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Las tres etapas del tratamiento de la infeccion por VIH
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The Aging of the HIV Epidemic in the US

CDC Surveillance Data
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Chu and Selwyn, J Urb Health, 2011. 88:556-566



Supervivencia de personas con y sin infeccion por VIH
desde la edad de 25 anos en Dinamarca, 1995-2005
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Causas de muerte en la cohorte Suiza de VIH, en tres periodos
diferentes, y en la poblacion general suiza en 2007

m AIDS
Non-AIDS malignancy
Non-AIDS infection
® Liver
® Heart
CNS
E Kidney
® Intestine/pancreas
= Lung
B Suicide
® Substance use
® Accident/homicide
Other

1984-1995  1996-2004  2005-2009  Swiss 2007 ® Unknown

Causas de muerte de la poblacién VIH en Suiza frente a la
poblacién general

Weber R, et al. HIV Med. 2013;14:195-207.
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Early events
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Quantitation of viral loads and localization of HIV-infected
cells in GALT during primary-stage HIV infection.

Plasma Viral Burden Cellular Targets in GALT
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Sankaran S et al. J. Virol. 2008:82:538-545



Endoscopic and histological analysis of the Gl tract.

-Rapid and massive (>50%) infection and loss of memory CCR5, CD4+ T-
lymphocytes in multiples tissues

HIV- HIV +

Brenchley J et al. JEM 2004;200:749-759  JEM



Endoscopic and histological analysis of the Gl tract.
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-Rapid and massive (>50%) infection and loss of memory CCR5, CD4+ T-
lymphocytes in multiples tissues

Li Q et al. J Infect Dis. 2008
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Estes JD, Harris LD, Klatt NR, Tabb B, et al. (2010) Damaged Intestinal Epithelial Integrity Linked to Microbial Translocation in
Pathogenic Simian Immunodeficiency Virus Infections. PLoS Pathog 6(8): €1001052. doi:10.1371/journal.ppat.1001052
http://www.plospathogens.org/article/info:doi/10.1371/journal.ppat.1001052
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Endotoxin and TLR signaling pathway
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LPS en diferents escenaris de la infeccio pel VIH

a P < 0.0001
200 1 P < 0.0001

Plasma LPS (pg/ml)

Uninfected Acute/early Chronic AlIDS

Brenchley J.
Nat Med, 2006.



Microbial translocation and HAART
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Consequences of chronic inflammatory state

Metabolic derangement
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Arterial Inflammation in Patients With HIV

Arterial
Inflammation as
measured by PET-
scan Is increased in
HIV-infected
patients as
compared to VIH-
subjects with the
same FRS

Subramanian S,
JAMA 2012

Figure 2. Representative *F-FDG-PET/CT Imaging of the Aorta

Non-HIV FRS-matched control participant Participant with HIV
(Age 43 y, TBR=2.01) (Age 42y, TBR=3.42)
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"®F-FDG-PET indicates "fluorine-2-deoxy-D-glucose positron emission tomography; CT, computed tomography;
FRS, Framingham risk score; HIV, human immunodeficiency virus; SVC, superior vena cava; TBR, target-to-background
ratio. There is increased aortic PET-FDG uptake (red coloration) in a participant infected with HIV compared with a
non-HIV FRS-matched control participant. Neither participant had known heart disease. For each participant, the
FRS was low with a score of 2 and calcdium was not present on the cardiac CT scan. Neither participant was receiving
a statin. A indicates anterior-posterior orientation and F, foot-head orientation.
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Cumulative survival for HIV-infected patients starting
HAART and persons from the general population
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* Viral load >49 copies/mL, CD4 <200 cells/yL, AIDS-defining disease **as defined in the Charlson comerbidity index (CCI);
t Drug abuse reported as route of HIV transmission

1. Obel N et al. PLoS ONE 2011;6(7):e22698



What can / should we do?

The end of AIDS: HIV infection as a chronic disease

Continuum of chronic HIV disease Interventions
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Testing, linkage to care,
retention in care

Less toxic ART

Anti-inflammatory and
immune-boosting drugs

St R’ s

Aggressive preventive

> medicine (lipid and blood
pressure management,

cancer screening)

Healthy ageing
(exercise, diet)

} Operations research

(chronic-care model)

Deeks SG, et al.Lancet 2013
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START: Immediate vs. Deferred Therapy for
Asymptomatic, ART-Naive Pts

* International, randomized trial

Study closed by DSMB
following interim analysis

Immediate ART
ART initiated immediately

following randomization
HIV-positive, ART-naive (n = 2326)
adults with CD4+ cell

count > 500 cells/mm3 Deferred ART
(N = 4685) Deferred until CD4+ cell count < 350 cells/mm3,

AIDS, or event requiring ART
(n =2359)

 Composite primary endpoint: any serious AlIDS-related (AIDS-related death or AIDS-defining
event) or non-AlDS—related event (non-AlDS—related death, CVD, end-stage renal disease,
decompensated liver disease, non-AlDS—defining cancer)

* Mean follow-up: 3 yrs; median baseline CD4+ cell count: 651 cells/mm?3; median baseline HIV-
1 RNA: 12,759 copies/mL

* Median CD4+ cell count at initiation of ART for deferred group: 408 cells/mm?3

INSIGHT START Study Group. N Engl J Med. 2015;[Epub ahead of print]. Lundgren J, et al. IAS 2015. Abstract MOSY0302.



START: 57% Reduced Risk of Serious Events or Death
With Immediate ART
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START: Primary Endpoint Components With Immediate vs
Deferred ART

Immediate ART Deferred ART
HR
: (n=2326) (n=2359)
Endpoint (95% Cl) P Value
N Rate/100 PY N Rate/100 PY
Serious AIDS-related event 14 0.20 50 0.72 St <.001
' ’ (0.15-0.50) '
. 0.61
Serious non-AlDS—related event (0.38-0.97)
0.58
All-cause death 12 0.17 21 0.30 (0.28-1.17) A3
. 0.29
Tuberculosis (0.12-0.73)
Kaposi’s sarcoma 1 0.01 11 0.16 UL 02
P ' : (0.01-0.71) :
. 0.30
Malignant lymphoma (0.08-1.10)
Non-AlDS—defining cancer 9 0.13 18 0.26 U 09
g ' : (0.22-1.11) '

0.84

(0.39-1.81)
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EFFICACY OF AVAILABLE B1O-MEDICAL PREVENTION INTERVENTIONS DERIVED FROM RANDOMIZED
CLINICAL TRIALS. MODIFIED WITH PERMISSION FROM MARRAZZO ET AL, JAMA, IN PRESS, 2014.*

Immediate antiretroviral therapy
for HIV-positive partner

HPTN 052’ 2011 n=1763

73 99

Medical male circumcision

ANRS1265% 2005 n=3274

Rakai® 2007 n=4996
L 0 @
16 72
Kisumu? 2007 n=2784

® e g
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Tenofovir/emtricitabine oral
pre-exposure prophylaxis

Partners PrEP® 2011

Partners PrEP (tenofovir only)® 2011 n=1584

TDF* 2011 n=1219
[ @ L
21 83
iPrEx’ 2010 n=2499
@ @
15 63
FEM-PrEpP® 2012 n=2120
@ @
54 4
Voice? 2013 n=1003
@ @
49 27
Voice (tenofovir only)® 2013 n=1007
. © :
129 3
-20% 0% 20% 40% 60% 80% 100%

-120% -100% -80% -60% -40%

Efficacy (with 95% confidence interval)



Co-funded by the 2nd
Health Programme of
the European Union

OptTESK

OPTIMISING TESTING AND LINKAGE
TO CARE FOR HIV ACROSS EURCPE

REDUCING HIV UNKNOWN CASES IN SPAIN

Yaiza Rivero Montesdeoca
MD, MIA, MPH
Institute of Health Carlos lll

AL D e

“The content of this presentation represents the views of the author and it is his/her sole responsibility; it can in no way be taken to reflect the
views of the European Commission and/or the Executive Agency for Health and Consumers or any other body of the European Union. The European
Commission and/or the Executive Agency do(es) not accept responsibility for any use that may be made of the information it contains.”




Missatges a recordar

Estat imflamatori cronic

Envelliment precoc, comorbilitats
incrementades

TARV immediat
TARV com a prevencio
Estrategia diagnostica universal?
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