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Project
1. African Leadership in Vaccinology Expertise (ALIVE)
2. ENBEL
3. HE2AT Center

Project Brief: ALIVE
Full Title of Study/Programme
Technical Focus Area/Key
Words
Summary paragraph (max 200
words)

Primary Objectives

Investigators

Other Partners & Collaborators

African Leadershipin Vaccinology Expertise (ALIVE)
Vaccine Preventable Diseases (VPD), vaccine discovery, vaccine
delivery, vaccinology training
The Wits African Leadership in Vaccinology Expertise (ALIVE) is a
vaccinology flagship programme of the University of the
Witwatersrand addressing the need for increasing vaccinology
research capacity in the African region and will offer new
opportunities for authoritative global research leadership. ALIVE is
a university‐wide partnership of internationally recognised
scientists with a breadth of expertise across the discipline of
vaccinology and over time will integrate both Wits and external
scientists with an emerging interest in this field.
ALIVE’s mission is to create African leadership in vaccinology
research and advocacy to significantly reduce vaccine preventable
diseases. In practice this means that ALIVE, as an African/South
African vaccine and immunisation research initiative, will develop a
new cadre of African leadership and scientists aimed at
development of new vaccines and at the introduction of new and
existing vaccines into strengthened, effective immunisation
programmes, with the goal of significantly reducing vaccine
preventable diseases (VPDs) over the next 15 years. ALIVE’s
objectives will be driven by rigorous basic science, clinical science,
implementation science, public health, economic and
social/behavioural science agendas. The research will focus on
children, under‐ and un‐immunized populations, HIV infected
populations, HIV‐exposed uninfected children, pregnant women,
adolescents and the elderly. ALIVE developed and initiated (in
2019) a Masters in Science (Med) in the field of vaccinology
courseto build capacity and strengthen African research,
establishing Wits as a leading vaccinology institution.
Alive also runs a biennial 10‐day short course in advanced
vaccinology (Afro‐ADVAC).
ALIVE’s objectives include:
• Create new opportunities for African global research
leadership and advocacy
• Build capacity in African vaccinology research
• Connect and expand an African network of vaccinology
researchers
•
Professor Helen Rees, Co‐Director
Professor Shabir Madhi, Co‐Director
Dr Clare Cutland, Scientific coordinator
Basic Science
Professor Bavesh Kana, Reader, Early Career Scientist of the
Howard Hughes Medical Institute and Head of the DST/NRF Centre
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Sponsors/Donors
Frequency of donor narrative
report
Overall Project Contact
Briefing owner and date

Page 8 of 197
Wits RHI Project Briefs 2021

of Excellence for Biomedical TB Research (CBTBR) Centre,
University of the Witwatersrand and National Health Laboratory
Service
Professor Lynn Morris, Chief Specialist Scientist and HIV Virology
Section Lead in the Centre for HIV and STIs of the NHLS, Co‐
Director, HIV Vaccine Discovery Unit
Professor Penny Moore, Wellcome Trust Fellow at the NICD, and a
Reader at the University of the Witwatersrand, Co‐Director, HIV
Vaccine Discovery Unit
Professor Michèle Ramsay, Professor in the Division of Human
Genetics, National Health Laboratory Service and University of the
Witwatersrand (Wits) and Head of the Sydney Brenner Institute
Dr Melinda Suchard, Head: Centre for Vaccines and Immunology,
NICD and Associate Lecturer, Molecular Medicine and
Haematology, University of the Witwatersrand
Professor Caroline Tiemessen, Centre of HIV & STI; DST/NRF Chair
in HIV Vaccine Translational Research, NICD
Professor Maria Papathanasopoulos, Director: HIV Pathogenesis
Research Unit; Co‐director: Genotyping Laboratory, Department of
Molecular Medicine and Haematology
Clinical Science
Dr Lee Fairlie, Paediatrician specialising in HIV/TB clinical trials,
Senior Researcher, Wits RHI
Dr Michelle Groome, Senior Clinical Researcher and medical
epidemiologist/vaccinologist, RMPRU
Dr Marta Nunes, Senior Scientist, RMPRU
Dr Neil Martinson, Director, Perinatal HIV Research Unit (PHRU)
Implementation Science, Modelling, Cost Effectiveness, and Social
& Behavioral Research
Professor Sínead Delany‐Moretlwe, Clinical Epidemiologist, Head
of Postgraduate Studies, Wits RHI
Dr Saiqa Mullick, Clinical Epidemiologist, Director: Implementation
Science, Wits RHI
Professor Clare Penn, Director, Health Communication Research
Unit,
Professor Jennifer Watermeyer, Deputy Director of the Health
Communication Research Unit, Wits University
Dr Jonathan Stadler, Medical Anthropologist, Wits RHI
Professor Karen Hofman, PRICELESS, Wits School of Public Health
Bill & Melinda Gates Foundation, University of the Witwatersrand
BMGF: annually.
University of the Witwatersrand: ad hoc.
Professor Helen Rees
Clare Cutland, October 2020

Project Brief: ENBEL
Full Title of Study/Programme
Technical Focus Area/Key
Words
Background (max 200 words)

Primary Objectives

Methods

ENhancing BELmont Research Action to support EU policy making
on climate change and health (The ENBEL project)
Global Warming, Climate Change
In the past five years the EU and Belmont Forum have funded
more than 20 projects on climate change and health. These
projects generate evidence to support EU and international policy
making. They focus on identifying effective interventions which can
then be prioritised for funding in larger population‐level
programmes. The projects currently operate separately, with few
opportunities for cross‐project collaboration between respective
researchers, policy makers and programme staff. Linkages
between the project teams, and African academics and policy
makers have also been limited.
ENBEL aims to bring together leading researchers and policy
groups in the EU and Africa who are working on climate change
and health. The consortium intends to support EU climate change
and health programmes and policy making, as well as related
activities in Africa. We aim to establish the CHANCE network
(Climate and Health Africa Network for Collaboration and
Engagement) consisting of leading policy makers in East and
Southern Africa, who will work together to develop policies on
climate change and health, and support countries in developing
funding proposals for the Green Climate Fund.
ENBEL brings key researcher and policy actors together by
coordinating a network of major international health and climate
research projects under the Belmont Forum’s Collaborative
Research Action (including the CHAMNHA project described
above), the EU’s Horizon 2020 programme, and other national and
international funding schemes. The ENBEL project includes
representatives from 17 EU and Belmont Forum projects, which
cover a total of 64 different partners across the EU, and three
African partners (WRHI, the University of the Witwatersrand, the
Aga Khan University in Kenya and the University of Botswana).
ENBEL brings together a consortium whose work generates
actionable knowledge on how climate change health risks will
develop under global warming, what are the social costs, and
effective, cost‐efficient and equitable mitigation and adaptation
strategies. The consortium is developing evidence syntheses on
key policy and programmatic topics, co‐produced with a wide
range of stakeholders. The project also engages with EU policy
advisors to translate science into policies that can shape low‐
carbon economies and build climate resilience in the EU, but also
through supporting EU diplomacy and development strategies in
Africa. ENBEL focuses on three major climate change health
Page 9 of 197
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hazards: environmental and occupational heat, air pollution
(particularly from wildfires) and climate‐sensitive infectious
diseases, with specific attention given to high risk populations.

Relevance to the Green Climate
Fund

Timelines and anticipated
impact

Investigators
Other Partners & Collaborators

Sponsors/Donors
Briefing owner and date
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The African partners have established the CHANCE network
consisting of key policy makers in East and Southern Africa. The
group will hold a series of virtual meetings, and two‐day annual
meetings to discuss collaborate activities. We aim to focus the
meetings primarily on assisting countries to prepare applications
for the Green Climate Fund, and related funding mechanisms. The
2022 meeting will be held in Johannesburg, depending on COVID‐
19 restrictions. Funding for flights, accommodation and meeting
costs are included in the WRHI project budget. We plan to co‐
convene the meeting with WHO, and to include senior policy
makers from all countries in East and Southern Africa. WRHI has
applied for funding from the EU Horizon programme to extend the
CHANCE network until 2026.
Wits RHI will use the CHANCE network to support the WHO‐led
processes around the Green Climate Fund, assisting with country‐
or regional‐level applications on climate change and health,
including applications form WRHI or other partners in South Africa.
Over a 36‐month period, the project will produce policy‐relevant
outputs involving large EU and Belmont Forum projects. The
CHANCE network will be a well established, influential and
productive network of leading policy makers in East and Southern
Africa.
Prof. MF Chersich, Lead on a Work Package to produce research
syntheses
Aga Khan University, Kenya; University of Botswana, Botswana;
London School of Hygiene and Tropical Medicine, UK; Umea
University Sweden; University Graz, Austria; Azienda Sanitaria
Locale Roma, Italy; Tartu Ulikool Estonia; Folkehelseinstituttet,
Norway; Royal College Of Surgeons In Ireland, Ireland; Health And
Environment Alliance, Belgium; International Red Cross Red
Crescent Centre On Climate Change And Disaster Preparedness,
Netherlands; University Paul Sabatier Toulouse, France;
Goeteborgs University, Sweden; Ilmatieteen Laitos, Finland; and
Lunds University, Sweden
European Union, Horizon programme
Prof. MF Chersich, October 2021

Project Brief: HE2AT Center
Full Title of Study/Programme

Technical Focus Area/Key
Words
Background (max 200 words)

Primary Objectives

Methods

The HEat and HEalth African Transdisciplinary Center (HE2AT
Center): Developing data science solutions to mitigate the health
impacts of climate change in Africa
Global Warming, Climate Change
Heat waves and rising temperatures have major, though
underappreciated, health implications, particularly among
vulnerable populations in low‐income settings in Africa. Big data
and data science methods can identify promising adaptation
interventions and optimise programmes to reduce the impacts of
climate change. The current Early Warning Systems in Africa
function poorly and are not based on actual health outcome data.
Moreover, there is limited knowledge on how to monitor the
burden of climate change on health and the effectiveness of
relevant health services.
The HE2AT Center aims to develop innovative solutions to mitigate
the health impacts of climate change in Africa, including Early
Warning Systems and monitoring systems. The Center also aims to
build capacity on data science and climate change, and to be a
resource for climate change initiatives across the continent.
The HE2AT Center is a U54 grant within the NIH Harnessing Data
Science for Health Discovery and Innovation in Africa (DS‐I Africa)
programme. DS‐I Africa is the NIH flagship programme of research
in Africa, with USD 62,000,000 funding. The consortium consists of
a trans‐disciplinary group of academic and non‐academic partners
from three regions of Africa, and the United States. The study
includes partners in South Africa, Côte d’Ivoire and Kenya, with a
focus on activities in these countries. The Center includes two sub‐
projects. Firstly, a project to document the impacts of extreme
heat on maternal and newborn health across Africa using existing
data from research projects and routine health information
systems. We will draw on data from all countries on the continent
where data are available. These analyses will also test different
indicators of the impacts of extreme heat on health. The second
project will investigate the urban heat island effect in
Johannesburg, South Africa and Abidjan, Côte d’Ivoire, using
multiple data sources from satellites on the natural (e.g.,
vegetation) and the built environment, combined with weather, air
pollution, and health outcome data. We will use health outcome
data from large clinical trials and cohorts which has the
geolocation of participants houses allowing for very precise
measurements of the exposure of these individuals to heat and
other environmental risk factors. Based on these analyses we will
design an Early Warning System that can warn people when an
Page 11 of 197
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extreme heat event is forecast. Risk strata will be generates in the
Early Warning System, based on the risk profiles of specific risk
groups, determined by a machine learning algorithm which takes
into account forecasted weather conditions, characteristics such as
age, geolocation and other factors that drive risk. The current
approach to Early Warning Systems involves a single cut‐off
temperature threshold that is meant to represent risk for all
members of the population. Tis approach lacks sensitivity as the
health risks of extreme heat vary between population groups
several fold. We will pilot a range of communication channels to
deliver risk warnings tailored to different risk groups. This includes
using an existing smartphone App (ClimApp). Most importantly,
the HEAT Center serves as a platform for other research projects or
programmes related to climate change and health in Africa.
The HE2AT Center provides a platform which has the potential to
monitor projects funded by the Green Climate Fund, and to
identify which interventions should be prioritised in funding
proposals. Data science analytics could make a major contribution
to optimising climate change and health projects. The prototype
Early Warning Systems and monitoring systems that we develop
could be adapted to different settings and population groups
included in Green Climate Fund applications.
Over a five to ten year period, the HE2AT Center will have
established a data science and analytical platform capable of
documenting the impacts of extreme heat, informing sensitive
Early Warning Systems and monitoring systems across sub‐Saharan
Africa.
Prof. MF Chersich
University of Cape Town, South Africa; Aga Khan University, Kenya;
University Peleforo Gon Coulibaly of Korhogo, Côte d’Ivoire; IBM
Research Africa; University of Michigan; and University of
Washington
US National Institutes of Health (NIH)
Prof. MF Chersich, October 2021

Professor Sínead
Delany‐Moretlwe
Project Briefs
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Director
Sínead Delany‐Moretlwe
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Project
1. C100 Study
2. Coalition to Accelerate and Support Prevention Research
(CASPR)
3. CROWN CORONATION
4. HOPE (HPV One and two dose Population Effectiveness)
Study
5. HPTN 084
6. HPTN 084_1
7. HPV Vaccine Impact Evaluation Study
8. PrEP SMART
9. STI_Zoli001

Project Brief: C‐100 Study
Full Title of Study

Key Words
Rationale

Purpose

Primary Objectives

Study design
Study population
Study sample size

Study duration

Safety and Pharmacokinetics of the Combination Broadly
Neutralizing Antibodies, 3BNC117‐ LS‐J and 10‐1074‐ LS‐J, in
Healthy American and African Adults
HIV Infection, Sexual Reproductive Health and Broadly Neutralizing
Antibodies
Despite all efforts to increase access to HIV prevention and ART in
South Africa, incidence of HIV infection continues to be
unacceptably high with an estimated 220 000 new infections per
year. There is an urgent need to develop new interventions with a
longer duration of action than the currently available pre‐exposure
prophylaxis (PrEP) which is based on a daily oral regimen. The
3BNC117 and 10‐1074 are two of the most potent broadly
neutralizing antibodies (bNAbs) available. The combination of
these two antibodies, which target two nonoverlapping epitopes
on HIV‐1 gp 120 provides higher breadth and potency than either
antibody alone.
To evaluate the safety and tolerability of two bNAbs namely
3BNC117‐LS‐J and 10‐1074‐LS‐J.
i.

To evaluate the safety and tolerability of two broadly
neutralizing monoclonal human antibodies, 3BNC117‐LS‐J
and 10‐1074‐LS‐J, alone and in combination, intravenously
(IV) or subcutaneously (SC) to HIV‐uninfected adults.
ii.
To evaluate the pharmacokinetic profile of two broadly
neutralizing monoclonal human antibodies, 3BNC117‐LS‐J
and 10‐1074‐LS‐J, when given alone or in combination, IV
or SC to HIV‐uninfected individuals.
iii.
To identify a regimen of the two antibodies that, when
given SC every 3 months, will maintain a trough level of >
10 µg/ml for each antibody in >80% of the target
population.
This is a multi‐site and multi‐country randomized, double‐blind,
placebo‐controlled phase 1/2 study.
Healthy African adults, ages 18‐45 years residing in Johannesburg.
Approximately 176 HIV‐uninfected participants (156 active
product/ 20 placebo) will be enrolled into 10 groups
Ward 21 CRS site will enrol 12 participants in Groups 3‐5 and 33 in
Groups 6‐9
The anticipated study duration for each participant is
approximately 68‐92 weeks from screening through last study visit.
Group 1 – 5 is up to 68 Weeks
Group 6 – 9 is up to 92 weeks
Page 15 of 197
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Study sites

Wits RHI Investigators

Other Collaborators
Sponsor
Linked projects
Publications/key presentations
to date
Progress Update as at
2020/03/08

Frequency of donor narrative
report
Overall Study Contact
Briefing owner and date
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Other Sub Saharan African sites will be in:
• Uganda
• Kenya
Prof Sínead Delany‐Moretlwe, Principal Investigator
Dr Musawenkosi Mlotshwa Sub‐investigator
Back up Sub Investigators:
Dr Kim Comline
Dr Jeanne Omony
Dr Carrie Mathews
Dr Nicole Poovan
University of Washington
International AIDS Vaccine Initiative (IAVI)
NA
NA
WHREC approval received for V4 protocol.
SAHPRA and BEC applications pending approvals (recently
submitted).
To secure training with sponsor before study launch.
Annual
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Dr Musawenkosi Mlotshwa (mmlotshwa@wrhi.ac.za)
Date 2021/03/08

Project Brief: Coalition to Accelerate and Support Prevention
Research (CASPR)
Full Title of Study
Purpose

Primary Objectives

Study/Programme sites
Study/Programme duration
Investigators
Other Partners & Collaborators

Sponsors/Donors
Publications/key presentations
to date

Coalition to Accelerate and Support Prevention Research
The purpose of this project is to support the development and
sustainability of an Africa‐centred network dedicated to advancing
advocacy, policy, regulatory, community engagement and
communications efforts that help accelerate biomedical HIV
prevention research.
1. Advocacy: Create an informed, influential advocacy movement
around prevention research and implementation at all stakeholder
levels, from civil society advocacy to political leaders.
2. Research Translation: Match messages and materials to
audiences— telling the story of prevention research as it evolves.
3. Research Preparedness: Support swift, ethical conduct of
biomedical prevention trials (*This is the primary focus of Wits
RHI’s GPP work).
4. Policy Engagement: Situate research as relevant and essential to
global, regional and national discussions about strategies for
ending the epidemic.
Project has a primarily African regional scope, with activities
focused on South Africa, Kenya, Nigeria USA as well as India.
10/2016 – 06/2021 (5 years).
Prof Sínead Delany‐Moretlwe, Wits RHI
AVAC is the prime lead. Other partners include:
 Advocacy for Prevention of HIV/AIDS (APHA)
 HIV Vaccine Trials Network (HVTN)
 International AIDS Vaccine Initiative (IAVI)
 InterNews
 National AIDS Control Council of Kenya (NACC)
 New HIV Vaccines and Microbicides Advocacy Society (NHVMAS)
 WACI Health
USAID (USA)
Baron, D.; Essien, T.; Pato, S.; Magongo, M.; Mbandazayo, N.;
Scorgie, F.; Rees, H.; Delany‐Moretlwe, S. (2018). Collateral benefits:
how the practical application of Good Participatory Practice can
strengthen HIV research in sub‐Saharan Africa. Journal of the
International AIDS Society.
(Jan and Feb 2021) organised and coordinated some sessions hosted
at the HIVR4P Advocates’ corner.
(25 August 2020) Hosted the 3rd Good Participatory Leadership
Course virtually.
(06 – 10 July 2020) co‐organised and coordinated the Research
Literacy Networking Zone at AIDS 2020.
Page 17 of 197
Wits RHI Project Briefs 2021

Progress Update as of
10/03/2021

Frequency of donor narrative
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Briefing owner and date
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(11‐14 June 2019) coordinated and hosted a Research Literacy
Networking Zone at the 9th SA AIDS Conference in Durban, South
Africa.
(1‐5 April 2019) Hosted the 2nd Good Participatory Practice
Leadership Course, in Johannesburg, South Africa.
(23‐27 July 2018) coordinated and hosted a Research Literacy
Networking Zone at the 22nd International AIDS Conference (AIDS
2018) in Amsterdam, Netherlands.
(11‐15 June 2018) Organised and hosted the inaugural Good
Participatory Practice Leadership Course.
(13‐15 June 2017) coordinated and hosted a Research Literacy
Networking Zone at the SA AIDS conference.
Project began on 1 October 2016 with Partners’ Inception Meeting,
and project is now on Y5. Project has hosted 3 GPP Leadership
Courses which has brought together over 40 emerging leaders in
stakeholder engagement from Belgium, India, Kenya, South Africa,
Uganda, Zimbabwe, Eswatini, United States and Zambia. Project
has also contributed to content development and review of
research literacy, educational and advocacy materials which is
shared on Facebook page Research connect and the Stakeholder
Engagement Community of Practice (CoP).
Quarterly
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Miliswa Magongo (mmagongo@wrhi.ac.za) 28 January 2020

Project Brief: CROWN CORONATION
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome

Secondary Endpoint/Outcome

CROWN CORONATION (COVID‐19 Research Outcomes Worldwide
Network for CORONAvirus prevention):
An international, Bayesian platform adaptive, randomized,
placebo‐controlled trial assessing the effectiveness of candidate
interventions in preventing COVID‐19 disease in adults
COVID‐19, Infectious Diseases, Public Health
A safe and effective vaccine against SARS‐CoV‐2 would be the ideal
and hoped for solution to the COVID‐19 pandemic. As such,
vaccine development and testing are a top priority for
stakeholders. However, despite all the resources and expertise
invested in this effort, success is not guaranteed. Even if an
effective SARS‐CoV‐2 is developed, it will still take many months to
ramp up production to the extent that it can be rolled out across
the globe. Furthermore, a vaccine might only have partial
effectiveness and the immunity conferred might be short‐lived.
This proposal presents an alternative approach to boost the
immune response to SARS‐CoV‐2 using the readily available, safe
and well‐established Measles, [Mumps] and Rubella (MR or MMR)
vaccine. Administering the MR (or MMR) vaccine to those at risk
for COVID‐19 might boost immune response to SARS‐CoV‐2 in
several ways, including by boosting the innate immune response.
To determine the effectiveness of MR (or MMR) vaccine in
preventing symptomatic (i.e. any of the following: cough,
shortness of breath or difficulty breathing, fever, chills, muscle
pain, sore throat, new loss of taste or smell, nausea, vomiting, or
diarrhoea), laboratory test‐confirmed COVID‐19 in adults with
repeated exposures to SARS‐CoV‐2 by day 60 after receiving the
trial intervention.
1. To determine the effectiveness of MR (or MMR) vaccine in
mitigating the severity of COVID-19 in adults who become infected
with SARS-CoV-2 by day 60 after receiving the trial intervention.
Severity will be graded on a simplified version of the ordinal WHO
COVID-19 severity scale.
iv.
2. To determine the effectiveness of MR (or MMR) vaccine
in preventing/reducing the incidence of SARS‐CoV‐2
infection (by serology) over up to 150 days of follow‐up
Symptomatic COVID‐19: Clinical diagnosis of COVID‐19 with
laboratory confirmation (i.e. based on viral PCR), and symptoms of
COVID‐19 (cough, shortness of breath or difficulty breathing, fever,
chills, muscle pain, sore throat, new loss of taste or smell, nausea,
vomiting, or diarrhoea) by day 60 after receiving trial intervention.
The following secondary outcome is of special interest: Severity of
COVID-19 over the study period
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Study Design

Study arms
Study population

Study sample size
Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention

Investigators
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i) Uninfected – no clinical or virologic evidence of infection (Score
= 0)
ii) Ambulatory – no limitation of activities (score=1) or with
limitation (Score=2)
iii) Hospitalized – mild no oxygen (Score=3) or with oxygen
(Score=4), hospitalized severe – Score=5-7*, dead (Score=8)
*Score 5 is non-invasive ventilation or high flow oxygen; Score 6 is
intubation with mechanical ventilation; Score 7 is intubation with
additional organ support (e.g. vasopressors, renal replacement
therapy (RRT), extra corporeal membrane oxygenation [ECMO]).
These outcome definitions are based on WHO R&D Blueprint
consensus definitions for COVID-19. The study period refers to the
60 days following commencement of trial intervention and an
additional 3 months of observation period of participants i.e. 150
days in total.
The secondary clinical outcomes consist of:
● Primary endpoint, but instead of the 60-day time-window, over
the course of the first 30 days of treatment;
● Symptomatic COVID-19 (with subsequent virological
confirmation) during the 150-day study period;
● Incident COVID‐19 during the 60‐day study period, which
includes asymptomatic infections identified by serology samples
taken at the time‐point of study exit.
An international, multi‐site, randomized, placebo‐controlled,
Bayesian platform clinical trial. Frequent interim analyses will be
performed in a Bayesian manner to modify the trial early for
overwhelming evidence of efficacy, futility or harm, using pre‐
specified thresholds.
Currently 2 arms: MMR vaccine or placebo
• Participants will include adults (18 years or older) who are at
risk for contracting SARS‐CoV‐2 based on their work in
hospitals or in the community.
The target sample size for the study in South Africa is 2500, of
which 250 is targeted for Wits RHI Clinical Site.
● for 150 days from IMP administra on; or
● un l discon nua on of the par cipant’s treatment arm.
Participants who complete 60 days of follow up (primary outcome
ascertainment) will be followed up for a further 3 months i.e. a
total of 150 days (5 months) of participant follow‐up.
Ward 21 CRS, Johannesburg, South Africa and multiple other sites
in South Africa and worldwide
Estimated 1 year
MR (or MMR) vaccine one 0.5 ml dose deep subcutaneous
injection
Placebo consists of 0.5 ml deep subcutaneous injection of sterile
water or saline
IOR: Prof Sínead Delany‐Moretlwe
Sub Investigators: Dr Darshnika Lakhoo, Dr Kim Comline

Other Partners & Collaborators

Sponsors/Donors

Linked Sub‐studies
Publications/key presentations
to date
Progress Update as at 09 March
2021
Overall Study/Project Contact
Briefing owner and date

COVID‐19 Therapeutics Accelerator
Desmond Tutu HIV Foundation
University of Cape Town
University College London Comprehensive Clinician Trials Unit
Washington University School of Medicine in St Louis, United
States of America
Wits Reproductive Health & HIV Institute, a Division of WITS
HEALTH CONSORTIUM (PTY) LTD
In planning phase
None
Screened: 106
Enrolled: 68
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Dr Darshnika Pemi Lakhoo (dlakhoo@wrhi.ac.za)
09 March 2021
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Project Brief: HPTN 084
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Primary Endpoint/Outcome
Study Design

Study arms

Study population
Study sample size
Page 22 of 197
Wits RHI Project Briefs 2021

HPTN 084: A Phase 3 Double Blind Safety and Efficacy Study of
Long‐Acting Injectable Cabotegravir Compared to Daily Oral
TDF/FTC for Pre‐Exposure Prophylaxis in HIV‐Uninfected Women
HIV Prevention, Long acting Injectable, Cabotegravir
tenofovir/emtricitabine (trade name: Truvada®)
• PrEP may only reach its full potential for HIV prevention with
agents that do not depend on daily or near‐daily pill‐taking.
The development of alternative agents for PrEP, and/or more
adherence‐friendly schedules for currently available agents,
could increase prevention choices and increase acceptability.
Long‐acting injectable agents have the potential to prevent HIV
acquisition without relying on adherence to a daily oral
regimen.
Efficacy: To evaluate the relative efficacy of oral CAB/CAB LA (oral
run‐in and injections, Steps 1 and 2) vs. daily oral TDF/FTC for HIV
prevention (Steps 1 and 2).
•
Safety: To evaluate the relative safety of oral CAB/CAB LA (oral
run‐in and injections, Steps 1 and 2) vs. daily oral TDF/FTC for
HIV prevention (Steps 1 and 2).
Number of documented incident HIV infections in Steps 1 and 2
Multi‐site, double blind, two‐arm, randomized (1:1), controlled
superiority trial of the safety and efficacy of CAB LA compared to
daily oral TDF/FTC for HIV prevention.
Step 1 ‐ Oral Run‐in Phase (Blinded daily oral tablet)
Participants will be randomized 1:1 to one of two study arms:
Arm A: CAB 30 mg tablet, one tablet orally daily for five weeks and
placebo for TDF/FTC tablet.
Arm B: TDF/FTC 300 mg/200 mg fixed dose combination tablet and
placebo for CAB tablet.
Step 2 – Injection Phase (Blinded injections and blinded daily oral
tablet)
Arm A: CAB LA 600 mg administered as one 3 mL (600 mg) IM
injection and placebo for TDF/FTC tablet.
Arm B: TDF/FTC 300 mg/200 mg fixed done tablet orally daily, with
or without food and placebo for CAB LA (Intralipid 20% fat emulsion
infusion) administered as one 3mL IM injection.
Step 3 – Follow‐up Phase
All participants, including those who permanently discontinue
receiving injections before their Step 2 participation in the study
ends, will receive open‐label TDF/FTC 300 mg/200 mg fixed dose
combination tablet, one tablet orally daily for up to 48 weeks.
HIV‐uninfected women at risk for acquiring HIV, 18 to 45 years old.
• 3,224 HIV‐uninfected women from Sub Saharan Africa

Follow up/duration
Study/Programme sites

Study/Programme duration

Intervention
Investigators

Other Partners & Collaborators
Sponsors/Donors

Linked Sub Studies and post
grad projects

Publications/key presentations
to date
Progress Update as at 08 March
2021

Between 1.6 years (for the last enrolling participants) to
approximately 3.6 years (for the earliest enrolling participants)
Baylor Uganda CRS Kampala Uganda
Blantyre CRS Blantyre Malawi
Botha’s Hill CRS Botha’s Hill South Africa
Desmond Tutu TB Centre ‐ Stellenbosch University CRS Cape Town
South Africa
Emavundleni CRS Cape Town South Africa
Gaborone CRS Gaborone Botswana
Isipingo CRS Durban South Africa
Kisumu CRS Kisumu Kenya
Malawi CRS Lilongwe Malawi
MU‐JHU Research Collaboration CRS Kampala Uganda
Parirenyatwa CRS Harare Zimbabwe
Seke South CRS Chitungwiza Zimbabwe
Soweto HPTN CRS Soweto South Africa
Spilhaus CRS Harare Zimbabwe
St Mary’s CRS Chitungwiza Zimbabwe
Swaziland Prevention Center Mbabane Swaziland
UVRI‐IAVI Entebbe Uganda
Verulam CRS Verulam South Africa
Ward 21 Johannesburg South Africa
•
Zengeza CRS Chitungwiza Zimbabwe
•
Approximately 4.6 years total, with individual participants
being followed on randomized study product: between 1.6
years (for the last enrolling participants) to approximately 3.6
years (for the earliest enrolling participants), and on oral TDF/
FTC for an additional 48 weeks. Accrual will require
approximately 2 years
CAB (oral and LA injectable, TDF/FTC oral study product)
IOR: Dr Carrie‐Anne Mathew
Sub Investigators: Prof Sínead Delany‐Moretlwe, Dr Elizabeth Roos,
Dr Kim Helen Comline, Dr Jeanne Omony, Dr Nicole Poovan
ViiV Healthcare.
Gilead Sciences, Inc.
Division of AIDS (DAIDS), United States (US) National Institute of
Allergy and Infectious Disease (NIAID), US National Institute of
Mental Health (NIMH) and US National Institute of Health (NIH).
HPTN 084‐01:
Safety, Tolerability and Acceptability of Long‐Acting Cabotegravir
(CAB LA) for the Prevention of HIV among Adolescent Females – A
Sub‐study of HPTN 084.
HPTN 084 Contraception Substudy
None
Screened: 268
Enrolled: 206
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Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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Withdrawals: 5
Product Hold: 13
Product Discontinuation: 16
Transition to step 3/Open Label: 11
Annual
Dr Carrie‐ Anne Mathew cmathew@wrhi.ac.za
0822596969
Dr Carrie‐ Anne Mathew cmathew@wrhi.ac.za
08 March 2021

Project Brief: HPTN 084_1
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

HPTN 084‐01:
Safety, Tolerability and Acceptability of Long‐Acting Cabotegravir
(CAB LA) for the Prevention of HIV among Adolescent Females – A
Sub‐study of HPTN 084
HIV Prevention , Long acting Injectable, Cabotegravir (CAB LA)
•

Despite reductions in other age groups, the number of deaths
attributable to HIV is rising in the adolescent age group. As
with many daily medication regimens, the effectiveness of oral
PrEP is highly dependent on adherence to the prescribed
drugs. This appears to be particularly true for adolescents and
young adults. Adult safety data on long‐acting cabotegravir
(CAB LA) will need to be expanded to adolescents in order to
license the product for adolescents under the age of 18.
To evaluate the safety, tolerability and acceptability of CAB LA
in healthy, HIV‐uninfected female adolescents aged below 18
years.

Primary Objectives

•

Secondary Objectives

To examine adherence to and timeliness of injections over time among
adolescent participants provided CAB LA and information regarding its
safety and unknown efficacy.
To examine patterns of sexual risk behaviour over time among adolescent
participants provided CAB LA and information regarding its safety and
unknown efficacy.

Primary Endpoint/Outcome

To evaluate the safety of CAB LA for 48 weeks of follow‐up after
final injection.
Safety endpoint: Proportion of participants experiencing any Grade
2 or higher clinical adverse events (AEs) and laboratory
abnormalities among participants who receive at least one
injection of CAB LA
Tolerability endpoint: Proportion of participants who receive at
least 1 injection and who discontinue receiving injections prior to
the full course of injections due to intolerability of injection,
frequency of injections or burden of study procedures

Secondary Endpoint/Outcome
Study Design

Study arms
Study population

Acceptability endpoints: Proportion of participants who complete
all scheduled injections and proportion of participants who receive
at least one injection who would consider using CAB LA for HIV
prevention in the future
Grade 3 or higher clinical and laboratory AEs
This is a single arm, open label, safety, tolerability, and
acceptability study of CAB LA for prevention of HIV‐acquisition in
sexually‐active, HIV‐uninfected adolescents (<18 years old at time
of enrollment).
• Single arm CAB LA
Sexually‐active, HIV‐uninfected adolescents (<18 years old at time
of enrollment)
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Study sample size
Follow up/duration

•
Approximately 50 participants
Approximately 87 weeks, or approximately 1.5 years.

Study/Programme sites

Ward 21 CRS, Johannesburg, South Africa
Spilhaus CRS, Harare Zimbabwe

•

Study/Programme duration

Intervention
Investigators

Other Partners & Collaborators
Sponsors/Donors

Linked Parent Protocol and post
grad projects
Publications/key presentations
to date
Progress Update as at 08 March
2021
Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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MU‐JHU Research Collaboration (MUJHU CARE LTD) CRS, Kampala,
Uganda
Participant recruitment will take approximately 12 months. Oral
study product will be administered for 5 weeks, followed by 34
weeks on injectable product then quarterly visits for 48 weeks
after final injection.
CAB (oral and LA injectable)
IOR: Prof Sínead Delany‐Moretlwe
Sub Investigators: Dr Carrie‐Anne Mathew, Dr Elizabeth Roos, Dr
Kim Helen Comline
ViiV Healthcare.
Division of AIDS (DAIDS), United States (US) National Institute of
Allergy and Infectious Diseases (NIAID), Eunice Kennedy Shriver
National Institute of Child Health and Human Development (NICHD),
US National Institutes of Health (NIH).
HPTN 084: A Phase 3 Double Blind Safety and Efficacy Study of Long‐
Acting Injectable Cabotegravir Compared to Daily Oral TDF/FTC for
Pre‐Exposure Prophylaxis in HIV‐Uninfected Women
None
Screened: 5
Enrolled: 2
Annual
Dr Carrie‐ Anne Mathew cmathew@wrhi.ac.za
0822596969
Dr Carrie‐ Anne Mathew cmathew@wrhi.ac.za
08 March 2021

Project Brief: HPV Vaccine Impact Evaluation Study
Title

Purpose

Primary Objectives

Secondary Objectives

Study Design

Study population

Impact of 2‐dose and 1‐dose human papillomavirus (HPV)
vaccination schedules on community level HPV prevalence in South
African adolescent girls
To monitor the effectiveness of a 2‐dose and 1‐dose HPV
vaccination schedules on community level HPV prevalence among
South African adolescent girls
In South African adolescent girls aged 17–18 years;
• To measure the population effectiveness of the national 2‐
dose vaccine schedule, delivered at age 9 years, in protecting
against infection with sexually transmitted HPV16 and 18;
• To measure the population effectiveness of a 1‐dose vaccine
schedule, delivered via a demonstration project to girls in
Grade 10 of public school, in protecting against infection with
sexually transmitted HPV16 and 18; and
• To determine whether HIV infection status affects the
protective effectiveness of HPV vaccines
1. To measure the extent of vaccine cross‐protection and herd
protection following the national 2‐dose vaccine scheduled
delivered at age 9 years; and
2. To identify sociodemographic and behavioural correlates of
uptake and impact of the national 2‐dose program.
Repeat cross‐sectional survey methodologies that have been
pioneered to assess HPV vaccine effectiveness in Australia will be
used. Through a network of sentinel sites in South Africa 3,260 girls
aged 17–18, most of whom will be sexually active and therefore
potentially exposed to HPV, will be invited to self‐collect a
specimen for HPV testing. The first round of testing, to take place
in 2019, will establish baseline HPV prevalence, in the cohort that
was aged 12–13 when the program began in 2014 and therefore
too old to receive vaccination. In 2023, the same survey will be
repeated at the same sites, to determine the extent to which the
first cohort of vaccinees, who will by then have attained age 17–
18, have been protected from infection by the 2‐dose schedule,
taking into account vaccination coverage, HIV positivity and
demographic factors. In addition, the same methods to evaluate
population effectiveness of a 1‐dose schedule, that will be offered
in February/March 2019 under a pilot “catch up” program
Lwejweleputswa district, Free State to adolescent girls in Grade 10
(who were aged 10–11 in 2014) and therefore just above the age
of inclusion when the national program began in 2014.
For the single dose catch‐up, all Grade 10 girls in Free State will be
eligible for vaccination
For the HPV prevalence surveys. adolesecent girls aged 17‐18 years
would be surveyed in 2019, 2021, and 2023
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Study/Programme sites
Study sample size

Expected Outcomes

Investigator
Protocol Team
Other Partners & Collaborators

Sponsors/Donors
Key Words
Progress Update as at January
2019

Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Frequency of donor narrative
report
Contact person (s)
Briefing owner and date
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Free State (Lejweleputswa District), Gauteng (Ward 2),
Mpumalanga (Ehlanzeni District), North West (Dr K.K. District)
For the catch‐up campaign, approximately 8700 will be eligible for
vaccination
For the surveys, approximately 850 participants in 2019, 1010
participants in 2021, and 1400 participants in 2023
• The study will provide the world’s first information on
population effectiveness of a 2‐dose HPV vaccination schedule
delivered to 9‐year olds in preventing sexually transmitted HPV
infection; population effectiveness of a 1‐dose HPV vaccination
schedule; and population effectiveness of HPV vaccination in
adolescents with HIV infection.
• It will also provide world‐first knowledge on the factors that
predict vaccine coverage and population‐level impact in an
LMIC setting of extreme socioeconomic diversity.
Prof Sínead Delany‐Moretlwe : Principal Investigator
Prof Helen Rees: Co‐Investigator
Dr Admire Chkandiwa: Co‐Investigator
University of Cape Town
National and Provincial Departments of Health
National and Provincial Departments of Basic Education
Kirby Institute, University of New South Wales (UNSW), Australia
Bill and Melinda Gates Foundation and Australian National Health
Research Medical Council
HPV, Vaccine, Adolescents, Population Effectiveness
Protocol has approved by Wits HREC on 21 January 2019
Staff protocol training is underway since 7 January 2019
Community engagement started 14 January 2019 and is ongoing
Anticipated single‐dose campaign start date is 6 February 2019.
TBA
N/A
Monthly
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Dr Admire Chikandiwa (achikandiwa@wrhi.ac.za)
Dr Admire Chikandiwa 21 January 2019

Project Brief: HOPE (HPV One and two dose Population
Effectiveness) Study
Title

Purpose

Primary Objectives

Secondary Objectives

Study Design

Study population
Study/Programme sites

Impact of 2‐dose and 1‐dose human papillomavirus (HPV)
vaccination schedules on community level HPV prevalence in South
African adolescent girls
To monitor the effectiveness of a 2‐dose and 1‐dose HPV
vaccination schedules on community level HPV prevalence among
South African adolescent girls
In South African adolescent girls aged 17–18 years;
• To measure the population effectiveness of the national 2‐
dose vaccine schedule, delivered at age 9 years, in protecting
against infection with sexually transmitted HPV16 and 18;
• To measure the population effectiveness of a 1‐dose vaccine
schedule, delivered via a demonstration project to girls in
Grade 10 of public school, in protecting against infection with
sexually transmitted HPV16 and 18; and
• To determine whether HIV infection status affects the
protective effectiveness of HPV vaccines
• To measure the extent of vaccine cross‐protection and herd
protection following the national 2‐dose vaccine scheduled
delivered at age 9 years; and
• To identify sociodemographic and behavioural correlates of
uptake and impact of the national 2‐dose program.
Repeat cross‐sectional survey methodologies that have been
pioneered to assess HPV vaccine effectiveness in Australia will be
used. Through a network of sentinel sites in South Africa 3,260 girls
aged 17–18, most of whom will be sexually active and therefore
potentially exposed to HPV, will be invited to self‐collect a
specimen for HPV testing. The first round of testing, to take place
in 2019, will establish baseline HPV prevalence, in the cohort that
was aged 12–13 when the program began in 2014 and therefore
too old to receive vaccination. In 2023, the same survey will be
repeated at the same sites, to determine the extent to which the
first cohort of vaccinees, who will by then have attained age 17–
18, have been protected from infection by the 2‐dose schedule,
taking into account vaccination coverage, HIV positivity and
demographic factors. In addition, the same methods to evaluate
population effectiveness of a 1‐dose schedule, that is being offered
in Q1‐Q3 2019 under a pilot “catch up” program in a selected
district to adolescent girls in Grade 10 (who were aged 10–11 in
2014) and therefore just above the age of inclusion when the
national program began in 2014.
Adolesecent girls aged 17‐18 years in 2019, 2021, and 2023
Free State (Lejweleputswa), Gauteng (Ward 21), Mpumalanga
(Ehlanzeni District), North West (Dr K.K. District)
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Study sample size
Expected Outcomes

Investigator
Wits RHI Protocol Team
Other Partners & Collaborators

Sponsors/Donors
Key Words
Progress Update as at 12 April
2019
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Frequency of donor narrative
report
Contact person (s)
Briefing owner and date
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850 participants in 2019, 1010 participants in 2021, and 1400
participants in 2023
• The study will provide the world’s first information on
population effectiveness of a 2‐dose HPV vaccination schedule
delivered to 9‐year olds in preventing sexually transmitted HPV
infection; population effectiveness of a 1‐dose HPV vaccination
schedule; and population effectiveness of HPV vaccination in
adolescents with HIV infection.
• It will also provide world‐first knowledge on the factors that
predict vaccine coverage and population‐level impact in an
LMIC setting of extreme socioeconomic diversity.
Prof Sínead Delany‐Moretlwe: Principal Investigator
Prof Helen Rees: Sub‐Investigator
Dr Admire Chkandiwa: Sub‐Investigator
University of Cape Town
National and Provincial Departments of Health
National and Provincial Departments of Basic Education
Kirby Institute, University of New South Wales (UNSW)
Bill and Melinda Gates Foundation (BMGF) and Australian National
Health Research Medical Council (NHMRC)
HPV, Vaccine, Adolescents, Population Effectiveness
The study was activated on 18 February 2019. A total of 4300
grade 10 girls have been vaccinated as of 10 May 2019. The HPV
prevalence survey is scheduled to start in June 2019.
Understanding HPV vaccine decision‐making in South Africa: a
qualitative study of vaccine hesitancy in two provinces.
NA
Monthly
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Dr Admire Chikandiwa (achikandiwa@wrhi.ac.za)
Dr Admire Chikandiwa 15 May 2019

Project Brief: PrEP SMART
Title
Purpose

Primary Objectives

Secondary Objectives

Study Design

Study population
Intervention

PrEP SMART: Evaluation of stepped PrEP adherence support for
young South African women using a SMART design
To test a stepped model of scalable adherence support strategies
in South African young women who initiate PrEP, using a SMART
design.
• To evaluate the proportion of young South African women
who adhere well to PrEP with regular clinic visits and mHealth
interventions alone, the proportion of women who adhere well
to PrEP with intensified interventions (i.e. monthly visits and
special issue counselling or quarterly visits with drug‐level
feedback about recent adherence), and the optimal sequence
of intensifying adherence support among young women who
have low adherenceafter the first two months of use.
• To assess the proportion who achieve high adherence early
(month 2).
• To assess the correlates of PrEP adherence, after adjusting for
study arm, including adherence at prior study visits,
sociodemographic factors, individual‐level and partner‐level
characteristics, use of adherence support, and risk practices.
• To assess the proportion of young women who discontinue
PrEP, timing of discontinuation, and factors associated with
PrEP discontinuation.
• To characterize SMS response rates and the content and
frequency of use of WhatsApp groups.
1. To qualitatively explore factors that influence women’s
decisions to use PrEP and adhere to PrEP and their
satisfaction/preferences for with their assigned
intervention(s).
Sequential, Multiple Assignment, Randomized, Trial (SMART)
design, whereby participants are initially randomized to either two‐
way SMS or WhatsApp groups and then those who need more
intensive PrEP adherence support are re‐randomized to monthly
counseling or drug‐level feedback based on PrEP drug levels.
Qualitative data collection conducted with a purposive sample of
approximately 50 responders and non‐responders after their 2‐, 6‐,
and exit study visits.
HIV‐uninfected women ages 18‐25 in Johannesburg, South Africa.
Eligible women who accept open‐label daily oral PrEP will be
enrolled and randomized to SOC adherence support (brief
counseling) and either WhatsApp groups or weekly two‐way SMS
messages. These mHealth interventions are aimed at increasing
PrEP adherence during follow‐up by providing peer support for PrEP
adherence (WhatsApp groups), clinical support to manage side
effects and address adherence issues (SMS messages), and
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reminders about daily PrEP pill‐taking (both WhatsApp groups and
SMS messages).
Follow‐up visits will occur monthly for 3 months and, in both groups,
tenofovir drug levels at month 2 will be used as an objective
measure of adherence to determine whether they have achieved
high adherence based on their initial randomization. Women with
high adherence (i.e., TFV‐DP 500 fmol/punch from DBS,
‘responders’) will continue with the adherence support to which
they were initially randomized and will attend quarterly visits for a
total of 9 months of follow‐up.

Follow‐up/Duration

Study/Programme sites
Study sample size

Primary Endpoint

Secondary Endpoint
Investigators

Protocol Team
Other Partners & Collaborators
Sponsors/Donors
Key Words
Progress Update as at 09
September
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‘Non‐responders’ will be identified based on TFV‐DP <500
fmol/punch or missed drug refills at their Month 1 or 2 study visits
and will continue initial randomization (WhatsApp or two‐way
SMS) plus be randomized to either more intensive adherence
support – continued monthly visits with adherence and problem‐
focused counseling at months 3‐8 or quarterly visits between
months 3‐9 with feedback about adherence based on drug levels at
months 2 and 6.
Approximately 48 months, including submissions to Institutional
Review Boards (IRBs) and the South African Health Products
Regulatory Authority (SAHPRA, formerly the Medicines Control
Council), recruitment, and 9 months of follow‐up per participant.
Ward 21 CRS, Wits RHI, University of the Witwatersrand, in
Johannesburg, South Africa.
Up to 500 women who accept PrEP will be consented and
randomized (1:1) to SOC
adherence support and either WhatsApp groups or weekly two‐
way SMS.
The primary outcome for the combined intervention is the
proportion with high adherence measured by TFV‐DP levels at 9
months.
Secondary outcomes include measuring TFV‐DP at 2 months to
assess short‐term intervention effects on PrEP use.
Principle Investigator: Sínead Delany‐Moretlwe
Sub‐Investigators: Nicole Poovan; Dr Jeanne Omony; Kim Comline;
Dr Danielle Travill; Dr Carrie Mathew
Connie Celum: Protocol Chair; Sínead Delany‐Moretlwe: Co‐chair
University of Washington (UW)
US National Institute of Mental Health (HIMH) and US National
Institute of Health (NIH)
HIV, PrEP, Adolescents
Screened: 696
Enrolled: 360
Product holds: 6
Terminations: 67 Total

Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Frequency of donor narrative
report
Contact person
Briefing owner and date

‐ Withdrawals: 11
‐ Death/s: 1
‐ Seroconversions: 4
M12/Study Exits: 147
N/A
N/A
Annually
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Dr Nicole Poovan (npoovan@wrhi.ac.za); Nontokozo Ndlovu
(nondlovu@wrhi.ac.za) 08 March 2021
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Project Brief: STI_Zoli001
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives
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A multi‐center, randomized, open‐label, noninferiority
Trial to evaluate the efficacy and safety of a
Single, oral dose of zoliflodacin compared to a
Combination of a single intramuscular dose of
Ceftriaxone and a single oral dose of azithromycin in the
Treatment of patients with uncomplicated gonorrhoea
Sexually transmitted infections, Gonorrhoea, Zoliflodacin, Phase 3.
There is growing concerns over progressive antimicrobial
resistance and the development pipeline for uncomplicated
gonorrhoea remains relatively empty with only two new chemical
entities (NCE) currently in development: zoliflodacin and
gepotidacin. Zoliflodacin (AZD0914) has shown extremely good
activity against a large collection of isolates (standard and clinical),
from different geographical origins, including multi‐drug resistant
(MDR) and extremely drug resistant (XDR) strains.
Zoliflodacin has proven to be an excellent clinical candidate both in
terms of efficacy and safety. The drug is well tolerated, can be
administered orally and has shown high rates of cure for urethral,
cervical and rectal gonococcal infection in phase II.
In summary, zoliflodacin is a new promising option to address the
risk posed by the threat of drug‐resistant gonorrhoea. The purpose
of this phase III multi‐center, randomized, open‐label,
non‐inferiority trial is to confirm the efficacy and safety outcomes
observed in the phase II
trial and to generate the necessary evidence to support a
marketing authorization application
in the USA, the European Union (EU), South Africa and Thailand.
To assess the efficacy of a single, oral, 3g dose of zoliflodacin
compared to a combination of a single IM 500 mg dose of
ceftriaxone and a single 1 g oral dose of azithromycin for the
treatment of uncomplicated urogenital gonorrhoea
1. To assess the safety and tolerability of a single, oral, 3 g dose
of zoliflodacin compared to a combination of a single IM 500
mg dose of ceftriaxone and a single 1 g oral dose of
azithromycin in participants with uncomplicated gonorrhea
2. To determine microbiological cure rate of pharyngeal
gonorrhoea after administration of a single, oral, 3 g dose of
zoliflodacin compared to a combination of a single IM 500 mg
dose of ceftriaxone and a single 1 g oral dose of azithromycin
3. To determine microbiological cure rate of rectal gonorrhoea
after administration of a single, oral, 3 g dose of zoliflodacin
compared to a combination of a single IM 500 mg dose of
ceftriaxone and a single 1 g oral dose of azithromycin

Primary Endpoint/Outcome
Secondary Endpoint/Outcome

4. To determine the clinical cure rate of symptomatic
gonorrhoea in male participants after administration of a
single, oral, 3 g dose of zoliflodacin compared to a
combination of a single IM 500 mg dose of ceftriaxone and a
single 1 g oral dose of azithromycin
5. To determine the microbiological cure rate of urogenital
gonorrhoea among women and men respectively, after
administration of a single, oral, 3g dose of zoliflodacin
compared to a combination of a single IM 500 mg dose of
ceftriaxone and a single 1g oral dose of azithromycin
6. determine the microbiological cure rate of NG at urethral or
cervical sites in the subset of participants with pre‐existing
resistance to antibiotics commonly used for NG treatment
(including to ceftriaxone alone, to azithromycin alone and to
both)
7. To determine the antimicrobial susceptibility profile of
gonococcal strains isolated from participants with
uncomplicated gonorrhoea at baseline and the TOC visit
8. To determine the eradication rate of NG nucleic acid from
urethral, cervical, rectal, pharyngeal specimens after
administration of a single, oral, 3 g dose of zoliflodacin
compared to a combination of a single IM 500 mg dose of
ceftriaxone and a single 1 g oral dose of azithromycin.
Microbiological cure as determined by culture at urethral or
cervical sites at TOC (day 6 ±2)
1. Incidence, severity, causality, and seriousness of treatment‐
emergent adverse events and the evaluation of changes from
baseline in safety laboratory test results and physical
examinations
2. Proportion of participants with microbiological cure as
determined by culture at pharyngeal sites at TOC (day
6±2)
3. Proportion of male participants with clinical cure at TOC
(day 6 ±2)
4. Proportion of female and male participants respectively
with microbiological cure as determined by culture at
cervical or urethral site at TOC (day 6 ±2)
5. Proportion of participants with microbiological cure as
determined by culture at urethral or cervical sites at the
TOC visit and for whom the baseline antimicrobial
susceptibility profile indicated pre‐existing resistance to
antibiotics commonly used for NG treatment (including to
ceftriaxone alone, to azithromycin alone and to both)
6. pre‐existing resistance to antibiotics commonly used
for NG treatment (including to ceftriaxone alone, to
azithromycin alone and to both)
7. Proportion of participants with a negative NG NAAT from
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Study Design

Study arms

Study population
Study sample size

Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention

Investigators
Other Partners & Collaborators
Sponsors/Donors

Linked Sub‐studies
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urethral or cervical sites at TOC (day 6 ±2)
Proportion of participants with a negative NG NAAT from
oropharyngeal sites at TOC (day 6
±2)
Proportion of participants with a negative NG NAAT from rectal
sites at TOC (day 6 ±2)
This trial will be a multi‐center, open label, randomized controlled,
non‐inferiority phase III trial evaluating the safety and efficacy of a
3 g oral dose of zoliflodacin compared to a combination of a single
IM 500 mg dose of ceftriaxone and a single 1 g oral dose of
azithromycin for the treatment of uncomplicated gonorrhoea.
Two arms (randomization 1:2). 3 g oral dose of zoliflodacin
compared to a combination of a single IM 500 mg dose of
ceftriaxone and a single 1 g oral dose of azithromycin.
Sexually‐active, HIV‐uninfected adolescents (<18 years old at time
of enrollment)
The target sample size is 603 evaluable participants: 402 in the
zoliflodacin group and 201 in the comparator group, with a
maximum randomisation sample size of 928. The Johannesburg
site will be enrolling 221 participants.
The total duration for individual participants will be 30 days (± 3
days) in total, unless the participant drops off or withdraws
consent. The total duration for enrollment is anticipated to be 18
months.
Ward 21 CRS, Johannesburg, South Africa
Participant recruitment will take approximately 18‐24 months.
Single oral 3 g dose of zoliflodacin granules as oral suspension
Comparator: Combination of a single intramuscular 500 mg dose of
ceftriaxone and a single oral 1 g dose of azithromycin
IOR: Prof Sínead Delany‐Moretlwe
Sub Investigators: Dr Danielle Travill, Dr Jeanne Omony
MRC
GARDP, Chemin Louis Dunant, 15, 1202
Geneva, Switzerland; Phone: +41 22 555
19 90
PK substudy: To evaluate the plasma PK of a single,
oral, 3 g dose of zoliflodacin:
•

in human immunodeficiency virus (HIV) negative
adult participants (≥ 18 years old) and HIV positive
adult participants whose anti‐retroviral therapy does
not include inhibitors of cytochrome P450 3A (CYP3A)
with uncomplicated gonorrhoea

•

in HIV positive adult participants (≥ 18 years old) whose
anti‐retroviral therapy (ART) includes inhibitors of
CYP3A with uncomplicated gonorrhoea

Publications/key presentations
to date
Progress Update as at 08
September 2020
Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date

•
in HIV negative adolescent participants (≥ 15 and < 18
years old) with uncomplicated gonorrhoea
None
Screened: 1
Enrolled: 1
Annual
Prof Sínead Delany‐Moretlwe (sdelany@wrhi.ac.za)
Dr Jeanne Omony (jomony@wrhi.ac.za)
04 March 2021
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Professor Saiqa Mullick
Project Briefs
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Director
Saiqa Mullick

Project
1. FP‐PrEP: Feasibility of implementing an integrated hybrid
model of service delivery for adolescent girls and young
women (AGYW) sexual and reproductive health (SRH) in
South Africa
2. GAP Year Study
3. Hub and Spoke Planning Grant
4. Integrating PrEP into Comprehensive Services for
Adolescent Girls and Young Women
5. iPrEP‐STI
6. PROMISE (Preparing for Ring Opportunities through
Market Introduction Support and knowledge Exchange)
7. School Based HIV and Gender Based Violence Prevention
(AGYW PrEP)
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Project Brief: FP‐PrEP
Full Title of Study/Programme

Technical Focus Area/Key
Words
Summary paragraph (max 200
words)

Primary Objectives

Secondary Objectives
Primary Endpoint/Outcome

Secondary Endpoint/Outcome
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Feasibility of implementing an integrated hybrid model of service
delivery for adolescent girls and young women (AGYW) sexual and
reproductive health (SRH) in South Africa
PrEP, Contraception, Service Delivery Models
AGYW in Sub Saharan Africa face a myriad of sexual and
reproductive health challenges including HIV, sexually transmitted
infections (STIs), intimate partner violence (IPV), unplanned
pregnancies and mental health issues. These problems are
exacerbated by current verticalized service delivery models, which
are characterised by non‐integrated services, multiple missed
opportunities and judgemental provider attitudes resulting in low
uptake of services by AGYW. There is therefore an urgent need to
develop optimal service delivery models responsive to the
problems AGYW face.
Given this need for optimal service delivery models, this study aims
to determine the feasibility of implementing an integrated hybrid
model of service delivery for AGYW (15‐24) integrating STI/HIV
transmission and prevention services into family planning (FP)
services using the Consolidated Framework for Implementation
Research (CFIR) adapted to assess feasibility and acceptability. This
will be done at selected health facilities and address barriers to
access to improve uptake of FP services , PrEP, STI and mental
health screening and linkage to care through use of health
connectors. The feasibility will be assessed through four elements
namely (i) the acceptability of an integrated hybrid model for SRH,
(ii) assessing demand, (iii) determining practicality and (iv)
determining the adaptation needed to implement the model.
1. Determine client, provider and key informant acceptability
of the integrated hybrid model for SRH service delivery for
AGYW
2. Assess demand and preference for integrated SRH services
amongst AGYW
3. Determine the practicality of delivering integrated hybrid
model for SRH service delivery for AGYW in a resource
constrained setting, and
4. Determine current level of integration and the adaptations
needed to implement the integrated hybrid model for SRH
service delivery for AGYW.
Not Applicable
Determination of feasibility of hybrid integrated hybrid model of
service delivery for AGYW (15‐24) integrating STI/HIV transmission
and prevention services into family planning (FP) services
Not Applicable

Study Design
Study arms
Study population

Study sample size
Follow up/duration
Study/Programme sites

Study/Programme duration
Intervention
Operations
Investigators
Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date

Cross‐sectional, descriptive, observational study.
Not Applicable
AGYW (aged 15‐24 years)
 AGYW accessing family planning services at the facility
 AGYW in the community accessed through community‐
based organizations which will include adolescent key
populations
Family planning service providers and facility managers
 Family planning services providers (nurses, counsellors)
currently providing services at the facility and facility
managers at the facility
 Key informants (such as representatives at community‐
based organizations, policy makers)
196 AGYW at facilities, 40 AGYW in community, approximately 10
providers per facility
Not Applicable
The feasibility study will be conducted in the following provinces
and sites
•
Gauteng: Maria Rantho, Tshwane
•
Eastern Cape: Motherwell, Nelson Mandela
Metropolitan Bay
24 months (01 March 2020 – 01 March 2022)
Not Applicable
Have regular internal meetings
Diantha Pillay, Dr Saiqa Mullick
None
DFID, UK MRC
Not Applicable
None
Protocol and tools in development, consideration adaptations for
virtual data collection due to COVID social distancing restrictions
and restrictions on studies by HREC
Quarterly partner reports
Diantha Pillay, Programme Manager, Wits RHI, South Africa,
Phone: +27 11 358 5363, Email: dpillay@wrhi.ac.za
Diantha Pillay, 16 Oct 2020
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Project Brief: GAP Year Study
Full Title of Study/Programme

Technical Focus Area/Key
Words

Summary paragraph (max 200
words)

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome

Secondary Endpoint/Outcome
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Girls Achieve Power (GAP) Year: Building Health, Social and
Educational Assets for Empowering Girls at Critical Time of
Adolescent Transition
To empower adolescent girls in the areas of health, education,
social and economic assets while shifting gender attitudes and
encouraging positive behavior change among adolescent boys.
Utilizing an ecological model, GAP Year will work with schools,
communities, parents, NGOs and health care facilities to
encourage a culture of health and safety. Importantly we will also
build the evidence base around the impact of asset‐building
approaches for adolescents.
Adolescent girls and young women (AGYW) are at increased risk of
HIV acquisition, unwanted pregnancy, and gender‐based violence
which is attributed to poor access to social, economic, educational,
and health assets in addition to gender inequality. This study
adopts an ecological framework in delivering a series of
behavioural interventions to empower adolescent girls’ agency and
safety while shifting gender attitudes and encouraging positive
behavioral change among adolescent boys at the various levels of
the ecosystem i.e. individual, relationship and community. The
research study aims to reduce school dropout, increase reporting
of violence, creating a safe supporting and enabling learning
environment, improve health‐seeking behavior, as well as building
an evidence base asset intervention, among adolescent learners in
a low‐income setting in South Africa.
‐ Objective 1: To increase adolescent girls’ asset base, agency,
safety, and collective capabilities through sport‐based
educational interventions and mentoring;
‐ Objective 2: Create an enabling environment for adolescent girls
by transforming schools into hubs of safety and support;
‐ Objective 3: Develop an evidence base around programming to
address gender‐based vulnerability at this critical time in young
people’s lives
‐ Determine the impact of the intervention on access to health,
socio‐economic, social, and educational assets; and social
norms and gender empowerment;
‐ Determine the impact of the study intervention on creating an
enabling school climate for adolescents, and safety at schools.
‐ Reduced school drop out of adolescents between grades 8‐10
‐ Increased reported experiences of gender base violence
between grades 8‐10
 Increase in the number of adolescents accessing health care
disaggregated by type of health service, age
 Improved SRH knowledge
 Increased access to socio‐economic assets








Study Design
Study arms
Study population

Study sample size
Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention

Progress Update

Increased access to social support networks
Improved response to social norms and empowerment
Improved school safety
Improved gender equity relationships disaggregated by sex
Improved parent‐child relationships
Technical assistance to Provincial and National Departments of
Health and Education
Cluster randomized design
13 intervention schools and 13 control schools
Grade 8 learners, school administrators, educators, principals,
coaches and learner’ parents/guardians, health care workers and
Thuthuzela centers, Departments of Education and health
2730 girls and 1850 boys across both arms
4 years study intervention: Recruitment and enrollment of all study
participants February 2017 along with baseline data collection (Feb
– April 2018 in Gauteng). Interventions implemented between
April 2017 – September 2019. Endline data collection for
Khayelitsha (June – Nov 2019), Gauteng (Oct – Dec 2020).
Grant activities will be conducted in two provinces in South Africa
(Western Cape and Gauteng)
Four years (2016‐2020) – costed extension until December 2020
Adolescent learners will be randomized to the intervention and
comparison schools. The intervention schools will receive planned
the following:
1. Adapted afterschool CSE programme using soccer as a
platform of learning and engagement. The programme will
be delivered to girls and boys separately in their first year
and a combined mixed gender intervention in the second
year
2. Training and implementation of the National School Safety
Framework (NSSF) with follow up on safety indicators over
2 years
3. Linkage to care intervention including mapping of health
facilities, utilization of drop boxes and evaluation cards for
completion by learners; peer navigation and collaboration
with local partners to facilitate testing and knowledge
sharing. This also includes centers for post violence care.
4. Session specific SMSs sent to parents during the
intervention to increase parent learner dialogue and
parent dialogues before and after intervention
‐ Baseline data has been collected from 2881 learners (25 /26
schools) and disseminated on various platforms, to Province,
District and school level stakeholders.
‐ Approximately 2800 learners have taken part in the GAP Year
afterschool intervention (Year 1 and 2)
‐ Of those enrolled into the survey at baseline (1470), 86.5%
(1273) completed the survey at endline between June and Oct
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2019 in Khayelitsha (Western Cape). Preliminary findings in
Khayelitsha show the following:
‐ Progression data, collected at school level for each
participant, shows no significant difference between
control and intervention arms. When assessing school
progression among those who participated in either
GAP 1 or GAP 2 there is a slightly higher progression
rate amongst those in the intervention (95% (968))
compared to those in the control group (93.9% (420));
however not statistically significant.
‐ At endline, 23.3% (294) have ever experienced
violence: of these, 83.3% (245) had experienced 1
type of violence. At baseline, 70.7% (331) of
participants noted that they told someone that the
violence had happened: at endline this increased to
77.1% (226). This change was more pronounced
among the intervention group. Between baseline and
endline, there was an increase in the informal
reporting of violence to friends, teachers and the
principal while there was a decrease in reporting to a
parent.
‐ Between baseline and endline there was an increase
in formally reporting violence to a healthcare
provider, from 11.5% to 16.3%.
‐ The percentage of participants dating has increased
as the cohort aged: 51.6% (810) at baseline were
dating, compared to 64.5% (811) at endline (p=0.035).
The age of the partner they are dating has decreased
as the greatest proportion of participants at endline
(40.9% (332)) are now dating someone the same age
as them. At baseline, 25% (208) were dating someone
more than 10 years older than them: this has
decreased to 11.5% (94) at endline. This difference is
more pronounced in males in the intervention arm.
‐ Participants in both arms have decreased their
number of sexual partners: 43.2% (350) were dating
more than one person at baseline, which has now
reduced to 22.9% (186) (p=0.027) at endline.
‐ Overall, data shows that there have been positive
changes around gender norms and empowerment as
the cohort have progressed from grades 8 to 10. At
baseline, 83.1% (1178) felt that a girl can suggest to
her boyfriend that he can use a condom: this
increased to 91.9% (1153) at endline (P<0.031).
‐ At baseline, 17.0% (240) believed that girls who wear
miniskirts want to have sex: at endline, the number
holding this perception reduced to 6.1% (77)
(P<0.001).
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Investigators
Other Partners & Collaborators

Sponsors/Donors
Publications/key presentations
to date

‐ Overall, there was increased uptake of healthcare
services between baseline and endline. Appendix 14
provides findings from the learner’s linkage and
access to healthcare. At baseline, 54.1% (491) had
visited a clinic in the last year: this increased to 73.5%
(645) at endline, and the increase was more
pronounced in the intervention arm (P=0.057). Those
reporting having had an HIV test almost doubled:
from 45.0% (707) at baseline to 81.7% (1028) at
endline, with a larger increase in the intervention
arm.
‐ Data shows an increase in those discussing
contraception with their partner: from 49.0% (220) at
baseline to 70.6% (470) at endline, with 85.5% (402)
noting that they discussed this before they had sex,
rather than after. These changes were more
pronounced in the intervention arm.
‐ Of those who had had sex in the last 3 months, there
was a significant increase in condom use in the
intervention arm: from 70.6% (135) at baseline to
81.7% (202) at endline (p=0.026).
‐ Endline data collection to start in Gauteng from Oct – Dec 2020
– to be done at community level, not school level
‐ National School Safety Framework Learner and educator
surveys have been completed in 7 schools in Western Cape and
Gauteng.
‐ All GAP Year learners have received basic self‐defence
workshops, equipping them with situational awareness, self‐
defence techniques using your voice, bag work.
‐ Qualitative data collection: several focus group discussions
(FGDs) carried out with 206 GAP Year participants, 41 coaches
participated in the FGD’s, 12 IDIs with mentors. Seventeen
parents were interviewed across all sites.
Dr Saiqa Mullick (PI) and Nicolette Naidoo (Co‐PI)
Grassroots Soccer, Sonke Gender Justice, Path International,
Population Council, Department of Basic Education, Gauteng
Department of Education (GDE) and Western Cape Education
Department (WCDE), Department of Health, Department of Social
Development, NGO Community, and Youth and Community
Advisory Boards.
Bill and Melinda Gates Foundation
Published:
1. Kutywayo, A., S., C., P., N., Malotana, M., Dyani, S., & Mullick, S.
(2018). Implementing the Good Participatory Practice
Guidelines in the Girls Achieve Power Trial in South Africa. SAGE
Open. https://doi.org/10.1177/2158244018809149
Publications (in draft):
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1. Yah, CS., Naidoo, NP, Magida, A., Mullick, S. Girls Achieve
Power: Building Health, Social and Educational Assets for
Empowering Girls at Critical Time of Adolescent Transition: A
Trial Protocol.
Presentations and Conference Abstracts:
1. Two abstracts accepted to HIV and Adolescent workshop – Nov
2020
 Perceptions and experiences of puberty among
participants of the GAP Year programme in three
townships, South Africa: Qualitative findings
 Adolescent experiences of and recommendations for
healthcare services in Soweto and Tembisa, Gauteng,
South Africa: findings from the GAP Year Trial
2. Two abstracts submitted to IAS 2019, Mexico City, Mexico
 Risky Sexual Behaviour Among in‐school Adolescents
Participating in the Girls Achieve Power Trial in South Africa:
Priority Concerns for High HIV Prevalence Settings.
 Uptake, Knowledge, Perception, and Quality of HIV Testing
and Sexual and Reproductive Health services among
Adolescents participating in the GAP Year Trial: South
Africa.
3. Nicolette Naidoo ‐ Overview of GAP Year Trial and Baseline
Findings: Considerations for Achieving Impact. RTI Conference
on Ending Gender Inequalities, Johannesburg, 8‐9 October 2018
4. One oral presentation and four abstracts accepted to the 2nd
International Conference on HIV and Adolescence, 8‐10 October
2018
 Assessing the knowledge and perceptions regarding HIV
Testing Services (HTS) and Sexual Reproductive Health &
Rights (SRHR) among in‐school adolescents enrolled in the
GAP Year trial, Khayelitsha, South Africa. (oral)
 A modified intervention mapping approach to develop a
sexual reproductive health curriculum to reduce sexual risk
behaviour, for both adolescent boys and girls in Khayelitsha
Township in the Western Cape Province, South Africa
 Implementing the Good Participatory Practice Guidelines in
the Girls Achieve Power (GAP) trial in South Africa
 Factors associated with self‐reported HIV testing among
adolescents participating in the Girls Achieve Power (GAP
Year) cluster randomised trial, Khayelitsha, Cape Town,
South Africa
 Demographic and sexual risky behavioural factors
associated with failing a grade among adolescents
attending public high schools in a high HIV setting,
Khayelitsha, South Africa.
5. Wits University Faculty of Health Sciences Research Day,
Johannesburg, 6 September 2018
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6.
7.

8.

9.

10.

11.

Contraceptive use and risky sexual behaviour among
adolescent boys and girls attending public high schools
in a South African township: Khayelitsha (this poster
won the best poster presentation prize)
 Implementing the Good Participatory Practice
Guidelines in the Girls Achieve Power (GAP) trial in
South Africa
Stakeholder presentations on GAP year to National and
Provincial Departments of Education and Health
Magida A, Adeagbo OA, Mullick S, Naidoo NP, Yah CS. The use
of soccer based Human Immunodeficiency Virus (HIV) and
Sexual and Reproductive Health (SRH) education interventions
among adolescents in sub‐Saharan Africa: A scoping review.
Poster presented at Public Health Association of South Africa
| Conference 2016.
Nicolette Naidoo ‐ Implementing an innovative peer led health
promotion and education intervention to empower in and out
of school youth. Satellite Session at HEAIDS conference, June
2017
Magida A, Naidoo NP, Yah CS, Nukeri, C, Gubesa, T and, S,
Mullick. Perceived school and community safety: insights from
adolescent boys and girls in Soweto and Khayelitsha. Poster
presented at SAAIDS, 2017
Ayanda Magida, Nicolette Naidoo, Clarence Yah, Saiqa Mullick.
Reality through the lens of adolescent girls: using formative
research to involve and engage adolescent: ' girls in the
conceptualization of the GAP year program – Abstract accepted
to IAAH conference in Delhi, October 2017
Ayanda Magida, Nicolette Naidoo, Clarence Yah, Saiqa Mullick.
Black is beautiful and white is common”: adolescent girls’
perceptions of self and body image. Abstract accepted to IAAH
conference in Delhi, October 2017

References
1. Eiraldi R, K.M., Jawad AF, Fishman J, Glick HA, Schwartz BS, Cacia J, Wandersman A, Beidas R., A
hybrid effectiveness‐implementation cluster randomized trial of group CBT for anxiety in urban
schools: rationale, design, and methods. Implement Sci, 2016. 11.
2. Roman NV, F., J.M. , The prevalence of intimate partner violence in the family: a systematic review
of the implications for adolescents in Africa. Family practice, 2013. 30(3): p. 256‐65
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Project Brief: Hub and Spoke Planning Grant
Full Title of Study/ Programme

Technical Focus Area/ Key Words
Rationale

Implementation Experiment to facilitate the creation of an
appropriate and receptive environment for effective use of
existing and new HIV prevention products to maximize their
impact as they become available for AGYW in Gauteng
province, South Africa
HIV prevention, adolescent girls, young women, PrEP, SRH, HIV
Prevention, South Africa
The HIV epidemic in South Africa has evolved from a state of
emergency with high mortality, to one showing the benefits of a
huge expansion of treatment services and wide coverage. The
epidemic is not homogenous, disproportionately affecting
Adolescent Girls and Young Women (AGYW) and key populations
such as sex workers and men who have sex with men. Annually, over
a third of all new HIV infections in South Africa occur in youth (age
15‐29), with young women three times more likely to be infected
than their male counterparts. HIV transmission vulnerability and
dynamics vary depending on age and sex so effective prevention
and treatment interventions need to be age and sex responsive.
Oral PrEP has been made available in South Africa since 2016
targeting priority populations, more recently including AGYW.
National guidelines highlight the need for a comprehensive package
of SRHR services for AGYW and data from ongoing PrEP programs
show that AGYW have multiple service needs, a high proportion
being in school or college. Existing data highlight significant
challenges to SRHR service access and to daily pill taking; these are
yet to be overcome. New longer acting HIV prevention options may
result in better uptake and continuation and overcome some
barriers to effective use. In addition to individual client level barriers
to optimal uptake, these programs also highlight the need to
strengthen: 1) the service delivery platform; 2) strategies for
demand creation (“attract, engage and enable”), 3) the provision of
youth friendly services and the delivery of a full SRHR package within
which HIV biomedical prevention technologies could be delivered.
Oral PrEP scale‐ up is currently underway nationally but slowed
down significantly due to the COVID‐19 pandemic. However; the
emergence of COVID‐19 pandemic pushed programs to adapt
rapidly by strengthening linkages with private and NGO service
providers, using online and decentralized approaches as well as the
use of digital innovations, remote support systems and self‐care to
ensure a quick rebound in oral PrEP uptake. The evidence‐base on
these innovations is sparse and will be strengthened through this
proposed research. Furthermore, the recent European Medical
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Primary Objectives

Primary Endpoint/ Outcome

Secondary Endpoint/ Outcome
Study Design

Association (EMA) approval of newer PrEP modalities such as the
Dapivirine intravaginal ring (DPV) and the encouraging clinical trial
results on injectable long acting Cabotegravir (LA CAB) which is in
advanced stages of the introductory and trial pipeline present
opportunities for expanded choice and reach
 Objective 1: To determine the acceptability and beneficiary
preferences and pathways of existing and new HIV
prevention and SRH service delivery models by analyzing
routine monitoring, evaluation data and existing research
on all aspects of various service delivery models.
Specifically: a) examine the acceptability of current demand
and uptake pathways for existing SRHR products including
HIV testing and prevention; b) examine current demand
creations strategies and identify client patterns and
preferences of interacting with demand creation content
that lead to uptake and continuation
 Objective 2: Determine best practices in SRH delivery and
COVID‐responsive programming to further leverage for
innovations.
 Objective 3: Examine the acceptability of proposed health
service innovations with potential end users and
implementers
 Objective 4: Conduct a stakeholder consultation during the
design phase to ensure the development of a joint
implementation plan. This will ensure that the mechanisms
and activities identified for implementation have been
agreed to upfront through a joint process thereby leading
to better buy‐in and approval from government.
 Objective 5: Design, develop and pilot test the range of
additional spoke and UPIs, digital and decentralized, self‐
care options.
 Objective 6: Identify data needs and M&E systems for
evaluation.
Whilst leveraging and complementing existing innovative HIV
prevention programs in the chosen urban area, the aim of the
planning grant is to develop an informed implementation plan
which outlines the steps for the delivery of an effective and
efficient PrEP delivery model and pilot test it as part of a future
PrEP implementation experiment in Gauteng.
Not applicable.
The grant will gather evidence on the most feasible, acceptable, and
effective implementation strategies for demonstrating integration
of SRH services with HIV prevention; particularly PrEP. Outstanding
questions on acceptability, feasibility, cost, and uptake remain and
until such questions are addressed, access to SRHR and social
services for adolescents and young people will remain a gap in a
time where the growing incidence of HIV remain a concern. Further,
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as technologies such as DPV and LA CAB will be new interventions
in the SRH service landscape, there is a lack of locally relevant public
health evidence regarding acceptability, demand, uptake, barriers
and facilitators of use, as well as the most effective service delivery
models to introduce and sustain public delivery of these
interventions. This study will therefore gather evidence (through
analysis of research and routine monitoring data from current
prevention interventions and new information gathered through a
set of client surveys) to answer outstanding questions.

Study population

Study/ Programme sites

Study/ Programme duration
Progress Update

Investigators and Project
Contacts
Donor
Briefing Owner and date of
Briefing
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Key questions to be answered ‐ the planning grant will establish
baseline data levels and inform the design of the delivery models
and evaluation methods:
 Client preferences for different HIV prevention products (as
well as contraception, prevention of GBV, STI diagnostic and
treatment) in real life settings to inform positioning of new
products within existing combination prevention
 Current coverage and patterns of health service delivery
 Determine feasibility and acceptability of proposed service
delivery models for an expanded HIV prevention method
mix
 Adaptations to demand creation strategies and information
channels and tactics to address gaps in “attract, engage and
enable” implementation strategies
 Development of new digital innovations and adaptation of
existing digital tools to incorporate additional HIV
prevention methods Development of enhanced monitoring
systems to ensure the measurement of uptake and other
collateral benefits to PrEP implementation incl. data for
modelling
Within the chosen urban areas, clients (AGYW and ABYM) at
facilities receiving PrEP, healthcare providers, PrEP implementing
partners and other key stakeholders
GaRankuwa, Tshwane, Gauteng Province. Primary Healthcare
Clinic/s in that area are still to be confirmed through a stakeholder
consultation process
6 months ‐ 15 October 2020 to 15 April 2021
Stakeholder consultation process to kick off in November 2020,
ethics approval to be submitted by 07 January 2021
Principal Investigator ‐ Prof Saiqa Mullick (smullick@wrhi.ac.za)
Co‐Investigator – Ms. Vusile Butler (vbutler@wrhi.ac.za)
Bill and Melinda Gates Foundation (BMGF)
Vusile Butler
16 October 2020

Project Brief: Integrating PrEP into Comprehensive Services for
Adolescent Girls and Young Women
Full Title of Study/ Programme
Technical Focus Area/ Key Words
Rationale

Integrating PrEP into Comprehensive Services for Adolescent
Girls and Young Women (AGYW)
HIV prevention, adolescent girls, young women, PrEP, SRH, HIV
Prevention, South Africa
AGYW in South Africa (aged between 15 and 24 years) have the
highest HIV incidence, with young women in their early 20s having
a four‐fold burden compared to their male peers: approximately
1,745 new HIV infections occur in this cohort every week, and one
third of teenage girls become pregnant before the age of 20.
The project leverages off She Conquers and focuses on effective
coordination and collaboration across the different channels
(households/community structures, schools, technical and
vocational education training (TVETs), public health facilities, and
outreach services) informed by mapping of partners and services in
the selected sub‐districts.

Primary Objectives

Primary Endpoint/ Outcome

Secondary Endpoint/ Outcome

Study Design

To facilitate large scale PrEP access by AGYW, a range of demand
creation campaigns and messaging for different target audiences
(AGYW in schools, rural versus urban settings, in tertiary
education, in employment and unemployed) have been designed,
implemented, and monitored.
 Increase accessibility of PrEP for eligible adolescent
population in the project implementation areas
 Identify and develop effective delivery model and
appropriate use of PrEP among adolescents is
demonstrated
 Provide evidence on the use of PrEP in adolescents is
generated and disseminated
The primary goal of the project is to contribute to a decrease in the
incidence of HIV
among AGYW (age 15‐24) in South Africa. The project aims to
strengthen demand, uptake and retention for comprehensive HIV
prevention services including PrEP.
This project will also help to fill a gap in the global evidence base
on the appropriate and most effective models for PrEP delivery, in
the context of comprehensive health services (SRHR, combination
prevention) to AGYW.
Conduct formative assessments to define effective adolescent and
youth engagement strategies, communication approaches, and
adherence strategies ‐ This will involve the design and conducting of
formative research to understand the specific needs and
preferences of AGYW with a view to identify best practices in
identifying optimal geographical settings, preferred communication
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Study population

Study/ Programme sites
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approaches, the design and distribution of IEC and marketing
materials, and approaches to adherence support.
Monitor program performance ‐ The District Health Information
System (DHIS) currently contains few indicators specific to
adolescents, particularly providing age disaggregated service
utilization data, and PrEP indicators are not included on the National
Indicator Data Set (NIDS). Wits RHI will participate in National M&E
consultative forums to share lessons learned in monitoring and
reporting of PrEP provision in a real‐world setting to inform the
development of PrEP specific indicators and the inclusion on the
National Indicator Data Set. In addition to advocating for changes
in the national health information management systems, site level
monitoring will be done through use of web‐based integrated data
collection and management system.
Implement innovative approaches for adherence monitoring and
tracking ‐ The project aims to use innovative and modern
techniques to support adherence in PrEP users, including
capacitating youth to use technology, exposure to new technology,
and benefits for effectively using technology. Mobile support, such
as a PrEP app will be used to push adherence support messages,
elicit ongoing feedback, provide pill‐taking reminders, and provide
PrEP initiation support messages (managing side effects, healthy
living, and combination prevention). Using technology in this
manner will allow real‐time monitoring and follow‐up of PrEP users.
In addition, the project will use biometric unique identifying systems
to track AGYW service delivery.
Conduct operational research to generate knowledge on the use of
PrEP by eligible adolescents ‐ Conducting operational research at
defined time points will aid in generating evidence, which will be
used to improve program implementation, identify and document
best practices and areas for improvement, and support
implementers and policy makers with information on
implementation sustainability and points for future scale up.
Operational research will be combined with enhanced M&E data
collected at sites through electronic registers and other data
sources such as mobile technology and specific quantitative and
qualitative data collection. The project will gather data, in real‐
world settings (PHCs, university clinics, outreach services), on
priority questions. Protocols will be developed to conduct this
operations research in collaboration with NDOH and with inputs
from the Steering Committee.
Collaborate with learners, schools, communities (including
parents), clients receiving PrEP, and health care clinics (health care
providers) across 8 sites in South Africa.
KwaZulu Natal: eThekwini – Lancers Road Clinic
KwaZulu Natal: eThekwini ‐ Pinetown Clinic
Eastern Cape: King Dalindyebo – Ngangelizwe CHC
Eastern Cape: Kind Dalindyebo – Stanford Terrace

Study/ Programme duration
Investigators and Project
Contacts
Progress update

Other Partners & Collaborators

Donor
Briefing Owner and date of
Briefing

Eastern Cape: Nelson Mandela Bay – Motherwell CHC
Eastern Cape: Nelson Mandela Bay – Ikamvelihle Clinic
Gauteng: Tshwane – Maria Rantho CHC
Gauteng: Tshwane – Phedisong 1 Clinic
January 2018 – March 2021
Principal Investigator ‐ Dr Saiqa Mullick (smullick@wrhi.ac.za)
Co‐Investigator – Ms. Vusile Butler (vbutler@wrhi.ac.za)
Co‐investigator – Ms. Letitia Greener (LGreener@wrhi.ac.za)
Implementation progress: 89% (5 887) of the programme target (6
640 AGYW initiations) achieved; 10 627 combined (AGYW and
other ages groups)
National Department of Health: Ms. Hasina
Subedar(subedarh@health.gov.za or
hasinasubedar@outlook.com)
UNITAID
Vusile Butler
16 October 2020
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Project Brief: iPrEP‐STI
Full Title of Study/Programme
Technical Focus Area/Key Words
Summary paragraph (max 200
words)

Primary Objectives

Secondary Objectives
Primary Endpoint/Outcome
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Integrating HIV Pre‐exposure Prophylaxis and diagnostic STI care:
An individualised public health approach (iPrEP‐STI)
STI management, STI diagnostics, antimicrobial resistance
South Africa has some of the highest rates of sexually transmitted
infections (STIs) and HIV globally. New STIs infections are increasing
among South African adolescents where comprehensive and
integrated quality of health services are limited. South African
guidelines for treating STIs are not based on the diagnosis of the
actual pathogen that causes the STI but uses the syndromic
approach which means that people may get antibiotics that they do
not need. Further, the majority of people with an STI, especially
women, are asymptomatic, hence do not get the treatment that
they need. Additionally those on PrEP showed a higher incidence of
STIs; 21% of PrEP users had chlamydia compared to the global
average of 3%. Hence, integrating diagnostic STI care and PrEP
provides a unique opportunity to reduce STI incidence.
The SA National Strategic Plan (NSP) for HIV, TB and STIs (2017‐
2022), highlights the need to address the high burden of STIs,
detection and management of asymptomatic STIs with increased
laboratory support and use of Point‐of‐Care (POC) testing for
common STIs. Hence the aim of this study is to engage policy
makers, healthcare providers and patients in discrete choice
experiments to establish preferences for diagnosis and treatment
of STIs and assess the feasibility of integrating these within the
South African health‐system.
1. Conduct a literature review on antimicrobial resistance and
STIs in sub‐Saharan Africa
2. Formative research on policy maker, healthcare providers
and client preferences on different types of STI sample
collection, diagnosis, receipt of results, treatment and
partner notification using discrete choice experiments (DCE)
3. Determine the three most preferred permutations amongst
the themes of STI sample collection, diagnosis, receipt of
results, treatment and partner notification based on data
derived from the DCEs
4. Determine feasibility of implementing the three most
preferred permutations amongst the themes of STI sample
collection, diagnosis, receipt of results, treatment and
partner notification within the South African health system
Not Applicable
Determination of feasible integrated models of diagnostic STI care
using an individualised public health approach

Secondary Endpoint/Outcome
Study Design
Study arms
Study population
Study sample size
Follow up/duration
Study/Programme sites
Study/Programme duration
Intervention
Operations
Investigators
Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post grad
projects
Publications/key presentations to
date
Progress Update

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date

Not Applicable
This study employs mixed methods approach comprising an
analytic, cross‐sectional study design and qualitative interviews
Not Applicable
Clients at facilities receiving PrEP, as well as healthcare providers
and key stakeholders (policy makers, key informants)
300‐600 clients
Not Applicable
Maria Rantho Clinic (Gauteng) and the Motherwell fixed and
mobile clinic (Eastern Cape).
15 months (01 March 2020 – 31 May 2021)
Not Applicable
Have regular weekly internal meetings
Dr Saiqa Mullick, Dr Collins Iwujii, Diantha Pillay
Brighton Sussex University
NIHR (UK)
Not Applicable
None
Commenced systematic review on AMR in Sub‐Saharan Africa,
protocol registered on PROSPERO
Awaiting ethics approval to start data collection
Quarterly partner reports
Diantha Pillay, Programme Manager, Wits RHI, South Africa,
Phone: +27 11 358 5363, Email: dpillay@wrhi.ac.za
Diantha Pillay, 16 Oct 2020
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Project Brief: PROMISE
Full Title of Study/Programme
Technical Focus Area/Key
Words

Summary paragraph (max 200
words)

Primary Objectives
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PROMISE (Preparing for Ring Opportunities through Market
Introduction Support and knowledge Exchange)
Support early product introduction for the dapivirine ring through
the Envision FP mechanism with the express goal of shaping the
market and establishing a service delivery platform for future MPT
VRs.
We propose to support early product introduction for the
dapivirine ring through the Envision FP mechanism with the
express goal of shaping the market and establishing a service
delivery platform for future MPT VRs. The activity will be called
PROMISE (Preparing for Ring Opportunities through Market
Introduction Support and knowledge Exchange). The draft scope of
work outlined below is well aligned with Aim 3 of Envision FP
(develop new methods to address method‐related nonuse or fill
gaps). During the first four years of Envision FP, FHI 360
established a robust pipeline of contraceptive products that will be
introduced in LMIC in the coming years. Product introduction
experience with the dapivirine ring will have direct cross‐learning
relevance to these contraceptive products given the primary
service delivery channel for the ring is family planning settings.
1. Support IPM’s service delivery channels analysis and
strategy by further researching ways to integrate the
dapivirine ring with family planning services and create an
enabling environment for future de‐medicalized delivery of
the DVR in 5 countries engaging both FP and PrEP
stakeholders (Note: this work will map out integrated and
de‐medicalized strategies that could strengthen health
systems to deliver future VR products, e.g. 90‐day DVR,
dapivirine‐levonorgestrel VR)
2. Convene a Regional Ring Collaborative for national planning
and programming in 5 countries (note: this work will break
down existing siloes between FP and PrEP national
programming efforts and pave the path for future DVR
programming at the national level)
3. Support IPM’s demand creation work by conducting market
shaping activities to build awareness, acceptance, and
demand for DVRs as an additional method choice to meet
women’s sexual and reproductive health needs, engaging
both FP and PrEP stakeholders (note: this work will create
an enabling environment for the sustainability of VRs as a
drug delivery platform for future VR products, e.g. 90‐day
DVR, dapivirine‐levonorgestrel VR)
4. Knowledge management for ring (note: this work will strive
to frame ring as part of a broader sexual reproductive health
prevention narrative inclusive of FP and PrEP)

Secondary Objectives
Primary Endpoint/Outcome

Secondary Endpoint/Outcome
Study Design
Study arms
Study population
Study sample size
Follow up/duration
Study/Programme sites
Study/Programme duration
Intervention

Operations
Investigators
Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update

Frequency of donor narrative
report

Not Applicable
Market prepared for the introduction of the ring; namely in the
areas of national‐level policy, planning and coordination and
knowledge management and dissemination. In addition, the
market introduction program led by IPM and J&J Global Public
Health in the areas of healthcare provider access and end‐user
access
Not Applicable
Technical Assistance Programme
Not Applicable
Key stakeholders (including NDOH, implementing partners, civil
society, end‐users)
Not Applicable
Not Applicable
National
12 months (01 June 2020 – 31 May 2021)
PROMISE will build on the four pillars of IPM and J&J’s GPH access
framework: (1) Government and Donor Support; (2) Operations
and Logistics; (3) Clinical and Public Hospital (Health Care Provider)
Access and (4) End‐user Access. Specifically, the work under this
framework aims to ensure: policy and funding support is secured
for ring introduction at global and national levels; strategic and
sound implementation partnership models are established; and
community awareness‐raising, end‐user and healthcare provider
education and demand creation activities are designed and pilot
tested
Have regular weekly internal meetings; monthly calls with partners
including donors
Dr Saiqa Mullick, Diantha Pillay, Melanie Pleaner, Elmari
Briedenhann, Nkunda Vundamina
FHI360, LVCT Health, PZAT, IPM, JNJ GPH, Afton Bloom, Avenir
Health
USAID
Not Applicable
None
Positive EMA opinion for the ring received on 23 July 2020
Mission Concurrence for South Africa received on 18 September
2020
Planning for introductory meeting with NDOH to endorse PROMISE
workplan
Planning for key stakeholder meetings to provide input on delivery
channels strategy and demand creation strategy
Quarterly partner reports and annual donor narrative with
monthly updates
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Overall Study/Project Contact
Briefing owner and date
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Diantha Pillay, Programme Manager, Wits RHI, South Africa,
Phone: +27 11 358 5363, Email: dpillay@wrhi.ac.za
Diantha Pillay, 16 Oct 2020

Project Brief: School Based HIV and GBV Prevention
Programme
Full Title of Study/Programme
Technical Focus Area/Key
Words

Summary paragraph (max 200
words)

Primary Outcomes

School Based HIV and Gender Based Violence Prevention (AGYW
PrEP)
This program aims to reduce the incidence of HIV infection and
violence adolescents. The technical approach utilizes the socio‐
ecological model in prioritized USAID provinces and districts (7
provinces and 14 districts) across the country working with schools
and support staff (SBSTs, SMTs, SGBs, educators), parents,
communities and health facilities to ensure access and linkage to
quality care, youth friendly health service provision for
adolescents. Services offered are aligned to the Integrated School
Health Programme (ISHP) and the National Department of Health
(NDOH) scale up plan for Pre‐Exposure Prophylaxis (PrEP).
The technical approach utilizes the socio‐ecological model (as
implemented within the school environment) with a focus on
adolescents, particularly adolescent girls and young women
(AGYW), in prioritized USAID supported districts to ensure linkage
to care and quality, youth friendly health service provision for
adolescents and provision of a comprehensive approach to SRH
and HIV prevention incl. PrEP provision at community level. We
should also note that our primary aim to reinforcing linkages to
care and creating referral pathways to psychosocial and health
services will be achieved through strengthening the school‐based
support teams (SBSTs) within DBE and school structures as part of
the Integrated School Health Program (ISHP). This mechanism will
be complemented by layering with DREAMS partners incl. DSPs,
OVC, community and other prevention partners as well as South
African Government sectors to ensure capacity building and
sustainability. The model supports the approach of a multilevel and
multi‐sectorial program underpinned by enhanced M&E and
adaptive programming. Achieved through a layering of
interventions at the district level, whilst enhancing and leveraging
the She Conquers platform (i.e. organizations working in unison to
ensure comprehensive coverage of interventions) this approach is
more likely to sustain prevention efforts over time than any single
intervention. Therefore, the interventions will be multi‐level to
ensure we are addressing risks at the individual level, as well as
influencing context – increasing access to youth friendly health
services through a community based mobile outreach services.
1. Outcome 1: Increased HIV, SRHR, GBV, life skills and COVID‐19
knowledge and awareness among school and community
beneficiaries
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Secondary Endpoint/Outcome

Geographical focus
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2. Outcome 2: Increase psychosocial support and linkage to post
violence care for adolescents as per the ISHP and emerging
needs
3. Outcome 3: Improve access to HIV incl. PrEP, TB and SRHR
services for learners (AGYW), educators, school support staff,
communities including linkages for clients
4. Outcome 4: Provision of technical assistance (TA) to the
Departments of Basic Education and Health improving
coordination and implementation adolescent HIV prevention,
SRHR, and GBV (prior to and after COVID‐19) by supporting
policy implementation, strategy development, and national
initiatives.
 Access to Adolescent and Youth Friendly Sexual and
Reproductive Health Services for Adolescents
 Improved quality of services under the Integrated School Health
(ISHP) Platform
 Increased linkage to contraceptives by increasing access to a
range of contraceptive methods
 Increased uptake of PrEP and HTS at community level
 Creation of an enabling environment for schools and
communities to become hubs of safety, normalisation and
destigmatization of HTS and PrEP
 Access to youth‐friendly prevention and clinical services and
demand creation
 Increased awareness, acceptability, and uptake of services such
as PrEP and other DREAMS activities
 Correctly identified HIV prevention methods; adopt and sustain
positive behavior change; and promotion of gender equity and
supportive norms and stigma reduction
 Strengthened provision and where needed linkage to
comprehensive SRH and HIV services
 Adolescent learners at risk and in need of health, SRH and social
protection services identified through a vulnerability
assessment
 Facilitated linkage to care and HIV testing services; and/or
support services to promote use of, retention in, and adherence
to care
 Improved prevention, screening and treatment outcomes of
adolescents
 Raised awareness of HIV risks for young people, promote
positive parenting and mentoring practices, and effective adult‐
child communication about sexuality and sexual risk reduction
This programme will be implemented in 7 provinces and 14
districts;
• Gauteng Province – City of Johannesburg (all regions);
Sedibeng

•

Target population

Programme sites
Programme duration
Intervention

Investigators

Other Partners & Collaborators

Sponsors/Donors

KwaZulu Natal Province – eThekwini (Pinetown and
Umlazi) and King Cetswayo (all sub‐districts); Ugu
• Mpumalanga Province – Ehlanzeni, Gert Sibande, Nkangala
• Western Cape Province ‐ City of Cape Town
• Free State – Thabo Mofutsanyane and Lejweleputswa
• Limpopo – Mopani and Capricorn
• Eastern Cape – Alfred Nzo and Buffalo City
The program will reach:
‐ Female clients 15‐29 and Males 15‐34
‐ 35750 clients with PrEP (PrEP_new)
‐ Maintain/ensure continuation of 36 163 on PrEP
(PrEP_current)
Seven provinces and 14 districts within South Africa
Five years (2018‐2023)
1. HIV, SRHR, GBV, capacity building capacity of schools and
communities re SRH, GBV, and HIV prevention incl. PrEP
2. Strengthening the collaboration and coordination for
improving the delivery of health and psychosocial services
at the district, community and school level; and increasing
adolescent linkage and access to SRHR, TB, HTS, PrEP, and
post‐violence care
3. Through multi‐layered and comprehensive demand
creation strategy, increase awareness and uptake of HTS,
PrEP and SRH at community and school level
4. Improving access to services utilizing a community‐based
approach to service delivery through mobile outreach
services incl. clinical (HTS, PrEP, SRH) and non‐clinical
(mental health and GBV screening) components through
mobile outreach services
5. Improving coordination and implementation of the basic
education sector response to adolescent HIV prevention,
SRHR, and GBV by supporting policy implementation,
strategy development, and national initiatives through She
Conquers and relevant SAG TWGs
6. Provide country level technical assistance (TA) to support
the provision of quality health services for adolescents, in
particular AYFS, PrEP and School Health Technical
Assistance.
Nicolette Naidoo (Chief of Party), Motshidisi Ramadi (Programme
Manager), Tapiwa Nykabau (Community Services and Linkage
manager), Zukiswa Fipaza (SI Manager), Saiqa Mullick (Director:
Implementation Science)
Department of Health
Department of Basic Education
Department of Social Development
USAID
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Frequency of donor narrative
report
Overall Study/Project Contact

Briefing owner and date

Page 62 of 197
Wits RHI Project Briefs 2021

Quartely, Semi, and Annual donor narratives; DATIM as per
frequency of indicator
Nicolette Prea Naidoo, Chief of Party Implementation Science,
Wits RHI, South Africa, Phone: +27 11 358 5440, Email:
NNaidoo@wrhi.ac.za
Nicolette Naidoo; 19 October 2020

Professor Lee Fairlie
Project Briefs
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Director
Lee Fairlie

Project
1.
2.
3.
4.
5.
6.
7.
8.
9.
10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
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BCG Revax Gates MRI
CHAMNHA (Climate, Heat, and Maternal and Neonatal Health in
Africa)
CVIA 082 Study
DAISY – Specific Aim 3
ELMA “Unfinished Business” Project
GBS Vaccine Study (C1091002)
IMPAACT 2009
IMPAACT 2017
IMPAACT 2019
Janssen ENSEMBLE: VAC31518COV3001
MESA‐TB Gates MRI
MIP Longitudinal Study (OPPTIM)
MK 8591A‐028
MTN 042
MTN 043
NVX2019nCOV501
TB Champ
V114‐030
Virologic failure in South African Children

Project Brief: BCG Revax Gates MRI
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome

A Randomized, Placebo Controlled, Observer‐Blind, Phase IIb Study
to Evaluate the Efficacy, Safety, and Immunogenicity of BCG
revaccination in Healthy Adolescents for the Prevention of
Sustained Infection with Mycobacterium tuberculosis
Research (Adolescents)
Recently published results from a Phase 2 study evaluating Bacillus
Calmette‐Guerin (BCG) revaccination in healthy adolescents in
South Africa suggest that BCG revaccination of adolescents 12 to 17
years of age may lead to prevention of sustained Mycobacterium
tuberculosis (Mtb) infection (POSI) over a 24 month period
following vaccination, as assessed by sustained QuantiFERON‐TB
Gold® in‐Tube (QFT GIT) conversion (ie, initial QFT conversion and
remaining QFT positive at three and six months post conversion)
(Nemes, 2018). This current study intends to i) confirm that BCG
revaccination protects against sustained Mtb infection in a larger
independent study, ii) assess the duration of protection through at
least 48 months post revaccination, iii) evaluate BCG revaccination
in children ten years of age and above and iv) identify/validate
biomarkers that correlate with risk for or protection against
transient and/or sustained Mtb infection, as assessed by
QuantiFERON plus (QFT) assay, which is the newer version of the
QFT GIT assay.
To demonstrate the efficacy of BCG revaccination against
sustained Mtb infection versus placebo in previously BCG
vaccinated QFT negative, healthy adolescents (event‐driven
analysis)
To evaluate the durability of efficacy of BCG revaccination against
sustained Mtb infection versus placebo in previously BCG
vaccinated, QFT negative, healthy adolescents
To evaluate the safety and reactogenicity of BCG revaccination in
previously BCG vaccinated, QFT negative healthy adolescents
To evaluate the efficacy and durability of efficacy of BCG
revaccination against primary Mtb infection post vaccination versus
placebo in previously BCG vaccinated, QFT negative healthy
adolescents
Sustained QFT conversion based on an IFN‐γ concentration cut‐off
value of 0.35 IU/mL (initial conversion and QFT‐positive at 3‐ and 6‐
months post conversion)
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Secondary Endpoint/Outcome

Study Design (R)

Study arms (R)
Study population (R)
Study sample size (R)
Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention (R)
Operations
Investigators

Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at Jul 2020
Frequency of donor narrative
report
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Sustained QFT conversion based on an IFN‐γ concentration cut‐off
value of 0.35 IU/mL (initial conversion and QFT‐positive at 3‐ and 6‐
months post conversion) with a minimum follow‐up of 36‐ and 48‐
months post vaccination
Solicited adverse events (AEs) through 7 days post vaccination
Unsolicited AEs through 28 days post vaccination
All serious adverse events (SAEs) and adverse events of special
interest (AESIs) through Month 6
Serious adverse drug reactions (Serious ADRs) through the end of
the study
Primary QFT conversion based on a QFT IFN‐γ concentration cut‐off
value of 4 IU/mL at the time of primary endpoint analysis, and after
a minimum follow‐up of 36‐ and 48‐months post vaccination, based
on IFN‐γ concentration cut‐off value of 4 IU/mL (initial conversion
only)
This is a randomized, placebo controlled, observer‐blind, phase IIb
study with two arms (BCG vaccine and saline placebo). An
independent data monitoring committee (IDMC) will be established
to oversee the safety of this study.
Intervention Groups: 2 study groups (BCG group and placebo
group) will each receive a single intradermal (ID) injection:
Adolescents 10‐18 Years of age
Approximately 5625 participants will be screened to enrol and
randomize 1800 healthy participants across all sites.
Each participant will remain in the study for a minimum of 4 years
(or 4.5 years for participants converting to QFT positive at Month
48). Enrolment is expected to take place over a 1‐year
period. However this has been extended to Sep 2021 to
compensate time lost due to COVID lockdown.
B Part, Emavundleni, WRHI, CAPRISA, SATVI
Project started Dec‐2019 to end mid 2024
BCG vaccine SSI / Normal saline
Dr Lee Fairlie, Principal Investigator
Dr Masebole Masenya, Sub Investigator
Dr Faeezah Patel, Sub Investigator
Dr Elizea Horne, Sub Investigator
AQVIA, BARC,
Bill and Melinda Gates Medical Research Institute (Gates MRI)

Enrolled:
On study:

165
162

Withdrawal 03

Overall Study/Project Contact
Briefing owner and date

Dr Hermien Gous (hgous@wrhi.ac.za)
Prof Lee Fairlie Oct‐2020 reviewed Dr Hermien Gous Mar 2021
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Project Brief: CHAMNHA (Climate, Heat, and Maternal and
Neonatal Health in Africa)
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Impact of environmental heat exposure around the time of
childbirth on women’s and children’s health: a community and
facility‐based qualitative inquiry in Burkina Faso and Kenya
Climate change, extreme heat, maternal and child health;
neonates; sub‐Saharan Africa; qualitative research; intervention
co‐design
The frequency and intensity of heat waves have increased in sub‐
Saharan Africa (SSA) and are set to escalate in the coming decades.
Heatwaves and high seasonal temperatures present major health
threats, especially for vulnerable population groups, such as those
with limited socio‐economic resources or compromised
physiological ability to respond to heat stress. Pregnant women
form one such vulnerable group but recognition of this
vulnerability has been slow.
Growing evidence (mostly from high‐income countries) shows that
heat stress affects a wide range of MNH outcomes, resulting in a
major disease burden. Heat and aridity are strongly associated with
preterm birth and low birth weight. There is further evidence that
heat exposure increases the risk of pre‐eclampsia and postpartum
haemorrhage. Few studies on the impact of heat on MNH have
been conducted in sus‐Saharan Africa.

Primary Objectives
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Women may interpret symptoms of heat stress – such as
dehydration in the neonate – and act to relieve these symptoms
using culturally specific models of health and illness. There is little
evidence on pregnant women’s lived experience of and responses
to extreme ambient heat, including how new mothers (and other
family members) act to protect newborn babies from heat stress.
To design feasible and acceptable heat mitigating health
interventions for pregnant and postpartum women and their
newborns, we need a better understanding of local explanatory
models that are used to explain risk, illness and harm in relation to
pregnancy and childbirth.
To examine how exposure to extreme heat during pregnancy and
in the postpartum is viewed by a range of stakeholders, and the
extent to which they view it as a priority for intervention
To explore women’s cooling behaviours and general resilience to
heat stress
To document how women identify discomfort from heat in their
neonates, understand their neonate’s fluid and nutritional needs,
and formulate strategies to cool them down

To investigate how heat stress affects women’s utilisation of
antenatal care (ANC) and postnatal care (PNC), and how the health
system copes with demand during periods of extreme heat
To identify community‐ and facility‐based heat‐health
interventions considered feasible and acceptable by potential
beneficiaries and local stakeholders
Secondary Objectives
Primary Endpoint/Outcome
Secondary Endpoint/Outcome
Study Design

Study arms
Study population

N/A
N/A
N/A
The study is qualitative in approach. Data will be collected in two
sites in Burkina Faso and two sites in Kenya, through the following
activities:
In‐depth interviews (IDI)
Focus group discussions (FGD)
Key informant interviews (KII)
Observations and temperature monitoring in maternity units of
healthcare facilities
Co‐design workshops with local beneficiaries and stakeholders in
MNH and climate services to design an intervention

N/A
IDIs:
Pregnant and postpartum women
FGDs:
Women ever pregnant
Elderly female relatives
Male partners
Community Health Volunteers
KIIs:
Community members
HCWs
Co-design workshops

Burkina Faso
(n)

Kenya (n)

40

30

24-48
24-48
24-48
-

24-48
24-48
24-48

10
10
~100

5-10
5-10
~100

Study sample size
Follow up/duration
Study/Programme sites

See above
No follow‐up
Ouagadougou and Kaya District, Burkina Faso
Kilifi County, Kenya

Study/Programme duration
Investigators

Jan 2020 – Dec 2021
Fiona Scorgie, Wits RHI
Kadidiatou Kadio, Institute de Recherche en Siences de la Santé
(IRSS), Burkina Faso
Adelaide Lusambili, Aga Khan University, Kenya
Prof Seni Kouanda, Institute de Recherche en Siences de la Santé
(IRSS), Burkina Faso
Prof Sari Kovats, London School of Hygiene & Tropical Medicine,
United Kingdom

Other Partners & Collaborators
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Sponsors/Donors

Linked Sub Studies and post
grad projects
Publications/key presentations
to date

Progress Update as at 04/2021

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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Prof Matthew Chersich, Wits RHI, University of the Witwatersrand,
South Africa
Dr Veronique Filippi, London School of Hygiene & Tropical
Medicine, United Kingdom
Dr Nathalie Roos, Karolinska Institutet, Sweden
Prof Stanley Luchters, Aga Khan University, Kenya
Prof Britt Nakstad, University of Oslo, Norway
Dr Jeremy Hess, University of Washington, United States
Dr John Marsham, University of Leeds, United Kingdom
The study is funded by The Belmont Forum and channelled via sub‐
contract to WRHI through LSHTM, UK and Karolinska Institutet,
Sweden.
Linked to epidemiological studies and evaluation of an intervention
(all part of larger CHAMNHA project)
Roos N, Kovats S, Hajat S, Filippi V, Chersich M, Luchters S, Scorgie
F, Nakstad B, Stephansson O, CHAMNHA consortium. 2021.
Maternal and newborn health risks of climate change: A call for
awareness and global action. Acta Obstetricia et Gynecologica
Scandinavica. doi: 10.1111/aogs.14124.
All data collection complete in Burkina Faso except co‐design
workshops; all data collection complete in Kenya except KIIs and
co‐design workshops. Data analysis underway in both sites.
Annual
Dr Fiona Scorgie, fscorgie@wrhi.ac.za
Dr Fiona Scorgie, 14/04/2021

Project Brief: CVIA 082 Study
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives

A Phase II, Observer‐blinded, Randomized, Active‐controlled Study
to Examine the Immunogenicity and Safety of Rotarix® and RV3‐BB
when Coadministered/Boosted with Trivalent P2‐VP8 Subunit
Rotavirus Vaccine Candidate in Healthy Infants in South Africa
Research Pediatric
Diarrhea is the second‐leading cause of infectious disease death
worldwide among children under the age of five. Rotavirus is the
leading cause of severe diarrhea, resulting in an estimated 215,000
(range: 197,000–233,000) deaths in 2013 which corresponds to
3.4% of all deaths in children
Primary Objectives: Immunogenicity 1. To assess and compare the
immunogenicity of each standalone LORV to matching regimens
that include co‐administration with TV P2‐VP8, measured by LORV‐
specific serum anti‐rotavirus IgA antibody concentration. 2. To
evaluate the boosting effect of TV P2‐VP8 in infants receiving a
standalone LORV primary series, measured by LORV‐specific
serum antirotavirus IgA antibody concentration. 3. To assess and
compare the immunogenicity of a birth dose of RV3‐BB boosted
with TV P2‐VP8 to TV P2‐VP8 administered alone, measured by
RV3‐BB specific serum anti‐rotavirus IgA antibody concentration.
Safety To assess the safety and tolerability of LORVs and TV P2‐VP8
when administered independently, concomitantly or in a prime‐
boost regimen
Immunogenicity 1. To further evaluate and compare the
immunogenicity of each standalone LORV to matching regimens
that include co‐administration with TV P2‐ VP8, measured by
serum anti‐P2‐VP8 IgG antibodies and neutralizing antibodies to
each of the 3 strains of rotavirus from which TV P2‐VP8 is derived.
2. To further evaluate the boosting effect of TV P2‐VP8 in infants
receiving a standalone LORV primary series, measured by serum
anti‐P2‐VP8 IgG and neutralizing antibodies to each of the 3 strains
of rotavirus from which TV P2‐VP8 is derived. 3. To further evaluate
and compare the immunogenicity of TV P2‐VP8 when administered
alone or after priming by a birth dose of RV3‐BB, measured by
serum anti‐P2‐VP8 IgG antibodies and neutralizing antibodies to
each of the 3 strains of rotavirus from which TV P2‐VP8 is derived.
4. To assess and compare the immunogenicity of co‐administered
LORVs and 2 doses of TV P2‐VP8 (partial series) to a matching
regimen receiving standalone LORV, measured by LORV‐specific
serum anti‐rotavirus IgA antibodies, anti‐P2‐VP8 IgG antibodies and
neutralizing antibodies to each of the 3 strains of rotavirus from
which TV P2‐VP8 is derived. 5. To assess and compare the
immunogenicity of LORVs either coadministered or boosted with
TV P2‐VP8 to a regimen receiving TV P2‐ VP8 alone, measured by
LORV‐specific serum anti‐rotavirus IgA antibodies, anti‐P2‐VP8 IgG
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Primary Endpoint/Outcome

Secondary Endpoint/Outcome
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antibodies and neutralizing antibodies to each of the 3 strains of
rotavirus from which TV P2‐VP8 is derived. 6. To assess and
compare the immunogenicity of LORVs either coadministered or
boosted with TV P2‐VP8 to a regimen receiving TV P2‐ VP8 after
priming with birth dose of RV3‐BB, measured by
serum antirotavirus IgA antibodies, anti‐P2‐VP8 IgG antibodies and
neutralizing antibodies to each of the 3 strains of rotavirus from
which TV P2‐VP8 is derived. 7. To assess and compare the
immunogenicity of each LORV alone to a regimen receiving TV P2‐
VP8 alone, measured by LORV‐specific serum anti‐rotavirus IgA
antibodies, anti‐P2‐VP8 IgG antibodies and neutralizing antibodies
to each of the 3 strains of rotavirus from which TV P2‐VP8 is
derived
 Immunogenicity Serum anti‐rotavirus IgA antibodies will be
measured in all samples using Enzyme‐Linked
Immunosorbent Assay (ELISA) using LORV‐specific viral
lysates prepared from either the RV3 or 89‐12 strains. The
primary immunogenicity endpoint is the geometric mean
concentration of LORVspecific serum anti‐rotavirus IgA
antibody. Further, ∙ The between‐arm comparisons (all
comparisons except for LORV alone vs TV P2‐VP8‐boosted
LORV) will be performed by computing Geometric Mean
Concentration (GMC) ratios for LORV‐specific serum anti‐
rotavirus IgA antibody and corresponding confidence
intervals. Between‐arm comparisons will be conducted using
samples obtained 4 weeks after the last vaccination within
each regimen being compared. ∙ The within‐arm evaluation
of boosting (participants immunized with LORV alone versus
TV P2‐VP8‐boosted.) will be performed using the geometric
mean fold rise (GMFR; post‐boost [Week 18] vs pre‐boost
[Week 14]) of LORV‐specific serum anti‐rotavirus IgA
antibody and its corresponding confidence interval. Safety
Proportion of participants reporting:
 Immediate adverse events, those that occur within 30
minutes of vaccination. ∙ Local and systemic solicited adverse
events (AEs) for 7 days following each
vaccination. ∙ Unsolicited AEs through 28 days after each
study vaccination. ∙ Serious Adverse Events (SAEs),
including intussusception, through 28 days after last study
vaccination
Immunogenicity
Serum anti‐rotavirus IgA binding antibodies using LORV‐specific
viral lysates, anti‐P2‐VP8 IgG binding antibodies and TV P2‐VP8‐
specific serum neutralizing antibody titers (using vaccine
homologous strains) will be measured in all serum samples. For
each comparison, immune responses will be evaluated in the
sample obtained 4 weeks after the last vaccination for a given
regimen. ∙ Between‐ and within‐arm comparisons for serum IgA will

be performed as defined for primary objectives using GMC ratios
and GMFRs, respectively. ∙ In addition, both primary and secondary
objectives involving serum IgA antibody levels will be further
evaluated as described below: o Seroconversion rate for anti‐
rotavirus IgA antibodies (defined as percentage of participants with
serum IgA antibody concentration ≥ 20 U/mL in participants with
baseline concentration of < 20 U/mL). o Seropositivity rate for anti‐
rotavirus IgA antibodies (defined as percentage of participants with
anti‐rotavirus IgA antibody concentration ≥ 20 U/mL) will be
determined at each time point. o Seroresponse rate for anti‐
rotavirus IgA antibody defined as follows: § ≥ 3‐fold increase in
concentration between pre‐vaccination and 4 weeks after the last
vaccination for the regimen § ≥ 4‐fold increase in concentration
between pre‐vaccination and 4 weeks after the last vaccination for
the regimen. § ≥ 4‐fold increase in concentration between pre‐
vaccination and 4 weeks after the last vaccination for the regimen,
in participants who were seropositive at baseline.
Secondary objectives involving anti‐P2‐VP8 IgG antibodies will be
evaluated by comparing: ∙ Geometric Mean Concentration (GMC)
ratios and Geometric Mean Fold Rise (GMFR) and their
corresponding confidence intervals.
∙ Seroresponse rate defined as percentage of participants with a ≥
4‐fold increase in IgG concentration between pre‐vaccination and 4
weeks postvaccination. Secondary objectives involving Neutralizing
antibody (NAb) titers will be evaluated comparing:
∙ Geometric Mean Titer (GMT) ratios and Geometric Mean Fold
Rise (GMFR) and their corresponding confidence
intervals. ∙ Seroresponse rate, using two definitions:
∙ Percent of participants with a ≥ 2.7‐fold increase
in NAb antibody titer between pre‐vaccination and 4 weeks post‐
vaccination paired serum samples ∙ Percent of participants with a ≥
4‐fold increase in NAb antibody titer between pre‐vaccination and
4 weeks post‐vaccination serum samples. Wherever comparisons
of anti‐P2‐VP8 IgG antibodies and neutralizing antibody levels are
made between cohorts ( participants with baseline measurement
taken at birth, versus baseline measurement taken at W6) or
where the timing of 4 week‐post‐last‐dose sample is not common
between arms (e.g., W14 vs W18), and where use of the baseline
visit is necessary (GMFR, seroresponse rates), comparisons will be
performed using both the observed values (e.g., observed fold‐rises
from the baseline measurement), as well as the adjusted fold‐rises.
For the adjusted fold‐rises, the exponential decay rate of
maternally derived antibody will be estimated, for each of these
immunological assays, using the means (log scale) of the baseline
data from those with measurements taken at birth and those with
the baseline measurement taken at the W6 visit. As this involves
assumptions that the two cohorts a) began with the same mean
level of maternally derived antibody, and b) have common
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maternal antibody decay rates, additional alternative values may
be considered from historical data sources. The GMFR
and seroresponse rates will be recomputed using these adjusted
fold rises. The statistical analysis plan will contain further details,
such as the exclusion of particular participants from the decay rate
estimation, and sensitivity analyses
 This is a phase II, observer‐blinded, multi‐center, randomized
and activecontrolled study enrolling healthy infants 0‐6 days
of age or 6‐8 weeks of age.
 The study will enroll infants in six arms divided into two
cohorts with Cohort A enrolling infants at birth (0‐6 days) and
Cohort B enrolling infants at approximately 6 weeks of age.
Within each cohort, the enrolled infants will be randomized
to the three arms in a ratio of 6:6:5 (see below for cohort
designation). Cohort A participants will receive: RV3‐BB/TV
P2‐VP8 boost (arm 1); RV3‐BB/TV P2‐VP8 co‐administered
(arm 2); RV3‐BB primed TV P2‐VP8 (arm 3), while participants
in Cohort B will receive: Rotarix® /TV P2‐VP8 Boost (arm 4);
Rotarix® /TV P2‐VP8 co‐administered (arm 5); or TV P2‐VP8
alone (arm 6).
 Rotarix® and RV3‐BB will be administered orally whereas TV
P2‐VP8 will be administered intramuscularly in antero‐lateral
aspect of thigh. The study will be conducted as an observer‐
blinded study wherein the treatment assignment within a
cohort will be blinded, although allocation to a cohort will be
unblinded due to the difference in age at enrolment between
the two cohorts. To maintain the blind within cohorts, infants
allocated to the arms receiving only an oral rotavirus vaccine
or only TV P2‐VP8 vaccine on Visit 2 and 3 will receive a dose
of injectable placebo or an oral placebo (PLC‐OA or PLC‐OB
depending on the cohort), respectively, such that all infants
will receive both an oral and injectable administration during
these visits.
 The initiation of enrollment within a cohort will be staggered,
with the target to initiate enrolment of Cohort B after 6
weeks of initiating enrolment in Cohort A, in order
to increase the likelihood that participants are similar in
terms of baseline characteristics and any environmental
exposure to wild‐type rotavirus that may be circulating.
 A blood sample will be obtained from all the participating
infants prevaccination at Visit (V) 1 (for Cohort A)/V2 (for
Cohort B) and postvaccination at week 14 and week 18 in
both cohorts (appendix I). All serum samples will be tested
for serum IgA antibodies using two separate ELISA assays
that employ viral lysates derived from either rotavirus strains
89‐12 or RV3. Serum samples will also be tested to
quantitate anti‐P2‐VP8 IgG binding antibodies and
neutralizing antibodies against the 3 rotavirus vaccine strains

Study Arms
Study Population
Study Sample Size
Follow‐up/Duration

Study/Programme Sites
Study/Programme Duration
Intervention

expressing P[4], P[6] and P[8] antigens contained in the TV
P2‐VP8 vaccine.
 Active follow‐up for vaccine reactogenicity (solicited
reactions) over the 7‐day period following each vaccination
will be conducted on all participants receiving study
vaccination. In addition, surveillance for unsolicited AEs will
be carried out over the period between first study
vaccination and Visit 5 (approximately 28 days after last
vaccination with IP) and SAEs will be collected until the study
is completed.
 All participants in all the study arms will receive a challenge
dose of Rotarix® at visit 5. Participants in study arms which
received non‐licensed candidate vaccines (RV3‐BB and/or TV
P2‐VP8; arms 1‐3 and 6 in Table 1 below) will receive another
(second) supplemental doses of Rotarix® (standard of care in
South Africa) with an interval of 4 weeks (Visit 6).
Participants in other study arms will receive PLC‐OB at this
visit to maintain blinding. Safety of supplemental doses of
Rotarix® will be ascertained by following up these infants for
SAEs at Visit 6 and a phone call as Visit 7.
 Stool sample will be collected in all participants 4 and 7 days
after the challenge dose with Rotarix® at Visit 5 to evaluate
vaccine viral shedding. Viral shedding will be investigated by
EIA and PCR in stool specimens collected at these
timepoints.
 The partially blinded safety data will be reviewed by a PSRT
(Protocol Safety Review Team) and by an independent Data
and Safety Monitoring Board (DSMB). In addition, the DSMB
will also perform unblinded data review at periodic intervals
and as necessary on request by the PSRT team.
Cohort A(0‐6days)
Cohort B (6 weeks)
Infants aged 0‐6 days or 6‐8 weeks will be enrolled in this study
from two clinical sites in South Africa
850 infants
Total duration is 5‐7 months per participant. Participants will be
followed from first study vaccination (within 6 days of birth for
Cohort A and 6‐8 weeks of age for Cohort B) up to 28 days after the
last supplemental dose of Rotarix)

Wits RHI Shandukani Research Centre (SRC)

RMPRU
Start Date: Mar 2021
Estimated End Date:
Trivalent P2‐VP8:
Trivalent rotavirus P2‐VP8 subunit vaccine candidate (TV P2‐VP8) is
composed of recombinant, truncated VP8 rotavirus structural
proteins representing the P4, P6 and P8 genotypes fused to the P2
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CD4+ T‐cell epitope of tetanus toxin. The purified proteins are then
blended in equal amounts and co‐formulated with aluminum
hydroxide. Each 0.5 mL dose, to be administered intramuscularly,
contains 30 μg of each of the three antigens (derived from a P[4], a
P[6] and a P[8] strain of rotavirus), for a total of 90 μg of subunit
protein. The three antigens are derived from DS1, 1076
and Wa rotavirus strains and formulated with 0.56 mg of aluminum
hydroxide per dose. The vaccine candidate will be stored at 2‐8 °C
and administered intramuscularly. The vaccine candidate is
manufactured by S. K. biosciences (Seoul, South Korea).
Live Oral Rotavirus Vaccines (LORV) RV3‐BB:
This is a candidate vaccine based on live attenuated human
rotavirus RV3 strain of G3P[6] type containing virus at titer of 9.95
x 106 FFU/mL (range 5x106 –1x107 FFU/mL dose) in serum free
media supplemented with 10% sucrose. 1.0 mL of the thawed
vaccine is to be administered orally. Vaccine vials will be stored at ‐
70°C (+/‐10°C) until thawed, and can be kept at 2‐10°C up to 6
hours prior to administration. The vaccine candidate was
developed by researchers from the Murdoch Children's Research
Institute (MCRI) and manufactured by Meridian Life Sciences
(Memphis, USA). Rotarix® : This is a WHO pre‐qualified and
licensed rotavirus vaccine. Rotarix® is a live attenuated RIX4414
strain of human rotavirus of the G1P[8] type containing not less
than 106.0 CCID50 (cell culture infectious dose 50%) of the RIX4414
strain of human rotavirus. Each dose is comprised of 1.5 mL of the
liquid vaccine, which will be administered orally. The vaccine is to
be stored at 2‐8°C. The vaccine is manufactured by GSK Biologicals’
(Rixensart, Belgium) and is currently recommended in South
African EPI program at 6 and 14 weeks of age.
Placebo:
Parenteral For both Cohorts: Normal saline by intramuscular
administration (NS; PLC‐I) will be used as parenteral placebo. 0.5
mL of the solution will be administered intramuscularly. Oral 1)
For Cohort A: Clear, pink, cell culture medium/10% sucrose (PLC‐
OA). Placebo vials are to be stored at ‐70°C (+/‐10°C) until thawed
and can be kept at 2‐10°C up to 6 hours prior to administration. 1.0
mL of the thawed placebo is to be administered orally. 2)
For Cohort B: Clear, colorless, locally licensed Oral Rehydration
Solution (PLC‐OB). The ORS solution will be stored as per
manufacturer’s recommendation. 1.5 mL of the solution will be
administered orally
Study Specific
 Dr Lee Fairlie, Principal Investigator
 Dr Gabriella Benade
 Dr Masebole Masenya
 Dr Faeezah Patel
 Dr Elizea Horne
 Dr Mrinmayee Dhar

Other Partners & Collaborators
Sponsors/Donors
Publications/Key Presentations
to Date
Progress Update as at Jul 2020
Frequency
of Donor Narrative Report
Overall Study/Project Contact
Briefing Owner and Date





Dr Alden Geldenhuys
PATH
RMPRU, Soweto

PATH
None as yet
Screened: 9
Enrolled: 7
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za)
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Project Brief: DAISY – Specific Aim 3
Full Title of Study/Programme
Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives
Primary Endpoint/Outcome
Secondary Endpoint/Outcome
Study Design
Study arms
Study population

Study sample size
Follow up/duration
Study/Programme sites
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Delivery of Antiretrovirals via Implantable System for Young
Children (DAISY) Specific Aim 3
HIV‐infected children, antiretroviral treatment, long‐acting
treatment approaches, implant, acceptability
SA reports one of the highest populations of HIV‐infected young
children and of the 55% of children that receive ART only 67% are
virally suppressed. Adherence and retention in care are affected by
multiple challenges with formulation and dosages for
children, including poor palatability of drugs, high pill burden, and
difficulty in swallowing. Simplified dosing regimens and long‐acting
(LA) ART formulations are needed to improve treatment success
for children who face a lifetime of ART. Delivery of ART
via implantable system for young children (DAISY) is one such
formulation currently in development. Integrated research on
product development and end‐user preferences is critical for
successful product development. For technology optimization and
future implementation of the DAISY into clinical practice, research
is needed on end‐users’ perspectives on (1) acceptability and
preferred characteristics of the DAISY system for pediatric
treatment, (2) considerations for future implementation within the
existing health care system in SA, and (3) biodegradability of the
inserted implants.
To measure acceptability of, and preferences for the DAISY drug
delivery platform among two key end‐user groups in South Africa
(SA): caregivers of HIV‐positive children receiving antiretroviral
therapy (ART) and health care providers.
These end‐user perspectives are linked to the Target Product
Profile (TPP) and will inform design of the DAISY, including device
and applicator characteristics.
N/A
N/A
N/A
Iterative qualitative study
N/A
Health care providers serving pediatric HIV‐infected
populations and caregivers of HIV‐infected children aged 2‐5 who
have been treated with antiretroviral treatment for at least 6
months.
24 Healthcare providers and 8 caregivers for in‐depth
interviews; ~64 caregivers for focus group discussions
No follow‐up
Hillbrow Community Health Centre, Yeoville Clinic,
Harriet Shezi Children’s Clinic and Tembisa Hospital Paediatric HIV
Clinic

Study/Programme duration
Investigators

Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at 04/2021

Study completion expected end of 2021

Lee Fairlie, Wits RHI

Elizabeth Montgomery, RTI International

Ariane van der Straten, RTI International

Fiona Scorgie, Wits RHI
RTI
NIH
Nil
None as yet
Protocol approved by HREC
Interview staff trained
Phase 1 (healthcare provider interviews) completed

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date

Lee Fairlie (lfairlie@wrhi.ac.za)
Fiona Scorgie, 09/04/2021
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Project Brief: ELMA “Unfinished Business” Project
Full Title of Study/Programme
Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome
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ELMA “Unfinished Business” Project
(“Paediatric and Adolescent Scale‐up Plan”, or “PASP”)
Paediatrics, Adolescents, HIV testing, linkage to care, ART
initiation, retention in care and viral suppression
This project, led by Wits Reproductive Health and HIV Institute
(RHI), and collaborating with Anova Health Institute (Anova), Right
to Care, HIVSA and Community AIDS Response (CARe) developed a
collaborative approach to increase in children and adolescents:
Increase HIV testing, increase TB screening, increase linkage to HIV
care, increase retention in care and increase viral suppression in
CoJ using QI methodologies.
Increase access to ART for 80% of children and adolescents with
HIV by increasing testing, screening, case finding and linkages to
treatment and support
Improve retention in care and viral load suppression by increasing
access to quality HIV treatment for children and adolescents. This
proposal is based on Technical assistance and Quality
Improvement methodologies to ensure sustainability of the
Programme beyond the grant period.
Objective 1: Increase access to ART for children and adolescents in
need of ART:
• % and number of HIV exposed infants and young children
testing for HIV at: < 2 months and 18 months (Target: 100%;
baseline 88.3%)
• Number and % of HIV positive children/adolescents identified
through HIV testing approaches across age groups: 2 months,
18 months, 19‐59 months, 5‐14 years and 15‐19 years (Target
100% of children of adult ART clients at targeted facilities
tested, baseline to be determined)
• % and number of children and adolescents newly diagnosed as
HIV positive and meeting eligibility criteria starting on ART by
December 2017 (Target: 90%, 3,317 children/adolescents)
• Proportion of children/adolescents in need of treatment who
are on ART by December 2017 (Target: 80%, 13,907 children
on ART; baseline 63%, 10,950 children on ART)
Objective 2: Improve the quality of HIV treatment and care for
children and adolescents:
• % of children and adolescents retained in care 12 months after
starting ART (Target 95%, baseline to be determined )
• % of children and adolescents on ART at 12 months who are
virally suppressed (viral load < 400 copies/mL) (Target: 90%,
baseline TBD)
• % of HIV positive children screened for TB (Target: 100%; no
baseline)

•

Secondary Endpoint/Outcome
Study Design (R)
Study arms (R)
Study population (R)
Study sample size (R)
Follow up/duration
Study/Programme sites
Study/Programme duration
Intervention (R)
Operations
Investigators

Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update

% and number of eligible children and adolescents and newly
started on TB treatment or prophylaxis (Target:100%; no
baseline)

N/A
N/A
N/A
N/A
Through October 2017
CoJ facilities and community based interventions
July 2015‐October 2017

Wits Reproductive Health and HIV Institute (RHI), ELMA,
collaborating with Anova Health Institute (Anova) , Right to Care,
HIVSA and Community AIDS Response (CARe)
ELMA
USAID HSS programme
Nil
The project is in its second year of implementation and has had the
following achievements:
Case finding strategies have been implemented and refined using a
data‐for‐action approach. This has assisted in identifying 1482 HIV
positive children and adolescents outside of routine testing. This
information has helped to inform how case‐finding for children
should be done across programmes.
Treatment initiation for children has been supported for 1469
children in the district.
Support for children, adolescents and their families has been
implemented through disclosure and caregiver support.
Mentoring in paediatric HIV care and treatment has been
strengthened and highlighted as a priority in the district
QI support and successful implementation have formed the
foundation of implementation in many of these areas
The project has achieved recognition within the CoJ district, as well
as within other ELMA funded projects (KZN, Uganda) and has been
recognized within USAID as a possible template through which
DSPs should be providing support in the country.
Key activities, findings and lessons learned have been disseminated
at district, provincial and national levels, with both partner, DoH
and funder interest in expanding and up‐scaling key interventions
demonstrated through this project. The project is approved in
principle for a 9 months extension.

Page 81 of 197
Wits RHI Project Briefs 2021

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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Quarterly
Lee Fairlie (lfairlie@wrhi.ac.za)
Lee Fairlie, July, 2015

Project Brief: GBS Vaccine Study (C1091002)
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

A phase 1/2, randomized, placebo‐controlled, observer‐blinded
Trial to evaluate the safety, tolerability, and immunogenicity of a
multivalent group b streptococcus vaccine in healthy nonpregnant
women and pregnant women 18 to 40 years of age and their
infants.
Research (Pediatric and Maternal)
Among young infants, GBS is a leading cause of invasive bacterial
infection, a significant cause of infant morbidity and mortality
globally. Serious GBS disease, including sepsis, meningitis, and
pneumonia, is associated with mortality rates of 6% to 14% in
high‐income countries and 10% to 60% in low‐ and middle‐income
countries (LMICs).
Vaccination of pregnant women has been used globally in the
prevention of neonatal tetanus and more recently for prevention
of pertussis in young infants, and to protect women and their
infants against influenza.
Pfizer is developing a 6‐valent capsular polysaccharide (CPS)
conjugate vaccine (group B streptococcus 6‐valent polysaccharide
conjugate vaccine [GBS6]) aimed at the prevention of group B
streptococcal disease due to 6 serotypes in young infants by active
immunization of pregnant women. This Phase 1/2, randomized,
placebo‐controlled, observer‐blinded study will be the first
evaluation of the investigational GBS6 in pregnant women.
Stage 1
 To describe the safety and tolerability of various GBS6
formulations in healthy nonpregnant women 18 to 40 years
of age.
Stage 2
 To describe the safety and tolerability of various GBS6
formulations when administered to healthy pregnant women
18 to 40 years of age vaccinated at 27 to 36 weeks’
gestation.
 To assess the safety of maternal immunization in infants
born to women who were vaccinated with various GBS6
formulations during pregnancy.
Stage 3
 To describe the safety and tolerability of 1 selected
dose/formulation of GBS6 when administered to
healthy pregnant women 18 to 40 years of age vaccinated at
27 to 36 weeks’ gestation.
 To assess the safety of maternal immunization in infants
born to women 18 to 40 years of age who were vaccinated
with 1 selected dose/formulation during pregnancy.
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Secondary Objectives

Primary Endpoint/Outcome

Stage 1: To describe the immunogenicity of various
GBS6 formulations when administered to healthy nonpregnant
women.
Stage 2: To describe the immunogenicity of various GBS6
formulations when administered to healthy pregnant women.
Stage 3: To describe the immunogenicity of 1 selected dose
level/formulation of GBS6 when administered to healthy pregnant
women.
Stages 2 and 3
 To describe GBS6 antibody levels in infant subjects delivered
to maternal subjects vaccinated with GBS6.
 To assess placental transfer of antibody from maternal
subjects vaccinated with GBS6 to their infant subjects.
Primary Endpoints – Stage 1
 Proportions of nonpregnant women reporting prompted
local reactions within 7 days following administration of
investigational product (pain at the injection site, redness,
and swelling).
 Proportions of nonpregnant women reporting prompted
systemic events within 7 days following administration of
investigational product (fever, nausea/vomiting, diarrhea,
headache, fatigue/tiredness, muscle pain, and joint pain).
 Proportions of nonpregnant women reporting adverse
events (AEs) through 1 month following administration of
investigational product.
 Proportions of nonpregnant women reporting medically
attended adverse events (MAEs) and serious adverse events
(SAEs) through 6 months following administration of
investigational product.
Primary Safety Endpoints – Maternal Subjects (Stages 2 and 3)
 Proportions of sentinel‐cohort maternal subjects (Stage 2
only) with clinical laboratory abnormalities following
administration of investigational product at the 2‐week
follow‐up visit.
 Proportions of maternal subjects reporting prompted local
reactions within 7 days following administration of
investigational product (pain at the injection site, redness,
and swelling).
 Proportions of maternal subjects reporting prompted
systemic events within 7 days following administration of
investigational product (fever, nausea/vomiting, diarrhea,
headache, fatigue/tiredness, muscle pain, and joint pain).
 Proportions of maternal subjects reporting AEs through 1
month after administration of investigational product.
 Proportions of maternal subjects with SAEs, MAEs, and
obstetric complications (prepartum, intrapartum, and
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Secondary Endpoint/Outcome

postpartum) throughout the study (Visit 1 through the 12‐
month postdelivery study visit).
Proportions of maternal subjects with each delivery outcome
(live birth, delivery mode).

Primary Safety Endpoints – Infant Subjects (Stages 2 and 3)
 Proportions of infants with specific birth outcomes.
 Proportions of infants with AEs from birth to 6 weeks of age.
 Proportions of infants with SAEs, AEs of special interest
(major congenital anomalies, developmental delay, and
suspected or confirmed GBS infection), and MAEs through 12
months of age.
Secondary Endpoints – Stage 1
 GBS serotype‐specific IgG geometric mean concentrations
(GMCs) 1 month after vaccination in nonpregnant women.
 GBS serotype‐specific OPA geometric mean titers (GMTs)
measured 1 month after vaccination in nonpregnant
women.
Secondary Safety Endpoints – Maternal Subjects (Stages 2 and 3)
 GBS serotype‐specific IgG GMCs measured at 2 weeks and 1
month after vaccination and at delivery in maternal subjects.
 GBS serotype‐specific OPA GMTs measured at 2 weeks and 1
month after vaccination and at delivery in maternal subjects.

Study Design

Secondary Safety Endpoints – Infant Subjects (Stages 2 and 3)
 GBS serotype‐specific IgG GMCs in infant subjects measured
at birth.
 GBS serotype‐specific OPA GMTs in infant subjects measured
at birth.
This is a Phase 1/2, randomized, placebo‐controlled, observer‐
blinded trial to evaluate the safety, tolerability, and
immunogenicity of a multivalent GBS vaccine in healthy
nonpregnant women and pregnant women aged 18 to 40 years and
their infants.
Stage 1
Nonpregnant women in good health will be screened, enrolled, and
randomized in a 1:1:1 ratio (approximately 22 subjects
enrolled/group) to receive placebo (saline control) or GBS6
(20 μg CPS/serotype/dose) with or without AlPO4.
Subjects will have blood drawn prior to vaccination (Visit 1), 2
weeks after vaccination (Visit 2), and 1 month after vaccination
(Visit 3). Electronic diaries (e‐diaries) will be used to collect
prompted local reaction and systemic event data for 7 days after
vaccination. AEs will be collected through 1 month after
vaccination (Visit 3). In addition, MAEs and SAEs will be
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collected throughout the study from screening through 6 months
after vaccination (Visit 4).
A Pfizer IRC and an external data monitoring committee (E‐DMC)
will review the 1‐month postvaccination safety data from Stage 1
and the 1‐month safety and immunogenicity data of the various
GBS6 formulations from the FIH Phase 1/2 study before
progression into Stage 2.
The study will proceed to Stage 2 at the discretion of the IRC in
consultation with the E‐DMC.
Stage 2
Approximately 360 pregnant women (once consented will be
referred to as “maternal subjects”) will be screened for general
health, health of the pregnancy, and gestational age. Stage 2 will
utilize a sentinel‐cohort design, with cohort progression and dose
escalation taking place after a safety review (data from each
maternal subject through 14 days after vaccination) of the sentinel
cohort of subjects at each dose level. The first 42 eligible maternal
subjects at each dose level will be referred to as the sentinel
cohort. Starting with the lowest dose level, maternal subjects will
be randomly assigned (in a 1:1:1 ratio, 14 subjects per group) to
receive a single dose of GBS6, formulated with or without AlPO4, or
placebo (saline control) within the sentinel cohort of a given dose
level. The enrollment rate in the sentinel cohort will be limited to a
maximum of 5 subjects per day.
A review of the 14‐day safety data in a sentinel cohort will be
conducted by the Pfizer IRC, and if deemed acceptable, will
trigger (A) enrollment in the expanded cohort at that dose level
(1:1:1 ratio, 26 subjects per group), with no prespecified limit on
daily enrollment until approximately 78 additional maternal
subjects are enrolled, and (B) enrollment in the sentinel cohort for
the next higher dose level. Enrollment will proceed this way in a
staggered fashion through the highest dose level.
This study will use stopping rules for the sentinel cohort, and 1
stopping rule (serious, unexpected AE considered possibly related
to vaccine) will also apply to the expanded‐
cohort enrollment phase. Stopping rules (and the decision to
terminate or restart at a given dose level) may be applied
independently for each formulation at the discretion of the Pfizer
IRC in conjunction with the E‐DMC. It is possible that after a
stopping rule is met at a given dose level, one formulation (with or
without AlPO4) may proceed while the other may not.
The IRC will meet on an ad hoc and timely basis to review safety
data if a stopping rule is triggered, and make recommendations for
the study. In addition, the E‐DMC will meet for regular review of
accumulating safety data and for ad hoc review if a stopping rule is
met.
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At Visit 1, e‐diaries will be used to collect systemic event data at
baseline as well as prompted local reaction and systemic event
data for 7 days after vaccination. In maternal subjects, the
investigator and site staff will ensure the active elicitation and
collection of AEs and SAEs through Visit 3. At 1 week following
delivery (Visit 5), the subject will be contacted by telephone to
inquire about MAEs and SAEs, including hospitalizations, since Visit
3. At all subsequent visits (Visits 6, 7, 8, and 9), only MAEs and
SAEs, including hospitalizations, will be reported. In addition, AEs
occurring up to 48 hours after the Visit 6 and 9 blood draws that
are related to study procedures will also be reported.
For infant subjects, the investigator and site staff will ensure the
active elicitation and collection of AEs and SAEs from birth (Visit 1)
through Visit 3. At subsequent visits (Visits 4, 5, 6, and 7), only AEs
of special interest, MAEs, and SAEs, including hospitalizations, will
be reported. In addition, AEs occurring up to 48 hours after the
Visit 4, 5, and 7 blood draws and up to 48 hours after the Visit 4
oral and rectal swab samples that are related to study procedures
will be reported.
In maternal subjects, blood samples for immunogenicity
assessments will be taken at Day 1 (Visit 1), 2 weeks (Visit 2) and 1
month (Visit 3) after vaccination, at delivery (Visit 4) (blood may be
collected from maternal subjects up to 72 hours after delivery),
and 6 weeks (Visit 6) and 12 months (Visit 9) after delivery.
In infant subjects, cord blood will be collected at delivery (blood
may be collected in the infant subjects up to 72 hours after delivery
if cord blood is unavailable) (Visit 1) and blood will be drawn at 6
and 14 weeks of age and 12 months of age (Visits 3, 4, and 7)
for GBS6 antibody assessments. In addition, immune responses to
13‐valent pneumococcal conjugate vaccine and diphtheria given as
part of routine infant immunization will be measured on blood
drawn from the infant subjects at 18 weeks and 12 months of age.
A vaginal swab and a rectal swab will be collected from maternal
subjects at Day 1 (Visit 1), at delivery (Visit 4) (swabs may be
collected from maternal subjects up to 72 hours after delivery), and
6 weeks after delivery (Visit 6), and oral and rectal swabs will be
taken from their infant subjects at delivery (Visit 1) and at 6 weeks
(Visit 3) and 14 weeks (Visit 4) of age, and cultured for GBS to
assess colonization status.
Stage 3
When Stage 2 maternal subjects and their infant subjects have
completed the 6‐week postdelivery/birth visit, safety and
immunogenicity data will be unblinded by group, and analyzed and
reviewed by the Pfizer IRC and the E‐DMC. The IRC will select
the GBS6 final dose and formulation to take into Stage 3 and
further development.
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Study Arms

Study Population
Study Sample Size

Follow‐up/Duration

Study/Programme Sites
Study/Programme Duration
Intervention

Operations
Investigators

Other Partners & Collaborators

Sponsors/Donors
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Approximately 160 additional maternal subjects will be enrolled in
Stage 3, to receive a single dose/formulation of the selected GBS6
or placebo (saline control) in a 1:1 ratio. There will be no dose
escalation, no sentinel cohorts, and no planned stopping rules. The
visit schedule, follow‐up, and assessments for maternal subjects
and their infant subjects will be similar to Stage 2. The additional
data from Stage 3 will contribute to the safety database
of maternal subjects to support the design the Phase 3 program.
Stage 1: Healthy nonpregnant women.
Stage 2: Maternal subjects and their infant subjects (sentinel and
expanded cohorts).
Stage 3: Maternal subjects and their infant subjects (single
cohort).
Healthy nonpregnant and pregnant women aged 18 to 40 years of
age
A total of approximately 586 subjects (66 nonpregnant women and
520 maternal subjects and their infant subjects) will be enrolled in
this study by central randomization.
Approximately 66 subjects (nonpregnant women) will be enrolled
into Stage 1, approximately 360 maternal subjects will be enrolled
into Stage 2, and approximately 160 maternal subjects will be
enrolled into Stage 3.
Each subject will participate in the study for approximately
6months for Stage 1 (nonpregnant women) and up to16months for
Stages2and 3(pregnant women and their infant subjects).
Wits RHI Shandukani Research Centre (SRC)
Start Date: Feb 2019
Estimated End Date: December 2023
For this study, the investigational product(s) are Group B
Streptococcus 6‐Valent Polysaccharide Conjugate Vaccine (GBS6),
containing 5, 10, or 20 μg CPS/serotype/dose, each formulated
with or without AlPO4; and placebo (saline control).
Subjects will receive 1 dose of either GBS6, with or without AlPO4,
or placebo (saline control) at Visit 1 administered intramuscularly
by injecting 0.5 mL into the deltoid muscle, preferably of the
nondominant arm. The dose level/formulation received by each
subject will be based on which stage of the study the subject will
be enrolled in.
Study Specific
 Dr Lee Fairlie, Principal Investigator
 Dr Masebole Masenya
 Dr Faeezah Patel
 Dr Elizea Horne
 Pfizer
 RMPRU, Soweto
 Stellenbosch University
Pfizer

Publications/Key Presentations
to Date
Progress Update as at Jul 2020

Frequency
of Donor Narrative Report
Overall Study/Project Contact
Briefing Owner and Date

None yet
Stage 1:
 8 Completed study
 1 Requested Study Participation withdrawal
 1 Lost to follow up
Stage 2
 93 MIP Enrolled
 4 MIP withdrew study participation
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za)
Dr Lee Fairlie August 2018, reviewed Dr Hermien Gous Aug‐18
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Project Brief: IMPAACT 2009
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome
Secondary Endpoint/Outcome
Study Design

Study Population
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Pharmacokinetics, Feasibility, Acceptability, and Safety of Oral Pre‐
Exposure Prophylaxis for Primary HIV Prevention during Pregnancy
and Postpartum in Adolescents and Young Women and their
Infants
Research (Paediatrics and Maternal)
Feasibility, Acceptability and Safety of pre‐exposure prophylaxis
during Pregnancy and Breast Feeding to establish drug thresholds
for optimal adherence when FTC/TDF is administered daily under
direct observation during pregnancy and in the postpartum period.
 To characterize PrEP adherence among HIV‐
uninfected adolescent and young adult women (aged 16‐24
years) who initiate once‐daily emtricitabine‐tenofovir
disoproxil fumarate (FTC/TDF) in pregnancy and are followed
through 6 months postpartum, when offered adherence
support through mobile technology and drug level‐directed
counseling.
 To compare maternal and infant adverse events (including
pregnancy outcomes) between women who initiate PrEP and
women who decline PrEP over the observation period.
 To identify individual, social, and structural barriers and
facilitators to PrEP uptake during pregnancy, and to
adherence and continued use during pregnancy and
postpartum.
 To compare reported sexual risk behavior and incidence of
sexually transmitted infections among women who initiate
PrEP during pregnancy and those who decline PrEP over the
observation period.
 To compare HIV incidence in women who initiate PrEP during
pregnancy and those who decline PrEP over the observation
period.
 To compare antiretroviral drug resistance among mothers
and infants who acquire HIV with and without exposure to
FTC/TDF for PrEP, including whether resistance was
transmitted or acquired at time of transmission
N/A
N/A
IMPAACT 2009 comprises two distinct components: The PK
Component is a pharmacokinetic study to establish drug thresholds
for optimal adherence when FTC/TDF is administered daily during
pregnancy and in the postpartum period. The PrEP Comparison
Component is a cohort study that will assess the feasibility,
acceptability, and safety of PrEP when provided to adolescents and
young women during pregnancy and postpartum.
This study will be conducted among approximately 390 women and
their infants (40 in the PK Component, and 350 in the PrEP

Comparison Component) who will be selected for the study
according to the criteria in Sections 4.1‐4.3. The study‐specific
approach to recruitment, screening, and enrollment is described in
Section 4.4. Considerations related to participant retention and
withdrawal from the study are provided in Sections 4.5 and 4.6,
respectively.

Study Sample Size

Follow‐up/Duration

A slightly different population for the two components will be
recruited from. In the PrEP Comparison Component, adolescent
girls and young women aged 16‐24 years are of interest, because
this is window of elevated HIV risk for pregnant women. In the PK
Component, the lower age limit will be 16 years of age. However,
the team has elected not to include an upper age limit. Instead,
HIV‐uninfected pregnant women 16 years or older can be
considered for enrollment, so long as they meet site‐specified
criteria that account for the social and cultural aspects of daily PrEP
adherence. Each site will be asked to develop locally relevant
criteria, though this may include factors such as the disclosure of
HIV status to family members or the identification of a support
partner for daily adherence. Maternal participants will not be
stratified in the PK group by age because: a) the overall sample size
remains relatively small, limiting its utility for sub‐analysis, b) the
team looks to enroll rapidly into this initial PK component, and c)
the physiological differences between the age groups (i.e., 16‐24
years vs. 25 years and older) are unlikely to influence PK
parameters over the observation period.
FTC/TDF will be provided to relevant maternal participants as one
fixed dose oral combination tablet (FTC 200 mg/TDF 300 mg) taken
by mouth once daily, with or without food.
ponent
All PK Component participants will initiate FTC/TDF at entry.
Maternal participants will be directed to take one FTC/TDF tablet
by mouth once daily with or without food for 12 weeks. Dosing will
be directly observed and participants will be encouraged by the
study team to continue dosing throughout follow‐up.
omparison Component
Participants who initiate PrEP during pregnancy and participants
who decline PrEP will be followed through the first 26 weeks
postpartum.
Drug Formulation
FTC/TDF is a fixed dose combination tablet containing 200 mg of
emtricitabine (FTC) and 300 mg of tenofovir disoproxil fumarate
(TDF) in each tablet.
FTC/TDF, Truvada®: study tablets must be stored at 25°C (77°F);
excursions permitted to 15‐30°C (59°86°F) (see USP Controlled
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Room Temperature). FTC/TDF tablets must be stored in the original
container. Each container is packaged with a child‐resistant screw
cap and contains a silica gel to protect the product from humidity.

Study/Programme Sites
Study/Programme Duration
Investigators
Other Partners & Collaborators
Sponsors/Donors
Publications/Key Presentations
to Date
Progress Update as at 11/2016
Frequency
of Donor Narrative Report
Overall Study/Project Contact
Briefing Owner and Date

FTC/TDF 200 mg/300 mg is available as Truvada®, a medication
approved by the U.S. Food and Drug Administration (FDA) for the
treatment of HIV‐1 infection and for PrEP to reduce the risk of
sexually acquired HIV in adults at substantial risk. Further
information on Truvada is available in the current package insert
available at http://rsc.tech‐res.com/safetyandpharmacovigilance
 Wits RHI Shandukani Research Centre (SRC)
 Other sites not specified
January 2017 ‐2018
 Dr Lee Fairlie, Principal Investigator
 Dr Masebole Masenya, Sub Investigator
IMPAACT
None as yet
N/A
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za)
Dr Lee Fairlie, Nov 2016

We are waiting for Protocol Amendment
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Project Brief: IMPAACT 2017
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives

Phase I/II Study of the Safety, Acceptability, Tolerability, and
Pharmacokinetics of Oral and Long‐Acting Injectable Cabotegravir
and Long‐Acting Injectable Rilpivirine in Virologically Suppressed
HIV‐Infected Children and Adolescents
Research in Paediatrics
The IMPAACT 2017 is a Phase I/II study being conducted to
establish if adolescents (and later younger children), infected with
HIV‐1 who are currently virologically suppressed on ART, remain
suppressed upon switching to a two‐drug intramuscular (IM) long‐
acting (LA) regimen of CAB LA plus RPV LA. The initial age group
studied will be adolescents aged 12 to < 18 years and results from
this initial age cohort may inform the study details in a protocol
amendment at a later date for a younger population.
Cohort 1 (continuing a background cART regimen)
 To confirm the doses for oral CAB followed by injectable CAB
LA in HIV‐infected, virologically suppressed adolescents by
evaluating:
1. Safety and multiple dose PK of oral CAB through
Week 4;
2. 2.1.1.2 Safety and multiple dose PK of CAB LA through
Week 16.
 To confirm doses for injectable RPV LA in HIV‐infected,
virologically suppressed adolescents by evaluating safety and
multiple dose PK of RPV LA through Week 16
Cohort 2 (discontinuing a background cART regimen)
 To assess the safety of CAB LA + RPV LA through Week 24 in
HIV‐infected, virologically suppressed adolescents.
Cohort 1
 To evaluate the tolerability and acceptability of CAB LA
through Week 16 in HIV infected, virologically suppressed
adolescents.
 To evaluate the tolerability and acceptability of RPV LA
through Week 16 in HIV infected, virologically suppressed
adolescents.
 Cohort 2
 To assess safety of oral CAB + oral RPV followed by CAB LA +
RPV LA through Week 48 in HIV‐infected, virologically
suppressed adolescents.
 To evaluate repeat‐dose pharmacokinetics of CAB LA + RPV
LA through Week 24, and through Week 48 in HIV‐infected,
virologically suppressed adolescents.
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Exploratory Objectives

Primary Endpoint/Outcome
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To assess antiviral activity of CAB LA + RPV LA through Week
24, and through Week 48 in HIV‐infected, virologically
suppressed adolescents.
 To evaluate the tolerability and acceptability of CAB LA + RPV
LA through Week 24, through Week 48, and through Week
96 in HIV‐infected, virologically suppressed adolescents
(Cohort 2).
 To evaluate the safety, antiviral and immunologic activity,
and characterize PK of CAB LA + RPV LA through Week 96 in
HIV‐infected, virologically suppressed adolescents (Cohort
2).
 To evaluate adolescent participant’s experience of CAB LA
and/or RPV LA, and parent/caregiver’s experience and
perceptions of adolescent acceptability and tolerability of
CAB LA and/or RPV LA (Cohort 1 and Cohort 2). 2.5.4 To
evaluate the tolerability and acceptability, and characterize
long‐term safety and PK through 48 weeks following
permanent discontinuation of CAB LA or RPV LA (Cohort 1)
Safety through Week 4 for oral CAB, through Week 16 (CAB LA or
RPV LA) for Cohort 1
Safety Outcome: All adverse events, regardless of grade
• Number of participants who:
1. Had Grade 3 or higher adverse events
2. Had Grade 3 or higher adverse events assessed as
related to study product/s
3. Had serious adverse events meeting ICH criteria
assessed as related to study product/s
4. Permanently discontinued study product due to
adverse events assessed as related to study
product/s
5. Died due to adverse events assessed as related to
study product/s
Safety through Week 24 for CAB LA+RPV LA for Cohort 2
Safety Outcome: All adverse events, regardless of grade
 Number of participants who:
1. Had Grade 3 or higher adverse events
2. Had Grade 3 or higher adverse events assessed as
related to study product/s
3. Had serious adverse events meeting ICH criteria
assessed as related to study product/s
4. Permanently discontinued study product due to
adverse events assessed as related to study
product/s
5. Died due to adverse events assessed as related to
study product/s

Secondary Endpoint/Outcome

Study Design (R)

Tolerability of CAB LA or RPV LA through Week 16 for Cohort 1
 Tolerability measures will include measures of side effects,
pain during and after injections, injection site reactions, and
perceptions of injections from comprehensive surveys of
adolescents
Acceptability of CAB LA or RPV LA through Week 16 for Cohort 1
 Acceptability measures will include assessments of
motivation for changing regimens, satisfaction with
treatment, preferences for injectable versus oral regimen,
quality of life, changes in attitudes towards the study
products from comprehensive surveys of adolescents
Safety through Week 48 for CAB LA+RPV LA for Cohort 2
Safety Outcome: All adverse events, regardless of grade
1. Number of participants who:
2. Had Grade 3 or higher adverse events
3. Had Grade 3 or higher adverse events assessed as related to
study product/s
4. Had serious adverse events meeting ICH criteria assessed as
related to study product/s
5. Permanently discontinued study product due to adverse
events assessed as related to study product/s
6. Died due to adverse events assessed as related to study
product/s
Virologic activity of CAB LA+RPV LA through Weeks 24 and 48 for
Cohort 2
 Outcome – Plasma HIV‐1 RNA
 Number of participants with HIV‐1 RNA >200 copies/mL,
missing HIV‐1 RNA, study treatment discontinuations
This is a Phase I/II, multi‐center, open‐label, non‐comparative study
to confirm the dose and evaluate the safety, tolerability,
acceptability, and PK of oral CAB, long‐acting injectable CAB (CAB
LA), and long‐acting injectable RPV (RPV LA) among up to 155
virologically suppressed HIV‐1 infected children and adolescents
aged 12 to < 18 years.
Up to 60 parents/caregivers of adolescent participants will also be
enrolled to take part in in‐depth qualitative interviews.
The study design includes two cohorts of participants and two
steps of study participation in each cohort.
Cohort 1, Step 1 and Cohort 2, Step 3 are both a lead‐in phase in
which participants will receive oral formulations of the study
products for at least 4 weeks, and up to 6 weeks (maximum). In
Cohort 1, Step 2 and Cohort 2, Step 4, participants will receive
injectable formulations of the study products. In each cohort,
participants will enter the study in the oral lead‐in phase (Step 1, or
Step 3) and then transition to the injectable phase (Step 2, or Step
4) if eligibility criteria for the injectable phase are met. Cohort 1
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Study arms (R)

Study population (R)

Study sample size (R)
Follow up/duration

Step 2 and Cohort 2 Step 4 participants, including those who
prematurely permanently discontinue injectable study product, will
continue on‐study for an additional 48 weeks after their last study
product injection, per the long‐term safety and washout PK follow‐
up (LSFU) schedule.
Cohort 1:
Up to 55 adolescents to achieve approximately 35 evaluable
receiving the oral followed by the LA dose of CAB (Cohort 1C) or
RPV (Cohort 1R), in addition to cART, which, passing safety and PK
guidelines, are recommended as dosing for Cohort 2. Cohort 1C
and Cohort 1R assignment is based on the
adolescent’s prestudy cART regimen. • Cohort 1C: Up to 30
adolescents to achieve approximately 20 evaluable for CAB. The
evaluable population will include at least 4 female adolescents, at
least 4 male adolescents, at least 5 adolescents weighing 35 kg to
less than 50 kg at study entry, and at least 5 adolescents weighing
at least 50 kg at study entry. • Cohort 1R: Up to 25 adolescents to
achieve approximately 15 evaluable for RPV. The evaluable
population will include at least 4 female adolescents, at least 4
male adolescents, at least 5 adolescents weighing 35 kg to less than
50 kg at study entry, and at least 5 adolescents weighing at least 50
kg at study entry.
Cohort 2:
Up to 155 adolescents may participate in Cohort 2. Up to 100
adolescents, who had not previously participated in Cohort 1, to
achieve approximately 70 evaluable, who had not previously
participated in Cohort 1, receiving the final recommended oral
followed by the LA doses of CAB and RPV. Adolescents who
participated in Cohort 1 (up to 55 participants) may continue study
participation in Cohort 2, if eligible, in addition to the up to 100
Cohort 2 participants newly enrolled to the study.
HIV‐1 infected children and adolescents, 12 to < 18 years

Up to 155 adolescents in total
Adolescents in Cohort 1 will be followed for up to 64 weeks.
Adolescents will be followed for at least four weeks in Step 1 (oral
phase) and at least 12 weeks in Step 2 (injection phase). All Step 2
adolescents will be followed (on cART, off study product) for up
to an additional 48 weeks as part of long‐term safety and washout
PK follow‐up after their last study product injection.
Adolescents in Cohort 2 will be followed for up to 144 weeks.
Adolescents will be followed for at least four weeks in Step 3 (oral
phase) and 92 weeks in Step 4 (injection phase). After completing
92 weeks of follow‐up in Step 4 (injection phase), Cohort 2
adolescents may continue access to injectable study products
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Study/Programme sites
Study/Programme duration

Intervention (R)

Operations
Investigators

Other Partners & Collaborators

through a mechanism external to the protocol, and will exit the
study
Wits RHI Shandukani Research Centre (SRC)
Approximately 5 years total. Accrual into Cohort 1 is expected to
require approximately three months. Following review of data from
Cohort 1 through Week 16, accrual into Cohort 2 is expected to
require approximately nine months. Adolescents in Cohort 2 will be
followed for up to three years
Cohort 1:
Cohort 1C: 30 mg CAB once daily orally for at least four weeks (up
to a maximum of 6 weeks) in addition to cART (Step 1 oral phase),
followed by single intramuscular injections of CAB LA every four
weeks over an eight‐week period (600 mg first injection, 400 mg
second and third injections) in addition to cART (Step 2 injection
phase). • Cohort 1R: 25 mg RPV once daily orally for at least four
weeks (up to a maximum of 6 weeks) in addition to cART (Step 1
oral phase), followed by single intramuscular injections of RPV LA
once every four weeks over an eight‐week period (900 mg first
injection, 600 mg second and third injections) in addition
to cART (Step 2 injection phase). Dose adjustments are not
anticipated but may occur as described in protocol Section 9 and
10.
Cohort 2:
30 mg CAB + 25 mg RPV once daily orally for at least four weeks,
and up to a maximum of 6 weeks, during Step 3 oral phase,
followed by intramuscular injections of CAB LA + RPV LA once every
four weeks for 92 weeks (for CAB LA 600 mg first injection and 400
mg subsequent injections; for RPV LA 900 mg first injection, 600 mg
subsequent injections) during Step 4 injection phase.
Study specific
 Dr Faeezah Patel, Principal Investigator
 Dr Lee Fairlie, Sub Investigator
 Dr Masebole Masenya, Sub Investigator
 Dr Elizea Horne, Sub Investigator
 Texas Children's Hospital
 University of California, UC San Diego
 Lurie Children's Hospital of Chicago
 Pediatric Perinatal HIV Clinical Trials Unit
 Boston Medical Center Pediatric HIV Program
 Jacobi Medical Center
 Seattle Children's Research Institute
 San Juan City Hospital
 SUNY Stony Brook
 Emory University School of Medicine
 The University of Southern California‐ LA
 University of Florida‐ Jacksonville
 South Florida CDTC Ft. Lauderdale
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Sponsors/Donors

Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at Jul 2020

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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Rush University Cook County Hospital
University of Colorado‐ Denver
Johns Hopkins University
David Geffen School of Medicine at UCLA
St. Jude Children’s Research Hospital
Bronx‐Lebanon Hospital Center
University of Puerto Rico Pediatric HIV/AIDS Research Program
The National Institute of Allergy and Infectious Diseases
(NIAID)
 The Eunice Kennedy Shriver National Institute of Child Health
and Human Development (NICHD)
IMPAACT 2017
None as yet
Protocol V 3.0 approved, Training for all site staff will be conducted
on the 23rd and 24th March 2021
Faeezah approved as PI
Monthly
Faeezah Patel (fpatel@wrhi.ac.za)
Hermien Gous (hgous@wrhi.ac.za)
Dr Hermien Gous and Faeezah Patel; May 2019

Project Brief: IMPAACT 2019
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

IMPAACT 2019
Phase I/II Study of the Pharmacokinetics, Safety, and Tolerability
of Abacavir/Dolutegravir/Lamivudine Dispersible and Immediate
Release Tablets in HIV‐1‐Infected Children Less than 12 Years of
Age
Version 2.0 dated 04 Sep 2019 with CM 1 dated 11 Jun 2020 and
CM 2 dated 14 Aug 2020
Research in Paediatrics
Overall Rationale
To date, DTG has only been studied as a single ARV formulation in
children. ABC/DTG/3TC (immediate release tablet marketed
as Triumeq®) is a safe, effective, and well‐tolerated “one pill,
once daily” regimen approved by the FDA and EMA for use in
adults and children weighing at least 40 kg (the EMA approval for
pediatric use is limited to children at least 12 years of age).
DTG has rapidly become a “preferred” agent for initial treatment of
HIV in adults, and more recently, children and adolescents six years
of age and older. Much of the safety, PK and dosefinding
evaluation for DTG in children was completed in the ongoing
IMPAACT P1093 and ODYSSEY studies. Internationally, the WHO
supports harmonization of ARV regimens across populations
including using the same regimen of ARVs in adult and pediatric
populations. As more experience with INSTIs become available, it is
presumed that this drug class will be identified as the candidate for
a universal regimen for adults, pregnant women and children. To
facilitate this goal, the safety and PK of dispersible tablet
ABC/DTG/3TC in young children must be defined.
This Phase I/II study will investigate the PK, safety and tolerability
of ABC/DTG/3TC in HIV infected children less than 12 years of age.
Given that DTG has demonstrated excellent virologic activity in
P1093 and has an increasing role as initial ARV therapy in adults
and older children, this study will include both ART‐naïve and ART‐
experienced children. ABC/DTG/3TC will be dosed by weight bands
across the age spectrum, consistent with the intended future
marketing of the product. Age‐based quotas have been specified to
help ensure that adequate PK, safety, and tolerability data are
collected among children less than six years of age as well as
children six years of age and older.
Previous experience in adults has demonstrated that the exposure
to DTG, ABC and 3TC in a fixed dose combination formulation is
consistent with each drug administered individually. This
information was provided as part of the application for Triumeq®.
Therefore, the DTG dosing recommendations from IMPAACT P1093
are not expected to differ when DTG is administered in
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a fixed dose combination. Nonetheless, a subset of children in each
weight band will undergo intensive PK approximately one week
after initiating ABC/DTG/3TC to evaluate for similar exposure to
DTG. Population PK will be evaluated among all study participants.
Rationale for Initial Dose Selection
The DTG doses selected for evaluation in this study are expected to
achieve DTG exposures similar to those observed with DTG 50 mg
twice‐daily in adults. The DTG doses are higher than those
previously evaluated but consistent with doses currently being
studied in IMPAACT P1093.
The higher expected exposures of DTG are due to the
coformulation of DTG, ABC, and 3TC in a single tablet; whereas the
doses of 3TC and ABC increase in sync to each other with body
weight,
the increase is not the same for DTG. Safety data available from
adults with higher DTG doses and exposures support the DTG doses
selected for evaluation in this study (31‐33).
The DTG doses selected for evaluation in this study are specified
within weight bands and are expected to be applicable to children
less than 12 years of age who weigh at least 6 kg. However,
as of the date of this protocol, limited data are available on DTG
dosing for children less than six months of age. Additional data
from the IMPAACT P1093 and ODYSSEY studies are expected
to become available for this age group in the near future. When
these data become available, the IMPAACT 2019 Protocol Team
will review them to determine whether the dosing specified for
this study is appropriate for children less than six months of age.
Until this review is conducted, accrual into this study will be
restricted to children six months of age and older. Once this review
is conducted, if the Protocol Team determines that the dosing
specified for this study is appropriate for children less than six
months of age, the restriction on accrual will be lifted. If the
Protocol Team determines that the dosing is not appropriate for
children less than six months of age, the restriction on accrual will
be maintained while alternative dosing and/or other protocol
modifications are developed for children less than six months of
age. Study sites will be notified of the outcome of the team’s
review and decision‐making via email.
The doses of ABC/3TC proposed for use in this study are consistent
with WHO recommended doses of ~16 mg/kg for ABC and ~8
mg/kg for 3TC in children. Exposures from these doses are
expected to achieve AUCs similar to those measured in ARROW,
PENTA13, and PENTA15, which examined the PK and efficacy of
once‐daily ABC/3TC in pediatric patients. A relative
bioavailability study is planned to provide reassurance of similar
exposures of ABC/3TC with use of the dispersible fixed dose
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combination tablet compared with the marketed
immediate release
fixed dose combination tablet.
Rationale for PK Targets
A minimum of five children in each weight band will undergo
intensive PK sampling with real time testing and review of intensive
PK outcomes for ABC, DTG, and 3TC to confirm
appropriate dose selection for each weight band. Dose
confirmation for each weight band will be based on PK (AUC0‐24h
for ABC, DTG, and 3TC, in addition to C24h for DTG) and safety
outcomes. Dose confirmation based on all three agents
reflects ViiV’s currently agreed PIP and PSP.
The DTG targets are similar to current targets for IMPAACT P1093.
These targets will continue to be evaluated and updated if needed
based on new findings from P1093. The weight band target
AUC0‐24h target range for DTG is based on the lower and upper
bounds of the 90% CIs for once and twice‐daily DTG dosing in
adults, respectively. The weight band target C24h target range for
DTG is based on 60% of once‐daily geometric mean exposures and
140% of twice‐daily geometric mean exposures in adults. The ABC
and 3TC AUC0‐24h targets are based on the minimum lower and
maximum upper bounds of the 90% CIs for predicted exposures
with once daily ABC/3TC weight band dosing with the tablet
formulation in children (summarized Table 3).
If the geometric mean AUC0‐24h for ABC, DTG, or 3TC and/or C24h
for DTG among the dose evaluable (refer to Section 3.2) children in
each weight band falls outside of the targeted range,
the Protocol Team will re‐evaluate the dose for that weight band
using all available PK data from this study in addition to PK results
from previous and ongoing studies of ABC, DTG, and 3TC.
Individual dose adjustments may also be performed if a child’s DTG
AUC0‐24h or C24h falls outside of the individual target ranges
outlined in Table 5. If a child requires an individual dose
adjustment, a repeat PK assessment may be performed for that
child, with an appropriate sampling hstrategy determined by the
Protocol Pharmacologists.
Rationale for Deferred Enrollment of Children Switching from an
NNRTI‐Containing Regimen
Children switching to the study drug regimen from an NNRTI‐
containing regimen (particularly a regimen containing etravirine,
efavirenz, or nevirapine) will not be included in the intensive PK
sampling as they may have decreased DTG exposure subsequent
to enzymatic induction by these agents. These children, however,
will have additional sparse sampling to better understand the PK
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of DTG when switching from an NNRTI‐containing regimen. A sub‐
study in adult patients switched from efavirenz or nevirapine to
DTG with rilpivirine (SWORD 1 and 2) examined
trough levels at Weeks 2, 4, 8, 24, and 48 following the switch, and
revealed that DTG trough concentrations were similar to levels in
patients not on an NNRTI regimen by Week 4 (34). No
dose adjustments to DTG were made following the transition from
efavirenz or nevirapine to DTG with rilpivirine, and trough levels
remained above the DTG IC90 at all time points
examined.
Note: Under certain pre‐specified conditions, and in consultation
with the Study Monitoring Committee (SMC), the Protocol Team
may consider expanding intensive PK sampling to children
switching to the study drug regimen from an NNRTI‐containing
regimen; refer to Section 9.5.1 for more information regarding this
potential option.
Rationale for Exploratory Evaluations
In addition to plasma PK evaluations, this study will characterize
phosphorylated 3TC and ABC moieties in PBMCs and dried blood
spots (DBS). The active moieties of ABC and 3TC are found
intracellularly and have been shown to correlate with ARV activity
in previous studies (28). Thus, examining intracellular levels
of carbovir‐triphosphate and lamivudine‐triphosphate in PBMCs
may provide additional insight into exposure‐response
relationships at the site of action with these agents.
DBS will be collected to characterize drug levels in this matrix and
compare levels to self reported adherence. This approach has been
studied with tenofovir disoproxil fumarate, tenofovir
alafenamide, and emtricitabine, for which concentrations of the
phosphorylated moieties can serve as measures of long‐ and short‐
term adherence to ARV therapy, respectively (35‐37).
Tenofovir‐diphosphate concentrations increase proportionally with
the number of doses taken per week, and thus this measure has
been integrated as a surrogate measure of adherence and
treatment outcomes in several HIV pre‐exposure prophylaxis (PrEP)
(25, 38‐40) and treatment (41, 42) studies. This same approach
could be applied with the phosphorylated moieties of ABC and
3TC.
Pharmacogenetic analyses will focus on single nucleotide
polymorphisms (SNPs) in genes that encode drug transporters and
metabolizing enzymes involved in the PK disposition of ABC,
DTG, and 3TC. The primary focus for initial pharmacogenetic
analyses will focus on SNPs that influence the PK of DTG, such as
UGT1A1 (rs8175317), for which individuals with low and
reduced activity (presence of *28 and/or *37 alleles) exhibit slower
clearance and higher DTG exposure (43).
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Primary Objectives

Secondary Objectives

Rationale for Adherence Evaluations
A variety of methods will be used to evaluate adherence to daily
administration of ABC/DTG/3TC in this study. For all children,
questionnaires will be administered at time points designated in
the Schedule of Evaluations. In addition, for children undergoing
intensive PK
sampling, more objective methods of assessing adherence such as
texted video, video streaming, and in‐person directly observed
therapy will be used to confirm daily dosing between enrollment
and the day of intensive PK sampling. Data obtained through these
methods will assist with determining whether failure to reach PK
targets is due to challenges with adherence or
administration versus actual PK differences in the pediatric study
population. Relationships between PK‐based adherence measures
and other adherence measures will be explored, which may
provide useful insights into selection of adherence measures to be
used in future pediatric studies.
The primary objectives of this study are to:
 Determine the steady‐state AUC0‐24h, Cmax, and C24h of
ABC, DTG, and 3TC and confirm the dosing of ABC/DTG/3TC
dispersible and immediate release tablets that achieves
 protocol‐defined PK targets for ABC, DTG, and 3TC in children
less than 12 years of age
 Evaluate the safety profile of 24 weeks of treatment with
ABC/DTG/3TC dispersible
 tablets and ABC/DTG/3TC immediate release tablets among
children less than 12 years of age
The secondary objectives of this study are to:
 Determine the PK of ABC, DTG, and 3TC, and clinical
covariates that influence PK disposition, among children less
than 12 years of age using population PK analysis of intensive
and sparse PK samples collected over 48 weeks of treatment
with ABC/DTG/3TC dispersible and immediate
release tablets
 Evaluate the safety profile of 48 weeks, and additionally up
to 144 weeks, of treatment
 with ABC/DTG/3TC dispersible tablets and ABC/DTG/3TC
immediate release tablets among children less than 12 years
of age
 Evaluate virologic and immunologic responses at 4, 24, and
48 weeks, and additionally up to 144 weeks, of treatment
with ABC/DTG/3TC dispersible tablets and ABC/DTG/3TC
immediate release tablets among children less than 12 years
of age
 Evaluate changes in lipid profiles at 24 and 48 weeks of
treatment with ABC/DTG/3TC dispersible tablets and
ABC/DTG/3TC immediate release tablets among children
less than 12 years of age
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Exploratory Objectives

Primary Endpoint/Outcome

Secondary Endpoint/Outcome
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Evaluate adherence to and palatability and acceptability of
ABC/DTG/3TC dispersible tablets and ABC/DTG/3TC
immediate release tablets among children less than 12
years of age at 4, 24 and 48 weeks of treatment
 Evaluate HIV‐1 genotypes and phenotypes among children
less than 12 years of age who experience virologic failure
while receiving treatment with ABC/DTG/3TC
dispersible tablets or ABC/DTG/3TC immediate release
tablets
The exploratory objectives of this study are to:
 Describe central nervous system effects, including sleep and
behavioral changes, that may occur over 24 weeks of
treatment with ABC/DTG/3TC dispersible tablets
and ABC/DTG/3TC immediate release tablets among children
less than 12 years of age
 Describe pharmacogenetic associations among children less
than 12 years of age receiving treatment with ABC/DTG/3TC
dispersible tablets and ABC/DTG/3TC immediate
release tablets
 Determine concentrations of phosphorylated ABC and 3TC
anabolites in PBMCs and DBS over 48 weeks of treatment
with ABC/DTG/3TC dispersible tablets and ABC/DTG/3TC
immediate release tablets among children less than 12 years
of age
 Examine relationships between PK‐based adherence
measures and other adherence measures
Geometric mean AUC0‐24h, Cmax, and C24h for ABC, DTG, and 3TC
based on analysis of intensive PK samples collected at Week 1
(AUC0‐24h and C24h to be compared within each weight band to
the PK targets specified All adverse events occurring through
Week 24
Participants with the following through Week 24:
‐ Grade 3 or Grade 4 adverse events assessed as related to
study drug
‐ Grade 5 adverse events assessed as related to study
drug
‐ Life‐threatening adverse events assessed as related to
study drug
‐ Serious adverse events assessed as related to study drug
‐ ‐ Adverse events assessed as related to study drug
that lead to permanent discontinuation of study drug
AUC0‐24h, C0h, C24h, Cmax, Tmax, CL/F, and t1/2 derived from
population PK modeling with sampling through Week 48
All adverse events occurring through Week 48
 Participants with the following through Week 48:
‐ Grade 3 or Grade 4 adverse events assessed as related to
study drug

‐

Study Design (R)

Grade 5 adverse events assessed as related to study
drug
‐ Life‐threatening adverse events assessed as related to
study drug
‐ Serious adverse events assessed as related to study drug
‐ Adverse events assessed as related to study drug
that lead to permanent discontinuation of study drug
• All adverse events occurring through Week 144
• Participants with the following through Week 144:
‐ Grade 3 or Grade 4 adverse events assessed as related to
study drug
‐ Grade 5 adverse events assessed as related to study
drug
‐ Life‐threatening adverse events assessed as related to
study drug
‐ Serious adverse events assessed as related to study drug
‐ Adverse events assessed as related to study drug
that lead to permanent discontinuation of study drug
HIV‐1 RNA through Week 48
• HIV‐1 RNA through Week 144
• Participants with:
‐ HIV‐1 RNA ≥200 copies/mL at Weeks 4, 24, and 48
(snapshot algorithm)
‐ HIV‐1 RNA ≥50 copies/mL at Weeks 4, 24, and 48
(snapshot algorithm)
• CD4+ cell count and percentage at Weeks 4, 24, and 48
• CD4+ cell count and percentage through Week 144
• Total cholesterol, HDL, LDL, and triglycerides at Weeks 24
and 48
• Parent/guardian reported adherence to study drug at
Weeks 4, 24, and 48
• Parent/guardian reported tolerability (i.e., palatability and
acceptability) of study drug at Weeks 4, 12, 24, and 48
• ARV resistance mutations at time of virologic failure (and at
entry for children with resistance identified at time of
virologic failure)
This is a Phase I/II, multi‐site, open‐label, multiple dose, non‐
comparative PK and safety study ofABC/DTG/3TC dispersible
tablets and immediate release tablets in ART‐naïve and
ART experienced
HIV‐1‐infected children less than 12 years of age.
The study will be conducted among at least 50 and up to 75
children.
At least 25 children will be less than six years of age and at least 25
will be six to less than 12 years of age. Children will be enrolled in
weight bands.
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Study arms
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Two alternative dispersion volumes for preparation of dispersible
tablets will be considered.
Accrual into all weight bands will occur concurrently, and the age‐
based quotas will apply across
weight bands. Accrual into the study overall will continue until
study drug dosing has been confirmed for each weight band and
the age‐based quotas have been met. There is no prespecified
maximum number of children who may be enrolled in each weight
band; the Protocol Team will closely monitor accrual into each
weight band and may pause and subsequently close
or resume accrual into individual weight bands in an effort
to assure balance across the weight bands.
At the outset of study implementation, accrual into weight band #1
will be restricted to children six months (180 days) of age and older
. Once the Protocol Team has confirmed that data are available to
support the specified weight band dosing for children less than six
months of age, this restriction will be lifted. If the Protocol Team
determines that the specified dosing is not appropriate for children
less than six months of age, the restriction on accrual will be
maintained while alternative dosing and/or other protocol
modifications are developed for children less than six months of
age.
ART‐naive children will initiate treatment with the study drug
regimen, ABC/DTG/3TC, at enrollment. ART‐experienced children
will switch from their pre‐study ART regimen to
ABC/DTG/3TC at enrollment. For all children, the first dose of study
drug is expected to be taken on the day of enrollment or the day
after enrollment.
Use of ABC/DTG/3TC and evaluations to assess safety, adherence,
tolerability (i.e., palatability and acceptability), virologic and
immunologic response, and lipid profiles will continue through
48 weeks of follow‐up. Specimen collection for PK evaluations will
also continue through 48weeks of follow‐up. Scheduled follow‐up
is generally expected to be completed at the Week 48 Visit,
but may be continued for up to an additional 96 weeks for children
who are deriving benefit from ABC/DTG/3TC but do not otherwise
have access to ABC/DTG/3TC from a non‐study source. For these
children once ABC/DTG/3TC becomes available from a non‐study
source, study participation will be discontinued with transition
into local standard HIV care and treatment. For children who are
not deriving benefit from ABC/DTG/3TC, or who are deriving
benefit and have access to ABC/DTG/3TC from a nonstudy source,
the transition into local standard HIV care and treatment will occur
upon
completion of the Week 48 Visit.
Single arm open label

Study population (R)

Study sample size (R)

Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention (R)

Operations
Investigators

Other Partners & Collaborators

This study will be conducted among at least 50 and up to 75 HIV‐1‐
infected children who will be selected
At least 25 children will be less than six years of age and at least 25
will be six to less than 12 years of age.
This study will be conducted among at least 50 and up to 75 HIV‐1‐
infected children who will be selected
At least 25 children will be less than six years of age and at least 25
will be six to less than 12 years of age.
Scheduled follow‐up is generally expected to be completed at the
Week 48
Visit, but may be continued for up to an additional 96 weeks for
children who are deriving benefit
SHANDUKANI RESEARCH CENTRE
48 Weeks or up to 144 Weeks if children are found to be deriving
benefit from continuing on study
Dispersible tablets containing 60 mg ABC, 5 mg DTG, and 30
mg 3TC
and immediate release tablets containing 600 mg ABC, 50 mg DTG,
and
300 mg 3TC, administered for at least 48 weeks and up to 144
weeks in
weight bands as follows:
Weight Band ‐ Formulation
(Daily Dose of ABC/DTG/3TC)
#1 6 to less than 10 kg ‐ 3 dispersible tablets
(180/15/90 mg)
#2 10 to less than 14 kg ‐ 4 dispersible tablets
(240/20/120 mg)
#3 14 to less than 20 kg ‐ 5 dispersible tablets
(300/25/150 mg)
#4 20 to less than 25 kg ‐ 6 dispersible tablets
(360/30/180 mg)
#5 25 kg or greater ‐ 1 immediate release tablet
(600/50/300 mg)
Study specific
Dr Faeezah Patel
Dr Elizea Horne
Dr Maysseb Masenya
Dr Stacy Lee Sigamoney
Dr Mrinmayee Dhar
Dr Gabriella Benade
Othusitse Segalo
Tiffany Seef
NIAID
VIIV
GSK
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Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at Mar 2021
Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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DAIDS
NIAID
NICHD
NIl
None as yet
Active and enrolling currently
Monthly
Faeezah Patel (fpatel@wrhi.ac.za)
Hermien Gous (hgous@wrhi.ac.za)
Dr Hermien Gous and Faeezah Patel; March 2021

Project Brief: Janssen ENSEMBLE: VAC31518COV3001
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives (1/2)

Secondary Objectives (2/2)

Primary Endpoint/Outcome

Study Design (R)
Study arms (R)

A Randomized , Double ‐Blinded, Placebo‐Controlled Phase 3 Study
to assess the Efficacy and safety of Ad26.COV2.S for the Prevention
of SARS‐CoV‐2‐mediated COVID‐19 in Adults Aged 18 Years and
Older.
Research (Adults)
The development of a vaccine for Coronavirus disease ‐19 (COVID‐
19) will be critical for containing the current outbreak and
preventing future outbreaks, as no vaccine is currently available.
Janssen is developing a vaccine for the prevention of SARS‐CoV‐2‐
mediated COVID‐19 in adults.
In this study efficacy, safety and Immunogenicity will be evaluated
in adults living in or going to locations with high risk of SARS‐CoV‐2
infection after vaccine administration.
To demonstrate the efficacy of AD26.COV2.S in the prevention of
molecularly confirmed moderate to severe/critical COVID‐19, as
compared to Placebo, in SARS‐CoV‐2 Seronegative adults.
Prevention of molecularly confirmed, moderate to severe/critical
COVID‐19, as compared to Placebo.
Efficacy of Ad26.COV2.S in the prevention of molecularly
confirmed, moderate to severe/critical COVID‐19 in SARS‐CoV‐2
Seronegative adults, as compared to Placebo, with onset 1 day
after study vaccination.
Effect of Ad26.CoV2.S requiring medical intervention(based on
objective criteria) compared to Placebo.
Effect of Ad26.COV2.S on SARS‐CoV‐2 viral RNA load compared to
Placebo for moderate to severe/critical COVID‐19
Effect of Ad26.COV2.S on
• molecularly confirmed mild COVID‐19
• COVID‐19 as defined by US FDA harmonized case definition
• all molecularly confirmed symptomatic COVID‐19, as
compared to placebo
• occurrence of asymptomatic or undetected infections with
SARS‐CoV‐2, as compared to placebo
First occurrence of molecularly confirmed moderate to
severe/critical COVID‐19, with onset at least 28 days post
vaccination
This is a randomized, Double‐Blind , Placebo‐Controlled Phase 3
Study. Enrolment will be staggered in 2 stages.
Stage 1
1A Healthy ≥ 18 to <60 year old adults without relevant
comorbidities
1B ≥ 18 to < 60 year old adults with and without relevant
comorbidities
Stage 2. To enrol minimum of 25% of study population
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Study population (R)
Study sample size (R)
Follow up/duration
Study/Programme sites
Study/Programme duration
Investigators

Other Partners & Collaborators
Sponsors/Donors
Publications/key presentations
to date
Progress Update as at March
2021

2A Healthy ≥ 60 year old adults without relevant comorbidities
2B ≥ 60 year old adults with or without relevant comorbidities
Adults 18 Years and Older
Between 30,000 to 60,000 adult participants will be enrolled and
randomized 1:1 to 1 of 2 groups.
Study Participants will be followed‐up for 2 years and 1 Month.
COVPN and IQVIA multinational sites
The total duration of the study will be 24 months from the day of
enrolment for all participants.
Dr Faeezah Patel, Principal Investigator
Dr Elizea Horne, Co‐Principal Investigator
Dr Lee Fairlie, Sub Investigator
Dr Masebole Masenya, Sub Investigator
Dr Gabrielle Benade, Sub Investigator
Dr Alden Nicholas Geldenhuys, Sub Investigator
CoVPN, HVTN and IQVIA
Janssen Pharmaceutical Companies of Johnson Johnson
Nil to date

Completed Enrollment by 09 Dec 2020

Enrolled 100 Participants
(Enrollment was stopped due to reduced number of participants
required for completion of the study from 60 000 to approximately
40 000. The reduction was due to an increase in incidence of COVID
19 infection since the study was planned and initiated across all
participating countries and the reduction helped generate data
needed to determine the safety and efficacy of Janssen’s COVID‐
19 19 Vaccine)

Submitted Request for Approval
for “Emergency Use Authorization” (EUA).

2 Participants terminated early due to non‐compliance.

2 Participants Withdrew Consent
Frequency of donor narrative Annual
report
Overall Study/Project Contact
Dr Hermien Gous (hgous@wrhi.ac.za)
Briefing owner and date
Dr Hermien Gous 22 Oct 2020
Dr Faeezah Patel
Dr Elizea Horne 22 Oct 2020
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Project Brief: MESA‐TB Gates MRI
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives
Secondary Objectives

Primary Endpoint/Outcome

Secondary Endpoint/Outcome

Study Design (R)

A randomized, placebo‐controlled, observer‐blind, phase 2 study to
evaluate
safety and immunogenicity of the investigational
M72/AS01E Mycobacterium tuberculosis (Mtb) vaccine in virally
suppressed, antiretroviral‐treated participants with human
immunodeficiency virus (HIV)
Research (16‐35 years) HIV positive on HAART with history of INH
prophylaxis
Published phase 1 and 2 randomized, controlled trials evaluating
M72/AS01E vaccination in individuals with HIV who were receiving
antiretroviral therapy (ART) show that a 2‐dose schedule of the
vaccine given one month apart is well‐tolerated and immunogenic
in this
population. This current study intends to confirm that the vaccine
is safe, well‐tolerated, and immunogenic in a larger population of
people with virally suppressed HIV infection in a tuberculosis (TB)
endemic region.
To assess the safety and reactogenicity of M72/AS01E vaccination
• To assess the safety of M72/AS01E vaccination
• To assess the humoral immunogenicity of M72/AS01E
vaccination
• To assess the cellular immunogenicity of M72/AS01E
vaccination
• Solicited adverse events (AEs) through 7 days post each dose
of study intervention
• Unsolicited AEs through 28 days post each dose of
study intervention
• All serious adverse events (SAEs) through end of study
• Potential immune‐mediated diseases (pIMDs) through end of
study
• Safety laboratory assessments grade 3 or above through end
of study
• M72‐specific antibody concentrations pre‐ and
postvaccination through the end of the study
‐ Frequency, magnitude and polyfunctionality of
M72‐ specific CD*4+ and CD8+ T‐cell responses measured
by intracellular cytokine staining (ICS) pre‐ and
postvaccination through the end of the study
This is randomized, observer‐blind, placebo‐controlled, clinical trial
of M72/AS01E tuberculosis vaccine vs. placebo in approximately
400 males and females between
16 to 35 years of age inclusive, who are living with HIV infection,
and are virally suppressed
(i.e., viral load < 200 copies per mL) on ART.
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Study arms (R)

Study population (R)
Study sample size (R)
Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention (R)
Operations
Investigators

Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at Jul 2020
Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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Intervention groups: 2 study groups (M72/AS01E group and
placebo group), will each receive 2
vaccinations administered intramuscularly (IM) in the deltoid
muscle, preferably of the nondominant
arm, one month apart (at Day 1 and Day 29).
Adolescents 16‐35 Years of age
Approximately 400 participants will be enrolled.
The study duration for each participant is approximately
390 days, which includes a maximum of 30 days for screening, 2
vaccinations 1 month apart,
and 365 days of follow‐up post dose 2. Enrolment is expected to
take approximately 6 months.
WRHI, CAPRISA, SATVI, Aurum, Desmond Tutu, Ekhaya Vac
Project started Nov ‐2020 to end ? Dec 2022
M72/ASO1E / Normal saline
Dr Lee Fairlie, Principal Investigator
Dr Masebole Masenya, Sub Investigator
Dr Faeezah Patel, Sub Investigator
Dr Elizea Horne, Sub Investigator
AQVIA, BARC,
Bill and Melinda Gates Medical Research Institute (Gates MRI)

Enrolled:
On study:

02
02

Withdrawal 0

Dr Hermien Gous (hgous@wrhi.ac.za)
Dr Lee Fairlie Mar 2021 reviewed Dr Hermien Gous Mar 2021

Project Brief: MIP Longitudinal Study (OPPTIM)
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Optimising maternal viral load testing and infant HIV testing to
improve postnatal PMTCT outcomes in HIV‐infected women and
their children
NEW title: OPPTIM
(Optimised Postpartum PMTCT Testing for Infants and their
Mothers)
Maternal and Child Health
The prevention of mother‐to‐child transmission of HIV (PMTCT) is
the most successful HIV prevention intervention globally. In 2015
South Africa adopted the WHO’s “Option B+” PMTCT strategy:
lifelong antiretroviral therapy (ART) for all HIV‐positive pregnant
and breastfeeding women, regardless of CD4 count. However the
early effectiveness of PMTCT, especially in low resource settings, is
largely centered on pregnant women and early infant diagnosis
with less emphasis on preventing transmission to infants born to
HIV‐positive women further along the PMTCT cascade. For
example, in the City of Johannesburg (CoJ), despite the
recommendation in the South African National Department of
Health (SANDoH) guidelines for an integrated approach to
maternal and child health, maternal HIV re‐testing postpartum,
infant testing beyond 10 weeks and maternal viral load testing are
currently not well integrated into the Expanded Programme for
Immunisation (EPI). These interventions are intended to reduce
postpartum HIV transmission, as the postpartum period is a
recognised high risk period for poor maternal adherence to ART
and subsequent transmission of HIV to infants. There are few
studies that have evaluated this integrated approach, mainly
reporting on EPI coverage rates and maternal and infant testing
rates, but not evaluating additional maternal care such as
adherence to ART and viral load testing. Current programme
indicators on infant HIV testing, beyond early infant testing, are
difficult to interpret because of difficulties with data quality and
accurate denominators. It is important to note that there are
currently no postpartum programme indicators on maternal re‐
testing or maternal viral load monitoring. Poor implementation of
postpartum HIV testing and monitoring of HIV‐infected women
and/or recording of these activities has resulted in a void of
information on the maternal and infant HIV incidence in the
postpartum period in this high maternal HIV prevalence setting.
To compare viral load suppression rates (viral load<1000
copies/ml) between HIV‐positive postpartum women on first line
ART, receiving a package of enhanced viral load monitoring with
viral load point of care testing to those receiving standard of care
lab‐based viral load monitoring
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Secondary Objectives

Primary Endpoint/Outcome

Secondary Endpoint/Outcome

Study Design

Study population

Study sample size
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To determine the proportion of HIV‐exposed children who test
positive at 6, 9, 12, 18, 21 an 24 months using HIV rapid tests and
an EID point of care test
Identify an appropriate package of services for viral load
monitoring for HIV positive women during the postnatal period,
incorporating the use of point of care viral load testing
Identify an appropriate testing algorithm for HIV exposed infants
in the PMTCT era, incorporating point of care PCR testing and HIV
rapid testing.
This study is a non‐blinded randomized controlled trial with
longitudinal follow‐up of HIV‐positive women and their children up
to 24 months postpartum. At enrolment (infant age of 6‐14
weeks), participants will be randomized to either the Standard of
Care (SOC) viral load monitoring arm (Arm 1) or the Enhanced Care
viral load monitoring arm (Arm 2). In arm 1, standard of care
laboratory‐based viral load testing will be done in HIV‐positive
mothers. In arm 2, 3 monthly viral load testing using POCT will be
done in HIV‐positive mothers. All enrolled infants will be tested for
HIV with EID POCT and HRT at study entry, 6, 9, 12, 18, 21 & 24
months. Socio‐demographic, PMTCT, sexual and reproductive
health and adherence information will be collected through
interviewer‐administered questionnaires for women. Feasibility
and acceptability of POCT questionnaires will be completed by
both women and health care workers at the study clinics.
The study population will comprise of consenting mother‐infant
pairs from three urban primary health care clinics, Hillbrow
Community Health Centre, Malvern clinic and Esselen clinic in sub‐
district F, City of Johannesburg, an HIV burden among the highest
in South Africa.
For the primary objective, all HIV‐positive postpartum women
(aged ≥14 years) on first line ART, who have given birth to a live
infant and who are attending an EPI clinic for a 6‐, 10‐ or 14‐week
immunization visit with their infant at one of the three study sites
will be considered for inclusion.
For the secondary objective, all HEU infants of the mothers
enrolled for the primary objective, attending an EPI clinic at 6‐, 10‐
or 14‐weeks at the study sites. Women may be enrolled
independently, even if their infant is not enrolled on the study for
whatever reason; including refusal of consent for infant
participation or death of an infant after study enrolment.
This study will recruit a minimum of 476 HIV‐positive mothers and
their HEU infants over a 4‐month period at the 3 health facilities.
Of the estimated 595 eligible women anticipated at these facilities,
we anticipate recruiting at least 80% (N=476). Of these, based on
previous studies, we anticipate a maximum loss‐to‐follow‐up
proportion of 20%. Power calculations are based on the primary
objective only. In a study conducted in South Africa, where

Follow up/duration

Study/Programme sites

Study/Programme duration
Investigators
Sponsors/Donors
Progress Update

Overall Study/Project Contact

breastfeeding cessation is recommended at 12 months for HIV
positive women, Hoffman et al (2016) reported 70% viral
suppression 12 months postpartum among 103 women. We
believe that a similar rate of suppression will be found in routine
public health clinics in South Africa (i.e., Arm 1 (Standard of Care
Arm) at our study sites). Using PoC viral load monitoring and doing
viral load monitoring more frequently in Arm 2 (Enhanced viral
load monitoring arm), we anticipate achieving at least 85% viral
suppression in HIV‐positive women at 18 months postpartum.
The study will be conducted for 24 months with participant follow‐
up of up to 18 months.
The study conduct has been extended for a further 12 months with
an addition 6 months of participant follow‐up of up to 24 months
(OPPTIM+ Extension)
This study will be conducted in two primary care clinics, Malvern
and Hillbrow in Region F, a densely populated, highly mobile
population in inner city Johannesburg, South Africa.
24 months; extended to 36 months in March 2020.
Dr Lee Fairlie, Prof Gayle Sherman, Ms. Shobna Sawry, Dr Candice
Fick & CDC colleagues.
Centers for Disease Control and Prevention (CDC) & UNICEF
Study commenced with recruitment in July 2018.
Enrolment was concluded in April 2019.
Follow‐up till 18 months has been completed.
Currently conducting 21‐ and 24‐months visits for participants.
Final visits to be concluded by April 2021.
Dr Lee Fairlie (LFairlie@wrhi.ac.za) and Shobna Sawry
(ssawry@wrhi.ac.za )
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Project Brief: MK 8591A‐028
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives

A Phase 2 Clinical Study to Evaluate the Pharmacokinetics, Safety,
and Efficacy of Doravirine/Islatravir in Adolescents with HIV‐1
Infection who are Virologically Suppressed, are ≥12 to <18 Years of
Age, and Weigh ≥35 kg
Research Pediatric
With anticipation of lifelong treatment, long term tolerability and
safety of antiretrovirals have become increasingly important for
pediatric patients. Accumulating evidence shows simplified 2‐drug
regimens can achieve efficacy and improve tolerability
comparable to that of 3‐drug regimens. A 2‐drug regimen could
mean fewer potential DDIs, and a lesser likelihood of safety or
tolerability issues compared to 3‐drug regimens.
DOR/ISL has the potential to be an ideal 2‐drug regimen for adult
and pediatric patients for the treatment of HIV‐1
Primary Objectives:
 To evaluate the steady‐state plasma pharmacokinetic profile
of ISL and DOR as assessed by intensive pharmacokinetic
sampling on Day 28 in the Intensive PK Cohort
 To evaluate the steady‐state intracellular pharmacokinetic
profile of ISL‐triphosphate in peripheral blood mononuclear
cells on Day 28 in the Intensive PK Cohort
 To evaluate the safety and tolerability of DOR/ISL as assessed
by review of the accumulated safety data through Week 24






Tertiary Objectives/ Exploratory




Page 116 of 197
Wits RHI Project Briefs 2021

To evaluate the safety and tolerability of DOR/ISL as
assessed by review of the accumulated safety data
through study duration
To evaluate the antiretroviral activity of DOR/ISL as
assessed by the percentage of participants with the
following at Weeks 24
and 48:
‐ HIV‐1 RNA ≥50 copies/mL
‐ HIV‐1 RNA <50 copies/mL
To evaluate the immunologic effect of DOR/ISL as
measured by change from baseline in CD4+ T‐cell count at
Weeks 24 and 48
To evaluate the development of viral drug resistance to
DOR or ISL in participants who receive DOR/ISL
To evaluate the pharmacokinetics of ISL and DOR as
assessed by sparse pharmacokinetic sampling through
Week 48
To explore the relationship between genetic variation and
response to the treatment(s) administered, and

Endpoint/Outcome

mechanisms of disease. Variation across the human
genome may be analyzed for association with clinical data
collected in this study
1. Pharmacokinetic Endpoints:
 Plasma PK
PK samples collected for analysis of ISL and DOR plasma
concentrations will be used to calculate the steady‐state
plasma AUC0‐24 and Cmax, and C24 (for DOR only).
These results will confirm that adequate exposures of ISL
and DOR are achieved in adolescents ≥12 to <18 years of
age weighing ≥35 kg and will support dosing
recommendations in the pediatric population. As DOR/ISL
is anticipated to be chronically dosed, steady‐state PK
endpoints are the most appropriate endpoints.
Intensive plasma PK samples will be collected from the
Intensive PK Cohort participants. In addition to these
results, data from sparse plasma PK sampling collected
from all participants will be used in population PK models
for ISL and DOR levels.
 PBMC PK
PBMC PK samples collected from the Intensive PK Cohort
participants (Section 8.6) will be used to evaluate
intracellular ISL‐TP levels, the active anabolite resulting
from ISL dosing. Intracellular PBMC trough levels (C24)
are a better predictor of efficacy than the exposure (AUC)
and can be used along with in vitro potency values to
predict efficacy against both wild‐type virus and mutant
variants.
2. Safety Endpoints
Safety evaluations will include physical examinations
(including vital signs) and laboratory tests (haematology,
chemistry, and urinalysis). AEs will be evaluated at each
visit and assessed according to the study guidelines.
Participants may be asked to return for unscheduled visits
to perform additional safety monitoring. Efficacy
Endpoints The key efficacy endpoint in this study is
plasma HIV‐1 RNA ≥50 copies/mL. Eligible participants in
the adolescent population being studied are virologically
suppressed, with HIV‐1 RNA
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3. Efficacy Endpoints

Study Design

The key efficacy endpoint in this study is plasma HIV‐1 RNA ≥50
copies/mL. Eligible participants in the adolescent population being
studied are virologically suppressed, with HIV‐1 RNA <50
copies/mL at baseline. The assessment of interest is the
percentage of participants who are unable to maintain virologic
suppression after switching to a new antiretroviral regimen.
Clinical studies of antiretroviral agents in multiple drug classes
have demonstrated that virologic suppression of HIV‐1 RNA to <50
copies/mL reflects a clinically relevant standard used across
development programs for antiretroviral therapies and in clinical
practice [Vandenhende, M. A., et al 2015]. Suppressing HIV‐1 RNA
to <50 copies/mL preserves the immune system and minimizes the
risk of opportunistic infections and disease progression.
This is a Phase 2 nonrandomized, noncomparative, multi‐site,
open‐label study to evaluate PK, safety, tolerability, and efficacy of
DOR/ISL in adolescents with HIV‐1 who have been virologically
suppressed for ≥3 months on a stable oral 2‐drug or 3‐drug cART
(±PK booster). Approximately 30 participants will be enrolled to
receive DOR/ISL at the adult dose [DOR (100 mg)/ISL (0.75 mg) FDC
tablet administered QD] through Week 48. Participants will be
required to discontinue use of their current suppressive ART
regimen and receive only DOR/ISL as ART during the study.
Approximately 10 participants who provide consent for intensive
PK sampling (plasma and PBMC) on Day 28 will comprise the
Intensive PK Cohort. Results from evaluation of the Intensive PK
Cohort will be used for dose confirmation of ISL and DOR. All
participants, including those in the Intensive PK Cohort, will
undergo sparse plasma PK sampling at prespecified visits during
the study.
All participants will be evaluated for efficacy of DOR/ISL to
maintain virologic suppression based on predefined, clinically
significant, and confirmed viremia. Any participants with confirmed
viremia, will be assessed for development of viral drug resistance
and potential discontinuation from study intervention. Participant
safety will be monitored by an eDMC who will perform periodic
reviews of safety data throughout the study. Details regarding
eDMC will be provided in a charter. At the end of Week 48, there
will be a mechanism for all eligible participants to continue
receiving study intervention without interruption until it becomes
commercially accessible.
Scientific Rationale for Study Design: The open‐label,
nonrandomized, PK‐confirmatory study design is consistent with
recent published regulatory guidance for conducting clinical
studies in the pediatric population [Food and Drug Administration
2019]. Aligned with this guidance, the known clinical and
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pharmacological profile of DOR/ISL provides sufficient support to
safely evaluate DOR/ISL in adolescents living with HIV‐1 in parallel
with the pivotal Phase 3 clinical studies in adults. Conducting adult
and adolescent studies in parallel accelerates the development of
antiretrovirals in the pediatric population, providing clinically
meaningful information about the use of DOR/ISL for the
treatment of HIV‐1 in adolescents earlier and more efficiently.
Study Arms
Study Population

Study Sample Size

Follow‐up/Duration

Study/Programme Sites

Study/Programme Duration
Intervention

DOR/ ISL (DOR=Doravirine; ISL=Islatravir; QD=once daily)
Adolescent participants with HIV‐1 who are ≥12 to <18 years of
age, weighing ≥35 kg, and have been virologically suppressed for
≥3 months on any stable oral 2‐drug or 3‐drug cART (± PK booster)
and Treatment Naïve, will be enrolled in this study.
Virologically suppressed Cohort (10 Intensive PK + 20 Non‐
Intensive PK participants)
Treatment Naïve Cohort (15 participants)
Each participant will participate in the study for approximately 60
weeks from the time the participant signs the Informed Consent
Form through the final contact. After a screening phase of up to 45
days, participants will receive daily study intervention for
approximately 48 weeks. Participants who discontinue study
intervention will be followed as described in the protocol.
South African allocation:
 Wits RHI Shandukani Research Centre (SRC) (Dr Lee Fairlie)
 Perinatal HIV Research Unit (Dr Avi Violari)
 Durban Site (Prof Moherhdran Archary)
 Rahima Moosa Mother and Child Hospital (Dr Renate Strehlau)
Start Date: June 2021
Estimated End Date: Jun 2024
Islatravir ISL is the first member of a new class of antiretroviral
agents, known as NRTTIs, which block HIV‐1 reverse transcriptase
by novel mechanisms of action. ISL is an inactive nucleoside analog
that is converted to the pharmacologically active triphosphate (ISL‐
TP) form via endogenous intracellular kinases. It acts through
multiple mechanisms, including immediate chain termination by
blocking translocation and delayed chain termination by
preventing nucleotide excision [Michailidis E 2014]
ISL is differentiated from other HIV‐1 antiretrovirals by its high
potency, long half‐life, favorable drug resistance profile, and broad
pharmacologic distribution. ISL (at the proposed dose of 0.75 mg
QD) achieves higher steady‐state IQs (the ratio of drug exposure to
viral susceptibility [Ctrough/IC50]) against wild‐type HIV‐1 than any
NRTI currently approved for treatment. It also exhibits potent in
vitro activity against the most prevalent NRTI resistance‐associated
mutations, including M184V/I and TAMs.
Doravirine DOR, a potent NNRTI with demonstrated efficacy and
good tolerability, was first approved for the treatment of HIV‐1
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infection by the FDA and the EMA in 2018. DOR is differentiated
from other NNRTIs by its distinct resistance profile, low likelihood
of selection for viral resistance in vivo, and low potential for DDIs.
As compared to Efavirenz, DOR had fewer CNS‐related AEs in
Phase 3 studies. DOR exhibits potent activity against both wild‐
type HIV‐1 virus and frequently transmitted NNRTI‐resistance‐
associated substitutions (e.g., K103N, Y181C, G190A, and E138K).
The safety and efficacy profiles of DOR have been well
characterized in Phase 3 clinical studies conducted in treatment‐
naïve adult participants [Orkin, C., et al 2018] [Molina, J. M., et al
2018] and in virologically suppressed adult participants switching
from a stable antiretroviral regimen (MK‐1439A Protocol 024).
Doravirine/Islatravir DOR/ISL is an FDC tablet containing DOR (100
mg) and ISL (0.75 mg) administered as a single tablet QD. DOR and
ISL represent 2 distinct classes of antiretrovirals that inhibit reverse
transcription by different mechanisms. Based on the profiles of
each of these drugs and data available to date, the combination
DOR/ISL is expected to be safe, well tolerated, and highly
efficacious, with a high barrier to resistance. The combination has
demonstrated additive antiretroviral activity in vitro and has
suppressed emergence of resistance at clinically relevant
concentrations. DOR and ISL have been studied in a Phase 1 fixed‐
sequence, 2‐period, multiple‐dose, drug interaction clinical study
(MK‐8591 Protocol 10). This study indicated no clinically
meaningful interactions between DOR and ISL. The combination of
DOR and ISL (administered as single‐entities, ISL+DOR) is being
evaluated in an ongoing randomized Phase 2 study (MK‐8591
Protocol 011) in approximately 90 treatment‐naïve adult
participants with HIV‐1. Participants were initially assigned to
receive either ISL+DOR and 3TC or an FDC of DOR, 3TC, and TDF
(DOR/3TC/TDF). Participants receiving ISL+DOR+3TC who achieved
HIV‐1 RNA discontinue 3TC at Week 24) while continuing DOR+ISL.
At Week 48, the percentage of participants with HIV‐1 RNA 200
copies/mL cutoff. As such, no participant met the criteria for
resistance testing. ISL+DOR, administered with 3TC or alone as a 2‐
drug regimen, had a favorable safety and tolerability profile
through Week 48, comparable to that of DOR/3TC/TDF
Operations
Investigators

Other Partners & Collaborators
Sponsors/Donors
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Study Specific
 Dr Lee Fairlie, Principal Investigator
 Dr Faeezah Patel
Dr Elizea Horne
• None
• Merck Sharp & Dohme Corp, a subsidiary of Merck & Co, Inc.
(hereafter referred to as the Sponsor or MSD)

Publications/Key Presentations
to Date
Progress Update as at Jun 2021
Frequency of Donor Narrative
Report
Overall Study/Project Contact
Briefing Owner and Date

•

None as yet

Screened: 3
• Enrolled: 0
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za)
Shini Moaisi 21 Jun 2021
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Project Brief: MTN 042
Full Title of Study/Programme

Technical Focus Area
Rationale

Phase 3B, Randomized, Open Label Safety and Pharmacokinetic
Trial of Dapivirine Vaginal Ring (VR) and Oral FTC/TDF Use in
Pregnancy
Research (Maternal)
The purpose of MTN‐042, a multicenter, prospective, open‐label,
randomized phase 3b is to characterize the safety, adherence, and
acceptability of the DPV VR (25 mg), inserted every 4‐
weeks, and once‐daily, Truvada (200 mg FTC/300 mg TDF) tablet
used by African women during pregnancy. This study will further
elucidate safety during pregnancy by testing the hypothesis that
the administration of the DPV VR and Truvada will both be safe and
well tolerated by women and their foetuses/infants so that women
will experience similar rates of adverse pregnancy outcomes with
either the DPV VR or Truvada compared to the general

population.
Primary Objectives

Secondary Objectives

Exploratory Objectives

Primary Endpoint/Outcome
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Maternal and Infant Safety:
To describe the maternal and infant safety profile
associated with study product exposure during pregnancy
Pregnancy Outcomes:
To describe the pregnancy outcomes associated with study
product exposure during pregnancy
Pregnancy Complications:
To describe pregnancy complications associated with study
product exposure during pregnancy
Infant Drug Levels:
To describe infant levels of study drugs associated with study
product exposure during pregnancy
Adherence:
To characterize adherence to open label use of the DPV VR (25 mg)
and
oral Truvada in pregnant women
Acceptability:
To characterize acceptability of open label use of the DPV VR (25
mg)
and oral Truvada in pregnant women
Genital Microenvironmental:
To describe changes in the genital microenvironment associated
with study product exposure during pregnancy.
Maternal Safety (composite)
• All serious adverse events, including maternal deaths
• All Grade 3 or higher AEs as defined by the Division of AIDS
(DAIDS) Table for Grading the Severity of Adult and Pediatric
Adverse Events, Corrected Version 2.1,

‐

Secondary Endpoint/Outcome

Study Design

July 2017 and/or Addendum 1 (Female Genital Grading Table
for Use in Microbicide Studies [Dated November 2007])
Infant Safety (composite)
• All serious adverse events, including infant deaths and
congenital anomalies
• All Grade 3 or higher AEs as defined by the Division of AIDS
(DAIDS) Table for Grading the Severity of Adult and Pediatric
Adverse Events, Corrected Version 2.1, July 2017
Pregnancy Outcomes
• Frequency of the following pregnancy outcomes:
‐ Full term live birth (≥37 0/7 weeks)
‐ Premature live birth (<37 0/7 weeks)
‐ Pregnancy loss (≥20 0/7 weeks)
‐ o Pregnancy loss (<20 0/7 weeks)
Pregnancy Complications
• Frequency of the following pregnancy complications:
‐ Hypertensive disorders of pregnancy
‐ Chorioamnionitis
‐ Puerperal sepsis and endometritis
‐ Peripartum and postpartum
‐ Preterm premature rupture of membranes (PROM)
‐ Fever of unclear etiology
Infant Drug Levels
• Infant blood TFV‐DP and FTC‐TP concentrations
• Infant plasma DPV concentrations
Adherence
• Maternal blood TFV‐DP and FTC‐TP concentrations
• Maternal plasma DPV concentrations
• Participant report of frequency of study product use (e.g.,
missed doses for oral Truvada and VR removal/expulsions
[voluntary and involuntary] and duration without VR in
vagina)
• Residual drug levels in returned VRs
Acceptability
• Self‐reported attitudes about study product attributes and
willingness to use study products during pregnancy
• Proportion of participants who find the study products to be
at least as acceptable as other HIV prevention methods
Phase 3b, two‐arm, open label, multi‐site, randomized (2:1) trial
(DPV vaginal ring [VR], Truvada oral tablet), with onset of dosing
period to occur within the following gestational age (GA) ranges:
Cohort 1: 36 0/7 weeks – 37 6/7 weeks 150 women
Cohort 2: 30 0/7 weeks – 35 6/7 weeks 150 women
Cohort 3: 20 0/7 weeks – 29 6/7 weeks 150 women
Cohort 4: 12 0/7 weeks – 19 6/7 weeks 300 women
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Study Population

Study Sample Size
Follow‐up/Duration
Study/Programme Sites

Study/Programme Duration

• Investigators

Other Partners & Collaborators
Sponsors/Donors

Publications/Key Presentations
to Date
Progress Update: 16 Oct 2020

Healthy, HIV‐uninfected pregnant females, 18‐40 (inclusive) years
old, with an uncomplicated singleton pregnancy who are willing to
be randomized to study product, and their infants
Approximately 750 women and their infants
Approximately 24 months
• Wits RHI Shandukani Research Centre (SRC)
• Other MTN‐042 site(s) selected by the MTN Executive
Committee
The total duration of study participation for each participant will
vary depending on gestational age at time of enrollment and length
of pregnancy prior to pregnancy outcome, and will range from
approximately 12 weeks or less for Cohort 1 to approximately 36
weeks or less for Cohort 4. Participants who become infected with
HIV will continue in study follow‐up with a modified study
visit/procedure schedule for a minimum of twelve months. Also,
infants born to MTN‐042 participants will be followed for
approximately 52 weeks (i.e., one year).
• Dr Lee Fairlie, Principal Investigator and Protocol Co‐chair
• Dr Masebole Masenya, Sub Investigator
• Dr Elizea Horne, Sub Investigator
• Dr Faeezah Patel, Sub Investigator
• Dr Stacy Lee Sigamoney, Sub Investigator
Other sites selected by the MTN Executive Committee
MTN ‐ Microbicides Trials Network
Division of AIDS(DAIDS)
US National Institute of Mental Health (NIMH)
National Institute of Child Health and Human
Development (NICHD)
None as yet.
MTN‐042 Letter of Amendment #2 dated 09 Jun
2020; Site Implementation Date is 30 September 2020.
Total Screened: 55
Enrolled: 36
Consent Withdrawal: 2
In screening pending enrolment: 3
Screening failures: total =19 (2 due to Covid 19 study enrolment
pause, 3 GA outside study required window, 1 previous delivered
prior to 37 weeks GA,
Pregnancy outcomes: 33 deliveries

Frequency
of Donor Narrative Report
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Qualitative component: 7 participants selected for In‐depth
Interviews (IDI’s). 11 IDI interviews conducted to date.
Monthly

Overall Study/Project Contact
Briefing Owner and Date

Dr Hermien Gous (hgous@wrhi.ac.za)
Dr Lee Fairlie
16 Oct 2020
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Project Brief: MTN 043
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome

Phase 3B, Randomized, Open‐Label, Safety and Drug Detection
Study of Dapivirine Vaginal Ring and Oral TRUVADA ® in
Breastfeeding Mother‐Infant Pairs
Research (Paediatrics and Maternal)
The purpose of this study is to characterize the safety, drug
detection, adherence and acceptability of the DPV VR (25mg),
inserted every four weeks, and once‐daily Truvada (200mg FTC/300
mg TDF) tablet used by women from sub‐Saharan African countries
during breastfeeding. This study will provide further understanding
of product safety for mothers and their breastfeeding infants by
testing the following hypotheses:
• Maternal exposure to study products will be safe for mothers
and their breastfeeding infants.
• DPV will be detectable at low levels in breast milk of
participant mothers using the VR.
• FTC and TFV will be detectable at low levels in breast milk of
participant mothers taking Truvada.
• DPV will be detectable in the blood of some breastfeeding
infants.
• FTC‐TP and/or TFV‐DP will be detectable in the blood of some
breastfeeding infants.
Maternal Safety Outcomes: To describe the maternal safety profile
associated with study product exposure during breastfeeding in
both study arms.
Infant Safety Outcomes: To describe the infant safety profile
associated with study product exposure during breastfeeding in
both study arms.
Drug Detection: To summarize the frequency of study drug
detection and concentration of study drug(s) in mothers and their
breastfeeding infants.
Adherence: To characterize adherence to open‐label use of the
DPV VR (25 mg) and oral Truvada in breastfeeding women.
Acceptability: To characterize acceptability of open‐label use of the
DPV VR (25 mg) and oral Truvada in breastfeeding women.
Maternal safety (composite)
• All SAEs including maternal deaths in both study arms
• All Grade 3 or higher AEs as defined by the Division of AIDS
(DAIDS) Table for Grading the Severity of Adult and paediatric
Adverse Events, Corrected Version 2.1, July 2017 in both
study arms
Infant safety (composite
• All SAEs including infant deaths in both study arms
• All Grade 3 or higher AEs as defined by the Division of AIDS
(DAIDS) Table Grading the Severity of Adult
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and Peadiatric Adverse Events, Corrected Version 2.1, July
2017 in both arms
Drug Detection
 Maternal plasma DPV concentrations
 Maternal blood FTC‐TP and TFV‐DP concentrations
 Maternal breast milk DPV concentrations
 Maternal breast milk FTC and TFV concentrations
 Infant plasma DPV concentrations
 Infant blood FTC‐TP and TFV‐DP concentrations

Secondary Endpoint/Outcome

Adherence
• Participant report of frequency of study product use (e.g.,
missed doses for oral Truvada and VR removal/expulsions
(voluntary and involuntary) and duration without VR in
vagina)
• Residual drug levels in returned VRs
• Maternal plasma DPV concentrations
• Maternal blood FTC‐TP and TFV‐DP concentrations
Acceptability
• Self‐reported attitudes about study product attributes and
willingness to use their assigned study product during
breastfeeding in the future
• Proportion of participants who find their study product to be
at least as acceptable as other HIV prevention methods

Study Design

Phase 3B, randomized, open‐label, multi‐site, mother‐infant pair
safety and drug detection study, with 12 weeks of planned study
product exposure to either DPV VR (25 mg) or oral Truvada tablet
(200 mg emtricitabine [FTC]/300 mg tenofovir disoproxil fumarate
[TDF]).

Study Population

Approximately 200 women and their infants will be enrolled in this
study.
200 women and their infants (divided across four sites – SA,
Malawi, Zimbabwe, Uganda)
4 – 6 months (16 – 26 weeks)
• Wits RHI Shandukani Research Centre (SRC)
• Other CRS sites
Each enrolled mother‐infant pair will be followed for approximately
three and a half months (14 weeks).
Note: If a mother seroconverts on study, her infant will have an
additional visit, 12 weeks after seroconversion is diagnosed, for
additional HIV testing.
• Dr Elizea Horne, Principal Investigator

Study Sample Size
Follow‐up/Duration
Study/Programme Sites
Study/Programme Duration

Investigators
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Other Partners & Collaborators
Sponsors/Donors
Publications/Key Presentations
to Date
Progress Update as 16 Oct 2020

Frequency
of Donor Narrative Report
Overall Study/Project Contact
Briefing Owner and Date
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• Dr Masebole Masenya, Sub Investigator
• Dr Lee Fairlie, Sub Investigator
• Dr Faeezah Patel, Sub Investigator
• Dr Stacy Lee Sigamoney, Sub investigator
DAIDS
Microbicide Trial Network
None as yet
MTN‐043 Protocol Version 1.0 dated 24 Jul 2019, including Letter
of Amendment #1, dated 16 April 2019: Site Implementation Date
is 29 September 2020
Total Screened: 19
Enrolled: 13
In screening pending enrolment: 4
Screening failures: 6
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za)
Dr Lee Fairlie, Dr Hermien Gouws 16 Oct 2020

Project Brief: NVX2019nCOV501
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives(1/2)

A phase 2A/B, randomized, observer‐blinded, placebocontrolled
study to evaluate the efficacy, immunogenicity, and safety of a
SARS‐CoV‐2 recombinant spike protein nanoparticle vaccine (SARS‐
CoV‐2 rS) with matrix‐m1™ adjuvant in South African adult subjects
living without HIV; and safety and immunogenicity in adults living
with HIV
Research (Adults)
The purpose of this study is 2‐fold: 1) to evaluate the efficacy,
safety, and immunogenicity of SARS‐CoV‐2 rS with Matrix‐M1
adjuvant in serologically naïve (to SARS‐CoV‐2) healthy human
immunodeficiency virus (HIV)‐negative adult subjects (Cohort 1 –
HIV‐negative) and 2) to evaluate the safety and immunogenicity of
SARS‐CoV‐2 rS with Matrix‐M1 adjuvant in serologically naïve (to
SARS‐CoV‐2) medically stable HIV‐positive adult subjects (Cohort 2
– HIV‐positive). The study will be conducted at anticipated high
COVID‐19 transmission areas in South Africa expected to occur
from July 2020 and onwards during the Southern Hemisphere
winter and beyond. The information provided in this study will
inform progression of development efforts to take the vaccine
forward in an emergency use authorization setting and/or for
Phase 3 efficacy or effectiveness study(ies).
To evaluate the efficacy of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant
compared to placebo on the occurrence of symptomatic mild,
moderate, or severe confirmed COVID‐19 as demonstrated by
qualitative polymerase chain reaction (PCR) in serologically naïve
(to SARS‐CoV‐2) healthy HIV‐negative adult subjects.
To evaluate the efficacy of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant
compared to placebo on the occurrence of symptomatic moderate
or severe confirmed COVID‐19 as demonstrated by qualitative PCR
in serologically naïve (to SARS‐CoV‐2) healthy HIV‐negative adult
subjects.

Secondary Objectives (1/2)

To accumulate and describe the safety experience for SARS‐CoV‐
2 rS with Matrix‐M1 adjuvant based on solicited short‐term
reactogenicity across a broad age spectrum (by toxicity grade) and
by adverse event (AE) profile for vaccination through Day 35 in
healthy HIV‐negative adult subjects regardless of baseline
serostatus and stratified by baseline serostatus.
To evaluate the efficacy of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant
compared to placebo on the occurrence of individual strata of
symptomatic virologically confirmed, mild, moderate, or severe
categories of confirmed COVID‐19 as demonstrated by qualitative
PCR in serologically naïve (to SARS‐CoV‐2) healthy HIV‐negative
adult subjects.
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To evaluate the efficacy of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant
compared to placebo on the occurrence of hospitalization
(regardless of severity) with confirmed COVID‐19 as demonstrated
by qualitative PCR in serologically naïve (to SARSCoV‐2) healthy
HIV‐negative adult subjects.
To assess incidence, severity, and symptom duration of SARS‐CoV‐2
infection and to describe the characteristics of subjects with
symptomatic virologically confirmed, mild, moderate, and/or
severe COVID‐19 in serologically naïve (to SARS‐CoV‐2) healthy HIV‐
negative adult subjects, overall and by age strata.
To assess the immune response (IgG antibody to SARS‐CoV‐
2 rS protein and ACE2 receptor binding inhibition) for SARS‐CoV‐
2 rS with Matrix‐M1 adjuvant at Day 21 (post first dose), Day 35
(post second dose), and across later study time points healthy HIV‐
negative adult subjects, regardless of baseline serostatus and
stratified by baseline serostatus (to SARS‐CoV‐2).
To describe the amplitude, kinetics, and durability of immune
response in terms of enzyme‐linked immunosorbent assay (ELISA)
units of serum IgG antibodies and titers of ACE2 receptor binding
inhibition to SARS‐CoV‐2 rS protein(s) at selected time points and
relative to whether subjects had pre‐existing antibodies to SARS‐
CoV‐2, regardless of baseline serostatus and stratified by baseline
serostatus (to SARS‐CoV‐2). To include reverse cumulative
distribution curves.
To describe the immune response to the primary 2‐dose regimen
of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant in terms of titers of
neutralizing antibody at selected study time points in a subset of
healthy HIV‐negative adult subjects, regardless of baseline
serostatus and stratified by baseline serostatus (to SARS‐CoV‐2).
To assess overall safety through Day 35 for all AEs and through the
end of study (EOS) for any medically attended adverse event
(MAAE) attributed to vaccine, AESI, or SAE in healthy HIV‐negative
adult subjects regardless of baseline serostatus and stratified by
baseline serostatus
Primary Objectives(2/2)
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To accumulate and describe the safety experience for SARS‐CoV‐
2 rS with Matrix‐M1 adjuvant based on solicited short‐term
reactogenicity across a broad age spectrum (by toxicity grade) and
by AE profile for vaccination through Day 35 in medically stable
HIV‐positive adult subjects regardless of baseline serostatus and
stratified by baseline serostatus.

Secondary Objectives (2/2)

To assess the immune response (IgG antibody to SARS‐CoV‐
2 rS protein) for SARS‐CoV‐2 rS with Matrix‐M1 adjuvant at Day 35
and whether baseline immune status (to SARS‐CoV‐2) has an
impact in medically stable HIV‐positive adult subjects (ie, regardless
of baseline serostatus and stratified by baseline serostatus)
To assess overall safety through Day 35 for all AEs and through the
EOS for any MAAE attributed to vaccine, AESI, or SAE in medically
stable HIV‐positive adult subjects regardless of baseline serostatus
and stratified by baseline serostatus.
To assess the immune response (IgG antibody to SARS‐CoV‐
2 rS protein and ACE2 receptor binding inhibition) for SARS‐CoV‐
2 rS with Matrix‐M1 adjuvant at Day 21 (post first dose), Day 35
(post second dose), and across later study time points in medically
stable HIV‐positive adult subjects, regardless of baseline serostatus
and stratified by baseline serostatus (to SARS‐CoV‐2).
To describe the amplitude, kinetics, and durability of immune
response in terms of ELISA units of serum IgG antibodies
and titers of ACE2 receptor binding inhibition to SARS‐CoV‐
2 rS protein(s) at selected time points and relative to whether
subjects had pre‐existing antibodies to SARS‐CoV‐2 (ie, regardless
of baseline serostatus and stratified by baseline serostatus). To
include reverse cumulative distribution curves.
To describe the immune response to the primary 2‐dose regimen
of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant in terms of titers of
neutralizing antibody at selected study time points in a subset of
medically stable HIV‐positive adult subjects, regardless of baseline
serostatus and stratified by baseline serostatus (to SARS‐CoV‐2).
To describe the incidence of symptomatic virologically confirmed,
mild, moderate, or severe confirmed COVID‐19 as demonstrated by
qualitative PCR in serologically naïve (to SARS‐CoV‐2) medically
stable HIV‐positive adult subjects.
To describe the incidence of symptomatic moderate or severe
confirmed COVID‐19 as demonstrated by qualitative PCR in
serologically naïve (to SARS‐CoV‐2) medically stable HIV‐positive
adult subjects.
To assess severity and symptom duration of SARS‐CoV‐2 infection
and to describe the characteristics of subjects with symptomatic
virologically confirmed, mild, moderate, and/or severe COVID‐19 in
serologically naïve (to SARS‐CoV‐2) medically stable HIV‐positive
adult subjects.
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Primary
Endpoint/Outcome Cohort
1 HIV Negative

Positive (+) PCR‐confirmed SARS‐CoV‐2 illness with symptomatic
mild, moderate, or severe COVID‐19 (Table 2‐1) in serologically
naïve (to SARS‐CoV‐2) healthy HIV‐negative adult subjects, with a
lower bound confidence interval (CI) of > 0, from 7 days after the
second vaccine dose (eg, Day 28) until the endpoint‐driven efficacy
analysis is triggered by the occurrence of a prespecified number of
blinded endpoints across the 2 study vaccine arms and/or at
prespecified time points.
(+) PCR‐confirmed SARS‐CoV‐2 illness with symptomatic moderate
or severe COVID‐19 (Table 2‐1) in serologically naïve (to SARS‐CoV‐
2) healthy HIV‐negative adult subjects, with a lower bound CI > 0,
from 7 days after the second vaccine dose (eg, Day 28) until the
endpoint‐driven efficacy analysis is triggered by the occurrence of a
prespecified number of blinded endpoints across the 2 study
vaccine arms and/or at prespecified time points.

Secondary Objective (Cohort 1)

Numbers and percentages (with 95% CIs) of subjects with solicited
AEs (local, systemic) for 7 days following each vaccination (Days 0
and 21) by severity score, duration, and peak intensity in healthy
HIV‐negative adult subjects regardless of baseline serostatus and
stratified by baseline serostatus. In the case of no toxicity, a score
of zero (0) will be applied. Numbers and percentages (with 95% CI)
of subjects with unsolicited AEs (eg, treatment‐emergent, serious,
suspected unexpected serious, those of special interest, MAAEs)
through Day 35 by Medical Dictionary for Regulatory Activities
(MedDRA) classification, severity score, and relatedness in healthy
HIV‐negative adult subjects regardless of baseline serostatus and
stratified by baseline serostatus
(+) PCR‐confirmed SARS‐CoV‐2 with COVID‐19 in serologically naïve
(to SARS‐CoV‐2) healthy HIV‐negative adult subjects in terms of
individual strata of symptomatic virologically confirmed, mild,
moderate, or severe COVID‐19 as previously described.
(+) PCR‐confirmed SARS‐CoV‐2 with COVID‐19 in serologically naïve
(to SARS‐CoV‐2) healthy HIV‐negative adult subjects requiring
hospitalization (regardless of severity).
Incidence, maximum severity score, and symptom duration of
SARS‐CoV‐2 infection by classification of symptomatic virologically
confirmed, mild, moderate, and/or severe disease in
serologically naïve (to SARS‐CoV‐2) healthy HIV‐negative adult
subjects, overall and by age strata. Should COVID‐19 illness scoring
be substantially validated at the time of study start, application of
the standard scoring may be applied.
Serum IgG antibody levels specific for the SARS‐CoV‐2 rS protein
antigen(s) as detected by ELISA using geometric mean titers (GMT)
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OR seroconversion rate (SCR) at Day 21 (post first dose), Day 35
(post second dose), and across later study time points in healthy
HIV‐negative adult subjects, regardless of baseline serostatus and
stratified by baseline serostatus (to SARS‐CoV‐2).
Derived/calculated endpoints based on these data will include
geometric mean ELISA units (GMEUs), geometric mean fold rise
(GMFR), and SCR. SCR is defined as the percentage of subjects with
a post‐vaccination titer ≥ 4‐fold over naïve background and ≥ 2‐fold
over pre‐existing titer. Positive baseline status (+/‐) using GMT
and/or (+) PCR at baseline.
Serum IgG antibody levels specific for the SARS‐CoV‐2 rS protein
antigen as detected by ELISA, described across study time points
with derived/calculated endpoints to include GMEUs, GMFR, and
SCR in healthy HIV‐negative adult subjects, regardless of baseline
serostatus and stratified by baseline serostatus (to SARS‐CoV‐2).
Epitope‐specific immune responses to the SARS‐CoV‐2 rS protein
receptor binding domain measured by serum titers in an ACE2
receptor binding inhibition assay, described across study time
points, to include GMT, GMFR, SCR, and seroresponse rate (SRR) in
healthy HIV‐negative adult subjects, regardless of baseline
serostatus and stratified by baseline serostatus (to SARS‐CoV‐2).
SRR is defined as the proportion of subjects with rises in titers
exceeding the 95th percentile of placebo subjects at the same
time point and based on prior SARS‐CoV‐2 exposure.
Neutralizing antibody activity at Day 35 and across later study time
points relative to baseline in healthy HIV‐negative adult subjects by
absolute titers and change from baseline, including SCR (≥ 4‐fold
change) and SRR, regardless of baseline serostatus and stratified by
baseline serostatus (to SARS‐CoV‐2) to investigate whether
baseline status (+/‐) impacts response.

Primary Objection (Cohort 2)

Numbers and percentages (with 95% CI) of subjects with MAAEs,
AESI, or SAE through the EOS by MedDRA classification, severity
score, and relatedness in healthy HIV‐negative adult subjects
regardless of baseline serostatus and stratified by baseline
serostatus
Numbers and percentages (with 95% CIs) of subjects with solicited
AEs (local, systemic) for 7 days following each vaccination (Days
0 and 21) by severity score, duration, and peak intensity in
medically stable HIV‐positive adult subjects regardless of baseline
serostatus and stratified by baseline serostatus. In the case of no
toxicity, a score of zero (0) will be applied.
Numbers and percentages (with 95% CI) of subjects with
unsolicited AEs (eg, treatment‐emergent, serious, suspected
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unexpected serious, those of special interest, MAAEs) through Day
35 by MedDRA classification, severity score, and relatedness in
medically stable HIV‐positive adult subjects regardless of baseline
serostatus and stratified by baseline serostatus.

Secondary Objectives(Cohort 2)

Serum IgG antibody levels specific for the SARS‐CoV‐2 rS protein
antigen(s) as detected by ELISA using GMT OR SCR at Day 35 in
medically stable HIV‐positive adult subjects regardless of baseline
serostatus and stratified by baseline serostatus. Derived/calculated
endpoints based on these data will include GMEUs, GMFR, and
SCR. SCR is defined as the percentage of subjects with a post‐
vaccination titer ≥ 4‐fold over naïve background and ≥ 2‐fold over
pre‐existing titer Positive baseline status (+/‐) using GMT and/or (+)
PCR at baseline.
Numbers and percentages (with 95% CI) of subjects with MAAEs,
AESI, or SAE through the EOS by MedDRA classification, severity
score, and relatedness in medically stable HIV‐positive adult
subjects regardless of baseline serostatus and stratified by baseline
serostatus.
Serum IgG antibody levels specific for the SARS‐CoV‐2 rS protein
antigen(s) as detected by ELISA using GMT OR SCR at Day 21 (post
first dose), Day 35 (post second dose), and across later study time
points in serologically naïve (to SARS‐CoV‐2) medically stable HIV‐
positive adult subjects. Derived/calculated endpoints based on
these data will include GMEUs, GMFR, and SCR. SCR is defined as
the percentage of subjects with a post‐vaccination titer ≥ 4‐fold
over naïve background and ≥ 2‐fold over pre‐existing titer. Positive
baseline status (+/‐) using GMT and/or (+) PCR at baseline.
Serum IgG antibody levels specific for the SARS‐CoV‐2 rS protein
antigen as detected by ELISA, described across study time points
with derived/calculated endpoints to include GMEUs, GMFR, and
SCR in medically stable HIV‐positive adult subjects stratified by
baseline serostatus.
Epitope‐specific immune responses to the SARS‐CoV‐2 rS protein
receptor binding domain measured by serum titers in an ACE2
receptor binding inhibition assay to include GMT, GMFR, SCR, and
SRR in medically stable HIV‐positive adult subjects stratified
by baseline serostatus. SRR is defined as the proportion of subjects
with rises in titers exceeding the 95th percentile of placebo
subjects at the same time point and based on prior SARS‐CoV‐2
exposure.
Neutralizing antibody activity at Day 35 and across later study time
points relative to baseline in a subset of serologically naïve (to
SARS‐CoV‐2) medically stable HIV‐positive adult subjects by
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absolute titers and change from baseline, including SCR (≥ 4‐fold
change) and SRR. Analysis to be stratified by baseline serostatus to
investigate whether baseline status (+/‐) impacts response.
Counts and proportions of symptomatic virologically confirmed,
mild, moderate, and severe COVID‐19 outcomes in serologically
naïve (to SARS‐CoV‐2) medically stable HIV‐positive adult subjects
as previously described in the second primary efficacy endpoint for
Cohort 1 (HIV‐negative subjects).

Study Design (R)

Incidence, maximum severity score, and symptom duration of
SARS‐CoV‐2 infection by classification of symptomatic virologically
confirmed, mild, moderate, and/or severe COVID‐19 in
serologically naïve (to SARS‐CoV‐2) medically stable HIV‐positive
adult subjects. Should COVID‐19 illness scoring be substantially
validated at the time of study start, application of the standard
scoring may be applied.
This is a Phase 2a/b, randomized, observer‐blinded, placebo‐
controlled study to evaluate the efficacy, safety, and
immunogenicity of SARS‐CoV‐2 rS with Matrix‐M1 adjuvant in
healthy HIV‐negative adult subjects (Cohort 1 – HIV‐negative).
This study will also evaluate the safety and immunogenicity of
SARS‐CoV‐2 rS with Matrix‐M1 adjuvant in medically stable HIV‐
positive adult subjects (Cohort 2 – HIV‐positive). The study will be
conducted at anticipated high COVID‐19 transmission areas in
South Africa expected to occur from July 2020 and onwards during
the Southern Hemisphere winter and beyond. After signing the
informed consent form (ICF), subjects may be screened within a
window of up to approximately 45 days. In addition, subjects must
have a screening qualitative PCR for SARS‐CoV‐2 performed with a
negative test result within 5 days prior to Day 0 vaccination in
order to exclude subjects with active SARS‐CoV‐2 infection at the
time of initial vaccination. Subjects will be asked to provide consent
for the use of samples for future testing or assay development
specific to SARS‐CoV‐2 (or related variants).
Blood samples for HIV testing of presumptive HIV‐negative subjects
will be collected at screening for inclusion for randomization. HIV‐
positive subjects will have CD4+ and HIV‐1 viral load assessments
to confirm that subjects do not have moderate or severe
immunosuppression on treatment (see eligibility criteria); blood
samples for other serology (hepatitis B and hepatitis C) will be
collected at baseline but will not be used for inclusion/exclusion for
randomization as a medical history will suffice; however,
individuals with positive serologies (hepatitis B or hepatitis C) will
not be included in the primary and secondary immunogenicity
analyses.
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Subjects testing negative or positive for COVID‐19 antibodies at
baseline will have immune responses assessed/reported
separately, unless otherwise specified. All screening laboratory
testing will be performed at one or more central contract
laboratories using common testing methodology. Safety bloods will
not be collected.
A minimum of approximately 3,200 to a maximum of
approximately 4,404 male and female adult subjects aged ≥ 18 to <
85 years comprising a minimum of approximately 2,960 to a
maximum of approximately 4,164 healthy HIV‐negative adult
subjects aged ≥ 18 to < 85 years (Cohort 1 – HIV‐negative) and
approximately 240 medically stable HIV‐positive adult subjects
aged ≥ 18 to < 65 years (Cohort 2 – HIV‐positive) is planned for the
study. For Cohort 1, an effort will be made to enrol a target of 10‐
25% of subjects who are ≥ 65 years of age. Within each cohort,
subjects will be randomized in a 1:1 ratio via block randomization
to receive up to 2 IM injections of study vaccine.
Cohort 1 (HIV‐negative) will commence enrolment first, with
vaccination starting following, and contingent on, determination of
an adequate safety profile of SARS‐CoV‐2 rS with Matrix‐M1
adjuvant through Day 35 (ie, 14 days post‐second dose) in the
ongoing Phase 1 portion of Protocol 2019nCoV‐101 (Australia) by
the global Safety Monitoring Committee (SMC) that is anticipated
to be available by late July/early August 2020. Enrolment and
vaccination in each cohort will be staged for the purpose of safety.
In Cohort 1 (HIV‐negative), the first 888 subjects aged ≥ 18 to < 65
years (Stage 1) will be vaccinated and followed for at least 7 days
after the first dose of study vaccine (Day 7). The global SMC will
review unblinded safety/reactogenicity data through Day 7 to
assess prespecified vaccination pause rules to allow
commencement of vaccination in the remaining subjects aged ≥ 18
to < 85 years (Stage 2) of Cohort 1 (HIV‐negative) and to commence
concurrent vaccination of the first 80 subjects (Stage 1) of Cohort 2
(HIV‐positive).
NOTE: subjects aged ≥ 65 to < 85 years will only be enrolled during
Stage 2 of Cohort 1.

Study arms (R)
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In Cohort 2 (HIV‐positive), the first 80 subjects (Stage 1) will be
vaccinated and followed for at least 7 days after the first dose of
study vaccine (Day 7). The global SMC will review unblinded
safety/reactogenicity data through Day 7 to allow prespecified
vaccination pause rules to allow commencement of vaccination in
the remaining 160 subjects (Stage 2) in Cohort 2 (HIV‐positive)
1. Healthy HIV‐negative adult male or nonpregnant female
subjects (Cohort 1)

Study population (R)

Study sample size (R)

Follow up/duration
Study/Programme sites

Study/Programme duration
Investigators

Other Partners & Collaborators
Sponsors/Donors
Publications/key presentations
to date
Progress Update as at Oct 2020

2. Medically stable HIV‐positive adult male or nonpregnant female
subjects (Cohort 2).
A minimum of approximately 3,200 to a maximum of
approximately 4,404 subjects aged ≥ 18 to < 85 years will be
randomized in a blinded fashion at up to 15 sites across South
Africa.
Subjects in each cohort will be randomized in a 1:1 ratio via block
randomization to receive SARS‐CoV‐2 rS with Matrix‐M1 adjuvant
or placebo.
A minimum of approximately 3,200 to a maximum of
approximately 4,404 subjects aged ≥ 18 to < 85 years will be
randomized in a blinded fashion at up to 15 sites across South
Africa.
In Cohort 1 (HIV‐negative subjects), 1,480 to 2,082 subjects each
will be vaccinated in each group; in Cohort 2 (HIV‐positive
subjects), 120 subjects each will be vaccinated in each group
Study Participants will be followed ‐up for 1 year
WITS RHI
RMPRU
PHRU
Setchaba Research Centre
CAPRISA
Madibeng Research Centre
The total duration of the study will be 12 months from the day of
enrolment for all participants.
Dr Lee Fairlie, Principal Investigator
Dr Gabrielle Benade,, co‐Principal Investigator
Dr Faeezah Patel, Sub Investigator
Dr Masebole Masenya, Sub Investigator
Dr Elizea Horne, Sub‐Investigator
Dr Alden Nicholas Geldenhuys, Sub Investigator
Dr Mrinmayee Dhar, Sub Investigator
Novavax Inc

Enrolled: 379( 2 withdrew consent before vaccination)
On Study: 375

Withdrawal: 02
Frequency of donor narrative
report
Overall Study/Project Contact
Dr Hermien Gous (hgous@wrhi.ac.za)
Briefing owner and date
Dr Hermien Gous 20 Oct 2020
Dr Gabriella Benade
Dr Lee Fairlie
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Project Brief: Pfizer RSV Vaccine Study
Full Title of Study/Programme

Technical Focus Area
Rationale

A phase 3, randomized, double‐or observer‐blinded, placebo‐
controlled trial to evaluate the efficacy and safety of a
respiratory syncytial virus (RSV) prefusion f subunit vaccine in
infants born to women vaccinated during pregnancy
Research (Paediatrics and Maternal)
There is a large unmet medical need that could be addressed by
an effective RSV prophylaxis in infancy. Given the global burden
of disease in millions of cases each year, maternal immunization
offers an attractive strategy for infant disease prevention. Both
preclinical studies in animals and interim data from a Phase 1/2
study in healthy nonpregnant adults have demonstrated
acceptable tolerability and safety of RSVpreF. A robust immune
response has also been observed in population of the
aforementioned trial at I month after vaccination. The combined
RSV A and B serum neutralization geometric mean titers (GMTs)
have been shown to be 12 to 20 times higher than those with
100 ug/ml of palivizumab, the concentration of monoclonal
antibody that is known to provide near to complete protection
of high risk infants from severe RSV disease. RSVpreF is currently
under assessment in healthy pregnant women 18 through 49
years of age (Study C3671003: A Phase 2b,Randomized,
Placebo‐Controlled, Observer‐Blinded Trial to Evaluate the
Safety, Tolerability, and Immunogenicity of a Respiratory
Syncytial Virus (RSV)Vaccine in Pregnant Women 18 Through 49
Years of Age and Their Infants; ClinicalTrials.gov identifier: NCT
04032093). This randomized, double‐or observer‐blinded,
placebo‐controlled Phase 3 study is designed to evaluate the
efficacy and safety of maternal immunization with RSVpreF
against medically attended RSV‐associated LRTI in infants.

Primary Efficacy Objectives in
Infant Participants



Primary Safety Objectives‐ Infant
Participants
Secondary Efficacy Objectives –
Infant Participants




To evaluate the efficacy of RSVpreF in reducing the
incidence of MA‐LRTI due to RSV and severe MA‐LRTI due
to RSV
To describe the safety of RSVpreF

To evaluate the efficacy of RSVpreF in reducing the
incidence of hospitalization due to RSV
 To evaluate the efficacy of RSVpreF in reducing the
incidence of all‐ cause MA‐LRTI
Primary Efficacy Endpoints – Infant RSV‐positive MA‐LRTI as confirmed by endpoint adjudication
Participants
committee (EAC)
 Occurring within 90 days after birth
 Occurring within 120 days after birth if analysis at 90 days
meets efficacy criteria.
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Primary Safety Endpoints Infant
Participant

Secondary Efficacy Endpoints
Infant Participant

Occurring within 150 days after birth. If analysis at 120
days meets efficacy criteria
Occurring within 180 days after birth if analysis at 150
days meets efficacy criteria.

Severe MA‐LRTIs due to RSV as confirmed by EAC
 Occurring within 90 days after birth
 Occurring within 120 days after birth if analysis at 90 days
meets efficacy criteria
 Occurring within 150 days after birth if analysis at 120 days
meets efficacy criteria
 Occurring within 180 days after birth, if analysis at 150
days meets efficacy criteria
 Specific birth outcomes
 Adverse events (A/Es) from birth to 1 month of age.
 Serious adverse events (SAEs) and newly diagnosed chronic
medical conditions (NDCMCs)
i.From birth through to 6 months of age
ii.From birth through 12 months of age
iii.From birth through 24 months of age
Hospitalization due to RSV
 Occurring within 90 days of birth
 Occurring within120 days after birth if analysis at 90 days
meets efficacy criteria
 Occurring within 150 days after birth if analysis at 120 days
meets efficacy criteria
 Occurring within 180 days after birth if analysis at 150 days
meets efficacy criteria
MA‐LRTI due to any cause with protocol defined criteria:
 Occurring within 90 days after birth
 Occurring within 120 days after birth if analysis at 90
days meets efficacy criteria
 Occurring within 150 days after birth if analysis at 120 days
meets efficacy criteria
 Occurring within 180 days after birth if analysis at 150 days
meets efficacy criteria

MATERNAL PARTICIPANTS
Primary Safety Objectives
Maternal Participants
Primary Safety Endpoints
Maternal Participants

To describe the safety and tolerability of RSVpreF
The incidence of:
 Prespecified local reactions within 7 days after vaccination
 Prespecified systemic events within 7 days after
vaccination
 AEs from the time of vaccination through to 1 month after
vaccination.
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Study design
Study Population

Study Sample size
Follow up / Duration

Study Programme Sites
Study Programme Duration
Investigators

Other Partners/ Collaborators
Sponsors / Donors
Publications/Key Presentations to
Date
Progress update as at April 2020
Frequency of Donor Narrative
Report
Overall Study/ Project Contact
Briefing Owner and Date
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 SAEs throughout the study
Phase 3 multicentre, randomised, double or observer‐blinded
placebo‐controlled study
Healthy women between 18 and 49 years of age who are
between 24/07‐ and 36/07‐weeks gestation on the day of
planned vaccination, with an uncomplicated, singleton
pregnancy, who are at no known increased risk for
complications
Approximately 6900 mother‐infant pairs
Pregnant women will participate in the study from enrolment
during their pregnancy, and for approximately 6 months after
delivery. Total duration is approximately 6 months
Eligible infant participants born to enrolled maternal participants
during the first year of study will participate in the study from
birth and will be followed for up to 24 months for RSV
surveillance and safety for the secondary and exploratory
endpoints of the study. All other infants will participate from
time of birth and at least 12 months after birth.
Wits RHI Shandukani Research Centre (SRC)
5 years
Dr Masebole Masenya, Principal Investigator
Dr Lee Fairlie Sub Investigator
Dr Elizea Horne Sub Investigator
Dr Faeezah Patel Sub Investigator
ICON ‐ CRO
Pfizer
None yet
Study started enrolment in October 2020
Donor reports will be sent when available and/ or as requested.
Progress reports will be sent to HREC and SAHPRA biannually.
Dr M Masenya (mmasenya@wrhi.ac.za)
Hedwig Kowo (hkowo@wrhi.ac.za) 17‐June‐2020

Project Brief: TB Champ
Full Title of Study/Programme

Technical Focus Area
Rationale

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome
Secondary Endpoint/Outcome

A phase III cluster randomised placebo‐controlled trial to assess the
efficacy of preventive therapy in child contacts of multidrug‐
resistant (MDR) tuberculosis (TB)
Research (Paediatrics and Maternal)
This trial specifically targets children less than five years for two
reasons. First, children less than five years are at the highest risk of
progressing to TB disease following infection. Second, concordance
of drug susceptibility is high between adults with MDR‐TB and
young child household contacts. This group is therefore most likely
to be benefit from MDR‐TB preventive therapy. In addition,
global policy and national guidelines in South Africa advocate
preventive therapy only for HIV‐negative child contacts less than
five years following exposure to a drug‐susceptible TB index case,
enhancing the programmatic relevance of our
proposed trial. Furthermore, this trial will target children (HIV‐
infected and uninfected) under 5 years of age, regardless of
tuberculin skin test (TST) status, to ensure programmatic relevance,
since WHO and the South African National TB Programme (SA NTP)
do not mandate tests of TB infection prior to initiating TB
preventive therapy.
To determine whether LFX, the intervention arm, compared to
placebo, given daily for 24 weeks, is efficacious in preventing MDR‐
TB in high‐risk child household contacts (HHC) of confirmed adult
MDR‐TB cases.
 Does LFX have acceptable toxicity and tolerability in
children?
 Is mortality (non‐traumatic death) similar in children on the 2
study arms?
 What is the adherence to 24 weeks of daily MDR‐TB
prevention?
 Are there differences in LFX resistance between study arms in
children developing incident TB?
 Is LFX cost‐effective and acceptable to both families and to
the TB programme in preventing MDR‐TB in child household
contacts?
Incident TB disease (probable or confirmed) including TB death, by
48 weeks post‐randomisation
 Mortality (all cause, non‐traumatic, and TB related)
 Adverse events ≥ grade 3 (at least possibly associated) during
24 weeks of treatment
 Percentage of levofloxacin or levofloxacin‐placebo doses
ingested and retained over 24 weeks
 TB disease over 96 weeks / changed to 72 weeks protocol
v2.0
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Study Design
Study Population
Study Sample Size

Follow‐up/Duration
Study/Programme Sites

Study/Programme Duration
Investigators

Other Partners & Collaborators
Sponsors/Donors

Publications/Key Presentations
to Date

Progress Update as at Jan 2019
Frequency
of Donor Narrative Report
Overall Study/Project Contact
Briefing Owner and Date
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 Incidence of levofloxacin resistant TB disease
Phase III cluster randomised placebo‐controlled trial
HIV‐infected and ‐uninfected child (< 5 years) household contacts
of adult MDR‐TB index cases
778 households (1556 children) of adult MDR‐TB index case (with
on average 2 children aged 0‐5 years per household)
Protocol v2.0‐ 650 households and 1009 children.
96 72 weeks in total, including treatment for 24 weeks and post‐
treatment follow‐up of 72 weeks
 Wits RHI Shandukani Research Centre (SRC)
 Tygerberg, Cape Town (DTTC)
 Klerksdorp Perinatal HIV Research Unit (PHRU)
 Protocol amendment is pending for approval for an
additional site (KZN)
January 2017 – Follow‐up 72 weeks (enrolment ongoing)
 Dr Lee Fairlie, Principal Investigator
 Dr Masebole Masenya, Sub Investigator
 Dr Faeezah Patel, Sub Investigator
 Dr Elizea Horne, Sub Investigator
Desmond Tutu TB Centre (DTTC) (Prof Anneke Hesseling)
Joint Global Health Trials Scheme of the Department for
International Development, UK (DFID), the Welcome Trust and the
Medical Research Council (MRC UK), Grant number
MR/M007340/1 and the South African Medical Research Council
(SA MRC). Trial drugs will be supplied by McCleods, India.
Seddon JA, Garcia‐Prats AJ, Purchase SE, Osman M, Demers AM,
Hoddinott G, Crook AM, Owen‐Powell E, Thomason MJ, Turkova A,
Gibb DM, Fairlie L, Martinson N, Schaaf HS, Hesseling
AC. Levofloxacin versus placebo for the prevention of tuberculosis
disease in child contacts of multidrug‐resistant tuberculosis: study
protocol for a phase III cluster randomised controlled trial (TB‐
CHAMP).
Trials. 2018 Dec 20;19(1):693. doi: 10.1186/s13063‐018‐3070‐0
Enrolled: 120
Off Study: 78
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za), Janet Grab
(jgrab@wrhi.ac.za)
Dr Lee Fairlie, Nov 2016, updated Mar 2021

Project Brief: V114‐030
Full Title of Study/Programme

Technical Focus Area
Rationale

A Phase 3, Multicenter, Randomized, Double‐blind, Active
Comparator controlled Study to Evaluate the Safety,
Tolerability, and Immunogenicity of V114 Followed by
Administration of PNEUMOVAX™23 Eight Weeks Later in
Children Infected with Human Immunodeficiency Virus (HIV)
(PNEU–WAY PED)
Research Pediatric
Human immunodeficiency virus (HIV) infection leads to
defects in the humoral and cellmediated immune systems of
infected children. These children are then at an increased
risk for infection with various microbial agents, including
Streptococcus pneumoniae [Janoff, E.N., et al 1992] [Janoff,
E. N., et al 1993] [Bliss, S. J., et al 2008] [Madhi, S. A., et
al 2000][Madhi, S. A., et al 2000]. The incidence of invasive
pneumococcal disease (IPD) is estimated to be 9‐ to 43‐fold
higher in HIV infected children as compared with HIV
uninfected children and this burden is more apparent in
resource‐poor settings [Madhi, S. A.,et al 2000] [Madhi, S. A.,
et al 2001] [Peters, V. B., et al 1994] [Spector, S. A., et al
1994][Dankner, W. M., et al 2001] [Andiman, W. A., et al
1996] [Jones, N., et al 1998] [Nachman,S., et al 2005] [Laufer,
M. K., et al 2006].
Routine PCV immunization of children is effective in
preventing vaccine serotype‐specific pneumococcal disease,
including in HIV infected children, where it has been shown
to decrease the risk of IPD [Centers for Disease Control and
Prevention 2005] [Whitney, C. G.,et al 2003]. Given the high
morbidity and mortality associated with IPD,
immunization guidelines recommend that children and
adolescents infected with HIV who have not been vaccinated
with the 13‐valent Prevnar 13™ vaccine, receive a catch‐up
dose of Prevnar 13™.
These guidelines also recommend that children infected with
HIV receive the 23‐valent pneumococcal polysaccharide
(PnPs) vaccine, PNEUMOVAX™23, at least 8 weeks
after receiving PCV, followed by another dose of
PNEUMOVAX™23 not less than 5 years later
[Bliss, S. J., et al 2008] [Robinson, C. L., et al 2018]
[Centers for Disease Control and Prevention (CDC) 2013]
[National Center for Immunization and Respiratory Diseases
2018].
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Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome

Page 144 of 197
Wits RHI Project Briefs 2021

Despite the commercial availability of pneumococcal
vaccines, pneumococcal disease remains an important
worldwide concern due to lack of universal availability of
vaccines and due to the emergence of non‐vaccine serotypes.
V114 contains all the pneumococcal serotypes contained in
Prevnar 13™ plus 2 additional serotypes (22F, 33F), which
have emerged as important causes of IPD. This clinical study
is designed to evaluate the safety, tolerability, and
immunogenicity of V114 in children (6 to 17 years of age
inclusive) infected with HIV (CD4+ T‐cell count
≥200 cells/μL and a plasma HIV ribonucleic acid [RNA] value
<50,000 copies/mL tested at
Screening). In comparison to Prevnar 13™, V114 has the
potential to provide comparable protection against
pneumococcal disease caused by the serotypes in common
between the 2 vaccines and offer additional protection
against IPD caused by the 2 PnPs serotypes (22F and 33F) not
contained in Prevnar 13™.
 To evaluate the safety and tolerability of V114 with
respect to the proportion of participants with
adverse events (AEs).
 To evaluate the anti‐pneumococcal polysaccharide
(PnPs)serotype‐specific Immunoglobulin G
(IgG)Geometric Mean Concentrations (GMCs) at 30 days
postvaccination (Day 30) with V114 or Prevnar 13™ by
each vaccination group.
 To evaluate the safety and tolerability of
PNEUMOVAX™23 administered 8 weeks following V114
with respect to the proportion of participants with AEs.
 To evaluate the anti‐PnPs serotype‐specific
opsonophagocytic activity(OPA) Geometric
Mean Titers (GMTs) at 30 days postvaccination (Day 30)
with V114 or Prevnar 13™ by each vaccination group
 To evaluate the anti‐PnPs serotype‐specific OPA GMTs
and IgG GMCs at 30 days postvaccination
with PNEUMOVAX™23 (Week 12) by each vaccination
group.
Following vaccination with V114:
 Solicited injection‐site AEs from Day 1 through Day 14
postvaccination
 Solicited systemic AEs from Day 1 through Day 14
postvaccination



Secondary Endpoint/Outcome

Study Design

Vaccine‐related serious adverse events (SAEs) through
completion of study participation
 Anti‐PnPs serotype‐specific IgG responses for the 15
serotypes contained in V114 at Day 30
Following vaccination with PNEUMOVAX™23:
 Solicited injection‐site AEs from Day 1 through Day 14
postvaccination
 Solicited systemic AEs from Day 1 through Day
14 postvaccination
 Anti‐PnPs serotype‐specific OPA responses for the 15
serotypes contained in V114 at Day 30
 Anti‐PnPs Serotype‐specific OPA and IgG responses for
the 15 serotypes contained in V114 at Week 12
This is a randomized, active comparator‐controlled, parallel‐
group, multi‐site, double‐blind (with in‐house blinding), study
of V114 in participants 6 to 17 years of age inclusive
infected with HIV. Approximately 400 participants will be
randomly assigned in a 1:1 ratio to receive either V114 or
Prevnar 13™ on Visit 2 (Day 1).
Randomization will be stratified by CD4+ T‐cell count as
follows:
• Stratum 1: CD4+ T‐cell count ≥200 to <500 cells/μL.
• Stratum 2: CD4+ T‐cell count ≥500 cells/μL.
Approximately 20% or more of the participants will be
enrolled into Stratum 1.
All participants will also receive a single dose
of PNEUMOVAX™23 at Visit 4 (Week 8).
Participants will be followed for injection‐site and systemic
AEs through Day 14 following each vaccination. Information
for SAEs and deaths, regardless of whether the
events are considered to be vaccine‐related by the
investigator, will be collected from the time consent is signed
through completion of participation in the study. An external
Data Monitoring Committee (DMC) will conduct a periodic
review of safety and tolerability data for the V114 Phase
3 pediatric program. A description of the structure and
function of the DMC, along with the timing and content of the
safety reviews will be outlined in the DMC charter.
Information regarding the composition of the DMC is
provided in Appendix 1.
Blood samples for immunogenicity assays will be drawn
immediately before V114 or Prevnar 13™ vaccination at Visit
2 (Day 1), at 30 days postvaccination at Visit 3 (Day 30),
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and 30 days after PNEUMOVAX™23 vaccination at Visit 5
(Week 12).
After completion of immunogenicity testing to evaluate the
study objectives, serum samples will be stored to conduct any
additional study‐related testing as required by
regulatory agencies or the Sponsor. For randomized study
participants who provided consent/assent for future
biomedical research, leftover sera from the study may be
used for other purposes such as the development and/or
validation of pneumococcal assays after completion of all
study related immunogenicity testing.
Study Arms
Study Population
Study Sample Size
Follow‐up/Duration

Study/Programme Sites
Study/Programme Duration
Intervention

Operations
Investigators

Other Partners & Collaborators
Sponsors/Donors

Publications/Key Presentations
to Date
Progress Update as at Jul 2020
Frequency
of Donor Narrative Report
Overall Study/Project Contact
Briefing Owner and Date
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HIV infected children 6 to 17 years of age inclusive
400 participants
19 months from the time the first participant signs the
informed consent/assent until the last participant’s last
study‐related telephone call or visit
Wits RHI Shandukani Research Centre (SRC
Start Date: Dec 2019
Estimated End Date: Apr 2021
There are 2 study intervention arms. Participants will
be assigned
randomly in a 1:1 ratio to receive V114 and PNEUMOVAX™23
or Prevnar 13™ and
PNEUMOVAX™23.
Study Specific

Dr Faeezah Patel, Principal Investigator

Dr Masebole Masenya

Dr Elizea Horne

Prof Lee Fairlie
Merck Sharp & Dohme Corp., a subsidiary of Merck & Co.,
Inc.
(hereafter referred to as the Sponsor or MSD)
None as yet
Screened: 30
Enrolled:29
Monthly
Dr Hermien Gous (hgous@wrhi.ac.za)

Project Brief: Virologic failure in South African Children
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives

A description and comparison of four treatment modalities in
children failing highly active antiretroviral therapy (HAART) in
South Africa
Children and adolescents failing ART, options for management
In practice it is difficult for the clinician to know what the optimal
treatment is for children who are failing their HAART regimen,
particularly if there are ongoing adherence problems, toxicity
concerns, or limited future HAART options available. Recent data
from the US compared clinical, virological and immunological
outcomes at 12 months in children with virological failure
managed using 1 of 4 treatment options: 1) continued with their
most recent failing HAART regimen; 2) switched to a new HAART
regimen; 3) switched to a non HAART regimen (1, 2 or 3 NRTI’s or
any other ARV’s not defined as HAART); or 4) stopped all ARVs.
Findings showed that immunological and virological outcomes
were worse at 12 months follow‐up for those who completely
stopped ARVs compared to the other groups. Data from the IeDEA
Southern Africa cohort would contribute to this body of evidence.
Objective 1:
To describe and compare the clinical, immunological, virological
and adverse event outcomes in children failing HAART (defined as
at least 3 ARV’s from at least 2 classes) after at least 6 months of
treatment, who continue with one of four following treatment
options:
1) Continuing with their current HAART regimen, including those in
which 1 ARV drug was added/substituted.
2) Switching to a new HAART regimen, defined by the use of at
least 2 new ARVs from at least 2 different classes.
3) Switching to a non‐HAART regimen for example containing one
(eg. 3TC/FTC monotherapy) two (partial treatment interruption) or
3 NRTI’s; PI monotherapy; or any other ARV’s not defined as
HAART.
4) Discontinuing all ARV’s (treatment interruption).
• Describe genotypic resistance results in each group if available.
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•

Primary Endpoint/Outcome

Secondary Endpoint/Outcome
Study Design
Study arms

Study population
Study sample size
Follow up/duration
Study/Programme sites
Study/Programme duration
Investigators

Page 148 of 197
Wits RHI Project Briefs 2021

In children who were restarted on a new therapeutic regimen
after treatment options 1‐4, describe and compare outcomes
after switch in each group.
Outcome measures of Interest:
• Clinical
‐ Change in weight‐for‐age and height‐for‐age z‐scores. New
WHO stage 3 or 4 events (ie. opportunistic infections).
‐ Switch to new therapeutic regimen.
‐ Death.
‐ Loss to follow up.
• Immunological
‐ Change in absolute CD4 count and percentage.
• Virological
‐ Change in VL.
Resistance testing
• New genotypic resistance mutations if available.
Retrospective observational descriptive and comparative study
Children with virologic failure managed with the following
strategies:
1) Continuing with their current HAART regimen, including those
in which 1 ARV drug was added/substituted.
2) Switching to a new HAART regimen, defined by the use of at
least 2 new ARVs from at least 2 different classes.
3) Switching to a non‐HAART regimen for example containing one
(eg. 3TC/FTC monotherapy) two (partial treatment
interruption) or 3 NRTI’s; PI monotherapy; or any other ARV’s
not defined as HAART.
4) Discontinuing all ARV’s (treatment interruption).
Children and adolescents included in the South Africa IeDEA
database
Depends on number of children included
Data base closure July 31 2014
South African sites contributing data to IeDEA
January 2004‐June 2021
Lee Fairlie (Lead)
Rohan Hazra (Supervisor) (Eunice Kennedy Shriver National
Institute of Child Health and Human Development (NICHD),
National Institutes of Health, USA)
• Nosisa Sipambo (Department of Paediatrics, Chris Hani
Baragwanath Academic Hospital)
• Harry Moultrie (Wits Reproductive Health and HIV Institute)
• Helena Rabie (Department of Pediatrics and Child Health
University of Stellenbosch and Tygerberg Hospital; Children's
Infectious Diseases Clinical Research Unit)
• Mark Cotton (Department of Pediatrics and Child Health
University of Stellenbosch and Tygerberg Hospital; Children's
Infectious Diseases Clinical Research Unit)

•

Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date

Progress Update as at
Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date

Gadidja Essack (Department of Pediatrics and Child Health
Tygerberg Hospital)
• James Nuttall (Paediatric Infectious Diseases Unit, Red Cross
War Memorial Children’s Hospital and the Department of
Paediatrics and Child Health, University of Cape Town)
• Brian Eley (Paediatric Infectious Diseases Unit, Red Cross War
Memorial Children’s Hospital and the Department of
Paediatrics and Child Health, University of Cape Town)
• Karl Technau (Rahima Moosa Mother and Child Hospital)
• Ashraf Coovadia (Rahima Moosa Mother and Child Hospital)
• Gert Van Zyl (Division of Medical Virology, Department
Pathology,
• National Health Laboratory Service, Tygerberg, and
Stellenbosch University)
• Russell Van Dyke (Tulane University Health Sciences Center,
New Orleans, USA)
• Kunjal Patel (Harvard School of Public Health, Boston, USA)
• Brad Karalius (Harvard School of Public Health, Boston, USA)
• George Seage (Harvard School of Public Health, Boston, USA)
• Andrew Wiznia (Jacobi Medical Center/Family Based Services,
Bronx, New York, USA)
NIH, PHACS, IMPAACT
IeDEA
Nil
IAS 2016 – poster presentation
Virological failure in South African children and adolescents:
baseline characteristics and management strategies. L. Fairlie1, G.
Patten2, H. Rabie3, R. Hazra4, K. Technau5, B. Eley6, S Sawry 1, F.
Tanser7, A. Boulle2, R. Wood8, J. Giddy9, N. Sipambo10, M. Cotton11,
J. Nuttall6, A. Coovadia5, G. van Zyl12, G. Essack3, R. Van Dyke13, K.
Patel14, B. Karalius14, G. Seage III14, M. Schomaker2, M. Egger15, M‐
A Davies2
November 2016
Annual
Lee Fairlie (lfairlie@wrhi.ac.za)
Lee Fairlie 22/11/2016
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Professor Thesla
Palanee‐Phillips
Project Briefs
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Director
Thesla Palanee‐Phillips

Project
1. CHARISMA
2. Dual Prevention Pill (DPP) for HIV and Pregnancy Prevention
3. Integrating expedited partner STI therapy during PrEP delivery
4.
5.
6.
7.

for young women
REACH
SAMURAI
SAPRIN
SAPRIN Sub Study
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Project Brief: CHARISMA
Full Title of Study/Programme
Technical Focus Area/Key
Words
Rationale
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Community Health clinic model for Agency in Relationships and
Safer Microbicide Adherence (CHARISMA)
HIV prevention technologies, microbicides, intimate partner
violence, social harms, gender based violence, empowerment
counselling
Gender‐based violence is widespread—as many as 1 in 3 women
worldwide are subjected to some or multiple forms. Research to
date suggests that male partner approval or active support is often
desired, required, or culturally indicated for women’s microbicide
use, although use is female initiated and designed to empower
women to protect themselves from HIV autonomously. Indeed,
participants in microbicide studies have described a wide spectrum
of ways in which product use and partner relationships interact
with one another, from improving sexual pleasure and
communication to being perceived as a threat to male power,
thereby challenging gender norms, increasing risk of exposure to
social harms (SH), and exacerbating intimate partner violence
(IPV). Given that the availability of safe and effective microbicides
is close to reality, it is an important priority to identify ways that
the factors listed earlier, which differentially affect women’s ability
to uptake and consistently adhere to microbicide use, are
effectively measured and addressed. Microbicide open‐label
studies offer an opportune setting to identify promising ways to
intervene and harness the beneficial influences of male partners
constructively, to optimize adherence in research settings,
generate important lessons for real‐world scenarios, and offer
broader social and public health benefits by challenging gender
norms, reducing IPV risk, and improving partner communication
and engagement in HIV prevention research.
In response to Objective 2 of the U.S. Agency for International
Development Annual Program Statement for Microbicides, Round
3, CHARISMA aims to increase women’s agency to consistently
and safely
use microbicides and mitigate IPV through three specific
objectives:
To identify improved approaches to measure and address the
beneficial impacts and harmful social effects—particularly IPV—of
microbicide use;
To develop and pilot test the Community Health clinic model for
Agency in Relationships and Safer Microbicide Adherence
(CHARISMA) intervention, which has clinic‐ and community‐based
components; and
To disseminate knowledge generated and promote uptake of
promising practices for future microbicide and multipurpose
prevention technology implementation projects

Primary Objectives

Secondary Objectives

Primary Endpoint/Outcome
Secondary Endpoint/Outcome
Study Design
Study arms
Study population
Study sample size
Follow up/duration
Study/Programme sites
Study/Programme duration
Intervention
Investigators

Other Partners & Collaborators
Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at 17 Nov 17
Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date

Secondary analyses of existing data from key microbicide trials
(e.g., VOICE, ASPIRE, CAPRISA 004, FACTS 001), cross‐sectional
studies, and IPV interventions;
Development and testing of a novel social benefits‐harms tool
(SBHT); primary data collection from former ASPIRE trial
participants and their male partners on personal experiences of
exposure to SH and possible areas of intervention; focus group
discussions with health care providers from research, public
health, and service delivery organizations;
Pilot testing and evaluation of CHARISMA at the Johannesburg site
of the MTN 025 OLE study—HOPE;
Evaluation and scale‐up of CHARISMA at up to two additional sites;
and
Continuous sharing of study findings through a variety of materials
and tools and promoting adaptation, training, and utilization of
promising practices to a wide range of research, community, and
public audiences that can implement them.
Development of a social benefits harm tool, publications based on
review of past microbicide studies reports of social harms
Successful implementation of CHARISMA at HOPE sites
Qualitative interviews
Quantitative assessment of previously reported Social harms
Not applicable
ASPIRE and HOPE participants
Dependent on enrollment into HOPE
Length of HOPE trial
Wits RHI
October 2015 to July 2020
Empowerment counselling intervention against violence
Thesla Palanee‐Phillips, Wits RHI
Elizabeth Montgomery, RTI, Women’s Global Health Imperative
(WGHI) USA
Betsy Tolley, FHI360, North Carolina, USA
Jared Baeten, University of Washington (UW), USA
Dean Peacock, Sonke Gender Justice, SA
Other representatives from RTI,FHI360, UW, Sonke Gender Justice
USAID
MTN‐020 /ASPIRE
MTN‐025/HOPE
None
New Grant received 2015
Six monthly
Thesla Palanee‐Phillips
Thesla Palanee‐Phillips, 17 November 2017
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Project Brief: Dual Prevention Pill (DPP) for HIV and Pregnancy
Prevention
Full Title of Study/Programme

Dual Prevention Pill (DPP) for HIV and Pregnancy Prevention

Technical Focus Area/Key
Words
Rationale

HIV and Pregnancy Prevention, multipurpose prevention
technology (MPT), oral PrEP, COC
In South Africa (SA), women (including adolescent girls and young
women [AGYW]) experience high rates of incident HIV infection.
The 2017 South African National household‐based HIV Prevalence,
Incidence, Behaviour and Communication Survey reported
decreased national HIV incidence, including among women aged
15‐49 years (estimate 0.93 per 100 woman‐years from 2.28 in
2015). However, two years later, the Evidence for Contraceptive
Options and HIV Outcomes (ECHO) trial of contraception and HIV‐1
risk demonstrated an alarming quadrupling of incidence rates
across women (ages 15‐35 years) in SA, with an HIV incidence of
5.03 per 100 woman‐years of follow‐up among women aged 18‐
20. Thus, despite significant improvements in access to
antiretroviral therapy (ART) to treat and prevent HIV and a decline
in HIV incidence in the general population in SA, women of
reproductive age ‐remain vulnerable to HIV. Additionally, AGYW
are considered a priority population as an estimated 13% annual
increase in new infections leading to 3.5 million new infections by
2030 is projected in the absence of improved delivery of effective
HIV prevention and care. The women who are most likely to
acquire infection are typically from socio‐economically deprived
communities with high background HIV‐prevalence rates, with
limited or no schooling, who engage in high‐risk behaviors, and/or
have a history of sexually transmitted infections
(STIs)/reproductive tract infections (RTI) and unintended
pregnancies. Combining oral PrEP with a COC is likely to be the
fastest route to an approved cMPT, that protects against
unintended pregnancy and HIV, because it combines two licensed,
marketed drugs. The Population Council is developing a DPP
regimen based on a 28‐day contraceptive regimen – a COC pill
containing 150 mcg of LNG and 30 mcg of ethinyl estradiol [EE]) co‐
formulated with Truvada® (300 mg of tenofovir disoproxil
fumarate [TDF], 200 mg of emtricitabine (FTC)] for HIV PrEP. Once
produced the DPP will protect against pregnancy and HIV (but not
other STIs). COCs are widely available and are used by 11% of
current modern contraceptive users in SA. We hypothesize that
the DPP, which will combine PrEP and a COC in a single tablet,
could greatly increase PrEP uptake and adherence.
Component 1:

Primary Objectives
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• To understand women’s interest in using a DPP and gather input
regarding informational materials needed for DPP introduction
• To assess DPP acceptability among providers and explore their
training needs and recommendations for appropriate service‐
delivery settings; and
• To inform the implementation plan for the planned randomized
clinical crossover study in Component 2.
Component 2:
Adherence
• To compare adherence to the DPP (Regimen A) versus 2 separate
pills (Regimen B) among women using each regimen daily for
three 28‐day menstrual cycles during the CROSSOVER period
among women aged 16‐40 in Johannesburg, SA
• To compare adherence among women who choose the DPP
(Regimen A) versus adherence among women who choose 2
separate pills (Regimen B), each taken daily during the CHOICE
period.
• To assess and compare self‐reported adherence to
Regimen A versus Regimen B among women during the
CROSSOVER period, and to the chosen method during the
CHOICE period.

Secondary Objectives

Preference
To determine if more women choose Regimen A versus Regimen B
for the CHOICE period.
Component 1 ‐ Not applicable
Component 2:
Safety
• To assess and compare the safety of Regimen A versus Regimen
B among women using each regimen for three 28‐day cycles
during the CROSSOVER period, and the safety of Regimen A
versus Regimen B among women choosing each regimen during
the CHOICE period.
Acceptability
• To assess the acceptability of Regimen A versus Regimen B for
prevention of HIV and unintended pregnancy among 16‐40‐year‐
old women who use each regimen for three 28‐day cycles during
the CROSSOVER period.
• To assess if pre‐use opinions are associated with actual
experiences and preferences after using each regimen

Tertiary Objectives

Component 1 ‐ Not applicable
Component 2:
Adherence
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Primary Endpoints/Outcomes

To assess and compare adherence to Regimen A versus Regimen B
during the CROSSOVER period, and during the CHOICE period.
Component 1 ‐ Not applicable

Component 2:
Adherence
• Level of TDF in dried blood spots (DBS) by regimen and overall at
monthly visits during the CROSSOVER period.
• Level of TDF in DBS by regimen and overall at monthly visits
during the CHOICE period.
• Self‐reported adherence in ACASI interviews and by pill count at
monthly visits during the CROSSOVER and CHOICE periods.

Secondary Endpoints/Outcomes

Preference
Proportion of women who choose to use Regimen A (DPP) versus
Regimen B (2 separate pills) for the CHOICE period.
Component 1 ‐ Not applicable

Component 2:
Safety
• Number of adverse events overall and by regimen
(including social harms, drug side effects, pregnancy and
HIV seroconversion)

Tertiary Endpoints/Outcomes

Acceptability
• Scores by regimen and overall, as measured using a self‐
administered
(CASI)
quantitative
acceptability
measurement tool at the CROSSOVER visit, the start of the
CHOICE period, and the end of the study.
• Proportion of women whose pre‐use preference matches
post‐use experience based on a self‐administered (CASI)
questionnaire at baseline and at the end of the
CROSSOVER period.
Evaluation of factors associated with acceptability and adherence
based on ACASI interviews, and in‐depth exit
Component 1 ‐ Not applicable

Component 2:

Study Design

Adherence
Positive or negative results on urine test assessing presence of TDF
at monthly visits during the CROSSOVER period, and during the
CHOICE period.
Component 1: Qualitative study with in‐depth interviews and focus
group discussions
Component 2: The design is a randomized, open‐label, parallel
group, 2‐way crossover study among 96 women to compare the
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Study arms

Study population

Study sample size

Follow up/duration

Study/Programme sites
Study/Programme duration
Intervention

Operations
Investigators

adherence, acceptability, and preference of a single over‐
encapsulated pill (dual prevention pill [DPP]) containing a pre‐
exposure prophylaxis (PrEP) pill (FTC/TDF) and a combined oral
contraceptive pill (COC) versus 2 separate tablets. At enrollment,
participants will be randomly assigned to the sequence of
regimens – DPP or 2 separate tablets and will use each regimen for
three consecutive 28‐day cycles (corresponding to the 28‐day COC
regimen). At the end of the crossover period, women will choose
which regimen they wish to use for up to six additional months.
Component 1: Not applicable
Component 2: FTC/TDF Tablet as oral PrEP and EE/LNG Tablet as
COC
Component 1:
• Women who currently use COC and those who do not use COC,
stratified by age (16‐17, 18‐24 and 25‐40 years)
• Cadres of Health Care Providers (clinicians, nurses, and lay
counselors) from 2 types of service delivery settings (family
planning/general health clinics and HIV counseling and testing
centers/PrEP delivery sites)
Component 2:
Healthy, sexually active, HIV‐seronegative, non‐pregnant women
aged 16‐40 years old (inclusive) who are using COCs as their
contraceptive method and are at risk of HIV.
Component 1:
• ≤ 96 participants for focus group discussions
• 20 participants for IDIs
Component 2:
• 96 participants
Component 1:
Single/once off visit
Component 2:
Approximately 1 year, including screening
Hillbrow, Johannesburg
In development
Component 1: Not applicable
Component 2: FTC/TDF Tablet as oral PrEP and EE/LNG Tablet as
COC
The study team, in coordination with the funders will define key
metrics
Wits RHI
Dr. Thesla Palanee‐Phillips, Co‐Principal Investigator
Krishnaveni Reddy, Co‐ Principal Investigator
Dr Yuthika Naidoo, Co‐ Principal Investigator
Population Council
Barbara Friedland, Principal Investigator
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Other Partners & Collaborators

Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date

Dr Sanyukta Mathur, Co‐ Principal Investigator
Population Council
Mylan Laboratories Limited
PCI Pharma Services
Center for Biomedical Research
United States Agency For International Development (USAID)
Not applicable

Estimating the market size for a dual prevention pill: adding
contraception to pre‐exposure prophylaxis (PrEP) to increase
uptake published in BMJ Sex Reprod Health on 31 July 2020
Progress Update as at 11 Nov 20 Ethics approval in place for formative research protocol, informed
consent forms and interview guides. Ethics submission for
crossover protocol done on O4 November 2020 and SAHPRA
submission on 06 November 2020
To be decided
Frequency of donor narrative
report
Overall Study/Project Contact
Dr. Thesla Palanee‐Phillips (tpalanee@wrhi.ac.za)
Briefing owner and date
Lebogang Maila, 23 October 2020
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Project Brief: Integrating expedited partner STI therapy during
PrEP delivery for young women
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Secondary Objectives
Tertiary Objectives
Primary Endpoints/Outcomes

Integrating expedited partner STI therapy during PrEP delivery for
young women
Short Title: (In development)
Sexually transmitted infections, pre‐exposure prophylaxis, point of
care testing, expedited partner therapy
Rates of curable sexually transmitted infections (STIs) are on the
rise, with South Africa having some of the highest STI rates
globally. South Africa is also home to the highest HIV‐1 incidence in
the world, which peaks among young women ages 15‐24 years of
age. With the advent of oral pre‐exposure prophylaxis (PrEP) as a
highly effective strategy to prevent HIV‐1 infection, South Africa
and other high incidence countries are actively working to provide
PrEP to key populations at highest risk for HIV‐1. However, PrEP is
not effective against other STIs and untreated STIs can increase
susceptibility to HIV‐1 infections. A 2019 WHO technical brief
highlighted the importance of utilizing PrEP programs to optimize
efforts to reduce STIs among those at highest risk, including
adolescent girls and young women (AGYW). This proposal supports
global efforts to substantially reduce STIs in key populations as
part of the 2030 Sustainable Development Goals (goal 3.3) and the
South African National Strategic Plan [NSP] for HIV, Tuberculosis
and STIs 2017‐2022 (goal #1). We aim to advance the field by
implementing a multidisciplinary approach to inform point‐of‐care
(POC) diagnostic STI screening combined with expedited partner
therapy (EPT) for AGYW using PrEP for HIV‐1 prevention. Our
findings will provide essential knowledge for clinicians and policy
makers to make improvements in STI screening and treatment that
will lead to reductions in rates of persistent STIs and improvements
in AGYW sexual reproductive health.
 To estimate the incidence of STIs (Chlamydia trachomatis ‐CT,
Neisseria gonorrhoeae ‐ NG, and Trichomonas vaginalis ‐ TV)
among AGYW initiating PrEP who received POC STI testing plus
EPT and those who received POC STI testing and declined EPT.
 To assess the acceptability of POC STI testing plus EPT for
women initiating oral PrEP and their partners who received EPT
and its impact on exposure to related social harms.
Estimate the cost of implementing rapid POC diagnostic STI testing
and EPT for AGYW in South Africa using PrEP compared to
standard syndromic management.
In development
In development
 Incidence of recurrent STIs among AGYW who received POC STI
testing with and without EPT
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Secondary Endpoints/Outcomes
Tertiary Endpoints/Outcomes
Study Design
Study arms
Study population

Study sample size
Follow up/duration
Study/Programme sites
Study/Programme duration
Intervention
Operations
Investigators

Other Partners & Collaborators

Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Progress Update as at 21 Oct 20

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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 Acceptability of POC STI testing plus EPT for women initiating
oral PrEP and their partners who received EPT and its impact
on exposure to related social harms
Cost of implementing POC STI testing plus EPT for women using
PrEP
In development
In development
Prospective cohort study with a qualitative component
AGYW initiating PrEP receiving POC STI testing and EPT
AGYW initiating PrEP receiving POC STI testing and declining EPT
Sexually active, HIV‐negative AGYW, 16‐24 years old, positive for
NG/CT at screening, interested in initiating PrEP, not desiring
pregnancy for the duration of study participation, willing to return
for quarterly study visits and with no contraindications to
emtricitabine (FTC ) or Tenofovir Disoproxil Fumarate (TDF).
400 AGYW
12 months per woman
Hillbrow, Johannesburg
In development
POC STI testing and EPT
The study team will define key metrics for trial conduct
Wits RHI
Dr. Thesla Palanee‐Phillips, Co‐Principal Investigator
Dr. Yuthika Naidoo, Co‐Investigator
Ms. Krishnaveni Reddy, Co‐Investigator
University of Washington
• Assistant Prof. Jennifer Balkus, Co‐Principal Investigator
• Dr. Jennifer Velloza, Co‐Investigator
• Associate Prof. Ruanne Barnabas, Co‐Investigator
• Assistant Prof. Jennifer Ross, Co‐Investigator
• Prof. Elizabeth Brown (also Fred Hutchinson Cancer Research
Center) , Co‐Investigator
Prof. Jane Simoni, Contributor
National Institutes of Health (NIH); Grant No.: 1R01AI155000‐01A1
In development
N/A
Formative research protocol, informed consent forms and
interview guides developed and submitted to Wits RHI Research
Review Committee (RRC). Ethics submission pending
Every 3‐6 months (To be decided)
Dr. Thesla Palanee‐Phillips (tpalanee@wrhi.ac.za)
Krishnaveni Reddy, 21 October 2020

Project Brief: SAMURAI
Full Title of
Study/Programme

Technical Focus
Area/Key Words
Rationale

Primary Objectives

Secondary Objectives

South African Male User Research on Acceptability of Implants and
Injections
Short Title: SAMURAI
Injections, implants, PrEP, MSM, heterosexual men
Heterosexual men and MSM contribute to the spread of HIV, but they are
often overlooked or under‐represented in HIV prevention efforts. Unlike
women of childbearing age, many men do not have regular interaction with
the health care system, and are less likely to engage in HIV prevention or
care. In South Africa, HIV prevalence among men is high and increases with
age, with one‐quarter (23.7%) of men aged 35 to 39 years HIV positive.
Men who have sex with men (MSM), a diverse population including a broad
range of identities, have historically been substantially under‐served by HIV
prevention and care programmes in sub‐Saharan Africa. Studies among
MSM have estimated an HIV prevalence of 49.5% in greater Johannesburg,
25.5% in Cape Town, and 27.5% in Durban. HIV incidence in these urban
settings is also high. The identification of innovative strategies to increase
involvement of both heterosexual and MSM in HIV prevention services in
SSA is a critical priority. The current landscape for HIV prevention consists
primarily of condoms and oral PrEP; both are highly effective tools for HIV
prevention when used as prescribed. These methods have been associated
with widespread adherence challenges for many reasons, including
sociocultural factors and dosing burden. Injectable and implantable
contraceptive products are well‐accepted delivery forms among women,
and their use is increasing in SSA. LA‐PrEP may overcome many of the
barriers to existing HIV prevention strategies. Implants and LA injectable
are comparatively discreet, require less frequent clinic visits, and are less
burdensome. Investigating the acceptability of LA‐PrEP delivery platforms
among men is a critical step toward designing products that will be
adopted successfully. Early involvement of men in product development is
an important opportunity to measure and address product acceptability
and factors that may influence adherence, and to foster male ownership of
novel HIV prevention delivery modalities
Formative research: To conduct formative qualitative research of factors
influential to acceptability of implant and injectable delivery forms for HIV
prevention (including knowledge, attitudes and perceptions) among
heterosexual men and MSM in South Africa
Cross over study: To conduct a crossover clinical study to assess
acceptability of placebo Implants and Injections as HIV prevention methods
for men
Formative research: Not applicable
Cross over study: In development
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Tertiary Objectives

Primary
Endpoints/Outcomes

Secondary
Endpoints/Outcomes
Tertiary
Endpoints/Outcomes
Study Design

Study arms
Study population

Study sample size
Follow up/duration
Study/Programme sites
Study/Programme
duration
Intervention
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Formative research: Not applicable
Cross over study: In development
Formative Research:
 Explore heterosexual men and MSM’s knowledge, attitudes, and
perceptions of implants and injectable and their use for HIV prevention
 Examine anticipated benefits and challenges to clinical delivery of these
products to men, study implementation concerns
Cross over study: In development
Formative research: Not applicable
Cross over study: In development
Formative research: Not applicable
Cross over study: In development
Formative research: Qualitative research that will be used to inform the
development and refinement of materials, messages, and strategies for
successful implementation of a clinical research study
Cross over study: 200 men join the clinical component of the study. First 6
months 100 men will have the implant inserted while the other 100 men
will receive injections every 2 months to assess acceptability of the
proposed HIV prevention products. The second 6 months period the
participants will do a crossover, those who were on the implant will then
use injections every 2 months and participants who were on injection will
use implants for the remainder of the 6 months period
Formative research: Not applicable
Cross over study: Placebo implant and injection arms
Formative research: Heterosexual men (n=~20) and MSM (n=~20) aged 18–
35 who reside in one of the two clinic catchment areas in Johannesburg
and Cape Town. Men who are HIV negative (by self‐report) report current
sexual activity (vaginal or anal sex at least 4 times in the past 3 months).
Cross over study: Heterosexual men (n=~100) and MSM (n=~100)
aged 18–35 who reside in one of the two clinic catchment areas in
Johannesburg and Cape Town. Men who are HIV negative (by self‐report)
report current sexual activity (vaginal or anal sex at least 4 times in the past
3 months
Formative research: 40 Heterosexual men and MSM
Cross over study: 200 heterosexual men and MSM
Formative research: Not applicable
Cross over study: 12 months
Hillbrow, Johannesburg
Formative research: 3 months
Cross over study: 12 months
Formative research: Not applicable

Operations
Investigators

Other Partners &
Collaborators

Sponsors/Donors
Linked Sub Studies and
post grad projects
Publications/key
presentations to date
Progress Update as at
21 Oct 20

Frequency of donor
narrative report
Overall Study/Project
Contact
Briefing owner and
date

Cross over study: Placebo implant and injection
The study team, in coordination with the funders will define key metrics
Wits RHI
Dr. Thesla Palanee‐Phillips, Principal Investigator
Ms Krishnaveni Reddy, Investigator
Dr. Millicent Atujuna, Principal Investigator
Dr. Elizabeth Montgomery, Principal Investigator
Dr. Alexandra Minnis, Co‐Principal Investigator
 Women’s Global Health Imperative, RTI International, Berkeley, CA, USA
 Desmond Tutu HIV Research Foundation, Cape Town, South Africa
 Wits Reproductive Health and HIV Institute, University of Witwatersrand,
Faculty of Health Sciences, Johannesburg, South Africa
National Institutes of Mental Health; Grant No.: R01 MH121148‐01A1
Not applicable at this time
Not applicable
Formative research: Formative research protocol, informed consent forms
and interview guides developed and submitted to Wits RHI Research
Review Committee (RRC).
Cross over study: In development
Every 3‐6 months (To be decided)
Dr. Thesla Palanee‐Phillips (tpalanee@wrhi.ac.za)
Sibusisiwe Gumede, 23 October 2020
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Project Brief: South African Population Research
Infrastructure Network (SAPRIN): A National Research
Infrastructure of Health and Demographic Surveillance System
(HDSS) Nodes
Full Title of
Study/Programme

Technical Focus
Area/Key Words
Rationale

Primary Objectives

Secondary Objectives
Tertiary Objectives
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South African Population Research Infrastructure Network
A National Research Infrastructure of Health and Demographic Surveillance
System (HDSS) Nodes
Short Title: SAPRIN
Research to support health, Social and economic development
Research in the human and social sciences is essential for social, economic
and cultural development and transformation in South Africa. The overall
aim is to reduce costs for government while making poorer South Africans
healthier, and socially and economically better‐off. The South African
Research Infrastructure Roadmap (SARIR) has been developed to facilitate
a research infrastructure investment programme. SARIR is intended to
provide a strategic, rational, medium‐ to long‐term framework for
planning, implementing, monitoring and evaluating the provision of
research infrastructures (RIs) necessary for a competitive and sustainable
national system of innovation. The need for an elevated role of the human
and social sciences in the country’s development has also been recognised.
Research in the human and social sciences is essential for social, economic
and cultural development and transformation in South Africa. SAPRIN will
generate knowledge about how South Africans can achieve greater
wellbeing, improve skills development and enhance their socio‐economic
status, particularly among the poorer, often neglected communities. This
will benefit the economy by enabling poorer people to participate more
effectively and drive the economy through their work. Furthermore,
SAPRIN will enable highly effective evaluation of the impact of public policy
across a range of sectors
1. In population health ‐ to obtain accurate data on population dynamics
(births and deaths by cause), obtain accurate measures of disease burden,
obtain accurate measures of individual and population‐level access to
health services, monitor vaccine coverage rates in children aged 6 years
and younger, monitor food security.
2. In social wellbeing ‐ monitoring of births, deaths, residence status, and
in‐ and out‐migrations, track of all individuals’ residence status and
migration events, monitor education status and education outcomes at the
level of individuals, schools, and the links between them.
Not applicable
Not applicable

Primary
Endpoints/Outcomes
Secondary
Endpoints/Outcomes
Tertiary
Endpoints/Outcomes
Study Design

Study arms
Study population
Study sample size
Follow up/duration
Study/Programme sites

Study/Programme
duration
Intervention
Operations
Investigators

To reduce costs for government while making poorer South Africans
healthier, and socially and economically better‐off
Not applicable
Not applicable
Routine, ongoing, longitudinal data‐collection will occur in key domains of
health, population, social and economic well‐being in South Africa’s
vulnerable populations.
Not applicable
Households residents in dwellings within the study area
50 000 people surveyed
Once implemented, it will be ongoing until further notice
Hillbrow, Johannesburg
Atteridgeville, Pretoria
Melusi, Pretoria
Ongoing
Not applicable
The study team, in coordination with the funders will define key metrics
Wits RHI
Dr. Thesla Palanee‐Phillips, Principal Investigator
Ms. Krishnaveni Reddy, Sub‐Investigator
SAPRIN
Dr Abraham Jacobus Herbst, Co‐Principal Investigator
Associate Professor Mark Collinson, Co‐Principal Investigator
Mr Tinofa Mutevedzi, Co Investigator
University of Johannesburg
Tobias G Barnard, Sub‐investigator
Annie Temane, Sub‐investigator

Other Partners &
Collaborators

Sponsors/Donors
Linked Sub Studies and
post grad projects
Publications/key
presentations to date

University of Pretoria
Jannie Hugo, Sub‐Investigator
Edith Madela‐Mtla, Sub‐Investigator Community engagement
Rhena Delport, Sub‐Investigator Project manager
The Gauteng Research Triangle
University of Johannesburg
University of Pretoria
HDSS Nodes
Department of Science and Innovation
South African Medical Research Council
COVID‐19 survey
Not applicable
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Progress Update as at
21 Oct 20
Frequency of donor
narrative report
Overall Study/Project
Contact
Briefing owner and
date
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Research protocol, informed consent and assent forms, information sheets,
surveys developed and submitted to Wits RHI Research Review Committee
(RRC). Ethics submission to Wits HREC and pending approval
Every 3‐6 months (To be decided)
Dr. Thesla Palanee‐Phillips (tpalanee@wrhi.ac.za)
Sibusisiwe Gumede, 23 October 2020

Project Brief: South African Population Research
Infrastructure Network (SAPRIN): A GRT‐INSPIRED Sub Study
of COVID‐19 Perceptions, Impacts and Seroprevalence Among
Residents of Atteridgeville, Melusi and Hillbrow in Gauteng,
South Africa
Full Title of
Study/Programme

Technical Focus
Area/Key Words
Rationale

A GRT‐INSPIRED sub study: A Survey of COVID‐19 perceptions, Impacts and
Seroprevalence Among Residents of Atterigdeville, Melusi and Hillbrow in
Gauteng Province, South Africa
Short Title: SAPRIN Sub Study: GRT Inspired
Percentage of previously infected with SARS‐CoV‐2, Attitudes, Perception
and Practices related to COVID‐19
The global COVID‐19 pandemic is an exceptional emergency, and presents
a serious risk to human health and livelihoods, especially in countries with
complex economic and political problems, such as South Africa. While the
pandemic in sub‐Saharan Africa began later than in Asia, Europe and the
United States, the number of cases in the sub‐continent continues to
escalate. Factors prevalent in South Africa such as malnutrition, HIV,
tuberculosis and limited access to healthcare, among others, may worsen
both transmission dynamics and disease progression of SARS‐CoV‐2
compared to other countries, as well as the burden on the healthcare
system. The United Nations Department of Economic and Social Affairs
describes the pandemic as ‘… a tragedy, killing more than half a million
people and bringing the economy and life to a standstill in many parts of
the world. The containment measures have had profound impacts on
people and their livelihood. Economic growth has slowed, unemployment
increased, and poverty and hunger raised. The World Bank noted that ‘In
addition to its immediate impact on health outcomes and, tragically, on
lives, it is now clear that the coronavirus (COVID‐19) outbreak is likely to
have long‐lasting economic and social impacts of global proportions
stemming from the direct and indirect effects of illness, the preventive
behaviours of people and the transmission control policies of governments.
Several individual‐level risk factors for severe COVID‐19 disease and death
have been identified especially within the major metropolitan areas. The
pandemic is disproportionately affecting the poor, less educated and other
vulnerable groups, and has aggravated existing social, economic, and
health inequities, and long‐standing systemic inequalities. Transmission of
SARS‐CoV‐2 appears heightened in certain types of urban areas, for
example areas with high‐rise apartment buildings, such as Hillbrow.
Residents of informal settlements are also particularly vulnerable because
of ‘lack of basic needs such as water, toilets, sewers, drainage, waste
collection, and secure and adequate housing’ and because of ‘… space
constraints, violence, and overcrowding in slums (that) make physical
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Primary Objectives

Secondary Objectives

Tertiary Objectives
Primary
Endpoints/Outcomes
Secondary
Endpoints/Outcomes
Tertiary
Endpoints/Outcomes
Study Design
Study arms
Study population
Study sample size
Follow up/duration
Study/Programme sites

Study/Programme
duration
Intervention
Operations
Investigators

distancing and self‐quarantine impractical, and the rapid spread of an
infection highly likely
1. Describe knowledge, attitudes, perceptions and practices related to
COVID‐19, including around prevention and the potential uptake of the
COVID‐19 vaccine
2. Explore the economic, social and health impacts of mitigation measures,
and changes in health care seeking during the first wave of the COVID‐19
pandemic
3. Determine the percentage of the population previously infected with
SARS‐CoV‐2 following the first wave of the pandemic, by type of urban
setting, age group and gender
1. Identify individual‐level risk factors for SARS‐CoV‐2 infection, including
age, gender and underlying illnesses or comorbidities, as well as
knowledge and behaviours related to COVID‐19
2. Explore household‐level risk factors for SARS‐CoV‐2 infection, including
household size and water source
3. Estimate the extent of intra‐household transmission (percent of
household who are SARS‐CoV‐2 seropositive)
Not applicable
Knowledge, attitudes, perceptions and behaviours on COVID‐19 as well as
perceptions towards a future COVID‐19 vaccine.
Not applicable
Not applicable
Cross‐sectional questionnaire‐based and sero survey among residents in
randomly selected dwellings in three urban sites in Gauteng Province
Not applicable
Households residents in dwellings within the study area
750
Ongoing
Hillbrow, Johannesburg
Atteridgeville, Pretoria
Melusi, Pretoria
2 months
Not applicable
The study team, in coordination with the funders will define key metrics
Wits RHI
Dr. Thesla Palanee‐Phillips, Principal Investigator
Ms. Krishnaveni Reddy, Sub‐Investigator
SAPRIN
Dr Abraham Jacobus Herbst, Co‐Principal Investigator
Associate Professor Mark Collinson, Co‐Principal Investigator
Mr Tinofa Mutevedzi, Co‐Investigator
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Other Partners &
Collaborators

Sponsors/Donors
Linked Sub Studies and
post grad projects
Publications/key
presentations to date
Progress Update as at
21 Oct 20
Frequency of donor
narrative report
Overall Study/Project
Contact
Briefing owner and
date

The Gauteng Research Triangle
University of Johannesburg
University of Pretoria
HDSS Nodes
Department of Science and Innovation
South African Medical Research Council
Not applicable
Not applicable
Research protocol, informed consent and assent forms, information sheets,
surveys developed and submitted to Wits RHI Research Review Committee
(RRC). Ethics approval pending
Every 3‐6 months (To be decided)
Dr. Thesla Palanee‐Phillips (tpalanee@wrhi.ac.za)
Sibusisiwe Gumede, 23 October 2020
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Dr Gloria Maimela
Project Briefs
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Director
Gloria Maimela

Project
1. APACE, Lejweleputswa District
2. Care & Treatment Sub Award, Tshwane Metropolitan
Municipality
3. Wits RHI Key Populations Programme
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Project Brief: Accelerating Program Achievements to Control
the Epidemic, Lejweleputswa District
Full Title of Study/Programme
Technical Focus Area/Key
Words
Rationale

Primary Objectives

Accelerating Program Achievements to Control the Epidemic
Direct Service Delivery, Technical Assistance, District Support,
National Support
South Africa is at the forefront of the global AIDS response and has
made progress in the fight against HIV. Although the country has the
world’s largest HIV treatment programme, challenges remain in
preventing new infections and reducing morbidity and mortality. In
2017, South Africa’s burden of HIV infection was an estimated
7,203,313 of people living with HIV. Of these, only 53% access life‐
saving antiretroviral treatment through the country’s public health
care facilities.
The APACE programme will leverage key innovations to ensure a
comprehensive package of services that meets the wide‐ranging
needs of different patient groups across the HIV and TB continuum
of care.
Project Goal: To improve and expand comprehensive clinical and
non‐clinical differentiated HIV care and treatment services that will
accelerate and sustain HIV epidemic control in South Africa.
Project Components:
Component 1: Preventing new HIV infections and reducing HIV
morbidity and mortality through an improved and sustained HIV and
TB Continuum of Care by; Increasing the proportion of people living
with HIV who know their status, Increasing the proportion of people
living with HIV who are on treatment, and Increasing the proportion
of people living with HIV who are virally suppressed.
Component 2: Strengthening District Health Systems in support of
the HIV and TB Continuum of Care. This will include Health
Workforce Strengthening, strengthening Health Management
Information Systems, District Health/Implementation Planning,
Health Financing, Service Delivery Quality Improvement,
Leadership, Management and Governance, Laboratory Systems and
District pharmacists.
Component 3: Strengthening National Health Systems in support of
the HIV and TB Continuum of Care through technical support at the
national level in the following technical areas: Advanced Clinical
Care; Adolescent Girls and Young Women; PrEP; Dolutegravir roll
out; and Clinical Training programs as a follow up on NiMART
training.

Secondary Objectives
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Primary Endpoint/Outcome
Study/Programme sites
Study/Programme duration
Investigators

Other Partners & Collaborators

Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date

41 Health Care Facilities, Clinics and Hospitals in Lejweleputswa
district, Free State
1 October 2018 – 27 September 2023
Chief of Party: Dr Catherine Martin
HIV Care & Treatment Lead: Dr Candice Fick
M&E Lead: Merriam Seheri
Operations Lead: Enoch Manyame
Community Services Lead: Khensani Nkuna
 National Department of Health
 Free State Provincial Departments of Health: Gauteng,
 Lejweleputswa District Department of Health
 Progressive Primary Health Care
 Lesedi Lechabile Primary Care
PEPFAR through United States Agency For International
Development
Determining the epidemiological parameters of COVID‐19 through
sero‐surveillance with Dried Plasma Spots; the COREP study
Training Plan – Serial Sero‐surveillance
Conference Abstracts (2019/2020):
Publications (2019/2020:

Frequency of donor narrative
report
Project Contact
Briefing owner and date

Quarterly, Annually
Dr Catherine Martin (CMartin@wrhi.ac.za)
Zororo Mavindidze (20/10/2020)
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Project Brief: Care & Treatment Sub Award, Tshwane
Metropolitan Municipality
Full Title of Study/Programme

Technical Focus Area/Key
Words
Rationale

Primary Objectives

Programmatic Implementation and Technical Assistance (TA) for
HIV/AIDS and Tuberculosis (TB) Prevention, Care, and Treatment
Services throughout the Health System in South Africa under
PEPFAR – SA
District Support Partnership (DSP) comprising Direct Service
Delivery, Technical Assistance, District Support
South Africa is at the forefront of the global AIDS response and has
made progress in the fight against HIV. Although the country has the
world’s largest HIV treatment programme, challenges remain in
preventing new infections and reducing morbidity and mortality. In
2017, South Africa’s burden of HIV infection was an estimated
7,203,313 of people living with HIV. Of these, only 53% access life‐
saving antiretroviral treatment through the country’s public health
care facilities.
Wits RHI’s Tshwane District Support Programme supports HIV & TB
prevention care and treatment services in the fifth largest
metropolitan municipality in South Africa. The programme
comprises direct service delivery (DSD), technical assistance,
capacity development and provision of technical and material
support to Tshwane Health District and City of Tshwane Health
Department primary care facilities and selected hospitals. The
approach of the programme is to leverage key innovations, such as
Enhanced Adherence Clubs for patients failing on treatment,
multiple methods and delivery models for Central Chronic
Medicine Dispensing and Distribution (CCMDD), Adolescent and
Youth Friendly Services, innovative HIV Self‐screening, community
HIV testing and ART initiation to ensure a comprehensive package
of services that meets the wide‐ranging needs of patient groups
across the HIV and TB continuum of care within the COVID‐19
context.
Project Goal: To improve and expand comprehensive clinical and
non‐clinical differentiated HIV care and treatment services that will
accelerate and sustain HIV epidemic control in South Africa and
integrating the COVID‐19 contextual requirements.
Project Components:
Component 1: Preventing new HIV infections and reducing HIV
morbidity and mortality through an improved and sustained HIV and
TB Continuum of Care by: Increasing the proportion of people living
with HIV who know their status, Increasing the proportion of people
living with HIV who are on treatment, and Increasing the proportion
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of people living with HIV wo know their status, increasing the
proportion of people living on HIV who are virally suppressed.
Component 2: Strengthening District Health Systems in support of
the HIV and TB Continuum of Care. This will include Health
Workforce Strengthening, Data management support,
strengthening Health Management Information Systems, District
Health/Implementation Planning, Health Financing, Service
Delivery Quality Improvement, Leadership, Management and
Governance, Laboratory Systems and District pharmacists.
Secondary Objectives
Primary Endpoint/Outcome
Study/Programme sites

Programme duration
Investigators

Other Partners & Collaborators

Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key presentations
to date
Frequency of donor narrative
report
Project Contact
Briefing owner and date

84 Health Care facilities in 7 districts including.
• PHC
• Hospitals
1 October 2018 – 30 September 2021
• Programme Head: Dr John Imrie
• Head HIV/TB Care & Treatment Programme: Dr Josephine
Otchere‐Darko
• M&E Lead: Qinisile Sibanda
• Operations Lead: Cathy Skosana
• Community Services Lead: Khensani Nkuna
• Facility Care & Treatment Technical Head: Lawrence Thlowe
• Gauteng Provincial Departments of Health: Tshwane Health
District,
• City of Tshwane Health Department
• Strategic Evaluation, Advisory & Development Consulting
PEPFAR through United States Centres for Disease Control and
Prevention (CDC)
TLD and Weight Gain Pharmacoviligence on behalf of SA National
Department of Health with CDC
Conference poster (2020)
Quarterly, Annually
Dr John Imrie (JImrie@wrhi.ac.za)
Zororo Mavindidze (20/10/2020)

Page 175 of 197
Wits RHI Project Briefs 2021

Project Brief: Wits RHI Key Populations Programme
Full Title of Programme
Technical Focus Area/Key
Words

Summary paragraph (max 200
words)

Primary Objectives

Primary Endpoint/Indicators
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Key Populations Programme for Sex Worker and Transgender
individuals
HIV testing and counselling services (HTC), prevention
technologies including oral pre-exposure prophylaxis (PrEP),
antiretroviral therapy (ART), treatment of sexually transmitted
infections (STIs), tuberculosis (TB) screening, sexual and
reproductive health services, chronic disease management and
treatment of minor ailments.
HIV epidemic control in South Africa pivots on the success of
services for key populations such as sex workers (SWs), their
clients, and transgender (TG) people. Wits RHI, has provided
reproductive and sexual health services to sex workers in innercity Johannesburg since 1996, making us a national leader in the
provision of accessible clinical interventions for SWs. Our most
recent highly successful PEPFAR-supported 5-year Sex Worker
and Male Clients program was implemented from 2013-2018 in
five provinces across the country. In the face of remarkably high
HIV risk within this key population, we have interventions to
address risk-taking behaviors, and demonstrated innovative
service delivery models for HIV care, treatment and prevention
that are SW-led and effective in both clinic and community
settings. Wits RHI’s strong community-driven SW program
model, together with the organisation’s clinical expertise, has
been applied and tailored to develop a transgender-friendly and
transgender-competent outreach programme and clinical
service package.
1. To increase demand for and availability and access to
comprehensive prevention, care and treatment services and
interventions for sex workers
2. To increase capacity of civil society and other key
stakeholders to advocate for and implement HIV activities
3. To strengthen systems for planning, monitoring, and quality
assurance of sex worker programs
 No. of sites providing specialized clinical services to sex
workers and or transgender individuals
 No. of beneficiaries reached with prevention interventions in
person and via virtual outreach

Programme sites

Programme duration
Program Activities

Key Personnel

Other Partners &
Collaborators

 No. of beneficiaries offered HIV clinical services (HCT, ART,
PrEP)
 No. clients receiving other primary health services (STI, pap
smear gender-affirming hormone therapy)
 Number of civil society organizations engaged in District
Working Groups
 Number of civil society organizations trained in organizational
development and in technical areas
 Successful referrals for Legal Aid and other partner services
 No. of hot spots identified and mapped outside of
programmatic locations
Sex Worker Districts
City of Johannesburg
7 sub-districts
City of Tshwane
7 sub-districts
Ekurhuleni Metropolitan Municipality 6 sub-districts
Vhembe District
4 sub-districts
Transgender sites
City of Johannesburg
7 sub-districts
City of Cape Town
9 sub-districts
Nelson Mandela Bay (Port Elizabeth) 3 sub-districts
Buffalo City (East London)
1 sub-district
Start Date: 1 October 2018
Anticipated end date: 30 September 2023
 Decentralised ‘hub-and-spoke’ model
 Targeted peer outreach and micro-planning to reach the most
at risk populations and increase HIV+ yield
 Community HCT and Same Day Initiation (SDI)
 Tailored services to increase uptake
 Promotion of enabling environment through sensitisation of
community partners to increase accessibility; competency
training with DoH clinics to enhance quality of care and
defence of Human Rights (Positive Policing Partnership
Naomi Hill, Chief of Party
Cleo Sokhela, Deputy Chief of Party
Rutendo Bothma, Senior Advisor – Community Engagement
Julien Chihwayi, Senior Advisor – HIV Care and Treatment
Cara O’Connor, Senior Advisor – Strategic Information
Irene Kachomba, Finance and Administration Officer
 Sisonke Sex Worker Movement (sex worker advocacy group)
 Sex Workers Education, Advocacy and Training (SWEAT)
 Centre for Positive Care – CPC
 Perinatal HIV Research Unit – PHRU
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Sponsors/Donors
Linked Sub Studies and post
grad projects
Publications/key
presentations to date

Progress Update as at 01 Dec
2019

 Social Health and Empowerment (S.H.E) Coalition of
Transgender Women in Africa
 Department of Health (DoH) – National, Provincial and
District
USAID/PEPFAR
SAHMS 2 Study
Factors associated with retention of female sex workers in care
 Eakle R, Gomez GB, Naicker N, Bothma R, Mbogua J, Cabrera
Escobar MA, Saayman E, Moorhouse M, Venter WDF, Rees H,
on behalf of the TDPT. HIV pre-exposure prophylaxis and
early antiretroviral treatment among female sex workers in
South Africa: Results from a prospective observational
demonstration project. PLOS Medicine. 2017;14(11):
e1002444.
 Continued use of PrEP amongst six sites in South Africa
(SAHIVSoc October 2018 – oral presentation)
The Key Populations Programme for Sex Worker and
Transgender individuals started on 01 October 2018.
The programme targets set by PEPFAR for the first year of the
programme (FY19) are as follows:
1. Outreach and Prevention Interventions: Reach 13,580 sex
workers in Johannesburg, 9,061 in Tshwane, 2,206 in
Vhembe, and 5,361 in Ekurhuleni. Reach 1,946 transgender
individuals in Johannesburg, 1,206 in Cape Town, 630 in
Buffalo City, and 415 in Nelson Mandela Bay.
2. HIV Testing: Provide HIV Tests to 5,093 sex workers in
Johannesburg, 3,398 in Tshwane, 827 in Vhembe, and 2,010
in Ekurhuleni. Test 3,503 transgender individuals in
Johannesburg, 2,171 in Cape Town, 1,134 in Buffalo City, and
747 in Nelson Mandela Bay. The aim for testing yield
(proportion of tests with HIV+ result) is 15% for sex workers
and 20% for the transgender population.
3. PrEP: Initiate PrEP for 886 HIV-negative sex workers in
Johannesburg, 578 in Tshwane, 141 in Vhembe, and 342 in
Ekurhuleni. Initiate PrEP for 397 transgender individuals in
Johannesburg, 246 in Cape Town, 128 in Buffalo City, and 85
in Nelson Mandela Bay.
4. ART: Initiate ART for 687 HIV-positive sex workers in
Johannesburg, 459 in Tshwane, 112 in Vhembe, and 271 in
Ekurhuleni. Initiate ART for 631 transgender individuals in
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Frequency of donor narrative
report
Overall Study/Project
Contact
Briefing owner and date

Johannesburg, 391 in Cape Town, 204 in Buffalo City, and
134 in Nelson Mandela Bay.
Quarterly, Annually
Naomi Hill: Programme Head & Chief of Party, Key Populations
Programme nhill@wrhi.ac.za
Naomi Hill, 20 October 2020
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Wits RHI Ezintsha
Project Briefs
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Director
Ezintsha

Project
1. OPTIMIZE/ADVANCE
2. STAR‐ Self‐Testing Africa Initiative (UNITAID funded)
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Project Brief: OPTIMIZE
Full Title of Study / Programme
Technical Focus Area/Key Words

Summary paragraph (max 200
words)

Primary Objectives

Primary Endpoint/Outcome
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OPTIMIZE
HIV treatment initiative to provide substantial evidence base,
primarily in adults, with a core group of adolescents and
vulnerable populations (of participants who fall pregnant and
have TB co‐infection with HIV); to accelerate the introduction of
better, well tolerated, less expensive ART regimens in low to
middle‐income countries.
Current first‐line ART regimens recommended in low and middle‐
income countries have successfully treated over 15 million
people. However, these regimens have a low barrier to
resistance with a slight decrease in adherence, resulting in the
transition to more expensive and more toxic second‐line
regimens. In addition, first‐line regimens have toxicity issues in a
significant number of patients, affecting adherence. Newly
available drugs and lower doses of existing drugs promise
decreased toxicity and potential cost savings, and, in some cases,
provide a far higher barrier to resistance.
Previous experience with transition to new antiretroviral
combinations in low to middle‐income countries has shown that
countries face significant challenges and delays in adopting new
WHO recommendations, due to lack of effective planning and
operationalization. Consequently, project OPTIMIZE will
endeavour to generate an increased evidence base for new,
better tolerated and cost‐effective antiretrovirals in first‐line
treatment, encouraging WHO and countries to change treatment
guidelines to include these new regimens. These studies will also
address adolescents, TB and hepatitis B co‐infected patients, as
well as women of childbearing age and pregnant women, hence
demonstrating the benefit of new drugs under real world
conditions. In collaboration with various partners, this project
will further enhance community literacy and advocacy around
the need for ART regimen change and implementation, by
engaging at various scientific and community‐based platforms to
substantiate the evidence base ascertained; hence inciting
demand creation both locally and the within global spheres,
extending into a sustainably, long‐term outcome in HIV
treatment.
1. Three clinical studies to inform guidance and
implementation of HIV guidelines
2. Improved formulations of approved ARVs
3. Introduction activities to accelerate uptake

The clinical studies proposed for initiation are as follows: ‐

•
•
•

•
•
•

•

•

•

ADVANCE WRHI060 – RCT of DTG/TAF/FTC vs. DTG/TDF/FTC
vs. EFV/TDF/FTC (Wits RHI)
WRHI052 – Second‐line switch: LPV/r vs. reduced dose DRV/r
(Wits RHI)
2nd Line Adherence – Mixed methods cohort study analysing
factors associated with adherence on second‐line ART in the
Johannesburg inner city (Wits RHI)
SSAT062 – PK of reduced‐dose EFV in TB patients on
rifampicin (St. Stephen’s AIDS Trust)
DaRifi – PK study of adjusted doses of darunavir/ritonavir
with rifampicin in HIV‐infected volunteers (UCT)
RADIO – Impact of RIF on the plasma pharmacokinetics (PK)
of DTG dosed daily at 50mg or 100 mg in healthy volunteers
(St. Stephen’s AIDS Trust)
RIF‐DTG – Efficacy and PK study of DTG/ABC/3TC fixed‐dose
combination tablet in HIV‐infected participants on RIF‐based
anti‐tuberculosis therapy (UCT & Wits RHI)
RIF‐TAF – PK study drug interactions between TAF and RIF in
HIV‐positive individuals using modified doses of TAF as a
support study of the ADVANCE study (UCT & Wits RHI)
DRV Plasma Concentration sub study – PK study of
associations between darunavir plasma concentrations and
virological suppression, lipids and glucose (UCT)

These aforementioned studies will generate data to support
regulatory approval for an improved first‐line regimen in South
Africa and for global guidelines, if non‐inferiority and cost
effectiveness to current standard of care guidelines is
demonstrated.
Mylan will be key in bringing an improved formulation of co‐
formulated fixed‐dose combination of DTG/TAF/FTC to the
market. This FDC will be submitted for FDA approval in mid‐2017,
and subsequently launching this product at a lower cost than
current standard of care.
University of Liverpool (UOL), will produce a number of solid drug
nanoparticle candidates to enable human trials and manufacture
in 2018 (efavirenz) and 2019. This technology will enable dose
reduction without compromising virological success, the
possibility for reduced pill‐size and potential for easier co‐
formulations.
The remaining OPTMIZE partners i.e. ICAP, CHAI, MPP, TAC,
SAHCS and HIV i‐Base will contribute to the capacity building,
community activism and mobilization efforts within country level
advocacy and developing country needs assessment for
optimized access to ART. These efforts will include community
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literacy interventions around HIV and user understanding of ART
optimization, support basis for community advisory boards,
attending and presenting at conferences locally and
internationally, generate and disseminate pertinent information
on ARV supply, demand and global stock availability.
Study Design
ADVANCE WRHI060: 3 Arm, Open‐Label, 96 Week Randomized,
Non‐Inferiority Phase 3 study to assess Efficacy and Safety,
participants randomly assigned in a 1:1:1 ratio, however the 12
– 18 year age group will be enrolled and randomized separately.
WRHI 052: Phase 3b, Non‐Inferiority study to assess low‐dose
DRV in participants of age group ≥18 years, who will be randomly
assigned in 1:1 ratio to 2 treatment arms.
2nd Line Adherence: Mixed method adherence study on 2nd line
participants in inner city of Johannesburg
SSAT062: Phase 1, Sequential 2 stage study in participants of age
group ≥18 years that will evaluate the pharmacokinetics of EFV
in HIV and TB con‐infected participants.
DaRifi: 51 HIV‐infected participants, PBPK models in 28
participants virologically suppressed on a protease inhibitor‐
based regimen and further 23 participants completed in
remaining clinical phase.
RADIO
Phase 1 PK study in 20 healthy volunteers in London
RIF‐DTG ; RIF‐TAF
Study designs still to be finalized

Study arms

DRV Plasma Concentration Sub study
A PK sub study of the WRHI052 Treatment group 1 randomized
control trial
ADVANCE WRHI060
Arm 1: (Experimental arm 1): TAF 25mg/FTC/DTG
Arm 2: (Experimental arm 2): TDF/FTC/DTG
Arm 3: (Control arm): TDF/FTC/EFV (standard of care)
WRHI 052
Arm 1: DRV/r 400mg / 100mg
Arm 2: LPV/r 800mg / 200mg
SSAT062
Stage 1: EFV 600mg based ART switched to EFV 400mg plus RIF
and INH in HIV infected, TB uninfected participants for 12 weeks
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Study population

Stage 2: EFV 600mg based ART switched to EFV 400mg plus RIF
and INH in TB uninfected participants for 28 weeks in HIV and TB
co‐infected participants
ADVANCE WRHI060
Approximately 1110 male and female patients infected with HIV‐
1 eligible for first‐line therapy, will be randomly assigned in a
1:1:1 ratio (approximately 370 patients per treatment group). To
ensure adequate representation of adolescents in any treatment
group, randomization will be stratified according to age greater
or less than 18 years, with an anticipated 30‐40 in each arm in
this age group.
WRHI 052
300 male and female participants with HIV‐1 infection,
approximately 150 per group
2nd Line Adherence
Participants on 2nd line treatment in inner city of Johannesburg
SSAT062
25 HIV infected participants without TB co‐infection and 10 HIV
and TB co‐infected participants
DaRifi
51 HIV‐infected volunteers
RADIO
Phase 1 PK study in 20 healthy volunteers in London
RIF‐DTG
62 HIV‐infected patients on RIF‐based anti‐tuberculosis therapy,
>18 years old, ART‐naïve, on RIF‐based therapy for tuberculosis
for <3 months, CD4 counts >250 cells/mm3, and not pregnant.
RIF‐TAF
62 participants which will be enrolled at 2 sites in Johannesburg

Study sample size

Follow‐up/duration

DRV Plasma Concentration Sub study
150 participants from WRHI052 Treatment Group 1 study
WRHI060: 1053
WRHI052: 300
SSAT 062: 35
RADIO: 20
DaRifi: 51
RIF‐TAF; RIF‐DTG: 62
DRV Plasma Concentration Sub‐study: 150
WRHI060: May 2020 week 96 visit; 6 months post‐trial access
WRHI052: Mid‐2018 week 96 visit; post‐trial access
SSAT062: March 2018
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Study/Programme sites

DaRifi: December 2018 ‐ January 2019
RIF‐TAF: December 2019
RIF‐DTG: December 2019
DRV Plasma Concentration Sub study: Mid‐2019
Site 01: Wits RHI Yeoville Clinic
Primary Site (>19 years) for ADVANCE.
Site 02: Charlotte Maxeke Johannesburg Academic Hospital
Primary site for WRHI052, and an overflow site for ADVANCE.

Study/Programme duration

Intervention

Investigators / Project Staff

Other Partners & Collaborators
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Site 03: Wits RHI Shandukani Research Centre
Paediatric Site (12 ‐ <19 age group), as well as pregnant women
and their infants
01 October 2015 – 31 December 2019 (USAID funding)
1 October 2016 – 31 March 2020 (Unitaid funding)
Shortfall potentially to be funded by ViiV
HIV treatment initiative with specific focus on ART regimen
optimization and the subsequent effects of cost saving,
increased adherence and demand creation both locally and
within global infrastructure.
In addition, interventions around HIV community literacy and
advocacy around HIV ARV guidelines and future regimen
changes.
Francois Venter, Principal Investigator, Wits RHI
Michelle Moorhouse, Co‐Principal Investigator, Wits RHI
Simiso Sokhela, Sub‐Investigator, Wits RHI
Celicia Serenata, Technical Head, Wits RHI
Nkuli Mashabane, Research Operations Manager, Wits RHI
Godspower Akpomiemie, Regulatory Officer and Programme
Manager, Wits RHI
Kavish Maharaj, Senior Programme Manager, Wits RHI
•
ICAP: Leading implementation science agenda and
facilitating rapid multi‐country product introduction
•
Mylan: Generic pharmaceutical company supporting
development and manufacture of new regimens
•
University of Liverpool: Nanomedicine experts leading
development of lower cost PI formulations
•
HIV i‐Base: develop and produce technical updates and
conduct international advocacy on ART optimization, and
support TAC with treatment literacy training and
materials.
•
HIV Clinicians Society SA (SAHCS): provide clinical skills
building and systems strengthening components, and also
educate clinicians about the rationale for future regimen
change, and provide support to TAC.
• Treatment Action Campaign (TAC): coordinate trial‐related
community literacy and advocacy activities with HIV i‐Base.

• St. Stephen’s AIDS Trust (SSAT): conduct pharmacokinetic
studies to support data around ART optimization,
specifically low dose EFV; drug interactions between DTG
and RIF and TAF and RIF.
• University of Cape Town (UCT): based on outcomes of SSAT
PK studies, UCT will conduct similar PK drug interaction
studies of DTG and TAF with RIF in South African population.
UCT is also developing the assay to quantify DTG and DRV
drug levels.
Leverage: Co‐investment from the SAMRC for WRHI052 study.

Sponsors/Donors

Linked Sub Studies and post‐grad
projects
Publications/key presentations to
date

Synergies: USAID‐supported supply chain activities and USAID
Center for Innovation and Impact
• SAMRC (WRHI052)
• USAID (ADVANCE, 2nd line adherence, SSAT062,
nanotechnology, and product introduction)
• Unitaid (ADVANCE, PK studies of DTG and TAF interaction
with rifampicin, community mobilisation and clinician
demand creation in South Africa)
• ViiV & Gilead (study drugs)
See above
WRHI052 presented at IAS 2018 (Amsterdam)
DaRifi presented at CROI 2019 (Seattle)

Progress Update as at 15 May
2019

SSAT06 presented at CROI 2018 (Boston) and IAS 2017 (Paris)
ADVANCE
• Final week 48 visit in May 2019.
• Data analysis and manuscript preparation in process.
WRHI052
• Study completed in 2018, currently providing post‐trial
access.
• Study presented at IAS 2018 (Amsterdam); manuscript in
final review with The Lancet HIV
SSAT 062
• The London cohort presented at CROI 2018 (Boston).
• Manuscript completed.
RADIO
• Study is completed and datasets analysed.
Other activities
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•

Frequency of donor narrative
report
Overall Study/Project Contact
Briefing owner and date
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Advocacy partners, TAC, SAHCS and HIV i‐Base are
collaborating efforts and materials to support the DoH
with the DTG transition in 2019.
• Ongoing updates and real‐time progress of outputs,
including program‐related media and information
dissemination are widely communicated through the
monthly OPTIMIZE newsletter.
6‐monthly basis (USAID, Unitaid and SAMRC)
Celicia Serenata
CSerenata@wrhi.ac.za
Celicia Serenata
cserenata@wrhi.ac.za

Project Brief: STAR – Self‐Testing Africa Initiative (UNITAID
funded)
Full Title of
Study/Programme
Technical Focus
Area/Key Words
Rationale

Self‐Testing Africa Initiative (STAR)
HIV testing, Self‐testing, Innovation technologies
The STAR HIV Self‐screening ‐ Initiative Africa, funded by UNITAID, is based
on evidence, enabling individuals to learn their HIV status when and where
they choose, and will increase HIV testing, thereby increasing the numbers
of people who know their HIV status and have access to care and
treatment.
HIV Self‐screening (HIVSS), which allows individuals to screen themselves
in the privacy of their own homes by themselves or with their partner, has
proven a critical tool to increase the adoption of both HIV prevention and
treatment services. This bold new approach to HIV screening can help
meet the United Nation’s ambitious 90‐90‐90 treatment targets, which call
for 90% of people living with HIV to be diagnosed, 90% of those diagnosed
to be on treatment, and 90% of those on treatment to be virally
suppressed by 2020.
Phase 1 of the STAR project (2015‐2017) focused on rolling out HIVSS in
Malawi, Zambia, and Zimbabwe. Phase 2 will continue focus on these
countries and expand to South Africa, Swaziland, and Lesotho. The STAR
Initiative represented by Wits RHI, SFH, and CHAI in South Africa will
support the NDoH to roll out HIVSS in South Africa with the aim of
increasing HIV testing especially amongst under‐tested, undiagnosed, and
test‐averse people living in South Africa.

Primary Objectives

Input and Activities:
1. Work with governments to establish policy, strategy, and
operational planning to create an enabling environment;
2. Support development of regulatory systems for HIVST and HIVST
product registration;
3. Deliver HIVST at scale through a diversity of models;
4. Conduct limited operational research to answer key outstanding
questions in the HIVST impact framework;
5. Support integration of HIVST into national supply chains, including
quantification and forecasting;
6. Engage with PEPFAR, GFATM, and National Treasuries to transition
to sustainable long‐term funding for HIVST.
Objectives:
1. HIVST reflected in national testing policies, strategies, operational
plans, and regulation;
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2. Increased and equitable access to HIVST across health sectors;
3. Country supply chains forecast and deliver multiple quality‐assured
HIVST procured at reduced price;
4. PEPFAR, GFATM, and DoH engaged in resource allocation for HIVST
scale‐up.
Primary
Endpoint/Outcome

Study Design

1. Equitable access to and increased coverage of HIV testing leading
to:
2. Increased coverage of antiretroviral therapy;
3. Increased uptake of HIV prevention services (PrEP and VMMC);
4. Increase in the number of countries with costed operational plans
for HIVST scale‐up;
5. Increase in global procurement of HVIST commodities through
non‐UNITAID funding.
Multiple study designs: Combination of Research and Implementation
Science
South Africa’s HIVSS guidelines support many forms of HIVSS distribution
including through:
•

•

•

•

Study arms
Study population
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Community‐based platforms: HIVSS kits could be provided to
community members through community health care workers or
other trained community distributors (including peers) from fixed
points in the community or network distribution or door to door
distribution. These clients can also be provided with HIVSS kits
distribute to their sexual partners (secondary distribution).
Facilities‐based channels: clients presenting to facilities could be
offered an opportunity to self‐screen for HIV while waiting for
other services when there are no rapid testing services available or
be provided with an HIVSS kit to take home for their sexual partner
if they test positive at the facility. Potential settings include
patients attending ante‐natal (ANC) and post‐natal care (PNC)
clinics, sexually transmitted infections (STI) clinics, TB, ART and
family planning sites.
Workplace programmes: HIVSS kits can be distributed at under‐
tested workplaces. Employees can also be offered HIVSS kits to
take home for their sexual partners wellness programmes and
directly provided to men and those at high risk such as miners,
truck drivers, and their partners, with a view to facilitating the
uptake of HIV prevention. Workplace programmes can also use
secondary distribution by promoting partner delivery of the self‐
screening kits.
Other outlets: including pharmacy outlets, internet‐based sales,
and vending machines. Individuals can directly buy or order the
self‐screening kits for their own use.

No study arms
South African, and residents of South Africa

Study sample size
Follow up/duration
Study/Programme sites
Study/Programme
duration
Intervention
Investigators

Other Partners &
Collaborators

Sponsors/Donors
Linked Sub Studies and
post grad projects

Publications/key
presentations to date
Progress Update as at
Frequency of donor
narrative report
Overall Study/Project
Contact
Briefing owner and date

Target population are Undertested and Key populations with focus on
Men, AGYW, and High risk groups
Wits RHI form part of a consortium that aims to deliver 2.2 million HIV Self
Screen tests. Wits RHI are responsible for 1.2 million tests
Various, dependent on modality
Multiple sites in multiple provinces nationally
August 2017 – April 2020
User‐led, in private testing for HIV using rapid diagnostic devices
Mohammed Majam – Lead Investigator, Technical Head
Prof Francois Venter – Deputy Executive Director
Lynne Wilkinson – Senior Programme Manager
PSI
SFH
CHAI
HE2RO
LSHTM
UCL
Re‐Action Consulting
Opinion Solutions
UNITAID
Mohammed Majam Masters:
Determining the market entry barriers for an innovative healthcare
technology into the South African market: A case for HIV Self‐Testing
Cyprian Mostert and Gesine Myer Rath – Costing Analysis
Multiple presentations on various local and international platforms
23rd Feb 2018
Quarterly Narrative
Mohammed Majam, Technical Head, mmajam@wrhi.ac.za
Mohammed Majam; 23rd Feb 2018
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Director’s Profile
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Helen Rees
Executive Director
GCOB OBE MBBChir, MA (CANTAB), MRCGP, DRCOG, MASSAf
Prof Helen Rees is Executive Director of the Wits Reproductive Health and
HIV Institute at the University of the Witwatersrand in Johannesburg where
she is also a Personal Professor in Obstetrics and Gynaecology, and Co‐
Director of the Wits African Local Initiative for Vaccinology Expertise
(ALIVE). She is an Honorary Professor at the London School of Hygiene and
Tropical Medicine in the Faculty of Tropical and Infectious Diseases, an
Honorary Fellow at Murray Edwards College, Cambridge University, and an
alumna of Harvard Business School. Helen is internationally renowned for
her research and policy work in HIV, vaccines, reproductive health, and
drug regulation.
She is recognised as an outstanding chairperson and facilitator who can bring the best out of an audience
and derive themes and recommendations from the most diverse discussions. For this reason, she has been
an invited speaker at many international conferences and has chaired numerous national and
international committees. In 2020 Professor Rees contributed towards 21 manuscripts which were
published in ISI indexed journals.
Since the declaration of the COVID‐19 pandemic, Wits RHI immediately responded to a clarion call for
contributions towards multiple national and global defences. Wits RHI is Wits’ largest research Institute
with a mandate for multidisciplinary research, health systems strengthening and capacity building,
focusing on HIV/TB, vaccine preventable diseases and reproductive health. Under the leadership of Prof
Helen Rees, Wits RHI has participated in ground‐breaking COVID‐19 studies and interventions. The
institute’s Directors are currently involved in a total of 15 national and international COVID‐19 studies and
initiatives. Prof Rees is the Co‐Chair of the South African arm of the Solidarity Trial, centrally coordinated
from Wits and operational in 14 national academic hospitals. This World Health Organisation (WHO)
coordinated trial will generate high‐quality evidence on COVID‐19 treatment options. Prof Rees is also the
International Coordinator for the global CROWN Coronation study looking at strategies to protect
healthcare workers against COVID‐19 infection.
Prof Rees is widely recognised for her work as a global health practitioner and has been appointed as chair
and member of many international scientific committees and Boards. She has been actively involved in
national, regional and global response efforts to COVID‐19 including the development of COVID‐19
vaccines, their potential rollout and utilization. As well as Chairing the South African Health Products
Regulatory Authority (SAHPRA) Board, she is also a member of the Ministerial Advisory Committee on
COVID‐19, and a member of the Ministerial Advisory Committee on COVID‐19 vaccines and she Chairs the
MAC COVID‐19 Variant and Vaccines Technical Working Group. Prof Rees has worked extensively with
WHO and other institutions in the African region and is chair of WHO’s African Regional Immunisation
Technical Advisory Group on Immunization (RITAG). Prof Rees has chaired the WHO’s International Health
Regulation (IHR) Polio Emergency Committee since 2014 and is a member of the WHO IHR Emergency
Committee on COVID‐19. She is the Co‐Chair of the WHO SAGE Working Group on Ebola Vaccines, a
member of the Global Alliance for Vaccines and Immunization (Gavi) Board and chairs the Gavi
Programme and Policy Committee. She is a member of the Coalition for Epidemic Preparedness and
Innovation (CEPI) Board and chairs the CEPI Scientific Advisory Committee. She is a member of the COVAX
committee on COVID‐19 maternal immunisation and a member of the WHO SAGE Working Group on
COVID‐19 vaccines. With her, Gavi CEPI and WHO are jointly driving the global COVID vaccine effort
including the COVAX facility, and Prof Rees is also involved with the oversight of
the COVAX facility.
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Sínead Delany‐Moretlwe
Director: Research
MBBCh, PhD, DTM&H
Prof Sínead Delany‐Moretlwe, MBBCh PhD DTM&H is a clinical
epidemiologist, Prof and Director of Research at Wits RHI. A South
African‐born medical doctor, her experience is primarily in sexual and
reproductive health and HIV prevention research. She has supported
HPV vaccine introduction into South Africa through her work and she is
currently working with Australian and South African partners to
evaluate the impact of South African national HPV vaccination
programme. She is also part of a consortium aimed at evaluating the
evidence for one dose HPV vaccination schedule. Prof Delany‐Moretlwe
is an accomplished researcher who has been invited to speak at
different international conferences which include the International AIDS Conference (IAS) 2018, HIV R4P
2018, and the STI & HIV World Congress where she has presented on new HIV prevention methods
including PrEP. She is also a member of several national and international conference organising
committees. In 2020 she contributed towards 14 manuscripts which were published in ISI indexed
journals.
Prof Delany‐Moretlwe is a member of the WHO Product Development Vaccine Advisory Committee, the
HSV vaccine advisory group, and a new group advising on gonorrhoea vaccine development for use in low
and middle‐income countries. She is also a member of University of the Witwatersrand’s Research Entities
Committee.

Gloria Maimela
Director: Health Programmes
B‐Nursing, MBBCH, Dip HIV Man, MBA
Dr Gloria Maimela is the Director of Health Programmes at Wits RHI.
She is a Medical Doctor with extensive experience in paediatric and
adult TB management and HIV treatment and prevention. Dr Maimela
holds a Bachelor of Nursing degree, a Bachelor of Medicine and Surgery,
a Master’s in Business Administration (MBA), and a Diploma in HIV
Management. Dr Maimela provides strategic oversight and technical
direction in the implementation of the following PEPFAR funded
programs: Care and Treatment in Tshwane District (funded through the
Centre of Disease Control agency), Accelerating Program Achievements
to Control the Epidemic (APACE) in Lejweleputswa, Free State, and the
Key Populations (KP) program. The latter two programs are funded
through USAID. The key objective of these programs is to reach HIV epidemic control in South Africa by
2030, through the provision of HIV prevention, care, and treatment services to vulnerable and key
populations.
Dr Maimela leads a team of over 900 Wits RHI staff members across these programs. She is a published
local and international speaker. She is a PhD candidate and is a Principal Investigator on several research
projects. Dr Maimela is currently a member of the Dira Sengwe Board and is the chairperson of the
SAAIDS2021 conference.

Page 194 of 197
Wits RHI Project Briefs 2021

Thesla Palanee‐ Phillips
Director: Clinical Trials
M Med Sci, PhD, MSc
Prof Thesla Palanee‐Phillips is the Director for Clinical Trials at Wits RHI
as well as Wits RHI Laboratory Director. She holds a Master’s degree in
Medical Science cum laude, a PhD in Physiology/Biochemistry and a MSc
in Clinical Trials (London School of Hygiene and Tropical Medicine,
United Kingdom). She is a registered Medical Biological Scientist and
holds a joint appointment at the University of the Witwatersrand. Prof
Palanee‐Phillips is the Wits RHI Research Centre Clinical Research Site
(CRS) leader, a Senior Investigator in the NIH DAIDS funded US
Microbicide Trials Network. She initiated and oversees the Wits HIV
Research Group Clinical Trials Unit (CTU) Laboratory Oversight Group (LOG) and Regulatory Oversight
Group (ROG) ensuring CTU wide compliance to laboratory and regulatory requirements at Wits RHI and
CHRU (CTU partners). Her research has focused on biomedical HIV prevention with microbicides, vaginal
rings, oral pre‐exposure prophylaxis (PrEP) and contraception for the last 17 years. Her skillset includes
designing and implementing clinical trials and investigator research driven research studies integrating
complex laboratory components as well as qualitative, behavioral, and implementation science‐framed
questions into them. She has a particular focus on questions that bridge prevention with
sexual/reproductive health, issues impacting adherence to HIV prevention interventions in the context of
sexual violence and studies of interventions related to mitigation of risk for adolescent girls and young
women (AGYW), men who have sex with men (MSM) and transgender women (TGW).
Prof Palanee‐Phillips has spearheaded a Laboratory expansion initiative that now includes Flow cytometry
and GeneXpert ensuring tests are done on‐ site for real time resulting of STI and HIV VL results for timely
management and referral of study participants.
She is the Principal investigator on MTN 034, a cross over design trial that is assessing acceptability of and
adherence to oral truvada and the dapivirine vaginal ring in adolescent girls and young women. She is the
Site Co‐PI on two Gilead Phase 3 trials assessing Descovey, Lenacapavir and Truvada among AGYW and
MSM/Transgender women. She is also the Site Co‐PI on a Merck Phase 3 Trial involving monthly use of
Islatravir for HIV prevention among MSM/TGW. In Sept 2020, she was awarded my first five year grant for
a successful NIH R01 as PI. Finally, she is National coordinator for the WHO Solidarity COVID‐19 treatment
trial overseeing implementation at 15 Hospitals in South Africa.
Prof Palanee‐Phillips is a Member of the SA DOH PrEP Technical Working Group, a member of the Initiative
for MPTs Advisory Council, a member of the MTN Executive Committee and the MTN Network Evaluation
Committee.
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Lee Fairlie
Director: Child & Adolescent Health
MBChB, DCH, FC Paeds, MMED
Prof Lee Fairlie is the Director of Maternal and Child Health at Wits RHI.
Prof Fairlie has obtained a medical degree (MBChB) from the University
of Cape Town in 1997 and a Paediatric Specialist qualification (FCPaeds
SA) from the University of Witwatersrand in 2005. She has worked as a
paediatrician in the HIV and infectious diseases (specifically TB) field
since 2006. Prof Fairlie conducts clinical trials, implementation science
research and clinical work, as well as providing technical assistance and
programmatic work aimed at strengthening health care for women,
children, and adolescents living with HIV or accessing HIV prevention.
The clinical and research work that she leads focuses on HIV treatment
and prevention, TB, and other vaccine‐preventable diseases particularly
in maternal populations, children, and adolescents. More recently she has been involved in COVID‐19
work, including vaccines, in these and adult populations.
Prof Lee Fairlie is a member of the IMPAACT Treatment Scientific Committee, and several IMPAACT
protocol teams, as well as the co‐chair of MTN 042/DELIVER. She has been invited to present at
international conferences, published over 50 peer‐reviewed publications in the field, and received an
award from the Wits Faculty of Health Sciences in recognition of her dedication and achievement in
Research.

Saiqa Mullick
Director: Implementation Science
MBBCh, MSc, MPH, PhD
Prof Saiqa Mullick, MBBCh MSc MPH PhD, is Reader/Associate Professor
and Director of Implementation Science at Wits RHI. She is a medical
doctor with a PhD in Infectious Disease Epidemiology from the London
School of Hygiene and Tropical Medicine. She currently oversees a large
portfolio of projects addressing introduction of innovative approaches
and technologies for HIV prevention and Sexual and Reproductive
Health. Her experience is primarily in sexual and reproductive health
and HIV prevention research with a focus on adolescent girls and young
women. She has supported oral PrEP introduction in South Africa and
currently serves as principal investigator on a number of trials
evaluating integrated service delivery approaches for young women. For
the last five years she served as Deputy Director on the OPTIONS Consortium, a USAID‐funded project
focused on research and access for HIV prevention for women providing co‐leadership and strategic
direction for this consortium of nine international organizations working primarily in three countries
(South Africa, Kenya, and Zimbabwe).
She serves on a number of national and international technical expert committees including the National
PrEP technical working group, the IAPAC Fast Track Cities Implementation Science Fund Expert Advisory
Committee and the WHO STI Guidelines Development Group. She serves as an advisor to the Lancet HIV‐
IAPAC Commission on the future of urban HIV Responses and co‐chair of the WHO technical working group
on strategic information for HIV prevention.
She has been an invited speaker at multiple international conferences on HIV prevention, integrated
services, adolescent health, and sexually transmitted infections including AIDS 2020 and an invited
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member of the scientific committees and has served as track chair for both local and international
conferences. She served as track co‐chair for Implementation Science at the Adherence 2020 conference
and as track chair for Implementation Science for the South African AIDS Conference.

Jabulani Dhlamini
Chief Operating Officer
FCCA, MBA, DBA
Dr Jabulani Dhlamini is Wits RHI’s Chief Operating Officer. He is a
Chartered Certified Accountant (FCCA), holder of a Master of Business
Administration (MBA) with specialism in Strategic Planning, a
Postgraduate Certificate in Business Research Methods and a
Doctorate in Business Administration (DBA). The research focus area
for his doctorate study was in Strategic Management. He has over 15
years business experience and his core areas of interest and
experience cover; Strategy Formulation and Implementation,
Programme Management, Strategic Project Management, Strategic
Risk Management, Facilities Management, Business Research and
Analysis, Business Process Re‐engineering and Finance
Transformation. He has a strong business acumen and as a business leader, he enjoys evaluating issues
affecting business and finding practical implementable solutions.
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