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Amy Justice
Aging with HIV or Premature Aging
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CVD Risk: Are Patients with HIV any Differe
(Stein)
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Independent Biomarkers of CHD
in the cardiology world
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“Independent” Markers of CVD Risk

Focus on finding “independent” predictors
misses the mark

“Independence” refers to an association
between a marker and an outcome

— Population studied, variables, and models
— Precision and reproducibility of marker assays

Tells nothing about clinical utility
Scientifically - tells nothing about causality



Anal Intraepithelial Neoplasia in
HIV* MSM, Randomized Trial of TTT

N=148 5 Fluoruracil | Electrocautery

Response 39% 29% 48%
Complete 26% 17% 41%
Response

Recurrence 25% 57% 17%

Severe AE 43% 21% 18%



Integrase Interaktion (Christ)

LEDGIN: Inhibitoren der LEDGF —

« LEDGF/p75 verbindet
die Integrase mit dem
Chromatin und
ermaoglicht damit die
Integration

» Allosterische

nhibitoren dieser

nteraktion werden
oraklinisch evaluiert

Cell. Mol. Life Sci. Vol. 65, 2008



Kombination LEDGIN und INI

Synergy'antagonism at 35% Cl (log volume)

Synergy Antagonism
Raitegrawir - Cx 14442 108 (153
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- LEDGINs and raltegravir act additive with a tendency towards synergy when combined
for therapy.



EFVIFTCITDF QHS

Treatment- naive Placebo
Any CD4 count

(N = 700 planned) n=350
EFVIFTC/ITDF QHS
* Randomized 1:1
- Stratification by HIV-1 RNA Quad Placebo QD
(>100,000 c/imL)
«Conducted in US and Puerto Rico Week 48 Week 192

l

Primary Endpoint: Proportion with HIV-1 RNA < 50 copies/mL at Week 48
~ FDA snapshot analysis (ITT), 12% noninferiority margin
— HIV-1 RNA: Amplicor HIV-1 Monitor Test, version 1.5



Primary Endpoint: HIV-1 RNA < 50 copies/mL
Study 236-0102

Quad was non-inferior to EFV/IFTC/TDF at Week 48
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Kreatininanstieg:

tubulare Kreatininsekretion gehemmt
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Median change at Week 48: 0.14 mgidL vs. 0.01 mg/dL (Quad vs. EFV/FTC/TDF group, p<0.001)




Nebenwirkungen

Quad EFVIFTC/TDF
(n=348) (n=352)

Treatment Emergent Adverse Events in 2 10% of subjects (%)

Diarrhea 23% 19%
Nausea * | 21% | 14%
Abnormal Dreams ° 15% 2T%
Upper Respiratory Infection - 14% | 11%
Headache C 14% | 9%
Fatigue 12% 13% »
Insomnia * | 9% | 14%
Depression | 9% | 1%
Dizziness " % 24%
Rash * _ 6% | 12%

* p<0.05

A p=<0.001

# p=0.009 O



Dolutegravir 2B (SPRING) stellbrink

DTG 50 mg
HIV-1 RNA>1000cmL ™ DTG 25 mg
CD4 2200 ceils'mm

1-1:1-1 Randomization

Open label

DTG 50 mg
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Parcont Subjocts with HIV-1 RNA <60 ciml [TLOVR)

85% conficence intervals are cenved using the normal approximabon

1N Conference on REtroan il e O oorunshc irfecuans
Mareh 54 2012 Seatme. WaMRInGEN




Impact of switching from AZT/3TC to
TDF/FTC on bone mineral density and
bone metabolism in virologically

suppressed HIV-1 infected patients
The PREPARE Bone Biomarker Sub-Study

Aoife G. Cotter




Randomisation group

Continue AZT/3TC Switch to TDF/FTC
Median Within Median Within Between
BMD Group Group Group
(IQR) P-value (IQR) P-value P-value
Femoral Neck 0.14 (-3.26, 1.63) 0.74 -1.52 (-3.04, 0.22) 0.16 0.48
Lumbar Spine -0.18 (-2.35, 1.85) 0.91 -2.04 (-3.28, -0.40) 0.01 0.03




CTX-1 (AUC)

Associations between change in bory

biomarkers and change in lumbar spine Ej
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Results of multivariable linear regression models

for predictors of change in CTX-1, OC & P1

Changein CTX-1 Effect 95% C.I. P-value
Switch to TDF/FTC 8.2 53,11.2 <0.0001
Baseline CTX-1 (ug/L) -17.1 -26.0, -8.1 0.0005
Male gender 2.2 -2.0, 6.4 0.31
Caucasian ethnicity 0.45 -2.78, 3.68 0.79
Change in OC Effect 95% C.I. P-value
Switch to TDF/FTC 297.1 209.5, 384.7 <0.0001
Baseline OC (ug/L) -4.7 -11.2, 1.8 0.16
Male gender -26.4 -154.2, 101.5 0.69
Caucasian ethnicity -43.8 -142.3, 54.7 0.39
Change in P1NP Effect 95% C.I. P-value
TDF/FTC 841.4 564.8, 1132.8 <0.0001
Baseline P1NP (ug/L) -2.9 -11.7,6.4 0.55
Male gender -145.4 -154.2, 101.5 0.48
Caucasian ethnicity -18.4 -142.3, 54.7 0.91




GS-7340; neue Tenofovir Prodrug

Ruane
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CD4 bel ART Start 2009 (Egger)

CD4 Count at Start of ART according to
Country Income, 2002-2009
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