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Hyaluronidase-enhanced subcutaneous
delivery of broadly neutralizing antibodies

highlighted the advantages of EDP, showing

roadly neutralizing antibodies (bNAbs) Population pharmacokinetic modeling further
are a promising strategy for HIV pre-

vention, offering targeted protection
against diverse viral strains. However, their
delivery has been constrained by the chal-
lenges of intravenous administration and the
need for large subcutaneous (SC) injection
volumes. In the recently published Nature
Communications article, researchers from
CAPRISA and collaborators report on the
use of a novel hyaluronidase-based technol-
ogy to enhance SC delivery of HIV bNADbs.

This phase 1 randomized trial, conducted at
the CAPRISA eThekwini Clinical Research
Site, evaluated the impact of the EN-
HANZE™ drug product (EDP), which con-
tains recombinant human hyaluronidase
(rHUPH20). Fifty-seven HIV-negative South
African women were enrolled, with a prede-
fined sub-analysis comparing 20 mg/kg dos-
es of the bNAbs CAP256V2LS and VRCO07-
523LS administered with and without EDP.

The study demonstrated that co-
administration with EDP markedly improved
feasibility and pharmacokinetics of SC bNAb
delivery. Median administra-

consistently greater antibody exposure
across all dosing scenarios compared with
SC administration without hyaluronidase.
These results suggest that hyaluronidase-
enabled SC delivery could provide an effi-
cient, scalable, and patient-friendly ap-
proach for long-acting HIV prevention, par-
ticularly in high-burden, resource-limited set-
tings.

This trial represents the first evaluation of
hyaluronidase-enhanced SC administration
of HIV bNAbs and supports the broader de-
velopment of combination antibody regi-
mens that may overcome viral resistance
while simplifying delivery. These findings
bring us closer to achieving practical, long-
acting HIV prevention interventions for popu-
lations most at risk. - Dr. Sharana Mahomed

For further reading: Mahomed S, Osman F, Beliveau M et al.
Hyaluronidase-enhanced subcutaneous delivery of bNAbs: a phase
1 randomized controlled clinical trial in HIV uninfected women.
Nature Communications. https://doi.org/10.1038/s41467-025-63051-
8

tion time was reduced from
nearly 50 minutes to 10
minutes, and injections per
dose decreased from three
to one. Importantly, serum
concentrations of both
bNAbs were significantly
higher at 24 weeks in the
EDP group, with
CAP256V2LS exposure
increased by 40%. Although
peak concentrations were 014—
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modestly reduced, overall 0 8
bioavailability was substan- 1
tially enhanced. Safety anal-
yses confirmed that EDP
was well tolerated, with no
serious adverse events or
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* With EDP

EDP = ENHANZE ™ drug product, SC = subcutaneous.

anti-drug antibodies
detected.

Figure 1 illustrates the serum concentrations of CAP256V2LS and VRC07-523LS with and

without EDP following a single subcutaneous dose
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“Science that unites and not divides”
...Professor Quarraisha Abdool Karim

V|IRCHOW
PRIZE

TOWARDS HEALTH FOR ALL

Virchow Prize 2025 alongside her fellow laureate, global child health

expert Doctor Zulfigar Ahmed Bhutta, at Rotes Rathaus, Berlin City
Hall in Germany. President of the non-profit Virchow Foundation and the
Berlin-Brandenburg Academy of Sciences and Humanities (BBAW) Chris-
toph Markschies said, “Though their paths are distinct, both laureates have
helped redefine the global health architecture by focusing on those histori-
cally excluded from mainstream health systems and scientific discourse.”

P rofessor Quarraisha Abdool Karim, FRS has been honored with the

In awarding Abdool Karim the prize, the Jury noted the following, “In line
with Virchow’s vision, Abdool Karim positions health as a manifestation of
social determinants and power structures, challenging the persistent gen-
dered neglect in global health research and development. She has consist-
ently underscored the intersection of biology and structural violence, show-
ing that empowerment and prevention must go hand-in-hand to curb
epidemics and sustain health gains.

Delivering the Virchow Prize Lecture, Professor Abdool Karim referred to
the context of the moment of the awards and the convergence of many
challenges, saying, “It demands of all of us to give our very best to ensure
we tackle these complex challenges. There are no easy solutions. There
are no quick solutions. But science is forward looking at it brings hope and

it is that hope as privileged members of society that in these times we have to hold high. It's the hope
that bring through science, science that unites and not divides. Science that fosters peace, not wars
and conflicts and science that ensures we have a sustainable future for generations to come.”

Watch the Virchow Prize Lecture 2025

- German physician, pathologist and politician
- He is often referred to as “The father of modern pathology”

Who Was - His work focused on cell pathology, pathophysiology and the modern

Rudolf

histopathology of tumors

- Socially, Virchow lent on his medical background to fight for social justice.
In describing the latter, the Virchow Foundation said, “There is consensus
that the relationship between medical, political, economic and social

|
‘/ erh OW? determinants must be addressed directly and jointly in order to achieve

sustainable and universal improvement of health.”

Left to right: Member of the Virchow Prize Committee and Executive Director of UNAIDS, Winnie Byanyima delivers the laudation speech for Professor Quarraisha Abdool
Karim. Prof. Abdool Karim and Dr. Zulfiqar A. Bhutta with the Virchow Award and the Virchow Prize Lecture 2025. All pics courtesy of The Virchow Foundation.


https://www.youtube.com/watch?v=t845t4Qvz2s
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Young people call for the science to be relevant

teenage pregnancies and the very real social factors that are contributing to the high HIV rate

among young women in Africa. CAPRSIA’s Community Outreach team and Fellows hosted a
frank and engaging fishbow! session, where tertiary students studying in Durban, sounded the call for
HIV prevention interventions to meet them where they are at. The age disparity that is seeing older men
having sex with young women is fuelled by the challenges of peer pressure, substance abuse, gender
based violence and unemployment among others. Concerningly candid conversations emerged about
the drivers behind transactional sex, from sugar daddies and the blesser phenomenon to sex for power
as a status symbol. In light of this, the social pressures facing young women continues to be a driving
factor behind the high HIV rate in this vulnerable group.

“ 7 oung students in Durban have shared their lived experience on transactional sex, unplanned

Among the recommendations are calls for such open conversations at a school level, an awareness of
the dangers of social media, empowering young women with information and education not only to

make informed decisions but to seek out financial independence and the decriminalisation of sex work.
- Contributions by Nonsikelelo Ndlela, Senamile Ngema, Kwena Tlhaku

Team together with colleagues from the Pharmacy,

Laboratory and QA units, have been commended for
excellence following a SAHPRA Good Clinical Practice
(GCP) inspection for the BNT 164-02 trial. It was through
the team’s collective diligence, professionalism, and com-
mitment to the highest standards in clinical research that
the audit report reflected exceptional site performance, with
no critical or major findings.

The eThekwini Clinical Research Site’s Treatment

These efforts were recognized and commended by the -
sponsor, CRO, and several senior ICON and BNT team members for the high level ofquallty and ex-
cellence demonstrated. This achievement reflects the strength of teamwork and dedication. The
Achievement Awards were presented to the team in recognition of this outstanding accomplishment.

Above: CAPRISA Deputy Director Professor Kogie Naidoo and the awardees
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Honing in on Latent Class Analysis

APRISA hosted a workshop on latent class i

analysis (LCA), presented by the Associate Pro- e ‘

fessor of Medicine and Epidemiology in the De- ”
partment of Epidemiology at Columbia University Medi- Ty
cal Centre in New York, Max O'Donnell, and pul- T ’
monologist at the Columbia University Medical Centre,
Doctor Kevin Guzman. The workshop was attended by
researchers from CAPRISA, the Africa Health Research |
Institute and the South African Medical Research Coun-
cil. LCA is used in clinical research to identify hidden
subgroups within a patient population based on
observed characteristics.
The workshop began with an introduction to LCA, fol-
lowed by discussions on the structure of LCA models,
how to run an analysis, and how to evaluate and inter-
pret the results. Assumptions and limitations of the method were also addressed. The method was il-
lustrated using a real dataset to enhance understanding and demonstrate implementation in R. Partici-
pants found the workshop useful and informative, engaging in discussions about applying LCA to their
own research questions and datasets. - Mahboubeh Akbari-Lakeh

PODCAST I n conversation this
Conversat ions with CAPRISA s scientists month, we meet 31 _year
-old Estcourt born Doc-
L tor Nomusa Zondo, one of
our intrepid post-doctoral
research fellows working in

the HIV prevention space.

Control and Management at the National De-

partment of Health and Honorary Associate
Professor of Medicine at the University of Cape
Town, has been awarded a PhD in Public Health
Medicine from the University of KwaZulu-Natal -
(UKZN). His thesis, titled “Analysis of Determinants
of Rifampicin-Resistant Tuberculosis Treatment Out-

P rofessor Norbert Ndjeka, Chief Director of TB

gt |

|
® »

comes in South Africa (2011-2021)”, was super-
vised by CAPRISA Deputy Director, Prof Kogie Nai-
doo with mentorship from CAPRISA’s Head of TB,
Prof. Rubeshan Perumal. Prof Ndjeka has been a
key figure in strengthening the country’s response to
TB, with a particular focus on drug-resistant strains.
Pof. Naidoo said, “His stewardship of the National
TB Control Program has seen a significant reduction
in TB associated mortality, reduction in TB inci-
dence, improved patient

novel drugs and diagnos-
tics. His commitment to

il the fight against TB has
significantly advanced re-
search, policy develop-
ment, and translation of
evidence-based interven-
tions into programme
implementation.”

: Left: Prof Kogie Naidoo, Prof Norbert
= | Ndjeka and Prof Rubeshan Perumal

She joined CAPRISA in 2020 in the middle of
the COVID-19 pandemic to undertake her PhD
in Virology, investigating three biological factors
impacting the efficacy of pre-exposure prophy-
laxis (PrEP) in African women from an HIV en-
demic area in KwaZulu-Natal over a prolonged
time. Zondo is currently part of the team that is
investigating broadly neutralizing antibodies as
a prophylaxis and the biological factors that im-
pact this. In the first episode of The Unconven-
tional Scientist, Nomusa shares her thoughts
on how young people view HIV, her passion for
mentorship and the lessons she has learned
from working alongside inspired women scien-
tists breaking

barriers in the HIV
and TB space.

The Unconventional Scientist
uncovers what makes our scien-
tists tick and challenges them on

some of the burning questions
facing science. Available on our

website and social media
platforms.
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A selection of scientific papers published in 2025

61 Ndembi N, Mercy K, Folayan MO, Abdool Karim SS. Analysis of mpox in Angola conflates distinct
timelines. Lancet. 2025 Oct 11;406(10512):€29. doi: 10.1016/S0140-6736(25)01202-4

62 Mkhize NN, Zhang B, Brackett C, Elyanu PJ, Tapley A, Dadabhai S, Hu J, Do BTN, Schuster DJ,
Heptinstall J, Sawant S, Seaton K, Sarzotti-Kelsoe M, Hudson A, Jin Y, Bhebhe S, Kaldine H, Kgagudi
P, Modise T, Mgodi NM, Andriesen J, Randhawa AK, Fisher LH, Kee JJ, Magaret CA, Peng J, Kenny
A, Carpp LN, Chen Z, Heng S, Villaran M, Takalani A, Le Roux B, Wilkinson E, Odhiambo J, Shah P,
Polakowski L, Yacovone M, Samandari T, Chirenje Z, Makhema J, Kamuti E, Njekwa K, Nuwagaba-
Biribonwoha H, Baguma A, Badal-Faesen S, Brumskine W, Coetzer S, Dawson R, Delany-Moretlwe S,
Diacon AH, Fry S, Gill K, Madikida A, Hoosain ZAE, Hosseinipour MC, Inambao M, Innes C, Innes S,
Kalonji D, Mwape H, Kassim P, Kamanga MC, Kilembe W, Laher F, Malahleha M, Maluleke VL,
Mboya G, Madiega PA, McHarry K, Mitha E, Duki Y, Mda P, Moerane M, Moloantoa T, Nuwamanya S,
Mahomed S, Naicker V, Nana A, Nanvubya A, Kawoozo B, Nchabeleng M, Otieno W, Potgieter EL,
Potloane D, Punt Z, Said J, Singh Y, Kassim S, van der Vendt D, Tayob MS, Vahed Y, Wabwire DO,
Kublin JG, Bekker LG, Corey L, Gray GE, Huang Y, Kotze P, Garrett N, Hural J, Ferrari G, Andersen-
Nissen E, Montefiori D, Moore PL, McElrath MJ, Tomaras GD, Gilbert PB; CoVPN 3008 Study Team.
Neutralizing and binding antibodies are a correlate of risk of COVID-19 in the CoVPN 3008 study in
people with HIV. Nat Commun. 2025 Oct 6;16(1):8876. doi: 10.1038/s41467-025-63948-4

63 Perumal R, Somboro AM, Tulsi J, Ngcapu S, Naidoo K. The gut and lung microbiome across the
TB disease spectrum. Front Microbiol. 2025 Sep 23;16:1643900. doi: 10.3389/fmicb.2025.1643900

64 Goh M, Viens AM, Abdool Karim S, Kesselheim AS, Outterson K. Whose burden, whose benefit?
Revisiting ethical trade-offs in the WHO guidelines on scaling up mass azithromycin administration.
PLoS Med. 2025 Sep 30;22(9):e1004736. doi: 10.1371/journal.pmed.1004736

65 Perumal R, Pillay S, Bagratee N, Tulsi J, Naidu N, Khan DF, Harry L, Dlamini NN, O’Donnell M,
Padayatchi N, Naidoo K. Anatomical and functional characteristics of symptomatic post-TB lung
disease. The International Journal of Tuberculosis and Lung Disease. 2025 Sep 26;29(10):434-40.
doi: 10.5588/ijtld.25.0137

66 Nyilana H, Reis K, Seepamore B, Perumal R, Wolf A, Guzman K, Amico KR, Zulu M, Hlathi S, Lu X,
Mabuyi T, Nhlangulela N, Perrier R, Wilson M, Friedland G, Naidoo K, Daftary A, Zelnick J, O'Don-
nell M. Experiences of key populations in multidrug-resistant TB and HIV. Int J Tuberc Lung Dis. 2025
Jun 27;29(7):289-292. doi: 10.5588/ijtld.25.0094

67 Van de Perre P, Moore PL, Nagot N, Gama L, Moles JP. Broadly neutralizing antibodies, nonneutral-
izing antibodies and broadly effector antibodies to prevent HIV transmission? AIDS. 2025 Jun 1;39
(7):918-920. doi: 10.1097/QAD.0000000000004115

68 Serrano MG, Edwards D, Ahmed K, Bailey VC, Beksinska M, Edupuganti L, Harryparsad R,
D'Hellencourt FL, Meyer B, Mehou-Loko C, Radzey N, Taku O, Williamson AL, Smit J, Spaine K, Zhu
B, Jefferson KK, Nanda K, Strauss lii JF, Morrison CS, Deese J, Masson L, Buck GA. Effect of
contraceptive methods on the vaginal microbiome and host immune factors. Contraception. 2025
Aug;148:110936. doi: 10.1016/j.contraception.2025.110936

69 Omole TE, McKinnon LR. Integrin a437 as a predictor of HIV acquisition: one thread in a complex
tapestry. J Clin Invest. 2025 Aug 1;135(15):e195258. doi: 10.1172/JCI195258

*Continued from previous newsletter For the complete list of publications see here: https://www.caprisa.org/Publication/1/1
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