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| will discuss novel/emerging treatment and off-label uses of medications today, but always check
the TGA approved indications and product information at https://www.tga.gov.au/ . Patients should

always discuss treatment with their doctor.



https://www.tga.gov.au/

HIV, HEPATITIS C AND
LIVER HEALTH

« HIV state of the art
« HCV - cure for everyone

* Liver health for people with HIV and
previous HCV



AN INTERNATIONAL
HEALTHCARE +
CATASTROPHE

* No systematic tracking of HIV and
Hepatitis C harms and deaths from
Mysterious Form of Hepatitis infected blood products in Australia,
e Seen as Widespread Threat

likely 8000 people exposed,

R ——— including 1350 with haemophilia A
s « May 2024 - final report of the UK
Infected Blood Enquiry
+ 3000 deaths
o e i oms s e « “The worst treatment disaster in
21 = UL St the history of the NHS”

Worcester, .
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* Opportunities to intervene

* Importation of factor VIII
concentrate

 Lack of research
* Delays in making key decisions
in the light of new evidence

UK tainted blood: amplifying the voices of the victims,
The Lancet Haematology, Volume 11, Issue 7, e471




IMPROVEMENTS IN TREATMENT AND
OUTCOMES FOR HIV AND HEPATITIS C

. Antiretroviral Therapy for HIV
N
<3 - HIV is now a chronic disease controlled with medication
Treatment failure is extremely uncommon

Burden of disease is cardiovascular, metabolic

Direct-Acting Antivirals for Hepatitis C

Has revolutionised the field

Everyone should be cured now - if not, please contact me!

-~ Need for ongoing monitoring for some complications

Liver Health in people living with HIV and (cured)

But none of us can escape ageing! Pompeo Batoni | 7ime orders Old Age to destroy
N Beauty | National Gallery, London







HIV Epidemic will end in

Australial N AUSTRALIA 2025

Estimated IPR

UNAIDS IPR
Benchmark

Australian IPR
Benchmark

Incidence:Prevalence Ratio (IPR) = 0.022
PrEP, U=U, 95/95/95

2015 2016 2017 2018 2019 2020 2021 2022

Year

King JM, Applying population-specific incidence prevalence ratio benchmarks to monitor the
Australian HIV epidemic: an epidemiological analysis. J Int AIDS Soc. 2024
Dec;27(12):€26399.



HIV AND AGE ’

Approximately 1:2 PLWHIV in Australia now are
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Snapshot outcome, n (%)

(N=716) (N=717)

HIV-1 RNA <50 copies/mL

616 (86.0) 642 (89.5)

HIV-1 RNA 250 copies/mL

22(31) 14 (2.0)

Data in window and HIV-1 RNA 250 copies/mL 4(0.6) 4(0.6)

Discontinued for lack of efficacy

9(1.3) 3(0.4)

Discontinued for other reason and HIV-1 RNA 250 copies/mL 7(1.0) 6(0.8)

Change in ART

2(0.3) 1(0.1)

No virologic data at Week 96
Discontinued study because of AE or death
Discontinued study for other reasons®
On study but missing data in window

78 (10.9) 61(8.5)
22 (3.1) 21(2.9)
56 (7.8) 38 (5.3)

0 2(0.3)
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HIV STATE OF .
THE ART °

Biktarvy® (Bictegravir, emtricitabine, tenofovir fixed-dose combination)
is the dominant ART prescribed in Australia

* Well tolerated and safe
*  Weight gain is real — 4.24 kg [95% ClI, 3.71 to 4.78 kg]’
+ Forgiving
« Emerging role in treatment-experienced
Dual-therapy rather than triple is emerging (Dolutegravir+lamivudine,
Dovato®
+ Equivalent virological outcomes
* Fewer medications (not pills)
* Unclear benefits for bone, metabolic health
* Doesn’t get around weight-gain issue
Injectable long-acting HIV treatments (Cabenuva®) are less relevant for
people living with haemophilia and other bleeding disorders due to

requirement for IM injections. Might be subcut versions in the future
(Lenacapavir), but not now

Paul E Sax, Weight Gain Following Initiation of Antiretroviral Therapy: Risk Factors in Randomized
Comparative Clinical Trials, Clinical Infectious Diseases, 71, 6, 1379-1389.

Cahn P. Durable Efficacy of Dolutegravir Plus Lamivudine in Antiretroviral Treatment-Naive Adults With HIV-1
Infection: 96-Week Results From the GEMINI-1 and GEMINI-2 Randomized Clinical Trials. J Acquir Immune
Defic Syndr. 2020 Mar 1;83(3):310-318.



COMORBIDITIES
AND
COMPLICATIONS
RELATED TO
AGEING

N —

People with HIV age faster than non-infected * o

peers, however the interventions/managementis o
the same

- Telomeric shortening and epigenetic changes seem to occur soon
after primary HIV infection’

- Suppressive HIV therapy slows cellular ageing?
- Earlier cardiovascular disease than HIV-negative peers

- How significant is this effect given that life expectancy is now the
same?

- Neurocognitive dysfunction may occur at an earlier age and may be
accelerated, even in treated patients

- The literature on this issue is mixed, and there are some negative
studies as well*

Breen EC, Accelerated aging with HIV begins at the time of initial HIV infection. iScience. 2022 Jun 30;25(7):104488.

Schoepf | Epigenetic ageing accelerates before antiretroviral therapy and decelerates after viral suppression in people
with HIV in Switzerland: a longitudinal study over 17 years. The Lancet Healthy Longevity, Volume 4, Issue 5, €211 - €218
Cole JH, et al. No evidence for accelerated aging-related brain pathology in treated human immunodeficiency virus. Clin
Infect Dis. 2018;66(12):1899-1909.



PATHOGENIC PROGRESSION _
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HIV CURE?

ART alone cannot eliminate viral reservoirs in
latently T cells in “sanctuary sites” even after
decades of treatment

Attempts to target these latently infected cells has
been unsuccessful, mainly due to toxicity

Allogeneic stem cell transplantation is not a viable
approach at a population level and there is severe
positive-result publication bias

Possible gene-editing (CRISPR) and vaccine-based
approaches—> remission without treatment

Sadly, not in our lifetimes

Harper J, Progress Note 2024: Curing HIV; Not in My Lifetime or Just Around the Corner?
Pathog Immun. 2024 Mar 1;8(2):115-157.






EVERYBODY SHOULD
BE CURED FROM HCV!

* Excellent, low toxicity drugs

« 2" line options for treatment
failure/resistance

* Please call me/talk to me
after if you are not cured

(%, 0427 858 102)



NOW THAT | AM CURED FROM
HCV, WHAT DO I NEED TO DQO? T

« Make sure you don’t have cirrhosis (or advanced liver fibrosis)

or abnormal liver function blood tests (ALT)
Clinical examination
Blood tests (APRI score)
Fibroscan or other liver fibrosis assessment
Alternative causes of an elevated ALT

* |f no cirrhosis, no further action is required

* |fcirrhosis
. Hepatocellular carcinoma (HCC) screening remains valuable if done correctly
. 6-monthly liver ultrasound, specialist review in some situations
. Upper gastrointestinal endoscopy for varices, perhaps repeated after 3
years
* Monitoring for progression and managing risk factors







SCREENING AND EARLY DETECTION
STRATEGIES FOR LIVER DISEASE

Figure 25. All diagnoses trend in adults Monitoring
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Abbreviation: NAFLD, non-alcoholic fatty liver disease

Australia and New Zealand Liver and Intestinal Transplant Registry 35" Annual Report 2023 Melbourne



LIFESTYLE INTERVENTIONS AND HARM
REDUCTION

Reduce Alcohol Intake

Limiting alcohol consumption prevents liver damage and promotes long-term liver health.

s Prevent and Treat Metabolic-Associated Fatty Liver Disease (MIAFLD)
Exercise

Diet

GLP-1 agonists

sl Other medical treatments




B Reduction in Liver Fibrosis with No Worsening of
Steatohepatitis

100

70
GLP-1 AGONISTS
60 14.4 (95% Cl, 7.5- 21.3)

- P<0.001

[ |
40 36.8

304

Percentage of Patients

. . 22.4
Glucagon-like peptide 204
10_ .
0
Semaglutide, 2.4 mg Placebo
(N=534) (N=266)

» Semaglutide is FDA (but not TGA) approved for
MAFLD with fibrosis (not for cirrhosis)

* Once-weekly subcutaneous injection

* Reduces liver fibrosis and steatohepatitis’
* GIT upset the main AE

* Generally safe with HIV ART

* Weird media/societal opposition to GLP-1 agonists

Getty Images

1. Sanyal Phase 3 Trial of Semaglutide in Metabolic Dysfunction—-Associated Steatohepatitis. N Eng/ J Med. 2025;392:2089-2099.



EMERGING THERAPIES AND FUTURE
DIRECTIONS IN LIVER CARE

_; Antifibrotic/MAFLD Agents

Resmitrom’ — FDA approved (but not TGA) thyroid hormone receptor  agonist resulting in

reduction in liver fat and a decrease in fibrosis scores. GIT side effects, relatively short
outcome data period

A healthy diet and plenty of exercise are still the cornerstone of
prevention

1. Harrison SA, et al. A Phase 3, Randomized, Controlled Trial of Resmetirom in NASH with Liver Fibrosis. N Engl J Med. 2024;390:497-509.



CONCL

HIV

ART is fairly straightforward for the
vast majority and outcomes are
incredible

Diseases of ageing may occur at a
younger age, although the literature is
mixed — manage those risk factors!

Cure is not going to happen in our
lifetimes, but the epidemic may still
end, functionally

If cured, need tc
cirrhosis/advancec
cirrhosis, monitoring
screening is still import



THANK YOL

k.hajkowicz@uq.edu.au
0427 858 102
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