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Learning Objectives

At the conclusion of this presentation, participants
should be able to:

1 Select appropriate antiretroviral therapy for older HIV
Infected persons in your practice to minimize toxicity
and cemorbidity

1 Screen for selected agelated comorbidities in HNV
Infected persons



OFF-Label Disclosure

This presentation will include discussion of the following
Investigational uses of products

} Statins to decrease Immune activation



HIV Cases Among Persons >50 Years of Age
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CDC. HIV/AIDS Surveillance Report, 2005; Smith G. US Senate Special Committee on Aging.
Serial no. 109; May 12, 2005.



Causes of Death In HIV-1 HAART Treated

Persons 1996-2006

1 Assessed deaths in 13 HI\¢ohorts comprising 39,727 persons

y Of 1876 deaths, definitive cause in 85%
1 Non-AlIDS related deaths in 50.5%

Renal e

Respiratory

B Of those:

Clin Inf Dis 2010;50:1381/396
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Death Rates in Persons Living With AIDS
New York City 1999-2004
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CVD includes chronic ischemic heart disease, acute Ml, hypertension related deaths
Sackoff J et aAnn Intern Med2006;145:397406.
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Immune Activation in HIV

v HIV Infection I1s associated with Immune activation

BLy SaiolofAaKSR AYFSOUA?Z2
cells appear to be activated, compared with <10%
In HIMuninfected persons

BSimilar trends in the CD4+céll population as well
as plasmacytoid dentritic cells

BFrequency of activated T cells predicts disease
progression, independent of HHVRNA

BAntiretroviral therapy reduces Hi&ssociated Lell
activation, though often incompletely




Model of HIV1 Mediated Immunosenesence & Agi
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CMV Increases CD8+ Activation

+ Prospective trial of valganciclovir (VAL) in CMV
seropositive HIM. infected persons on HAART

1 100% with suppressed CMV DNA at 8 and 12 weeks

1 VAL arm (n=14) with significant (p=0.01) decrease in
CD8+ cell activation
BDecreased 4.1% (constituted 20% reduction)

1 hsCRP decreased significantly in VAL arm (p=0.014),
however, no significant difference between arms

1 CMV and possibly other viruses appear to be
determinant of CD8+ activation

Hunt et al. CROI 2010, San Francisco. Abrstract 380
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Higher Risk of Clinical Progression in
Patients 250 Years of Age

} Patients O50 years have higher ri sk
virologic response compared with younger patients

} Prospective cohort study of 3015 treatment-naive patients initiating ART
BAged O 50 years: n=401
B Aged < 50 years: n=2614
1 Median follow-up: 31.5 months
} At BL, older patients more likely to have
B AIDS-defining event (P =.0001)
B Lower CD4 T-cell count (P =.0002)
B Higher HIV-1 RNA level (P =.0001)

Outcome Adjusted HR P value
Progression to ADE or death 1.52 .0035

Progression to new ADE .0087

Grabar SAIDS2004;18(15):2022038.




Antiretroviral Tolerability Decreases
With Age

1 Kaiser Permanente of Northern California chart review study of all
members who initiated ART from 1995-2004 (N=5090)

BO18 years of age
BStarting O3 antiretrovirals in comb

} Laboratory test results available for year before and year after ART
Initiation
B Excluded patients with laboratory test result abnormality in year before
ART

1+ Analysis of patients who developed grade 2-4 abnormality while on
ART

% With Abnormality
Parameter All patients 18-39years 40-49years O50 vy e a Pwgalue

<.001
NR

Gucose 87 | 60 ma | 1e4

Silverberg MJArch Intern Med2007;167(7):684691. TC, total cholesterol;
LDL, lowdensity lipoprotein




Older Patients More Likely to Achieve
HIV-1 RNA <500 Copies/mL
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} Kaiser Permanente study compared patients 40-4 9 year s and O50 vy
patients 18-39 years of age

y Patients >50 years more likely to achieve HIV-1 RNA <500 copies/mL compared
to patients 18-39 years, even when adjusting for comorbidities

} Adherence major advantage for older patients

Silverberg MJArch Intern Med2007;167(7):684691.



Immunologic Response Slower in
Patients Aged 50 Years or Older

1 Monthly CD4 T-cell count increases significantly
|l ower in patients O50

Within First 6 Months of

Mean CD4 T-Cell Count ART®
Increase/Month, Age <50 Age O5 0Age <50
cells/mm?3 years years years

BL HIV-1 RNA <5 log,
copies/mL

BLHIV-1 RNA (5
copies/mL

After 6 Months of ART?2

17.3 14.1 11.1

109,459 36.9 17.9

Grabar SAIDS 2004;18(15):2022038.
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Cardiovascular Disease

1 CVD is presently the #1 cause of death in the US and

worldwide

BAN estimated 80.7 million (1 in 3) Americans have 1 or
more types of CVD
TApproxi mately 38 million of t

age

BCVD accounted for 36.3% of all deaths in the US as of

2004

Rosamond W, et alCirculation 2008;117(4).e2&8146.



CVD Disease dttality Trends for Males and Females
United States: 1972005
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Source: NCHS and NHLBI. Note: No comparability ratios were applied



CVD Prevalence in adults20 Years by Age and Sex
(NHANES: 2063006)
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These data include coronary heart disease, heart failure, stroke and hypertension
Source: NCHS and NHLBI




Ageadjusted Death Rates
Selected Diagnoses in Women
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Prevalence of Cardiac Risk Factors at
Baseline in the D:A:D Study

A Large cohorbf HIVtinfected patients on HAART followed longitudinally (N = 23,468)
A 18,962 (80.8%) with previous ART exposure; 4506 (19.2%) antiretroviral naive
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Predicting M| Risk Using Framingham Equat

Risk Score Results

Age

Sex

Total cholesterol, mg/dl

HDL cholesterol, mg/dL

Smoker
SBP, mm Hg
On antihypertensive meds

Risk score

National Cholesterol Education Program. Available at:
http://hin.nhlbi.nih.gov/atpiii/calculator.asp. Accessed November 16, 2007.




