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It's been a busy year with HIV cure science being
showcased at multiple conferences, from Kigali, Rwanda
to Paris, France. The Australasian HIV/AIDS conference in
September in Adelaide hosted a special HIV cure
symposium  attended by scientists, community
representatives, and Jacqui, one of our very own HIV cure
trial volunteers!

This edition of the HIV cure volunteer's newsletter is jam
packed with updates on HIV cure science and community
engagement! Let's dive right in!

Panelists discussing HIV cure studies at the national conference
IAS Rwanda

The 13th International AIDS Society Conference on HIV Science was held in Kigali, Rwanda in July this year. This
was the first time this conference has been held in East Africa and highlighted Africa’s leadership in the HIV
response. HIV cure research from Africa was therefore one of the highlights of the meeting.

If you're interested in finding out more about the science presented at IAS, click HERE to read a summary from
Heather Ellis, who was awarded an IAS media scholarship to attend this meeting.

Some basic science highlights from IAS Kigali

One of the greatest challenges in curing HIV is the virus' ability to mutate to
avoid immune recognition. To address this, researchers at the Westmead
Institute for Medical Research developed a computer-based tool to locate rare
parts of the virus that cannot easily change. Dr. Josefina Marin-Rojas presented
her work showing that the immune cells from people living with HIV can

B recognize and respond to these unchanging parts. Furthermore, results indicate
- that a strong response against these unchanging viral parts could be related to
- ~ag@ Viral control —an encouraging step towards future cure strategies.

Rory Shepherd shared research showing how short bursts of stress can affect HIV inside the body. In the study,
participants were asked to give speeches about their personal strengths and weaknesses in front of a panel of
sour faced judges in lab coats — a test designed to make people feel stressed. As expected, their heart rates
and blood pressure increased. But researchers also noticed a rise in HIV activity inside their immune cells, but
this didn't lead to a rise in virus levels in blood, and the number of infected cells (HIV DNA) stayed the same.
This suggests that stress can briefly “wake up” hidden HIV through a mechanism scientists are still working to
understand. Read more about the recently published study here.

Understanding the impact of HIV on the brain

HIV can enter the brain soon after infection, but the possible impact of long-term HIV
infection on the brain remains unclear. At the Australasian HIV/AIDS conference, Dr
Thomas Angelovich from RMIT University presented findings using tissues from
people who passed away, that some HIV genetic material (DNA and RNA) could be
detected in the brain tissue from people with HIV who had undetectable virus on
treatment in the blood. Higher levels of this material were linked to more inflammation
in the brain. The team is now studying how HIV may trigger this inflammation and how
treatments could protect brain health in people living with HIV.

For more info, visit https://redcap.link/n506shnh
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Community visits to the lab
Following the successful visit from the Melbourne HIV Cure Consortium
Community Advisory Board (CAB) to the Doherty Institute in May, the
Westmead Institute of Medical Research recently had a visit from
Josephine Nabukenya. Josephine is an HIV activist from Uganda and
founded of The Miles of Smiles Foundations, a support service for young
people living with HIV and other chronic illnesses. She is currently
studying in Macquarie University and popped in to visit HIV Reservoir
\ Group at WIMR. They shared ideas for working together and learning
Josephine Nabu}(enya meeting with Gabriel from each other and promised to have more lab visits - the next one is
Duette and Josefina Marin Rojas from WIMR already organised for late November!!

NIVO-LD study Clinical trials

Nivolumab is a drug used in cancer treatment to boost immune responses.
The NIVO-LD study is testing whether very low doses of this drug could
help the body's immune system to fight HIV. 18 participants received a
single dose of nivolumab via intravenous infusion. The study found that
nivolumab attached strongly to its target on immune cells. including in the
lymph nodes, which contain many immune cells and are often difficult for
drugs to reach. There were no major safety concerns reported in this study,
and the next step will be to see what happens to immune responses if HIV

antiviral treatment is temporarily stopped after a dose of nivolumab. e
L |
The NIVO-LD study is seeking participants for this next stage. Read on tO Health Minister Butler checking out the
the last page of the newsletter for more information and to get involved! ’\“V?'LD poster at The Australasian HIV/AIDS
conterence

A study was recently published about Budigalimab, an immune-boosting drug, in 41 healthy people living
with HIV to assess the safety and tolerability of the drug, and impacts on HIV control in a treatment
interruption. Of the 11 participants who stopped antivirals, 2 had sustained virus control for up to 9 months off
treatment. Budigalimab is the same type of immune drug as Nivolumab, being studied here in Melbourne in
the NIVO-LD trial.

bNAbs are the new black

oD 1es A study involving 20 young South African women who began HIV treatment
\” Ve, very soon after acquisition through the FRESH program in Durban tested
p whether combining two broadly neutralising antibodies (bNAbs - click to find
out more about bNAbs in HIV research) with an immune-stimulating drug
called vesatolimod could safely control HIV without daily treatment. After

% stopping treatment under close medical supervision, four participants
//,/
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remained undetectable for more than a year without antivirals.

The PAUSE study is testing two long-acting bNAbs with an antiviral treatment

interruption in mMmultiple sites across Africa. The study planned to recruit 48

adults but stopped enrolling new participants because early results showed the
» )~ + majority of people who received the bNAbs experienced virus rebound. The
V—%‘ researchers will still try to learn as much as they can from the 32 people already

involved in the study, but it looks like these bNAbs, which have shown promise
in Western countries with subtype B HIV, might not work so well with subtype C
virus which is commmon in Africa.

Another study conducted in New York, USA, looked at bNAbs with N-803 (a drug that boosts immune cells) with
a treatment interruption. Out of 28 participants, 3 have a suppressed viral load after 1.5 years off antiviral
treatment, and 9 have low but not undetectable viral loads and remain off treatment. 3 participants were found
to be taking antivirals during the treatment interruption period, and they were counted as participants who
rebounded and restarted treatment.

The findings from these studies suggest that early treatment, combined with immune-based therapies such as
bNAbs, may help some people maintain control of HIV without lifelong medication. This hasn't been shown
consistency in enough people yet to say that bNAbs are the cure we've been looking for, but lots more work is
being done to look for better bNAbs and to understand how immune therapies could contribute to a cure for
HIV.

For more info, visit https://redcap.link/n506shnh
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HIV cure survey

You may have participated in our survey on perspectives and attitudes towards HIV cure research in Australia.
Results from this study presented at the Australasian HIV/AIDS conference in September reported that people
with HIV were optimistic about a cure and motivated to participate in cure research. But under half of
respondents had heard about treatment interruptions in HIV cure research studies. After explanation, most
respondents thought treatment interruptions were necessary and ethical but were concerned about safety and
side-effects, including the risk of passing HIV to sexual partners. This research highlights that more accessible
information about treatment interruptions is needed along with pathways to commmunicate safety concerns to
researchers. Full results will be shared in the newsletter next year!

Studies seeking volunteers!
REVEAL.: Blood and tissue donations for HIV cure basic science research

* Leukapheresis: Similar to donating plasma at the Bloodbank, this procedure filters out billions of white
blood cells over 4 hours and is performed at the Alfred Hospital.

o Gut biopsies

Very small samples of bowel/gut tissue are collected via a procedure called a colonoscopy, performed by a
specialist at The Avenue Hospital.

e Non-suppresible virus
Some people have HIV virus levels in blood that sit between 20 and 200 copies per mL, despite taking their HIV
medications regularly and not missing doses. The reasons for this aren't well understood. This study is seeking
people with HIV with non-suppressed virus to consent to a large bleed (1I50mL, approximately 7 tablespoons of
blood). This study will be running at the Alfred Hospital, Royal Melbourne Hospital and Monash Health.

Email: clinresearch@alfred.org.au if you're interested in any of the REVEAL study donations!

NIVO-LD study

As mentioned in page 2 of the newsletter, and presented as a poster and talk at the
Australasian HIV/AIDS conference in September, this study explores the impact of nivolumab
on immune responses to HIV infection. The study is seeking volunteers.

Participants will be randomly selected to receive an intravenous infusion of nivolumab or
placebo (no active drug).

Participants will not know what they are receiving. This study includes a treatment
interruption — where your regular HIV medication is withheld, and you are closely monitored -
to see if nivolumab is able to help control HIV without antivirals. There are strict criteria to
restart antivirals to ensure participant safety.

® Email: clinresearch@alfred.org.au or call 03 90766908 if you want to find out more!

NEW STUDY!

PEACH is a clinical trial to investigate if pomalidomide, an immune-
enhancing drug, can strengthen the body's own immune system to fight HIV.
The study has two phases. In both phases, volunteers will be randomly
allocated to receive either treatment with pomalidomide or a placebo (no
active drug). Participants will not know what they are receiving.
In the first phase, participants will receive capsules of pomalidomide or @ %T
placebo and stay on their usual HIV treatment. Blood samples will be =
collected to see how the immune cells react to the immune-enhancing ‘

treatment.

In the second phase, participants will undergo a treatment interruption to understand what happens to HIV
immune responses and control of the virus when given pomalidomide in the absence of antiviral medication.
Blood samples will be collected to closely monitor the virus levels and participants will have weekly or
fortnightly safety visits with a doctor. Participants will take part in both phases of the study.

Email: HIV-trials@unimelb.edu.au if you want to find out more!
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COMING SOON!

AMBER is a clinical trial to investigate if venetoclax, a medication which promotes cell death (apoptosis), can
lead to a reduction of the latent HIV reservoir. Venetoclax is currently used to treat certain blood cancers called
lymphomas. Participants will stay on their regular HIV treatment and receive 3 cycles of venetoclax tablets or a

placebo (no active drug). Each cycle goes for 28 days - 14 days on treatment and 14 days off treatment.
AMBER will begin recruitment at the Alfred Hospital in 2026.

Contributors to this edition: Josefina Marin-Rojas, Rory Shepherd, Jillian Lau, Thomas Angelovich, Kiho Tanaka, Lauren Wallace, Marti Kaiser, Alice Gage-Brown
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