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REPRIEVE

Randomized Trial to Prevent Vascular Events in HIV

Screening
TII'I'I& Asymptomatic HIV+ patients with no history of CVD ‘ And
+ Consent
® Randomization
. 5 » Study started 2015
Placebo Pitavastatin 4mgiday e « 40-75 yrs, on ARVE, CD4 >100 cells/uL

« Low-to-moderate CVD risk
@ * N=7769

Coronary plague, vascular
inflammation, immune activation

Mechanistic
Primary Endpoint

Clinical

| CVDeath | | M| | Unstable Angina || Stroke | [ Arterial Revasc | e s

Individual componants of primary andpaint

MHLBI NEWS | Mews Release
All cause death

Incidence/Progression of noncalcified plaque; High-risk plagquea ]

Secondary | Daily statin reduces the risk of cardiovascular disease in people living with HIV, large NIH

Endpoints i
study finds : )
Prodicior of sat ffecs SR 35% lower risk of major adverse CV events

April 11, 2023, 2:00 PM EDT
"' Statin safety and non AIDS comorbidities: DM, Infections, Cancar ik

Inflarmmatory, immunalogical, matabolic biomarkars
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Cell. 2023 Mar 16

« Woman potentially cured of HIV using transplant with cord blood stem cells

A woman with leukemia is likely cured of HIV after receiving a transplant including stem cells
from banked umbilical cord blood.

The result suggests a way to expand the pool of available stem cells for curing HIV in people who
require transplants for other medical conditions.

 https://www.nih.gov/news-events/nih-research-matters/mixed-race-
woman-potentially-cured-hiv-using-stem-cell-transplant



https://www.nih.gov/news-events/nih-research-matters/mixed-race-woman-potentially-cured-hiv-using-stem-cell-transplant
https://www.nih.gov/news-events/nih-research-matters/mixed-race-woman-potentially-cured-hiv-using-stem-cell-transplant
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HIV + Heart attack=

2 or more risk of sudden death NEJM Aug 2021
4-5 x increased risk JACC 2012

2 studies highlighted

Known risk factors

Risk calculators underestimate in HIV

Statins

Hypertension, obesity, smoking tobacco, diabetes, family history
Statin are Underutilized in HIV

Meds contraindicated with statins—ask your medical provider
Many studies presented for non-statin medical therapy, in non-HIV



HIV Lancet June 2022

* Doubling of CV disease events in first 6 months after starting INSTI
with

* tapering of incidence rate back to baseline after 2 years of exposure
Findings persist after adjusting for CVD risk factors What’s the

mechanism? Is this like the abacavir story? New drugs new side
effects THE LANCET

HIV

ARTICLES | VOLUME 9, ISSUE 7, E4T4-E48S, JULY 2022

Associations between integrase strand-transfer inhibitors and
cardiovascular disease in people living with HIV: a multicentre prospective

study from the RESPOND cohort consortium

Bastian Neesgaard, MD PhD 2 [« Lauren Greenberg, PhD « Prof Jose M Mird, PhD «
Katharina Grabmeier-Pfistershammer, MD « Prof Gilles Wandeler, MD « Colette Smith, PhD « etal. Show all authors

Published: June 07, 2022 « DOI: https://doi.org/10.1016/52352-3018(22)00094-7 «



Swiss HIV Cohort, >5000 patients

* CROI Feb 2023
* No increased incidence of heart disease
* Dr Sara Browne presented this abstract a few months ago.



In the HIV-Heart talk, ‘weight” was discussed
a lot.

: WEIGHT BUSTERS |~
New therapies for LRI |

Medical Weight Loss

= Semaglutide (Wegovy) —
GLP-1 durg -

= Tirzepatide (Mounjaro) — S
GLP-1 and GIP

= Expensive, duration of tx is ol

% of b hy 3
s U% by weasighit

Prillaman, M, Nature magazine on January 10, 2023 B ey et s 00 1ismaide, a drug that
il alvas trial padticipanti = targets GLP-1 and GIP, is




Traditional risk calculators underestimate
ASCVD risk in PWH

Traditional risk factors are associated with increased CVD risk in HIV

Risk predictors developed in populations without HIV may not predict
risk in HIV due to different etiologies e

HIV-specific calculators have been proposed (biomarkers, ART) e
Multiple different studies have concluded that traditional risk
calculators underestimate CV risk in PWH

Evaluate more than a risk calculation, consider CT Cardiac calcium score
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Basics

* Hep B not curable, controllable, preventable with vaccine
* Hep C curable and several options 8 or 12 weeks
* Hep B, active (form needs to be excluded before 2 drug HIV therapy

* Several recent examples of undetected active or occult Hep B that re-
activated after change to 2 drug therapy, despite routine testing with
‘triad’

e Consider revaccinating if hep b surface antibody neg, even if hep b
core antibody positive (prior or current infection)
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PreP

* A lot of marketing

* ViiV and others have studied PrEP drugs perhaps more than any other
drug

* Crucial—bmi >= 30, use 2” needle for injectable PrEP

e (also for Cabenuva)



BMI body mass index

- BMI Categories:
Underweight = <18.5
Normal weight = 18.5-24.9
Overweight = 25-29.9
Obesity = BMI of 30 or greater

- Body Mass Index (BMI) is a person's weight in kilograms (or
pounds) divided by the square of height in meters (or feet).

« Kg/meters?
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Is there enough data?

Trial Name Age Information

iPREX (TDF/FTC v Placebo) - MSM/TGW 11%2 40 yrs old = TDF/FTC

iPreXOLE (TDF/FTC)- MSM/TGW 17% 2 40 yrs old = TDF/FTC

DISCOVER(TAF/FTC vs TDF/FTC) - MSM/TGW Max Age: TAF/FTC =43 y TDF/FTC = 44 yrs

Partners PrEP (TDF vs TDF/FTC vs Placebo) - heterosexual 14% 2> 45 yrs old = TDF/FTC

men and women 13% 245 yrs old = TDF

IPERGAY(TDF/FTC vs placebo) - MSM 10% 2 50 yrs = TDF/FTC

HPTN 083 (CAB vs TDF/FTC) - MSM/TGW > 60 yrs CAB (0.3.%) CAB /TDF/FTC (0.3%)
50-59 yrs CAB (2.6%) and TDF/FTC (2.2%)

HPTN 084 (CAB vs TDF/FTC) - cisgender women upper age 45 yrs

Grant et al. (2014) Lancet Infect Dis.; Mayer et al (2020). Lancet; Landovitz et al. (2021) NEJM; Baeten et al. (2012) NEJIM;Molina et al. (215), NEIM
Y ———
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2 drug therapy—per new CDC GL

* Dovato

* Juluca

* Cabenuva

* Dolutegravir/darunavir



Common 2-drug regimens

Dolutegravir — Rilpivirine

Dolutegravir — Lamivudine Dolutegravir — Darunavir/c

Cabotegravir — Rilpivirine

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH ’ v



2 drug therapy

e “easier, safer, as or more effective
* Important considerations, and contra-indications

* Hep B

* Drug interactions

* Heavy treatment experienced
* Prior resistance testing



Hep B

* Exclude any active Hep B—many tests

* liver enzymes, pos hep b surface antigen, pos core antibody or
antigen, hep b dna

* Triad=
Hep B surface antibody
Hep B surface antigen

* Hep B core antibody

HBsAg Screen ALL adults
antiHBs Ab for HBV
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What the Patient Voice Has to Say to the
Care Team

* Learning Objectives for providers -Work with your team to
incorporate insights from the experiences of people with HIV into
your care setting, with a focus on learning of the diagnosis,
treatment, dealing with stigma, and being a long-term survivor.

* “I'm a survivor ,a thriver | decided | was going to show up and tgke
care of what | needed to do.”

* Tennessee—rural area, no access to care, > 2 years with AlDs and
histoplasmosis, lover’s life insurance policy not given to him because
lover died of complications of hiv.

e “Still hard to come out as HIV.”


https://web.cvent.com/hub/events/751c99ab-5101-4296-96e2-b5990bdaf806/sessions/cce419a3-cc63-4e45-9e96-a922d24a4b8d
https://web.cvent.com/hub/events/751c99ab-5101-4296-96e2-b5990bdaf806/sessions/cce419a3-cc63-4e45-9e96-a922d24a4b8d

The Denver Principles

* This is a document written by HIV advocates on June 12, 1983 at the Second
National AIDS Forum, part of the Fifth Annual Gay and Lesbian Health Conference in
Denver. These words are as relevant and powerful today as they were 40 years ago.

* Inthe opening words, the Denver principles called for the use of people-first
language:

— “We condemn attempts to label us as “victims”, a term which implies defeat and

we are only occasionally “patients”, a term which implies passivity, helplessness,
and dependence upon the care of others. Ut

We are “People With AIDS.”

https://actupny.org/documents/Denver.html | S (¥ |

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH ’ v




ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals

Recommend Terminology Related to HIV
+ People with HIV have been prominent collaborators in medical progress to date and
language should reflect this. There is terminology that should no longer be used.

Stigmatizing Preferred

HIV-infected person
AIDS patient Person living with HIV or
Positive or HiVers Person with HIV
HIV carrier
Died of AIDS Died of AlDS-related illness/AIDS-related complications
AIDS virus HIV (AIDS is a diagnosis)
Full-blown AIDS There is no medical definition for this use
Zero new infections Zero new transmissions
Became infected Contracted/acquired/diagnosed
Mother-to-child transmission Vertical transmission; Perinatal transmission
Compliant Adherent
Prostitute Sex work, transactional sex

People First Charter recommended HIV terminology draft v0.4 22/10/2021

ACTHIV



Four patients, 2 cis-?,1-& @, 1 cis-¢*
(What language will we use in 100 yrs?)

* | suggest--symbols are more powerful than words
Q G &
®F



* The combined male-female symbol (&) is used to represent
androgyne or transgender people; and when additionally combined
with

* the female (?) and male (') symbols (¥) it indicates gender
inclusivity, though it is also used as a transgender symbol.
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Sex, Sexuality, and Sexual Health

(Sexuality) ....a central aspect

of being human throughout
life'....

..... (sexual health) a state of
physical, emotional, mental

and social well-being related
to sexuality; not merely the

| absence of disease, dysfunction or
e St D& e e infirmity.

https:/fimg.rawpixel.com/s3fs-private/rawpixel_images/website_content/395-ted3100-
teddy_1.jpg?w=800&dpr=1&fit=default&crop=default&q=65&vib=3&con=38usm=158bg=F4F4 : . . -
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No large studies in hiv on sex and preservation or
improvement in cognition and memory

Sex and Cognition

In a study of older adults, greater sexual
satisfaction was associated with less cognitive
changes.

In another study from the UK with 7,000
participants (50-89 years), sexually active men
and women had improved cognitive function
compared to those who did not have regular sex.

Allen, M.S. Sexual Activity and Cognitive Decline in Older Adults. Arch Sex Behav 47, 1711-1719 (2018). https://doi.org/10.1007/s10508-018-1193-8
Wright H, Jenks RA. Sex on the brain! Associations between sexual activity and cognitive function in older age. Age Ageing. 2016;45(2):313-317.
doi:10.1093/ageing/afv197

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH ’ v




Sexual Activity, Quality of Life, and Health Outcomes

Sexual Activity &
Desire

Greater risk of :
Cancer, CHD, Stroke
Poor Self-Rated Health

Jackson, S.E., Yang, L., Koyanagi, A. et al. Declines in Sexual Activity and Function Predict Incident Health Problems in Older Adults: Prospective Findings from
the Fnalich | nnaitudinal Studv nf Accing Arch Sov Rohnuv AQ Q20_QAN (2NN _httnc-//dni ara/10 1NNT7/c1NENR-N1Q.1442.A1



For Older Adults....

“....(sex) is deeper because they feel more

connected.....much of it is related to their awareness
that time is running out, which makes intimacy feel
more sacred. Now, at the end of sex, one of them says
a version of: “Thank you, God, for one more time.”

Jones, M. (2022). “Joys and Challenges of Sex After 70”. New York Times Magazine.




How much sex do hiv patients have with age?

Sexually Active Adults by Age

T 3%, | In a US study of people aged
Age 57-64 . 75-85 yrs who were sexually

active, 54% reported having

i
Age 65-74 — sex 2-3 x/month and 23%

reported having sex 1+

Age 75-85 x/week

0% 20% 40% ©60% 80%

vww.norc.org/Research/Projects/Pages/national-social-life-health-and-aging-project.aspx.
indau ST, et al. A study of sexuality and health among older adults in the United States. N EnglJ Med. 2007;357(8):762-774. doi:10.1056/NEJMoa067423




Talk about sex, ask you provider

17% of older adults (65-80)
talked about sex with a health
care provider

However, 60% of older adults
said they had to initiate the
conversation

Image: creative commons

Agochukwu-Mmonu N, Malani PN, Wittmann D, et al. Interest in Sex and Conversations About Sexual Health with Health Care Providers Among
Older U.S. Adults. Clin Gerontol. 2021;44(3):299-306. d0i:10.1080/07317115.2021.1882637
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People > 65 having sex

Primary and Secondary Syphilis | 2020 (COVID-19 Pandemic) | 65+ | All
races/ethnicities | Both sexes | United States

i 2020:
548

_2013:
162

Atlasgerg ¢

_Plus/iimmy https://gis.cdc.gov/grasp/nchhstpatlas/charts.html e




New HIV Diagnosis in U.S. (2019)

13-14 21

15-19 1,646
20-24 5,981
25-29 7,396
30-34 5731
35-39 4,143
40-44 3,004

50-54

55-59

60-64

65 and older

* America 0. the Republic of Palau, and the US Virgin Islands.

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH ’ v
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Diabetes, HIV and specialists

* Old knowledge from the 1990’s—you will live longer with hiv if your
medical provider is an hiv specialist

* By law in California, you have the right to see an HIV specialist.

* Most, more than % of conference attendees are both hiv specialists
and primary care providers.

* Access to diabetes specialists is difficult.
e Diabetes care falls on the primary care provider.



Obesity and Mortality

8.0,
—@— Women

.§' Men
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Increased BMI Correlates with Increased Risk DM

30 -
SHIELD W NHANES
25 -
£ 20-
§ 15
10 -
N B l
ol e D
<18.5 25 0-26.9 30.0-34 9
18.5-249 27.0-29.9 35.0-39.9
BMI category (kg/m®)
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Weight gain associated with HIV and meds

e We all know..

* Within the first year after starting INSTI’s, patients gained an average
of 2.5 pounds.



Select an appropriate weight loss medication
option for patients with HIV



Determine an appropriate diabetes
medication regimen for patients with HIV






New guidelines for diabetes treatment

* Metformin no longer first choice
e SGLT-2 inhibitor (specifically helpful with heart failure and DM)

* GLP-1 receptor agaonist (this and SGLT-2 inhibitors useful with h/o
stroke)

* CKD SGLT-2 inhibitor
* Obese—GLP-1 agonist
e |f aic <10, oral ok

e |If aic > 10, insulin



Diabetes Treatment Algorithm

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes |in addition to comprehensive CV risk management]” Goal: Achievement and Maintenance of Glycemic and Weight Management Geals

+Indicators of high risk

_ I . Glycemic Management: Choose Achievemenl and Hiill'llinlf of
While definitions vary. most #GFR <40 mL/min per 1.73 m® OR approaches that provide the Weight Management Goals:
comprise =55 years of age albuminuria (ACR =3.0 mg/mmal efficacy to achieve goals: - .
with twa or more additianal [30 mg/gll. These measurements Metformin OR Agentls) including [ 301 IREviSustand WgHt MAtapemet gests ]
Wy VIrY v tree: S, 3 mepoal COMBINATION therapy that provide ’ mi
measure is requined lo document CKD. adequate EFFICACY to achieve General lifestyle advice- h::nnﬁun—
and maintain treatment goals " P —— '#tm”t”
Cansider awoidance of hypoglycemia a physical actiity program
prinrity in high-risk individuals .
L Consider medication  Consider metabolic
— PREFERABLY In general, higher efficacy approaches | | | forweishtless || surgery
. . ) have greater likeliboad of achieving
with proven SGLT2i" with primary evidence of .
HE l:"m reduting CKD progression giycemic geals When choosing glucose-lowering therapies:
in this Use SELT) in people with an e6FR Efficacy for glucase lowering Consider regimen with high-1o-very-high dual
population =20 mLimin per 1.73 m’; once initiated 'llnl High: glucose and weight efficacy
GLP-1 RA* with proven SGLT2i* with proven sheald be continued until indtiation Dulaglutide (high dose). I
CVD benefit CVD benefit of dialysis or lransplantation Semaglutide, Tirzepatide
ST i e
praven i i -
. o Combination Dral, Combination Very High:
SGLTZ1 nat tolerated or contraindicated Injectable (6LP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
If K1 above tanget, for palients on GLP-1 “EtIIJTi,Im above), wh Dulaglutide. Liraglutide
A . _ _ SELT2i, consider incarparating a Sulfonylurea, Intermediate:
« For patients on a GLP-1 RA, consider adding SGLT2 with BLP-1 RA or vice versa Int " GLP-1 RA (net listed above), SELT
proven CYD benefit or vice versa L .
. TID DPP-4i Neutral:
l l DPP-4i, Metiormin
If additional cardiorenal risk reduction or glycemic lowering needed If ATC above target ]

, ¥

ElSayed. Diabetes Care. 2023




Whom to test for diabetes

Diabetes Screening

All people 35 years and older

* Overweight or obese adults with one or more additional
risk factors

* Previous pre-diabetes
* History of gestational diabetes
e People with HIV

Recent report—=>405% of Americans are obese



Diabetes Diagnosis

Pre-Diabetes

Fasting Blood Glucose

- >
Reading 100-125 mg/dL >126 mg/dL
Random Blood Glucose
>
Readings 2200 mg/dL
Hemoglobin Alc 5.7-6.4% >6.5%
%r:u: Glucose Tolerance 140-199 mg/dL >200 mg/dL

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH , v
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AlIC very important
AIC > 7, increased risk of heart attack and stroke

Diabetes Goals

Test

HbAlc <7%
Pre-meal Glucose 80-130 mg/dL
Post-meal Glucose <180 mg/dL

Practical Goal for Patients
Most readings to be 100 to 150 mg/dL

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH ’ v
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Mounjaro™ - (tirzepatide) injection

Tirzepatide: Dual Incretin Therapy

A Change in Glycated Hemoglobin Levels from Baseline B Change in Body Weight from Wk 0 to Wk 40
ETDr-»O.IS (-0.28 to -0.03), P-l-0.0Z Tirzepatide, —%— Tirzepatide, —€— Tirzepatide, - Semaglutide,
ETD -0.39 (-0.51 to -0.26), P<0.001 amg 0mg 15 mg 1 mg
f )
Overall mean baseline
ETD -0.45 (—0 57 to -0.32), P<0.001 body weight, 93.8 kg
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—_— =2 0.. i -
2 -05- 55 _ e
8. g @ =l
& = T 4

-1.0- --10.9 g
g £ 3

£ [
g :’ E -6 2 t
é ~1.5 +-~-16.4 2 ‘g i
T ] @
) &= &0
c - = v £ _104
8 -204 - = -186  |--219 = j
o -2.01 (W] 12
~-2.24 -2. 30 -12.4 52)1 (—15 15 '3)
-2.5- --27.3 L v/
& & -14 T 1 1 1 T ] L L 77 T
- Q«“ R .}4‘ 0 4 ? 1‘2 16 2‘0 24 32 40
-\b" a2 22 b"
> > > \0 & 3 -
; \(\PQ & &R 6@‘5 Weeks since Randomization
< AN &N X

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals

ACTHIV

Frias. NEJM. 2021


https://www.googleadservices.com/pagead/aclk?sa=L&ai=DChcSEwiFwprZot_-AhViGK0GHc4aD8wYABAAGgJwdg&ohost=www.google.com&cid=CAESauD2PlsbT0j1YPHPe6Hmud9k-k3nqwMjoqfNCNIwE4E5Nm7-aHZt0Bo598it9XqmFXd0mSH52mQFeAWc0L7ZVNVPRcD0LXSY60R1TbJe6j6yTzHfXF844MeiJt2MiW9G4ZJzQbG7wjP-lWk&sig=AOD64_1mEjWZMLSxRMgYfcBAwlPbNJPQQA&q&adurl&ved=2ahUKEwit85DZot_-AhWhJUQIHaa6CIgQ0Qx6BAgKEAE

Ozempic and Wesgovy suddenly in short
supply

e CNN 17 March 2023
* TikTok and other social media largely to blame
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syphilis

* Not much new, still old, inadequate tests
* If < 1 vyear, one injection penicillin

* If > 1 year, weekly injections x3

* Doxycycline if pcn allergic

* Rates increasing
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Diagnosis of SUD

*  DSM-5 Criteria: at least 2 criteria met within a 12-month period
. Physiology:
— Tolerance: using more for the same effect or less effect with the same amount
— Withdrawal: characteristic withdrawal syndrome or similar substance taken to avoid withdrawal symptoms
«  The Core Problem of SUD:
— Knowledge of adverse consequences, yet continued use
. Internal Preoccupation:
— Desire to cut down on use or unsuccessful attempts to stop using
— Time: a lot of time spent acquiring, using, and recovering from use
— Larger quantities used over a longer period of time than intended
— Craving or a strong desire to use
. External Consequences:
— Activities reduced or given up because of use
— Role obligations neglected
— Social or interpersonal problems
— Recurrent use in situations that are physically hazardous

*  Severity: Mild: 2-3 sx; Moderate: 4-5 sx; Severe: >6 sx f NEW | Office of Addiction

: A : : : ; Services and Supports
DSM-5 (https://www.psychiatry.org/psychiatrists/practice/dsm) and P. Levounis, Academic Psychiatry, 2015 . .
3 /. @ c e OASAS, Every Step of the Way.

YORK
STATE
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Vulnerabilities for Developing

’ Genetic predisposition (40-60% of risk)

’ Concomitant mental health diagnoses: bipolar disorder,
anxiety (panic disorder, PTSD, social anxiety), major
depression, ADHD, personality disorders (borderline,
antisocial), antisocial conduct disorder (especially in Biochemical
adolescence), eating disorders; whether undiagnosed or
undertreated or untreated or treated inappropriately

Social Influence

’ History of trauma and/or abuse: preadolescent sexual trauma
(especially females), victim/witness to violence
(males/females); ACEs; LGBTQIA+ communities; BIPOC
communities

p Poor coping mechanisms: substances are used to cope;
escapism from trauma or negative feelings; harm avoidance

» Impulsivity plays a role in the initiation of substance use

» Sensation/novelty seeking play a role in the initiation of
substance use

' Environmental triggers/sensory cues are triggers to Behavioral
use/resume use

Availability

’ Lack of homeostatic reward regulation; reward “deficiency”:
orientation towards pleasurable rewards, priming of the brain
by early substance use

) | Office of Addiction
S 50.14 Services and Supports

O & Cg i vimeo




Trauma and SUD

* Abuse
* Neglect
* Household dysfunction
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Legal talk on current politics endangering our
relationships with medical providers

e USE RELIGIOUS FREEDOM RESTORATION ACT TO DISMANTLE ACA
AND LEGALLY AFFIRM discrimination

* Medicaid Restrictions on Gender-Affirming Care — All Age

* Many Gender-Affirming Care Bans Criminalize the Provider

e Abortion restrictions criminalize the patient and the providers

e DEHUMANIZE AND CRIMINALIZE TRANS & NON-BINARY PEOPLE



WASHINGTON

MONTANA
MAIMNE
OREGON YVERMONT
NEW HAMPSHIRE
WYOMING HEW YORK MASSACHUSETTS
BEHODE ISLAND
NEVADA PENMNSYLYVANLA L ELL
NEW JERSEY
TLLINOIS DELAWARE
Total ban . coLORADO - e
CALIFORNIA EANSAS A VIRGINIA
Partial ban QO chRoLI
ARIZOMNA NEW
MEXICO OELAHOMA
Enjoined O
TEXAS
LOATISIANA
HAWAI
- Gender-Affirming Care for Adolescents

Banned or Restricted April 22, 2023
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Approach to Neurocognitive Decline in the
Aging Person with HIV

April D. Thames, PhD

Professor of Psychiatry
Director, Social Neuroscience and Health Psychology Laboratory
Associate Director — Medical Psychology Assessment Center
Chief Psychologist — Adult Division of Psychology
UCLA Department of Psychiatry and Biobehavioral Sciences

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH , v




Memory and HIV

* Previous studies reported up to 20 year ‘brain lag” with hiv
e Recent studies show about 5-year gap.

* HIV patient have remarkably more life stresses which affect memory
(p value=0.0001)

* The level of social adversity, fear response, learning and memory
* Changes in brain, midbrain and amygdala
* Request memory and cognitive testing.



MEASURING BIOLOGICAL AND BRAIN AGING

2 Telomere Reduction Iln gray matter
(AN shortening e
EnG U Thinning of cortical
RN structures
7N e B35 Cellular
~ .= | senescence Decreased Cerebral Blood
- Flow
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’i e gt @, - aging integrity
E ﬁ Figure sources: Wikipedia, Fancy Tapis/Shutterstock,

Whatisepigenetics.com, Gettyimages/istockphoto
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SOCIAL DETERMINANTS OF HEALTH

Stability ¥ G System

Environment Context

Employment Housing iteracy unger Social Health
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Income Transportation Language Access to
- . healthy Support Provider
Expenses Safety Early Ch'lthOd options systems availability
" education
Debt Parks Vocaicaal Community Provider
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B Plaverounds training s Citural
Support Walkability Higher Discrimination .\ hetency
education Quality of care
Health Outcomes

Mortality, Morbidity, Life Expectancy, Health Care Expenditures, Health Statys, Functional Limitations

-meeen  Figure adapted from
AR the Kaiser family
BWIIME Foundation

Cognitive/Mental
Health outcomes
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Dr Caperna, UCSF 1993, cause of death = ‘poverty’

Death certificate rejected.



Neuropsychological testing vs Cognitive
testing

* Research shows results of these tests are highly variable, dependent
on education and poverty levels, social support, loneliness---and
more so in HIV.



COGNITIVE MISCLASSIFICATION BY
RACE/ETHNICITY
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Reminded of prior studies...
STRESS RESPONSE - BRAIN

* Prolonged exposure to adversity is associated with
impairments in emotional regulation and learning

and MEMOTY (Richards & Wadsworth, 2004; Shonkoff et al., 2012; Tottenham et
al., 2010).

* Disruption of the HPA-axis has been associated with
loss of neuronal connections and smaller
hippocampal volume (rao, chen, Bidesi, shad, Thomas & Hammen, 2010;
sapolsky, 1996; Woon & Hedges, 2008) and altered amygdala

con HECtiVity (Thomason, Marusak, Tocco, Vila, McGarragle & Rosenberg, 2015).

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals




SOCIAL ADVERSITY AND HIV ON NEUROBEHAVIOR

Study 1 (Williamson, Mahmood, Kuhn, & Thames, 2017)
* Participants (n = 149)

— HIV+ (n=93)

— HIV-(n=56)
* Social adversity

* Cumulative score that consisted of current SES, community SES, child SES, restricted medical care due to finances, racial
discrimination

* Depression symptoms (BDI-Il)

Study 2 (Thames, Kuhn, Mahmood et al., 2017)
* Participants (n = 93)
— HIV+ (n = 70)
— HIV- (n=23)
* Subcortical shape analyses
* Cognitive performance (comprehensive battery)
* Social adversity

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals



Study 2 Results: HIV*adversity interaction

Fig. 1 Area in blue represents the surface region where a significant HIV*Adversity interaction was
observed. Figure A shows the right amygdala and Figure B shows the left hippocampus (seen from
sagittal and coronal views, respectively). HIV+ participants with higher adversity scores evidenced the

greatest atrophy of these regions

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH ’ v




Study 2 Results: Social adversity and
amygdala and hippocampal shape

Figure 4a. Amygdala shape correlations with social adversity indicators (Figure a = left amygdala;.
Figure b = right amygdala). Green = financial strain; Yellow = current SES; Pink = childhood
neighborhood SES; Blue = racial discrimination; Brown = current neighborhood SES.

Figure 4b. Hip mpal shape correlations with social adversity indicators (Figure a = left
hippocampus; |b = right hippocampus). Green = financial strain; Yellow = current SES; Pink =
childhood neighborhood SES; Blue = racial discrimination; Brown = current neighborhood SES.



Trauma, economic hardship and stress on HIV and
functional outcomes

* PWH had more traumatic events, more food insecurity, lower
socioeconomic status, and higher perceived stress compared with HIV-
individuals (all ps < .0001).

* Among PWH, a higher composite trauma score was associated with
worse executive functioning, learning, working memory and declines in
ADLs.

Watson, CW, Sundermann, E., Hussain, M.,
....Moore, D. (2019). Health Psychology

* Composite trauma score did not predict these outcomes in controls

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH , v




Lessons Learned for the HIV Care Team and Future Directions

* Social determinants are critical to the study of HIV outcomes in the
context of aging
— Community levels of adversity

* Screening for early life trauma and economic instability should be
incorporated in clinical care settings

* Use of patient navigators to connect PWH to community resources is
essential

* Patient input and community partnerships are essential to understanding
root causes in poor outcomes

ACTHIV 2023: A State-of-the-Science Conference for Frontline Health Professionals AC TH , v



Today 11-1130 am

* Gender affirming care in HIV
* https://mm.swoogo.com/ACTHIV2023



https://urldefense.com/v3/__https:/mm.swoogo.com/ACTHIV2023__;!!LLK065n_VXAQ!hg1OF3x7ATXI1oZQb5I0dl5QYCj8mQwGjFcICy67RFgQWiDRaOFeV-DTjVaOMDt_r5Ho63IsQd4eNGFel0jIo1aF7wQ50sMCjA$

Next Meeting
Aging and HIV
Jerry Turner, Pozabilities
4 June 2023
Saturday 10am
AHF 3850 Fifth Ave

San Diego HIV
Consortium

SDHC




Thank you, for participating

* Patients

* Advocates

e Pozabilities, Jerry Turner and Michael Donovan
* Being Alive, John Steinmetz

* Medical Providers

 AHF—for the space, and food
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