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Mitigation of chronic immune activation
could reduce the rates of TB recurrence

Pillay (Masters student) and Dr. Ai-

da Sivro (Senior Scientist) led a
study, published in the journal, Frontiers in
Immunology, that demonstrated that the
increased risk of TB recurrence in HIV
infected individuals on ART is likely driven
by the HIV mediated translocation of mi-
crobial products and the resulting chronic
immune activation.

CAPRISA researchers Ms. Kimesha

The study was performed using stored
plasma samples drawn from the CAPRISA
TB Recurrence upon Treatment with
HAART (TRuTH) study, in which individu-
als with previously treated pulmonary TB
were screened for recurrence quarterly for
up to 4 years.

Recurrent TB cases (n = 37) were
matched to controls (n = 102) by original
trial study arm assignment and ART start
date. Plasma concentrations of soluble
adhesion molecules (sMAdCAM, sICAM
and sVCAM), lipopolysaccharide binding
protein (LBP) and transforming growth
factor-beta (TGF-p1, TGF-B2, TGF-B3)
were measured by multiplex immunoas-
says and ELISA.

The following analytes were associated
with increased risk of TB recurrence in the
multivariable model: sICAM (aOR 1.06,
95% CI: 1.02-1.12, p = 0.009), LBP (aOR
8.78, 95% CI: 1.23-62.66, p = 0.030) and
TGF-B33 (aOR 1.44, 95% CI 1.01-2.05, p =
0.044).

Additionally, the researchers observed
a positive correlation between LBP and
sICAM (r= 0.347, p<0.0001), and LBP and
IL-6, identified to be one of the strongest
predictors of TB risk in a previous study
(r=0.623, p=0.03, Sivro et al CID 2017).

The results support the notion of HIV
associated chronic immune activation as
the driving force in TB reactivation/
reinfection in HIV co-infected individuals.

Mitigating chronic immune activation
through utilization of immune based inter-
ventions could significantly reduce the
rates of TB recurrence and have a pro-
found impact on reducing TB disease bur-
den in HIV endemic settings.

- Aida Sivro, PhD

TABLE 1 | Univariable and multivariable analysis of TRUTH plasma analytes

(sSMAdCAM, sICAM, sVCAM, LBP, TGF-B1, TGF-B2 and TGF-B3) as biomarkers

of TB recurrence.

For further reading
see:

Pillay K, et al. Plasma

Cytokine Univariable Multivariable! biomarkers of risk of
tuberculosis recur-

OR (95% CI) p-value aOR (95% CI) p-value rence in HIV co-
SMAdCAM  0.99 (0.39 — 2.52) 0.984 0.94 (0.26 — 3.33) 0.922 ggi%ez#iigegﬁ)z;om
SICAM 1.05(1.01 — 1.08) 0.005* 1.06 (1.02 —1.12) 0.009 Immunol. 20'21,.
sVCAM 1.02 (0.99 — 1.04) 0.142 1.02 (0.99 - 1.05) 0:222 12:631094. htt, 28.’//
LBP 3.28 (1.02 — 10.59) 0.047 8.78 (1.23 — 62.66) 0.030 www.ncbi.nlm.nih.qov/
TGF- B1 1.05 (0.97 — 1.12) 0.222 1.05 (0.98 — 1.14) 0.179 pmc/articles/
TGF- B2 1.09 (0.93 - 1.29) 0.274 1.15(0.93 - 1.43) 0.194 PMC8026888/
TGF- B3 1.21 (0.95-1.55 0.120 1.44 (1.01 — 2.05) 0.044 -

"Multivariable analysis adjusted for WHO stage of the disease, BMI, lung cavities, age,
CD4 count, VL, gender and previous history of TB. *Statistically significant association

after FDR adjustment using 0.05 threshold.
Bold values: p-value < 0.05.
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Salim and Quarraisha Abdool Karim invited to
serve on leading global organisations

internationally recognised for their pioneering
research in HIV, have been invited to serve on
three leading global organisations.

Professors Salim and Quarraisha Abdool Karim,

CAPRISA’s Director, Professor Salim Abdool
Karim has been invited to serve on the WHO Sci-
ence Council alongside 9 of the world’s eminent sci-
entists including Nobel Laureate Dr Harold Varmus.
The announcement was made at the inaugural meet-
ing of the Council on 27" April by WHO Director Gen-
eral Dr Tedros Ghebreyesus.

Chaired by Dr Harold Varmus, the Council will pro-
vide guidance including the identification of current
and new science and technology issue that will impact
global health and strategic advice to WHO on sci-
ence, research and __
innovation in relation 00
to the future impact
of scientific develop-
ments.

Ghebreyesus ex-
plained that this step
is part of the organi-
sation’s deep-rooted
transformation em-
barked upon four
years ago. “A key
part of that transfor-
mation has been to
strengthen WHO’s
scientific work, so
that we are not just
keeping up with the
latest scientific de-
velopments but stay-
ing ahead of the
curve and harness-
ing the best science for global health”.

“Individually you each represent scientific excel-
lence in your domain”, said Dr Soumya Swaminathan,
Chief Scientist at the WHO. “And collectively you are
an outstanding group of researchers and scientists,
and Dr Tedros Ghebreyesus, and | are grateful of
your commitment to WHO and health for all.”

“Pandemics such as AIDS and Covid-19 have
highlighted the important role of science in global
health, “ said Abdool Karim who served as the chair of
the South African ministerial advisory committee on
COVID-19. “l am looking forward to participating in
this Council providing scientific advice to WHO on
future developments in health that the world needs to
be better prepared for.”

Professor Quarraisha Abdool Karim, Associate
Scientific Director of CAPRISA was appointed by the
United Nations Secretary-General, Antonio Guterres, on
4™ May as Co-chair to the new 10-Member Technolo-
gy Facilitation Mechanism (TFM) Group to support
the Sustainable Development Goals (SDGs).

“It is an honour and a privilege to be appointed by
the UN Secretary General to co-chair the high level
10-Member Technology Facilitation Mechanism
Group, said Abdool Karim. “The Sustainable Develop-
ment Goals provide an important framework to ad-
dress inequities and vulnerabilities globally.”

The 10-Member-Group will work with the UN Inter-
agency Task Team on Science, Technology, and Inno-
vation for the Sustainable Development Goals (IATT) to
provide ideas,
guidance, and
recommendations
accelerate pro-
gress on the
SDGs. It repre-
sents and mobilis-
es inputs from civil
society, private
sector, and scien-
tific communities
around the world
with diverse expe-
rience and exper-
tise across a wide
range of fields
including science,
technology, and
innovation.

On 11" May,
Friends of the
Global Fight Against AIDS, Tuberculosis and Ma-
laria (Friends), announced the appointment of Dr Quar-
raisha Abdool Karim and former U.S. congresswoman
Martha Roby to its Board of Directors.

“It's an honour to welcome Dr. Abdool Karim and
former Representative Roby to our Board,” said Chris
Collins, president and CEO of Friends. “They bring a
wealth of experience and expertise in their respective
fields of scientific research and public policy. We
greatly look forward to working with them.”

Responding to her appointment Abdool Karim said
“Friends does invaluable work harnessing U.S re-
sources to support the Global Fund and end the HIV/
AIDS epidemic. | see my role on the Board as a natu-
ral extension of my scientific work on the disease.”
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NIH study to assess mechanisms of type I IFN
signalling & HIV risk in female genital tract

anisms of IFNa2 induction and its impact on

interferon signalling and target cell phenotypes
at the site of HIV transmission using longitudinal mu-
cosal sampling from an ongoing clinical trial has been
funded by National Institute of Allergy and Infectious
Diseases.

ﬁ. CAPRISA led study aimed to define the mech-

CAPRISA senior scientist and PI of the study, Dr
Aida Sivro, said the study will provide “crucial infor-
mation on the role of IFN signalling in HIV infection”.
“The results of this study will provide key information
on the role of pre-existing mucosal inflammation and Photos: (L-R): Drs Aida Sivro, Tanuja Gengiah and Non-
the role of timing and duration of exogenous IFN stim-  /ilanhla Yende Zuma
ulation on generation of potent antiviral immune re-
sponses in prevention and treatment of viral infec- Oliveira (KRISP, SA).
tions,” said Sivro.

CAPRISA co-investigators include Drs Tanuja
The study, which will be conducted over 5 years, isin ~ Gengiah, senior scientist, and Nonhlanhla Yende Zu-
collaboration with scientists, Drs Steven Bosinger ma, head of Statistics and Data Management at CA-
(Emory, Atlanta, USA), Lyle McKinnon (University of ~ PRISA.
Manitoba, Winnipeg, Canada), and Prof Tulio de

Early Career Investigator Awards and
accolades for young investigators

Norman Letvin Early Career Investigator Award from the Collabora-

tion for AIDS Vaccine Discovery (CAVD). Richardson delivered a talk
entitled: “IgG3 HIV broadly neutralizing antibodies show improved neutraliza-
tion potency and phagocytosis compared to IgG1 variants” during the 9" Nor-
man L Letvin Early Career Investigator Virtual Meeting on 23 March 2021.

We congratulate Dr Simone Richardson (top) who was awarded the

This award recognizes the young or early career investigators who have
made significant contributions to research conducted within the CAVD.

Dr. Cathrine Scheepers (middle), Senior Medical Scientist at the National
Institute for Communicable Diseases (NICD) was awarded the University of the
Witwatersrand Faculty of Health Sciences Prize for Research for 2020 for her
paper published in Cell Reports (IF:8.109), entitled: “Antibody isotype switching
as a mechanism to counter HIV neutralization escape”. This prestigious award
held in May recognises excellence in research and goes to the first author of
publication of exceptional quality.

Congratulations to Dr. Rebecca van Dorsten (bottom), who was awarded her
PhD degree from the University of the Witwatersrand. Rebecca’s PhD focused
on exploring the potential of engineered antibodies to prevent HIV cell-free and
cell-cell transmission. She was supervised by Prof. Lynn Morris and Prof. Pen-
ny Moore at the NICD.
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4 I Yhe KwaZulu-Natal (KZN) Provincial Council on
AIDS (PCA), led by the office of the KZN Prem-
ier, in collaboration with the Provincial Civil So-

ciety, organised a Scientific Research Symposium

with KZN Research Institutions, on 8 and 9 April 2021.

The KZN PCA provides leadership, coordination and

monitoring and evaluation on the provinces’ integrated

response to HIV, STl and TB.

Members of the KwaZulu Natal Clinical Trials Unit:
Prof Kogie Naidoo, Dr Nigel Garrett, Dr Cheryl Baxter,
Dr Reshmi Dassaye, Ms Neeta Morar, Ms Zanele
Gwamanda and Mrs Ivy Kaunda shared their research
activities, and engaged in robust discussion on strate-
gies to meaningfully engage communities in therapeu-
tic and prevention research in HIV, TB and COVID-19.

KZN CTU engages Civil Society

“The need to educate communi-
ties on the scientific research
process and commonly used
research lexicon will help
strengthen collaboration be-
tween researchers and commu-
nities, and help improve trans-
lation of new scientific advanc-
es to affected communities”,
said Prof Kogie Naidoo,
eThekwini CRS leader.

Civil society called for more
regular updates on progress on research activities,
and resolved to lobby for greater recognition of the
research sector in the response to AIDS, TB and
COVID at a local, provincial and national level.

Congratulations to our graduates...

colleagues - four staff members (one former)

and four fellows who successfully completed
their degrees and graduated at the University of
KwaZulu-Natal’s virtual graduation ceremonies held
in May.

CAPRISA celebrates the graduation of eight

Fellows, Ms Nabeela Paruk (MMedSc), Dr

Andile Mtshali

(PhD) and Ms Mandisa Zuma

Photo: (L-R top): Nonzwakazi Ntombela, Study Co-ordinator, PhD;
Ross Cromarty, former staff, PhD; Andile Mtshali, Fellow, PhD
(Medical Sciences),; Callin Chetty, Study Co-ordinator, Master of So-
cial Science (Research Psychology); (L-R bottom) Franco Musiello,
Study Co-ordinator, Master of Social Science (Research Psychology);
Nabeela Paruk, Fellow, Master of Medical Science; Mandisa Zuma,

Fellow, Master of Medical Science, and Qondeni Ndlangamandla, Mas-

ter of Science (Statistics).

(MMedSc) received funding from the DSI-NRF Cen-
tre of Excellence grant.

Training co-ordinator, Ms Sma Mzobe, congratulat-
ed the graduates and said it was personally reward-
ing to have “colleagues graduate despite the chal-
lenges posed by COVID-19 pandemic on the 2020
academic year”.

MSc Awarded to Tai
Ncube at NICD

2y ai Ncube, super-
(L vised by Dr
il Cathrine Scheep-

ers, Dr Bronwen Lamb-
son, Dr Claire Cutland
and Professor Penny
Moore, was awarded his
MSc (Med) in Vaccinolo-
gy degree through WITS. His MSc pro-
ject was entitled: "Characterisation of
IgA1 and IgG1 constant region diversity
in South Africa". In this pilot study using
only 6 CAPRISA donors he uncovered
21gG1, 8 IgA1 and 5 IgA2 genes that
have previously not been described.
Five of these genes showed amino acid
changes, some of which were within Fc
receptor binding sites and may alter the
function of these antibodies. Future
studies will continue to study isotype
genetic diversity within the CAPRISA
cohort on a larger scale.
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evel 2@2’] The 16th edition of the International Workshop on HIV Transmission will
HIV = take place on 9-10 December 2021 at the National Institutes of Health
TRANSMISSION (NIH), Bethesda, Maryland, United States, as a hybrid meeting. Access

information on the website here: https://academicmedicaleducation.com/
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