It’s Not (Just) the Virus:
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Financial Relationships With Ineligible Companies

(Formerly Described as Commercial Interests by
the ACCME) Within the Last 2 Years

Dr Farhadian reported no relevant financial relationships with
ineligible companies. (Updated September 18, 2026)

Learning Objectives

After attending this presentation, learners will be able to:
= Explain why clinically significant cognitive impairment persists in
people with HIV in the antiretroviral era
= Apply a practical, modifiable risk—focused approach to older
adults with HIV and cognitive complaints
= Describe current and emerging strategies to protect brain health
in people with HIV
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This leads to:
Immune activation &
Synaptic injury

HIV Dementia: Very rare in individuals on ART!

5
NOW: A more common case
58-year-old man
with long-standing
HIV presents with
several years of
memory problems.
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Audience Response Question #1
True or false: In people with HIV, the severity of cognitive
complaints closely reflects performance on objective cognitive
testing.
A. True
B. False
7
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In PWH, Cognitive Complaints Track with Mood

Alcohol use, marijuana
use, and psychiatric
symptoms (depression,
anxiety, PTSD) are
significant predictors of
subjective cognitive

Subjective cognitive complaint Correlation between subjective complaints
versus objective cognitive deficit cognitive complaint and
(no relationship) depression

A cognitive complaint should trigger depression and substance use screen

Yoo-Jeong, J HIV AIDS 2018; Bryant, AIDS Behav 2022
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We do not know the true estimate of clinically
significant cognitive impairment in PWH on ART

«Current estimates largely based on HAND criteria,
which was designed for RESEARCH and not clinical
assessment

*HAND estimates include asymptomatic cot

impairment, which may not be clinically significant Cognitiveimpairmentin people
livingwith HIV: consensus

+The HAND criteria typically classify 20-60% (and recommendations foranewapproach

sometimes up to 90%) of people living with HIV as

cognitively impaired. This figure does not align with

clinical observations

PWH on ART have higher prevalence of
Age-Associated Dementias but incidence is

improving with ART
Prevalence of Dementia over time Incidence of Dementia over time
and by HIV status and by HIV status
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Lam etal, ADS 2021 and 2022 and
2026
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PWH on ART have Increased Risk for
Cognitive Frailty

Incident Dementia by Age and

HIV status
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Lam et al, AIDS 2021 and 2022 Wil et al AIDS, 2026 Feb 1:40(2):133-142.
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How does HIV cause brain problems in the absence of
overt viral replication?

HIV proteins and RNA persist in the central nervous system despite

viral suppression with ART and are neurotoxic
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HIV-1 RNA transcripts.
110° CDA cells (Log,,)

HIV p24 protein expressed in microglia, e eeme
PWH on ART near the time of autopsy RNA RNA
HIV RNA detectable in CSF in most living PWH on ART
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How does HIV cause brain problems in the absence of
overt viral replication?

Abnormal activation of immune cells in the brain
despite decades of ART

CD68 HAART treated

Il H1v CSF (n = 44) Il CONTROL CSF (n=22) |

A T Is
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E
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Activated CD68+ microglia in basal =y
ganglia, PWH on ART at autopsy . 3 -_'-1'1"
Lo 1
. Elevated inflammatory proteins (cytokines) in CSF
p S despite decades of ART e
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How does HIV cause brain problems in the absence of
overt viral replication?

High rates of
multimorbidity,
substance use

1 HIV

disorder, smoking,
vascular disease....

—
Uninfected

Smoking prevalence

How should we cIinicaIIyg
approach the older adult
with HIV and cognitive
complaints?

Nearly half of dementia cases
worldwide may be
- B preventable

High LDL

Hearing Loss

Smoking

@ Social Isolation

THE LANCET
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gait.

Audience Response Question #2

This 58-year-old has hypertension, high cholesterol, and a slow

Which approach is most likely to protect his long-term

cognition?

A. Intensify or switch to a more CNS-penetrating ART regimen

B. Aggressively treat his vascular risk factors — blood pressure
and lipids

C. Recommend computerized brain-training games to build
cognitive reserve

D. Reassure him — an undetectable viral load means his brain is
protected

17

* Detectable CSF or plasma viral
load

for MODIFIABLE Risks!

Vascular disease
Hypertension
High LDL
Hearing Loss

Depression

Efavirenz Social Isolation
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White-matter hyperintensities (MRI,
FLAR)

Afeature of both CSVD and HIV

V-

Vascular Risk Factors and Cognition: CS'

Cerebral small vessel disease (CSVD)

A chronic microvascular disorder of intracranial arterioles, venules, and
capillaries — causes cognitive, psychiatric, and physical disability, ~20%
of all strokes, and raises future dementia risk.

HIV, hypertension, hyperlipidemi
independent risk factors for CSVD
~2x as prevalent in middle-aged ART-treated PWH

In PWH, hypertension is the strongest independent correlate of
CSVD

CSVD (white-matter hyperintensities) associates with worse
cognitive performance in PWH

and age are

Why it matters : White Matter Hyperintensities are
visible on routine MRI and the drivers are modifiable!

Jide 1o
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Polypharmacy
increases Cognitive

Burden, independent

of multimorbidity

Antichalinergic burden interacts with age and AIDS history to
amgiify raity In peoplo with HIV
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Audience Response Question #3

Recent large studies suggest the recombinant zoster (shingles)

vaccine is associated with:

. Higher stroke risk

. Lower dementia risk

. No change in cognition
. Worse glycemic control

o0 ®>
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Zoster Vaccination Lowers D Risk !!!

EFFECT OF BEING ELIGIBLE FOR ZOSTER VACCINE
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Wales (Nature 2025) —

Zostavax (live attenuated): About **20%
relative reduction** in dementia among
vaccine-eligible adults. Effect was strongest
in women.

Australia (JAMA 2025) —

Zostavax: **1.8 percentage point absolute
reduction in dementia over 7.4 years.

US/UK (Nat Med 2024) -

Shingrix vs. Zostavax: Shingrix recipients
had 17% more dementia-free survival
time.
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Potential Brain Health Effects of GLP-1 Receptor Agonists

Mcrogha Actvaton Astrocyte Activaon

Roy et al, Neurotherapeutics 2025
Xie et al, Nature Med 2025, PMID: 39833406
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RECENT TRIALS TO IMPROVE

BRAIN HEALTH IN PWH
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WHAT’S IN THE PIPELIN

Design Status Brain Health Outcome
HRT Prased Envoling | Sleep, mental health, cogntv testing
ACTG A5424
[Fostemsavir (prevents binding of 589120 to CD receptor) | Randomied, Envoling e Cogritve Abir
University of Montreal
Baricitinib UAK 1/2 inhibitor) Prase 2, randomized placebo Envolling | CSF reservor, cognive testing depressve symptoms,
coery controlled o Ml
[Transcutaneous Vagus Nerve Stimulator plus Envoling | Cognie mprovement
probiotics (stimulate the autonomic nervous system, ?reduce
inflammation)
University of Miami
Pregnenolone (neuroactive steroid lower in PWH with Phase 2 Randomized Double-8lind |  Enrolling | Depression
Pt Piacebo Controlled Trial
Harvard/MGH SMOOTH Trial
LM11A-31 - (75 neurotrophin receptor ligand, mimics nerve Planving_[Cognton
|erowth factor)
University North Carolina
Pramipexole (increases dopamine transmission) Open label pramiperole versus Paused | Depression and Mild Neurocognitive Disorder
escaiopram
e heams Prase 2 randomized placebo Envoling _|Primary sndpoint pysical anction
(MGH and CU Anschutz) e o
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Q and A Session
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