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Morbidity and Mortality Across Europe, Israel, and Argentina: ~ 10,000 Patients

100 - . -1
Percentage of patients on HAART 00
wn .
Q Combined rate of AIDS and death
<
o - 80
=
©
a
- - 60
[
104
A
< o - 40
© \—
S . —
£
o =20
=
(@)
@)
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 O
™ » P P p P . .
O O ) ) © © A A > ) O Q Q y S
O N L 0 LA O O PP ®» O OL O &N OV OV
,\'\r *(\'\/ ,\9@%,\9@% .\9'\9@@QQ@@%@@%@'@Q@QO?@@@Q@%QQ ’19q90 q9q90 q/QQQ q/0$,z§
"oQ’Q & & Q & Q &é\ & Q @Q\'c‘f\ & QL N Q @Q\c‘f\ <& Q @Q\gp & Q K
A\ R\2 AN X F C'o,é@'b'(o@ @@@ I F O P %@,é R\ 9@,5\ R\2% 2

Mocroft A, et al. Lancet. 2003;362:22-29.

(%) si1uaied



\III

r Factors associated with specific causes of death
r amongst HIV-positive individuals in the D:A:D study

The Data Collection on Adverse Events of Anti-HIV drugs (D:A:D)
Study Group

Table 2. Primary (underlying) causes of death in D:A:D study.

AIDS 2010, 24: 1537-48
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Risk of all-cause mortality associated with nonfatal

AIDS and serious non-AIDS events among adults
infected with HIV

*SMART: 5472 pts con CD4>350 cél/microl
*ESPRIT: 4111 pts con CD4>300 cél/microl
*Mortalidad a los seis meses de sufrir un:
*Evento SIDA
*Evento serio no SIDA:
*Enfermedad Cardiovascular (IAM, ictus, Enf coronaria regx)
*Evento renal (I Renal Terminal)
*Evento hepatico (Descompensacion Ci hepatica)

sCancer (no-SIDA, ex Ca piel no melanoma)
AIDS, 2010, 24: 697-706
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Table 2. Risk of death after experiencing an AIDS or serious non-AIDS event during SMART or ESPRIT.

”‘":[‘."‘ TINA ENFE RIMA
FEMI®

Monfatal event

Mo, with event

Mo, (%) of deaths

<EI[J.‘:'~

286
serious ALLST T 29372}
All ather AIDS? k) 25(11.3)
51 a1¥A] 4315 N f.4)
03 i
Stroke 40 B (20,00
CAL 133 11 {8.3)
Renal 14 fo(42.9)
Hepatic 26 15 (57.7)
Malignancies® 207 77 (37.2)
Lung 44 0 (6H.2)
Prostate® 25 2(8.0)
Anal 29 4(13.8)
AlDS ar serious non-AlLS RY6A 154 (22.1)

Estimated mortality (cumulative percentage and 95% Cl)

G-manth KM estimate

12-manth K estimate

A 3.7=17.0)
5.2 (29-9.1)
. ).5=17.0)
-8.9)
43 (1.6-11.1)
13.2 (5.7-28.9)
1.5 0.4-5.19)
21.4 (7.5-51.8)
35.7 (20.4-57 4)
19.8 (14.9-26.1)
41.6 (28.2-58.2)
4.3 (0.6-27.1)
70 (1.8-253)
9.5 (7.6-12.0)

11.1{7.9=15.7}
29.0(19.8-41.4)
7.2144-11.7)
19.0(15.5-23.2)
b.1(3.5-10.5)
43(1.6-11.1)
16.3 (7.6-32.8)
2.410.8-7.2)
327 (13.1-67.0)
39.7 (23.7-61.2)
29.5 (23.5-36.6)
61.2 (46.1-76.6)
4.310.6-27.1)
11.1{3.7-30.6)
15.5(12.9-18.6)




VIl g

R.eumon de Palacio de Congresos. Valencia
Riesgo Vascular 5y 6 de Mayo 2011 LEML

100

—— MNon=-AIDS avent
weeme- AIDS @vent Logrank = 11.86 £ = 0.0006

P

-“J L] I!!!I!!!!!IFIJ

Cumulative percent with death
2 8 £ £ 8 3 & E

-

— L lllllllllllﬂ""““'w“lll'l|lI|I
AR

I.'llllu

10 _ pananrnrane
1}.|I 1 1 1 1 L) 1 T L] L) Li 1 ¥ L) r L]
0 4 8 12 16 20 24 28 32 3 40 44 48 52 56 60
Non-AIDS: 422 357 304 269 233 207 180 158 MO 123 107 96 @ 7 62 49
AIDS: 272 253 221 201 7T 156 129 1M 88 83 T ST 47 99 35 28

Months from non-fatal event



Reunlon de Palacio de Congresos. Valencia Fem®

100 -

H HIV
® Liver
% A Malignancy
&)
&)
©
o 10 AN
2
o
)
2
2 1.0-
(3
o
0.1

<50 50-99 100-199 200-349 350-499 >500
Latest CD4+ Count (cells/mm?3)

Weber R, et al. CROI 2005. Abstract 595.



VIl g

R.eumon de Palacio de Congresos. Valencia
Riesgo Vascular 5y 6 de Mayo 2011 LEML
A B
12 1 5 100
JRLE RR1.75 2 g0
& P<0.0001 §
ﬁ 8 - 2 &0
v B- g a0
g 2
[ c 20
= 2
2 5 w o : . ; :
- o 18-34 35-44 45-54 55-84 65-74

Age Group (Years)

Mayor tasa de infartos que en
poblacion general J Cin Endserinol Metab, July 2007, 92725062512



Vil e os .
S e, o LA VISION %ENEM

R.eumon de Palacio de Congresos. Valencia F
Riesgo Vascular 5y 6 de Mayo 2011 —EML

Risk of Heart Failure With Human

[mmunodeficiency Virus in the Absence
of Prior Diagnosis of Coronary Heart Disease

Arch Intern Med. 2011:171(8):737-743
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e There were 8486

p a rt | C | p a n tS ( 2 8 B 2 % Table 1. Demographic and Clinical Characteristics of HIV-Infected and HIV-Uninfected Patients®
- . ___________________________________________________________________________________________________________________|
HIV Infected HIV Uninfected
H I V I n fe Ct e d ) Characleristic n :nzgg:} n :n Ili':l;;]e P Value
B Age, median (30),y 48.0(9.5) 48.0(95) J0
[ J - R
Median 7.3 ys of follow-up, ®. o .
o . African American 389 406
Hispaic 96 08 2
Other 93 11.6
Hepatitia G virug infacti 05 11.4 - 001
OCCuUrre d M ) %1 (42) 21 (83) Py
Dyslipidemia 295 e NI
e o Hypertensi 187 288 - 001
o Age- an d ra Ce/et h NIC |ty— n?;p;;t:snsrlnoeq|nus 167 2.8 ::.001
Smoking status
M Never 19.6 245
adjusted HF rates among b 5 ] -
4 | .
1 History of alcohol abuse or dependence diagnosis 340 325 18
H IV_I nfe Cte d a n d H IV- History of cocaine abuse or dependence diagnosis na 15.7 <001

GART with HIV-1 RNA level =500 copies/mlL at baseling 5.0

u n i n fe Cte d Vete ra n S We re CART with HIV-1 RNA level <50 copies/ml at baseline 2.8226;.12] o

HIV-1 RNA median (mean) [SC], logy 0 = 1588)

7.12 (95% C1,6.90-7.34) and [~

Heart failure events, No. 97 189

4.82 (95% Cl, 4.72-4.91) per ‘maiieemsr
1000 person-years



R.eunlon de Palacio de Congresos. Valencia FEMI® -
Riesgo Vascular 5y 6 de Mayo 2011 LEML
" --- HIV uninfacted ol -—- HIV uninfected
— HIV infactad — HIV infactad
(0.8 5 [.ne
.06 0.5
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Figure 1. Human immunodeficiency virus (HIV) status and the risk of heart Figure 2. Human immunodeficiency virus (HIV) status and the risk of heart
failure (HF) for the total cohart failure (HF) among patients without a coronary heart disease or alcohol
' abuse or dependence diagnosis prior to the incident HF event.

Compared with HIVuninfected veterans, those who were HIV
infected had an increased risk of HF (adjusted hazard ratio [HR],
1.81; 95% Cl, 1.39-2.36)
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Table 2. Association Between HIV Infection and

Risk of Incident Heart Failure®

Characteristic

HR {95% CI)

HIV infection
Age, per 10-y increase
African American race vs non—African American
race
HCV infection
BMI =30 vs <30F
Dyslipidemia
Hypertension
Diabetes mellitus
Current smoking
History of alcohol abuse or depandence
diagnosis
History of cocaine abuse or dependence
diagnosis
Additional models for HIV infected vs
HIV uninfacted®
HIV-1 RNA
HIV infected with baseline and recent HIV-1
RMA& levels =500 copies/mL
HIV infected with bazeline but no recent
HIV-1 RMNA level <500 copies/mL
HIV infected with baseline HIV-1 RNA [evel
=500 copiesmL
CD4* lymphocyte count
< 200/mm?
=200/mm?
CART exposure
CART naive
CART experienced

1.81 {1.39-2.36)
1.70 (1.50-1.93)
1.32 (1.04-168)

1.00 {0.73-1.39)
1.54 (1.18-2.01)
0.96 (0.74-1.23)
1.95 {1.51-2.52)
1.97 (1.53-2.53)
1.31 (1.01-169)
1.55 {1.16-2.08)

1.08 (0.76-1.54)

1.10 {0.64-1 89)¢
2.39 {1.25-4 58)¢
2.98 {1.57-3.32)¢
1.72 (1.23-2.40)9
1.98 {1.08-3 61)

2.22 (1.45-3.40)%
1.60 (1.15-2.24)
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A Ischemic stroke
0.25
> 020 -
=
£ 0151
=
E 0.10 1
L post
EI'N T =T T T T T T T T 1

1897 1584 1885 2000 2001 2002 2003 2004 2005 2006

NEUROLOGY

Increasing incidence of ischemic stroke in patients with HIV

infection
Bruce Ovbiagele and Avindra Nath
Newrology 2011:76:444; Prepublished online January 19, 2011;
DOI 101212 WKL .0b013e31820a0cfc



VI S

¢ SEM¥- 7
Reur"én de AVISION GLOBAL DE LA PERSONAENFERMA ;Q'
: Palacio de Congresos. Valencia ¢ :
Riesgo Vascular 5y 6 de Mayo 2011 FEMI

GIMc (1)

e Grosor intima-media (US).
e 148 VIH+ vs 63 VIH-.

e Diferencia significativa en el grosor basal y la
progresion a un ano.

 FR: Basal: Cardiovasculares clasicos, VIH.

Progresion: Nadir CD4<200 cél/mm?3, edad,
raza latina.

Circulation 2004; 109: 1603-1608
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GIMc (y 1)
e 77 VIH + vs 52 controles

e 55 con TAR, 22 naive

e VIH+: 10.8% GIMc mayor que los VIH -, menor
distensibilidad arterial (13.6%)

e TAR vs naive:

e Similar GIMc
e Menor distensibilidad si TARGA (25.9%)

J Acquir Immune Defic Syndr 2009, 50:153-61
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The unexplored story of HIV and ageing

George P Schmid,? Brian G Williams,® Jesus Maria Garcia-Calleja,® Chris Miller,® Emily Segar,® Monica Southworth,®
David Tonyan,® Jocelyn Wacloff® & James Scott®

In the USA, case reporting from 2003 to 2006 shows the proportion of
older HIV-positive individuals has climbed from 20% to 25% and numbers
of cases have risen in all 5-year age bands from 45 years to 65 years and
older; using serology, 11% of 2006 incident cases are in older individuals

In WHO’s European Region, 8% of reported cases in 2005 are older

Bull World Health Organ 2009;87:162

*Pero esta incidencia, en 2007, fue ya del 12.9%

HIV Med 2010, 11:479-481
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e VVaron homosexual 52
anos
e |InfVIH desde 2004

e TAR con ABC+3TC+LPV-
rtv desde el inicio

 Nadir de CD4 150 (dx)

e Miembro del equipo
local de rugby
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Riesgo Vascular  Coes b vense e
e Fuma 10 cig/dia
 No DM, No HTA

e TAS 145 mmHg

e ColT: 213 mg/dl

e HDL col: 32 mg/dl

e EKG: sin alteraciones
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Riesgo (%) 5a 10 a
Enf Coronaria 12.4 24.2
Enf 17 33
Cardiovascular
Infarto Agudo 9.5 17.9
Miocardio
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e ; _ HIV Medicine (2006), 7, 218-230
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Original Scientific Papers

Predicting the risk of cardiovascular disease in HIV-infected
patients: the Data collection on Adverse Effects of
Anti-HIV Drugs Study

European Journal of Cardiovascular Prevention and
Rehabilitation 2010
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* FR Clasicos sobrerrepresentados
e VIH-promotor de ateroesclerosis

e Tratamiento antirretroviral:
evidencia de implicacion en el
aumento del RCV
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= Large cohort of HIV-infected patients on HAART followed longitudinally (N = 23,468)
= 18,962 (80.8%) with previous ART exposure; 4506 (19.2%) antiretroviral naive

60

50

40

30

20

10

Percentage of Cohort With
Risk Factor at Baseline

56.2
11.7
7.2
4.8
15
B = a2,
Family  Previous Current BMI HTN

History  History Smoking > 30 mg/m?
of CHD  of CHD

Friis-Mgller N, et al. AIDS. 2003;17:1179-1193.

28

Diabetes 1 Total T
Mellitus Cholesterol
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Dislipemia ()

e |IP: 1 colT66%, Tg 88%, LDL col 37%.
e Sobre todo RTV.
e d4ty AZT: 1T colT, Tg, LDL col

\ Dafo mitocondrial con afectacion de
la B-oxidacion de los acidos grasos

e En seroconversores:
— | HDLy LDL col.
— Tras inicio de TAR: 1 LDL, HDL sin cambios.

AIDS 1999; 13: F63-F70

Am J Card 2004; 94: 901-906

J Clin Endocrinol Metab 1992, 74: 1045-1052
JAMA 2003; 289: 2978-2982
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Dislipemia (ll)

 VIH con SCA:! { HDL que los VIH -.
e Asociado a la activacidon inmune.

e Asociacion inversamente proporcional a la carga viral
(actual y nadir).

e Directamente proporcional a los CD4 (actual y nadir).
e Efecto directo del VIH y la activacion inmune.
 Nevirapina: T 49% HDL.

e Efavirenz: también eleva HDL, pero menos.

Circulation 2004; 109: 316-319
AIDS 2003; 17: 1179-1193
AIDS 2001; 15: 2407-2414

PLoS Med 2004: 1:e19
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Insulinorresistencia

e Nefinhibe GLUT-4— | 50% captacion de glucosa
e TAR con IP: inhibicion de GLUT-4.
e d4t: dano mitocondrial muscular.

e Lipodistrofia: liberacion T 1 tgy acidos grasos
libres— almacenamiento en mc e higado
graso—Insulinorresistencia— DM 2 (1-6%).

e VHC: también asociado.

XVI CROI, Montreal 2009, Abstract 720

JAIDS 2000, 23: 35-43

J Biol Chem 2000, 275: 20251-20254

Am J Phvsiol Endocrinol Metab 2007. en prensa
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e Activacion inmune:

—Similar a otros estados inflamatorios
cronicos

 Dano endotelial:
—Vasodilatacion de art braquial
— Capacidad fibrinolitica
— Deposito subendotelial

e Alteraciones de la coagulacion



Vi 5 ™

: 2 Activacion inmune;
R_eumon de Palacio de Congresos. Valencia cgambios F |" el
Riesgo Vascular 5y 6 de Mayo 2011 . L. .

~ . proinflamatorios en
Dafo endotelial: HDL
apotosis y generacion de

placas

Dislipemia: +716G,
LDL, | HDL

Insulinorresistencia:

Sd metabdlico, DM

Fendmenos
procoagulantes

Eventos vasculares
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AHA Conference Proceedings

State of the Science Conference

Initiative to Decrease Cardiovascular Risk and Increase Quality of Care
for Patients Living With HIV/AIDS

Executive Summary

European AIDS Clinical Society
(EACS)

Guidelines on the
Prevention and Management
of Metabolic diseases in HIV

Circulation 2008:118:198-210

http://www.eacs.eu/quide/index.htm,

acceso 14.09.08
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=32
(80)

in_HIV.pdf
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VIH y Ateroesclerosis: el TAR

e Estudio D:A:D, prospectivo, observacional,
23.000 pacientes.

e HR de IAM por aino de exposicion a TAR: 1.26
(1C95%: 1.12-1.41).

* Independientemente de los FRCV clasicos.

N Eng J Med 2003; 349: 1993-2003
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VIH vy Ateroesclerosis: iqué TAR?

e Extension hasta Feb 05.
 HR por ano de exposicion a IP: 1.1 (1.04-1.18)

 HR por ano de exposicion a ITINAN: 1 (0.93-
1.09).

N Eng J Med 2007, 356: 1723-1735
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D.A.D y Analogos de Nucledsidos (I)

e Febrero 2007: 33.347 pts, 157.912 p-ano
e 517 1AMs: 3.3 IAM por 1000 p-a.

e Relacion con AZT, d4T, ddlI, 3TC, ABC.

e Exposicion reciente/ acumulada.

e Ajuste por sexo, edad, grupo de riesgo, etnia, ano,
cohorte, tabaco, a familiares, eventos previos, IMC,
exposicion a IPs e ITINAN.

The Lancet 2008, 6736 (08) 60423-7
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D.A.D y Analogos de Nucledsidos (lI)
e Ajuste posterior por DM, dislipemia, HTA, RV 10
anos, Cd4 vy cv.

e Exclusion posterior de los casos de IAM en los 2
primeros meses de uso de ABC.

* |nclusidon de interacciones entre ITIAN e IP o ITINAN.

The Lancet 2008, 6736 (08) 60423-7
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B B Mo recent abacavir _
357 @ Recentabacavir HR: 2.04

30

25 1
20 +

15 -

Fate (perl1000 patient-years)

Events 325 192 bo 42 79 33 100 68 86 49
Patientyears 126581 31331 57628 14754 13372 4300 6293 2095 49288 10182

Overall Low Moderate High Not known
Predicted 10-year risk of coronary heart disease
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RR
yes/no
95% CI

0.6

ZDV  ddl ddC d4T 3TC ABC TDF

#PYFU: 138,109 74,407 29,676 95,320 152,009 53,300 39,157
#MI: 923 331 148 405 94 2 139
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http://www.europeanaidsclinicalsociety.org/guidelinespdf/2_
Non_Infectious Co_Morbidities_in_HIV.pdf
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Nuevos Inhibidores de |la proteasa

e ATV-rtv, DRV-rtv
* No han demostrado Insulinorresistencia

e Afectacion de la rigidez arterial
o ATV:

— | CT en HCL severas en simplificacion
— RV en una serie
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J Acquir Immune Defic Syndr
2009;51:29-36
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Nuevos farmacos
e Maraviroc:

— Inhibidor CCR5
— Incidencia poblacional de Cl disminuida
— Alerta FDA

e Raltegravir:
— Mejoria de perfil lipidico frente a IP y ITINAN
— Disminucion del RV en simplificacion
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FPercentage changes in fasting lipid concentrations from baseline fo week 48
10
B Raltagravir
51 OlPir
D . L X T
4.72% 1.82% -2 06% 5.84%
5 -3AT%
-4.8E%,
—6.49%
104 | F = 0.0001 P < 0.05
—11A8% P < 0,001
=15 -
P = 0.0004
=20 4
-22.00%
=25 4 |
P < 0.0004
=30
Triglycarides  Total cholestarol  LDL cholesteral HOL cholesterol  Total-to HOL

cholesteral
ratio

AIDS 2010, 24:169/7-707
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] Table 3 Preferred regi
e [tis also recommended that able 3 Preferred regimens

Truvada and Kivexa are the e A 8 C
nucleoside backbones of

. . Preferred Efavirenz* Tenofovit”  Lamivudine®
choice. However, Kivexa Acawif  Embicitabines!
should be reserved for Mete i -; lsnsie

. samprenavirlr  Zidovuding’
patients who are HLA- Nezanait
B*5701 negative and, based Saquinavih
on recent trial data, should Specfie grupe EHP‘“F"'

. . . anavir
be used with caution in
patients Wlth a bGSEIine Ehuus& one drugdfrumEtnlumns J::ﬂj ;sntl[”_jlhl -
. icensing is based on European Medicines Agency .
Vlra_/ load Of >100 000 ) *Cofomulated as Atripla (licensed for virologically suppressed pafients only).
copies/ml or where there is
significant risk of CVD

HIV Medicine (2008) 9, 563—608

BHIVA
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Tabla 3. Indicaciones de TARV en pacientes asintomaticos con infeccion cronica por VIH

Linfocitos CD4 Pacientes asintomaticos Mivel evidencia
<350 Recomendar &
Recomendar (szlvo determinadas
350-500 [ B

situaciones)*
200 Diferir en general-Cc-nsiderar En B
determinadas ccasiones**
~* NOmero de CD4 estable, CVP baja, poca predisposicion del paciente
** Cirrosis hepatica, hepatitis cronica por VHC; hepatitis B que requiera tratamiento;
CVP > 10° copias/ml; proporcion de CD4 <14%; edad »35 afios; riesgo cardiovascular
elevado; nefropatia VIH. Parejas serodiscordantes con alto riesgo de transmision

http://www.gesida.seimc.org/pcientifica/fuentes/DcyRc/gesida
dcyrc2011-Documentoconsenso-TAR-adulto-
verordenador.pdf Ultimo acceso 17.02.11
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Proyectos de Investigacion

ITB en poblacion VIH

Masa Ventricular lzquierda: factores
asociados a su incremento en poblacion VIH

Biomarcadores seriados: relacion con el TAR

Modificaciones del TAR como via para
disminuir el RV en poblacién VIH
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Concluyendo...

e Los eventos vasculares en poblacion VIH son
una “marea silenciosa”

 Nuestros pacientes se van a beneficiar de un
manejo agresivo de los FRCV

 EI TAR es fundamental para el manejo de RV
en pacientes VIH
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Sed sencillo como palomas
v prudentes como serpientes...

Mt 10, 16



