design. Outreach strategies (groups versus one on one discussions) and
messaging channels (word of mouth, top down through brothel owners and pimps, or
developing online contacts) were dictated directly by context and the expressed needs of the

FSWs.

The formative research created awareness for the TAPS team around which stakeholders
needed to be involved and engaged throughout the duration of the project, either through the
CAB or in regular consultations, as well as the contexts in which women worked and lived and
the need to be sensitive around FSW engagement to generate demand for PrEP and early
treatment. Without the formative research, we would not have understood the importance of
some messages over others from the perspectives of sex workers, the dynamics of sex work
locales and their effects on risk and income, nor how flexibility around clinic visit scheduling

would need to be taken into account.

3.3.6. Conclusions

The lessons learned from this formative research process were directly applied to the design
and implementation of the PrEP and early ART interventions delivered through the TAPS
project. The inductive approach afforded the opportunity to adapt and include voices and
perspectives, which might have otherwise been missed, and clarified the needs of the
population as well as how to reach them appropriately. This research illustrated how sex work
environments can vary, even when the settings are very similar, and therefore implementation
of interventions is unlikely to be uniform across contexts. Formative research is critical in
designing interventions, especially in new environments but also in well-known contexts.
Including intensive stakeholder engagement in formative research will help to ensure that

interventions are designed with feasibility and relevance for populations in mind.

131



Declarations

Ethics approval and consent to participate

Formal ethical approval was provided by the Wits Human Ethics Research Committee
(reference number: M131009) for the focus group discussions which included information
testing and community engagement in the field to inform the development of discussion
guides. All documents containing data were saved electronically in central folders with limited
access to relevant project staff. No participant identifiers were included in any of the reports
that were produced. With regard to other formative research elements, no individual data
were collected or reported, and ethical principles of the Helsinki Declaration were strictly

adhered to as part of this iterative and flexible approach.

Availability of data and materials

All data generated or analysed during this study are included in this published article.

Competing interests

The authors have no declarations or conflicts of interest associated with this work.

Funding
This research was in part supported by funds from AIDS Fonds Netherlands (and the Bill and
Melinda Gates Foundation (grant OPP1084416).

Author Contributions

RE developed the research agenda, designed data collection tools, participated in data
collection, wrote and collected field notes, analysed the data, and drafted the paper. IM
participated in data collection and analysed data. NM and MS participated in data collection.

All authors reviewed and contributed to the paper.

Acknowledgements
We would like to thank the many women who participated in this formative research as well as
the stakeholders and staff who engaged in helping us design the PrEP and early ART

interventions for the TAPS Demonstration Project.

132



3.3.7. References

1.

10.

UNAIDS. Good participatory practice: Guidelines for biomedical HIV prevention trials
[Internet]. 2011 [cited 2016 Sep 28]. Available from:
http://www.unaids.org/en/resources/documents/2011/20110629 _JC1853_GPP_Guideline
s_2011%200K

Tolley EE, Ulin PR, Mack N, Succop SM, Robinson ET. Qualitative Methods in Public Health:
A Field Guide for Applied Research. John Wiley & Sons; 2016. 480 p.

Milat AJ, King L, Bauman AE, Redman S. The concept of scalability: increasing the scale and
potential adoption of health promotion interventions into policy and practice. Health

Promot Int. 2013 Sep 1;28(3):285-98.

Milat AJ, Bauman A, Redman S. Narrative review of models and success factors for scaling

up public health interventions. Implement Sci. 2015;10:113.

World Health Organization. Scaling up projects and initiatives for better health: from
concepts to practice [Internet]. 2016 [cited 2017 Apr 17]. Available from:
http://www.euro.who.int/__data/assets/pdf_file/0004/318982/Scaling-up-reports-

projects-concepts-practice.pdf

Fonner VA, Dalglish SL, Kennedy CE, Baggaley R, O’Reilly KR, Koechlin FM, et al.
Effectiveness and safety of oral HIV preexposure prophylaxis for all populations. AIDS Lond

Engl. 2016 Jul 31;30(12):1973-83.

World Health Organization. WHO | Guideline on when to start antiretroviral therapy and
on pre-exposure prophylaxis for HIV [Internet]. 2015 [cited 2015 Oct 28]. Available from:

http://www.who.int/hiv/pub/guidelines/earlyrelease-arv/en/

World Health Organization. PrEP demonstration projects: A framework for country level

protocol development. A draft for review and discussion. 2013.

Cremin |, Alsallag R, Dybul M, Piot P, Garnett G, Hallett TB. The new role of antiretrovirals
in combination HIV prevention: a mathematical modelling analysis. AIDS. 2013

Jan;27(3):447-58.

Gomez GB, Borquez A, Case KK, Wheelock A, Vassall A, Hankins C. The Cost and Impact of
Scaling Up Pre-exposure Prophylaxis for HIV Prevention: A Systematic Review of Cost-

Effectiveness Modelling Studies. PLoS Med. 2013 Mar 12;10(3):e1001401.
133



11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Hallett TB. Priorities across the continuum of care: modelling the impact of interventions

on mortality and HIV transmission. In Vancouver, Canada; 2015.

Rees H, Beksinska ME, Dickson-Tetteh K, Ballard RC, Htun Y. Commercial sex workers in

Johannesburg: risk behaviour and HIV status. South Afr J Sci. 2000 Jun;96:283—4.

Williams BG, Taljaard D, Campbell CM, Gouws E, Ndhlovu L, Van Dam J, et al. Changing
patterns of knowledge, reported behaviour and sexually transmitted infections in a South

African gold mining community. AIDS Lond Engl. 2003 Sep 26;17(14):2099-107.

Ramjee G, Karim SS, Sturm AW. Sexually transmitted infections among sex workers in

KwaZulu-Natal, South Africa. Sex Transm Dis. 1998 Aug;25(7):346-9.

UCSF, Anova Health Institute, Wits RHI. South African Health Monitoring Survey (SAHMS):
An Integrated Biological and Behavioural Survey among Female Sex Workers, South Africa

2013 —2014. San Francisco: UCSF; 2015.

The Discovery of Grounded Theory; Strategies for Qualitative... : Nursing Research
[Internet]. [cited 2014 Jun 2]. Available from:
http://journals.lww.com/nursingresearchonline/Fulltext/1968/07000/The_Discovery_of _

Grounded_Theory__Strategies_for.14.aspx

Gomez GB, Eakle R, Mbogua J, Akpomiemie G, Venter WDF, Rees H. Treatment And
Prevention for female Sex workers in South Africa: protocol for the TAPS Demonstration

Project. BMJ Open. 2016 Sep 1;6(9):e011595.

Sibanyoni M. Sex in the Cities: Comprehensive healthcare for sex workers. In 2015.
Available from:
http://www.saaids.co.za/Presentations2/Wednesday%2010%20June%202015/Hall%206/S
etellite%20session%2014h00_Wits%20RHI/pdf/SWMC%20SAAIDS%20Presentation.pdf

Braun V, Clarke V. Using thematic analysis in psychology. Qual Res Psychol. 2006
Jan;3(2):77-101.

Eakle R, Manthata G, Stadler J, Mbogua J, Sibanyoni M, Venter WDF, et al. Preparing for
PrEP & Immediate Treatment: Focus Group Discussions in Advance of a Demonstration
Project in South Africa. In Cape Town, South Africa; 2014 [cited 2016 Jun 22]. Available
from: http://online.liebertpub.com/doi/full/10.1089/aid.2014.5606.abstract

134



21.

22.

23.

24.

25.

UNAIDS. Sex workers’ hopes and fears for HIV pre-exposure prophylaxis:
recommendations from a UNAIDS consultation meeting. Johannesburg, South Africa: Wits

RHI; 2014.

AVAC. Engagement For Impact - Home [Internet]. [cited 2017 May 4]. Available from:

https://www.engagementforimpact.org/toolkit/

World Health Organization, United Nations Population Fund, Joint United Nations
Programme on HIV/AIDS, Global Network, of Sex Work Projects, The World Bank.
Implementing comprehensive HIV/STI programmes with sex workers: practical approaches

from collaborative interventions. Geneva: World Health Organization; 2013.

Coleman J, Bohlin KC, Thorson A, Black V, Mechael P, Mangxaba J, et al. Effectiveness of an
SMS-based maternal mHealth intervention to improve clinical outcomes of HIV-positive

pregnant women. AIDS Care. 2017 Jan 20;1-8.

Robyn Eakle, Adam Bourne, Judie Mbogua, Nyaradzo Mutanha, Helen Rees. Exploring
acceptability of PrEP and early treatment among female sex workers in advance of the

TAPS Demonstration Project. submission under review;

135



4.0 Chapter 4: FSW community perspectives on the impending

implementation of PrEP in their local sex worker clinics

4.1. Introduction

Chapter 4 addresses the research question associated with PhD Objective 3: What are the
community-level perceptions of PrEP in terms of acceptability within the context of imminent
implementation among FSWs in South Africa? Following the practical learning and decision
making around intervention design during the formative research presented in Chapter 3, in-
depth focus group discussions (FGDs) were undertaken to gain insight into the perspectives of
women on the uptake and use of both PrEP and early ART immediately before the launch of
implementation through the TAPS Demonstration Project. The paper in this chapter focuses
only on the FSW perspectives on PrEP, however, given that it was relatively unknown in this
context as compared with early ART. Perspectives of both HIV-negative and HIV-positive
women, who were combined in the groups, were included to illustrate some of the overlap in
thinking and how inclusive research, implementation and related messaging may better

support delivery of new interventions.

Overall, there was significant positivity around PrEP among the women in the groups, and
excitement about both PrEP and early ART led them to leave their names on waiting lists to be
called when TAPS officially launched. In this way, these groups served as an additional means
for early community engagement and education around both interventions where the women
who participated in the FGDs could take information back to their friends and colleagues to

help spark interest in the interventions.

This work builds on the previous chapter’s research which focused heavily on ensuring the
applicability of the PrEP intervention was aligned with the needs of FSWs in the chosen sites
and contexts. The FGDs then allowed for a narrower focus on the concentrated community
perceptions of applicability and acceptability of PrEP (and early ART) as it was to be delivered
to them through these local sex worker clinics. These insights helped to situate the impending
implementation within the spheres illustrated in the MSEM framework from the community
perspective, which is inherently made up of individuals and their experiences, as well as

interactions across the social, community, policy, and epidemic domains.
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This paper is under review at the Journal of the International AIDS Society, and is one of the
first to report FSW perspectives of impending PrEP implementation. It is important to note
that these FGDs produced an incredibly rich set of data and at least one further paper is
planned to combine FSW views on PrEP and early ART within the context of health service

delivery.

The information and consent forms as well as the FGD guide are attached in Appendices vii and

viii.
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4.2.1. Abstract

Background

Female sex workers (FSWSs) are at high-risk for HIV acquisition in South Africa, where the
advent of new HIV prevention and treatment interventions represent the potential to
significantly impact the epidemic. This paper focuses on aspects of PrEP acceptability as a new
intervention within the context of a larger service delivery programme including the
simultaneous roll-out of early ART. This paper explores PrEP acceptability among the FGD

participants as future potential users.

Methods

FGDs were conducted in two clinic-based sites in Johannesburg and Pretoria. They aimed to
explore community-level, multi-dimensional acceptability of PrEP within the context of
imminent implementation alongside early ART in the TAPS Demonstration Project. Sex worker
peer educators recruited participants from varying sex work locales. Facilitation was in English
with adaptation by facilitators into local languages as needed. Transcripts were translated and

transcribed into English. Thematic analysis was used to analyse the data.

Results

Four FGDs were conducted in each site for a total of eight FDGs and 69 participants.
Demographics were largely similar across the sites. Overall, there was strong acceptability of
PrEP among participants and positive anticipation for the imminent delivery of PrEP in the local
sex worker clinics. Themes arising from the discussions exploring aspects of PrEP acceptability
included: awareness and understanding of PrEP; PrEP motivations including choice, control,
and vulnerability, managing PrEP risks and worries; and, de-stigmatising and empowering PrEP
delivery. Participant discussions and recommendations highlighted the importance of
developing clear education and messaging to accurately convey the concept of PrEP, and

intervention integration into supportive and tailored services.

Conclusions

Through the course of these FGDs, PrEP became a positive and highly anticipated prevention
option among the FSWs participants who endorsed implementation in their communities.
Effective integration of PrEP into existing services will include comprehensive health

programming where ART is also available, appropriate messaging, and support.
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4.2.2. Introduction

Female sex workers (FSWs) are at high-risk for HIV acquisition in South Africa, with a recent
study reporting a prevalence of 72% in the greater Johannesburg area, and 40% and 54% in
Cape Town and Durban respectively (1). The advent and success in clinical trials of oral pre-
exposure prophylaxis (PrEP) for HIV prevention (2), and test and treat (also ‘early ART’) for HIV
treatment (3,4), represent the potential to significantly impact the epidemic. As a result, these
two interventions have become part of the standard of care set out by the World Health

Organization (WHO) in 2015 (5).

As countries move towards implementation and scale-up, formative research on the feasibility
and acceptability of integrating PrEP and test and treat into local and national programmes is
progressing, in particular for target populations (6). However, little has yet been published in
low and middle-income country settings about community perspectives on the acceptability
these interventions in a context where they are soon to be implemented. The acceptability of,
and willingness to engage with, an intervention is central to its development, roll-out and
scale-up, and understanding how it is may be perceived by target populations can help counter

or mitigate unintended consequences or potential barriers (7,8).

Dimensions of acceptability contributing to successful uptake and use can include personal
preferences around ease of use and product attributes; social factors including stigma from
partners, family, and friends, and social norms; interactions with medical facilities and service
delivery mechanisms; the policy and regulatory landscape; and the context of the HIV epidemic
itself (9,10). Some of these elements were explored in previous PrEP and vaginal microbicide
efficacy trials, though they more often focused on product attributes (11). Following these
qualitative findings, however, a holistic, multi-dimensional approach to acceptability was

considered to be critical to promote effective use during scale-up (12).

Given that the transition to PrEP implementation is recent, the multiple dimensions of
acceptability are yet to be fully understood as drug-based prevention is unfamiliar to the wider
public. Additionally, service providers’ experience with rolling out ART programmes, and the
delivery of contraception to prevent unwanted pregnancies, could provide a basis for
understanding PrEP where services would be similar, but motivations to take the medication

would differ in prevention versus treatment.
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In this paper, we present findings from focus group discussions (FGDs) that sought to inform
the design of oral PrEP and (then called) early ART interventions for FSWs in Johannesburg and
Pretoria for implementation in the Treatment And Prevention for Sex workers (TAPS)
Demonstration Project. The findings presented here arose in the context of impending PrEP
provision, where at the time of data collection, the role and potential of PrEP had not yet been
normalised by government guidelines and national regulatory approval. This paper focuses on
aspects of PrEP acceptability as a new intervention within the context of a larger service
delivery programme including the simultaneous roll-out of early ART. The aim of this paper is

to explore PrEP acceptability among the FGD participants as future potential users.

4.2.3. Methods

FGDs were conducted in two clinic-based settings in Johannesburg and Pretoria between July
and December 2014. They aimed to explore community-level acceptability of PrEP and early
ART interventions with a view to learn how this could influence uptake and use in TAPS. A
holistic, multi-dimensional approach to acceptability was employed, including perspectives

from both HIV-negative and HIV-positive women on both interventions.

Initial topics for discussion were developed based on the results of an adapted meta-
ethnography of women’s experiences of uptake and use of biomedical HIV prevention
products across sub-Saharan Africa (9,13), as well as the Modified Social Ecological Model
(MSEM) designed by Baral et al (14). Discussions encouraged community-level narratives of
women’s lives and experiences with their work and health services; perceptions of optimal
prevention and treatment delivery; knowledge, attitudes, and perceptions of health and well-
being, and of PrEP and early ART specifically; acceptability of and commitment to increased,
frequent clinical monitoring and HIV testing; and identifying overall motivations and barriers to

accessing services, and in particular, PrEP as the newest intervention.

Sex worker peer educators recruited women through their work/social networks from varying
sex work locales (brothels, streets, and other informal areas) aiming to gather diverse
perspectives from different working and living environments. Discussions were facilitated
primarily in English with adaptation by facilitators and staff note takers into local languages as

needed. FGDs lasted between one and a half and two hours.
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Analysis

Transcripts for each of the FGDs were translated and transcribed into English, then uploaded
into NVIVO (version 10.0, Burlington MA). Analysis followed principles of Braun and Clarke’s
thematic analysis (15) beginning with a set of questions building from themes derived from the
discussion guide based on the MSEM but we remained open to new lines of enquiry as they
emerged from the data in an inductive manner. The coding framework was devised by the
primary author with support from two other researchers, and all transcripts were coded in
duplicate by two researchers. Inter-coder reliability was not a focus of the analysis, rather
coding choices were discussed throughout and at the end of the coding process to resolve any

differences.

Ethical Considerations
All participants provided their informed consent and pseudonyms to protect identities,
indicated in this paper as colours. This study was reviewed and approved by the Wits Human

Research Ethics Committee (reference number: M131009).

4.2.4. Results
Participant Demographics
Four FGDs were conducted in each site for a total of eight FDGs and 69 participants. Key

demographic characteristics are displayed in Table 1.
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Table 1. Demographic characteristics of FGD participants.

Hillbrow Pretoria

Characteristics n=39 n=30 Total
Age
20-29 8 15 23
30-44 26 12 38
A5+ 5 3 8
Relationship status
Single 35 24 59
Married or steady partner 1 2 3
Divorced or separated 2 2 4
Widowed 1 2 3
Education
No School 0 2 2
Primary 3 1 4
Grade 8-12 35 25 60
Higher 1 2 3
Place of Birth*
Gauteng 7 13 20
Other SA Provinces 22 6 28
Other Countries 10 10 20
Place of Residence (by area)
Hillbrow 20 20
Greater Johannesburg 19 3 22
Pretoria CBD 15 15
Greater Pretoria 10 10
Brits (Northwest Province) 2 2

Note: Other SA provinces =Free State, Eastern Cape, KwaZulu-

Natal, Limpopo, Mpumalanga; Other Countries =Zimbabwe,
Moza mbique, Lesotho; GreaterJohannesburg =Central Business

District (CBD), Soweto, Yeoville, Berea, Ekurhuleni; Greater
Pretoria =Soshanguve, Mamelodi, Atteridgeville

*1 participant did not list place ofbirthin Pretoria

Participants were not asked to disclose their HIV status, however most participants did so of
their own volition during the discussions. From their disclosures we estimate about 50-75% of
the participants were HIV-positive, which is similar to the estimated prevalence in the greater

Johannesburg area (1), and to what was observed in Pretoria during outreach and HIV testing

during formative work.

While there was relative diversity among the FGD participants, themes arising from the
discussions did not differ across the groups. To qualitatively assess overall aspects of PrEP
acceptability, we review the thematic findings here in terms of: awareness and understanding
of PrEP; PrEP motivations including choice, control, and vulnerability, managing PrEP risks and

worries; and, de-stigmatising and empowering PrEP delivery. Quotes from participants are
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labelled with their chosen colour pseudonyms, abbreviation of site location
(JHB=Johannesburg; PTA= Pretoria), and FGD number.

Awareness and understanding of PrEP

Prior awareness of PrEP was explored within the context of existing or known HIV prevention
options. Most of the discussion centred on male and female condoms, however some women
acknowledged male circumcision and prevention of mother to child transmission (PMTCT), and
some had heard of, or participated in, studies involving the vaginal gel and ring. Aside from
condoms, post-exposure prophylaxis (PEP) was most often discussed, along with STI
treatments and/or the morning after pill for unwanted pregnancies. “If you do sleep with a
client and a condom gets broken .... everybody decides to drink that pill. But it’s just for
cleaning, we know it doesn’t prevent HIV” (Brown, PTA 3). Considering PrEP within the context
of other previously known options, or lack thereof, allowed women to recognise and interpret

PrEP as a potential choice for prevention.

Prior to a detailed description of PrEP within the FGDs, awareness was low. Initial
understanding of PrEP was usually reached by equating it with contraception. “Okay meaning
that people who are going to take this tablet they must be very careful because a pill for
preventing, it’s very risky, because once you forget .... like on birth control pills, it’s very risky
...” (Red, PTA 4). Alternatively, the concept of PrEP was further assimilated through prior

knowledge and experience with HIV testing and ART.

Questions relating to awareness and understanding of PrEP frequently resulted in discussions
about what type of woman could and should use PrEP, or who would make a “good PrEP
taker”. There was universal understanding of motivations to take PrEP for HIV-negative
women, however it was the need for a certain degree of commitment which the participants

focused on:

“She has to take care for herself ...., so she must behave like a person who prevents
when she is avoiding to fall pregnant. But she shouldn’t be like when someone prevents
and they skip a pill and they would say ‘aggh even if | forgot to take my pill nothing will
happen to me’. So with PrEP she must continue using it every day” (Green, PTA 4).

PrEP motivations: choice, control, and vulnerability
An awareness of the high prevalence of HIV among FSWs in their communities underscored

the need for more prevention options to safeguard those who were still HIV-negative. “The
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methods are very limited. .... The only method that we know so far is to use a condom, and.... it

can burst anytime” (Brown, JHB 1).

These sentiments laid the groundwork for seemingly universal approval and anticipation of
PrEP, which FGD facilitators indicated would be imminently offered in the clinics in their
locality:

“People are dying outside of HIV. And HIV is spreading so fast .... At least people who
are still negative will have a chance to stay negative.... So the spreading of HIV will get
limited. Then as time goes by the HIV rate will go down .... | don’t want my daughter to
go through what | am going through now.” (Brown, JHB 1).

All of the women immediately saw the benefit of having PrEP in the body, especially given that
condoms often burst or were removed. “PrEP is good because it’s good because it stays in your
blood” (Red, PTA 3). As sex workers, participants reported how they frequently found
themselves in vulnerable positions with clients, which could be hard to anticipate or plan for.
In such circumstances, PrEP could be invaluable in protecting women from HIV where they
would have personal control over one method of protection. “Even with a client in your own
house, they can throw away the condom, strangle you and leave you helpless because you do

not want to use a condom. And do as they please with you” (Purple, JHB1).

Experiences of sexual violence were frequently reported (unprompted) within groups, and
were seen as particularly motivating for PrEP uptake and use. “Another thing, as a sex worker,
there is no one here who say they not been gilwa (treated badly). Maybe they even, some of us
we have even been ganged raped. So | believe we have to test continuously, time and again”

(Brown, JHB 1).

Finally, in their own recognition that the primary HIV risk for FSWs came from their main
partners rather than clients, many participants reflected on the utility of PrEP in protecting

them in the likely event that their partner was also having sex with other women:

“Even if she says, that boyfriend, she loves him, there are many hotels. He doesn’t have
her only. The other hotels there are many he’s got another girlfriend, the other hotel,
he’s got another. And he’s been sleeping with them without that condom” (Red, JHB1).

Such sentiment informed a belief expressed by many that PrEP should be made available to all

women, rather than just FSWs. “Yes | also agree with them that the entire woman should use
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PreEP who are HIV-negative because again they also don’t know who their husbands are

sleeping with” (Brown, PTA, 4).

Managing PrEP risks and worries

While the potential to reduce HIV transmission was keenly recognised and appreciated,
women were also acutely aware of a range of other risks in their sexual, social and personal
environments that might influence their willingness to use PrEP. These would, they felt,

require careful consideration and management.

A primary concern related to the potential discontinuation of condom use in the context of
PrEP, and the implications of this for acquisition of other sexually transmitted infections (STls)

or unwanted pregnancies:

“But what | think, neh, if they are going to use these PrEP pills they have to teach
people well, that they must use condoms. Make them to be aware of what is going to
happen because of, if they say ok you can keep on drinking these pills they will start
forgetting to use condoms and start to sleep around without. That’s why they’re
scared, that many teenagers of South Africa, they will have plenty of babies” (Red, JHB
1).

All of the women agreed that PrEP could not take the place of condoms, and that the two
should go together in order to prevent other STIs and unwanted pregnancies, especially since
most of the women acknowledged not using other modes of contraception. This perception
reflected a general sense that PrEP would serve as useful backup when condoms failed, rather

than being seen as the primary prevention strategy.

The risk of potential non-adherence, and thus diminished PrEP effectiveness, was commonly
expressed. Many participants felt that some women may not be sufficiently motivated to take
a pill every day, especially when they were not feeling unwell. This experience was reflected by

some in the group who disclosed their HIV-positive status:

“It’s difficult to support somebody who’s not sick and say she must take medication
especially every day. At the clinic they will always check and tell you that your viral load
is high, but you will tell yourself that there is no need to take that medication, rather
take drugs and you will be ok” (Brown, PTA 3).
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Additional worries around adherence included substance use (alcohol and illicit drugs) and the
potential for forgetting to take a daily pill. “.... those who are using drugs, they won’t be able to
take PrEP every day because they will forget under the influence of drugs” (Brown, PTA, 3).
However, there was also discussion about how lessons learned in ART adherence among HIV-
positive women could help improve adherence among those taking PrEP, such as aligning pill

taking with television shows, using phone alarms, and coming up with strategies to keep pills

on hand such as in secret bra compartments.

Importantly, the discussion of substance use raised questions about whether PrEP could be
taken even when someone knew they would be drinking or using other substances during the
course of the day. “So this PrEP it’s not for HIV-positive, so | want to ask something, is there
somewhere where it says don’t smoke, don’t drink ....?” (Grey, PTA 4). Explaining that using
alcohol or other drugs would not diminish the preventive effects of PrEP was met with

approval from the participants.

The perception of potential side effects, especially given knowledge of ART side effects from

existing drugs on the market, was seen as a likely major barrier to uptake:

“Yes, maybe they will come for counselling first before they take the PrEP right, and
then they tell them about the side effects and then a person gets scared of it and say,
my goodness no, you know what these side effects are going to do to me, ‘they will
make me sick, they will make me throw up, | will die’ you see that kind of thing, or you
will be paining” (Red, JHB 4).

Interestingly, as a result, participants felt it would be important to ensure clear messaging

around potential side effects and their duration was central to in the promotion of PrEP.

Perhaps less common were concerns that focused more on logistical and social aspects outside

of the women’s control, such as the pills being stolen outside clinics:

“They know that this one has come to fetch her pills, they steal them from you, you get
hurt. They know that they are going to use the pills as drugs. You know that you will be
mugged, they hold you up they stab you, what do you do? You are now not killed
because of your AIDS but for your pills” (Purple, JHB 1).

De-stigmatising and empowering PrEP delivery
The need for supportive, non-judgmental services tailored to sex workers was universally

stated. “It is right that such a clinic is there. .... having such a clinic will make people not shy to
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go to the clinic. They can speak freely, because the clinic is ours” (Black, JHB 4). Indeed, positive
interactions in the clinic would motivate women to return: “...when a clinic treats you well,
you return to it, but if they don’t treat you properly you don’t return” (Red, JHB 2). Including
PrEP as part of this type of service delivery environment was considered paramount to

successful implementation.

Additionally, having PreEP offered alongside early ART was considered important in
destigmatizing interventions. Stress and panic, especially in environments where HIV
prevalence was so high, was widespread, therefore many of the women felt that PrEP
presented an opportunity to “de-stress”. HIV-negative women felt that with PrEP becoming
positive wasn’t necessarily inevitable, and HIV-positives felt that having additional protection

in the community might result in fewer infections.

The need for social support, often initially voiced by women with ART experiences, was
identified universally as a valued component of pill-taking and a way to help ensure

commitment:

“If you get somebody who supports you in what you are doing it’'s much more easier for
you to continue than when they don’t have anybody next to you. Like a person like my
sister is my biggest supporter. Immediately when | found out | am positive that’s the
first person I told.” (Purple, JHB 1).

Finally, flexibility in service delivery was underscored as critical for a successful PrEP
intervention. This stemmed from not having much time to go to the clinic due to having to
work long hours to pay rent, as well as having become habituated to mobile services in the

case of the Johannesburg groups:

“I don’t pay rent. | do business to feed myself. The other’s on the streets they are
staying in flats .... they need [money] for rent that’s why they work the whole night. So
we are different in that, you who is staying in a hotel, you don’t have time to come to
clinic, you are waiting for a mobile clinic to come, you understand?” (Green, JHB 1).

4.2.5. Discussion

Our findings indicate strong acceptability of PrEP among FSWs in the two communities and
positive anticipation for the imminent delivery of PrEP in the local sex worker clinics. FGD
participants in turn provided useful insights into how uptake and use could be ensured by this

most-at-risk population in South Africa. These centred on developing clear education and
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messaging to accurately convey the concept of PrEP, and intervention integration into

supportive and tailored services.

Fitting PrEP within existing knowledge of ART and PEP, while equating it with contraception as
a prevention modality, was an effective and naturally developed education strategy among
participants. Indeed, this has also been true among researchers (16). In addition, experiences
with early ART or PEP can translate to PrEP, such as taking medication every day even while
feeling well. Discussions in these FGDs suggested that HIV-negative and positive women could
represent valuable support systems, a strategy which was successfully used in another study in
Zimbabwe (17), and may prove useful for normalizing and implementing the two interventions

in scale-up.

There is limited previously published qualitative research regarding PrEP acceptability
specifically among FSWs in sub-Saharan Africa. Most microbicide trials targeted women at high
risk, which included but did not focus on sex workers (18-22), aside from some of the
nonoxynol-9 vaginal gel studies (23,24). One study on intermittent PrEP in Kenya included men
who have sex with men (MSM) and FSWs (25), however, only five FSWs were included and
results were not disaggregated. Lenses into PrEP acceptability among sex workers have been
made available through research with people who use drugs, such as one Canadian study
which found that engaging in sex work was in itself a motivation to take up PrEP (26). While
limited in scope, findings from these studies, have pointed to values and perspectives around
PrEP particular to FSWs’ work and roles as women. This also manifested in this study where
the key motivation for use was having an additional layer of protection, and personal control,
to safeguard against the unpredictable, such as sexual violence at work or lack of condom use
with main partners having an unknown status with whom condom use was seen as untrusting
or unloving. These dimensions are different than what has been articulated by MSM who have
been more concerned with (lack of) accurate risk perception and stigma within their social
circles (27), suggesting the need to carefully consider differences in population perspectives

when planning to rollout PrEP.

Of particular note were the participants’ worries and concerns in our study about the broader
effects of PrEP and potential for misuse and misinterpretation. Their recognition, combined
with the same awareness among other current and existing users in other parts of the world
(27-29), should come as a reassurance to those with apprehensions that the introduction of

PrEP could be mismanaged leading to declines in condom use (30).

151



Finally, data from our study suggest that normalisation may be an important factor when
considering PrEP roll-out. There was overall agreement that all women, and even men, should
have access to PrEP, and that PrEP should be combined with early ART in the same clinic. The
notion of stress around HIV infection was a strong recurring theme, relating to individual
disease burden as well as stigma, where a strategy around normalization of both PrEP and
early ART could play an important role. The articulation of the stress of HIV and stigmatization
of pill taking, points as well to the need to include HIV-positive individuals in the discussion, to

garner their perspectives and longer-term commitment to pill taking.

The main limitation in this research is the snowball sampling used to recruit participants which
may have resulted in enrolment of more informed or vocal women and/or women who have
been continuously involved in sex worker programme outreach activities. However, this was
less the case in Pretoria where services had not previously existed. Additionally, the FGDs
included only FSWs and took place only in two urban areas, which may limit generalizability to
other populations and contexts. The theoretical nature of the FGDs, where actual use was

imminent but not yet in place, may not translate into subsequent uptake of PrEP.

4.2.6. Conclusion

Through the course of these FGDs, PrEP became a positive and highly anticipated prevention
option among the FSWSs participants who endorsed implementation in their communities.
Participants shared important insights and interpretations of acceptability for consideration in
implementation. Integrating PrEP into existing services as part of a comprehensive health
programme where ART is also available, was seen as a best practice, as long as attention is

paid to ensuring the appropriate messaging and support are included.
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5.0 Chapter 5: Who used PrEP in the TAPS Demonstration Project?

5.1. Introduction

Chapter 5 addresses the research question associated with PhD Objective 4: What are key
characteristics of FSWs who take up and use PrEP? This was an important question to address
in order to develop a picture of the women taking up PrEP, beyond their personal stories and
qualitative perspectives which will be presented in Chapter 6. The aim of examining
characteristics was to describe women who wanted, and were clearly motivated, to take up
PrEP. These data are relevant both to the applicability and acceptability of PrEP as they
illustrate the more profiles of women who took up PrEP when offered, without any other

motivation aside from access to PrEP and the clinic.

Each HIV-negative participant enrolled in TAPS, and therefore taking up PrEP, completed an
extensive baseline demographic and behaviour questionnaire, however it was not possible to
report on every variable in the primary analysis paper upon which this chapter is based.
Instead, key characteristics were identified from the literature, including: age, relationship
status, country of origin, level of education, and workplace. Several other papers have
provided evidence on the importance of these variables in understanding risk profiles of FSWs
(1-5). The one variable not as prevalent in this referenced research is the country of origin.
This was important to include in the analysis of key characteristics due to the high volumes of
women from neighbouring southern African countries who are often even more marginalised
than their South African counterparts as targets of xenophobia. These variables illustrate
individual characteristics which interact mostly with the social and sexual networks sphere of

the MSEM framework.

At the risk of repetition, the results presented in this chapter which are salient to this PhD are

highlighted here.

e The majority of FSW participants were between ages 21-30, married, had or lived with
a steady partner, completed some or all secondary education, worked in brothels, and
were born in Zimbabwe.

e Women consistently reported high condom use with clients and low condom use with
main partners.

e Women had higher rates of STls at baseline than during the rest of the study.
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Interestingly, the descriptive analysis of these variables combined with the analysis of
behavioural characteristics, including condom use with different partners and STI rates,
suggest that FSWs who were at a self-recognised high risk of HIV infection took up PrEP. These
findings, combined with the perspectives on PrEP use collected from a selection of the women
in the study presented in Chapter 6, make for a compelling story of self-selection and risk

perception which may be, key in driving interest in PrEP.

A more in-depth regression analysis is planned using the larger demographic and behaviour
data set and linked to the self-reported adherence data as well as the results of PrEP drug level
analyses which are currently pending. This analysis will aim to look at correlates of PrEP use
over time, as well as correlates of uptake as compared to those who screened but did not
enrol in TAPS. Depending on the availability and comparability of the data sets, we may also
conduct comparative analyses with Wits RHI’s larger Sex Worker Programme clinic data. There
is also a mathematical modelling activity underway which will examine in more detail the
potential impact and cost-effectiveness of PrEP in this population. These additional

components, however, are beyond the scope of this PhD.

The information and consent forms for the main TAPS research which are included in Appendix
ix. The baseline demographic and behaviour survey for TAPS from which the key characteristics
were derived is attached in Appendix x. STI data were aggregated from the clinical records.
Note that supplemental material was only included as it relates to this PhD and will be

included after the paper references.

This paper has been submitted to PLoS Medicine and is pending editorial review of final

revisions.
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5.3.1. Abstract

Background

Operational research is required to design delivery of pre-exposure prophylaxis (PrEP) and
early antiretroviral treatment (early ART). This paper presents the primary analysis of
programmatic data, as well as demographic, behavioral, and clinical data from the TAPS
Demonstration Project which offered both interventions to female sex workers (FSWs) in two

urban clinic sites in South Africa.

Methods and Findings

The TAPS study was conducted between March 2015 and June 2017, with the enrolment
period ending in July 2016. TAPS was a prospective, observational cohort study with two arms
delivered in existing service settings: 1) PrEP as part of combination prevention for HIV-
negative FSWs, and 2) early ART for HIV-positive FSWs. The main outcome was programme
retention at 12 months of follow up. Of the 947 FSWs initially seen in clinic, 692 were HIV
tested. HIV prevalence was 49%. Among those returning to clinic after HIV testing and clinical
screening, 93% were confirmed clinically eligible for PrEP (n=224/241), and 41% (n=110/270)
had CD4 counts within NDoH initiation guidelines at assessment. 93% of those remaining were
eligible for early ART (n=148/160). From those eligible, 98% (n=219/224) and 94% (n=139/148)
took up PrEP and early ART, respectively. At baseline, the majority of women were married or
had a stead partner, worked in brothels, and were born in Zimbabwe. Of those enrolled, 22%
on PrEP (n=49/219) and 60% on early ART (n=83/139) were seen at 12 months, while we
observed high rates of loss to follow up 71% (n=156/219) and 30% (n=42/139) in the PrEP and
early ART arm, respectively. Little change over time was reported in consistent condom use or
the number of sexual partners in the last seven days, with high levels of consistent condom use
with clients and low use with main partners in both study arms. There were no
seroconversions on PrEP and seven virological failures on early ART among women remaining
in the study. Reported adherence to PrEP varied from 70 to 85%, whereas over 90% of
participants reported taking pills daily while on early ART. Provider-side costs were also
collected and analysed. The total cost of service delivery was approximately $126 for PrEP and
S406 for early ART per person-year. The main limitations include lack of comparison arm not
included due to ethical considerations, clinical trial requirements imposed when PrEP was not
approved through the regulatory system which could have affected uptake, and the timing of
implementation of the national sex worker programme which could have also affected uptake

and retention.
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Conclusion

PrEP and early ART services can be implemented within FSWs routine services in high

prevalence, urban settings. We observed good uptake for both PrEP and early ART, however

retention rates for PrEP were low. Retention rates were standard for early ART compared to

current standard of care. While the cost of the interventions is higher than previously

published, there is potential for cost reduction at scale. The TAPS demonstration project

results provided the basis for the first government PrEP and early ART guidelines and the roll

out of a national sex worker plan in South Africa.

Author summary

Background

Nearly two million people still become infected with HIV every year, mostly through
sexual transmission. These infections occur more often in vulnerable populations
where people do not always have the access or option to use HIV prevention.
Antiretroviral-based drugs, normally used to treat HIV, have also been shown to
prevent transmission both by giving the drugs to HIV-negative people to prevent them
from getting HIV (called pre-exposure prophylaxis or PrEP) and treating HIV-positive
people earlier (called early ART).

These interventions are now being piloted by national programmes to test whether

(and how) they can be successfully delivered in clinics and the public sector.

Why was this study done?

Female sex workers are a vulnerable population at risk of HIV, and in some areas of
South Africa, nearly three out of four sex workers are already infected.

We conducted a study located in existing, sex worker-specific clinics to see if female
sex workers would take up and use PrEP and early ART if these interventions were
offered.

This was one of the first studies of its kind to be conducted in Africa. We partnered
with the South African government so that they could see how the interventions

worked and what it cost, to incorporate them into national HIV programming.

What did we do and find?

We offered PrEP to HIV-negative and early ART to HIV-positive female sex workers in

two clinics located in Johannesburg and Pretoria in South Africa. Over time, we
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assessed how many women were contacted for the intervention within communities,
how many came to the clinic for HIV testing, how many were HIV-negative and
positive, and how many took up the interventions. We then monitored those who
participated for at least 12 months to see whether they stayed in the programme and
used PrEP or early ART.

The primary goal was to see how long women stayed in the project. We also looked at
how well they took their medications, any safety or other clinical issues, and collected
data on their demographic and behaviour characteristics.

We found a HIV prevalence of 49% among 692 women tested. Among those returning
to clinic after HIV testing and clinical screening, 93% were confirmed eligible for PrEP,
and 94% for early ART. From those eligible, 98% and 94% took up PrEP and early ART,
respectively.

These women were mostly married or had a steady partner, worked in brothels rather
than on streets, and came from neighbouring Zimbabwe.

At the end of the 12 month assessment, 22% remained on PrEP, while 60% remained
on early ART at our clinic sites. It is possible that some women moved to other sites
without our knowledge, as other sites started offering PrEP and early ART. The drugs
were safe to use with few side effects. We also found that women who stayed in the
study reported taking their pills regularly. None of the women who remained in the
study in the PrEP arm got HIV, and very few women taking early ART had issues
supressing the virus. The overall cost of the programme came to approximately $126

for PrEP and $406 for early ART per person-year.

What do these findings mean?

These findings suggest that female sex workers may be interested in both PrEP and
early ART and that the interventions work well when taken, but longer-term
commitment may be a challenge.

These interventions have already been introduced by the South African government

into sex worker programmes, including male, female, and transgender people.
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5.3.2. Introduction

Rates of new HIV infections remain high, especially in key populations in sub-Saharan Africa,
necessitating new options for HIV prevention and treatment [1,2]. Mathematical and clinical
studies suggest that a programme combining current HIV prevention options with oral pre-
exposure prophylaxis (PrEP), i.e. giving antiretrovirals (ARVs) to an uninfected individual, and
early antiretroviral treatment (early ART), i.e. giving ARVs to an HIV-infected person
irrespective of CD4 count, could make significant inroads on reducing new infections in key

and general populations [3-7].

Following the transition of WHO treatment guidelines to recommend both PrEP and early ART,
research has shifted focus to answering questions about implementation [5] including uptake,
adherence and retention in existing programmes [8]. Demonstration projects, open-label
extension studies and population-based implementation trials testing feasibility in ‘real-world’
settings, are ongoing or have been recently completed [9,10]. Most of the completed
demonstration projects have focused on men who have sex with men (MSM) populations
throughout the world (though primarily in the United States, South America, and Europe) [10].
One or two other projects have been completed among serodiscordant couples [11], and only
one randomized control trial implementation study had been completed among female sex

workers (FSWs) at the time of writing [12].

In South Africa, although sex work is still criminalised, female sex workers (FSWs) have been
prioritised for focused, tailored services in the previous and new National Department of
Health (NDoH) National Strategic Plans (NSPs), as well as a specialized plan for sex workers, as
a population with the highest incidence and prevalence of HIV, especially in urban areas [13—
15]. This included support for demonstration projects to further the development of

specialized services including PrEP and early ART.

The TAPS Demonstration Project (Treatment And Prevention for female Sex workers), nested
within the long-standing Sex Worker Programme [16], was designed to support integration of
oral PrEP as part of a combination prevention approach and early ART in two urban settings
with specific aims to assess uptake, retention, and adherence among FSWs and to estimate the
cost of this strategy. TAPS was the first demonstration project in South Africa to include PrEP
and early ART for FSWs, and among the first few in sub-Saharan Africa as well. This paper

presents the primary results.
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5.3.3. Methods

The TAPS Demonstration Project was a prospective, observational cohort designed as a ‘real-
world’ implementation study to integrate PrEP as part of a combination prevention approach
and early ART into existing services for evaluation. The protocol has been described in detail in

a previous publication [17].

Setting and intervention

TAPS was embedded within the Sex Worker Programme (SWP), operated by Wits Reproductive
Health and HIV Institute (Wits RHI), which is integrated into the South African public health
clinical service. The SWP has been in existence since 1996 and is run by nurses, community
health workers, and peer educators [16]. Systematic formative research conducted to support

the design and in preparation for TAPS is presented elsewhere [18].

The two clinic sites were situated in inner-city Johannesburg and Pretoria. These clinics cater
to an urban population of sex workers working in hotel brothels, on streets and in other
informal environments. The clinics provide standard of care primary healthcare including HIV
testing services (HTS), male and female condoms distribution, nurse-initiated and managed
ART, tuberculosis screening, contraceptive provision, cervical cancer screening, clinical services
for STIs and minor ailments, psychosocial support, and referrals for pregnancy and other

clinical and legal services.

Recruitment of FSWs took place in the clinics and in surrounding brothels, bars, and streets,
relying on existing peer educator outreach services. Screening for participation was conducted
in two steps. First, women were tested for HIV using a standard of care rapid test. This step
included obtaining NDoH HTS written consent and asking brief questions as to current
pregnancy and whether they were a sex worker (e.g. they were asked to self-identify after
peer recruitment in their places of work). Women were then either referred to other relevant
care (if they were pregnant, not a sex worker, or decided not to proceed), or they continued
onto clinical screening for the TAPS study. This process always occurred on the same day to
ensure that HIV testing and clinical assessments were aligned. The next phase of the screening
process began by obtaining study-specific written consent, then continued with the
assessment of clinical history, administration of demographic and behavioural questionnaires,
tuberculosis (TB) and pregnancy screening, blood draws for creatinine, hepatitis B screening,
and syphilis testing. HIV status confirmation with ELISA was done for HIV-positive participants
at a private laboratory where all the other samples were also analysed. Women were offered
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contraception, as well as the need to use condoms to prevent HIV, STIs and unwanted

pregnancies.

After screening, participants were asked to return a week later, to allow for laboratory
analyses to be completed, for potential enrolment into either PrEP for HIV-negative FSWs or
early ART for HIV-positive FSWs. The definition of the latter has evolved in line with national
guidelines. At the start of the study the CD4 threshold for treatment initiation was 350
cells/mL, this changed to 500 cells/mL, and then independent of CD4 count during the course
of the study. Since our purpose was to offer treatment to those outside of the guidelines, TAPS
transitioned with the national treatment initiation definition. Project milestones are provided
in supplementary material (Supplementary material, Figure S1). Women were eligible for the
study if they were: age 18 or over, not pregnant at enrolment, did not have multi-drug
resistant TB, not participating in another clinical study, and had finished their regimen for post-
exposure prophylaxis if they were taking it at the time of assessment. Those who became
pregnant through the course of the study were given the option to remain in the study on
current medication, discontinue use during the period of pregnancy and remain in the study,
or transfer out completely to antenatal care (ANC). The first two options also included referrals

to ANC.

Once initiated on PrEP or early ART, participants were scheduled for an initial one-month
check-in to assess safety and/or adherence issues, and then scheduled for quarterly clinical
testing and safety monitoring visits thereafter. All clinical monitoring followed South African
national guidelines throughout the study (also detailed in the published protocol) [17] and all
services were provided free of charge as per the public health clinic standard, including PrEP
and early ART. Participants were given refills of 1-3 months depending on ability to safely store
the products and desire to come to the clinic for refills. The importance of consistent and high
adherence was emphasized during PrEP use, however participants could cycle on and off
medication during periods of lower risk as desired and remain in the study. Indeed, the PrEP
intervention for HIV-negative women included not only the use of PrEP but also other available
prevention options (such as condoms, continuous testing and counselling and STI screening).
Participants were offered short message system (SMS) reminders around clinic visits and

positive messaging around adherence, health and psychosocial issues.

For both arms, participants were asked about pill taking habits with a motivational technique

employed at each staff touch point: counseling, clinical, and pharmacy. Counselling followed
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the current standard of care for ART provision. Blood samples were taken for analysis of drug
levels in the PrEP participant, results of which will be presented at a later date as not currently
available. Adverse events were recorded per Good Clinical Practice (GCP) guidelines and WHO

recommended grading [19,20].

Evaluation

Programmatic data to describe eligibility and uptake was collected in activity reports including:
number of outreach contacts and appointments booked. Routinely collected demographic,
behavioural, and clinical data were also analysed. Retention in care at 12 months was the
primary outcome. Participants exited the analysis if they withdrew from the study or were lost
to follow-up, defined as no contact over two consecutive quarterly clinic visits. Participants
were considered retained in the programme if they had not withdrawn or been lost to follow
up during this period. We used an adapted cascade approach to measure uptake and retention
through a series of “touch points” with participants. These points started during outreach
through the enrolment process. Retention data is reported at each of the time points (3, 6, 9
and 12 months). Women who missed visits and returned later were included in the analysis.
Data for those women who completed more than 12 months of follow up have been included

as part of the supplementary analysis.

Data were analysed on self-reported adherence and sexual behaviour, sexually transmitted
infections (STIs), and side effects. We also monitored any possible seroconversions on PrEP
and virological failures on early ART. Qualitative research including in-depth interviews (with a
selection of up to 10% of study participants), clinic observations, and group discussions with

providers was also conducted and will be presented separately.

Costs were estimated from a healthcare provider perspective for each clinic using an
ingredient approach. We included capital costs (equipment, buildings, non-recurrent training),
as well as recurrent costs (personnel, supplies, management, and maintenance of buildings).
Capital costs were annualised. Data collection activities included measurement of clinics,
weekly timesheets completed by staff involved in the programme detailing time per
programme activity as opposed to research activities, observations of practice detailing all
clinical activities during each participant visit, interviews with staff exploring time shared with
other programmes as well as review of expenditure and utilization data with regards to the
programme. Sources used in the valuation of all resources and methods for allocation of

shared resources are detailed in the supplementary material (Supplementary material, Table
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S1). We used both bottom-up and top-down approaches to calculate unit cost per visit.
Economic costs were assigned to drugs as per procurement prices from NDoH for generics
(USD 4.8/month of PrEP; USD 8.3/month of early ART); quantities of drugs dispensed per
patient were sourced from clinical and pharmacy records. Services, activities and healthcare
providers involved in each type of visit are listed in the supplementary material
(Supplementary material, Table S2). We present unit costs for the different types of visits
(outreach contact, testing session, enrolment, follow up and refill visits. Our unit costs per
person-year for PrEP and early ART include enrolment, follow up and refill visits taking place
during the first year of services and reflect the attendance patterns observed during the TAPS
Demonstration project. All prices were collected in local currency and are reported in USD
2015. The average exchange rate used was USD 1= ZAR 11.6. All data were analysed in STATA
12 (StataCorp, USA) and EXCEL 2016 (Microsoft, USA).

A national programme including PrEP and early ART for FSWs was launched in June 2016,
during the study, and may have influenced enrollment and retention. To test this, a stratified
analysis of uptake and retention indicators is provided in supplementary material by
comparing the cascade results along TAPS cohorts disaggregated by time of enrolment and
follow up periods. We tested the null hypothesis that the two proportions are the same at
each step of the cascade and report p values for this testing. This analysis was the only

additional analysis not prospectively defined.

Ethics approval

The TAPS Demonstration Project protocol was approved by the University of Witwatersrand
Human Research Ethics Committee (reference number: 140502), the South African Medicines
Control Council (reference number: 20140740). All participants completed a written informed
consent process for the study consisting of a comprehensive consent form for the main study,
as well as additional forms for laboratory sample storage and the qualitative study

components. Costing studies were also performed after securing consent from clinic staff.

5.3.4. Results
Outreach and uptake
Enrolment for the TAPS study occurred between 31 May 2015 and 31 July 2016. At the end of

this period, 219 HIV-negative and 139 HIV-positive FSWs were enrolled.
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This process began with outreach and recruitment, where 7,140 FSWs were contacted of the
10,548 names gathered across the two sites, after excluding duplicates and inaccurate phone
numbers (Figure 1). This included women recorded on waiting lists leading up to the launch of
the study which were compiled during pre-study outreach and community education activities.
After making contact, a total of 947 FSWs were seen in the clinic, of which 692 were HIV tested
(73%) as per standard of care. At this point, 21% (n=197) of the women were found to be
already taking ART, pregnant, or not considered themselves to be sex workers, making them
ineligible for enrolment. These women were referred to relevant care options, and therefore
did not complete the next phase of study screening which occurred in the same visit as the HIV
testing. Among those tested for HIV, there was a prevalence of 49% (n=341/692). Following
HIV testing, 79% (n=241/351) and 69% (n=270/341) participants returned for enrolment for
PrEP and early ART, respectively. Among the HIV-negative participants who returned for
eligibility assessment, 93% were assessed as clinically eligible (n=224/241). Among HIV-positive
participants who returned for eligibility assessment, 41% (n=110/270) had CD4 counts within
NDoH initiation guidelines at assessment, and 93% of those remaining were eligible for early
ART (n=148/160). Reasons for non-eligibility are presented in Figure 1. Uptake among those
eligible was high, 98% (n=219/224) of FSWs offered PrEP accepted and 94% (n=139/148)
accepted early ART. The detailed numbers of participants at each step of enrolment and follow

up are presented in supplementary material (Supplementary material, Table S3).
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Figure 1. Flowchart of participant enrolment and follow up

Duplicates 2095
Contacts made No contact numbers or not called 1313
| 10548 | Not interested a17
Called but not reached 3633
Reached but not eligible 349
Appointments booked Other 556
2185
7 {Did not attend the appointment [ 1749 l
Attended Walk-ins
| 43 [—¢—1 s11 | _
Seen atclinics Not eligible after pre-screening 197
947 \ Declined to participate 24
W 2|Other 34
Screened
692 |
HIV positive HIV negative
D { 351 |
[Not assessed for eligibility 1S & 7{Not assessed for eligibility [ 110 |
Assessed (early ART)  Assessed (PrE)
[ 270 [ 241 |
[Not eligible 122 [ —7|Noteligivle | 17 ]
Already on treatment 3 Pregnant 10
Pregnant 6 Referral (HepB+)
Retferral {CD4 count<threshoid) 110 Referral (other conditions) 3
Referral |other conditions) 3 | n
Eligible {early ART) Eligible {PrEP
| 148 [ 224 |
Declined to enrol [ e € ¥ F—>{peclined to enrol s ]
Enrolled (early ART)  Enrolled (PrEF)
[ 139 [ 219 |
Lost to follow up/no exit visit a2 —2Lost to follow up/ne exit visit 156
Withdrawal 4 \l/ Withdrawal 4
Completed follow up or had an exit visit
[ 93 | 59
e;—r;ﬁ PrEP

Abbreviations: HepB+, positive result for hepatitis B; CD4 count<threshold, indicates a CD4 count results
below the threshold for ART initiation at the time of assessment.

The comparison of TAPS cohorts, both PrEP and early ART, disaggregated by time of enrolment
(e.g. before or after the launch of the national pilot), revealed no statistically significant
differences throughout the enrolment and retention cascade, aside from two points: number
of appointments booked (20% of contacts made resulted in an appointment being booked in
the cohort enrolled before the national pilot as opposed to 26% among those enrolled after
the pilot) and number eligible for early ART (more HIV positive participants were eligible for
early ART in the cohort recruited after the pilot, 95%, compared to the cohort enrolled before
the pilot, 51%). In particular, the higher proportion of appointments booked from contacts
made among those enrolled post launch of the pilot cohort compared to those enrolled before
the pilot could be related to larger recruitment and education efforts at the sites. The higher
proportion of participants eligible for early ART in the cohort recruited after the pilot started
could be an indication of earlier presentation. The comparison of TAPS cohorts, both PrEP and
early ART, disaggregated by completion of follow up period (e.g. 12-month follow up

completed before or after the launch of the national pilot), revealed no statistically significant
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differences throughout the enrolment and retention cascade. These results are presented in
Table S4 in the supplementary material. Further details regarding enrolment statistics over

time can be found in the supplementary material (Supplementary material, Figure S2).

Baseline characteristics

In Table 1, selected baseline characteristics of enrolled participants are presented. Women
enrolled in the PrEP arm were significantly younger than those enrolled in the early ART arm.
Both arms presented a majority of FSWs either married or living with a steady partner (50% on
early ART and 56% on PrEP), born in Zimbabwe (48% on early ART, 67% on PrEP), and with
secondary education (86% on early ART, and 87% on PrEP). A substantial majority of the

participants work in brothels, with 62% in the early ART arm, and 77% in the PrEP arm.

Table 1: Baseline characteristics of FSW participants enrolled (total n=358)

Characteristic | Detail Early ART (n=139) PrepP (n=219) P
value*
Age n, mean (SD) 139 31.9 (6.4) 219 29.8 (5.9) 0.0016
median (min-max) 31.7 (19.6- 28.9 (18.0-
40.0) 55.4)
18-20 years 1 0.7% 2 0.9% 0.001
21-30 years 53 38.1% 127 58.0%
31-40 years 71 51.1% 77 35.2%
41-50 years 14 10.1 10 4.6%
51-60 years 0 - 3 1.4%
Current No current partner 70 50.4% 102 46.6% 0.599
partnership Single, no partners at 64 46.7% 88 40.4%
present
Divorced or separated 5 3.6% 7 3.2%
Married and living apart 1 0.7% 7 3.2%
Currently in a partnership 67 48.2% 116 53.0%
Steady partner, not 52 38.0% 85 39.0%
married/not living together
Not married but living 14 10.2% 24 11.0%
together
Married and living together 1 0.7% 7 3.2%
Did not answer 2 - 1 -
Country of Zimbabwe 67 48.2% 146 66.7% 0.009
origin South Africa 60 43.2% 60 27.4%
Lesotho 7 5.0% 10 4.6%
Swaziland 3 2.2% 1 0.5%
Mozambique 2 1.4% 2 0.9%
Education No education 0 0.0% 1 0.5% 0.107
Primary 15 10.8% 12 5.5%
Secondary 120 86.3% 189 87.1%
Tertiary 4 2.9% 15 6.9%
Did not answer/does not know 0 - 2 -
Place of work Hotel/brothel 86 61.9% 168 76.7% 0.008
Street 37 26.6% 28 12.8%
Home 4 2.9% 5 2.3%
Other 12 8.6% 18 8.2%
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Abbreviations: n, number; SD, standard deviation; min, minimum; max, maximum. *All p-values are two
sided; differences in means were assessed using t-tests and categorical variables were assessed using chi
square.

Visit attendance and retention

During the first 12 months of follow up, 156 and 42 participants (71% and 30%) were lost to
follow-up (missing two clinical monitoring visits) or did not complete an exit interview at study
closure from the PrEP and early ART arms, respectively. The prevention and care cascades are

shown in Figure 2.

Figure 2. HIV prevention and care cascades
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The study follow-up period closed in June 2017. There were 22% and 60% of the enrolled PrEP
and early ART cohorts attending the 12 months visit. Overall, programme adherence was
higher in the early ART arm compared to the PrEP arm, where participants tended to be less
regular in their attendance. This is illustrated graphically in Figure S3 of the supplementary
material. Eight women withdrew, four from each arm. Reasons for withdrawal were either side
effects or moving to another location. Extended cascade results for those women who

attended the study for a period of time longer than 12 months are presented in the
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supplementary material (Supplementary material, Table S5). When examining loss to follow up
over time, as shown in Figure S4, we observed that most women drop off earlier in the
schedule, in particular in the PrEP arm. Denominators for each point in the cascade are also
shown in this table and should be taken into account with the loss to follow up over time

shown in Figure S4.

Secondary outcomes

In Figure 3, self-reported consistent condom use by partner type and study arm is shown over
time. Higher condom use was reported with clients than with partners, especially main
partners. Women on early ART tended to use condoms slightly more with casual and main
partners, than those on PrEP. Little change in reported condom use over time by type of
partner was observed. Additionally, there was no increase in number of partners over time.
Further details on these data are presented in Table S6 (Supplementary material, Table S6).
Number of STI episodes at baseline and every three months are presented in Table S7 of
supplementary material. FSWs had significantly less STI episodes while participating in the
study on both arms. These data are presented with the caveat that drop out over time may

contribute to bias in the numbers at later time points.

Figure 3. Sexual behaviour over time by partner type: consistent condom use and number of partners in

last seven days.
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The proportion of women reporting taking PrEP pills daily varied from 70 to 85%, whereas over
90% of participants reported taking pills daily while on early ART during the first 12 months

follow up (Supplementary material, Table S7).

During the first 12 months of follow up, there were seven pregnancies in the PrEP arm.
Although women were given the option to continue on PrEP while pregnant, three chose to
terminate and continue on PrEP, two were lost to follow up, and only one chose to continue
on PrEP in the study while pregnant. There were eight pregnancies in the early ART arm, and
an additional four in the extended follow up period, two of which were found at study exit.

Early ART participants chose to continue with the study and their pregnancies.

One participant from the PrEP arm who had previously decided to leave the study returned
when she had become HIV-positive and was referred for ART initiation. In the early ART arm,
there were 12 confirmed cases of virological failure, 11 of which resulted in high level
virological resistance to at least one drug (11 with resistance to efavirenz, five to emtricitabine,
and two to TDF), among the women retained in the study. One patient had fully susceptible

virus at resistance testing.

Of all 692 women who completed the screening process, only one participant presented with
serious complicating health issues, including suspected tuberculosis and a creatinine clearance

of 50 mL/min. There were no other cases outside the creatinine clearance for initiation of TDF.

PrEP and treatment drugs were well tolerated, with the majority of adverse events being
reported as mild for both arms, and few moderate. Of the 306 total adverse events recorded,
only 17 were assessed to be drug related: eight on PrEP reported mild headaches, nausea,
drowsiness, dizziness, or diarrhea; and nine on early ART reported mild nausea, diarrhea,
dizziness, or drowsiness. One participant developed abnormal liver function tests, presenting
ill after taking early ART for four months. Liver function tests revealed severely deranged liver
function tests, and she was referred to a specialist, where the diagnosis was HIV-induced

sclerosing cholangitis.

Finally, in Table 2, both unit costs per visit type and overall cost of a person-year on early ART
and PrEP are shown. We found lower unit costs for the visit types involving either low
overheads, drugs or tests (i.e. outreach visits) or staff time (i.e. refill visits). The distribution of

costs by input is presented in supplementary material (Figure S5).
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Table 2. Unit costs per visit and per person-year for PrEP and early ART among FSWs (USD 2015)

Unit cost Site

Hillbrow Pretoria Mean
Outreach contact 3.0 2.6 2.8
VCT session 21.2 15.1 18.1
PrEP enrolment visit 40.4 29.0 34.7
PrEP monitoring visit 37.4 33.0 35.2
PrEP refill visit 7.4 6.2 6.8
PrEP (per person-year, y1) 146.6 106.6 126.6
early ART enrolment visit 67.1 64.0 65.5
early ART monitoring visit 72.5 62.9 67.7
early ART refill visit 13.4 9.8 11.6
early ART (per person-year, y1) 380.5 432.3 406.4

Abbreviations: VCT, voluntary counselling and testing, y1, initial year of services.

5.3.5. Discussion

In this prospective, observational demonstration project, we observed high uptake of the PrEP
and early ART interventions among eligible FSWs. Retention in the early ART arm was
consistent with the national programme [21], while retention in the PrEP arm was lower at the
12-month assessment. There were also few virological failures in the early ART arm and no
seroconversions in the PrEP arm. However, given the low rate of retention at the end of the
study in the PrEP arm, it is possible that women who dropped out and were not tracked
became HIV-positive. To our knowledge, this is the first demonstration project to present
results following the integration of a combined PrEP/early ART intervention into an existing sex
worker health programme. The results of this project supported the establishment of the first
official combined guidelines for oral PrEP and early ART in Africa, as well as the first specialized
national programming including these interventions for sex workers in Africa [22,23]. The
South African PrEP and early ART (or test and treat) guidelines were launched initially for sex
workers in June 2016, where PrEP and initiation of ART irrespective of CD4 count became
standard of care for sex workers. Test and treat was then extended to all HIV-positive people

in South Africa in September 2016.

Additionally, TAPS has produced two important programmatic findings. Firstly, the high
number of women informed about the study translated into a much smaller number actually
presenting to take up the interventions. Since both PrEP and early ART are novel interventions,
it is possible that as knowledge and use spreads in this community overall uptake might

increase, as seen in the introduction of contraception [24]. Normalisation of new interventions
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may be key to their successful implementation [25], and this will be explored further in the
analysis of qualitative data. Secondly, among those who presented at the clinic, there were

high levels of intervention uptake for both PrEP and early ART.

Higher levels of retention were maintained in the early ART, than for the PrEP arm. It is
important to note that retention in care refers to two constructs depending on whether
participants are being retained in a prevention or treatment intervention. For the PrEP arm,
we tried to present results on the continuous contact with healthcare services and access to
prevention packages, even though the women were allowed to cycle in and out of PrEP
medication use. For the early ART arm, we valued retention in care as an essential component
of a successful treatment programme. Interestingly, women who enrolled on PrEP earlier in
the study tended to be the ones who continued the longest, suggesting those most motivated,
interested, and/or able to take up the interventions came earlier. It is important to note that
participants were not reimbursed for their participation, suggesting dedicated sex worker

services can result in high levels of engagement in care among FSWs.

We observed a significant participant drop-off between screening and assessment for
eligibility. Much of the loss may be directly related to the waiting period between screening
and enrolment required for research purposes and to assess laboratory results. This may not
reflect service delivery in future programmes where same-day initiation for both PrEP and
early ART are being considered. We had only a single creatinine case at screening meriting
concern, and immediate initiation with follow up and potential discontinuation for those with

concerning results may be possible.

Women who became pregnant in either arm of the study were given options regarding
maintaining PrEP use, staying in the study, or transferring into other care. However, only one
woman decided to stay on PrEP and continue in the study while three chose to terminate their
pregnancies. It is possible that those who were lost to follow-up decided to see their
pregnancies through, but this is unconfirmed. It is also possible that by excluding those who
were pregnant at enrolment, women highly motivated to take PrEP were not given the
opportunity. Given the heightened risk of HIV infection in women who become pregnant,
being able to continue PrEP use during pregnancy may be a critical programming

consideration.
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At baseline, the TAPS cohorts had similar demographic characteristics (age, education, and
place of origin) when compared to the recently described local FSW population in
Johannesburg [26]. Yet, there was a higher rate of FSWs in stable relationships in our sample.
This is likely a reflection of the group of FSWs accessing SWP clinics in general, as a similar

profile was recently reported among SWP attendees not enrolled in the study [27].

The patterns of visits to the clinic for PrEP combined with the reported adherence would
suggest intermittent use of PrEP while maintaining an overall engagement with services.
Although we have only analysed self-reported adherence data in this paper, the data were
collected at every clinic and pill collection visit, and women did not report perfect adherence
and usually reported when they took ‘PrEP breaks’ suggesting a low levels of social desirability
bias. Additionally, with no seroconversions among the PrEP users this does not appear to be an
issue in maintaining a negative HIV status noting also the high use of condoms with clients.
Reassuringly, there was no observed change in reported consistent condom use or number of
partners in the last seven days over time in the study. STl episodes were fewer in the duration
of the study compared to baseline for both arms. This latter finding, combined with the results
of rigorous and consistent data collection on condom use over time with all sexual partners,
suggests that the women who remained in the study may have been improving their attention
to prevention through engagement in the study. This finding makes for an interesting
comparison with other completed demonstration project studies among MSM where

moderate increases in STls during the study suggest slight reductions in condom use [28].

Finally, we estimated a total cost for both PrEP and early ART per person-year to be in the
same order of magnitude as recently published estimates [29,30]. The higher TAPS costs for
early ART compared to those included in the South African Investment Case for HIV and TB
reflect the TAPS programme procedures, service utilization, and staff costs which are likely to

be lower in routine services [30].

Limitations

Firstly, no comparison arm was included, limiting the ability to assess effectiveness of
integrated services, as it would not have been ethical to maintain comparison groups with no
or delayed access to interventions shown to be effective [31]. Secondly, efforts to replicate
healthcare delivery through an integrated service were affected both by regulatory (dispensing

from a pharmacy and medical officer assessment of adverse events) and ethics committee
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(informed consent administration) requirements. However, we expect the removal of these

requirements would improve rates of uptake and retention.

In addition, the National PrEP and early ART pilot in South Africa started 1 June 2016. After its
initiation, this pilot could have influenced the uptake of the interventions for those FSWs
approached for enrolment in TAPS. Conversely, it could have influenced retention within the
programme for those FSWs for whom the follow up period overlapped with the provision of
the national pilot. The TAPS clinics were the only providers of PrEP free of charge to FSWs in
the public setting and required informed consent to access the interventions as part of a
research study before the national rollout, where all services were also provided at no cost to
clients. Furthermore, the implementation of PrEP as part of the national programme meant
that PrEP could be viewed as a standard of care and therefore more normalised from the
population’s perspective. Since PrEP was no longer considered experimental after 31 May
2016, we expected that women would think about PrEP differently, which could have affected
uptake and retention in TAPS. For example, as the programme was scaled up in the initial 11
sites (including in the two TAPS sites), we became aware that some of the TAPS participants
opted to collect their PrEP from the mobile clinics in Pretoria, rather than coming to the fixed

clinic where TAPS was located.

Finally, we do not have data on the women who did not come back to the study, and the
adherence and sexual behaviour data are self-reported, increasing the possibility of bias.
Unfortunately, drug level analyses of use in the PrEP arm were not available at the time of
writing. However this will be presented in a more in-depth analysis in a subsequent
publication. Additionally, the data reported are based on populations of FSWs in two specific

urban settings, possibly limiting generalisability.

5.3.6. Conclusion

The findings from TAPS informed the set-up of the national rollout of PrEP and test and treat
for sex workers. This analysis shows that PrEP and early ART can be aligned with existing health
service programming for FSWs safely, without significant behaviour change, and with high
rates of uptake for both interventions, with expected cost reduction in routine settings at

scale.
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5.3.8. Supplementary Material

Table S6: Sexual behaviour over time by partner type: consistent condom use and number of pariners in last seven days.

Consistent condom use baseline 3mo 6mo 9mo 12mo
Arm partner type n N % n N % n N % n N % n N %
Prep main partner 47 144 33%| 25 62 40%| 13 41 32%( 14 34 41%( 7 27 26%
casual partner 14 22 64%| 5 6 83%|( 4 7 57%| 5 5 100%| 3 4 75%
occasional client 181 181 100%| 78 78 100%| 54 54 100%| 38 40 95%| 33 33 100%
reguiar client 179 180 99%| 80 82 98%| 58 59 98%| 49 50 98%| 31 31 100%
Early ART main pariner 27 91 30%| 38 72 53%| 29 66 44%| 33 67 49%| 19 41 46%
casual partner 16 20 80%| 12 12 100%| 11 12 92%( 9 10 90%| 6 6 100%
occasional client 100 101 99%| 84 85 99% | 68 69 99%| 66 66 100%| 45 45 100%)
regular client 124 125 99% | 84 84 100%| 69 71 97%| 69 69 100%| 45 45 100%
Number of partners baseline 3mo 6mo 9mo 12mo
Arm partner type mean SD |mean SD |[mean SD |mean SD | mean _SD
Prep casual partner 07 11 3 32 1 15 14 1.1 15 1,3
occasional client 175 218 | 139 132 | 232 324 | 247 319 25 221
regular client 29 211 [ 129 103 83 79 9.1 89 107 94
Early ART casual partner 1.1 16 175 21 1 1:3 15 08 03 08
occasional client 105 106 | 104 96 142 158 | 125 107 | 144 127
regular client 207 201 [ 127 99 79 74 108 101 | 124 85

Table S7: Sexually transmitted infections: episodes over time.

Genital Vaginal Vaginal
GUD warts Herpes candidiasis discharge Abscess PID TOTAL
PrEP
1 4 1 7 3 0 1 17
0 0 0 0 3 0 0 3
1 0 0 1 1 0 0 3
0 0 0 0 1 1 0 2
0 1 0 2 2 0 0 5
0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0
Early ART
1 5 = 6 T 3 3 29
0 0 1 0 B 1 0 6
0 0 0 3 0 1 1 5
0 0 0 1 1 1 0 3
0 0 0 0 2 0 0 2
1 0 0 0 0 0 0 1
0 0 0 1 1 0 0 2
0 0 0 0 0 0 0 0
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Table S8: Self reported adherence over time (% of participants reporting taking medication every day).

Baseline
imonth 3
imonth 6
imonth 9
imonth 12
imonth 15
imonth 18
imonth 21

Baseline
imonth 3
imonth 6
imonth 9
imonth 12
imonth 15
imonth 18
imonth 21

n N
PrEP
81 95
52 66
40 57
32 38
18 24
21 2
13 16
Early ART

g8 103
77 84
81 86
56 60
31 31

35 36
29 31

%

85%
79%
70%
84%
75%
95%
81%

95%
92%
94%
93%
100%
97%
94%
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6.0 Chapter 6: Individual perspectives of PrEP use among FSWs in TAPS

6.1. Introduction

Chapter 6 is the final results chapter and addresses the research question associated with PhD
Objective 5: What are the perspectives and lived experiences of FSWs taking up and using PrEP
in South Africa? This question examines women’s specific experiences of using PrEP. In a sense,
the analysis and results presented here are coming full circle to the results produced in the
systematic review, and extends this literature with PrEP-related experiences of FSWs in South

Africa.

The experiences of using PrEP presented in this paper are some of the first to be reported
among FSWs worldwide. The hope is that this paper will help to provide insight into why and
how women will use PrEP, or reasons that they might not, within the context of sex work.
Within the TAPS project, these data were captured through in-depth interviews with a
selection of the study participants. These were designed to be conducted in a serial fashion
with each selected participant at three time-points over the first nine months of PrEP use
and/or study participation. Note that participants were not required to stay on PrEP to remain

in the study, but were allowed to cycle on and off according to their needs.

These findings support the notions of applicability and acceptability as women were asked to
reflect on their experiences with and perspectives of PrEP use, including how it fit into their
lives, how they made meaning of PrEP, and their interactions with the services. This paper is
also a reflection of the “fruits” of the formative work described in Chapter 3 where PrEP
applicability was explored from a programming perspective, as well as the acceptability of the

planned intervention presented in Chapter 4’s presentation of FGD results.

By way of additional methodological background, in addition to what is presented in the
paper, the IDI guides were developed using the MSEM framework adapted for this PhD and
presented in Section 1.11.3. The VOICE C guides were used as a reference for design and
formatting (1). IDIs were analysed using thematic analysis as defined by Braun and Clarke (2).
They define thematic analysis as “...a method for identifying, analysing, and reporting patterns
(themes) within data”. This approach to thematic analysis features a six-phase process:
familiarisation with the data, generation of initial codes, searching for themes, reviewing
themes, defining and naming themes, and finally producing the report. This particular
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approach was chosen over others, such as grounded theory (3) or interpretive
phenomenological analysis (4), because the aim of this research was to categorise and
understand findings, not to develop a new theory, and thematic analysis provided a flexible,
yet effective means of accomplishing this. The theoretical position of the analysis took a
contextualist approach, meaning the analysis reported on the experiences and realities of the
participants as well as how societal discourses and the external environment influence how

the participants make meaning of their realities.

Additionally, the IDIs were conducted at three time-points at 3, 6, and 9 months of
participation in the study. This is explained in more detail in the paper, however, the reason
for choosing the serial IDI approach was to allow for developing concepts around perceptions
and experiences of PrEP use over time, and in depth. In this paper, the focus is on the themes
arising from these IDIs, rather than only focusing on the change over time given that the latter
would have limited the analysis to change, potentially diminishing the depth of theme

exploration.

Transcripts were simultaneously translated and transcribed, then uploaded into NVIVO
software for coding and analysis. Overall organizational categories were initially developed
according to the social-ecological framework used in the IDI guide, to help categorise the data
into smaller, more manageable pieces given the serial nature of the interviews and volume of
data. From this point, themes were derived in an iterative fashion by reviewing the data,
assigning codes, comparing codes across the data and refining until a set of codes were
consolidated and themes derived in relation to the research question. This process was
performed by two researchers independently and then compared and aligned into a unified
coding framework. Once all data were coded, findings were synthesized to explore
commonalities and differences across the three IDI time points as well as across participant
perspectives. The longitudinal analysis used a trajectory approach which focuses on
understanding individuals’ experiences over time (which was the aim of these serial
interviews), as compared to a recurrent cross-sectional approach which usually assesses two
time-points and is used on more of a cohort level (5). The analysis examined the data on a
semantic level describing participant experiences as reported, as well as interpreting these
experiences to uncover underlying ideas and concepts, much like the process undertaken in

the meta-ethnography approach to the systematic review.
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Additionally, as described in the previous chapter, TAPS enrolment took much longer than
originally anticipated. This was due to several unforeseen issues with local eruptions of
xenophobic violence and student unrest near the clinics as well as delays in launching the
Pretoria clinic. While the original 12-month recruitment and enrolment phase of the study was
extended, the project did not enrol the original target of 400 women on PrEP. This affected the
participation in the IDI component of the study which was planned based on the original TAPS
target. The aim was to enrol a random selection of up to 10% of participants in the IDIs (which
would have been up to 40 across the two sites). This was planned instead of using purposive
sampling due to the large number of anticipated enrolees and according to the sample
selection method used in studies with similarly larger sample sizes, for example in the VOICE
and MDP 301 studies (1,6). Unfortunately, by the time it was clear that TAPS would not reach
its target of 400, it was too late to amend the sample selection method, and therefore the
sample size remained aligned with the enrolled PrEP arm which reached 219 participants.
Additionally, some women who signed up for the IDIs were lost to follow up, and though the
sampling method was calibrated to select more than 10% to account for attrition, more were
lost than the over-sampled selection. Perhaps a reflection of the vast difference in HIV
treatment programming requirement versus those for prevention, there were many more
women in the early ART arm of the study who participated in the IDIs, even though there were

just over half the number enrolled in the cohort.

The paper presented in this chapter reports on and analyses the first set of salient findings
from a rich data set. In order to conduct a deep dive into themes around PrEP uptake and use,
this paper focuses only on the PrEP participant’s perspectives (and does not include the
women taking early ART). Many more qualitative data were collected through the course of
TAPS which fall beyond the scope of this PhD. Additional papers will be forth coming
combining the PrEP and early ART user data, and including clinic observations conducted over

time along with provider discussion group data.

The information and consent form is attached in Appendix xi, as well as the three IDI guides

which are attached in Appendix xii.

This paper is planned for submission to the journal Social Science and Medicine.
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6.3.1. Abstract

Women remain highly vulnerable to HIV infection where in sub-Saharan Africa they make up
56% of all people living with HIV, and female sex workers (FSWs) face some of the highest HIV
prevalence and incidence rates. Oral pre-exposure prophylaxis (PrEP) is a new HIV prevention
intervention with the potential to stem the epidemic among populations at highest risk, such
as FSWs. In these early days of implementation, end-user perspectives of actual use in ‘real-
world’ settings are critical to the success of PrEP. This paper presents findings from serial in-
depth interviews (IDIs) conducted with FSW participants during the course of the Treatment
And Prevention for Sex workers (TAPS) Demonstration Project in South Africa. The overall aim
of the interviews was to elicit feedback on the uptake and use of both an early antiretroviral
treatment (ART) for HIV-positive and PrEP intervention for HIV-negative FSWs integrated into
an existing, comprehensive health programme tailored for sex workers. This paper specifically
explores the lived experiences and perceptions of taking up and using PrEP among FSWs
engaged in the TAPS Demonstration Project. Interviews were conducted with randomly
selected participants during their 3, 6, and 9 month clinic visits, which aimed to allow for
observation of change over time in reported experiences of PrEP use. The thematic analysis
primarily focuses on elucidating the broader perspectives and positioning of PrEP within

women'’s lives.

This research provides insight into the risks and responsibilities that women perceive in their
lives as prominent drivers in taking up and using PrEP, the ways in which women adopted PrEP
to mitigate their risk or ameliorate these realities, and the characteristics of PrEP that they
most valued, all of which are critical to consider within the context of implementation.
Disbelief in the existence and/or efficacy of PrEP affected the motivation of women to come to
the clinic and to maintain use. As one of the first reports of personal experiences and
perspectives of actual use of oral PrEP among a group of FSWs outside of a clinical trial setting,
this research shows that it will be important to ensure accurate, relevant, and widespread
messaging in communities to generate demand and support for PrEP. To achieve its potential
as an HIV prevention game-changer, PrEP implementation requires in-depth, qualitative
research to understand if and how it impacts on women'’s lives and what motivates them to

take it up and adhere.
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6.3.2. Introduction
The efficacy of dual drug combination (tenofovir and emtricitabine) oral pre-exposure

prophylaxis (PrEP) for preventing acquisition of HIV in HIV-negative individuals has been
extensively investigated and reported (1). PrEP has been incorporated into combined
antiretroviral guidelines for prevention and treatment by the World Health Organization
(WHO); is featured in HIV prevention guidelines in several countries and regions; and has been
approved by regulatory bodies in at least 15 countries (2). In most countries currently
implementing or testing the implementation of PrEP, the delivery is focused towards key
populations at highest risk of acquiring HIV, following recommendations from mathematical

modelling (3,4) as well as the WHO guidelines.

The focus on key populations stems from the relatively high cost of PrEP which would be
mitigated by reducing new infections where they are highest, and from the need of these
particular populations for new options to prevent HIV transmission when exposure occurs.
Though not entirely termed as a key population, women in general are vulnerable where in
sub-Saharan Africa they make up 56% of all people living with HIV (5). Female sex workers
(FSWs) are a subsect of this population, who face some of the highest HIV prevalence and
incidence rates (5). While FSWs were not included as a specific focus population in the oral
PrEP efficacy studies (though they were inherently included in the studies of high risk women
(6,7)), they are now the focus of many key population implementation studies in various
phases of research across the globe(8). In South Africa, FSWs make up an estimated 91% of the
sex worker population (9), and experience HIV prevalence rates as high as 72% in the greater

Johannesburg area (10).

As the newest, proven HIV prevention method, PrEP represents an additional opportunity for
protection among FSWs who often experience difficulties in ensuring condom use. Key factors
affecting their vulnerability include ability to negotiate condom use, violence, poverty, and
substance use (11-16). These factors, in addition to the distinctive structural issue of
criminalization of sex work in most countries, make FSWs both uniquely suited for PrEP but
difficult to design interventions for. In this regard, ‘real-world’ PrEP studies for FSWs thus far
have centred on using an implementation science approach to determine how to integrate
PrEP into existing service structures. Beyond the practicalities of implementation, however, is

the need to better understand FSWs' individual perspectives of PrEP.
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In these “early days”, end-user perspectives of actual use in ‘real-world’ settings are critical to
the success of PrEP, and will ultimately determine the fate of future programming. This paper
presents findings from serial in-depth interviews (IDIs) conducted with FSW participants during
the course of the Treatment And Prevention for Sex workers (TAPS) Demonstration Project in
South Africa. This sample represents one of the first set of FSWs to take up PrEP and report on
individual perspectives of actual use. The line of inquiry was situated within a holistic approach
based on a social-ecological framework, denoting reflections on the real and practical, rather
than theoretical or trial-based use (17). This research provided the opportunity to examine
motivations for and barriers to uptake, as well as what the women most valued about their use
of PrEP. Such data will help to inform social marketing and education campaigns to generate

demand and encourage PrEP uptake and adherence.

The overall aim of the interviews was to elicit feedback on the uptake and use of both an early
antiretroviral treatment (ART) for HIV-positive and PrEP intervention for HIV-negative FSWs
integrated into an existing, comprehensive health programme tailored for sex workers. This
paper will specifically explore the lived experiences and perceptions of taking up and using

PrEP among FSWs engaged in the TAPS Demonstration Project.

6.3.3. Methods
The qualitative research presented here was completed as a component of the TAPS

Demonstration Project which was an implementation study designed to assess whether it was
feasible, acceptable, safe and cost effective to roll out oral PrEP and early ART as part of an HIV
intervention to FSWs in two urban clinics (Johannesburg and Pretoria) in South Africa (4). TAPS

was launched in March 2015 and completed in July 2017.

A selection of women enrolled in the TAPS PrEP arm were invited to participate in the
additional IDI qualitative research component during their month 1 clinic visit. TAPS
participants were selected using a random sampling algorithm set to select a sample of 15% of
those enrolled with the aim of enrolling a sample of up to 10%. This was according to the
original design which sought a total enrolled cohort of 400 women across two sites. Women
who accepted were required to complete an additional informed consent process for
participation in the IDIs at the month 1 visit, and were then scheduled for interviews to be held

on or around their 3, 6, and 9 month clinic visits. After each completed IDI, participants were

197



given R50 (~4 USD) as travel money, however there was no other monetary incentive given in

connection with TAPS participation.

Initial interview guides were developed based on findings from a systematic review of
qualitative evidence on women’s perspectives on use of female-initiated prevention products
in sub-Saharan Africa (18,19), as well as results from formative research conducted in
preparation for TAPS (20), including focus group discussions with potential users (21). The
premise and structure of the interview guides were based on the Modified Social-Ecological
Model (MSEM) designed by Baral et al (22) to facilitate a holistic and broad inquiry. In practice,
we took the levels illustrated in the MSEM, and built questions expanding from an individual-
level to the broadest level as the HIV epidemic. The first interview guide was then adapted
slightly for the second round of interviews, based on findings from the first round. The guide
for the third round was similarly developed. In this way, themes were linked to follow stories
of product use over time, but also adapted to changes observed over time to capture relevant

topics.

The overall aim of the serial interview (often called Longitudinal Qualitative Research or LQR
(23)) approach was twofold: 1) to see if and/or how women’s realities changed over time with
use of PrEP, and 2) whether they may become more open with the interviewer over time and
provide richer narratives of their lives than those presented in the first interview, hopefully
reducing social desirability bias in responses (24). While this method has been more prevalent
in cancer-related research (23), it has more recently been employed in qualitative components
of PrEP-related trial research (25). It should be noted, however, that the change over time is
not the primary focus of this particular paper as it would have limited the exploration of
themes to those in which change over time rather than allowing for a broader exploration of
the data. It would be difficult to fully comprehend the change over time in this particular
research without first looking at broader perspectives and positioning. Instead, this aspect will
be examined in further detail in a future publication likely combining PrEP and early ART,
however, it will be presented here as it relates to the key emerging thematic findings. IDIs
were conducted in the participant’s preferred language, usually a combination of local
vernacular and English, and lasted up to 1.5 hours. Interviews were later translated and

transcribed simultaneously by research assistants into English.
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Analysis of the data began with development of a coding framework created separately by two
researchers and then compared. A final framework aligning codes was developed and
employed in 100% coding by both researchers of all transcripts. The framework and transcripts
were uploaded and coded in QSR NVIVO 10™. Each round of interviews was coded in a

separate database using the same coding framework.

After coding was complete, the two researchers compared findings and discussed any
differences in coding to align results. This process was completed first, before the analysis of
the serial aspect of the data. Thematic analysis was led by the first author, using the Braun and
Clarke method (26). This approach involves a six-phase process: familiarisation with the data,
generation of initial codes, searching for themes, reviewing themes, defining and naming
themes, and finally producing the report. In this regard, we adopted a contextualist position,
where the analysis aimed to report on the experiences and realities of the participants as well
as how the external social environment influenced how the participants make meaning of their

realities in relation to PrEP.

All interviews were included in the analysis, even though there were not complete sets of
three rounds for each participant. For those participants with second and third IDIs, change
over time was explored by comparing the coded data associated with the prominent themes
emerging from the initial analysis across the time points for each participant. This is called a
trajectory approach, and was chosen since the aim was to take into account “individuals’
experiences over time” (27). As there were fewer second and third round IDIs and the change
over time was confined to the themes included for this analysis, it was possible to employ a
simplified matrix approach and compare results worksheets (developed in Microsoft Word) for
the three coded databases by hand. This was conducted independently by the first and second
authors, and then findings were compared and found to have few discrepancies which were

resolved.

Ethical considerations

All women participating in the IDI component of TAPS completed both the main TAPS study
and separate IDI informed consent processes. The entire TAPS study was reviewed and
approved by the Wits Human Research Ethics Committee (reference number: 140502), and the
IDI component was also reviewed and approved as part of a PhD project by the London School

of Hygiene and Tropical Medicine (reference number 10102). In addition, following any reports
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of violence during the course of these IDIs, participants were offered relevant assistance,

medical or otherwise, as needed.

6.3.4. Results
From those invited across the two sites, 18 women from the PrEP arm agreed to participate in

the IDIs, 11 in Johannesburg and 7 in Pretoria. Following the first round, 10 women completed
the second round of IDIs (4 in Johannesburg, 6 in Pretoria), and 6 completed the third round (1
in Johannesburg, 5 in Pretoria). This dropout relates to the overall rates of loss to follow up
across the larger TAPS study (28). In total, data from 34 interviews were coded and are

included within this analysis.

The ages of the PrEP IDI participants ranged between 23 and 40, with 10 between the ages of
23-30, and 8 between the ages of 31-40. None of the women were married, though nine of
them had a steady partner, three of whom lived with their partners. A majority of the women
were originally from Zimbabwe (n=12), one from Lesotho, and the rest from Gauteng,
Mpumalanga, and Eastern Cape provinces in South Africa. Most of the women had at least
some high school education, with three only having completed primary school. Finally, most of
the women worked in brothels (n=12), while the rest worked on the street or in other less

formal settings such as vacant lots.

The IDIs aimed to situate PrEP within women'’s lives, including every day worries, relationships
with family, friends, and partners, caring for children, and navigating their working situations.
The data presented here fall into themes describing their perceptions of risks and
responsibilities and how PrEP fit into their lives, their experiences of PrEP use, and reflections
on related interactions with others. These data reflect both a practical implementation (or
public health) perspective of services and lived experiences. Each participant quote is labelled
with a pseudonym, the location (JHB = Johannesburg; PTA = Pretoria), and the IDI number (e.g.

first, second, third round).

Positioning PrEP in the wider context of women’s lives: risks and responsibilities

Each of the IDIs began by exploring women’s personal realities: how they were feeling, their
worries and concerns, and their everyday meaningful experiences beyond HIV or safer sex. It is
within this broad context that PrEP was considered and enacted. Emerging as one of the

strongest themes among and across the interviews was women’s articulations of risk and
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personal responsibilities. Risks arose from their jobs in sex work resulting in poor health from
STIs or HIV, or from violence which was common both in sex work and the inner cities in which
they lived. There were also risks from main partners where condom use was limited.
Responsibilities centred on money, needing income to support themselves and family

members, as well as pursuing possibilities to improve their lives.

In one way or another, risks and responsibilities were universal, in particular around sex work:
“No | worry about the life that I’'m living .... that until when will | be living this life of this job, if |
could just provide for my children and | just pray that if | can get a job so that | can live a
normal life as other people” (Maggie, JHB, IDI 1). The burden of the job and its risks compared
with the need to make money was a daily personal conflict: “Yeah it was like something that is
torturing me every day. And if I’'m doing it, | will be telling myself | am digging my own grave

here” (Nancy, JHB, IDI 1).

As reflected in their demographic descriptions and voiced in the IDIs, most of the women did
not have a sufficient level of education nor skills to apply for other jobs. Some were attending
school during the time of the project and were supporting themselves and family members
through sex work. “I couldn’t study because of the baby .... | had to run away from them
[school] because they kept asking me questions. There is a teacher who | told because she had
seen me by the street and | had to explain it to her why | did what | was doing” (Polly, JHB, IDI
3). Polly acknowledged through the course of her interviews her desire for an education which
conflicted with the necessity of working to provide for her daughter, as well as with her ability
to come to the clinic. Her story represented a conflicting dynamic common to many of the
women where they wanted and needed to continue engagement in care but personal
responsibilities made this difficult. In her final interview she articulated her specific desire
around future employment: “/ wanted to be a nurse but at the moment | can’t” (Polly, JHB, IDI
3). While none of the women in these interviews had moved to new jobs during this project,

over the course of the IDIs ideas for the future became more tangible.

Many of the women were the sole providers for their families and felt the daily stress of
supporting them resting heavily on their shoulders: “Mostly the main thing which is worries me
is my kids, that is the most worrying. Me at home, that | must fix everything no matter even to
do this situation of work is because of the family thing, like my kids and my mom and my dad”

(Brenda, PTA, IDI 1).
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The heavy weight of their perceived responsibilities emphasised a need to remain healthy and
recognizing their risks as they related to the potential for HIV infection, was often a key factor
in participants choosing to take up PrEP: “A month | was only telling myself | will go, | will go,
cause | will be busy. Jah | just told myself I'll go, I'll go next week, I'll go tomorrow .... Other
people are afraid to hear their statuses mostly” (Mbali, JHB, IDI 2). The fear of may have
delayed interest in and initiation of PrEP for many of the participants, but it also seemed to

contribute to a tipping point of motivation for those who joined the study and took up PrEP.

When asked about their main motivations for taking PrEP, almost all of them said the same
thing - that it was to protect their health given the risks of their work: “I am looking at the job
that | am working its dangerous and it can give me diseases whereas | know that | am not sick”

(Thembi, PTA, IDI 1).

There was continuing underlying concern for the potential of HIV infection among these
women, which remained even when using condoms and in their initial months of using PrEP.
This was a pervasive sentiment. Condom breakage, a common occurrence, was a motivator to
take PrEP: “I was so happy and wanted to join [TAPS] immediately because | had a problem of
condoms breaking. So now even so | know that when the condom breaks there is a medication |

have taken to prevent HIV infection” (Maggie, JHB, IDI 1).

Condoms could break through the general course of sex, or when men wanted to break them

on purpose which was a common experience and an ongoing fear:

“Aaa what | can say about the pill is that the pill is good. It’s ok cause it helps us from
getting HIV, cause sometimes you meet very rough clients to an extent that the
condom break. Some will be knowing that he is sick, he becomes rough with us because
he wants the condom to break. Some guys are very, | don’t know if | can say, they are
rough or rude. | don’t know” (Hope, PTA, IDI 1).

Many women described PrEP in such a way that it could be considered a second-line defence,
which made them feel safer: “No it’s the reason to drink prevention [take PrEP] because maybe
if I wasn’t taking it, then some clients bursts the condom and you don’t know what to do. So

when the condom bursts and the person has a disease you will not get it” (Sisi, PTA, IDI 3).
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This added protection also related to sex with main partners, where condoms were not usually
employed. Women acknowledged condom use, or lack thereof, tended to define a romantic
relationship versus sex with clients. This held true whether the women’s partners knew they
were sex workers or not. Navigating sexual relations with main partners was challenging, but
PrEP gave women peace of mind with their partners when they couldn’t be certain that they
were the only lover in their partners’ lives. Among women who had main partners (e.g.
regular, steady, or non-paying), most admitted that they couldn’t be sure they were in a
monogamous relationship. PrEP was there to keep them safe within such relationships where

condom use was less common.

(Dis)believing in a pill to prevent HIV

Over and above the motivation to use a product that could help to protect them from HIV and
relieve some of the psychological burden in their lives, women needed to grapple with
interpreting and understanding the stated efficacy of an entirely new technology. Given
several decades of messaging that condoms were the only way to prevent HIV transmission
during sexual intercourse, it was not surprising that the news of PrEP was sometimes met with
disbelief: “So but on my side I'm still deciding continue taking them or stop. | don't know now.
Like what | was saying that people they wanna know if these tablets they are working or they

are not working. | don't know. For that one I've no idea” (Royal, JHB, IDI 1).

Missy related how some of her colleagues did not believe that PrEP was real, and how she and

her sisters investigated the PrEP product:

“My younger sisters they do understand it because they even went online and check
what is it that | am taking. And my friends, | explained to them. | even told them that
it’s coming on public they will take it although | didn’t tell them that now its only sex
workers that are taking this thing. | just told them that at the clinic they gave me this”
(Missy, PTA, IDI 1).

Reflecting on initial disbelief in PrEP came more often in later interviews. In her third IDI,
Brenda reported how she had found colleagues in her room going through her bag. She
worried they were stealing her pills, but she later found that they were actually trying to figure
out what the pills were and whether they were real. They were all HIV-positive and couldn’t

grasp the concept of PrEP:
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“It seems like, the way | heard it is, like they were showing everyone ‘do you know how
these tablets work?’ And themselves they can’t drink it .... | am still negative. They
don’t believe it. They said ‘why you only? Us we are positive”, you see” (Brenda, PTA,
IDI 3).

The other women in Brenda’s workplace struggled to accept that, as a sex worker, Brenda
could still be HIV-negative, therefore they grappled with the notion that she had been given
pills to prevent HIV. They expressed genuine disbelief that preventive pills even existed.
Brenda also admitted herself that she initially came to the TAPS clinic purely out of curiosity,

not entirely believing that PrEP was real.

This confusion about where PrEP was real and actually prevented HIV persisted because it was
only available to FSWs in special clinics and not widely reported on in the media, as one
participant articulated: “They ask me why it’s not on the TV or on the radio? Why is it private,
it’s secretive? Jah they say if your clinic was real” (Nancy, JHB, IDI 1). Some participants
described their initial apprehension about potentially being guinea pigs for drug testing, which
was usually laid to rest during the first couple months of participation. However, interactions
in the community were a different story. When participants told others that PrEP was made of

ARVs, it immediately signalled illness and HIV:

“Others were not happy for me they thought it was an ARV. And some understood, and
some didn’t, and with my family they are fine. | told him [boyfriend] but at first he
could not understand that. | sat him down and explained it to him, then he understood
but he then asked why is only for women” (Polly, JHB, IDI 3).

Another participant recounted how she asked another organization working in her community
about PrEP: “So .... then | was asking her about the PrEP. She said they don’t have. And they
don’t even know about it” (Brenda, PTA, IDI 3). This general lack of knowledge in the
community about the existence of PrEP made it more difficult to believe in on a personal level
and then to convince others, especially when only provided to a select few, as Polly’s boyfriend
questioned in the earlier quote. Indeed, as the IDIs progressed, women suggested that
promoting the message of PrEP to the broader community and making it available to others
would help with supporting use by reducing the stigma around ARVs as being only for sick
people: “jah because ah the other friend once saw that medication and asked me about it ....

But she didn't understand, she wanted to say that they are ARV” (Polly, JHB, IDI 2).
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Reconciling their own and others’ confusion or disbelief around PrEP was observed across the
second and third waves of interviews. This process seemed to contribute to a commitment
from these participants to take PrEP, and also circled back to the motivation of managing and

mitigating risk.

Disbelief in PrEP eventually dissipated for those who continued in the study, and part of
eliminating the personal scepticism was by repeated HIV-negative test results. Motivations to
test (and maintain PrEP use) were link to a firm desire to see continued negative results: “/
don’t like it, but for the fact that, you guys need to see the results so | do it and | know that | am

always negative” (Missy, PTA, IDI 1).

Over time, personal belief paved the way for participants to prove to others that PrEP was real,
since they were still HIV-negative. This elicited interest in PrEP from people outside of the
study: “Yes, friends and neighbours. Because | want them to get the same services | got. Like
my friend she wants to take it and | told her about mine” (Polly, JHB, IDI 3). After using PrEP for
some time, women also wanted it for their main partners: “/ want to ask about this PreP. |

have a boyfriend. Is it possible for him to come and take this PrEP?” (Lebo, PTA, IDI 2).

Finding health, control, and well-being in PreEP

Growing out of the acknowledgement of personal risks and responsibilities, as well as a
confirmed belief that PrEP was real and playing a part in keeping women negative, was the
notion of health and well-being reinforced by taking PrEP and through continuous engagement
in care. This translated into a commitment to health, hope for the future, and a sense of
strength and pragmatism in the present in relation to their work. Several women asserted
their personal empowerment in taking PrEP, as Nancy told her friends: “me I’m doing it, if you

don't it’s for your own good. | am doing this for my own life. Not for anyone” (Nancy, JHB, IDI

1).

Regular clinic visits created a sense of assurance: “No its good coming here ‘cause you will be
knowing your health. Unlike just sitting, you are just sitting you don't know what is going on. At
least when you come here you will be knowing at least some” (Royal, JHB, IDI 1). This, along
with access to PrEP, created a level of added control in their lives, especially when armed with

the knowledge that PrEP was not a forever regimen. This made it easier to rationalise use and
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was equated with a potential end to sex work: “We just talk about that one day when we leave

sex work we will quit the tablets” (Pinky, JHB, IDI 1).

Practically, women were given the option to cycle on and off PrEP through the course of the
study, and they were counselled on if or how they might do so with the support of a clinician.
Many women explained how they decided to cycle off on their own, and would come back for
retesting to be able to restart PrEP a few months later. Some of these women related how
they would take a break when they went back to their home villages or if they stopped sex
work for a time, which seemed again to contribute to a discourse of enhanced control that ran

through many of the transcripts.

Beyond control specifically, however, taking PrEP emerged from analysis as a source of
positivity, stemming from an underlying feeling of safety: “I feel .... happy. | feel great taking
Truvada. | know | am safe taking” (Anna, JHB, IDI 1). Healthiness and happiness was important
and underscored by all of the participants in one way or another. Safety also denoted trust,
often a synonym for control over women’s positions in their realities as sex workers: “Since I've
been using this medication I'm feel myself like I'm healthy .... Mmm I'm just happy, just makes

me happy and jah and | trust myself” (Polly, JHB, IDI 1).

Some women felt that the pill was helping them beyond preventing HIV. In this regard, some
of the participants reported previous feelings of illness which had dissipated: “...what I discover
is like my health is like normal, normal | don’t feel pain like I’'m shivering anytime like what | did
last time before. Now I’m feeling a good health, a normal breathe” (Joy, JHB, IDI 1). They also
reported overall relief from less concrete symptoms, which were more akin to general
sensations: “Cause sometimes | normally used, | used to like sleeping .... but now sometimes,
something is changing in my body. | used to feel like weak, in the morning when I'm waking up.

I think it’s helping” (Hilton, JHB IDI 1).

When discussing how PrEP made them feel about sex, most women talked about the feeling of
added safety, but not in a way which made them want to have more, or to have condomless

sex. Most perceived changes in sex was related to their work. As one participant related:

“According to the rumours, they say when you take TAPS, eeh PrEP or ARV, your inner
vagina it becomes more hotter like when mens are penetrating they will say you are
hot, you are hot things ... like most of my clients they say ‘Yoh! You were so hot!” So |
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think that’s what changed. | don’t know because | cannot feel myself inside. No, |
actually don’t like sex (Missy, PTA, IDI 1).

Weight gain was a limited “side effect” (later attributed to feelings of well-being and not a
clinical side effect), and tended to signify enhanced health and strength: “Even the weight, |
feel like it gives me weight when | am looking at myself” (Thembi, PTA, IDI 1). While a small
number of participants were not happy with the weight gain, for most who gained weight it
was an explicit signifier of health, or a measure of personal fortitude and empowerment: “Mm
I think they [pills] make me strong. It’s like now I, | am protected a lot since | use them, and me |

can feel in my body that | am fine” (Lebo, PTA, IDI 1).

Finally, there was a significant sense of altruism and a need to support their community among
the participants who recognised value in PrEP and having access to it: “/ wanted this
programme to help all of us, sex workers” (Anna, JHB, IDI 1). This added to the sentiment of
hope and the possibility of improving their perceived and physical positions in their work and
life realities. Another participant felt that the act of offering PrEP to FSWs was a sign of change

in how sex workers were perceived by wider society:

“... | feel happy there’s some of the government maybe is take care of people because
they love everyone. They can’t choice that this one is prostitute and what. They love us.
They put us together as one people because they care. So | have proud that if | feel like
I have a problem, | go there and tell them what | feel and I’'m negative .... they are
preventing us rather than to sick and die, leave our kids (Joy, JHB, IDI1).

Managing the practical complexities around PrEP use

Though not as prominent a theme in the interviews as compared to the others presented here,
the practicalities of managing PrEP use and the activities relating to it were still important to
consider. In particular were the practical issues of daily pill taking, managing personal
relationships in relation to PrEP use, developing supportive structures, considerations around

behavioural disinhibition, and managing the practicalities of clinic attendance.

Developing innovative strategies for pill taking was universal, including stashing a pill or two in
a bra or a tissue in case of late or unpredictable nights, setting phone alarms, and placing the
pill bottle in a routine location like next to a tooth brush. These were not always perfect. Like
others, Mbali admitted to sometimes forgetting: “.... we do forget ‘oh today I didn't take my

pills!’. Before | was forgetting, | don't wanna lie. Now I don't forget” (Mbali, JHB, IDI 2). Often,
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participants would admit when they missed doses or ended up sharing with someone else also

taking PrEP to top up their stores when they couldn’t make it to the clinic on time:

“We do share | don't wanna lie. You told us not to share, but if we run out we do share.
We just told ourself it is one thing. We said how can we not share, but this is one thing.
When | run out | can just say give me two. | will be drinking my sister’s” (Mbali, JHB, IDI
2).

Most of the women participating in second and/or third IDIs seemed to be more open or
honest about struggles with pill taking, while others described becoming better and finding
strategies for consistent pill taking. Some suggested, after taking PrEP for a while, that having
an injectable would be better than the pill, to alleviate the burden of daily adherence, most

likely related to their experiences with or knowledge of injectable contraception.

One way or another, support systems for pill taking were important in maintaining use. Family,
friends, or partners could be a source of support: “Jah like my sister we do take PrEP together,
so when she is taking | take also” (Mbali, JHB, IDI 2). Loved ones who were HIV-positive could
act as a support system for taking PrEP: “My sister is positive. So she is the one who say to me

you must go and take” (Mandy, JHB, IDI 1).

Others ended up losing family, friends, or partners over their participation in the study and
PrEP use. This was an unfortunate development, but it also usually resulted in a reaction of
asserting a sense of empowerment or control. For instance, Missy decided to stay in the study
and lose her boyfriend who would not believe that she was taking ARVs for prevention, rather

than give up taking PrEP:

“I don’t have my partner anymore he dumped me because | am taking TAPS/PrEP and
he doesn’t even believe this .... He, he dumps me because | am drinking this medication
which he thinks | am drinking HIV ARV .... Hee ee | did explain, the thing is he lack
information too much” (Missy, PTA, IDI 1).

Disinhibition, or discontinuing condom use while using PrEP, was not reflected among most of
the participants. Only one woman admitted to sometimes giving more oral sex without a
condom than before she started taking PrEP, and a few women spoke of how they had
considered not using condoms on occasion. However, given that most still relied on condoms
to prevent pregnancy, most of them were discouraged from condom cessation: “/ was scared

because what if | get pregnant? So if | get pregnant | put my life risk” (Joy, JHB, IDI 2). Others
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asserted the importance of maintaining broader sexual health, and highlighted the important,

but incomplete, contribution that PrEP made in this regard:

“I worry about my health. Because without my health | will not be able to provide for
my family .... but | make sure that | prevent all of them. | prevent STl using condom, and
prevent pregnancy again using condom and by eeh mmm using the injection, and I also
prevent HIV by using PrEP” (Missy, PTA, IDI 1).

Finally, personal treatment at the clinic made it easier to keep coming: “I like the fact that
when | come to the clinic they tell me | look nice, they remember me, and they will ask me what
month am | here for. They will tell me go to this one [staff member], go to that one” (Missy,
PTA, IDI 1). The feeling of the clinic was a big draw for participants in both locations: “The
study is a very good thing to attend and you feel comfortable and safe” (Maggie, JHB, IDI 1). All
participants related how the service at the clinic supported their PrEP use and attendance: “...
because you guys are free, you are welcoming and one won’t be shy to express and say what

they came to the clinic for” (Joy, JHB, IDI 2).

6.3.5. Discussion
This is one of the first reports of personal experiences and perspectives of actual use of oral

PrEP among a group of FSWs outside of a clinical trial setting. This research provides insight
into the risks and responsibilities that women perceive in their lives, the ways in which women
adopted PrEP to mitigate their risk or ameliorate these realities, and the characteristics of PrEP
that they most valued, all of which are critical to consider within the context of

implementation.

The findings produced from this research are grounded within the MSEM framework, where
personal views and factors interact with and are influenced by social and sexual networks,
community, societal and public policy, and the HIV epidemic itself. While the findings were not
presented within this framework, the components are visible within the themes where
community perceptions of PrEP influenced personal beliefs and experiences of use, or where
knowledge of the vast epidemic made it difficult to believe there were still HIV-negative FSWs

left to take advantage of new prevention methods.

Disbelief in the existence and/or efficacy of PrEP was a prominent theme, which affected the
motivation of women to come to the clinic (as reported by those in the IDIs), and also affected

women trying to maintain use. When those around the users are constantly questioning
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whether such a preventive product can be real, it may be difficult to continue use. This could
speak to reasons for dropout in the larger TAPS study for which the primary, programmatic
results have been presented (28). Indeed, targeting this PrEP intervention to a population at
highest risk may have risked the trust in the product and its ability to prevent HIV as
community education was not widespread. This disbelief was also a phenomenon seen in the
VOICE-D sub-study and HPTN/ADAPT studies which found scepticism of PrEP efficacy to be a
significant barrier to use (29,30). Both Normalization Theory (31) and the Diffusion of
Innovations (32) speak to the imperative of community assimilation of interventions for
successful implementation. Indeed, without belief in and demonstration of efficacy on a
personal level (e.g. repeated negative HIV tests with PrEP use), little engagement can be
expected. This was underscored by the participants in the IDIs in every round, and often raised
ethical quandaries around not being able to provide others with PrEP. The clinic did, however,

allow and promote couples testing as desired by the participants.

Risk, and risk perception (33), have been extensively researched and debated in regards to
translating into effective HIV prevention uptake (34-36). Research published from the
FEMPrEP efficacy trial found that women in the study who did not maintain PrEP use also did
not accurately assess their own risk (37). In the TAPS study, the primary results suggest that
the population accessing PrEP women may be at self-acknowledged high risk, which was
confirmed repeatedly through the IDIs (28). However, it is unclear whether those who dropped
out were accurately assessing their own risk or not, though one woman who dropped out of
the PrEP arm early returned later with an HIV-positive result. The risks articulated in these IDls,
however, were directly linked to the dangers of sex work and the response to these was
closely intertwined with the acknowledgement of personal responsibilities. In addition, these
personal responsibilities could also contribute to women’s abilities to maintain use if priorities
for making money or going to school prevented them from making it to the clinic on time for
visits and PrEP refills. At the same time, stress around condomless sex with main partners
seemed to be reduced for some women who worried they might be at risk when partner

fidelity was unclear.

While sex work can be a choice and many women have been empowered in their engagement
in it (38), women in this sample of sex workers overwhelming felt that they currently had no
options to transition out. Most transition programmes have failed because they don’t offer

women options to make enough money to meet their perceived responsibilities (39). In these
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IDIs, women had mixed feelings about how to move on to other employment, with some
asking for jobs in the clinic and others pursuing educations with the hope of empowering

themselves to advance.

The notions of empowerment and control were underlying currents throughout the findings of
these IDIs. While most of their worries remained constant throughout the progression of the
interviews, there was also an alleviation of stress which occurred as PrEP efficacy became a
personal reality. PrEP is not a magic solution to all problems, however, it started to symbolize
hope and future prospects, as well as added safety, where women could view their business as

business without as much fear, and sexual interactions with partners were less worrisome.

Interestingly, the findings in this paper at the thematic level are very similar to what has been
published so far from qualitative research of PrEP use among MSM. Research published from
an open-label PrEP study (following the iPrEX efficacy trial) presented relief from stress around
the possibility of HIV infection and a sense of security as additional benefits of using PrEP (40).
These feelings did not seem to change sexual behaviour, which from analyses conducted thus
far and what was has been reported in our qualitative research, is also what happened in TAPS
(28). Similar findings regarding the alleviation of fear around HIV were presented from another
study of MSM in the United States (41). Encouragingly, this research suggests that PrEP use
may provide sources of critical, constructive, and empowering HIV protection for those at

highest risk of HIV without subsequent risk compensation, as was widely feared (40,42—45).

Not as many women returned for second and third IDIs as hoped, which is a risk with any
longitudinal research and in particular with more transient populations such as sex workers. It
is difficult to assess why participants drop out over time when they do not provide specific
reasons themselves. However, based on what we learned here and what was learned in earlier
research preparing for the TAPS study (20,21), it is likely that a combination of social dynamics
around belief in PrEP and its efficacy (including stigmatization of taking ARVs as a sign of
illness), personal risk assessment which may fluctuate over time, personal responsibilities
which supersede clinic visits and participation in research, and potential issues with substance
use probably contributed to retention. For these reasons and to further unpack the dropout
seen in TAPS to help support PrEP programming, additional research is being considered to

potentially interview women who were lost to follow up, to determine the reasons.
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Despite the limited number of second and third round IDIs, the process of serial interviews
enabled us to examine progression of thinking and feeling around PrEP use. In most cases, the
participants became more committed over time, and discovered personal strength in their
commitment, even if adherence was not always perfect. Their willingness to be more open
about issues with product use grew over time, which was a benefit of this method. The
practicalities of use were not the central themes for any of the IDI participants, however,
women were able to share how they managed adherence or cycled off and on PrEP over time.
One prominent component of managing PrEP use, which became more and more apparent
over time, was the development of supportive structures for pill taking. Some women found
support from partners, but many more had family members or friends who were already HIV-
positive and could provide inside knowledge of pill taking habits. This reinforces the idea that
synergies can be found among HIV-negative and positive populations, which may also help to

destigmatise interventions.

Limitations

The study ended up only enrolling just over half the originally planned sample size, which
therefore limited the range of perspectives possible to include. Additionally, we planned to
capture perspectives of women using PrEP as well as those cycling off, however those women
who cycled off rarely stayed in the study. The study sites were also limited to urban settings,
therefore findings may not translate to other contexts. While these are clear limitations of this
research, it should also be noted that the interviews did reach saturation of data, where

personal stories did vary but themes were consistent across FSW accounts.

6.3.6. Conclusion
PrEP represents a valuable new HIV prevention option for women in sex work who are able to

remain care. Risks and responsibilities were the main expressed drivers of PrEP uptake and use
in these interviews, however, personal and community disbelief in the reality of PrEP efficacy
challenged this. As PrEP programming is scaled-up, it will be important to ensure accurate,
relevant, and widespread messaging is employed in communities to generate demand and
support for PrEP use, even if use is to be focused for those at highest risk. PrEP could be one of
the most significant game-changers in HIV prevention for the past 20 years, and requires this
kind of in-depth, qualitative research to understand if and how it impacts on women'’s lives

and what motivates them to take it up and adhere.
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7.0 Overall Discussion and Conclusions

The findings in this PhD represent lessons learned in one of the first implementation studies of
oral PrEP for FSWs in sub-Saharan Africa. This body of research is part of the beginning of a
new wave of HIV prevention programming as well as the culmination of more than 20 years of
scientific discovery and product development now being taken to market. This PhD reviewed
the qualitative evidence on previous research concerning HIV prevention products initiated
and controlled by women, described the process and lessons learned in designing a new PrEP
intervention, presented community perspectives of PrEP immediately before implementation,
assessed key characteristics of women taking up PrEP, and explored the perspectives of a
selection of women who used PrEP to elucidate the reasons for PrEP use and how it fit into
their lives. Each section of research addressed the overarching aim of examining the

applicability and acceptability of PrEP for FSWs in South Africa.

This chapter summarises and synthesizes the findings from this research by addressing each
research question linked to the PhD objectives, discusses strengths and limitations, includes
suggestions for future research, policy and practice, includes personal reflections on the

research, and presents conclusions.

7.1. Summary and Synthesis of Findings

Objective 1: What are the motivations and barriers to uptake and use of female-initiated HIV
prevention products in sub-Saharan Africa?

The systematic review in the form of the adapted meta-ethnography brought together data
from many populations of women in different countries in sub-Saharan Africa and examined
several products. Although not all of the products were successful in preventing HIV or getting
to market, the qualitative research derived from all of the studies provided important lessons
which can be applied to future product development as well as implementation of newly
proven products. While much of the earlier qualitative research has focused on the
acceptability of specific product attributes or specific aspects of motivations for use, such as
the ability to use a product covertly for women, the analysis in this review found that core
elements of sexual satisfaction, trust, empowerment and control were more important to
women in terms of HIV prevention product uptake and use. These elements do not operate
independently of one another and are mediated by other influences, such as product use in

relation to the social environment where stigma and other people’s perspectives may
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influence uptake and use. Personal well-being, in terms of health and personal empowerment
situated within the realities of women'’s lives, also interacted with the core influencing factors
by mediating the ability to trust a product or a partner depending on how the prevention
product affected relationships, for example. Risk reduction and efficacy, and product attributes
played a more peripheral, but important role in how the products were perceived, especially in
regard to initial acceptability. For instance, while covert use could be part of strengthening
empowerment and control, this could all be suddenly removed by lack of trust from a romantic
partner or if suspicion arose from discussion with friends or family that the product was
actually designed to cause illness rather than prevent it. Effectively, the systematic review in
Chapter 2 argues that all of these elements must be taken into account when developing and
implementing a new HIV prevention product for women, or risk it not meeting the needs of

the end-users.

The findings from this paper provided the basis for exploring a holistic approach to fill gaps in
PrEP implementation knowledge through the entire process of designing, developing,
implementing, and analysing the TAPS Demonstration Project. The design and development
process was specifically built using an adaptive, grounded approach in order to allow for
holistic, comprehensive thinking and responsiveness to the needs of the women who were
potential study participants and PrEP users. Therefore, the elements from this review were
built into the continuing lines of inquiry throughout this PhD and the larger TAPS project, also

using the MSEM to situate the research.

Objective 2: What are the practical and contextual factors which might affect the uptake and
use of PrEP among FSWs in South Africa?

With lessons learned in mind, the process of designing a PrEP intervention for FSWs in South
Africa to be implemented and evaluated as part of the TAPS project was undertaken by
examining all possibilities for modes of delivery, programming, end-user and stakeholder
perspectives, as well as what was feasible. This was a learning process as well as a nearly
simultaneous decision-making process. Additionally, final decisions often ended up very
differently from where the research began. This was especially true for site selection, where
the original plan was to choose three diverse sites from among the large network of sex
worker clinics already supported by Wits RHI. However, after physically seeing the sites, talking
to the clinicians, local DoH representatives, and FSWs, it was clear that the differences

between sites were so vast, and sites spread so far apart, that having two sites closer together

219



where there were greater similarities was going to make for better management and
measurable outcomes overall. The factors contributing to these differences were the types of
sex work locales, continuous versus intermittent migration of the FSW populations, and social
and economic factors, in addition to some sites not having adequate clinical facilities or links to
appropriate laboratories, or support from the local health departments. These lessons were
not only important for designing the PrEP intervention for TAPS, but also for the eventual

government rollout which began on 1* June 2016 in South Africa.

In addition, through the process of this design exploration, it became very clear that PrEP and
early ART should and could be implemented together. This viewpoint came from stakeholders
themselves, who in early consultations underscored that bringing in a new prevention method,
especially ARV-based, would be better accepted by the community if options were also
available to those who were already HIV-infected. This was highlighted by representatives
from other PrEP demonstration project country teams during an international sex worker
stakeholder meeting on PrEP, where they described how PrEP could threaten the community’s
sex work market, and therefore early ART (or treatment as prevention as it was termed at that
time) had to be a part of the mix (1). This was further supported by consultations in South
Africa, where the argument was less about displacing the sex work market and more about
ensuring unified messaging around HIV prevention (ARVs could offer protection if given to HIV-
negative and positive sex workers). This was in addition to prioritising options for a population
with the highest prevalence rates of HIV (2), and preserving an important ethical standpoint of
not risking treatment for those who were already infected by appropriating budget and drugs
to those who were not (3). The latter was a highly debated topic concerning PrEP before
implementation studies were launched (4-6), and therefore one of the aims of the TAPS
development and implementation was to demonstrate the synergistic feasibility of
programming PrEP and early ART together, as well as the benefits to the community (7). While
the larger answers as to how these synergies developed in terms of feasibility lie beyond the
scope of this PhD, it was important to include here the existence of implementing early ART
alongside PrEP, as PrEP could not be delivered in a vacuum, and indeed valuable lessons were
learned from interactions with HIV-positive women who could represent a strong source of

support for PrEP and PrEP users.
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Objective 3: What are the community-level perceptions of PrEP in terms of acceptability
within the context of imminent implementation among FSWs in South Africa?

In order to holistically approach the impending implementation of PrEP (and early ART), the
FGDs conducted at the end of the TAPS formative research process and immediately before
project launch combined both HIV-negative and HIV-positive women as well as discussions of
both products. These discussions built on the findings of the systematic review and the earlier
design process, where the questions posed in the FGDs began from a more general view of
FSW'’s previous experiences with healthcare, what was important to them in terms of care, and
how their social circles and lives interacted with services. This set the context of experiences in
clinics as well as with the larger community, how partners and other loved ones may have
influenced engagement in care, and how perceptions of the HIV epidemic may have fed into
the participants’ previous motivations for seeking care. This allowed for PrEP and early ART to
be conceived of by the groups within these contexts and be able to discuss as a group how the

interventions might relate, and work or not work.

Although both HIV-negative and positive women were combined in the FGDs, the paper
presented in this PhD focused specifically on the groups’ consensus regarding PrEP. The overall
finding was that PrEP was highly anticipated and endorsed. Many of the women in the groups
added their names to waiting lists for the study, and were anxious to know when PrEP would
be available. Concerns voiced among the groups revolved around the possibility of
discontinued condom use, issues with pill taking in relation to the ability to form adherence-
related habits, and potential issues with substance use which are generally prolific throughout
the sex worker community, mostly as a coping mechanism (8). Interestingly, women
acknowledged (on their own) the potential for risk disinhibition and risks in rumours that could
develop around fear of side effects, which have been concerns voiced in other studies and in
the larger PrEP field (9-11). This connects back to the trust in product element, as well as in
information circulating about a given product, illustrated in the systematic review. The fact
that these issues were quickly recognised by potential future users, as well as those who might
support those users, could provide some reassurance and signal to implementers that the
community could handle the PrEP intervention given their keen insights and understanding of

the likely complexities.

The normalization of PrEP was also highlighted in the FGDs as an important factor to consider

in advance of and during implementation. A common thread through the discussions was the
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stress which comes with the fear of HIV and being HIV-positive, which is accompanied by ARV
treatment which has traditionally been a symbol of illness (12). From the participants’
perspectives, with the introduction of PrEP came an opportunity to destigmatise ARVs since
both HIV-negative and positive women would then be taking them. ARVs could then have the
potential to become a symbol of wellness, and the inevitability of becoming HIV-positive and

sick would no longer be a foregone conclusion for those who were still negative.

These insights were invaluable in tailoring the final messaging for the TAPS project, and helped
to provide evidence of desire for PrEP among FSW communities in South Africa to the
international community, which was not convinced that PrEP would be positively received at
the time (1). This research created a logical bridge from formative research to the actual

implementation of PrEP in TAPS.

Objective 4: What are key characteristics of FSWs who take up and use PrEP?

The key demographic characteristics of women taking up PrEP in TAPS, as defined by the
literature and South African context (13—17), were: age, relationship status, level of education,
place of work, and place of birth. The majority of the TAPS study population taking up PrEP
was between 21-30 years of age (with a full range between 18-60 years); married, living with,
or had a steady partner; worked in brothels; and were born in Zimbabwe. While there was not
a population-based sample with which to compare both Johannesburg and Pretoria TAPS
demographics, the characteristics of the women in the Johannesburg sample were similar to
those in a recent analysis of the Wits RHI Sex Worker Programme data (18), and the SAHMS
study (2), with one exception to the latter: there were fewer single women in TAPS than in
SAHMS (which was a much more diverse sample than the programme data). While this is likely
a reflection of women already attending the existing sex worker clinics, it may also be an
indication of accurate risk perception where condom use was reportedly low with main
partners throughout the course of the study. This links with discussions among the FGD
participants, many of whom said they had been infected with HIV from their boyfriends or
husbands. Indeed, some of the women in the FGDs had asked whether PrEP could be given to
married women in general since there were not always familiar with their husbands’

whereabouts, or their extra-marital sex.

Another interesting finding was that women had higher rates of STlIs at the TAPS baseline, than

throughout the rest of the study, which suggests that condom use was not replaced by PrEP
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use or at least that women were paying more attention to general prevention than at the start
of the study. It is important to take into account that this effect is difficult to definitively
measure statistically due to the large drop off over time, therefore diminishing data points.
However, directionally this is a positive finding for those concerned with disinhibition in a high-
risk population where monetary incentives to drop condom use with clients have been
hypothesized to have serious, deleterious effects (e.g. rising rates of STls and unwanted

pregnancy) (19,20).

These findings are also well situated within the MSEM framework where individual, social and
community, as well as epidemic related factors interact and start to develop a picture of the
PreEP user among FSWs in South African urban populations. These characteristics, combined
with the FGD data and the qualitative findings from the IDIs, present a narrative of self-
selection and risk awareness among these populations which will be valuable to consider using

the holistic perspective of a social-ecological framework during scale-up.

Objective 5: What are the perspectives and lived experiences of FSWs taking up and using
PrEP in South Africa?

The findings from the IDIs contribute a critical piece in developing the larger picture of PrEP
use among FSWs in urban South Africa as one of the first sets of data on PrEP use among FSWs
outside of a trial setting. This research took place in actual sex worker specific, primary health
care clinics, and these perspectives help to solidify important considerations around risk
perception, motivations for uptake and use, as well as barriers to uptake and use arising in the
complex context of women'’s lives. These notions began development in the systematic review,
and progressed with each step of the PhD until they could be explored in further depth with

the serial IDls.

Over the course of 34 interviews, the prominent theme of daily risks and responsibilities
emerged as an important reason to seek PrEP and stay healthy, but these aspects could also
contribute to women’s abilities to maintain use if priorities for making money or going to
school prevented them from making it to the clinic on time for visits and refills. Initial and
continued scepticism of whether PrEP was a real product and, if it was, whether it really
prevented HIV was also a prominent and consistent theme discussed throughout the IDIs. This
disbelief permeated women’s minds when initially considering PrEP, and even after they first

started taking it leading some of them to admit they were not taking it all the time. Such
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scepticism also spread throughout the community, where many colleagues and friends refused
to believe there was such a thing as a pill to prevent HIV. One woman’s partner left her
because he could not believe that PrEP really existed. Instead he was convinced she was HIV-
positive. This element plays back into the dynamics of trust, both in the product and among
people, which came through as a core construct in the systematic review. The constant
questioning of PrEP existence and efficacy may have contributed to the less than ideal
recruitment and retention in the study, which reinforces a need to focus on educating key

populations on these points in any future scale-up and rollout.

Following on from the notion of disbelief is the need for normalizing oral PrEP as a viable and
accepted product within the sex worker community, but also among the larger social
environment within which use takes place. Once oral PrEP is more normalised, then the
disbelief will dissipate and create a more supportive environment for PrEP use. Additionally,
there is an opportunity for destigmatizing ARVs as a symbol of illness, if both HIV-negative and
positive women are using them. This was underscored by participants in the IDIs who wished
that more people could have access to PrEP, both because they needed the prevention option

and because then it would help them to understand exactly what PrEP is.

Interestingly, while the notion of sexual satisfaction with PrEP use was probed in the IDIs, most
women talked about the reduction in fear of HIV over time with continued PrEP use as a
source of contentment, and in actuality, a source of personal empowerment through control
over their own safety. Some similarly acknowledged a reduction of stress around condomless
sex with main partners where not using a condom defined the romantic relationship, however
there was still worry from the women’s perspectives of potential exposure to HIV with

unknown partner fidelity.

The change over time captured by the serial nature of the IDIs was not the sole focus of the
paper included in this PhD, as it would have limited the exploration of themes which do not
necessarily feature change. However, the serial IDIs did support this particular analysis in
revealing the aspects within the themes explored here which did evolve, such as the ability of
women to talk about PrEP more openly as they became more comfortable with it themselves.
This is clearly a feature of the women in the study who were committed to the study, to

engaging in preventive care, and to providing feedback. A key consideration moving forward
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will be how to build on these participant (or clinic client) attributes in scaled-up prevention to

encourage and support more women at high risk of HIV to also engage in care.

The MSEM framework was useful in organizing the research questions employed in the IDIs as
well as ensuring the approach was holistic and allowed for discussions to span across the
framework spheres (see Introduction Section 1.11.3). This research did not intend to prove or
disprove the validity of the framework (as one might with a theory) and did not find that
particularly significant changes would have been necessary for it to fit better with the data.
Potentially, dynamics around poverty and substance use could be imbedded to add depth, as
these may have mediated the ability to continue PrEP use according to participants in the IDls,
as well as experiences from the larger TAPS study. Perhaps the greatest utility of the MSEM
more broadly is the principled notion of taking into account the element of risk and the
disease epidemic in addition to the social-ecological spheres of influence which further
prompted this research to add FSW specific adaptations as well as the element of HIV
prevention to create a framework incorporating nuance. Nuance is often omitted from such
frameworks or theories, and usually the source of criticism for many of these in the broader

health promotion literature (21).

7.2. Strengths and Limitations

The primary strength of this research is that it is one of the first to investigate and report a
progression of thinking and perspective from conception of the intervention for women to
individual experience of PrEP use among FSWs. While many papers published in the last
several years have examined the theoretical acceptability of PrEP among key populations, this
body of work represents some of the first research to examine the real-life uptake and use of
the product among female sex workers. This progression of research from start to primary
results of intervention implementation is another important strength of this research, where

each step informed the next in a cumulative fashion to develop a significant knowledge base.

This work also contributes an end to end narrative of intervention design and development
illustrating the depth and scope which can be considered within the Implementation Science
paradigm. As discussed in Chapter 1, traditional definitions and approaches have centred on
top-down approaches, where the nuances of programming and delivery inclusive of target
population perspectives are not always accounted for or at least reported. In the research

presented here, this was the starting point and fulcrum from which all work proceeded,
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allowing for depth in design and development of the PrEP intervention which will serve as a

source of learning for continuing scale-up.

There are also several limitations to this research. First is that, while every effort was made to
preserve a ‘real-world’ environment and experience for participants in TAPS, it was still a
research study and carried with it certain research related attributes which could have swayed
participant experiences in a variety of ways. For example, the informed consent process was
lengthy due to national requirements when distributing pharmaceuticals in a research study
not yet registered (as Truvada was for use as PrEP at the time TAPS was launched), and may
have deterred women from enrolling (22). There were also questionnaires and most likely
more frequent clinic visits than will eventually become the standard in South Africa and
elsewhere, which would detract from the ‘real-world’ implementation aspect where lessons
learned may not always be applicable to occurrences in a broader programme setting. The
quality of care in TAPS was also different from what is typically received in general public
health clinic settings, where nurses were able to spend more time with participants and they
had regular access to a doctor which is also not always typical, but was necessary for ensuring
participant safety in PrEP use. The quality of care, though not discussed in-depth in this PhD,
was often cited by participants as an important part of their continued participation in the
study and may have influenced PrEP use. This aspect will be explored in greater detail in

additional, future publications.

While this PhD took a relatively broad, holistic approach to the lines of inquiry developed,
there were many additional questions which were not addressed. For instance, cost-
effectiveness and intervention impact, as well as retention in TAPS and clinical outcomes, were
not included here as they were beyond the scope, however they are important factors which
would further complete the implementation picture. These aspects were investigated as part
of the larger TAPS study, however, and will be presented in separate, forthcoming
publications. Additional areas not covered, but highly relevant to this work are the issues of
criminalization of sex work in South Africa, migration, and violence. These are slightly touched

upon here, but were not explored in great detail in this work.

The TAPS project did not reach the 400 PrEP participants intended as the original enrolment
goal for the study. This was due to many factors including local unrest making it impossible to

get to the clinics, as well as issues with launching the Pretoria clinic due to local pharmacy
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approvals. These were ‘real-life’ experiences which would affect any health programme and
were taken into account as part of implementation research outside of a clinical trial, however
they also contributed to a reduced sample size by almost half thereby also reducing the
number of women included in the IDIs. This may have resulted in skewed sample
demographics and qualitative perspectives, although comparison with other samples seems to

confirm that the former was not the case (2,18).

Finally, the populations included in the majority of this research, except for the systematic
review and design process paper, were concentrated in specific urban locations within the
same province in South Africa. Throughout the design process, it was clear that no two sex
worker locales are the same, and while there can be similarities upon which health
programming can be built, it is the differences which should be meaningfully considered.
Therefore, the results of the latter part of this research may not be entirely generalizable to

other settings, however the research questions are likely to be relevant.

7.3. Next steps and Future Research

All of the research contained within this PhD has already been shared in one form or another
(publications, presentations, or data sharing with stakeholders) to help develop learning
around PrEP implementation to progress the scale-up process in South Africa, in the African
region, and internationally. The systematic review findings have been presented at the 2014
AIDS conference in Melbourne, Australia (23), and also at several meetings focusing on
exploration of data to support decision making on future prevention product and guideline
development. The TAPS design directly influenced the designs of several studies in sub-
Saharan Africa and India through a multi-country PrEP working group. The TAPS data and
expertise developed during the course of the study provided the foundation of the national
South African guidelines for PrEP and test and treat for sex workers which was launched in
2016 (24). In particular, near real-time feedback was provided to the NDoH in terms of lessons
learned in managing recruitment, screening, enrolment, and retention as well as the synergies
of implementing PrEP and early ART together. Additionally, this expertise and data were used

to develop national PrEP training programmes for providers.

Next steps will include further analysis of the early ART and larger service delivery qualitative
data from the FGDs and IDIs, as well as additional analyses of the clinical, demographic and

behaviour data, cost and impact of TAPS. These will all be shared with central databases as
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well as published for broader comparison and learning across studies and contexts to better
develop PrEP interventions throughout the world. Additionally, the results from the research
can provide data for developing the current national PrEP interventions, particularly in South
Africa where little community-based preparatory work was conducted in advance of the
launch of the initial national pilot. An evaluation of the pilot and subsequent expansion of the
PrEP programming is planned, and earlier findings from this PhD have fed into the design of
research tools which could be further updated. These findings are also supporting the
development of pilot (government-led demonstration projects) in Swaziland which are
focusing on higher risk populations such as sex workers, but striving to expand the opportunity

to try PrEP to a wider audience.

In addition, research is being considered to follow-up with participants who were lost to
follow-up in TAPS, as well as tracking those who were captured as informed about the study
but did not come to the clinic for screening or enrolment to explore reasons for lack of uptake.
This would help to balance the understanding of whether the main reasons were really the
lack of belief in PrEP or personal responsibilities preventing clinic attendance, or whether there

were other factors not immediately apparent which could be addressed in scale-up.

In the medium and longer-term, the lessons learned in this PhD and the larger TAPS project
can be used to help with conception of new ARV-based HIV prevention product options as well
as those beyond the drug-based modalities. While the specifics around daily pill taking may not
translate to a new injectable product, the women’s values and preferences (25) should remain
consistent as shown in the systematic review. An interesting line of research would be to
examine where some of these preferences and values may develop or change over time. In the
interim, products and interventions built around them which respond to and support women’s
desires to maintain their romantic relationships, safeguard against exposures to HIV, and
confer and preserve personal health and well-being will have more success in serving the
overall needs of women, in particular in high risk situations such as sex work. Additionally,
particular attention should be paid to community education, or at least addressing, rumours
which may arise regarding the efficacy or lack thereof of new products as they become
available. Potentially the most damaging aspect of new intervention introduction is the lack of
accurate awareness and disbelief in the existence and efficacy of a product, which is a core
tenant of Normalization theory (26). If the community at large has doubts in an intervention,

which could be particularly the case in relation to pharmaceuticals which enter the body and
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can have potentially (perceived) lasting, unpredictable effects, then gaining any momentum in
uptake beyond the innovators and early adopters who sit in the front of the Diffusion of

Innovations curve will be slow and potentially impossible (27).

7.4. Recommendations for policy and practice

PrEP represents a game-changer in HIV prevention, but must be implemented with
consideration for how it will be integrated into people’s lives. It is important for policy makers
and implementers to take into account the vast body of knowledge already produced from the
past 20 years in research and development of new HIV prevention options, as well as the
emerging data on PrEP use as the early stages of delivery unfold. It is easy to focus on the ‘low-
hanging fruit’ regarding the practicalities of implementation — where PrEP should be delivered
in terms of clinics, who should deliver it in terms of practitioners, and initial messaging about
its availability. However, none of this will make a difference in successful implementation if
there is wide-spread disbelief in the existence or efficacy of PrEP, or it is stigmatised as a “sex

|II

worker pill”, for instance. Social normalization will need to play a key role in PrEP programming
if there is to be any measurable success in reaching those who need it most. This will require
early and constant engagement with communities until a ‘tipping-point’ of understanding, or
saturation of education, is reached. In addition, the PrEP intervention will need to be situated
appropriately in terms of applicability within the contexts of potential users’ realities for it to
be assimilated. If all of these facets of implementation are carefully considered, PrEP may also
help to strengthen existing services as it provides multiple opportunities for refreshing HIV

prevention training of health care staff as well as a new incentive for people in communities to

seek care and explore their HIV prevention options.

As shown in this research, the differences between sex worker contexts can be vast, and
therefore a certain amount of formative exploration before implementation is merited. This is
suggested as a best practice before introducing oral PrEP, or any other new intervention, into
standard of care in clinics. In addition, including community members in every step of the
process to develop and rollout PrEP interventions will be critical. Participatory research has
been advocated, particularly in the HIV/AIDS field, but UNAIDS and AVAC who developed a
guidance document called Good Participatory Practice (GPP) (28) which mirrors Good Clinical
Practice (GCP) as an essential research standard. Throughout this PhD research and the larger
TAPS project, sex workers were engaged in design and decision-making, which helped bolster

the credibility of the research overall.
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Continuing along the theme of inclusion, it will be important to involve, or at least allow for
the involvement of partners in PrEP uptake and use. While the research presented here from
the TAPS study illustrated that most women would take PrEP with or without their partner’s
involvement, the research presented as part of the systematic review and in part from TAPS
shows that partners will influence decision-making. Not all women will be empowered to take-
up and use PrEP, and those women are potentially at even higher risk if they are in a position
of disempowerment. Programming for PrEP will need to allow for the maintenance, and
potentially even strengthening of relationships which should have the added benefit of social

support for PrEP use.

7.5. Final Thoughts and Reflections

This research spanned a number of phases, methods, contexts, and regularly interacted with
policy and normative guidance development at local, national, and international levels. These
were exciting and satisfying aspects of this PhD endeavour, but also challenging alongside the
management and leadership of the TAPS project where there were high expectations of

quality and rapid outputs. Nevertheless, this was a learning experience of a lifetime.

Implementation research is never straightforward, and part of undertaking it is expecting the
unexpected. Almost all of the aspects of the entire process, from design to analysis, were filled
with unpredictable turns of events, however these were also important learning opportunities.
Navigating regulatory hurdles, political relationships, and becoming accepted and a trusted
friend of the local community brought many challenges and rewards. Perhaps the most
rewarding on a personal level was having the opportunity to build capacity of staff from long-
time public health nurses with more than 20 years of experience in the public sector but no
previous experience in research, to sex worker peer educators who had never had the
opportunity to give presentations or lead their own areas of research-based work (such as
study recruitment). This was a personal source of daily joy to see team member grow in their
jobs and build an incredibly productive and solid team, which will be dearly missed now that

the work is coming to an end.

One of the interesting aspects of this work not discussed previously in detail in this PhD, or
elsewhere, was the process of decision-making around options for the overall research

approach which took place even before the demonstration project design and engagement in
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South Africa. Early in the discussions about pursuing a demonstration project in the South
African FSW context, considerations were discussed among the four primary TAPS
investigators as to whether it would be possible (and/or necessary) to conduct the research as
a randomized control trial in order to directly evaluate impact. After much debate, several
conclusions were reached. First, that it would be unethical not to offer the interventions to a
control group as we knew at the time that early ART (or test and treat) would eventually
become the standard of care, and most likely during the course of the study. The PROUD study
is an example of where the study ended up being unblinded when the PrEP intervention was
shown to be so effective it was no longer ethical to withhold it (29). While we did not know at
the time that this would be the case for PROUD, we did strongly suspect an RCT would be
difficult to pursue from start to finish with no significant deviations which would make it
unnecessarily complex. Second, there were not enough concentrated FSW populations in areas
where we could operate and sufficiently randomize to account for heterogeneity. This was also
considered in relation to potentially incorporating randomized, nested adherence
interventions such as using a medication event monitoring system (MEMs) bottle caps (30) to
more objectively look at adherence in addition to drug level analyses, however statistically it
was not going to be possible given estimated sample sizes and the desire to only evaluate
intervention components which could then be incorporated in a national rollout. The drug
level analyses were justified as they did not require a large amount of blood and that could be
drawn at the same time as standard monitoring (for creatinine) without disruption to
participants. Third, was the limited funding for the TAPS study, which was supported through a
number of channels, starting primarily with the Bill and Melinda Gates Foundation grant, then
supplemented by USAID funding with donations from Gilead and Mylan of study drug and

other in-kind support from partner projects within Wits RHI.

These considerations are what led to the choice of a relatively straight forward
implementation study with as few obvious research components as possible to avoid the
participant experience becoming to akin to research and less real-world. In terms of the
internal and external validity related to efficacy and effectiveness research, as discussed by
Singal et al (31), demonstration projects fall at the far end of the effectiveness side of the
continuum. This means, that in the end, this research had to live with a certain level of
uncertainty around validity in the quantitative findings, especially with a reduced sample size
and no comparison group. However, the point was always to practically answer the

programmatic aspects (including applicability and acceptability) of delivering PrEP to FSWs in
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clinics servicing urban sex work environments. The research presented here provides a large

piece of that story.

7.6. Conclusions

This body of PhD research has illustrated the personal, social, and environmental nuances
within which oral PrEP as an HIV prevention product for FSWs is taken up and used in urban
settings in South Africa. The applicability of PrEP for FSWs is dependent upon their sex work
contexts and the ways in which PrEP is made accessible in tailored delivery. Acceptability is a
nuanced dynamic influenced by situating the need for PrEP within the complexities of FSW’s
personal risks and responsibilities, reconciling trust and belief in the product, developing habits
for ease of use, and navigating relationships. Through the research in-country, the thematic
constructs explored in the systematic review were tested in practice and developed in more
depth, where relationship dynamics, trust in partners and social circles as well as oral PrEP
itself played a significant role in decision-making around uptake and use. Sexual satisfaction
was not as central a component in this work, but empowerment and control in having the

ability to maintain personal safety at work and in romantic relationships was still very central.

The MSEM framework, linked with principles of Implementation Science, was useful in
situating the research questions and findings in an organised and easily translatable format for
providing evidence to further the rollout of oral PrEP in South Africa and beyond. Key
demographic and behavioural characteristics of women who took up PrEP signal an accurate
perspective of self-assessed risk, driven by the realities of sex work and personal
responsibilities to support families, which were further illuminated through in-depth individual
discussions with participants. The holistic nature in which this research was undertaken
represented a large managerial undertaking with multiple, simultaneous processes and
learning pathways which led to important findings around the diversity of sex work markets
and the fluidity of social-contextual interactions which ultimately interact with the
effectiveness of oral PrEP use. Successful policy and practice should take these complexities
into account when developing and scaling-up oral PrEP interventions for FSWs. While the
specifics of these complexities may not necessarily apply to all contexts and other populations,

many lines of inquiry around motivations and barriers to use will be universal.
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Appendix i. LEO Ethics Letter

London School of Hygiene & Tropical Medicine LONDON
Keppel Street, Loncon WCAE 7HT SCHOOLof
Urited Kingd

s/mzcnuaam:o?u (0)20 7636 8636 E,‘fg&&%
wwwlshtm,ac.uk MEDICINE

Observational / Interventions Research Ethics Committee

LSHTM

23 June 2015 23 June 20135

Dear

Study Title: TAPS Demonstration Project - PhD Research

LSHTM cthics ref: 9645
Thank you for your application for the above research, which has now been considered by the Observational Committee.
Confirmation of ethical opinion

On behalf of the Committee, | ams pleased to confirm 2 favourable ethical opinion for the above research on the basis described In the application form, protocol and supporting
d subject to the specified below.

Condi of the

Approval Is dependent on kocal ethical approval having been recetved, where relevant.

Approved documents
The final Nstof d d and approved by the s as follows:
Document File Name Date Version
Type
Protocol / PrEP Demo Project_IDI Guide vl_14 May 2014_FINAL 14052014 vl
Proposal
Protocol / Protocol_PrEP and ImmediateTreatment for FSW_127_v2_date 5 05082014 v2
Proposal August CLEANFINAL 2
Local Approval MCC Approval_15 Oct 2014 1571012014 1
Protocol / TAPS Demographic and Behaviour Questionnaire_Jan 2015 121012015 v3
Proposal
Local Approval HREC Approval of CRFs and Study Materials 20/01/2015 3
Local Approval MCC Amendment Approval 17_Feb 2015 17/0272015 2
Information ICF_PrEP Interventon_dated 01Apr2015_v2_English ComectFooter 1 April 01042015 2
Sheet 2015
Information ICF_Qualbitative Participant IDI_dated 01Apr2015_v2_English ComectFooter 1 01/042015 2
Shest April 2015
Local Approval HREC Approval of changes to ICFs 161042015 2
Investizator CV R Eakle_Professiomal CV_2015 061052015 1
Local Approval Wits HREC Approval 11 Sept 2014 117002015 2
After ethical review

The Chief tgator (1) or delegate Is responstble for Informing the ethics committee of any subsequent changes to the application. These must be submitted to the Committee for
review using an A denent form. A dm must not be Initlated before recelpt of written £ ble opinion from the

The Cl or delegate 15 also required to notify the ethics committee of any protocol viol and for Suspected Unexp d Serlous Adverse Reactions (SUSARs) which occur during the
profect by submaitting a Serfous Adverse Event form.

Atthe end of the study, the Cl or delegate must notify the committes using an End of Study form.

All afo d forms are on the ethics online applications website and can only be submitted to the committee via the website at- http:/fleo.Ishtm.acuk

Adcitional information Is avaflable at: www.lshtm ac.uk/ethics

Page 1of 2
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15/18/201d  12: 38 B12395B8775

tb)

(c)

()

]

(n

FasE Az/&82

The Councll shall be nolifed of any dacision to discontinue the Clinizal Trial.  The reason for such sanceliation
ahal be stated,

The Ciinical Tiial shall be conducled in ascordanca with the Protocol subrmitted 1o the Goursil Any
Amandment/(s} fo the Pratocol shall frst be submitted to the Council for epproval. All Cliniczl Trials be
conducied in oosprdansa with ICH GCP Guidelines, and tha South African Clinical Trials Guidefinas.

The medicing shall be administered by or under the direction of the authorised Trizglist. In the case where the
Trialist permits angiher Medical Fractitioner to administer a medising, which i2 evampied from the registration
for the purpose of tha Trial, the Triakist enall remain responsible for any eventuality arising from such usage

VWhere a Tralis! wha is nat autharised in the initial Autherization, is raquested to perticipate in the Clinical Trizl,
ths Ceuneil reguests thet the relevant MCC Curriculum Vitas Format be gcompleted datailing their Full Nameae,
Address and Qualifications of the preposed Triglist (Practifioner) cancemed, ardd be submitied fo the Couneil for
Apprivai.

In thi event of he suthorised Trialist ceasing to participats in the Clinical Trial, the Courcll shall be informed
and the ramson for guch coseation ehall ba given

5. PROGRESS REPORTS

Tha Coundil must be furnished with signed six-monthly Progress Report from each Trialist ineluding & report of the
Final Results.

-] INFORMED CONSENT

It it 2 Council requirament that in ai Clinical Trials the Principles of Infarmad Congent’ should be adherad to. This

applien to Trial Velunteers, ag well as Participants (Patients). (Reference. Section 4.8 of ICH GCP Guadalinas and
Section 3 5 of 3ACT Guidelines).

MOLERDGENG RA
FOR AND ON BEHALF OF REGISTRAR OF MEDICINES MCC TRIAL REFERENCE NO: 20140740
Page2of 2
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Appendix ii. HREC FGD Ethics Letter

R14/48 Professor Helen Rees

HUMAN RESEARCH ETHICS COMMITTEE (MEDICAL)
CLEARANCE CERTIFICATE NO. M131009

NAME: Professor Helen Rees

{Principal Investigator)

DEPARTMENT: Wits Reproductiver Health & HIV Institute
Hillbrow Health Precinct

PROJECT TITLE: Focus Groups for the Sex Worker ART for Prevention [SWAP)
Project: Assessing the Acceptability and Feasibility of a
Comprehensive Prevention, Treatment and Care Programme
Tailored for Female Sex Workers, Including New and
Current HIV Prevention Technologies as well as ...

DATE CONSIDERED: 25M10/2013

DECISION: Approved unconditionally
CONDITIONS:

SUPERVISOR:

APPROVED BY:

Professor PE Cleaton-Jones, Chairperson, HREC (Medical)

DATE OF APPROVAL: 10/01/2014

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

DECLARATION OF INVESTIGATORS

To be completed in duplicate and ONE COPY returned to the Secretary in Room 10004, 10th floar,
Senate House, University

Liwe fully understand the conditions under whish | am/wa are authorized to carry out the above mentioncd
research and l'we undertake to ensure compliance with these conditions. Should any departure be
contempiated, from the research protocol 28 approved, liwe undertake to resubmit the

application to the Committee. | agree to submit a yearly progress report

Principal Investigator Signature Date

PLEASE QUOTE THE PROTOCOL NUMBER IN ALL ENQUIRIES
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London School of Hygiene & Tropical Medicine LONDON
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LEHTM Ethics Ref: LO10Z
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Coaffrmation of ethical opindon

D behall! of e Commmitee, | am pleased w condirm a fevourable ethical opinion for the sbeve research on the basis described in the spplicagion form, protedcsd and sspporing documentaton
a5 Fevised, subject oo Ove condidons specified belovw.

Comdithons of the favoorable opinios
Agprcval i dependent o local ethical apgnowal having been recelved, wikere relevant
Approved doCUMEnts

The finad s of documents reviewed and spproved is as fallows:

Document Type File Name Date Version
Pratocol / Proposal HREC FGI Original Application 03107013 1
Ciowering Leter Fesponse to LEQ Feedhack _signed Fune 2015.docx 106015 1

After ethical review

Thie (hbef brwestigator | O] or delegate is regporsible lor informing the ethies commlmes of any subsequent changes to the application. These most be sobmimed oo the commine: lor review
using an Amsendment form. Arefdrens HusT not be initiaed before receipt of wrimen fevourable opinion from the commites.

The {1 or delegate ks a0 regeined wnodfy the ehics commine: of any prococol vicladons amdfor Suspeced Unevpected Serives Adverse Reacions [SLISARS) which ocour during the projost
by s it g @ Sevions Adverse Event form

Arthe end of tee study, Gee O or delegane reest notify the commiter using the End of Sudy form

B atorementioned forms ane available on e ethics online ap plications welbsite and can only be subiimed T the commite: wia the websine at: hope) feolshmacuk

Furtkssr informaton ks available ot www. lshtnacuk fethic,

¥ours dncerely,

Chalr

exhles@dshom ac.uk
himp: § P b, s ke chics £

improving health worldwide
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Appendix iv. TAPS HREC Letter

10-03-14; 081 44R0;

¢ THE W,
University «° T\v’} g
of the Witwatersrand, &
Johanneshburg 2

¥

onvess

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

2,
< %«
"ANNtS‘\‘

SECRETARIAT: Sulte 188, Private Bag x2800. Houghton 2041, South Africa Tek +27-11-274 9200 Fax: +27-11-274 8281

08 September 2014 EAXED & COURIERED

Ms R Eakle

Wits Reproductive Health end HIV Inatitute (Wits
Hugh Solomon Buliding

22 Escelen Streat

Hillbrow, Johannesburg

2001

Fax; 086 407 1837

Dear Ms Eakle,

PROTOCOL: WRHI0O46 - THE TAPS DEMONSTRATION PROJECT. EXPANDED USE OF ART, FOR
TREATMENT AND PREVENTION FOR FEMALE SEX WORKERS IN SOUTH AFRICA

ETHICS REFERENCE NO: 140502

RE : FINAL ETHICS APPROVAL

This Is to cartify that the above-mentianed trial was reviewed by the University of the \Witwatersrand, Human
Research Cthics Committee (HREC), and the Pratecol Review Committee (PRC) on: 30 May 2014.

The University of the Witwatersrand, Human Research Ethics Committee Approval Granted for the above
mentioned study is valld for five years. Where requlred by Sponsor to have approval on a more frequent dasis it
remains the responsibility of the Spenser and Investigator to apply for continuing review and approval, or for the
duration of the Trial.

1. THIS APPROVAL IS SUBJECT TO THE FOLLOWING PROVISOS:

- A copy of the MCC Approval and/or MCC Notification letter must be eubmitted to the Ethics Regulatory Office
Secretariat before the study commences / or where an Amendment may be implemented (IF MCC APPRCVAL/
NOTIFICATION IS APPLICABLE). It remains the responsibility of the Principal Investigator and/or Spansor to
ensura that the relevant approvais are in place.

~ The study is canducted according fo the protoce! submitted to the Unlversity of the Witwatersrand, Human
Research Cthics Commitiee, Any amendments to the protocol must first ba submitted to the Human Research
Ethics Committee for approval,

+ During the study, the University of the Witwaterscand, Human Research Ethics Commities is informed
immediately of :

- Any Unexpected Serious Adverse Events or Unexpected Adverse Drug Reactions, which, in the Investigator
andlor the Sponaor's opinion era suspected to be related to the study drug. (Refer to POL-EC—001 and SOP-
IEC-008, itam 3.4).

- Any data received during the trial which, may cast doubt on the validity of the continustion of the study .

* The University of the Witwatersrand, Human Rescarch Ethice Committes I notified of any decislon
discontinue the study and the reason stated.

* The Investigators authorised by this approval participate in this study. Additional Investigators shall ba submiited
to the University of the Witwatersrand, Human Research Ethics Committee for approval prior to their particioation in
the study.

* Inthe event of an authorised Investigator ceasing 1o participate in the study, the University of the Witwatersrand,
Human Research Sthics Committee must be informed and the reeson far such cessation given.
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2. PRINCIFLES OF INFORMED CONSENT:

* The University of the Witwatersrand, Human Research Ethics Commitiee requires thal in all studles, the
Principles of Informed Consent are adhered to. This applies to volurteers as well as patients.

3. PROGRESS REFORTS:

* The University of the Witwatersrand, Human Research Ethlcs Committes requests that the MCC Progress
Reperts be submitied twice 2 year elther in March and September or six manthly from start of study to the HREC
Becretarial Office - 011 274 9261 and a report of the final resuite, a1 the cenclusion of the study. {IF APPLICABLE)

4, REIMBURSEMENT T PATIENTS FOR TRANSPORT:

* The Human Research Gthics Committoe: (Medical) is In agresment that reimbursement per visit is according bo
the Madicines Control Council of SA and that reimbursemont sheuld be appropriate according to the situstion.

&, TRANSFDRT AMD STORAGE OF BLOOD AND TISSUE SAMPLES IN SOUTH AFRICA:
* |f biood specimena are 1o be sivrad for future analysie and is planned that such analysis vill be done ouiside
Wite, then the blaod mUEt be stored at a facilily in South Africa agreed with the relevant IRB, with releass of sub-

samples only once projsets have been approved by the local Ressarsh Ethics Commities applicable to where the
analysic will be done s well as by the Wits Human Research Ethics Committee: {Medical).

G. GENETIC TESTING

* The Human Research Ethics Gommittze: Medical; will not approve apen-anded genetic 1esting as this does nat
fit tha Human Research Ethics Committaa critaria.

7. GOOD CLINIGAL PRAGTICE

The South African Department of Health, Medicines Cantrel Council requires Good Clinical Practice {GCF) Training
far all Investigators in Clinical Trigle, and that GCF trairing be renewsd guery thrae (3) years.

A5 yat, there are no National Guidelines for the content of GCP courses.  Uniil these are available {he Wits Human
Research Ethics Committes (Medicalj will note courses completed by investigatars without spproval of the contant
of the individual courses.

& THE SUPPORTING APEROVAL DOCUMENTS ARE ATTACHED:

8.1 Ethics Approval Form signed by the Chairparson of the HREC - Kindly return the copy of the Approval Porm
gigned by the Principal [nvestgatar ) per fax: 011 274 8281 for our reconds {Ehis is anplicable with the Initial
Approval). :

8.2 Protncal Reviow Committes Approval Signature page signed by the Acting Chairperson of the PRG,

8.3 Listof members prasent st he HRES mesting held as per INDEPENDENT ETHICS COMMITTEE APPROVAL
FORM

& WE AWAIT YOUR RESPONSES AS REQUESTED: Ensure to have these documants forwarded i the earfiest
for the HREC racords.

* MOGC Approval letter andior lattor of Notification before the above study may commencs f of where an
Amencment may be implemented (IF MGG APPROVAL / NOTIFICATION IS APPLICABLE). |t ramains the
responaibility of the Principal Investigator and/or Spongor to ansure that thi ralevant appiovals are in place,

* Copy of Independent Ethiss Declarstion Approval Form signed by the Principal Inuestigator. {this is applicable
with the initial Approval). :

* Kindly forward the abave ta the undersigned &t fax: D11 274 5281 at your earfiest convenience,

Frof Woodiwiss approves this study pending recoipt of the final questionnaira (fn response to query 7 te
investigators state that they will provide the Wits HREC with the final questionnaire which Is stil being
amended in order to shorten it) befare the study commencas.

The above has been noted for the Eihlcs Commithes information and records,

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

|
TON-JOMES

Far and en behalf of the Human Resaarch Ethics Committea: (Medical)

=

[}
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INDEPENDENT ETHICS COMMITTEE APPROVAL FORM ‘8"
| Ethics Raf No. 140502 Dats of Mocting 30 May 2014 2
L Rocortification Due | 29 May 2018 (i applicable)
[Principal Investigators: of Holen Rees Inveatigators: Ms RG Eakie
Dr GB Gomez
Prof WOF Venter
i Protacol Titie: [The TAPS Demonsiration Projoct. Expanded uSa of ART for Treatment And Prevention for femsle

SexworhetslnSw

" OOCUCNTSREVIEWED | " i Koo

! Yes .. . Mo

| WRHID46 ;L osAugunzoul

|Study Protocel v.2 - The TAPS . | 05August2014 |

%)

[

|Damonstration Project - WRHI04G

Study Protecol v1 - The TAPS Date: | 14May2014

-l

Demonstration Project « WRHI04E -
HORAWN

-

[

WRHIQ4E - WITHDRAWN

[Inveatigetor's Beochure

|Package Insert: ATRIPLA® (efa ieitabinetenofovir disoproxil

fumarate) - Version: Octeder 2013 - Dated!

Insert: TRUVADA® (amtricitabinatanofovr discproxil

%]
Study Protocol v.1 - The TAPS Study - | Date: | 06May2014 | M
v
v

[

| (53

|
|
1
fumarate) - Vareien: Cctoter 2013 - Dated: ]

[Subject Infermation/Censent Fonm:

SMS Messaging Servics Information 1 Shoot and Informad Consent

[

Perlicipant Costing Siudy Information Sheet and informed Consent | | | |
Form - Version: 2.0 - Dated: 05/Au3/2014

Form « Version: 2.0 = Dated:
[Provider Costing Study Information Sheet and Informed Consent Form -

'
L

Version: 2.0 - Dated: 03/Aug/2014

Storage of Blaod Samples for Future Use Information Sheet and
4

et

Informed Consant Form - Version: 2.0 - Dated: 05/
Provider Group Discussions Information Shoot and Inf g C

|Farm - Version: 2.0 - Dated: 05/Aug/2014

[Participant Qualtative Study Information Sheet and Informed Consent

<l & &

[Form Version: 2.0 - Dated: 03AUwZ014

dlate Troatment $ g and Enroinent Participa

<

|Sheat and Informed Consent Fom - Varamn 2.0~ Dm OSIAMQQON

0

Pm-Exuowte Pmohytsm (PrEP) Ini ntion & and En

i<

‘CGnsenl Form - Version: 20 Cated:
OSIMgIzDﬂ

Example of Communications Materlals (Thesa will be availedle In

&Y

English, Sesetho and IsiZulu) - Version: - - Dated: I

Shert Message Sorvice (SMS) Messages for Sexwworker Demo Project |

<

Protocel - Version: - - Datod:

Advertisements

[Participant Case Report Form (CRF): ExHt Study Visit Fomm - Verston:

<

y

.1 - Dated: 14May/2014

|Participant Case Regort Form (CRF): Phammacist Adherenca Form -
Varsion: v.1 - Dated: 1404ay/2014

=

|Participant Case Report Form (CRP): Reqular Study Vist Form -
|version: v.1 - Dated: 14May/2014

E

'Paricipant Case Report Form (CRF): Enrolment Demegraphice and

i<l

|Bahaviour Questionnaire - Version: v.1 - Dated: 14/May2014

\Participant Gasa Report Form (CRF): Initizl vislt form - Version: v.1 -

Dated: 14/Mayi2014

Participant Cese Report Form (CRF): Elighility Checkiist - Verslon: v.1 -

Datod: 14/May/2014

Farticpent Case Report Form (CRFY; Eligiblity - Participant Ink

and Demographic Screening Farm - \ersion: v.1 - Dated: 14/May/2014

Participant Case Report Form (CRF): Eligibility - Clnical Scrcemng
Form - Varsion: v.1 - Dated: 14May/2014

‘Pampipznt Case Repon Form (CRF): Dadline Study Participation Form -

v.1 - Dated: 14/Mayi2014

}T_APSAsmmmﬂl ging - Version: 2.0 - Dated: 00/Aug/2014
Providar Group Discussion Guide - Version: - - Dated:

Parient-related costs: [nformation sheed and informed consent for PreR

or immadiate treatment participants - Version; - - Dated:

Healthcare-rulated costs: interview guidc for healthcars professionals -
Version: - - Dated:

[Healthcarewelated costs: Gata requirements - Version: - - Dated: |

v
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INDEPENDENT ETHICS COMMITTEE APPROVAL FORM

[indepth Intenigw Guise - Version: DraftVarsion 1 - Dated;

[ b4

[InsurarcelGompansation TriHesd Fmendal Services cc-  |Valid From |0 Aug 2012Ta: |21 Dec 2016 b [E

“Ma Fault Clinlcal Trial Insurance -
|Reference Mo TAPSTRUVADA-
MY 2014

|Byrapsiz of SudwTral Summary Treatmant And Preventisn far Famale Sax Warkers

|Other Documantzsion NHEEG Trial Application I0: 3740 - Dated: 24/ApH2014

Protoco! Synapsis - Tha TARS Demonstration Project - Dated:
|osMeawi14

KR8

PRZ Appisation Form - Dated: DaMap2014

HREC Application Fomm - Deted: D&Map2014

|Rrelevant Tal Hozpitalis) ipfits RHI - Reprodueiive Haalth & MV Institite (Esselen Str)

|Londan Schoal of Hyglens and Troplcal Medicine (LSHTM}

Syndicate andior Ragearsh Lnt \ite RHI - Reprodustive Haaith & HIV Instilube (Easetan Sir)

o o o ) o

A KA Y CA R

London School of Hyglana and Tropical Medlcine

Ty i
ki

m: Unlvarsiy of the Witsatnrsrand Human Resesreh Ethlzs Commiee: (hincizal)

Addrass: Rasearch Offiee, Sanaie Housa

TIIE T e i T - DETAILG OF MEETING - .

| Univarsity of 1he Witwatersrand, 1 Jan Smuts Avenue, BRAAMPONTEIN, .lnhnn_notburg, 2000

CYeg. [ - Mg

[E2 the Invegtioator a member of T commities 7 |

{IF ~Yex' did ha/she vobe 7

liz the Commitlse organisea and operaied sccording to appbeable lavs and raqulatisna together with ? I

Locsl GCP requirements_ T

1CH SCP requirements 7

[ I A 8

FO& GLF requirements 7 FUNA Registered No. IRBAMO0TRES

i A AT (I

]

Frogross red oihvit | Mareh and Septamper o7 ske monthly fom stact of study |

——r—— ———
Yo - with ne snditiens a

. 7" DECISION.ON APPROVAL - is approval given to'c udtﬁ'ﬁni?’._:_ Lot ek As Appropriate '

1@ - witn conditisns

<l

Specily conditions 1 APPROVED WITH COMDITION:

ProrWaodwias sporeves this atudy pending recaipt of i il qUestionnaie

(in tasponse to query T the invesligators state that they will pravide the Wits

HREC with the final guestionnale which ks stil bring armended in arder 0
shorten it} befese the etudy commences.

I

| N |

[

[ Bpeily res ] |

Foy oo e e SIGNATURES S

| cantirm that the getaiis on His fonm ane comach

Data

| Nams: {
Praf PE Cleaton-Jones Signature: DB September 2014
Chatr § Deputy Ghalr of Sommitiss |

DECLARATION OF INVESTIGATORS)

To b compiming and GNE GOPY rebened to the Soemtanat for the HAEC atWits Heatn Canserium, § Blackwao Avense, Farkiran, 2158

oF Fax Ta: 01 274-80281%

\ve fly urdermtant ths candilons urder whish | Gmiwe ane authafiaed [ cRmy tul and corpie he ahovasmentioned research and W opres
|t anaura Ayl complianen with thase conditions. Snould &y amendment. altsmiivn o dapanture ke oanbplatad fram the resonrt pra2acume MEMMadigy
| o manrar of axeeytion, bive will cammunlegic with Bhe CRaimnan of tha Human Researh Einios Gamminss: (Medical) far apprevel privt i eoing

& By 0F 1ha ance meniioned proposad amendments, slbautions ar depsutie. | mbve pre fuly 2uans et Bny unaumssicas amendmeant.

| aaratlen ar deparurs s above will amourt 18 Misssnguct Bnd may Mad o e nsaukon of disdplinery proceduses.

Ay apioval given By 1he HRELS |s candbional wren cansent being ciiainad by the Invesfatee ffom me Supesintantant (or Bquivelant

| gfiial} &f tha Heagial, Tlinig or Instiuton n witch tha ressanch i, in paclor ful, o ks pecs.
Thie Chairman may of cvwrse o his diserslion piacs the matisr bafcen e hol Comenities.

DATE:, BIGNATURE: MAME:

| PROTOCOL NUMBER WRHIG4E

ETHICS REF. 140302

Dats Priate 00 September 2014

Fage ot
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’W Wits Clinical Research

3 Backwgod Avenls, Patkioan, 7195, South Aftica
H E.._ i Tl #2T=11-274=9200, Fax +27-11-2T74-0261
CONSORTIUM Postnet Suitn 188, Private Bag x2600, Houghton, 2041

FAXED & COURIE
Prof Helen Rees,

Wits Reproductive Haalth & HIV Instiute
Hiilbrow Health Precinet, Hugh Solomon Bullding
77 Esselen Strest (Cnr Klein Stresf)

Hillorow

2001

Fac 008 B39 4308
Dear Prof Ress.
PROTOGCOL NO: WRHI04E

PROTOCOL TITLE: The TAPS Demonstration Project. Expanded use of ART for
Treatment And Prevention for female Sex workers in South Africa

PRC REFERENCE NUMBER: 140502

Fleaza he sdvised that your irial application was:

APPROVED
The Expert Reviewer f{s) Or FM Canradia
Algo reviewsd by Mrs | Palmer: Acting Chairpersan Protocs] Review Committes

Dr NM Mazamisa: Gauteng Deparment of Health

Yours sincarely

™M 1
iy Chaimperson: Protocol Reviow Commitiee

08 September 2014

-9
WRHI Wlia Reoroductive Hoalt  Ma R Eakle Tal 11 358 5360 Cell 076677 9859  Fax 086407 1937

A whally ownad subsidiary of the University of the Witwatersrand
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UNIVERSITY OF THE WITWATERSRAND

HUMAN RESEARCH ETHICS COMMITTEE MEMBERS: (MEDICAL)

Attendance Registor for the Ethics Meeting held on 30 May 2014 from 12:30 - 15:00

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

AFFILIATED TO THE UNIVERSITY OF THE WITWATERSRAND

3t
(=3}

Surnsme Initials  Title Discipline's Academic Qualifications Gender Prasent
Adam Y Or Obstatrica & Cynascology MB BCh; FCOG F Abeent
Cleatan-Jones FE Prof Blomedical Emice BOS; M3 BCh; Phi; DA (SA), DTMEH; M Present
2S¢ (Dent), FCD (SA) OPH; PhD Hon
Causa. MASSAIr
Conradic FM Dr infectitus Diseases/HIVITE ME BCh; DTME&H; MS¢; D HIV Man F Present
Coeper PA Pro¥ Paadiatries MB BCh, PhD, DCH (SA), *CPasds (SA) M Absent
Cubasch H Dr Surgery FCS (SA) M Absent
Dessein PHMC Prof Rheumaltology MD, FCP (SA), FRCP, PhD M  Present
Chai A Pref Blomedical Ethics ME ChB; FCOG; LLM; PGDIpintResEMics F o Apeent
Denda B Prel Radation Oneology M3 BCh, Mhvied Rad (T) M Present
Etheredge H Ms Blomedical Ethics MSc Med, BA F  Present
Feldman Cc Prof Pulmonelogy MB BCh, PaD, DSe, FCP (SA), FRCP M Present
Gerrand P Me Soctal Work MA (Sccial Waork) £ Absent
Langley G Prof Nursing $ASc (Nusrsing), PhD, MPhil (Ethics) F  Absent
Lownic MA Prof Maulie-Facial & Oral Surgery 208, BA (Heae), DipMFOS, F  Present
FONFOS{SA). MEd
Neidso Shan Prof Public Health MB BCh, DMTH, DHSM, DOH, MVED M Aseent
Naren NH or Chemical Pathology PhD M Prasent
Paruk F Prof Ansesthesn MB ChB. FCOG(SA). Crit Care(SA), PhD F o Absent
Penn c Prof Spoech Pathalogy BA {8p&HTh), PhD, CCC SL-P, OMS F  Absent
Penny Cc Dr inlamal Magicing BSe Meng, PhD M  Precent
Ross M Prof Pubiic Health MB ChB, FFCH(SA), MFamhed, MFPH F Absent
Sanne ] Prof Infectious DiscoscaHIVITE mDBCh. FCP (SA), DTMBH: MMed & M Present
Srmith, Cora c Prof Psychiatry BA, BA (Hens), MA (Clin.Psyeh), PhD F  Present
Stwart A Frat Physiatherapy 8Sc (Physio), MSc, FhD, DPE F  Present
Szabo cP Prof Psychistry MB BCh. MiMed, MScMed, PhD; M Absent
FCPeyeh(SA)
Thom RGM Prof Psychistry MB Ch3. DCH. FCPsych, PhD F Absent
Tootel NM Dr BOS; MPH; MSc Med; PGDipint F  Absent
ResCthics
Van Geideran cJ Pref Cbetatrics & Gynascology MB BCh, FRCOG, FCOG{SA) M  Present
Velaphi s Prof Pacdlatrics MB BCh, FCPasds, Mhted M Absent
Vorstar M Prof Psychlatry BA, MB BCh; MMed. FCPsych{SA), PhD F  Present
PGDipintResEthics
Willem P Dr Human Genclics MD, PhD F  Present
Woodines A Pref Candiovaseular Pathophysioicgy BS¢ Phycictherany, BSe, MSe, PhD F  Presont
NOT AFFILIATED TO THE UNIVERSITY OF THE WITWATERSRAND
Surname Inltials Title Disciplines Academic Qualifications Cendler Present
Egon A Father Theeclogy BA (Hone), MA, MD, STL, PhD M Abgent
Gudozz Y Adv Lawyer BSc (Nurs), LLB, MBA F  Absent
tkatefeng B Dr Covamance BSc (Hons), MSc, PhD F  Absent
Myburgh c Prof Educaionist BS¢ {Hons), MCem, DE4, HED M Present
Paga10f2

247




JR Ady Lewyer BCom; LLE; LLM M Absent
M Pref Paychiatic Mursing RM: PHD F Presenst

This is to cartify that the Human Research Ethics Comimines: (Madical] of the Unfversity of the Wilwatersrand operates sccording to the
gutdelines of good clinkeal practice:
1. ICH Harmonised Tripartite Guidefine for Good Clinical Proctice.
2 S5A Natlonal Departrment of Health 2006 Guidelines for Good Practice in the Conduct of Clinlcal Trlals with Hiuman Partlclpants In
South Africa (2006).
3 Declavation of Halsinkl 2013,

The Cemmitise’z United States Faderal Wide Azsurance detgils are:
1.  Country code 3F.

2. PwWa Number: PWADIOO0TTS.

3. University of tha Witeatarcrand: IDRGRI00BEZ.

4 Hurman Ressarch Ethics Commlttes: (Madical): IRBOI001223.

Pana 2 of 2
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Appendix v. TAPS MCC Letter

15/108/2014

1.

11

12:38 8123958775 CET PAGE @1/82

health

Department:
Health
REPUBLIC OF SOUTH AFRICA
CC.08CG3R415 16
MEDICINES CONTROL COUNCIL
The Rogistrar of Meaicines, Private Bag X828, PRETORIA, 0001
Tel 012 396 2000 Fax 012 395 3201
Tal: Enquiries!
Fax: Rsfereice:
FAX AND MAIL T MRS MOLEBOGENG RAMATHE
NzMoitZ ()
Ms R Eakle Datum * Date 15 October 2014
Wits Reproductive Health and HIV Institute
Hugh Solomon Building,22 Esselen Street Tel: 012 395 8128
Hillbrow Fax: 012 395 B775
JHE
2038
Fax: 0B8G4071837
Dear Mz E2Kle,

AUTHORISATION FOR THE IMPORTATION OF UNREGISTERED MEDICINE IN TERMS OF SECTION 21 OF THE
MEDICINES AND RELATED SUBSTANCES CONTROL ACT, 1965 (ACT 101 OF 1985)

PRODUCT; TRUVADA & COMBINATION TDF + ETC+EFVIATRIPLA}
Your application letter dated 16 May 2014 rafers

RESOLUTION AND APPROVAL

|t was racently resolved by the Medicines Conirol Gouncil that; the clinical trial application according to the following
Protocol be spproved -

WRHI046 protocel version 1.0 dated 14-May-14
Expanded use of ART for ireatment and prevention for fomale Sex workers in South Africa

BEFORE COMMENCEMENT OF TRIAL
Please Note: Copies of written Ethics Committee approval/(z) to be submittad to MCC before the study commencee.

AUTHORISATION

Authorisation is hereby granted for the importation and administration of a sufficient quantity, for the duration of the
trizl, of the unregisterad medicine:

TRUV N TDF + FTC+EFV(ATRIPLA|

solely for the purpese of a clinical tnal 1o ba conductad by
Prof H Rees WITS Reproductive Hearh and HIV Instiute Prin¢ipal
Prof WDF Venter WITS Reproax:thcﬂedhmdﬂwlmﬂm

PLEASE FORWARD
1tis a requirement that 8 copy of this letier be forwarded 1o all the relevant Triallst(s), including the approving Ethics
Committee(s).

THIS AUTHORISATION 1S SUBJECT TO THE FOLLOWING PROVISOS:

{a)  The Gounci shall be informed immediately of any toxic effacts or death, which may occur during the Cinica!
Trial and of any data received which, might cast doubt on the vakidity of the continuation of the Clinical Trial.

Pags 1 of 2
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tb)

(c)

()

]

(n

FasE Az/&82

The Councll shall be nolifed of any dacision to discontinue the Clinizal Trial.  The reason for such sanceliation
ahal be stated,

The Ciinical Tiial shall be conducled in ascordanca with the Protocol subrmitted 1o the Goursil Any
Amendmenti(s} to the Pratacol shall first be submitted to thea Council for spproval. &l Clinlezl Trials be
conducied in oosprdansa with ICH GCP Guidelines, and tha South African Clinical Trials Guidefinas.

The medicing shall be administered by or under the direction of the authorised Trizglist. In the case where the
Trialist permits angiher Medical Fractitioner to administer a medising, which i2 evampied from the registration
for the purpose of tha Trial, the Triakist enall remain responsible for any eventuality arising from such usage

VWhere a Tralis! wha is nat autharised in the initial Autherization, is raquested to perticipate in the Clinical Trizl,
ths Ceuneil reguests thet the relevant MCC Curriculum Vitas Format be gcompleted datailing their Full Nameae,
Address and Qualifications of the proposed Triglist (Practiioner) concemed, and be submitied o the Couneil for
Apprivai.

1 thie ewant of the suthorised Triakist ceasing ts parficipate in the Clinical Trigl, the Councll shall be informed
and the raason for guch cassation ehall ba given

5. PROGRESS REPORTS

Tha Coundl must be furnished with signed six-monthly Prograss Repert from each Trizlist including & report of the
Final Resutts.

-] INFORMED CONSENT

I§ i @ Council mequirament that In afl Glinical Trials the ‘Prinsiples of Infarmad Consent’ should be adhered to. This

applien to Trial Velunteers, ag well as Participants (Patients). (Reference. Section 4.8 of ICH GCP Guadalinas and
Section 3 5 of 3ACT Guidelines).

Yours faithfully,

MOLERDGENG RA
FOR AND ON BEHALF OF REGISTRAR OF MEDICINES MCC TRIAL REFERENCE NO: 20140740
Page2of 2
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Appendix vi. R Eakle GCP Certificate
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GOOD CLINICAL PRACTICE

Refresher

Ms R Eakle

attendead the course on

Date: 23 May 2017
Venue: BEESA Conference Centre, 5 Sherborne Rd, PARKTOWN

Facilitator: Lesley Burgess

The Heaith Professicns Council of South Africa approved CPD reference is as foliows:
MDBOE/OOT 01 /2017  Activity Mo 35440 Categons 1B Poimfs: 2
MDBOB/004/01,/2017  Activity Moo 35459 Category= 2L Points: 4 Ethics

This K2H BES GCP Invesfgotor Site Trafning meets the Minimum Criteria for ICH GCP Investigater Site Personnel Trairing
igentified by TansCelergte BicPhama gs necessany o enable muiual recognifion of SCP troining among tal sponscrs

COURSE CONTENT:

ICH Guideineg for Good Cirdcal Proctice - BS[R2) 7 Movember 2014
54 Good Cirecal Proctice Guidelines — 27 Edifion 2004
Historicol Cverview of GCP
SCR Audits and Inspections
Ressarch imvoiving Genetic Studies
Litigation in Cinical Trals
Topical Ilssues in Cinical Reseanch

Q‘:\Ecademic
advance

A division of Wits Health Consorfium [Py Ltd

I

GEMERAL MANAGER — TRAINING TRAINING COORDINATOR

Date of lssue: 23 May 2017 — valid for 3 years
Contact: 011 274 §200 or training@academicadvance.co.za
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Appendix vii. Focus group participant information sheet and consent form

PROJECT INFORMATION SHEET AND INFORMED CONSENT

PROJECT TITLE: Focus Groups for the Sex Worker ART for Prevention Project: Assessing the
acceptability and feasibility of a comprehensive prevention, treatment and care programme
tailored for female sex workers, including new and current HIV prevention technologies as
well as the test and treat approach to treatment and care.

This consent form is for participants who agree to participate in a focus group interview as part
of a research project. The following statement is to be read to the participant.

PROJECT INFORMATION

My name is . I am working with Wits RHI the organization supporting the project
to assess the acceptability of comprehensive prevention, treatment and care services for
female sex workers (FSW).

| would like to talk to you about participating in a focus group study to better understand what
you think about the current health services you receive and whether there are additional
services you would like access to. This information will help us understand whether there is an
opportunity to provide new services along with existing ones.

We are asking you to participate in a focus group discussion to help us understand your
opinion about these proposed services and if you feel they make sense for your needs. We
would like to ask you questions regarding your experiences of health services in general, if you
have experienced any difficulties in accessing care and, if so, what those were. We would also
like to know about your opinions of new potential options for HIV prevention and treatment.

A focus group is a formal group discussion. We are asking groups of up to 10 women to join us
for an hour and a half. If you feel uncomfortable with any of the questions asked, you can
chose not to answer them without any consequences. You can also stop your participation at
any time, without any consequence. If you decide not to participate in the focus group
discussion this will not affect the services you receive from the clinic.

During the focus group discussion, we will provide drinks and snacks.

We have been sponsored by the AIDS Fonds Netherlands to conduct these focus groups.
REIMBURSEMENT

You will be reimbursed as a participant in this study for travel expenses at R50.
CONFIDENTIALITY

Efforts will be made to keep your information confidential through the use of participant
identification numbers or fake names. We will ask participants to maintain confidentiality

however there is no way to ensure this will be respected. We will be audio-recording the focus
group discussions, and you may choose to use a different name during the discussions.
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However, it is not possible to guarantee confidentiality. In addition, your personal information
may be disclosed if required by law. Any publication of this study will not use your name or
identify you personally.

Your records may be reviewed by:

e Wits Human Research Ethics Committee, University of the Witwatersrand, an Ethics
Committee is a committee that watches over the safety and rights of research
participants

e Study staff

In giving consent to participate in these interviews, you will be consenting for these people to
review the study data. These records will be utilised by them only in connection with carrying
out their obligations relating to this study.

The researchers will do everything they can to protect your privacy. All information will be
securely stored under lock and key for two years after publications of results or six years if
there are no publications, after which time the information will be destroyed.

YOUR RIGHTS AS A RESEARCH PARTICIPANT/VOLUNTEER

Voluntary:

e Your participation in this focus group is entirely voluntary and you can refuse to
participate or stop at any time without stating any reason. Your withdrawal will not
affect your access to other medical care.

e You must inform the study team if you wish to stop participation in the focus group as
soon as possible.

ETHICAL APPROVAL OF THIS STUDY

This focus group study has been submitted to the University of The Witwatersrand, Human
Research Ethics Committee and written approval has been granted by the committee.

PARTICIPANT QUESTIONS

Do you as the participant have any questions?
YES / NO (Please list if yes)
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INFORMED CONSENT

| hereby consent to participate in a focus group discussion to help assess the acceptability of a
comprehensive HIV prevention, treatment and care service programme tailored for female sex
workers. By signing this form, | acknowledge the following:

| have read (or have had read to me) and understood the project information
statement.

| understand that the focus group is for the purposes of this research project only.
| am aware that the results of the study, including personal details will be
anonymously processed into a study report.

Participation is voluntary and that | can withdraw at any time and for any reason.
However, | understand that my contribution to the focus group discussions will, by
the nature of the focus group, be known to the members of the group.

The focus group will be conducted at Wits RHI, in Hillbrow.

I will participate in a focus group of up to 10 people, conducted by two members
of the research team and this will take approximately an hour and a half.

The research team members will periodically ask me to confirm during the
discussions that my statements have been accurately understood and interpreted.
The focus group will be audiotaped and the tapes will be stored separately from
this consent form.

| have had sufficient opportunity to ask questions and (of my own free will) declare
myself prepared to participate in the focus group discussions.

These arrangements have been approved by the Human Research Ethics
Committee of the University of the Witwatersrand in South Africa.

Focus Group Consent:

O

Yes, | agree to participate in this focus group

No, | do not want to participate in this focus group

Audio recording consent:

| agree to the audio recording of this focus group

| do not agree to the audio recording of this focus group
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Signature of volunteer:

Signature/mark Date of
or thumbprint signature DD MMM | YYYY
) Time of
Print name .
signature
Signature of witness (if applicable):
Signature/mark Date of
or thumbprint signature DD MMM | YYYY
. Time of
Print name .
signature
Signature of study staff taking consent:
Signature/mark Date of
or thumbprint signature DD MMM | YYYY
. Time of
Print name .
signature
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Appendix viii. FGD Discussion Guide

Interviewer Site/Venue: Date:

INSTRUCTIONS FOR THE INTERVIEWER — How to use this IDI Guide
1. There are 3 levels of questions:

¢ Numerical research questions/topic areas highlighted in gray: the questions/areas that we as researchers want to get answers to. These

don’t need to be read aloud.

e Discussion questions: the questions that you as the Interviewer will ask respondents in order to get answers to the research questions.

These questions will be underlined and in bold.

e Probes: they are indicated with a bullet. The interviewer should ensure that key topics listed in the probes have been
addressed/discussed during the interview. So, depending on what has already been discussed, and the IDI context, you may ask these
probes or not.

2. Instructions/suggestions to interviewer are in italics and brackets [ ].
3. The discussion guide is divided into three columns.

e The left-hand column contains the research questions, discussion questions and probes. The discussion questions are suggestions for

getting the discussion going. It is not required to read them verbatim, but they are written to ensure some consistency across discussion.
You may adapt the question, depending on how the discussion develops, and you as the Interviewer will have to ensure that at the end
the research questions have been answered.

e The right-hand column is for summarising the themes brought up by the women in the discussions. These should be summaries of the

general issues raised in connection with the research guestion. These summaries should be more than just yes/no, but not longer than a

few sentences of bullet points. They do not need to be detailed, as we have the details on the tape. Note: the summaries and yes/no
answers should be filled by the Interviewer immediately after the FGD.
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INTRODUCTION
Welcome the participants and thank them for coming.

Explain the general purpose of the discussion:

“We are holding a few discussions with up to 10 women at a time to talk about experiences with health care in general and more specifically HIV
testing, prevention and care services. These discussions will help us understand whether we can put together a set of services tailored especially for
female sex workers that will support their needs. We would like to find out what you think about current services, what is missing from them, what
kinds of services you wish were available, difficulties in accessing testing and care, and your thoughts about new potential services.”

Introduce the team and the different roles of the members.

Outline general ground rules such as the importance of everyone speaking up, talking one at a time, and being prepared for the moderator to
interrupt to assure that all the topics can be covered.

Address the issue of confidentiality: Inform the group that information discussed is going to be analysed as a whole and that the participants' names
will not be used in any analysis of the discussion.

Explain the presence and purpose of audio recording equipment.
Before starting the discussion, the Interviewer explains to the group (please state verbatim):
We will begin the tape recorder now. [Interviewer: start the tape recorder.]

As you know from your informed consent, this focus group discussion will be tape recorded today. Please verbally indicate that you are aware
that we are tape recording this session and that it is okay with you. [Interviewer: be sure to get a verbal okay from the group.]

Have the group members introduce themselves. They should create a nickname for the discussion. Have them write it down on a sheet of paper that
they will keep. Ask for any questions.
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FOCUS GROUP QUESTIONS

Research Question, IDI Questions, Probes

Summary/Notes

GENERAL HEALTH SERVICES KNOWLEDGE SECTION

1.

What are the group’s experiences with general health care
services?

What sort of experiences have you had getting general

healthcare?

Where do you usually go to get general healthcare?
(e.g. location and proximity to home and work, type
of facility)

What makes a clinic good?

Are there services you wish you could get but are
unable to?

What are some of the services you wish you could
get, if any?

What are some things that get in the way of going
to the clinic or getting services? (e.g. location of
clinics, opening hours, waiting times, staff attitudes,
having to pay, etc.)

Why would someone not want to go back to a
certain clinic?

HIV PREVENTION KNOWLEDGE SECTION
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What are the group’s knowledge and perceptions about HIV
testing?

What are your experiences with HIV testing?

e What do you think is a good reason to get tested for
HIV?

e What reasons do you most commonly hear from
others?

e Where is the best place to get tested for HIV? Why?

e What do you think could be done to improve and
increase HIV testing and care service accessibility
for women specifically?

What does the group know about HIV prevention?

What methods are available to protect yourself from HIV
and other diseases?

e Is there anything besides condoms that people use?
e What do you think is best?
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What does the group know about prevention for HIV-
positives?

If someone is HIV positive, what can they do to protect
their partners and/or clients?

e |s there anything besides condoms that people use
or do?

e What do you think is best?

Is the group familiar with post-exposure prophylaxis (PEP)?

Have you ever heard of someone taking tablets after they
thought they may have been exposed to HIV?

e If you know someone who has used PEP, why did
they use it?
e What do you think about that option?
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6. | Does the group know anything about new HIV prevention
options?

Have you heard about any new ways to protect yourself
from HIV?

e Ifso, what are they?

PrEP SECTION

Introduce PrEP

If they have heard about PrEP, probe on knowledge (oral PrEP, microbicides — what exactly have they heard and from where?)

If no one knows about PrEP continue with the following:
There is a new HIV prevention method called oral PrEP. It is a pill you can take once a day to prevent getting HIV. It has some side
effects and you have to take it every day or it won’t work. If someone takes PrEP, they have to get tested regularly to make sure they
haven’t become HIV-positive. It has been tested in clinical trials, but it is not yet available at the clinic. Some clinics may try offering
PrEP to small groups of people to see if they will use it.
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How does the group feel about oral PrEP as an HIV
prevention option?

What do you think about prep as an option to prevent
getting HIV?

e What are the good aspects?
e What are the bad aspects?

What does the group think about regular testing to be able
to take PrEP?

Do you think women would be willing to get tested for HIV
every 3 months to be able to keep taking PrEP?
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9. | Does the group think there is an ideal candidate for taking
PrEP?

What sort of woman should use PrEP? What sort of
woman shouldn’t?

e Should someone have certain habits in order to
take a pill every day to prevent getting HIV?

e Would someone need certain support to take PrEP?

e Would someone need to have a certain lifestyle to
take PrepP?

IMMEDIATE TREATMENT SECTION

10, What does the group think about having immediate
treatment available?

What do you think about getting treatment right away
when someone finds out that they are HIV positive?

e Would people want to start treatment right away?
e  Why or why not?

e What would be a good reason to start right away?
e Why do you think it might not be a good idea?

COMBINED SERVICES
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11, Does the group think combining HIV prevention and
treatment services is a good idea?

What do you think about having a clinic where prevention

and treatment options are all in one place especially for

women/sex workers, including HIV testing, counselling,

PrEP and Immediate treatment?

e Would women/sex workers come to a clinic where
all of these things were offered?

e Why or why not?

e Are there services or features that would make a
clinic like this better?

e What are some examples of those things?

ADHERENCE SECTION
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12]

What does the group think about ability to take pills
everyday such as in the case of PrEP?

What do you think about taking a tablet every day for a
long period of time?

e Do you think it is possible?

e What experiences have you had with taking
medications everyday over a period of time? (e.g.
antibiotics or other medication)

e What might get in the way of taking a pill every
day?

e s it easier to take a pill every day when you feel
sick?

e What if you don’t feel sick?
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13 What kind of support does the group think a sex
worker/woman would need to be able to take a pill every
day?

What do you think would help a woman take tablets every
day if she decided she wanted to take prep if she were HIV
negative, or go on treatment right away if she tested HIV
positive?

e Are there certain methods or tools that would help?

e Would social support help? If so, what type of social
support?

e Could a woman/ sex worker set up reminders of
some kind?

e What kinds of reminders?

e Would SMS to phones help?

e  Why or why not?

e Any other ways? (e.g. setting up a routine...)

END DISCUSSION

14| Thank you for participating. Any questions or comments??
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Appendix ix. TAPS Information sheet and consent form

Participant No:

Pre-Exposure Prophylaxis (PrEP) Intervention Screening and
Enrolment Information Sheet and Informed Consent Form

Study Title:
The TAPS Demonstration Project: Expanded use of ART for

Treatment And Prevention for female Sex workers in South

Africa
Study number WRHI046
Study Sponsor Wits Reproductive Health and HIV Institute
Principal Investigator Helen Rees
Co-Investigators Robyn Eakle, Francois Venter, Gabriela Gomez
Site Address 7 Esselen Street, Hillborow, 2001
Site contact numbers 0616043097 / 011 358 5424

To the potential participant: This consent form may contain words that you do not understand.
Please ask the study staff to explain any words or information that you do not clearly
understand. You may take home an unsigned copy of this consent form to think about or
discuss with family or friends before making your decision.
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INTRODUCTION
Hello, my name is and | am a member of staff for this research study.

We are inviting you to take part in a research study for female sex workers. Before you decide
whether to take part in the study, we would like to explain the purpose of the study, the risks
and benefits, and what would be expected of you if you agree to be in the study. This study is
sponsored by the Wits Reproductive Health and HIV Institute (Wits RHI), located in
Johannesburg, South Africa.

PURPOSE OF THE STUDY

Recent studies have shown that taking antiretrovirals (ARVs) can reduce the chances of getting
HIV in uninfected individuals, and can reduce the chances of transmitting HIV by infected
individuals.

HIV uninfected individuals can take an ARV pill every day called Truvada®, which can reduce
the chances of getting HIV by about 75 percent. One particular study showed that the
participants who took their medication consistently had as high as 90 percent protection from
HIV infection. When HIV-uninfected people take medication in this way to prevent getting the
HIV virus it is called pre-exposure prophylaxis or PrEP. PrEP has been found to be safe to take,
meaning it does not have any significant effects on the health of the person taking it.

Other research found that HIV-infected men and women who took ARVs at higher CD4 counts
took longer to develop AIDS and were 96% less likely to pass the virus to their sexual partner.
This use of ARVs soon after infection is called Treatment as Prevention (TASP) or Immediate
Treatment (IT).

In this study, we would like to learn about how easy or hard it is for women to take
medications to prevent and treat HIV. Approximately 700 women over 18 years of age will be
enrolled in this study — 400 will be HIV-uninfected women taking PrEP and 300 will be HIV-
infected women taking IT.

YOUR PARTICIPATION IS VOLUNTARY

This consent form gives information about the study that we will discuss with you. Once you
understand what the study is about, and if you agree to participate, you will be asked to sign
this consent form or make your mark in front of a witness to confirm that you are willing to
participate. We will give you a copy of this form to keep at home. As we read through the form
there may be some unfamiliar words, so we ask that you please ask us to explain anything you
may not understand.

Before you learn about the study procedures, it is important that you know the following:

e You do not have to join this study if you do not want to, and you will not lose any routine
medical care benefits at the clinic.

e If you decide to take part in this study, after your enrolment visit you will be in the study
for up to 24 months.
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e You are free to leave the study at any time if you want. If you choose to leave at any time,
you will not lose any routine medical care benefits at the clinic.

e If you decide not to take part in this study, you can still join other research studies later if
they become available and you are eligible.

STUDY APPROACH

As mentioned, this study seeks to learn how easy or hard it is for both HIV-infected and HIV-
uninfected women to take medications to prevent and treat HIV. Therefore, there will be two
arms of the study: a pre-exposure prophylaxis (PrEP) arm for participants who are HIV-
uninfected and an Immediate Treatment (IT) arm for participants who are HIV-infected.

Your HIV test shows that you are HIV-uninfected, and therefore eligible to take part in the Pre-
exposure prophylaxis (PrEP) arm of the study. This consent form is therefore focused on the
PreP arm of the study, however it is important for you to still know what will happen for those
who are HIV infected and in the IT arm.

Pre-exposure prophylaxis (PrEP) arm

HIV-uninfected participants who are willing and eligible to take part in the study will be offered
an antiretroviral (ARV) combination called Truvada®. This is a single pill that is to be taken by
participants every day during the study. It is a combination of two medications: 200 mg
emtricitabine and 300 mg tenofovir. We call this medication oral PrEP.

This medication was chosen for this study because it can be taken once every day with minimal
side effects. Also, recent studies have shown that HIV does not easily become resistant to it,
and that it can reduce the risk of getting HIV if exposed. It will be provided by this clinic free of
charge during the study. This arm of the study will be called the pre-exposure prophylaxis or
PrEP arm.

Immediate Treatment (IT) arm

The other arm of the study is called the Immediate Treatment (IT) arm. Only HIV infected
women with a CD4 count higher than the nationally implemented guidelines for South Africa
are eligible to join this arm of the study. Eligible participants who are willing to take part in the
study will be started on a combination of ARVs, namely tenofovir disoproxyl fumarate (TDF)
plus lamivudine /emtricitabine (3TC/FTC) plus efavirenz (EFV). This combination pill of three
ARVs is known by the brand name Atripla, which also comes in a generic form.

STUDY PROCEDURES
Screening visit
You will need to read about, discuss, and understand the study before you can agree to

participate. If you decide to participate, you must sign or make your mark on this form.

If you are willing to be in the study, during today’s visit, several things will happen:
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e  We will ask for your permission to obtain a blood sample at 9 of your study visits. No more
than 30 ml (about 6 teaspoons) will be collected at a time. This blood sample will be used
for tests at the clinic and by study researchers to check if you have any medical condition
that may need to be monitored during the study, or that may prevent you from being
eligible to be in the study.

e You will be offered the option of getting SMS’s to remind you of clinic visits and to receive
weekly supportive messages. You will be asked to sign a separate consent form to confirm
that you agree to receive the SMS messages.

e You will be asked when your last menstrual period was and if you may be pregnant. You
can elect to take a urine pregnancy test if you would like to confirm whether you are
pregnant.

e You will be requested to provide your contact information, as well as a list of people we
may contact if we are unable to contact you for any reason. Please note, if we contact
anyone on the list you provide, we will not tell them why we are trying to reach you.

Today’s visit will last approximately 2 hours.

Follow up visits

After today’s visit, you will have regular follow-up visits to monitor your use of Truvada® and

to check your health status. The following activities will take place at your follow-up visits:

e Each month, you will receive enough Truvada® pills to last one month. You should take one
pill once every day, by mouth. The study staff will counsel you on methods to not forget to
take the pills every day. You will be asked about the pills you took during the previous
month and the pharmacy staff will provide you with new bottles with pills to last until the
following month.

e You will be asked questions about your health since your last visit, your sexual practices
and other behaviours, and your experiences of taking medications for HIV prevention.

e You will be asked about things you have done to avoid HIV infection and any other sexually
transmitted infections.

e You will receive medical care or referrals for medical care and other services if you need
them.

e You will be asked to update your contact information especially phone numbers and where
you live, and if there are any changes to the list of people you had given.

o You will be asked when your last monthly period was, and a urine pregnancy test may be
done to check if you are pregnant.

e Blood samples will be collected to check how your body is responding to the medication.
No more than 30 ml (about 6 teaspoons) will be collected at a time. If at any time you have
an abnormal result, we will contact you to let you know and to schedule a visit to recheck
the result and evaluate your health.

e The blood samples collected will also be used to check your HIV status; if your HIV test is
negative you can continue to receive Truvada®. If your HIV test is positive during any of
the follow-up visits you will not receive any more Truvada®. Instead, we will take an
additional sample of your blood for resistance testing and you will be referred for care.
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e If you consent, a small portion of the blood collected from you will be stored for future
drug level testing. Study staff will take you through a separate informed consent form to
confirm that you are willing to have your blood samples stored for future testing.

e In addition to using the blood you give for future drug level and resistance testing, we
would like permission to store samples for any possible additional tests that may need to
be done. At the moment we cannot provide details of what will be looked at as this is not
yet known, but we give assurance that no research will be done on the specimens from
Wits Entities without the approval of the Wits Human Research Ethics Committee as well
as the applicable Research Ethics Committees (REC) at the analysis sites.

Your follow-up visits will last approximately 30 minutes, but could take up to one hour
depending on any concerns or issues you might have and want to discuss. If you have any
questions or concerns at any time during the study, you may request to speak with a member
of the study staff.

PREGNANCY
If you are pregnant you are not eligible to join in the study.

At each study visit you will receive counselling about the possibility of becoming pregnant and
will be asked about your plans to have children in the future. Your options for contraception
will also be explored, but you may choose whether or not you want to receive contraception.
You can receive some forms of contraception from the study clinic or be referred to an
appropriate clinic for contraception.

We do not know if Truvada® has an impact on the unborn baby in HIV-uninfected women who
become pregnant. If you are taking PrEP and become pregnant during the course of this study,
you will be counselled on the possible risks and benefits of continuing PrEP while pregnant. If
you choose to discontinue the medication, you will be retained in the study unless you elect to
dropout. After your pregnancy you may choose to start taking PrEP again, and will be
counselled on the use of PrEP during breastfeeding.

All participants who become pregnant during the study will be referred for antenatal care.

IMPORTANCE OF NOT SHARING THE STUDY MEDICATION

Truvada® cannot be used by itself to treat individuals with HIV. It can only treat HIV if it is used
with other drugs. It could be harmful for individuals who have HIV to take it. Therefore, only
people who are not infected with HIV should take Truvada®. Similarly, the HIV treatment
medication used in the IT arm is only for HIV infected people, and must be used every day. It is
very important that you only use the study medication that you are assigned to, and that you
do not share it with anyone else. If people who have not been to see a doctor take these
medications, they could be harmed by the medications.
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POTENTIAL RISKS AND/OR DISCOMFORTS:

During screening and study visits, you may experience discomfort or pain when your blood
is being drawn. You may also feel dizzy or faint, and/or develop a bruise, swelling, or
infection where the needle is inserted.

You may become embarrassed, worried, or anxious when receiving HIV related
counselling, and if you are found to be HIV infected during the course of the study, may
experience anxiety or depression related to your test results.

Although study sites will make every effort to protect your privacy and confidentiality, it is
possible that your involvement in the study could become known to others, and that social
harms may result, for example, you could be treated unfairly or discriminated against, or
could have problems being accepted by families and/or the community.

At study visits, study staff will ask you a series of questions to monitor your participation in
the study and ensure the study is not putting you at risk. Some of these questions may
request sensitive information which could make you uncomfortable. You can choose not to
answer a question if you are uncomfortable and you will not be penalized.

Risks and side effects, occurring in a minority of individuals, related to PrEP include:
gastrointestinal intolerance (e.g. nausea, diarrhoea, vomiting, and flatulence), kidney
problems, weakened bones and hypersensitivity.

Risks and side effects related to IT include dizziness, headache, trouble sleeping,
drowsiness, trouble concentrating, unusual dreams, gastrointestinal intolerance (e.g.
nausea, diarrhoea, vomiting, and flatulence), kidney problems, weakened bones and
hypersensitivity. Some participants may also experience a rash which usually goes away
without having to change the treatment. Some patients may also experience allergic
reactions (including swelling of the face, lips, tongue, or throat).

We do not know if Truvada® has an impact on the unborn baby in HIV-uninfected women
who become pregnant.

POTENTIAL BENEFITS:

HIV uninfected participants will benefit from free access to PrEP during the study period,
as well as access to comprehensive HIV, STl and reproductive health services.

HIV infected participants will benefit from access to standard clinical services, in addition
to immediate treatment and monitoring of clinical status.

There may be no other direct benefits to participants in this study. However, participants
and the broader community may also benefit in the future from information learned from
this study.

NEW FINDINGS
You will be informed if there is any new information learned during this study that is important

for your health or might cause you to change your mind about staying in the study. You will be

told when the results of the study may be available, and how to learn about them.

COSTSTO YOU
There is no cost to you for being in this study. Truvada® pills will be given to you free of

charge.
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WITHDRAWAL FROM STUDY
You are free to leave the study at any time. If you choose to do so, we ask that you come for
one final visit.

You may also be removed from the study without your consent if the study is stopped or
cancelled or if study staff feel that staying in the study would be harmful to you.

ALTERNATIVES TO PARTICIPATION

There may be other studies going on that you may be eligible for. If you wish, we will tell you
about other studies that we know about. There also may be other places where you can go for
HIV counselling and testing. We will tell you about those places if you wish.

For your own safety you should not be involved in more than one study at the same time that
offers medication. We shall be using fingerprinting technology to ensure that no participants
are involved in multiple studies where they could be harmed by receiving different
medications at the same time, as well as to confirm their identity during study visits. You can
participate in other studies which do not offer other medications. For instance, another study
asking you to complete a questionnaire is ok.

REIMBURSEMENT
You will not receive any reimbursement for your participation in the study.

CONFIDENTIALITY

All information obtained during the course of this study, including hospital records, personal
data and research data will be kept strictly confidential. Data that may be reported in scientific
journals will not include any information that identifies you as a participant in this study.

This information will be reviewed by authorised representatives of Wits RHI.

The information might also be inspected by the Bill and Melinda Gates Foundation (BMGF),

the National Health Research Ethics Council (NHREC), University of the Witwatersrand, Human
Research Ethics Committee (HREC), the South African Medicines Control Council (MCC) and/or
the United States Food and Medicine Administration (FDA), as well as your personal doctor.

Based on the above statement, you hereby authorise me to release your medical records to
Wits RHI, its employees or agents, domestic and foreign regulatory health authorities, the Bill
and Melinda Gates Foundation (BMGF), the South African Medicines Control Council (MCC),
the National Health Research Ethics Council (NHREC), and the University of the Witwatersrand,
Human Research Ethics Committee (HREC).

These records will be utilised by them only in connection with carrying out their obligations
relating to this clinical study.
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Any information uncovered regarding your test results or state of health as a result of your
participation in this study will be held in strict confidence. You will be informed of any finding
of importance to your health or continued participation in this study but this information will
not be disclosed to any third party in addition to the ones mentioned above without your
written permission.

The only exception to this rule will be cases of communicable diseases where a legal duty of
notification of the Department of Health exists. In this case, you will be informed of my intent
to disclose such information to the authorised state agency.

RESEARCH-RELATED INJURY

The study staff will monitor your health while you are in this study. If you have any health
problems or medical emergency at any stage of the study please contact the study staff to let
them know. It is important that you tell the clinic staff if you feel that you have been injured
because of taking part in this study.

You will be given treatment at the study clinic free of charge, and if you require medical care
that the study clinic cannot provide you will be referred for additional care.

INSURANCE AND THE ABPI STATEMENT

Wits RHI, through trial insurance, will provide compensation for reasonable medical expenses
incurred as a result of study-related injury or illness, determined according to the guidelines
laid out by the Association of the British Pharmaceutical Industry (ABPI Guidelines), and
Guidelines for Good Practice in the Conduct of Clinical Trials in Human Participants in South
Africa.

Please notify the study staff immediately of any complications, side effects and/or injuries
during the study and the nature of the expenses to be covered. If a research related injury
occurs, you have not waived any of the legal rights which you otherwise would have as a
participant in this study by signing this form. Further detailed information on the payment of
medical treatment and compensation due to injury can be obtained from me or other study
staff. We have a copy of the ABPI Guidelines and the Insurance Certificate, should you wish to
review them.

The insurance does not cover and the study sponsor will not pay for:
e Medical treatment for other injuries or illnesses
e Injury caused by non-observance of the protocol

Please note that if you have a life insurance policy you should enquire whether your insurance
company requires notification of your intention to participate in a clinical study. Information
to date is that it should not affect any life insurance policy taken out. Nevertheless, you are
strongly advised to clarify it with the company concerned.
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ADDITIONAL ACTIVITIES

In-depth Interviews

At some point during the study, the staff will invite a random selection of about 70 participants
to take part in interviews where they will be asked about their experiences, including reasons
for participating in the study; motivators and barriers to use of the study medications;
acceptability of SMS technology; perceived gaps in service delivery and their HIV prevention
preferences over time.

Costing Study

During study visits at specific time points (12 months, 24 months, and study exit), study staff
will collect information from participants to learn about their household, type of sex work,
immigration status and income, out-of-pocket expenditures including transport and food, any
time lost due to appointments at the clinic, including travel time, consultation time, and loss
of income.

PARTICIPANT PROTECTION

This study has been reviewed by the Wits Human Research Ethics Committee (HREC) and the
Medicines Control Council (MCC) as per Good Clinical Practice (GCP) and South African
regulations.

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. The interview component has
been reviewed by the ethics committee at the London School of Hygiene and Tropical
Medicine. These two ethics committees are responsible for watching over the safety and
rights of people taking part in research.

SOURCES OF ADDITIONAL INFORMATION:
If you have any questions about the study, please contact one of the people listed below:

Prof. Helen Rees Robyn Eakle

Principal Investigator Co-investigator

Wits RHI, Research Centre Wits RHI, Research Centre
No. 7 Esselen Street No. 7 Esselen Street
Hillbrow Hillbrow

Tel: 011 358 5300 Tel: 011 358 5350

This study is conducted in accordance with the Department of Health Guidelines for Good Practice in
the Conduct of Clinical Trials in Human Participants in South Africa (2006), and has received ethical
approval from the University of the Witwatersrand. If you have questions about your rights as a
research participant, or complaints about how you were treated or feel that the study has caused you
harm, please contact:
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Prof. Peter Cleaton-Jones

Chairperson for the Committee for Human
Research Ethics Committee

University of the Witwatersrand

Tel: 011 717 2301

After you have consulted with the study doctor and/or Ethics Committee, and if they have not
provided you with answers to your satisfaction, you should write to the MCC at:

The Registrar

Medicines Control Council SA

Department of Health

Private Bag X828

PRETORIA 0001

Fax: (012) 395 9201

E-mail: helam@health.gov.za and mogobm@health.gov.za

NOTIFICATION OF PERSONAL DOCTOR:

Please indicate whether you would like us to inform your personal doctor about your
participation in this study

[J Yes | want you to inform my personal doctor

1 No I do not want you to inform by personal doctor

1 Ido not have a personal doctor.

WRITTEN PARTICIPANT INFORMED CONSENT

Participant

[ ]I hereby confirm that | have been informed by the study staff member about the nature,
conduct, benefits and risks of this study.

[ ]I have also received, read and understood the above written information regarding the
study.

[ ] Iunderstand that all participants’ fingerprints will be used to confirm their identity and to
ensure that no participants are involved in multiple studies.

[ ]1'am aware that my personal information and health information will be stored
anonymously and only a few select individuals will have access to my information.

[ ] Iunderstand that | may, at any stage, without prejudice, withdraw my consent and
therefore cease further participation in the project.

[ ] I have had sufficient opportunity to ask questions and (of my own free will) declare
permission to participate in this programme.

Signature/mark Date of

or thumbprint signature DD MMM | YYYY
Participant Time of

Name (PRINTED) signature
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Study Staff Member

[ ] I confirm that the above participant has been fully informed about the nature, conduct and

risks of the above study.

. Date of
Signature .
signature DD MMM | YYYY
Study Staff )
Time of
Member Name .
signature
(PRINTED)

Impartial Witness
(Applicable only when participants cannot read and/or write)

[ ]I have received and read this Pre-Exposure Prophylaxis (PrEP) Intervention Enrolment

Information Sheet and Informed Consent Form and any other written information

provided to the participant.

[ ]I have attended all verbal discussions between the study clinic staff and participant about

the study.

[ ] By signing, | agree that the information provided was accurately explained to and

apparently understood by the participant and that informed consent was freely given.

. Date of
Signature .
signature DD MMM | YYYY
Witness Name Time of
(PRINTED) sighature
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Appendix ix. TAPS Enrolment questionnaire

ELIGIBILITY — PARTICIPANT INFORMATION AND DEMOGRAPHIC SCREENING FORM

1/ Date of Birth __/

/__(DD/MMM/YY) OR Age: _ (years)

2. Is the participant enrolledinany | [ ] YES

other research study?
[ 1 NO

3] What is your relationship status? | [ ] Married and living together
[ 1 Married and living apart
[ 1 Not married but living with a partner

[ ] Steady partner, not married and not living
together

[ 1 Several partners at present
[ 1 Single, no partners at present
[ 1 Divorced or separated

[ 1 Chooses not to answer

4| What is your ethnic group or (please
tribe? list)
5] Where were you born? (please
list)
6. What is your highest level of [ 1 Primary
education?

[ 1 Secondary
[ 1 Matric

[ ] Tertiary —Technicon or Further
Education/Training

[ 1 Tertiary - University
[ ] Post-graduate
[ 1 Don’t know

[ 1 Chooses not to answer
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7] In the past three months, have [ 1 YES
you received money and/or

goods in exchange for sex? [ 1 NO

[ 1 Chooses not to answer

- Note, the participant must confirm they are a sex
worker in order to participate in the study.

8/ For how long have you been Indicate
doing sex work here in (days/weeks/months/years):

Johannesburg/Pretoria?

9/ Where do you normally work [ 1 Hotel/Brothel
from?
[ 1 Street

[ 1 Home (if living outside a hotel or brothel)

[ 1 Other (please list)

NOTES/COMMENTS:
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DEMOGRAPHICS AND BEHAVIOUR QUESTIONNAIRE

This questionnaire aims to collect data on the participant’s living status, background, HIV
knowledge, sexual behaviour, ability to adhere to medications, and interactions with their
environment and networks.

The Interviewer should read the italicised text in each section to the participant. The
Interviewer should make sure the participant understands what each section is about and that
the participant is ok to continue before moving on with questions.

Interviewer introduction:

I’m going to ask you some very personal questions. You may find these questions difficult to
answer. Your answers are completely confidential. Your name will not be written on this form,
and will never be used in connection with any of the information you tell me. You do not have
to answer any questions that you do not want to answer, and you may end this interview at
any time you want to. However, your honest answers to these questions will help us better
understand your background, your needs in relation to HIV prevention/treatment (read one
according to status), and how we might make services better.

Section 1: Demographics

I am going to start by asking you some questions about yourself. Please try and relax, there are
no right or wrong answers. Remember that everything you tell me will be kept secret and that
you can refuse to answer any question you do not wish to answer.

1. | How many living children do you Living with you

have?
Living with other carers (family/friends)

[ 1 Chooses not answer

2. | How many people depend on your Adults

income including you?
Children

[ 1 Chooses not answer
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Where do you currently stay?

[ 1 Urban-Hotel or Brothel
[ 1 Urban—Flat or house

[ ] Township

[ 1 Rural

[ 1 Other:

[ ] Chooses not answer

= If NOT Hotel or Brothel skip to Q5

Which Hotel or Brothel do you
stay in?

Please
list:

[ 1 Chooses not answer

In the past [4 weeks], did it
happen that there was no food to
eat of any kind in your house,
because of lack of resources to get
food?

[ ] Often

[ ] Sometimes
[ 1 Never

[ ] Rarely

[ 1 Chooses not answer

In the past [4 weeks], did it
happen that you or any household
member went to sleep at night
hungry because there was not
enough food?

[ ] Often
[ ] Sometimes
[ ] Never
[ ] Rarely

[ 1 Chooses not answer

In the past [4 weeks], did it
happen that you or any household
member went a whole day and
night without eating anything at
all because there was not enough
food?

[ ] Often
[ ] Sometimes
[ 1 Never
[ ] Rarely

[ 1 Chooses not answer

282




8. | How long have you lived where [ ] lessthan 6 months
you currently stay?
[ ] 6to12 months
[ ] morethan 12 months
[ ] Chooses not answer
9. | In the last month, how many (# days/month)
nights did you spend away from
where you currently stay because | [ ] Refusetoanswer
you were travelling (for instance
to your home to see family or
friends)?
10.| In the last year, how many nights (# nights/year)

did you spend away from where
you currently stay because you
were travelling (for instance to
your home to see family or
friends)?

[]

Chooses not answer

In this section | will ask you some questions about your knowledge of testing and HIV.

Section 2: Knowledge and Practice

11.| How old were you when you first (List age)
had an HIV test?
[ 1 Don’t know
[ ] Chooses not answer
12.| When did you last have an HIV [ T Inthe past 3 months

test, before today?

In the past 6 months

In the past 12 months

More than 12 months

N/A, this was my first HIV test

Chooses not answer
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13.| FOR PREP PARTICIPANTS ONLY: [ 1 Verylikely
You don’t have HIV now, how [ 1 Somewhat likely
likely do you think it is that you
will get HIV in the next 12 [ 1 Notsure
months? )
[ 1 Somewhat unlikely
[ 1 Veryunlikely
[ 1 Chooses not answer
14.| FOR IT PARTICIPANTS ONLY: [ 1 Verylikely
[ 1 Somewhat likely
You have HIV now, how likely do
you think it is that you will passon | [ ] Notsure
HIV in the next 12 months? )
[ 1 Somewhat unlikely
[ 1 Veryunlikely
[ 1 Chooses not answer
15.| Can you know whether a person [ 1 YES
has HIV by looking at them?
[ 1 NO
[ ] Chooses not answer
If yes, indicate how you would know:
16.| What can you do to prevent getting HIV? List all that apply (probe for traditional

medicines, etc.)
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In this section, we will discuss condom use and different partners you may have sex with.
Please remember to stop me at any time to ask questions if you are unsure about anything we
are discussing. Feel free to choose not to answer any question that might make you

Section 3: Sexual Behaviour

uncomfortable.

17.

Are the condoms you use mostly
bought ones or ones you get for
free?

[ ]

Don’t use condoms - Skip to 21

Bought
Free
Both

Chooses not answer

18.| Do you use male condoms, female | [ ] Male condoms only
condoms, or both?
[ 1 Female condoms only
[ 1 Both
[ 1 Chooses not answer
19.| In the past month, have you had [ 1 YES
the experience of a condom
breaking while it was being used? [ 1NO
[ 1 Chooses not answer
—>1f NO skip to Q21
20.| What did you do when the [ 1 Nothing

condom broke?

[ ]

Went to clinic for advice
Went to clinic for post-exposure prophylaxis

Took traditional herbs or medicines

Cleansed the vagina

Other

Chooses not answer




3.1 Main and/or Casual Partners

Now | am going to ask you about your different sexual partners. You may have different types

of sexual partners. One type is a main partner, like a husband, boyfriend, or someone you
might call an emotional partner that you see reqgularly whom you do not see as a client and

who does not necessarily give you money or gifts in exchange for sex. Another type is a casual

partner, someone you might see from time to time but whom you do not consider to be
someone you are in a serious relationship with. Finally, another type of partner will be your

client, someone who gives you money or other goods/gifts in exchange for sex. You may have

clients you see just once which we will call occasional clients, or you may have clients you see

on a reqular basis, which we will call regular clients. Can you explain back to me your
understanding of what these different types of partners are? For instance, who did you last

have sex with? Which type of partner would they be?

21. | Do you have a main partner? [ 1 YES
[ 1 NO = if NO, skip to Q25
[ 1 Chooses not answer
22. | In the past 7 days, how many ‘
times did you have sex with your — - number of times
main partner (including only [ 1 Chooses not answer
vaginal and anal)?
23. | How often do you use condoms [ 1 Everytime

with your main partner?

[ 1 Sometimes (about half the time)
[ T Never
[ 1 N/A

[ 1 Chooses not answer
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24. | What are the reasons for not [ 1 Personal preference
using condoms all the time with
your main partner (check all [ 1 No condoms available
applicable)? )
[ 1 Main partner refused
[ 1 Chooses not answer
[ 1 Other—please list:
25. | Do you have a casual partner or [ 1 YES if yes, indicate how many:
partners?
[ 1 NO = if NO, skip to Q30
[ 1 Chooses not answer
26. | In the past 7 days, how many
casual partner(s) did you have —— humber of casual partners
sex with (including only vaginal [ ] Chooses not answer
and anal)?
27. | Thinking of the last time you had
sex with a casual partner, how __number of times
many times did you have sex
with him (including only vaginal [ ] Chooses not answer
and anal)?
28. | How often do you use condoms [ 1 Everytime

with your casual partner(s)?

[ 1 Sometimes (about half the time)
[ 1 Never
[ 1 N/A

[ ] Chooses not answer
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29.

What are the reasons for not
using condoms all the time with
your casual partner(s) (check all
applicable)?

[ 1 Personal preference
[ 1 Nocondoms available
[ ] Casual partner refused
[ ] Chooses not answer

[ 1 Other—please list:

3.2 Occasional and Regular Clients

(Prompt participant to remind them of the definitions for different clients — occasional and

regular)
30. | Do you have occasional clients? [ ] YES
[ 1 NO = if NO, skip to Q36
[ 1 Chooses not answer
31. | How many occasional clientsdid | (number of occasional clients)
you see on the most recent day
you worked? [ 1 Chooses not answer
32. | How many occasional clients did | __ _ (number of occasional clients)
you see in the last 7 days?
[ 1 Chooses not answer
33. | Thinking of your last occasional

client, how many times did you
have sex with him (including
vaginal and anal)?

__number of times

[ 1 Chooses not answer
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34. | How often do you use condoms [ ] Everytime
with your occasional clients?
[ 1 Sometimes (about half the time)
[ 1 Never
[ 1 Chooses not answer
2If “Every time”, skip to Q36
35. | What are the reasons for not [ 1 Personal preference
using condoms all the time with
your occasional clients (check all | [ 1 Nocondoms available
applicable)?
PP ) [ ] Client(s) refused
[ 1T Chooses not answer
[ ] Other— please list:
36. | Do you have regular clients? [ 1YES
[ 1 NO = if NO, skip to Q42
[ 1 Chooses not answer
37. | How many regular clients did you _ __ (number of regular clients)
see on the most recent day you
worked? [ 1 Chooses not answer
38. | How many regular clients did you | _ __ (number of regular clients)
see in the last 7 days?
[ 1 Chooses not answer
39. | Thinking of your last regular

client, how many times did you
have sex with him (including
vaginal and anal)?

___ (number of times last regular client)

[ 1 Chooses not answer
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40. | How often do you use condoms [ ] Everytime
with your regular clients?
[ 1 Sometimes (about half the time)
[ 1 Never
[ 1 Chooses not answer
2If “Every time”, skip to Q42
41. | What are the reasons for not [ 1 Personal preference
using condoms all the time with
your regular clients (check all [ 1 No condoms available
that apply)?
PPlY) [ ] Client(s) refused
[ 1T Chooses not answer
[ ] Other— please list:
42. | How are you usually paid foryour | [ ] Cash

services?

Other goods (clothing, food, housing, gifts)
Cash and other goods
Salary

Other:

Chooses not answer
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43.

What was the price paid by your
last three clients (including
occasional and regular)?

1. [rands] please tick: [ ] regular or
[ ]occasional

2. [rands] please tick: [ ] regular or
[ ] occasional

3. [rands] please tick: [ ]regular or
[ ]occasional

[ 1 Chooses not answer

Note - If paid with Other Goods, please list here
(estimated value):

Section 4: Substance Use

In this section, | will briefly ask you about whether you drink or use other substances. As a

reminder, these responses will be kept confidential, but please let me know if you have

questions or are uncomfortable at any time.

44. | At what age did you first start (list age)
drinking alcohol?
[ 1 I'don’tdrink alcohol = Skip to Q49
[ ] Chooses not answer
45. | How often do you have a drink [ T Monthly or less

containing alcohol?

[ T 2to4timesa month
[ 1 2to3timesaweek
[ 1T 4ormoretimes a week

[ ] Chooses not answer
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46. | How many drinks containing [ ] 1or2
alcohol do you have on a typical
day when you are drinking? [ ] 3or4
[ ] 50r6
[ 1 7,80r9
[ ] 10 or more
[ 1 Chooses not answer
47. | How often do you have six or [ ] Daily or almost daily
more drinks on one occasion?
[ T Weekly
[ ] Lessthan monthly
[ 1 Monthly
[ 1 Never
[ 1 Chooses not answer
48. | In the past 7 days, have you had [ 1 YES
sex with a client while under the
influence of alcohol? [ ] NO
[ ] Chooses not answer
49. | In the past week, have you used [ 1 Tik
any of the following drugs (tick all
that apply)? [ 1 Dagga/Marijuana
[ T Mandrax

[
[

]
]

Crack or rock

Nyaope

Heroin

Other

[ 1 N/A (don’t use drugs)

[ 1 Chooses not answer

(broncleer, etc.)
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Section 5: Sexual History and Sex Work

Now we will briefly discuss your experiences with sex and doing sex work.

50. | How old were you when you first | ___ (Age)

had sex?

[ ] Chooses not answer

51. | Was your first sex act forced? [ 1 YES

("forced" means he/multiple [ 1 NO

perpetrators physically held you

down or threatened to harmyou | [ ] Chooses notanswer

if you did not perform a sexual

act)
52. | Was your first sex act coerced? [ 1 YES

("Coerced" means feelings of [ 1] NO

being violated - for example you

felt extreme pressure, he [ ] Chooses not answer

threatened to start rumours,

badgering, and bribing, including

the use of his physical size)
53. | How old were you when you first | (Age)

exchanged sex for money or

other goods? [ 1 Chooses not answer
54. | In the last month, where didyou | [ ] Brothel/hotel

meet or make contact with most
of your clients?

[ ] Streetor public place

[ ] Bar

[ 1 Nightclub

[ ] Shebeen

[ 1 Escort agency

[ 1 Through an advert (client phoned me)

[ 1 Other

[ 1 Chooses not answer
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55.

Where else (cities or towns)
besides Johannesburg/Pretoria, if
any, have you practiced sex work
other than here in the last six
months?

(Write down all places here)

Section 6: Health Behaviour

In this section, we will discuss where you go to get healthcare and experiences with accessing

services.

56.

Where do you usually go when
you feel sick?

[ ] Clinic

[ ] Traditional healer
[ 1 Pastor

[ 1 Friend/family

[ 1 Stayathome

[ ]
Other:

[ 1 Chooses not answer

57. | Do you go to the clinic to keep [ 1 YES
healthy, such as for HIV testing,
check-ups, or other purposes? [ 1NO
[ ] Chooses not answer
58. | Think of the most recent time [ 1 YES
you had to take medication for
several days in a row. Were you [ 1 NO->If NO skip to Q60
able to take the medication every
day? [ 1 Chooses not answer
59. | Were you able to finish allof the | [ ] YES
medication?
[ 1 NO

[ 1 Chooses not answer
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60. | Have you ever had difficulty [ 1 YES

getting healthcare when you
tried to access it? [ 1 NO ->If NO skip to Q63

[ 1 Chooses not answer

61. | What was the reason you had [ 1 Refused treatment/care by clinic staff
difficulty accessing care?
[ 1 Police harassment

[ ] Community harassment

[ ] Too expensive

[ 1 Could not take time off from working

[ ] Long waiting times

[ ]
Other

[ 1 Chooses not answer

62. | If you were refused treatment, Reason: (probe for stigma, immigration status,
can you tell me why? language barriers)

Section 7: Violence

In this section, we will briefly discuss experiences with violence you may have had with different
partners. The questions in this section can be difficult to answer for some people so remember
that you do not have to answer if you choose not to. First we will ask about main or casual
partners. Next we will ask about clients.

63. | Within the last year, have you [ 1 YES
been hit, slapped, kicked, or
otherwise physically hurt by your [ 1NO

main and/or casual partner(s)? ) ]
[ 1 Don’t have a main or casual partner ->Skip to

Q67

[ 1 Chooses not answer
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64.

Are you afraid of your partner?

YES

NO

Chooses not answer

65.

Within the last year, has your
main and/or casual partner(s)
forced you to have sexual
activities by threatening you,
holding you down or hurting you
in some way?

YES

NO

Chooses not answer

66.

Within the past year, did you
seek medical attention as a result
of violence you experienced from
your main and/or casual
partner(s)?

YES

NO

Chooses not answer

67.

Within the past last year, have
you been slapped, kicked, or
otherwise physically hurt by a
client or clients?

YES

NO

Chooses not answer

68.

Within the last year, has a client
ever forced you to have sexual
activities by threatening you,
holding you down or hurting you
in some way?

YES

NO

Chooses not answer

69.

Are you afraid of any of your
clients?

YES

NO

Chooses not answer

70.

Within the last year, did you seek
medical attention as a result of
violence from a client or clients?

YES

NO

Chooses not answer
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71. | Within the past year, have you [ 1 YES
experienced violence from a
police officer? [ 1NO

[ 1 Chooses not answer

72. | Have you ever used post- [ 1 YES

exposure prophylaxis (PEP) after
sexual violence? [ 1 NO->If NO skip to Q77

[ ] Chooses not answer

73. | Where did you go to get the PEP? | [ ] Hospital or clinic
[ ] Directly from pharmacy
[ 1 From afriend

[ 1 Other

[ 1 Chooses not answer

74. | For how long did you take the [ 1 Lessthan one week
PEP?
[ ] Oneto two weeks

[ ] Two to three weeks

[ 1 Fourweeks

[ ] Chooses not answer

75. | Did you have any difficulty [ 1 YES

finishing the PEP?
[ T NO —>If NO skip to Q77

[ 1 Chooses not answer

76. | If yes, please explain:

Section 8: Social Connections

Now I am going to ask you about some of your social relationships and experiences.
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77. | Do your family and/or friends [ 1 YES, family
know that you are a sex worker?
[ 1 YES, friends
[ 1 YES, both
[ 1 NO, neither
[ 1 Chooses not answer
78. | Are you connected with any sex [ 1 YES
worker groups such as Sisonke or
SWEAT? [ ] NO->If NO skip to Q80
[ 1T Chooses not answer
79. | In the past year, have you [ 1 YES
participated in any SWEAT or
Siskonke activities, or the [ ] NO
Creative Space activities through ch ‘
the Sex Worker Project? [ 00s€s hot answer
80. | Do you go to any other [ 1 YES
organisations or people
(family/friends) for emotionalor | [ 1 NO[ ] Chooses notanswer
social support?
81. | Where do you go for emotional List:

or social support?

Questions/Comments

Do you have any questions or comments about the study, the medication, or the services

you will receive in the study?
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Appendix x. IDI participant information sheet and consent form

Participant
No:

Participant Qualitative Study Information Sheet and Informed
Consent Form

Study Title:
The TAPS Demonstration Project: Expanded use of ART for

Treatment And Prevention for female Sex workers in South

Africa
Study number WRHI046
Study Sponsor Wits Reproductive Health and HIV Institute
Principal Investigator Helen Rees
Co-Investigators Robyn Eakle, Francois Venter, Gabriela Gomez
Site Address 7 Esselen Street, Hillbrow, 2001
Site contact numbers 0616043097 / 011 358 5424

To the potential participant: This consent form may contain words that you do not understand.
Please ask the study staff to explain any words or information that you do not clearly
understand. You may take home an unsigned copy of this consent form to think about or

discuss with family or friends before making your decision.
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INTRODUCTION

Hello, my name is . I am a member of staff with the Wits Reproductive Health
and HIV Institute (Wits RHI); an organisation associated with the University of the
Witwatersrand and | am assisting with the TAPS project. You have already consented to
participate in the main study, and we would like to invite to you participate in a series of
interviews to help us understand your perspective of participating in the study.

This information leaflet is to help you to decide if you would like to take part in the interviews.
You should fully understand what is involved before you agree to take part. If you have any
guestions, do not hesitate to ask me.

You should not agree to sign up unless you are satisfied with the information you receive
today.

If you agree to participate in the interviews, you will be asked to sign this document to confirm
that you understand what is involved.

PURPOSE OF THE INTERVIEWS
The purpose of the interviews is to understand what makes it easy or difficult to start using
and to continue use of PrEP or immediate treatment.

We would also like to find out if PrEP and immediate treatment will be accepted by people
who need them; to learn more about your preferred HIV prevention method to find out how
easy it is to use of SMS service to support women using PrEP or immediate treatment, and to
find out about any gaps in health services, including in quality of services.

PROCEDURES

A select group of participants from the main study, the TAPS demonstration project, will be
asked to participate in one on one interviews over the course of the study. The participants to
be interviewed will be chosen randomly, this means every participant has the same chance of
being selected. Each participant who agrees to participate in the interview component will be
asked to sign a separate consent form and will be reimbursed for her travel costs. There will be
a total of three interviews per participant at 3, 6, and 9 months during the course of her
participation in the study.

Interviews will be conducted in Setswana, isiZulu, or English, depending on your preference.

Each interview will last approximately an hour and a half. The three interviews will be
conducted at different time points during the study to provide an opportunity for you and the
researcher to build on the information over time. Each interview will be audio-recorded. Audio
files for interviews will not contain identifying information and will be kept in a secure location
until such time as they are destroyed by the researcher.
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POTENTIAL RISKS:

There are no direct risks to you, however, you may become embarrassed, worried, or anxious
when talking about your experiences. We are aware of this and we will respect your right to
confidentiality and privacy. Your interviews will always take place in private. You do not have
to answer all questions if you prefer not to.

POTENTIAL BENEFITS:

There may be no direct benefits to participants from participating in the interviews, however,
participants and the community as a whole may benefit in the future from information learned
from the interviews.

RIGHTS AS A PARTICIPANT IN THIS STUDY
Your decision to participate in the interviews is completely free and you can decline to be
interviewed or be part of the primary study at any time, without stating any reason.

Your decision to participate in this study or in the interviews will not affect the care you
receive in the clinic or your relationship to the hospital in any way.

REIMBURSEMENT
Participants who take part in the interviews will receive R50 to cover their transport costs.

CONFIDENTIALITY

All information obtained during the course of this study, including hospital records, personal
data and research data will be kept strictly confidential. Data that may be reported in scientific
journals will not include any information that identifies you as a participant in this study.

The information might be inspected by the Bill and Melinda Gates Foundation (BMGF), the
University of the Witwatersrand, Human Research Ethics Committee (HREC), the National
Health Research Ethics Council (NHREC) and the South African Medicines Control Council
(MCC). Therefore, by signing this document you hereby authorise me to release your medical
records to the Bill and Melinda Gates Foundation (BMGF), the South African Medicines Control
Council, the National Health Research Ethics Council (NHREC) and the University of the
Witwatersrand, Human Research Ethics Committee (HREC).

These records will be utilised by them only in connection with carrying out their obligations
relating to this clinical study.

Any information uncovered regarding your test results or state of health as a result of your
participation in this study will be held in strict confidence. This information will not be
disclosed to any third party in addition to the ones mentioned above without your written
permission.
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The only exception to this rule will be cases of communicable diseases where a legal duty of
notification of the Department of Health exists.

ETHICAL APPROVAL

The primary research study protocol, including the in-depth interviews, has been submitted to
the University of the Witwatersrand, Human Research Ethics Committee (HREC) and written
approval has been granted by that committee.

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.

SOURCES OF ADDITIONAL INFORMATION:
If you have any questions about the study, please contact one of the people listed below:

Prof. Helen Rees Robyn Eakle

Principal Investigator Co-investigator

Wits RHI, Research Centre Wits RHI, Research Centre
No. 7 Esselen Street No. 7 Esselen Street
Hillbrow Hillbrow

Tel: 011 358 5300 Tel: 011 358 5350

This study is conducted in accordance with the Department of Health Guidelines for Good
Practice in the Conduct of Clinical Trials in Human Participants in South Africa (2006), and has
received ethical approval from the University of the Witwatersrand. If you have questions
about your rights as a research participant, or complaints about how you were treated or
feel that the study has caused you harm, please contact:

Prof. Peter Cleaton-Jones

Chairperson for the Committee for Human
Research Ethics Committee

University of the Witwatersrand

Tel: 011 717 2301

After you have consulted with the study doctor and/or Ethics Committee and if they have not
provided you with answers to your satisfaction, you should write to the MCC at:

The Registrar

Medicines Control Council SA

Department of Health

Private Bag X828

PRETORIA 0001

Fax: (012) 395 9201

E-mail: helam@health.gov.za and mogobm@health.gov.za
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WRITTEN PARTICIPANT INFORMED CONSENT

[ ] I hereby confirm that | have been informed about the nature, conduct, benefits and risks of

agreeing to participate in the in-depth interviews connected to The TAPS Project.
[ ] 1'am aware that the interview will be audio-taped.
[ ]I am aware that the information obtained from the study, including personal details

regarding my sex, age, initials and diagnosis will be anonymously processed into a report.

[ ] In view of the requirements of research, | agree that the data collected during the
interviews can be processed in a computerised system by the Wits Institute of the
University of the Witwatersrand.

[ ]I may, at any stage, without prejudice, withdraw my consent and participation in the

interviews.
[ ]I have had sufficient opportunity to ask questions and (of my own free will) declare
permission to participate in the interviews.

Participant:

O Yes, | agree to participate in in-depth interviews*

O No, | do not want to participate in in-depth interviews

Signature/mark Date of

or thumbprint signature DD MMM | YYYY
Participant Time of

Name (PRINTED) signature

*If Yes:

O | agree to the audio recording of the in-depth interviews

O | do not agree to the audio recording of the in-depth interviews

Signature/mark Date of

or thumbprint signature DD MMM | YYYY
Participant Time of

Name (PRINTED) signature
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Study Staff Member

[ ] I confirm that the above participant has been fully informed about the nature, conduct and

risks of the in-depth interviews.

. Date of
Signature .
signature DD MMM | YYYY
Study Staff )
Time of
Member Name .
signature
(PRINTED)

Impartial Witness
(Applicable only when participants cannot read or write)

[ ]I have received and read this Participant Qualitative Study Information Sheet and Informed

Consent Form and any other written information provided to the participant.
[ ]1 have attended all verbal discussions between the study clinic staff and participant about

the in-depth interview.

[ ] By signing, | agree that the information provided was accurately explained to and
apparently understood by the participant and that informed consent was freely given.

) Date of
Signature .
signature DD MMM | YYYY
Witness Name Time of
(PRINTED) signature
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Appendix xi. TAPS IDI Guides

IDI 1 GUIDE (MONTH 3)

Interviewer Site/Venue:

INTRODUCTION
This guide represents the first in a set of three interviews in which female sex workers participating in the TAPS Demonstration Project will be

randomly selected and invited to participate. The primary objective of this research is to explore the individual perspectives and lived experiences of
FSWs willing to take up and use PrEP or Immediate Treatment in South Africa. These serial interviews conducted by research assistants working on
the project will aim to answer the following questions:

e What factors influence effective PrEP/Immediate Treatment uptake and use by female sex workers in South Africa?
e What factors should be considered for future scale-up, rollout, and implementation of PrEP/Immediate Treatment?

The questions within the interview guides feed into a larger social-ecological framework and follow a specified flow depicted in the flow chart below.

888

It is important while conducting the interview that the interviewer remembers the answers the participant gives as the conversation goes along in

order to react appropriately to given questions and prompts. The interviewer may need to encourage the participant to speak freely and remind the
participant of their previous answers. One particular aspect which may need repeated clarification is the different between clients and partners. The
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definitions for clients and partners used in the demographics questionnaire is listed below for easy reference and can be read to the participant at any
time.

Main and Casual Partners

In this interview we may discuss different types of sexual partners. One type is a main partner, like a husband, boyfriend, or someone you might call an
emotional partner that you see regularly whom you do not see as a client and who does not necessarily give you money or gifts in exchange for sex.
Another type is a casual partner, someone you might see from time to time but whom you do not consider to be someone you are in a serious
relationship with. Finally, another type of partner will be your client, someone who gives you money or other goods/gifts in exchange for sex. You may
have clients you see just once which we will call occasional clients, or you may have clients you see on a regular basis, which we will call regular
clients. Can you explain back to me your understanding of what these different types of partners are? For instance, who did you last have sex with?
Which type of partner would they be?

INSTRUCTIONS FOR THE INTERVIEWER — HOW TO USE THIS IDI GUIDE
1. There are 3 levels of questions:

¢ Numerical research questions/topic areas highlighted in gray: the questions/areas that we as TAPS researchers want to get answers to.

These don’t need to be read aloud.
e IDI questions: the questions that you as the Interviewer will ask respondents in order to get answers to the research questions. These
questions will be underlined.

e Probes: they are indicated with a bullet, and will not be translated. The interviewer should ensure that key topics listed in the probes have
been addressed/discussed during the interview. So, depending on what has already been discussed, and the IDI context, you may ask
these probes or not.

2. Instructions/suggestions to interviewer are in italics and brackets [ ].

3. The IDI guide is divided into two columns.
e The left-hand column contains the research questions, IDI questions and probes. The IDI questions are suggestions for getting the

discussion going. It is not required to read them verbatim, but they are written in local language to ensure some consistency across IDIs.
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You may adapt the question, depending on how the interview develops, and you as the Interviewer will have to ensure that at the end the
research questions have been answered. .

e The right-hand column is for summarising the themes brought up by the woman in the IDI. These should be summaries of the general
issues raised in connection with the research guestion. These summaries should be more than just yes/no, but not longer than a few

sentences of bullet points. They do not need to be detailed, as we have the details on the tape. Note: the summaries and yes/no answers
should be filled by the IDI interviewer immediately after the IDI.

DAY OF INTERVIEW
First make the participant comfortable. Offer her something to drink and explain who you are and introduce yourself if you haven’t met before.

Before starting the IDI, the Interviewer explains to the respondent:

Now | am going to start the recorder. [Interviewer: start the tape recorder.]

As you know from your informed consent, this IDI will be tape recorded today. Please verbally indicate that you are aware that we are tape recording
this session and that it is okay with you. [Interviewer: be sure to get a verbal okay from the respondent.]

Today we will be discussing some of your life experiences, your experience taking PrEP/IT, and your experience coming to the clinic. There is no right
or wrong answer to any of these questions so you should just tell me whatever comes to your mind. | also want to assure you that although we will be
recording the interview, we will not be using your name on this tape, nor anyone else’s. We will keep this recording confidential, and any information
| pass back to the clinic team will not be in connection with your name. Please feel free to tell me anything you want about your experiences, positive
or negative, and please tell me if there is anything you are uncomfortable with or want to skip over. We will begin now. Do you have any questions
before we start?
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Research Question, IDI Questions, Probes

SUMMARY

How does HIV rank as a concern within the lives of FSWs?

When you wake up in the morning, what are your main

concerns on a daily basis?

Do you worry about your family or things at
home?

Do you worry about things to do with work (e.g.
how do you cope, are you worried about getting
sick or paying rent)?

Do you worry about your health?

What are specific concerns the participant has around sex
and HIV?

What concerns have you had about sex (both generally and

in terms of clients and partners)?

Do you worry about STIs?

Do you worry about HIV?

Do you worry about your clients?

Do you worry about your other partners?

Do you have worries directly related to your work
(e.g. family or friends finding out, violence?
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What does the participant do to manage concerns and
what do they experience in the process (e.g. difficult
partnerships, trouble negotiating protection)?

Reflecting back on what you just told me, how have you

managed your concerns about sex?

e What sorts of problems did you experience
managing these concerns?

e What did you do?

e Were you able to use condoms?

e Did you pick certain clients or partners over others?

e Did you have sex differently (e.g. ask client or

partner to pull out before ejaculation or only have

anal sex)?
e Do you have any specific washing practices?

e Who did you talk to about your concerns or what

you did to handle them?
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What were the participant’s specific experiences last time
she had sex without a condom?

Let’s talk about the last time you had sex without a condom.

e Who was it with?

e Why did you not use a condom?

e Did you talk about using a condom?

e  Where were you?

e How did you feel afterwards (worry, etc.)?

e Did you feel any different now that you are taking
PrEP/IT?

e s this kind of experience something typical or
different to your usual experiences with sex?

e Did you do anything afterwards like washing? Or
visit the clinic?

Does the participant understand PrEP/Immediate
treatment and where do they get their information? This is
specifically getting at knowledge and rumours.

What do you know about PrEP/IT?

e What is the purpose of taking PrEP/IT?

e Where did you hear about it?

e What have you heard from friends?

e What have you heard from family?

e What have you heard in the clinic?

e What, if anything, have you heard people say about
TAPS (this specific study)?

310




What might have kept the participant from starting PrEP/IT
sooner? What were their initial concerns?

What concerns did you have initially about PrEP/IT before
you started taking it?

e Were you worried about side effects?

e Were you concerned about what other people
might think? Why?

e Did these concerns prevention you from starting the
PrEP/IT sooner?

How does the participant feel about taking PrEP/IT?

What do you think and/or feel now about PrEP/IT
e What were your main reasons for taking PrEP/IT?
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Did the participant change her sexual behaviour after
starting her medication?

Remember back to your concerns around sex you had

before and how you handled them. Is the sex you have

different now that you are taking PrEP/ IT?

Have you changed how often you use condoms?
Do you use different methods for contraception
now?

Do you do anything different with your clients?

If you have a main partner or casual partner, have
they asked you to change how you have sex?
Does it help or hinder your sexual relationships? In
what ways? Increase or decrease sexual
desire/pleasure?

Does it affect the level of protection and comfort
with sexual practices?

Has taking PrEP/Treatment had any effect/impact on the
general health and well-being, and/or relationships?

What do you think the PrEP/IT does for you in terms of your

health and well-being?

What impact has it had on your life in general?
Do you feel like it makes you feel weaker or
stronger?

Does it have any effect in other aspects of your
relationship with your regular partner or clients?
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10

How does the participant take her medication? Is she
taking her pills every day? Where and how?

Can you walk me through how you take your PrEP/IT?

When do you take it?
Where do you take it?
How do you remember to take it?

11

What problems is the participant experiencing in terms of
adherence to the medication?

Have you experienced any problems in taking the

medication?

Is there anything about your home environment or
where you stay that makes it difficult to take your
PrEP/IT?

Is there anything about your work environment or
where you stay that makes it difficult to take your
PrEP/IT?

Are there any people in your life who make it easy or
difficult to take your PrEP/IT (e.g. friends, family
members, partners, clients, police)

How do you feel supported by the clinic to take your
PrEP/IT?

Do other participants help support you to take your
PrEP/IT?

Is there anyone else who supports you? If so, what
do they do and who helps you?
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12

What role do side effects play, if any, on the participant’s
adherence to her medication?

What side effects have you experienced from taking your

PrEP/IT?

e How did you feel about the side effects?

e How did you deal with them?

e Have they caused you to stop taking the
medication?

[NOTE: skip if previously mentioned in detail]

13

Is the SMS messaging service helpful to the participant in
attending the clinic and remembering to take study
medication?

Have you found the SMS messaging service to be useful? [If

they aren’t receiving the messages or if this was discussed in

detail earlier, skip to next question]

e Do you receive both the visit reminders and the
supportive messages?

e Do the visit reminders help you get to the clinic, or
do they make no difference?

e Do you like the supportive messages?

e If there are things you don’t like about the visit
reminders or supportive messages, what are they?
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14

Has the participant disclosed product use to anyone and
have they found any social support?

Have you told anyone that you are taking PrEP/IT?
e Who wasit?
e What did they think/say?
e What did you think about their reaction?

15

Has the participant shared their PrEP/IT with another
person?

Sharing things with family and friends is part of our lives.

Have you ever shared your PrEP/IT with someone else?

e Who did you share it with?
e Why did you share?

[NOTE: skip if previously mentioned]

16

Has the PrEP/IT ever been stolen or sold?

Has anyone ever stolen your PrEP/Treatment? Or have you
ever had to sell your PrEP/IT?
e Ifyou've had it stolen, who stole it and do you know
why?
e If you sold your PrEP/IT, why did you sell it?

[NOTE: skip if previously mentioned]
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So we’ve been discussing what your experiences have been in life before taking PrEP/IT, and then what it’s been like taking the medication. Now | am
going to ask you about your experiences at the clinic. We are very interested in hearing any feedback you may have so we can ensure we are providing

the best services possible, so please feel free to share any opinions and experiences you have.

17

How did the participant find out about the clinic and the
study?

How did you hear about the clinic?
e Who told you?
e How did you get here?
e Did you have difficulties in finding the clinic or
getting to it?

18

What motivated the participant to come to the clinic?

Why did you decide to start coming to the clinic?

e  What’s your biggest reason for coming to the clinic?

e  What was your reason originally and what is your
reason now?

e Did your friends or family encourage you to come?

e Did you have any health related concerns that
brought you to the clinic?

e Were you interested in getting tested and taking
care of your health more generally?

e Did you want to get PrEP/IT specifically?
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19

Does the participant interact with other participants? What
sorts of things does she hear?

What do you talk about with your friends who also come to

the clinic? [If no, then skip to next question]

Have you shared impressions of the study,
medications, or clinic experiences with other
participants?

If yes, how have you felt about other experiences
you have heard about?

What have others said about experiences at the
clinic?

Are there things you or others would change?

20

How does the participant feel about the clinic?

Would you recommend this clinic to other people? [If no,

then skip to last prompt]

Who would you tell to come here?

Why?

What do you like most about coming to the clinic?
What would you change about the clinic? [skip if
answered above]
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21| How does the participant feel about PrEP/IT?

Would you recommend taking PrEP/IT to other people?

e  Who would you recommend it to?

e Why?

e  What if PrEP/IT were available to more people than
just sex workers?

We are coming to the end of the interview now. | just have two more questions for you. These are quite broad questions so just tell me whatever
comes to your mind. Remember there is no right or wrong answer, so you can answer these in any way you want.

22| What aspects within the participant’s life most affect their
perceived quality of life? Does HIV come up?

If you could change one thing in your life today to make it
better, what would it be?

Examples:

e Working situation or type of work

e Relationships with clients or regular partners
e Friend or family relationships

e Education

e Healthissues

e Legal/policy frameworks
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23

Any other questions?

Is there anything else you would like to tell me about the

study products or your experience using PrEP/Treatment?

e  Ask if they have any questions for you
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IDI 2 Guide (Month 6)

Interviewer Site/Venue:

INTRODUCTION

This guide represents the first in a set of three interviews in which female sex workers participating in the TAPS Demonstration Project will be
randomly selected and invited to participate. The primary objective of this research is to explore the individual perspectives and lived experiences of
FSWs willing to take up and use PrEP or Immediate Treatment in South Africa. These serial interviews conducted by research assistants working on

the project will aim to answer the following questions:

e What factors influence effective PrEP/Immediate Treatment uptake and use by female sex workers in South Africa?
e What factors should be considered for future scale-up, rollout, and implementation of PrEP/Immediate Treatment?

The questions within the interview guides feed into a larger social-ecological framework and follow a specified flow depicted in the flow chart below.

888

It is important while conducting the interview that the interviewer remembers the answers the participant gives as the conversation goes along in
order to react appropriately to given questions and prompts. The interviewer may need to encourage the participant to speak freely and remind the

participant of their previous answers. One particular aspect which may need repeated clarification is the different between clients and partners. The
definitions for clients and partners used in the demographics questionnaire is listed below for easy reference and can be read to the participant at any
time.
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Main and Casual Partners
In this interview we may discuss different types of sexual partners. One type is a main partner, like a husband, boyfriend, or someone you might call an
emotional partner that you see regularly whom you do not see as a client and who does not necessarily give you money or gifts in exchange for sex.
Another type is a casual partner, someone you might see from time to time but whom you do not consider to be someone you are in a serious
relationship with. Finally, another type of partner will be your client, someone who gives you money or other goods/gifts in exchange for sex. You may
have clients you see just once which we will call occasional clients, or you may have clients you see on a regular basis, which we will call regular
clients. Can you explain back to me your understanding of what these different types of partners are? For instance, who did you last have sex with?

Which type of partner would they be?

INSTRUCTIONS FOR THE INTERVIEWER — HOW TO USE THIS IDI GUIDE
1. There are 3 levels of questions:

e Numerical research questions/topic areas highlighted in gray: the questions/areas that we as TAPS researchers want to get answers to.
These don’t need to be read aloud.
e IDI guestions: the questions that you as the Interviewer will ask respondents in order to get answers to the research questions. These

questions will be underlined.
e Probes: they are indicated with a bullet, and will not be translated. The interviewer should ensure that key topics listed in the probes have
been addressed/discussed during the interview. So, depending on what has already been discussed, and the IDI context, you may ask

these probes or not.
2. Instructions/suggestions to interviewer are in italics and brackets [ ].

3. The IDI guide is divided into two columns.
e The left-hand column contains the research questions, IDI questions and probes. The IDI questions are suggestions for getting the

discussion going. It is not required to read them verbatim, but they are written in local language to ensure some consistency across IDIs.
You may adapt the question, depending on how the interview develops, and you as the Interviewer will have to ensure that at the end the
research questions have been answered. .
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e The right-hand column is for summarising the themes brought up by the woman in the IDI. These should be summaries of the general
issues raised in connection with the research question. These summaries should be more than just yes/no, but not longer than a few
sentences of bullet points. They do not need to be detailed, as we have the details on the tape. Note: the summaries and yes/no answers
should be filled by the IDI interviewer immediately after the IDI.

DAY OF INTERVIEW
First make the participant comfortable. Offer her something to drink and explain who you are and introduce yourself if you haven’t met before.

Before starting the IDI, the Interviewer explains to the respondent:

Now | am going to start the recorder. [Interviewer: start the tape recorder.]

As you know from your informed consent, this IDI will be tape recorded today. Please verbally indicate that you are aware that we are tape recording
this session and that it is okay with you. [Interviewer: be sure to get a verbal okay from the respondent.]

Today we will be discussing some of your life experiences, your experience taking PrEP/IT, and your experience coming to the clinic. There is no right
or wrong answer to any of these questions so you should just tell me whatever comes to your mind. | also want to assure you that although we will be
recording the interview, we will not be using your name on this tape, nor anyone else’s. We will keep this recording confidential, and any information
| pass back to the clinic team will not be in connection with your name. Please feel free to tell me anything you want about your experiences, positive
or negative, and please tell me if there is anything you are uncomfortable with or want to skip over. We will begin now. Do you have any questions
before we start?
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Research Question, IDI Questions, Probes

SUMMARY

How does HIV rank as a concern within the lives of FSWs?

Since we last spoke, you told me your daily concerns were

XXX. Have these changed since then, in the last few months?

Do you worry about your family or things at
home?

Do you worry about things to do with work (e.g.
how do you cope, are you worried about getting
sick or paying rent)?

Do you worry about your health?

What are specific concerns the participant has around sex
and HIV?

When we last spoke you had XXX concerns about sex, how

have these changed since then?

Do you worry about STIs?

Do you worry about HIV?

Do you worry about your clients?

Do you worry about your other partners?

Do you have worries directly related to your work
(e.g. family or friends finding out, violence?
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What were the participant’s specific experiences last time
she had sex without a condom?

Last time we spoke we discussed one of your experiences

having sex without a condom. Can you tell me about an

experience you’ve had since the last time we spoke when

you had sex without a condom?

Who was it with?

Why did you not use a condom?

Did you talk about using a condom?

Where were you?

How did you feel afterwards (worry, etc.)?

Did you feel any different now that you are taking
PrEP/IT?

Is this kind of experience something typical or
different to your usual experiences with sex?
Did you do anything afterwards like washing? Or
visit the clinic?
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Does the participant understand PrEP/Immediate
treatment and where do they get their information? This is
specifically getting at knowledge and rumours.

Now that you’ve been coming to the clinic for a couple of

months, can you tell me what do you know about PrEP/IT?

What is the purpose of taking PrEP/IT?

Where did you hear about it?

What have you heard from friends?

What have you heard from family?

What have you heard in the clinic?

What, if anything, have you heard people say about
TAPS (this specific study)?

What might have kept the participant from starting PrEP/IT
sooner? What were their initial concerns?

What concerns did you have initially about PrEP/IT before

you started taking it?

Were you worried about side effects?

Were you concerned about what other people
might think? Why?

Did these concerns prevention you from starting the
PrEP/IT sooner?
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How does the participant feel now about taking PrEP/IT?

What do you think and/or feel now about PrEP/IT

What were your main reasons for taking PrEP/IT?

Did the participant change her sexual behaviour after
starting her medication?

Is the sex you have different now that you are taking PrEP/

IT [modify slightly if participant has rolled off PrEP]?

Have you changed how often you use condoms?
Do you use different methods for contraception
now?

Do you do anything different with your clients
[negotiation, pricing, etc]?

If you have a main partner or casual partner, have
they asked you to change how you have sex?
Does it help or hinder your sexual relationships? In
what ways? Increase or decrease sexual
desire/pleasure?

Does it affect the level of protection and comfort
with sexual practices?
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Has taking PrEP/Treatment had any effect/impact on the
general health and well-being, and/or relationships?

So far, how has the PrEP/IT influenced your health and well-

being?
e  What impact has it had on your life in general?
e Do you feel like it makes you feel weaker or
stronger?
e Does it have any effect in other aspects of your
relationship with your regular partner or clients?

How does the participant take her medication? Is she
taking her pills every day? Where and how?

Can you walk me through how you take your PrEP/IT?
e  When do you take it?
e  Where do you take it?
e How do you remember to take it?
e Has anything changed since we last spoke?
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10

What problems is the participant experiencing in terms of
adherence to the medication?

Since we last spoke, have you experienced any problems in

taking the medication?

Is there anything about your home environment or
where you stay that makes it difficult to take your
PrEP/IT?

Is there anything about your work environment or
where you stay that makes it difficult to take your
PrEP/IT?

Are there any people in your life who make it easy or
difficult to take your PrEP/IT (e.g. friends, family
members, partners, clients, police)

How do you feel supported by the clinic to take your
PrEP/IT?

Do other participants help support you to take your
PrEP/IT?

Is there anyone else who supports you? If so, what
do they do and who helps you?

328




11

What role do side effects play, if any, on the participant’s
adherence to her medication?

Since we last spoke, what side effects have you experienced

from taking your PrEP/IT, if any?

e How did you feel about the side effects?

e How did you deal with them?

e Have they caused you to stop taking the
medication?

[NOTE: skip if previously mentioned in detail]

12

Is the SMS messaging service helpful to the participant in
attending the clinic and remembering to take study
medication?

Now that it has been a couple of months, what do you think

about the SMS messages? [If they aren’t receiving the

messages or if this was discussed in detail earlier, skip to

next question

e Do you receive both the visit reminders and the
supportive messages?

e Do the visit reminders help you get to the clinic, or
do they make no difference?

e Do you like the supportive messages?

e If there are things you don’t like about the visit
reminders or supportive messages, what are they?

329




13

Has the participant disclosed product use to anyone and
have they found any social support?

Since we last spoke, have you told anyone that you are

taking PrEP/IT?
e Who was it?
e Why did you decide to tell that person in particular?
e What did they think/say?
e What did you think about their reaction?

14

Has the participant shared their PrEP/IT with another
person?

Sharing things with family and friends is part of our lives.

Have you ever shared your PrEP/IT with someone else?

e Who did you share it with?
e Why did you share?

[NOTE: skip if previously mentioned]
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15| Has the PrEP/IT ever been stolen or sold?

Has anyone ever stolen your PrEP/Treatment? Or have you
ever had to sell your PrEP/IT?
e If you've had it stolen, who stole it and do you know
why?
e Ifyou sold your PrEP/IT, why did you sell it?

[NOTE: skip if previously mentioned]

So we’ve been discussing what your experiences have been in life before taking PrEP/IT, and then what it’s been like taking the medication. Now | am
going to ask you about your experiences at the clinic. We are very interested in hearing any feedback you may have so we can ensure we are providing
the best services possible, so please feel free to share any opinions and experiences you have.

16| What motivated the participant to come to the clinic?

What keeps you coming back to the clinic?

e  What’s your biggest reason for coming to the clinic?

e Do your friends or family encourage you to come?

e Do you have any health related concerns that bring
you to the clinic?

e Does regular HIV testing play a big role in coming to
the clinic?

e Did you want to get PrEP/IT specifically?
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17

Does the participant interact with other participants? What
sorts of things does she hear?

What do you talk about with your friends who also come to

the clinic? [If no, then skip to next question]

Have you shared impressions of the study,
medications, or clinic experiences with other
participants?

If yes, how have you felt about other experiences
you have heard about?

What have others said about experiences at the
clinic?

Are there things you or others would change?
Have you talked to anyone new about the clinic?

18

How does the participant feel about the clinic?

How do you feel about the clinic now that you have been
coming for several months? Would you recommend it to any
one you know? [If no, then skip to last prompt]

Who would you tell to come here?

Why?

What do you like most about coming to the clinic?
What would you change about the clinic? [skip if
answered above]
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19 How does the participant feel about PrEP/IT?

Now that it’s been a couple of months, would you
recommend taking PrEP/IT to other people?

e  Who would you recommend it to?

e Why?

e  What if PrEP/IT were available to more people than
just sex workers?

We are coming to the end of the interview now. | just have two more questions for you. These are quite broad questions so just tell me whatever
comes to your mind. Remember there is no right or wrong answer, so you can answer these in any way you want.

20| What aspects within the participant’s life most affect their
perceived quality of life? Does HIV come up?

If you could change one thing in your life today to make it
better, what would it be?

Examples:

e Working situation or type of work

e Relationships with clients or regular partners
e Friend or family relationships

e Education

e Healthissues

e Legal/policy frameworks
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21

Any other questions?

Is there anything else you would like to tell me about the

study products or your experience using PrEP/Treatment?

e  Ask if they have any questions for you
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IDI Guide 3 (Month 9)

Interviewer Site/Venue:

I. INTRODUCTION

This guide represents the third in a set of three interviews in which female sex workers participating in the TAPS Demonstration Project will be
randomly selected and invited to participate. The primary objective of this research is to explore the individual perspectives and lived experiences of
FSWs willing to take up and use PrEP or Immediate Treatment in South Africa. These serial interviews conducted by research assistants working on

the project will aim to answer the following questions:

e What factors influence effective PrEP/Immediate Treatment uptake and use by female sex workers in South Africa?
e What factors should be considered for future scale-up, rollout, and implementation of PrEP/Immediate Treatment?

The questions within the interview guides feed into a larger social-ecological framework and follow a specified flow depicted in the flow chart below.

HEE6

It is important while conducting the interview that the interviewer remembers the answers the participant gives as the conversation goes along in
order to react appropriately to given questions and prompts. The interviewer may need to encourage the participant to speak freely and remind the
participant of their previous answers. One particular aspect which may need repeated clarification is the different between clients and partners. The
definitions for clients and partners used in the demographics questionnaire is listed below for easy reference and can be read to the participant at any
time.
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Main and Casual Partners

In this interview we may discuss different types of sexual partners. One type is a main partner, like a husband, boyfriend, or someone you might call an

emotional partner that you see regularly whom you do not see as a client and who does not necessarily give you money or gifts in exchange for sex.

Another type is a casual partner, someone you might see from time to time but whom you do not consider to be someone you are in a serious

relationship with. Finally, another type of partner will be your client, someone who gives you money or other goods/gifts in exchange for sex. You may

have clients you see just once which we will call occasional clients, or you may have clients you see on a regular basis, which we will call regular

clients. Can you explain back to me your understanding of what these different types of partners are? For instance, who did you last have sex with?

Which type of partner would they be?

INSTRUCTIONS FOR THE INTERVIEWER — HOW TO USE THIS IDI GUIDE

1.

There are 3 levels of questions:

Numerical research questions/topic areas highlighted in gray: the questions/areas that we as TAPS researchers want to get answers to.

These don’t need to be read aloud.

IDI questions: the questions that you as the Interviewer will ask respondents in order to get answers to the research questions. These
questions will be underlined.

Probes: they are indicated with a bullet, and will not be translated. The interviewer should ensure that key topics listed in the probes have
been addressed/discussed during the interview. So, depending on what has already been discussed, and the IDI context, you may ask
these probes or not.

Instructions/suggestions to interviewer are in italics and brackets [ ].

The IDI guide is divided into two columns.

The left-hand column contains the research questions, IDI questions and probes. The IDI questions are suggestions for getting the
discussion going. It is not required to read them verbatim, but they are written in local language to ensure some consistency across IDIs.
You may adapt the question, depending on how the interview develops, and you as the Interviewer will have to ensure that at the end the
research questions have been answered. .

The right-hand column is for summarising the themes brought up by the woman in the IDI. These should be summaries of the general

issues raised in connection with the research guestion. These summaries should be more than just yes/no, but not longer than a few
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sentences of bullet points. They do not need to be detailed, as we have the details on the tape. Note: the summaries and yes/no answers
should be filled by the IDI interviewer immediately after the IDI.

DAY OF INTERVIEW
First make the participant comfortable. Offer her something to drink and explain who you are and introduce yourself if you haven’t met before.

Before starting the IDI, the Interviewer explains to the respondent:
Now | am going to start the recorder. [Interviewer: start the tape recorder.]

Just a reminder, as we discussed when we did your informed consent, this IDI will be tape recorded today. Please verbally indicate that you are aware
that we are tape recording this session and that it is okay with you. [Interviewer: be sure to get a verbal okay from the respondent.]

Today we will be discussing some of your life experiences, your experience taking PrEP/IT, and your experience coming to the clinic as we have done
in the past interviews. We want to see if anything has changed in your life over time and whether you have any new thoughts about taking PrEP/IT.
There is no right or wrong answer to any of these questions so you should just tell me whatever comes to your mind. | also want to assure you that
although we will be recording the interview, we will not be using your name on this tape, nor anyone else’s. We will keep this recording confidential,
and any information | pass back to the clinic team will not be in connection with your name. Please feel free to tell me anything you want about your
experiences, positive or negative, and please tell me if there is anything you are uncomfortable with or want to skip over. We will begin now. Do you
have any questions before we start?
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Research Question, IDI Questions, Probes

SUMMARY

Have there been any major changes in the participant’s life
since she has been in the study?

Since you joined the project, have you had any major life

changes?
e Have you had a change in your living and/or working
situation?
e Any changes in your family or with friends?
e Any changes with partners?
e Any changes in making money?

How does HIV rank as a concern within the lives of FSWs?

What have been your daily concerns recently? Have these
changed since the last time we spoke and/or since you

joined the project?

e Do you worry about your family or things at
home?

e Do you worry about things to do with work (e.g.
how do you cope, are you worried about getting
sick or paying rent)?

e Do you worry about your health?

338




What are specific concerns the participant has around sex
and HIV?

Since the last time we spoke, what kinds of concerns have

you had around sex?

e Do you worry about particular health issues
(general, STIs, HIV)?

e Do you worry about your clients?

e Do you worry about your other partners?

e Do you have worries directly related to your work
(e.g. family or friends finding out, violence?

What does the participant do to manage concerns and
what do they experience in the process (e.g. difficult
partnerships, trouble negotiating protection)?

What have you done to deal with these concerns?

e What sorts of problems did you experience
managing these concerns?

e What did you do?

e Were you able to use condoms?

e Did you pick certain clients or partners over others?

e Did you have sex differently (e.g. ask client or
partner to pull out before ejaculation or only have
anal sex)?

e Do you have any specific washing practices?

e Who did you talk to about your concerns or what
you did to handle them?
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How have experiences of violence affected the participant
since she has been in the study?

How have any experiences of violence and/or abuse

affected you since you joined the project?

e Have you had any of these issues with clients or
partners? If yes, what happened?

e Have you experienced abuse from friends, family,
colleagues, or others? If yes, what happened?

e How have any of these experienced affected being
able to take PrEP/IT? Easier or harder?

How does the participant feel about PrEP/Immediate
treatment and what do they hear potentially from others?
This is specifically getting at their personal perceptions as
well as knowledge and rumours.

Now that you’ve been taking PrEP/IT for a while, what do
you think and/or feel about it?
e Why do you take PreP/IT?
e What do other people say about PrEP/IT (friend,
family, colleagues, clients, partners)?
e What, if anything, have you heard people say about
TAPS (this specific study)?
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What have been the participant’s specific experiences over
time in trying to maintain condom use with PrEP/IT?

How has it been trying to keep using condoms now that you
are taking PreP/IT?
o Isit difficult?
e Who do you have problems not using a condom
with (client/partner)
e Why did you not use a condom?
e Did you talk about using a condom?
e  Where were you?
e How did you feel afterwards (worry, etc.)?
e s this kind of experience something typical or
different to your usual experiences with sex?
e Did you do anything afterwards like washing? Or
visit the clinic?
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Did the participant change her sexual behaviour after
starting her medication?

How has sex changed for you now that you have been taking

PrEP/ IT for some time [modify slightly if participant has

rolled off PrEP]?

Have you changed how often you use condoms?
Do you use different methods for contraception
now?

Do you do anything different with your clients
[negotiation, pricing, etc]?

If you have a main partner or casual partner, have
they asked you to change how you have sex?
Does it help or hinder your sexual relationships? In
what ways? Increase or decrease sexual
desire/pleasure?

Does it affect the level of protection and comfort
with sexual practices?
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Has taking PrEP/Treatment had any effect/impact on the
general health and well-being, and/or relationships?

Since you’ve been taking it, how has the PrEP/IT changed

your overall health and well-being?

What impact has it had on your life in general?

Do you feel healthier or do you feel like you get sick
more often?

Do you feel like it makes you feel weaker or
stronger?

Does it have any effect in other aspects of your
relationship with your regular partner or clients?

10

How does the participant take her medication? Is she
taking her pills every day? Where and how?

How do you continue to take your PrEP/IT every day? What

are your strategies?

When do you take it?

Where do you take it?

How do you remember to take it?

Have you made any changes over time to keep
taking the pills?
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Has the participant disclosed product use to anyone new?

Since we last spoke, have you told anyone new that you are

taking PrEP/IT?
e Who wasit?
e Why did you decide to tell that person in particular
(or why not)?
e What did they think/say?
e What did you think about their reaction?
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What support systems does the participant rely on to take
her medication?

What support system do you have to help you to take your
medication, if any? Has this changed over time?

e Arethere any people in your life who make it easy or
difficult to take your PrEP/IT (e.g. friends, family
members, partners, clients, police)

e How do you feel supported by the clinic to take your
PrEP/IT?

e Do other participants help support you to take your
PrEP/IT?

e Isthere anyone else who supports you? If so, what
do they do and who helps you?

e [f things have changed, what, how, and why have
they changed in terms of support systems?

e Do you interact with any of the community
organizations for sex workers or others (SWEAT,
Sisonke, Church, etc.)
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What problems is the participant experiencing in terms of
adherence to the medication?

Since the last time we spoke did it happen that you were
unable to take the pill? What happened?

e Isthere anything about your home environment or
where you stay that makes it difficult to take your
PrEP/IT?

e Isthere anything about your work environment or
where you stay that makes it difficult to take your
PrEP/IT?

14

What role do side effects play, if any, on the participant’s
adherence to her medication?

Since we last spoke, what side effects have you experienced

from taking your PrEP/IT, if any?

e How did you feel about the side effects?

e How did you deal with them?

e Have they caused you to stop taking the
medication?

[NOTE: skip if previously mentioned in detail]
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Is the SMS messaging service helpful to the participant in
attending the clinic and remembering to take study
medication?

Now that it has been a couple of months, what do you think

about the SMS messages? [If they aren’t receiving the

messages or if this was discussed in detail earlier, skip to

next question]

e Do you receive both the visit reminders and the
supportive messages?

e Do the visit reminders help you get to the clinic, or
do they make no difference?

e Do you still like the supportive messages?

e If there are things you don’t like about the visit
reminders or supportive messages, what are they?

16

Has the participant shared their PrEP/IT with another
person?

Sharing things with family and friends is part of our lives.

Have you ever shared your PrEP/IT with someone else?

e Who did you share it with?
e Why did you share?

[NOTE: skip if previously mentioned]
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17| Has the PrEP/IT ever been stolen or sold?

Has anyone ever stolen your PrEP/Treatment? Or have you
ever had to sell your PrEP/IT?
e If you've had it stolen, who stole it and do you know
why?
e Ifyou sold your PrEP/IT, why did you sell it?

[NOTE: skip if previously mentioned]

So we’ve been discussing what your experiences have been in life before taking PrEP/IT, and then what it’s been like taking the medication. Now | am
going to ask you about your experiences coming to the clinic, and new policies coming online. We are very interested in hearing any feedback you may
have so we can ensure we are providing the best services possible, so please feel free to share any opinions and experiences you have.

18| Why does the participant continue to come to the clinic?

What keeps you coming back to the clinic?

e  What’s your biggest reason for coming to the clinic?

e Do your friends or family encourage you to come?

e Do you have any health related concerns that bring
you to the clinic?

e Does regular HIV testing play a big role in coming to
the clinic?

e Did you want to get PrEP/IT specifically?
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What barriers does the participant face in trying to come to
the clinic?

What are some problems you have had with coming to the

clinic for your appointments?

Do you miss the appointments to pick up your
PrEP/IT, or to come for your clinic visit more often?
Do transport issues get in the way of coming to the
clinic? Are you coming from far away?

What about leaving where you work/live, does that
sometimes cause an issue?

Or needing to pay rent?

20

Does the participant interact with other participants? What
sorts of things does she hear?

What do you talk about with your friends who also come to

the clinic? [If no, then skip to next question]

Have you shared impressions of the study,
medications, or clinic experiences with other
participants?

If yes, how have you felt about other experiences
you have heard about?

What have others said about experiences at the
clinic?

Are there things you or others would change?
Have you talked to anyone new about the clinic?
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How does the participant feel about the project and being
a part of it?

How do vou feel about being a part of the project now that

you have been coming for a while? [If no, then skip to last

prompt]

What have been the best and worst parts?

Would you recommend it to any one you know?
Who would you tell to come here?

Why?

What do you like most about coming to the clinic?
What would you change about the clinic? [skip if
answered above]

22

What does the participant think about the national rollout
of PrEP/IT?

What do you think about PrEP and IT being given to

everyone coming to the sex worker clinics? [explain new

policy if she doesn’t already know]

Do you think other sex workers will want these
interventions? Why or why not?

Would other people like to take PrEP or IT? If so,
who?

Do you already know clients or partners who want
PrEP or IT?

Do you know any sex workers not coming to the
clinic who want PrEP or IT? If so, why aren’t they
coming?
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We are coming to the end of the interview now. | just have two more questions for you. These are quite broad questions so just tell me whatever
comes to your mind. Remember there is no right or wrong answer, so you can answer these in any way you want.

23| What aspects within the participant’s life most affect their
perceived quality of life? Does HIV come up?

If you could change one thing in your life today to make it
better, what would it be?

Examples:

e Working situation or type of work

e Relationships with clients or regular partners
e Friend or family relationships

e Education

e Health issues

e Legal/policy frameworks

24| Any other questions?

Is there anything else you would like to tell me about the
study products or your experience using PrEP/Treatment?

e  Ask if they have any questions for you
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ABSTRACT

Introduction: Updated guidelines from the WHO
recommend antiretroviral treatment for adults with H\V
a any CD4 count and daily oral pre-exposure
prophylaxis (PrEP) for people at substantial risk of HIV
infection. However, implementation challenges may
hinder the ability of programmes to translate these
recommendations into successful practice. This
demonstration project is the first o integrate PrEP and
immediate treatment (ITx) for female sex workers
(FSWs) in South Africa to answer operational research
questions.

Methods and analysis: This is a prospective cohort
study where the main outcome is retention at

12 months. The study population is recruited into two
arms across two urban sites: (1) PrEP for HIV-negative
FSWs (n=400) and (2) ITx for HIV-positive FSWs with
CD4 greater than national guidelines (n=300). We
investigate process and other health indicators, uptake
and use of PrEP and ITx through qualitative research,
and evaluate cost-effectiveness analysis combined with
estimates of impact through epidemiological modelling.
Ethics and dissemination: The Treatment And
RAevention for female Sex workers in South Africa
(TAPS) Project was designed as an implementation
study before emtricitabine/tenofovir disoproxil fumarate
was licenced as an indication for PrEP in South Africa
Therefore, dlinical trial requirements for ethical and
South African Medicines Control Council approvals
were followed. Results will be disseminated to
participants, local health officials and other
stakeholders, as well as in peer-reviewed joumnals and
a conferences.

INTRODUCTION

Globally. UNAIDS data have shown a signifi-
cant and continuous decline (35%) in the
number of new HIV infections since 2000.
In sub-Saharan Africa. this wend is even
more pronounced with a 41% decine.
Howewer, in this region of the world, where
women make up for more than half of all
people living with HIV. incidence rates
remain high.! In particular, the HIV epi-
demic in South Africa continues to be the

Strengths and limitations of this study

highest in the world, based on both HIV inci-
dence (with a currently estimated rate of up
to 4 per 100 womensears® *) and total
number of people living with HIV (6.8
million estimated in 2014."

The South African National Strategic Plan
on HIV, sexually ransmitted infections (STls)
and tuberculosis for 2012-2016" prioritises
interventions with the aim to reduce new
infections on a national level by 50% using
combination prevention while scaling up
treatment to cover at least 80% of the popula-
tion. It also identifies key populations as a
major focus of the strategy. which calls for a
multifaceted approach w ending the epi-
demic. Sex workers are among the key popu-
lations identified in the past and current
National Strategic Plans. Globally. female sex
workers (FSWs) are 13.5 times more likely to
be living with HIV than women in the general
pupulmiun.7 The 2013 South African Key
Populations Report estimates that HIV pre-
valence among FSWs is between 44 and
69%.* " with 19.8% of all new infections
being attributed to sex work, including infec-
tions among clients and parmers of clients.'”
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A smdy conducted in 2008 in a cohort of highrisk
women in KwaZulu-Natal Province, estimated incidence
to be as high as 7.2/100 pr.m)n-)ears.“ More recently, a
prevalence study conducted among populatons of sex
workers found a 72% HIV prevalence with low reatment
uptake in Gauteng Province.'* This high vulnerability is
rooted in the many structural drivers of HIV risk affecting
this populaton including: restricted access to healthcare,
criminalisation and lack of legal protection, unsafe
working conditions, stigma. and economic hanlship.l"' As
a marginalised populaton who are stigmatised and crimi-
nalised, sex workers require specialised programmes sen-
sitive to their needs for interventions in HIV prevention,
care and meatment as well as support to access other
health and legal services.

Following the positive results of antireroviral
(ARV)-based prevention smdies in reducing both HIV
transmission (through ITx) and acquisition (through
PrEP)." ™ global and national authorities updated HIV
guidelines to recommend antiretroviral therapy (ART) be
initiated at any CD4 count in adults and daily oral PrEP as
an additional prevention strategy for people at substandal
risk of HIV infection.”"™ While modelling studies have
shown that the scaling up of new prevention and treat-
ment tools across the HIV continuum of care could have
a significant impact on the epidemic,” ™" implementa-
tion challenges relating to health service capacity, accept-
ability and financing and resource allocation may hinder
the ability of the programmes from making a significant
difference to the HIV epidemic.®” **

The evaluaton of exiging and innovative modek of care
to implement new technologies for prevention and oeat-
ment through demonstration projects is being conducted
around the world.™ These projects represent a spectrum of
designs from clnical wiaklke protocols © ‘realworkd’
implementation science studies, yet all have smilar goals: to
test delivery models of new technologies and interventions
o inform policy and programming. In particular, projects
tend to cater to key populatons where acceptability and
uptake of technologies such as oral PrEP may be higher and
intersect with those populations who might benefit the
most initally, such as men who hawe sex with men, sex
workers, serodiscordant couples and young women. These
preventionfocused projects are situated within a landscape
of evolving HIV treamment guidelines, as treamment is now
recognised as the major contributor to preventon and thus
many nclude reatment c:mnpuncus.:" 2

The demonstration project described here is the first
to integrate a combination prevention intervention
including oral PrEP and ITx (for those with CD4 counts
higher than current national guidelines) for FSWs in
South Africa The interventions are being delivered at

‘Recently ( June 2016), the NDoH started the piloting at 10 sites of new
National guidelines for treatment, where all people infecied with HIV
ndependent of ther CD4 count are eligible and preexposure
prophylaxs & available for female sex workers. This demonstration
project is informing the roll out plot directly.

two clinic-based sites for FSWs in Gauteng Province.
Gauteng is the most densely populated province of
South Africa, also home to both the economic and polit-
ical capimls of the (:oumr.v."" This implementation study
seeks to understand the ‘realwordd’ implications of
introducing PrEP and ITx into an existing service deliv-
ery structure. By combining PrEP and ITx, we aim to
leverage, in a novel way, the service delivery areas
needed to support these programmes which primarly
include outreach for testing and counselling and clinic
services. The owerall aim will be to answer operational
questions: whether FSWs will accept ITx or combination
preventon including PrEP, whether the service delivery
mechanism is capable of handling the increase in
resource needs these interventions might lead to, and
what kind of implications this strategy would have on
overall costs, should they be considered for scale up.

METHODS AND ANALYSIS

Population and sefting

FSWs are the study populaton defined as women self-
identifying as sex workers, and who hawe received goods
or money in exchange for sex in the past 3 months, age
18 or abow, operating in the areas surrounding two
existing clinics providing services for sex workers in
Hillbrow. Johannesburg and the central business district
in Pretoria. These clinics are run by Wits Reproductive
Health and HIV Institute (RHI). one of the largest
research Instimtes of the University of Witswatersrand:
since 1994, Wits RHI has pioneered health programmes
with a strong community focus. The Hillbrow site is con-
nected to the Esselen Clinic which is home to the well-
established Wits RHI Sex Worker Project.™ The Sex
Worker Project is a comprehensive reproductive health,
HIV and STI preventon and weatment service pro-
gramme partnered with City of Johannesburg and the
South African Department of Health (DoH). It provides
services such as: HIV counselling and testing and
condom distribution, nurse-inigated and managed ART
(NIMART). mberculosis screening. human papilloma-
virus screening, clinical services for minor ailments, psy-
chosocial support and referrals to both clinical and legal
services. The programme accesses several brothels, with
mobile units to serve street-based sex workers and a sa-
tionary clinic space. The actual clinic space for the
Treatment And Frewvention for female Sex workers in
South Africa (TAPS) Demonstration Project is located in
the Wits RHI Research and Training Centre, which is
adjacent to the Esselen Clinic. At the time we initiated
the study. renovations at the Esselen Clinic had begun
and the building was closed which is the reason for
howsing the TAPS Project in the Research Centre.

The Pretoria site is located in Sediba Hope Medical
Centre, a prvate non-profit clinic affiliated with the
Deparment of Health, which has been serving the local
community in the heart of the inner cty of Pretoria.
Wis RHI's Sex Worker Project has now opened a sex
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worker clinic at Sediba Hope which is also linked o the
Community Health Clinic in the same building.

Design

The study design is a prospective, observational cohort

study. with two study arms:

1. PEP intervention as part of a combined prevention
approach for recently documented HIVanegative FSWs

2. ITx intervention for HIVpositive ART-naive FSWs
not eligible for ART at the currently implemented
CD4defined standard of care.

The PrEP intervention amm will seek o protect
HIVnegative FSWs from acquiring HIV through the use
of PrEP and other available prevention options (such as
condoms). The ITx intervention arm will seek to link
FSWs directly to care to reduce and awid loss to
follow-up within the treatment cascade. Indirectly. it will
seek to prevent HIV-positive FSWs from transmitting the
virus to clients and other sex parmers through the use
of ARVs.

Sample size and eligibility criteria

Table 1 shows the sample size considerations for both
study arms. We aim to enrol 400 FSWs in the PrEP amn
of the sudy. With an expected retention rate of 65%
(precision of +5%) at 12 months. we need 350 partici-
pants, which we have increased to 400 to account for
variability across the two sites. To achieve this sample
size, we should aim to screen 1600 FSWs, of which 800
are expected to be HIVenegative (assuming an HIV
prevalence of 50%) and we estimate conservatively that
50% accept to participate. For the ITx arm, we aim to
enrol 300 FSWs with an expected retention rate of 75%
(precision of +5%) at 12months, assuming a 25%
default rate which reflects recent research on the treat-
ment cascade.”® To achieve this sample size, we should
aim to screen 3600 FSWs, of which 1800 are expected to
be HIV-positive (assuming an HIV prevalence of 50%).,
one-third with CD4 counts over 350 (n=600) and 50%
accept to participate. In practice, the screening process
is a joint step in the recruitment of both the PrEP and
the ITx anms. As such, we will aim to screen 3600 FSWs
to be able to achieve the required sample sizes. PrEP
enrolment will stop as soon as the required sample size
is achieved. Note that the original calculations for this
study were performed assuming a national CD4 count
initiation threshold of 350.

A summary of eligibility criteria is presented in table 2.
We excluded patients at risk of documented serious side
effects of the regimes used. This includes patents with
abnomal kidney function (eg. a creatinine clearance
rate above 60.0 mL/min), taking medication for
multidrug-resistant tuberculosis. testing positive for hepa-
titis B (PrEP only) or being prescribed any other drugs
contraindicated for taking with any of the drug regimens
prescribed in the study. Patients are also excluded at clini-
cian’s discretion according to their assessment of the
patient’s safety. We also exclude FSWs pregnant at enrol-
ment. All pregnant women are referred to antenal care,
where HIVpositive FSWs are started on ARTas per guide-
lines and HIVaegatwe FSWs counselled.

Intervention

Recruitment

Participants for both armns of the study are recruited
from the local Wits RHI Sex Worker Project clinics as
well as the surrounding community, and in particular
places of business such as hotels/brothels. bars and
streets. We leverage the existing peer educatorbased out-
reach services currently provided by the Sex Worker
Project to reach out and inform them of the sudy. Fach
potential participant completes a DoH HIV counselling
and Testing (HCT) consent form first as part of sandard
HCT practice, to determine HIV status through the
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point-of-care rapid testing process. Discordant HIV rapid
test results are then confirmed using ELISA wsing stand-
ard local algorithms (ie, algorithm: two rapid tests are
performed simultaneously for confirmmaton. In case of
discordant, indeterminate or positive results, blood is
drawn for an ELISA).* Once HIV st@tus is established,
participants sign either the PrEP or ITx TAPS study
informed consent form according to HIV sttus.
Participanss in the PrEP arm are counselled and
informed about adherence and effectveness of PrER
the need to use condoms with PrEP in order to ensure a
high lewel of protection against HIV infection as well as
to prevent STIs and unwanted pregnancies. Participants
in the ITx am are also counselled about adhering to
their treatment regimens and using condoms.

We aimed to balance the ‘real world® aspect of the
demonstration project with the consent and information
gathering needs for research purposes. Therefore, at the
screening visit, participants are asked to complete a
demographic and behaviour questionnaire, as well as a
short medical history for screening purposes. Blood
samples are mken for creatinine lewels, hepatitis B, syph-
ilis tesing, HIV confirmaton with ELISA and viral load
tesing. All participants also mke a point-of-care preg-
nancy test as part of eligibility requirements.

Participants are asked w return in l-week, within a
maximum window of up to 30 days if needed, after the
screening visit for enrolment if eligible. At the enrol-
ment visit, participants are scheduled for regular study
visits o monitor medicaton adherence and safery. We
also take a clinical history. offer syndromic STI screening
and any other clinically indicated assessments such as
for cervical cancer as per Dol guidelines. Potential par-
ticipants are asked abowut fertility intentions: however.
future pregnancy plans are not a part of study exclusion.
Contraception is offered to those requiring a method as
per standard of care, but use of a contraceptive is not a
requirement for smdy eligibility.

The participants have access to counselling services, as
well as all other services provided by the Sex Worker
Project as standard of care, including but not limited to
reproductive health services, referrals for legal services,
substance use and violence counselling and support and
post-rape care. Support groups are not currenty
planned as an offical service of this study: however,
FSWs may elect to form support groups and project staff
make an effort to support this with space if requested.

Medication and adherence

HIVanegative participants fulfilling all eligibility criteria
are smrted on coformulated emtricitabine and tenofovir
disoproxyl fumarate FTC/TDF (Truvada) in the PrEP
arm. The medication for the 1Tx arm is tenofovir diso-
proxyl fumarate plus lamivudine /emtricimbine plus efa-
virenz combination (TDF+ 3TC/FTC+EFV), or Atripla,
as per current guidelines. The drugs for the TAPS study
have been donated by Gilead.

We measure adherence to PrEP through several
modes of self-report as well as plasma drug level testing.
Treatment adherence is measured through self-report
and monitoring viral load suppression.

As adherence support. all participants have the option
to receive SMS. Two types of SMS may be sent to partici-
pants. The first type is visit reminders, three sent per
visit—two as reminders before the visit and one to thank
the participant for atendance or to remind them to
reschedule if they missed a visit. The second type is
aimed at providing information and support on a weekly
basis and within the following themes—adherence /side-
effects/informational, health education, healthy living,
referral services and affirnadons. All participants are
offered each type of messaging services and those who
are willing to participate sign an additional consent
form. Participants are able to opt out at any time and
feedback on the utility of the messages is solicited
throughout the study.

Management of pregnancy

Guidance from major organisations, such as the WHO
and Centers for Disease Control and Prevention (CDC),
USA, has made surveillance of PrEP use in pregnancy a
pri(rrity."" *Ifa participant becomes pregmant during
the course of the project in the PrEP group. she will be
given the option to either continue or discontinue
taking PrEP. If she decides to discontnue PrEP, she will
be given the option o remain in the project using other
HIV prevention options, but is referred for antenatal ser-
vices or termination of pregnancy services as selected.
The potential for harm due o unknown risks of taking
PrEP while pregnant is noted in the main study’s
informed consent forms.

If a partcipant in the weatment group becomes preg-
nant during the course of the project, she will also be
given the option to remain in the study and be referred
for antenatal services, where participants will continue
lifelong treatment as per the current guidelines. If the
participant decides to discontinue participaton in the
study, she will be referred to the clinic of her choice for
continued treatment.

Follow-up visits and loss to follow-up

Participants are scheduled for clinic visits on a 34nonth
basis and receive a prescription refill once a month in
both arms. Monitoring visits include HIV testing (PrEP
amm only). CD4 and viral load tests (ITx arm only), cre-
atinine levels, syndromic screening and treamment for
STIs as required, and adherence counselling. All these
services are standard of care for monitoring patients on
treamment and are the minimum monitoring require-
ment in the newly published PrEP and ITx guidelines.™
At each scheduled visit, participants are asked to com-
plete a short questionnaire to record any side effects,
changes in risk behaviour, ferglity intentions, time of last
menstrual period and adherence to ARVs. Participants
may also request an unscheduled visit to repornt safety

B
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events at any time. We are not collecting quantitative
information on diversion of medications (eg, selling or
giving ARVs to others), but we are both collecting quali-
tative information on this imporntant issue as parn of the
in-depth interviews (IDIs) and providing intensive adher-
ence counselling.

Loss to follow-up is defined as a participant missing
two consecutive visits with no contact. Efforts will be
made to contact participants by phone in the PrEP and
ITx anns o understand the reasons for missed visits.
However, only addigonal efforts, which may include a
home visit, will be made to encourage participants in
the ITx arm to return. If participants are contacted in
the PrEP group and decide not to return, we will ask if
they are willing to partcipate in a brief exit interview to
understand the reasons for dropout and to ensure there
are no safety concerns.

Final visit and withdrawal from the project

At the final project visit, all participants will be asked to
answer final behavioural, violence and partcpant
costing questionnaires. Those in the PrEP arm will have
creatinine test, STI screening and reatment as neces-
sary. while those in the treatment arm will have CD4
and viral load tegs. creatinine test, STI screening and
treatment as necessary, and counselling for continued
adherence to ther weatment regimen. They will be
offered a choice to remain at the same clinic for contin-
ued care and treatment. or be mansferred to another
clinic of their choice. If a participant in the PrEP am
sero-converts, we will offer a full resistance testing. The
participant will not be lled on o the ITx arm but will
be offered a choice w remain at the same clinic for con-
tinued care and treatment, or be transferred o another
clinic of their choice. All participants will also be
informed as to when they can expect a report of the pro-
ject’s results.

As of 1 June 2016, PrEP and the test and treat approach
has been priorigsed for sex workers. As a result. we are
now able to ransition all of the women in our study to
PrEP and HIV treatment services in our Sex Worker
Programme or to other clinics of their choosing offering
these services, either at the end of the sudy or should
they choose t leave the study early for any reason.

For ease of reference, we mapped all events and pro-
vided a visit schedule for both PrEP armm and ITx amm in
the online supplementary appendix.

Analysis

The project is being evaluated through a mixed
methods approach. This approach examines the deliver-
ability of the interventions and their integraton into a
comprehensive preventon and meatment package. and
includes quanttatve analsis of process and question-
naire data (behaviours. uptake, linkage and retenton in
care and adherence), qualitative assessment of providers
and wser feedback on the interventions, and an eco-
nomic evaluation from a societal perspectve.

Quantitative analysis of process and questionnaire data

The primary outcome for both arms is the number of
women retained at 12 months of follow-up (a participant
is considered remined at 12 months if she attended a
scheduled follow-up visit between 10.5 and 13.5 months
after enrolment). In the PrEP arm, we note that a par-
ticipant is considered remined even if not on PrEP but
continuing the combination prevention vsits. Secondary
outcomes for both arms are shown in table 3.

We can expect three types of bias in cohort studies:
selecdon bias, informaton bias and misclassification
bias. It is possible that participants ‘auto-select” (ie, a
selecton bias), meaning that those FSWs feeling most
vulnerable will be most likely to enrol and continue par-
ticipaton. Since this is a demonstraion project, we
expect participants to decide whether to panicipate
based on their risk perception and we will aim to docu-
ment these motivations and perceptions as much as pos-
sible through qualitative research. We do not expect an
information bias to be present as we are collecting the
same information for all participants. Finally, misclassifi-
cation could arise from a participant being considered
not remined in care as per her partcipation in our
study: howewer, she might be in care at another clinic.
We will aim to ascertain if this is a potential bias while
contacting by phone those participants missing two con-
secutive clinic visits in either the PrEP or the ITx arm to
understand the reasons for missed visits.

Qualitative research

Data from qualimtive research conducted during the
PrEP efficacy mrials indicate multiple and varying reasons
for lack of adherence on the part of participants, thus
illustrating the imperative to undersand how PrEP may
be best implemented in a given context from the point of
view of potential consumers.” ** In this regard, we are
conducting a multfaceted qualimtive research with parti-
cipants from the two project arms as well as providers at
the clinics to gain perspectives on using and implement-
ing PrEP and ITx. Methods include IDIs with partici-
pants, waitingroom observatons and provider group
discussions. These methods will serwe as a means o
compare and contrast sources of data to dewelop a narra-
tive as to the feasibility. and more specifically the motiva-
tions and barriers of implementing PrEP and ITx. We will
also be able to compare these qualitaive dam with data
from the stuctured questionnaires o explore different
aspects of adherence to medication. All data collecion
tools have been piloted and adjusted as required.

Participant IDis

We use an adapted socioecological model as a frame-
work to explore themes related to motivations and bar-
riers to the use of PrEP and ITx based on the multiple
spheres influencing women’s lives from community.
household, work and clinic settings. A subset of women
from the PrEP and ITx ammns are being randomly invited
to participate in the qualitative research component in
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each arm (up to 40 for PrEP and up to 30 for ITx).
Each participant is asked to sign a separate consent
form and is reimbursed for her travel costs since this will
be ouside of regular dinic visit requirements. This is
the only form of particdipant reimbursement offered
since the purpose of the TAPS project is to assess reten-
tion in the programme in a ‘realwordd’ clinic seting.

Interviews are conducted individually with each pantici-
pant by a research assistant who is conversant in the par-
ticipant’s language.

Interviews will be conducted longitudinally at months
3. 6 and 9 for each participant in order to explore
themes emerging over fime.”’ Interview questons will
seek data related to reasons for partidpatng in the
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study, motivations and barrers to uptake and use of the
interventions, acceptability of the SMS technology, per-
ceived gaps in service delivery and HIV prevention
method preferences over time. Interviews will be andio
taped, and later translated into English, as needed. and
transcribed.

Waiting-room observations

Informal conversations held by participants in settings
such as waiting-rooms have provided invaluable informa-
tion for the triangulation of qualitative data thus enrich-
ing narratives of participant behaviour during studies.™
We are conducting waiting-room observations at the wo
project sites for a period of l-week on a quarterly basis.
Permission to conduct these observations is obtained
from the clinic managers, and researchers conducting
the observations provide study participants in  the
waiting-rooms with notification of who they are, what
they are doing and for what purpose. The purpose of
these observations is to gather informal dat on partici-
pants’ perspectives of the stdy. the interventions and
issues they may be experiencing that influence their
interest in the programme and ability to maintain par-
ticipation. Informaton will be recorded in the research-
er’s field notebook and later uploaded into NVIVO for
coding and analysis.

Provider group discussions

A recent guidance illustrates the importance of service
delivery providers as an important target group for pro-
moting and managing the disseminaton and uptake of
PrER™ As such, we are convening informal group discus-
sions at each site in order to explore provider expen-
ences, including primarily the community health
workers/counsellors, nurses, pharmacists, coordinators
and medical officers, in delivering PrEP and ITx. All
potential provider-participants are asked to complete the
informed consent process and have the option to
decline participation. The research is being conducted
by an external contractor and does not include evalu-
ation of providers on performance. As themes for discus-
sion may evolwe ower time, a more structured discussion
guide is being used inigally and subsequent guides will
build on emerging themes.

Analysis

All qualimtiwe rescarch components will be analsed
using thematc analsis as defined by Braun and
Clarke.® This approach to thematic analysis feamres a
sixphase process: familiarisation with the data, gener
ation of mitial codes, searching for themes, reviewing
themes. defining and naming themes, and finally produ
cing the report. Translated and transcribed transcripts
from the IDIs. waiting-room observations and provider
group discussions will be uploaded into NVIVO software
and coded according to the coding manual created
Researchers will assemble the coding manual first by
dewloping owrarching data categories based on

rescarch objectives. then by systematic and iterative
review of the dam to elicit primary and subthemes. We
will aim to have at least wo coders per transcript. Any
discrepancies in coding will be discussed between the
coders with input from the senior investigator to gain
consensus. Once all the data have been coded. research
ers will synthesise the findings to explore commonalites
and differences across participant perspectives.

Economic evaluion

The introduction of an integrated HIV prevention and
care service is likely to inwlve several trade-offs between
costs and efficiencies. We are measuring empirically the
costs for participants and the healthcare providers in the
two sites of the TAPS smdy to then model total costs,
impact and costeffectiveness of this intervention both in
our cohort and at a population level. The ewaluation is
carried out from a societl perspectve.

Healthcare provider costs

All costs will be estimated using an ingredient costing
approach to define the cost per person receiving each
service. Dam are collected through directly observed
resource use (observatons of practice at sites and inter-
views with the healthcare workers before implementa
tion, at early stages of implementaton and l-year after
the interventions are implemented). We also review
clinic costs (such as udlity bills) over the duration of the
study. We include capiml costs (equipment, buildings,
non-recurrent training). as well as recurring costs ( per-
sonnel, supplies, operations and maintenance of build-
ings) in our estimates. We aim to include costs incurred
abow the direct service lewel. such as monitoring and
evaluation and coordination costs as well as cost
incurred during start up activiies such as community
mobilisation and training before the service delivery
starts. The current micro costing approach allows us to
record in detail all processes happening at each visit and
their purpose (for research or senice delivery). The
unit cost will then be repored disaggregating
rescarch-related costs.

Participant costs

Data are collected through voluntary questionnaires
administered to all participants in the PrEP and ITx
cohorts at one visit (follow-up at 12 months). In the
questionnaires, we collect general information regarding
the participant’s houschold., employment and income,
outof-pocket  expenditures  including  ransportation
fees, consulmton fees, non-HIV laboratory tests,
non-HIV medicaton (vitamins, antbiotics and others)
and food. any time lost due to PrEP or ITx appoint
ments, including travel time, consultation tme and loss
of income: the participant’s time and that of her family/
friends will be ascertained. Family/friends time will be
estimated from the proportion of visits where a family
member/friend escorted the participant.
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Modelling

All modelling exercises will be informed from the data
collected during the TAPS study on behaviour, uptake,
linkage. retention and medication adherence as well as
the costing dam. A decision analytic economic modelling
approach will be used to look at issues of health system
capacity (staff constraints) and equity (poverty analysis
using patientrelated costs within the cohort). The direct
impact on costs and health gains that the introducton of
PrEP and ITx might have had on the smdy cohors and
the service provided in the clinics will be explored.

A population-level transmission model fitted to the
South African epidemic will be used, with a special
emphasis on transmission within FSW groups with high
mobility model focusing on the estmated impact that
the introduction of PrEP and ITx might have, should
the intervention be scaled up natonally Populadondevel
data will be gathered from the literamure. Outputs of the
transmission model will include cost-effectiveness and
budget impact measures. A series of scenario analyses
might be needed w reflect the different strategies for
scale up that policymakers might consider. We will
consult all stakeholders (both users and policymakers)
during the process of defining the scenarios for scale up
to ensure that the most realistic scenarios are tested. We
will aim to estimate the reduction in health costs of
implementing both interventions. Therefore, we expect
savings from infections averted while on PrEP and from
less ‘other” HIV care if treatment is started carly.

ETHICS AND DISSEMINATION

Ethical considerations

As an implementation science research study including
human subjects and medication, this study has mken all
ethical issues into consideration in line with ICH-GCP (The
Intemational Conference on Hamonisation of Technical
Requirements for Registration of Phamaceuticals for
Human Use (ICH) - Good Clinical Practice) guidelines.
These include the nsks and benefis of mking the
study medications as well as the participation in the study
itself, the informed consent process. maintaining confi-
dentality and participation reimbursement. This proto-
col has been reviewed and approved by the Wits Human
Research Ethics Committee (HREC—reference number:
140502) and the Medicines Conwol Council (MCC—
reference number: 20140740), South Africa. The proto-
col was initially approved by both commitiees on
8 September 2014, and 15 October 2014 respectiwely. An
amendment was approved subsequenty (16 March 2016)
following MCC approval of new indication for FTC/TDF
and changes in DoH treatment-eligibility criteria.

As this project is not a clinical trial but rather an imple-
mentation smdy, using a product not registered for the
relevant indications in South Africa at the time of ethical
and MCC applications. the requirements for ethical and
MCC approwals were unclear. As with other demonstra-
tion projects globally, the project was held to clinical trial

standards during the course of the review with questions
about procedure, monitoring and participant support
throughout the process. In particular. the project is
secking to evaluate the willingness of FSW's to take up
and use PrEP and ITx: therefore, we were strongly comr
mitted to delivering the interventions in a ‘realworld”
context which meant excluding reimbursements for
clinic visits, This had to be negotiated with the ethics and
MCC committees, where a participant fee was suggested,
based on the guarantee of minimal invasive procedures
{eg. nothing outside of what would be carried out row
tinely in a public health clinic) and limited waiting ime
spent in the clinics. In the end, it was agreed that partici-
pants would not be paid given the project was offering
new interventions for free on top of routine services, but
those participants participating in the IDIs would be
reimbursed for ransport costs at R50.

Owing to the vulnerable nature of this population, corr
fidendality was an important factor to incorporate into all
aspects of the project, but in particular the design of clin-
ical processes. All saff members, whether in contact with
participants or not, were rained on how to mainin con-
fidentality of participants and all patient files, question-
naire dam and specimens are being labelled and
managed in such a way to safeguard identities.

Dissemination

A stakeholder engagement plan has been implemented
as part of the project, which includes the formadon of a
sex-worker focused community advisory board (CAB),
engagement with officials in the South African health
sector both at the natonal and local levels, engagement
with partners and stakeholders at the international level,
and continuous community outreach and education i
cluding sensiisation trainings for community members
and Wits RHI staff. The engagement nationally and
internationally has included participation on WHO
guidelines committees, South African DoH guidelines
committees for PrEP and 1Tx and the new National Sex
Worker Plan, as well as plenaries and other presentations
at intemational and local conferences.

The stakeholder engagement plan also includes the
dissemination of information about the study as it pro-
gresses through the channels mentioned above, as well
as eventual dissemination of results. Once the stdy is
completed, study staff will firg disseminate resulis to
TAPS participants. This may be carried out through
meetings or SMS. Results will be presented to local
health officials and stakeholders at meetings, and then
sent out through press releases o other partners.

Finally, investigators will publish the main study results
as well as findings from the muliple research compo-
nents of the study, namely the economic evaluation,
qualitative research and other clinical and process data.
Results from the study will also be presented at various
conferences. We will aim to follow STROBE guidelines
in the presenmtion of results: these guidelines were fol-
lowed in developing the protwcol. !
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