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Outline of Talk

1. Background on Clinical Trial Development

2. What is Experimental Medicine

3.  Examples of Experimental Medicine Development Trials
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How are vaccines developed?

Screening and testing in the lab Testing in animals

Testing in clinical trials FDA approval for use in people
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Preclinical 
Animal 
Models

Phase 1 
Clinical Trial 

Phase 2 
Clinical Trial 

Phase 3 
Clinical Trial 

Licensure

< 50Number of 
People: 100s 1000s

Vaccine Clinical Trials
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How do we test whether a vaccine works?

Healthy people who 
have some risk of getting 

HIV infection

Random 
assignmentVaccine Placebo

Counsel ALL participants to avoid HIV infection

Follow both groups to count HIV infection rate
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RV144 - Participants
• Men and women ages 18-30

• Heterosexual, at “community risk”

• 8,197 randomized to receive vaccine regimen, 8,198 received placebo

0 1 2 3 4 5 6month

ALVAC ALVAC + AIDSVAX

42
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RV144 – Trial Results

Efficacy:  31.2%           
Rerks-Ngarm et al. NEJM 2009
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Moving to Africa:  HVTN702 Efficacy Trial
Feb 2020: No efficacy

Gray et al STM 2019
Bekker et al Lancet 2018
Bekker NEJM 2021
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Developing next-generation HIV vaccine concepts

Immunogen 
Design

Platform DosingAdjuvant Boosting

But how can we make this development go faster?
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Outline of Talk

1. Background on Clinical Trial Development

2. What is Experimental Medicine

3.  Examples of Experimental Medicine Development Trials
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https://avac.org/wp-content/uploads/2023/05/EMVTtrials_may2023.pdf

2023
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“Clinical investigations of multiple immunogens undertaken to generate or test a scientific hypothesis 
rather than that advances vaccine development and discovery rather than testing a specific product 

being designed to move into later phase trials”
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Experimental Trials

• Smaller trials can move more quickly
• Early validation of new concepts
• More reliable than animal models
• Maintain the same standards of ethical review and safety

Benefits

Considerations

• Requires the same stringency of manufacturing product standards, which is important for safety, but takes time
• Ethical review is not expedited for these trials
• Participants must understand these products may have no direct benefit to themselves
• May involve more extensive visits and sample collection (e.g. tissue biopsies)
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Outline of Talk

1. Background on Clinical Trial Development

2. What is Experimental Medicine

3.  Examples of Experimental Medicine Development Trials

• Rapidvax

• Multiple Founder Virus



RV591 (Rapidvax)

Antigen Delivery Optimization: Learning from Acute Infection

22

Pauthner et al Immunity 2015; Tam et al PNAS 2016; Cirelli et al Cell 2019
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RV591 RapidVax Study Schema
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Most people who acquire HIV start 
with a single strain, or “founder” virus

Rolland et al., PLoS Path, 2020

Multiple Founder Viruses

A few people start with more 
than one “founder” virus strains

People with multiple founder viruses 
make broader neutralizing antibodies
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Lewitus, Li, Rolland, mBio, 2024

22.4%

21.6%

HIV strains across the globe are HIGHLY diverse

But…

The diversity WITHIN a single 
person is much smaller
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Lewitus et al., PLoS Path, 2022

Sequences from a participant who 
acquired multiple “founder” HIV 

variants at the same time

“Multiple Founder Variant” Immunogen Design

1 Optimize these sequences to 
maximize immune responses

2 Combine sequences 
into a single vaccine

3

Outside of variable loops
In variable loops



Robust Community Engagement Remains KEY for 
the Success of Experimental Medicine Trials

Community Advisory Board

MUWRP Site Team

Community Education & Dialogue

Lobbying to streamline and 
harmonize regulatory procedures 

(while maintaining participant safety)
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What does the shift 
to Discovery Medicine HIV vaccine trials 

mean for current ethics guidance?

Catherine Slack, Siyabonga Thabethe & Abigail Wilkinson

Coalition to Accelerate and Support Prevention Research 

 16 May 2024



To be ethical a study should:
1. Explore a question of relevance to a health 

problem (social value)  using methods that will 
yield valid, reliable results (scientific validity)

2. Select participants fairly -for scientific reasons; to 
minimize risks to participants; to ensure that 
risks are spread across populations that stand to 
benefit (fair selection)

3. Ensure that potential risks of study 
procedures/interventions to participants are 
sufficiently minimized and sufficiently 
outweighed by potential benefits to participants 
OR by societal knowledge gains (favorable risk-
benefit ratio)

4. Ensure respect for enrolled participants 
(prevention, care, payment, access to results) 
(ongoing respect) 

5. Ensure that stakeholders are appropriately 
engaged (meaningful stakeholder engagement)

6. Ensure informed, voluntary consent from 
participants (informed consent) 

7. Be reviewed by a competent REC (independent 
ethics review)



Prudden et al 2023:
o CABS, community stakeholders and participants will need

to appreciate the central purpose of such trials, requiring
tailored explanations 

o The risk-benefit ratio of such trials will need careful 
communication i.e. that the intervention will not have 
potential individual benefit but may rather have social 
value in terms of societal knowledge gains 

o The purpose of such trials will need to be highlighted in 
consent forms and discussions to “offset any potential 
misunderstanding that the study intervention may confer 
direct health-related benefits to participants or even that 
the study goal is to move products through a pipeline 
towards introduction in vulnerable communities” (p. 5)

o Study teams must elicit perspectives and opinions of
community stakeholders 

o Advocates will need to be engaged to solicit and be 
responsive to their inputs 

o Countries not accustomed to engaging in early phase 
trials may be involved 

o RECs may benefit from cross-REC communication to 
harmonize any concerns they identify 

 



(1) EMPIRICAL RESEARCH 

• Planned for submission at SA 
MRC HREC

o Aims: To explore perceived 
complexities and 
opportunities

o Methods: In depth interviews
o Outcomes: Better 

understanding of degree to 
which guidelines address 
perceived complexities 

C
athy Slack cathym

ayslack@
gm

ail.com



(2) REVIEW OF GUIDELINES 

E.g. Researchers should:
o Ensure that trial participants are provided opportunities to learn trial results 

before they are announced publicly (GPP 2011 3.15)
o Inform participants and governments (…) (ideally) of research results before 

others (UNAIDS 2021 gp 14 )
o Disseminate progress updates and results to study participants, national 

authorities, local communities (as) a priority (..) before or 
contemporaneously with international dissemination (UNAIDS 2021 gp 14)

o Make every effort, in cooperation with government and other relevant 
stakeholders, to make available as soon as possible (…) knowledge 
generated, for the population or community in which the research is carried 
out (CIOMS 2016 gp2)  

o Recognize ‘there may be legal requirements that affect the timing and 
methods for public announcement of a trial closure’ (GPP 2011 3.5)



(3) RESOURCE DEVELOPMENT

For advocates
1. To raise awareness with 

community stakeholders 
(educational role) 

2. To make inputs to 
documents/processes 
(advisory role) 

3. To hold researchers 
accountable (watchdog role)

C
athy Slack cathym

ayslack@
gm

ail.com



Thank You!Thank You!



DR. BETTY MWESIGWA 
MUWRP Deputy Executive Director   |   BRILLIANT Co-PI 

Overview of BRILLIANT Scientific Program, Goals, 
Linking to Discovery Medicine Concepts - 16 May 2024 



MISSION 

To harness and 
catalyze African 

scientists to contribute 
to an African-led 

effective HIV vaccine 



BRILLIANT CONSORTIUM 

•  Led predominantly by African 
women scientists & comprise a 
multi-disciplinary team 

• Overall objective is to evaluate 
HIV vaccine candidates 
emanating from our continent.  

•  “First in Africa” (FIA) clinical 
development with existing 
immunogens, and HIV Vaccine 
Discovery medicine  

•  Rapidly evaluate “African” 
immunogens by doing 
discovery and pre-clinical 
evaluation utilizing mRNA 
technology evolving on our 
continent. 



DEFINITIONS 

•  TO DISCOVER: Find unexpectedly or during a search. Or to  bring 
to light. 

•  DISCOVERY MEDICINE involves identifying and characterizing 
molecules ( particles) with the potential to safely modulate (modify) 
disease, with a goal to bring products that can improve the lives of 
patients (vaccines, medicines etc).  

•  It is a lengthy and resource intensive process, that requires close 
cooperation across multiple disciplines. 



OBJECTIVES 

1.   COMMUNITY	PROGRAM:	Partner	with	civil	society	to	advance	African-led	HIV	vaccine	discovery	science.	

2.   CLINICAL	 PROGRAM:	 Design	 and	 implement	 innova;ve,	 early-stage	 clinical	 trials	 using	 an	 HIV	 vaccine	
discovery	 approach	 to	 improve	 immunogenicity	 and	 hasten	 the	 development	 of	 an	 effec;ve	 broadly	
neutralizing	an;body	(bnAb)	inducing	HIV	vaccine	regimen.	

3.   LABORATORY	 PROGRAM:	 Undertake	 comprehensive	 safety,	 immunologic	 and	 genomic	 inves;ga;ons	 to	
assess	B-cell,	T-cell,	and	addi;onal	humoral/cell-mediated	immune	responses	to	HIV	immunogens,	as	well	as	
the	effect	of	virus	and	host	gene;cs	to	inform	HIV	vaccine	design.	

4.   DISCOVERY/PRECLINICAL	PROGRAM:	Develop	innova;ve	preclinical	HIV	vaccine	concepts.	

5.   COLLABORATION	AND	CAPACITY	AUGMENTATION:	Fully	 u;lize	 and	 strengthen	 systems	of	 collabora;ons	
for	HIV	vaccine	research	 in	Sub-Saharan	Africa	(SSA)	and	 increase	opportuni;es	to	advance	the	careers	of	
promising	SSA	scien;sts.	



SCIENTIFIC STRATEGY 

Overall Immunogen Design and Vaccine Development Strategy is a two-stage approach: 
 

1.  Using immunogens previously tested in humans, but “First in Africa” (FIA) to advance the 
science fast, while testing out and strengthening our research infrastructure. 
 
Vaccine responses may differ across populations with lower responses seen in LMICs so may 
not base immunogenicity on studies just done in HICs 

2.  Integrating our own African immunogens into the clinical development pipeline, after 
preclinical evaluation utilizing a validated mRNA vaccine platform to advance 
immunogens into the clinic 



BRILLIANT – 001: YEAR 1/2 

A phase 1 HIV vaccine discovery trial to evaluate the safety and immunogenicity of 426c.Mod.Core-C4b 
and BG505 GT1.1 immunogens in prime-boost combinations with 3M-052-AF/ Alum adjuvant in HIV 
negative adults 

Group No. Prime 1  
(day 0) 

Prime 2 
 (08 weeks) 

Boost 1  
(24 weeks) 

Boost 2  
(40 weeks) 

1 
8/2 

Active/ 
placebo 

426c Core NP +  
3M-052-AF/ Alum   

426c Core NP +  
3M-052-AF/ Alum 

BG505 GT1.1+  
3M-052-AF/ Alum 

BG505 GT1.1+  
3M-052-AF/ Alum 

2 8/2 426c Core NP +  
3M-052-AF/ Alum 

426c Core NP +  
3M-052-AF/ Alum 

BG505 GT1.1+  
426c Core NP +  
3M-052-AF/ Alum 

BG505 GT1.1+  
426c Core NP + 
3M-052-AF/ Alum 

3 8/2 
BG505 GT1.1+  
426c Core NP +  
3M-052-AF/ Alum 

BG505 GT1.1 + 
426c Core NP + 
3M-052-A/ Alum 

BG505 GT1.1+  
426c Core NP +  
3M-052-AF/ Alum 

BG505 GT1.1+  
426c Core NP + 
3M-052-AF/ Alum 

Total 30 (24 vaccine, 6 placebo) 



IMMUNOGEN DESIGN 
& PRECLINICAL TESTING 

•  Develop first generation BRILLIANT immunogens for evaluation 
•  Increase capacity to develop mRNA vaccine candidates for preclinical & clinical evaluation 
•  Establish collaboration with MHRP to adapt the multiple founder virus (MFV) concept for 

African clades  
•  Establish collaboration with University of Amsterdam to support development of new 

SOSIP trimers 
•  Evaluation of env and gag sequences from recent break-through infections to inform 

vaccine design 
•  Exploratory program for immunogen and platform optimization 



COLLABORATION WITH UNIVERSITY OF 
AMSTERDAM TO SUPPORT 
TECHNOLOGY TRANSFER OF SOSIP 
TRIMER DESIGN 

•  Lead by Cissy Cityo’s team at 
JCRC 

•  Screen local samples for bNAb 
activity, generate envelope 
sequences as the basis of SOSIP 
trimers with support from Rogier 
Sanders and Marit van Gils’ teams 
at UMC Amsterdam 

•  Will diversify pipeline of 
characterised envelope trimers to 
feed into immunogen design 



COLLABORATION WITH MHRP TO 
DEVELOP THE MULTIPLE FOUNDER 
VIRUS (MFV) CONCEPT 

•  Lead	by	BeNy	Mwesigwa’s	team	at	MUWRP	
•  Leveraging	long-standing	collabora;on	with	MHRP	and	several	years	of	work	from	Morgane	Rolland	and	

colleagues	which	suggest	that	MFV	may	be	associated	with	increased	breadth	
•  Currently	focussed	on	subtype	B,	with	willingness	to	collaborate	on	under-represented	African	clades	



•  Don’t want all our “eggs in the mRNA basket” 
•  Envelope protein boost candidates (stable, purified Env trimers and/or 

purified nanoparticles, e.g. using spycatcher technology)  
•  Develop self-amplifying RNA constructs  
•  Use of novel adjuvants from MHRP (ALF) and Afrigen, with protein 

vaccines 
•  Exploring novel vaccine delivery platforms 
•  Implementation of standardised assays across labs for preclinical and 

clinical programs 

EXPLORATORY PROGRAM  
(WHICH INCLUDES CAPACITY AUGMENTATION) 



•  Early transfer of  B cell assays:  
ü  ELISA and pseudovirus neutralisation assays: preclinical and clinical 
ü  NICD/Moore lab to specific Consortium labs, including concordance study 

•  T cell preclinical assays – need to conduct concordance between preclinical labs so that 
vaccine candidates can be compared 

•  Establish B cell analytics, or work with others who have this pipeline 
•  Setting up regional capability for discovery medicine trials  

TECH TRANSFER AND 
IMPLEMENTATION OF ASSAYS 



AVAC/Choice Agenda Webinar - 16 May 2024 
BRILLIANT Project – An Example of a Discovery Medicine-Focused 

HIV Vaccine Initiative with Community Engagement as a Cornerstone 

Tian Johnson 
Co-Principal Investigator (CEA)  |  African Alliance 

 



1.  Community Governance 

2.  Co-create an Advocacy Agenda 

3.  Communications for Discovery 

4.  Community Leadership of MEL 

KEY OBJECTIVES OF THE COMMUNITY 
ENGAGEMENT & ADVOCACY 
WORKSTREAM YEAR 1 



•  Ensuring that effective good governance is implemented by: 

a.  Monthly CEA Steering Committee Meetings; 

b.  EXECO Meetings 

1.1 GOOD GOVERNANCE 



a)  Recruitment of CEA implementing partners across consortium countries (who meet pre-
determined criteria detailed in a call for expression of interest). 

b)  Implementation and Technical Assistance meetings between AA and the national 
implementing partners. 

c)  Ensure that activists have the language, the technical understanding, and the historical 
context of vaccine research and development to enable meaningful engagement. 

1.2 ROLL OUT OF COMMUNITY 
ENGAGEMENT ACTIVITIES 



HOW? 

a)  Baseline assessments to co-create the tools and   approaches. 

b)  Community engagement protocol 

c)  HIV vaccine discovery module (incorporating current work and lessons learnt from 
the HIV Cure agenda and CUREiculum) 

d)  Storytelling and Media Engagement module (incorporating current work and lessons 
learnt from PVA Africa subgrantees work) 

2.1 DEVELOPING AN ADVOCACY 
AGENDA FOR BRILLIANT 



•  BRILLIANT CEA Implementation Partners Gathering 

2.2 CEA IMPLEMENTING PARTNERS 
ONBOARDING 



•  Ongoing engagement with regional platforms such as 
SADC, AU, East African Community, ECOWAS, and the 
Economic Community of Central African States will be 
crucial in fostering support for HIV Vaccine Discovery. 

3. PRACTICE AND OVERSEE 
MEANINGFUL COMMUNITY 
ENGAGEMENT AND ADVOCACY TO 
SUPPORT THE OVERALL MISSION OF 
THE BRILLIANT CONSORTIUM 



a)  Newsletter (Shona, Portuguese, Pidgin, Nyanja, Swahili, Luganda); 
b)  Podcasts; 
c)  Consortium Op Eds; 
d)  National Op Eds; 
e)  Community radio drama; 
f)  Journal articles, publications, and presentations; 
g)  `Profile Consortium sites  - including CABS. 

4. COMMUNICATIONS FOR 
MEANINGFUL ENGAGEMENT 



•  Reflec;on	mee;ng	-	to	serve	as	an	opportunity	to	reflect	on	progress	and	strategize	for	the	
remainder	of	the	year.	

•  Annual	internal	accountability	scorecard	on	measuring	voice,	visibility,	and	power	within	all	
structures	of	the	consor;um.	

•  Profile	community	engagement	workstream	in	the	BRILLIANT	Consor;um.	

4. TO UTILIZE EXISTING 
PARTICIPATORY STRATEGIES THROUGH 
MONITORING, LEARNING AND 
ADAPTATION OF APPROACH TO INFORM 
REFLECTIVE LEARNING 



THANK YOU! 
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