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* OR 1.5 [1.04-2.2], p=0.02
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Global Rheumatic Heart
Disease Registry: The REMEDY study

Country # of Sites
Egypt
Ethiopia
India

Kenya
Malawi
Mozambique
Namibia
Nigeria
South Africa
Sudan
Rwanda
Uganda
Yemen
Zambia
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The Network
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The RHDGen Study

To build a network for phenotyping of RHD

To identify genetic variants affecting susceptibility
and resistance to RHD

To train a group of scientists and clinicians in
genomic studies of multifactorial disease

To address ELSI relevant to Africa
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Trios Recruited n=225
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RHDGen Health Scholars Programme

Postdoctoral Fellow:
Dr Chishala, Zambia
(graduated with MMed)

MSc studentships in bioethics:
Francis Masiye, Malawi

Syntia Munung, Cameroon
Olivia

Marlyn Faure, South Africa

Msc studentships in molecular
genetics:

Stephen Kamuli, Kenya
Tafadzwa Machipisa, Zimbabwe

PhD studentships in molecular
genetics:

Babu Muhamed, Burundi;

Stephen Kamuli, Kenya and Tafadzwa
Machipisa, Zimbabwe

8X MMED Fellows from participating
sites have undergone training



“Professor Mayosi never
forgot the challenges he had
to overcome, and he therefore
dedicated himself to
mentoring and supporting
students faced with similar
challenges...”
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: Enrolment complete:
Build a network for N s

phenotyping of RHD 99% CRFs; 97% Samples

Identify genetic
variants affecting

susceptibility and GWAS completed

resistance to RHD

8x Site fellows attended Cardiology

Training Scientists and and Epidemiology training;
Clinicians 2x MSc (Ethics); 2x MSc (Genetics)

completed; 3x current PhDs

To address ethical,

legal and social issues
5 De Vries Bioethics group

that are relevant to
Africa




Beyond RHDGen

De Vries Bioethics Group (coordinated from UCT)
« Established platform for postgraduate research
« Collaboration with other African genomics projects
« Supporting reflection on ethics of genomics research
« Substantial number of publications
« Patient-centred community engagement workshops undertaken

* International Rheumatic Heart Disease Genetics Consortium:
n=12,000 cases and controls

* Dr Muehlschlegel (Harvard): exome sequencing n=300

« Dr Whetton (University of Manchester): proteomics
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Focusing on Group A Strep
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What about a vaccine...
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A surveillance system for

group A streptococcal infection in Africa
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AFROStrep is the first registry and
biorepository of GAS in Africa,
collecting comprehensive clinical and
microbiological data for GAS
infections in Africa
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[ Active and Passive collection protocols

e Diagnostic microbiology laboratories:

e GAS isolates stored in biorepository
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Bactericidal Activity of 30-Valent Vaccine Antisera against Cape Town Pharyngitis emm
Types, N=157 (Vaccine and Non-vaccine Serotypes)
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Diagnosing ARF g ELISA Antigens for this Study (> 30) 2Nt

GAS infection?

Bacterial Location

Type-Specific M peptides (estimated 35 Cell surface

synthetic peptides

M-related peptides (Mrp) Cell surface
Human Im Groups |, 11, 111

C-repeat M peptide Cell surface

J14

Streptolysin O (SLO) Secreted

DNaseB Secreted

300

Participants

C5a peptidase Cell surface and Secreted

SCPA

Serine protease Cell surface and Secreted
SpyCEP

Serine esterase Secreted
SSE
Serum opacity factor

1) Swabs + ¢

Cell surface and secreted

| Assess NI iy | e
e B
Cell Surface

3) Assess seg=
Welcome HoATr

RHDGen Network

Function
Opsonic epitopes

Opsonic epitopes

» Antigens

Opsonic epitopes
Hemolysin

Degrades neutrophil
nets
Cleaves C5a

2

years

Cleaves IL8
Tissue invasion

Opsonic
epitopes/Fibronectin
binding
Adhesin/Fibronectin nce Of new
binding
Cell division and
adhesion

Opsonic Epitopes
eness ¢ Surveillance ¢ Advocacy ¢ Prevention

A.S.A.P.

Rheumatic Fever &
Rheumatic Heart Disease |




Results: Recruitment/Follow-up

Recruitment Targets
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Follow-up visits: n=175
2" visit- 92 (62%- 92/149)
3rd visit- 53 (62%- 53/86)
4t yisit- 25 (64%- 25/39)
5th visit-5 (63%- 5/8)

The loss to follow-up: n =28
The number of withdrawals: n= 22
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Impact of concerted mapping of GAS in Africa:

Document the epidemiological burden on the continent
Resource allocation including awareness efforts
Basis for monitoring progress
|dentify risk factors

Uniform approach ensures comparability of data

Contribute 1o understanding the biology of GAS:
implications for diagnostic test and vaccine development

Registry and  Biorepositories:  reservoir  for  future
opportunities
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Make your research beyond yourself.
Be humble, pray for wisdom each day
and, don’t worry about who gets the
credit...!

Professor Bongani Mayosi
Healer of Hearts, Pioneering Researcher, Beloved Mentor
Hamba Kahle, Rest in Peace.







