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Study shows the high rates of sub-
clinical TB infections in PLWHA

March 2022 Volume 21 Issue 3

In this Issue

In this issue we report on new
TB studies from the CAPRISA
team and collaborators to
commemorate World TB Day
observed in March.

On page 1 we feature a study
published in Clinical Infectious
Diseases that shows high
rates of subclinical TB infec-
tions in people living with HIV.

We report on a proposed multi
-centre, multi-country TRIAD
study, and the CAPRISA TB
community collaborative out-
reach event, on page 2.

On page 3 we feature the CAP
093 INSIGHT study to investi-
gate INSTI’s for enhanced TB-
HIV integration and we con-
gratulate Profs Mlisana &

De Oliviera on their SAMRC
awards.

On page 4 we report on the
NICD’s study on the
Ad26.COV2.S breakthrough
infections and the CAPRISA
study which aims to identify TB

transmission hotspot areas.
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recent CAPRISA-led study high-

lighted the inadequacies of symp-

tom-based TB screening in high
TB-HIV burden settings resulting in the
high incidence rates of recurrent subclini-
cal TB in people living with HIV and AIDS
(PLWHA).

The study, “Recurrent subclinical tubercu-
losis among ART accessing participants:
Incidence, clinical course, and outcomes,
published in the journal Clinical Infectious
Diseases, set out to determine the inci-
dence, progression, and outcomes of
subclinical TB in anti-retroviral therapy
(ART) accessing PLWHA with known pre-
vious successful TB treatment outcomes
in South Africa.

A total of 402 adult participants living with
HIV and AIDS were screened for TB with
3-monthly clinical and bacteriologic evalu-
ation and bi-annual chest radiographs
over 3 years.

A total of 48/402 (11.9%) bacteriologically
confirmed incident recurrent TB cases
was identified, comprising 17/48 (35.4%)
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subclinical TB cases and 31/48 (64.5%)
clinical TB cases.

Age, sex, and body mass index (BMI)
were similar among subclinical, clinical,
and no TB groups.

Incidence rates of recurrent TB overall; in
clinical TB; and subclinical TB groups
was 2.3 [95% CI: 1.7-3.0]; 1.5 [95% ClI:
1.1-2.2]; and 0.9 [95% CI: 0.5-1.4] per
100 person-years, respectively. In the
subclinical TB group, 14/17 (82.4%) was
diagnosed by TB culture only, 11/17
(64.7%) received TB treatment, and 6/17
(35.3%) resolved TB spontaneously.

Undiagnosed asymptomatic subclinical
tuberculosis (TB) remains a significant
threat to global TB control and accounts
for a substantial proportion of cases
among people living with HIV/AIDS
(PLWHA).

The researchers called for an update of
the symptom-based screening guidelines
to control the scourge of TB infections in
PLWHA.

For further reading see: Naidoo
K, et al. Recurrent subclinical
tuberculosis among ART ac-
cessing participants: Inci-
dence, clinical course, and
outcomes. Clin Infect Dis.
2022. doi: 10.1093/cid/
ciacl§5.
https:pubmed.ncbi.nlm.nih.gov/
35247054/

Image left: Undiagnosed asymp-
tomatic subclinical TB remains a
threat to global TB control. Pho-
to credit: Adobe Stock
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Optimizing DR TB Outcomes—TRIAD study

APRISA is one of nine clinical re-

search sites, and lead co-ordinator

for the TRIAD study, a multi-center,
multi-country Prospective Pragmatic Co-
hort study to assess the effectiveness, §
feasibility, acceptability, and cost-
effectiveness of implementing the Xpert
MTB/XDR (Xpert XDR; Cepheid) assay for
rapid triage-and-treatment with a shorter,
all-oral drug resistant tuberculosis (DR-TB)
treatment regimen.

The proposed study, led by Prof Kogie‘
Naidoo, Study Pl and Head of HIV-TB Treatment Re-
search at CAPRISA (in the photo), aims to screen
approximately 4800 GeneXpert MTB/RIF or Ultra
MTB-positive participants (irrespective of rifampicin
resistance status) from clinical research sites in South
Africa, Nigeria and Ethiopia to enrol 880 rifampicin
resistant and 400 isoniazid mono-resistant partici-
pants over a period of 12-18 months.

isoniazid, fluoroquinolones and second-
line injectable agents to provide rapid
genotypic susceptibility testing to detect
DR-TB. Participants that test positive
for Mycobacterium tuberculosis (M.tb)
with rifampicin resistance will be en-
rolled into Cohort 1 (n=880). Partici-
pants that test positive for M.tb that are
rifampicin susceptible with isoniazid
mono-resistance will be enrolled into
Cohort 2 (n=400).

“This research will provide information
about the feasibility, acceptability and cost-
effectiveness of the DR TB triage-and-treat model, to
inform policies and guidelines for programmatic im-
plementation” said Prof Naidoo. The Xpert XDR as-
say will be used to guide selection of appropriate,
evidence-based, all-oral DR-TB treatment regimen of
shortest possible duration. The TB molecular bacteri-
al load assay (TB-MBLA) will be used as an adjunct

to provide bacillary load monitoring over the course of
treatment to assess real-time DR TB treatment re-
sponse.

The Xpert XDR assay, a rapid genotypic test, will be
implemented as a reflex test to detect resistance to

A build-up session to World TB Day: A collaborative partnership to
end TB

“Invest in Action to End TB Now! Get Screened. End Stigma. Save Lives”
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collaborative World TB Day Build-Up Session was held on 16 March in the community of Ntuzuma,

north of Durban, in KwaZulu-Natal. The event of multiple stakeholders included CAPRISA, TB-HIV

Care, the Gugu Dlamini Foundation, eThekwini Municipality, KZN Department of Health and the com-
munity of Ntuzuma.

Themed: “Invest in Action to End TB Now! Get Screened. End Stigma. Save Lives”, the event was led by
Mr Patrick Mdletshe, Chair of the CAPRISA Community Programmes. Guest speakers included representa-
tives from CAPRISA, TB HIV Care, the Office of the Mayor, the Office of the Premier, Department of Health
and an MDR TB survivor who gave a personal testimony of her journey with TB. “I learned from the CA-
PRISA community and support groups that TB is treatable and completely curable. Perseverance will save
your life,” said Phindile Vilakazi a Multidrug-resistant TB (MDR TB) survivor.

The common theme amongst the speakers, was a need for greater collaboration to combat the three major
public health threats: HIV, TB and Covid-19, and a call for greater strides to be made in ending TB, which is
a preventable, treatable and curable disease. Continued on page 3
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INSTI'S for enhanced TB-HIV Integration

he CAPRISA 093 INSIGHT study to evaluate the antiviral efficacy,

safety and pharmacokinetics of twice daily Biktarvy® in ART-naive

adults with HIV/TB coinfection receiving Rifampicin based TB
treatment is underway at the CAPRISA Springfield Research clinic.

The study will provide evidence to introduce Biktarvy® as an alternative
safe, effective and cost effective INSTI option to Africa in patients with
HIV-associated TB. The study is led by Dr Anushka Naidoo CAPRISA
Scientist and Pl and Co-PI’s, Prof’s Kelly Dooley, Professor of Medicine ' ) ‘

at John Hopkins University & Kogieleum Naidoo, Head of HIV-TB Re- (L-R): Dr Anushka Naidoo (Pl), Prof’s Kelly
search at CAPRISA. This ground-breaking study will provide the oppor-  Dooley (Co-PI)

tunity to determine the use of Biktarvy for people with HIV-TB co-infection

in areas where the drug is not already licensed, including low and low middle income countries where lack of
safety and efficacy information is a barrier to the drug’s introduction.

The study may also pave the way for TAF roll-out, said Dr Anushka Naidoo, “a drug that has a better bone
and renal safety profile than TDF, which has been hindered, in part, by lack of data in HIV-TB co-infected indi-
viduals.” Co-treatment of HIV and TB, although ideal due to significant morbidity and mortality benefits, “has
its challenges, explained Naidoo. “This is mainly caused by drug-drug interactions with the rifamycin’s, higher
pill burden and overlapping toxicities.”

Profs Koleka Mlisana and Tulio de Oliviera re-
ceive SAMRC awards

he SAMRC honoured the scientific contributions of CAPRISA Research Associ-
ates, Professors Koleka Mlisana and Tulio de Oliviera, at the 8" SAMRC Scien-
tific Merit Awards held on 10" March.

" The prestigious President’s Award is made to ‘scientists who have made exceptional
lifelong contributions to medical research and public health’ was presented to microbiolo-
gist, Professor Koleka Mlisana for her research in HIV.

She has over 40 years’ experience in health sciences and currently co-chairs the Min-
isterial Advisory Committee on Coronavirus (MAC). Mlisana was head of the HIV Patho-
genesis and Vaccine Research Programme at CAPRISA.

A Gold medal award was presented to bioinformatics scientist Professor Tulio de Oli-
viera, who facilitated the identification of the SARS-CoV-2 variants of concern — Beta
and Omicron in South Africa and led the creation of the Network for Genomic Surveil-
lance in South Africa (NGS-SA).

Oliviera is the Director of the newly established Centre for Epidemic Response and In-
novation (CERI) and Professor of Bioinformatics, School for Data Science and Compu-
tational Thinking, Faculty of Science and Faculty of Medicine and Health Sciences, Stel-
lenbosch University. According to the SAMRC the Gold Medal category, is awarded to
‘researchers who have made substantial and influential contributions that have impacted
on health especially in the developing world’.

Continued from page 2..
A build-up session to World TB Day...continued

Services offered for the attendees on the day included HIV testing, TB screening, mobile chest x-rays and
transport to KwaMashu Poly Clinic was offered to guests who requested Covid vaccine jab.

Dr Busi Ntsalaze, CAPRISA Research Clinician said “Covid-19 had a devastating impact on the End TB goals. The
gains made in TB over many years have been eroded with reports of 100 000 more TB deaths per annum in the
2020-2021 reporting period compared to previous years. We need increased investments to get back on track with
TB”, she said.
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Ad26.COV2.S breakthrough infections induce high
titers of neutralizing antibodies against Omicron
and other SARS-CoV-2 variants of concern

rs Dale Kitchin (bottom photo) and Simo-

ne Richardson (fop photo) of the NICD

published a study entitled “Ad26.COV2.S
breakthrough infections induce high titers of neu-
tralizing antibodies against Omicron and other
SARS-CoV-2 variants of concern” in Cell Reports
Medicine.

tude to humoral immune responses
measured in convalescent donors
who had been hospitalized with se-
vere illness, and are cross-reactive
against diverse SARS-CoV-2 vari-
ants, including the neutralization
resistant Omicron (B.1.1.529) vari-
‘ ant that currently dominates global
The study confirms that neutralizing and binding infections, as well as SARS-CoV-1.
antibody responses to Ad26.COV2.S vaccina-
tion are stable for 6 months post Janssen
(Johnson & Johnson) Ad26.COV2.S non-
replicating viral vector vaccination, when tested
against multiple SARS-CoV-2 variants. Second-
ly, using longitudinal samples from individuals
who experienced clinically mild breakthrough
infections 4 to 5 months after vaccination, they
show dramatically boosted binding antibodies,
Fc effector function, and neutralization.
These high titer responses are of similar magni-

These data have implications for
population immunity in areas where
the Ad26.COV2.S vaccine has
been widely deployed, but where
ongoing infections continue to oc-
cur at high levels. https://www.cell.com/
cell-reports-medicine/pdfExtended/S2666-
3791(22)00035-0

Holly Spencer awarded MSc with Distinction

% ongratulations to Holly Spencer (in the photo) from the National Institute for

: Communicable Diseases (NICD) who obtained her MSc degree with distinc-

tion. Holly studied the Functional Impact of IGHG3 Genetic Variation in HIV-1

Infection and was supervised by Dr. Cathrine Scheepers, Dr. Simone Richardson
and Prof. Penny Moore.

Finding TB

: ! Yhe CAPRISA 095 TARGET TB study aims to identify TB transmission

hotspot areas within a defined community, and leverage that information
to design and advance effective, and efficient TB case-finding interven-
tions. i

Furthermore, this study aims to identify undetected TB, to help understand the
contribution of undiagnosed subclinical TB to communlty transmission, the latter Prof Barun Mathema
being critical to interrupting TB transmission. The TARGET TB study is led by
Prof Barun Mathema, Professor of Public Health at Columbia University in New
York and study Co-PI, Prof Kogieleum Naidoo, CAPRISA Deputy Director and
Head of the TB-HIV Treatment Research Programme.

“This study adopts a novel approach of linking transmission dynamics to detect-
ing undiagnosed and subclinical community-level TB,* says Prof Naidoo. “The rap-
id identification and treatment of infectious individuals with tuberculosis is central
to breaking the chain of TB transmission as 40% of incident TB cases globally
remain undiagnosed each year, contributing to delayed initiation of treatment, pro-
longed infectiousness, and ongoing TB transmission, explained Prof Kogie Nai-
doo. “Undiagnosed cases include symptomatic and asymptomatic TB patients
who have not sought care or are missed by the health system, whose potential to Prof Kogie Naidoo
transmit TB is unknown.”
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Visitors to CAPRISA

officials from the German Embassy. Dr Susanne Kieffer, Head of Education and Research and

On 29th March Prof Quarraisha Abdool Karim, CAPRISA’s Associate Scientific Director hosted

Ms Elke Wolff, Deputy Head of Cooperation at the Embassy. Abdool Karim provided an over-
view of CAPRISA’s core scientific research programmes and highlighted key research studies on

HIV, TB and Covid-19.

CAPRISA’s Data Management and Statistics, and Information Technology teams hosted DF/Net Re-
search, Inc. representatives Busisiwe Mpila, Business Development Representative in Africa and
Gavin Robertson, Director of Biometrics on 10 March. Discussions focused on the latest technology
advancements in healthcare to strengthen CAPRISA’s data management systems.

Right Photo: Front row (L-R): Ms Indra Grigal-
ionyte, Clinical Data Encoder; Dr Nonhlanhla
Yende-Zuma, Head of Statistics and Data Man-
agement; Ms Precious Radebe, Senior Data Man-
ager; Ms Busisiwe Mpila, Mr Gavin Robertson;
and Mr Sibusiso Mbhele, System Engineer.

Back row: (L-R): Mr Khodani Ramakulukusha,
Data Manager and Mr Mxolisi Mahlangu, Data
co-ordinator.

Left Photo (L-R): Ms Elke Wolff, Deputy Head of
Cooperation of the Embassy of the Federal Re-
public of Germany,; Prof Salim Abdool Karim,

. CAPRISA Director, Dr Susanne Kieffer, Head of

IJ Education and Research of the Embassy of the
‘ Federal Republic of Germany

!

Ivy to serve as KZN Research Sector repre-
sentative on provincial AIDS Council

e congratulate Ms Ivy Fikelephi Ka-
unda (in the photo) Community Liai-
son Officer at the CAPRISA
eThekwini Research Clinic (ECRS) on her ap-
pointment as the Organiser of the KwaZulu-
Natal (KZN) Provincial Council on AIDS Re-
search Sector chaired by the Premier of Kwa-

Zulu-Natal.

The KZN Provincial Council on AIDS is the
coordinating body of the HIV & AIDS, STls
and TB response in the province. As the re-
search sector organiser, Kaunda is responsi-
ble for organising campaigns and interventions

on scientific discoveries, science
symposiums, and educational
outreach in HIV, TB, and STI's in

communities.

nity engagement events.

Kaunda joined CAPRISA in 2009
as a Counsellor/ Recruiter and
was appointed as the site Com-
munity Liaison Officer in the Pre-
vention and Vaccine unit at the
ECRS. She supports the Com-
munity teams and leads the plan-
ning and organisation of commu-
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