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Study shows low rifampicin levels
in critically ill TB patients in ICU

he study on The impact of enteral

feeding and therapeutic monitor-

ing of Rifampicin with dose es-
calation in critically ill patients with
tuberculosis, demonstrated low rifam-
picin concentrations in most of the criti-
cally ill patients receiving standard treat-
ment, irrespective of feeding status at the
time of drug administration.

Results from a randomised sequential
pharmacokinetic study, led by CAPRISA
researchers to determine the frequency
of low plasma concentrations of rifampic-
in in critically ill patients with TB, the ef-
fect of feeding on drug exposure, and the
effect of dose-escalation (TDM) on phar-
macokinetic target attainment, was pub-
lished in the International Journal of In-
fectious Diseases.

TB drug concentrations are frequently
below the recommended therapeutic
concentrations in critically ill patients with
active TB. The study involved two inten-
sive sessions of pharmacokinetic sam-
pling on consecutive days in adult pa-
tients on drug-susceptible TB treatment.
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Among 20 critically ill patients (40% HIV-
infected), median rifampicin Cpax
(maximum serum concentration) in the
fasted and fed states were 5.1ug/mL ver-
sus 3.3ug/mL, respectively [p <0.0001;
geometric-mean-ratio (GMR) 1.95; 90%
Cl 1.46-2.60].

The proportion of patients with low rifam-
picin concentrations in the fasted and fed
states was 80% versus 100%
(p=0.1336). Optimized dosing led to a
per-patient median rifampicin dosing of
24.6mg/kg, and median C.x increase
from 2.4ug/mL to 17.8ug/mL (p=0.0005;
GMR 8.29; 90%Cl 3.88-17.74).

TDM-guided dose-escalation increased
the proportion of patients achieving the
suggested target rifampicin concentration
compared to standard dosing (83% ver-
sus 0%, p=0.004).

The researchers concluded a higher
starting dose and the use of TDM may
significantly improve the pharmacokinetic
- pharmacodynamic profiles and treat-
ment outcomes in critically ill patients.

For further reading see: Perumal R, et al. Int
J Infect Dis. 2023. doi: 10.1016/
J.ijid.2022.11.033. https:/
pubmed.ncbi.nlm.nih.gov/36462574/

Figure: Comparison of maximum rifampic-
in concentrations on standard dosing (fed

and fasted) and optimised dosing. Standard
dosing in the fed state (blue), standard dos-
ing in the fasted state (red), optimised dos-

ing (orange). Dashed horizontal line repre-
sents the minimum concentration threshold:

Standard Dose

Standard Dose
(Fasted) (Fed)

Optimized Dose
(Fed)

8 ug/mL. Solid horizontal lines represent
median values.
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Launch of the Eastern and Southern Africa
Commission on Drugs (ESACD)

rofessor Quarraisha Abdool

Karim joined former South

African president Kgalema
Motlanthe, ex-Mozambican presi-
dent Joaquim Chissano, former
New Zealand prime minister Helen
Clark, and Michel Sidibe, a former
executive director of UNAIDS, at the ..
launch of the Eastern and Southern =}
Africa Commission on Drugs
(ESACD) held in Cape Town from
10 - 11 February, to facilitate coop-
eration and coordination among the
member states in drug trafficking
and abuse in the region. Photo: At the press briefing: (from left) Former South African president Kgalema Mot-

lanthe, Former Mozambican president Joaquim Chissano, Professor Quarraisha

The ESACD was established in 4bdool Karim, Former New Zealand prime minister Helen Clark, and Dr Michel Sidibe,
2012 to address the serious and @/former executive director of UNAIDS, at the launch of the Eastern and Southern Afri-
multifaceted drug problem facing ¢ Commission on Drugs in Cape Town.
parts of Eastern and Southern Afri-
ca. The four current commissioners, Kgalema Motlanthe, Joaquim Chissano of Mozambique, Cassam Uteem of
Mauritius and Quarraisha Abdool Karim aim to provide evidence-based high level and authoritative recommen-
dations for drug policy reform and engage in high level strategic outreach and advocacy.

The commission has identified four priority areas for its work: strengthening drug law enforcement and interdic-
tion efforts, improving drug treatment and rehabilitation services, enhancing regional cooperation and infor-
mation sharing, and mainstreaming drug control into national policies and strategies. Listen to the media briefing
here: https://bit.ly/3ksCOxP

Sharana Mahomed invited to US National Academy of

Medicine Emerging Leaders Forum in Washington, DC

r Sharana Mahomed, CAPRISA Research clini-

cian and principal investigator will participate in

the 2023 National Academy of Medicine (NAM)
Emerging Leaders Forum. It is an invitation-only event
to connect emerging science leaders with NAM mem-
bers from various fields of medicine.

The Forum is a key gathering of the Emerging Leaders
in Health and Medicine Program (ELHM), ‘which aims
to increase the NAM’s engagement with exceptional,
interdisciplinary early- to mid-career professionals
working in biomedical science, population health,
health care, health policy, and related fields.

The ELHM Forum provides a platform to identify novel approaches to shared challenges in health and medi-
cine and spark transformative change across fields.” “| am honoured to attend this forum that creates collab-
orative opportunities for emerging science leaders. African scientists are crucial for Africa’s advancement.
However, the challenges faced such as lack of equipment and infrastructure remain barriers to success,” said
Mahomed. “This Forum is an opportunity to share these challenges and to be a role model in promoting
young African women in science.” The National Academy of Medicine (NAM) is one of three academies that
make up the National Academies of Sciences, Engineering, and Medicine in the United States.


https://bit.ly/3ksCOxP
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‘CROI is back on track’ - CAPRISA Researchers
present at the CROI conference in Seattle

Naidoo and Ms Lara Lewis attended and presented at the 30" Con-

ference on Retroviruses and Opportunistic Infections (CROI) from 19
-22 February in Seattle, Washington. “CROI is back” was the catch phrase
of the conference as it was the first in-person CROI since the start of the
COVID-19 pandemic. The in-person conference featured innovative interac-
tive sessions, informative poster sessions, and networking opportunities.
The CAPRISA team collectively presented seven posters.

CAPRISA’S Prof Nigel Garrett, Dr Sharana Mahomed, Dr Anushka

Garrett, who is Head of Vaccines and Pathogenesis research, shared find-
ings from the SHERPA and Ubuntu studies, assessing the safety of mMRNA
COVID-19 booster vaccinations in South Africa. He also presented an anal-
ysis by Dr Jienchi Dorward, Honorary Associate Scientist and the SHAPE
team on the roll-out of Dolutegravir and its impact on clinical outcomes in
KwaZulu-Natal.

Ms Lara Lewis, Senior Statistician presented results from an analysis of
community ART usage patterns and the impact of extending ART prescrip-
tions in community ART programmes from 6 to 12 months.

Dr Sharana Mahomed, Research Clinician and Principal Investigator
shared findings from the CAPRISA 012B study which demonstrated that
both VRCO07-523LS and PGT121 administered subcutaneously individually
and in combination at high doses were safe and well tolerated. Dr Anushka
Naidoo Research Fellow & Principal Investigator shared findings on a study
on Dolutegravir in Children coinfected with HIV and TB.

Highlights from the conference included a
presentation of the results from the Doxy-
PEP studies for STI prevention, research Photos (top—bottom) Presenting at
being undertaken for HIV cure and an CROI : Prof Nigel Garrett, Ms Lara
opening plenary by Dr Anthony Fauci Lewis, Dr Anushka Naidoo & Dr

chronicling the 30 years of CROI. Sharana Mahomed
Photo (left): (L-R) Prof Nigel Gar-
ret, Dr Anthony Fauci, Dr Sharana
Mahomed & Ms Lara Lewis at
CROI

atrick Mdletshe, CAPRISA Head of Community Programmes empha-
sized the importance of using condoms and having one sexual partner
for HIV prevention and protection against STls.
He addressed students at the Durban University of Technology (DUT) on 22
February at an event aimed at raising awareness about safe sex practices
among students and members of the community and to break down the stig-
ma of STls. Addressing students Mdletshe said “taking control of your sexual
health is essential in preventing STls and HIV.”
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University of KwaZulu-Natal’s Medical School
Wall of Fame
Medical School Legends Wall of Fame

We can all be instruments for change if only we took our eyes off | v
ourselves and paid attention to the needs around us '

Photo left: Top

5 Row—Prof Salim
Look at Your job or talent and ask yourself Abdool Karim

how do | use this in the service for others fourth from the
left.

Second row: Prof
Quarraisha
Abdool Karim
second from the

left

[ G
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rofessors Salim and Quarraisha Abdool Karim have been recognised by the University of KwaZulu-
Natal for their leadership, innovation and science to feature on a designated “Medical School Legends
Wall of Fame.”
“Alumni and other individuals who have contributed tremendously to the University and the health space
through their humanitarian work, innovation, science, leadership, research contribution, outreach projects,
and contribution to the Department of Health and Government do not get acknowledged,” said Prof Ncoza
Dlova, Dean of UKZN'’s School of Clinical Medicine.
“I felt it is about time that we put them on a pedestal for all to see and additionally get the youth and junior
alumni to be inspired by their contribution and hopefully this will rub off and create great mentorship and role
modelling,” she said.

Collaboration with international partners

In February, CAPRISA hosted delegates from

Gilead Sciences in the US and the Institute of Ll N ggZ;Z)fLéée?’:isgl:nSt

Medical Affairs, Gilead
“w- Sciences with Prof

" Salim Abdool Karim at
' CAPRISA'’s headquar-
~ ters

Human Virology (IHV) Nigeria aimed at explor-
ing potential collaboration opportunities in the future
and establishing research collaborations. Dr James
Rooney, Vice President of Medical Affairs, Gilead
Sciences, met with Professor Salim Abdool Karim
and senior scientists during his visit on 1 February

to gain insights into CAPRISA’s current research. | Photo bottom (L-R)

& Ms Resha Boodhram,

. N Study Co-ordinator; D
Dr Evaezi Okpokoro, from IHVN has been the pro- Lg;-,);a ? Oghi%nféamf

ject director for the CAPRISA 094 TRIAD study in Postdoc Research Fel-
Nigeria since 2020. He was hosted by Prof Kogie ii " i~y low; Dr Evaezi Ok-
Naidoo CAPRISA's Deputy Director and the TRIAD “1 pokoro, Project Direc-
study Principal Investigator as well as other | tor for the TRIAD study

APRISA TRIiAD team members. § in Nigeria; Prof Kogie
c S tea embers Naidoo, TRiAD Nation-

% al Lead Investigator for

& the TRiAD study; Mrs
| " Natasha  Samsunder,
" Director Laboratories

3 : ; . . and Mr  Khodani
Project director for the TRIAD study in Ramakulukusha. Data

Nigeria, meets with CAPRISA's Deputy Manager.
Director and National PI of TRiAD and
CAPRISA TRiAD team.

Nigeria has enrolled over 100 participants in the
study, making it the top study recruiting site.
Okpokoro expressed an interest in further research
collaborations and joint projects.
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For the complete list of publications see here: http://bit.ly/3IRvjZd
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