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Impacto de busqueda Dx
expandida en Washington DC

3'7'f.O|d Increase in number of A Median CD4+ cell count at time of
publicly funded HIV tests HIV diagnosis significantly
performed in Washington, DC, increased from 2004-2008 by 57%

from 2004-2008
L 2004: 19,766

L 2008: 72,866
400- P < .05 for trend

17% increase in number of 5 336 343
new HIV/AIDS name-based O 30p- 275 2%
case reports from 2004-2007 Tz 216

€

+ = -
Significant reduction intimeto 2 200
progression to AIDS following  © &
HIV diagnosis from 2004-2008 & 1001
(P <.0001) 3

= 0+—=— . e ——
Time interval between 2004 2005 2006 2007 2008
diagnosis to entry into care Yr of Diagnosis
significantly improved from
2004-2008

Castel A, et al. CROI 2010. Abstract 34 |



CD4ala In
extension

Iniciacion

de TARV predice

de recuperacion

1,378 Patients at 10 US Clinics
followed From 1996-2007

A Median Peak CD4 was

progressively higher for
specific CD4 strata (p<0.001)

Multivariate analysis: Increased
mortality with CD4 < 50
(HR=4.6) and CD4 50-199
(HR=2.6) compar ed
cells/mms3

Lower BL CD4 at initiation also
associated with increased risk
of death from non-AIDS-related
causes.
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Palella F, et al. 17th CROI; San Francisco, CA; Febriiy2A®L 0. Abst. 98



Impacto de mayor disponibilidad de
TARV en Incidencia de VIH

A Evaluation of association between expansion of ART coverage, population level
HIV viral load and new HIV diagnoses in British Columbia

A Expansion of ART access in 2004-2009 associated with a significant decline in
new HIV diagnoses
A After 2007, ~50% decrease in new HIV diagnoses among IDU occurred and

associated with a decline in proportion of HIV+ IDU with plasma HIV-1-RNA level
>1500 copies/mL from ~50% (2000-2004) to ~20% (2009) (P<0.001)
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HIV Highlights From San Francisco O

- ) : LINICAL CARE OPTIONS®
clinicaloptions.com/hiv s c:Hrﬁ

Reduction in New HIV Diagnoses in BC:
Testing, HAART, and Community VL

A Period of declining new HIV diagnoses in BC coincident with increased HIV
testing rates, increased uptake of antiretroviral therapy, pnd decrease in
community viral load (1996-2008)

I Pecline in new HIV diagnoses despite increases in syphilig, gonorrhea, chlamydia
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HIV Highlights From San Francisco e
CLIMICAL CARE OPTIOMS®

clinicaloptions.com/hiv HIV

SETPOINT: 36 Sem de TARV temprana en
pacientes con infeccion temprana por VIH

Wk 72 Wk 95
Wk 36 primary endpoint follow-up
¥ ¥ ¥

TDF/FTC 300/200 mg QD +

*
Treatment-naive LPV/RTV 400/100 mg BID Off Treatment

patients with (n = 66) ]
early HIV *Alternative regimens permitted if " —
infection Step 1 appropriate. S Eligible for Step 2

(N = 130) No Treatment

(n=64)

A Participants not receiving ARV therapy, in either arm, recommended to start ARV
therapy and enter step 2 of study if:

I CD4+ count < 200 cells/mm3 or < 14% at I HIV-1 RNA > 750,000 c/mL at Wk 4 or after

) any time I HIV-1 RNA > 200,000 c/mL at Wk 12 or after
| gflé)ed;+ count < 350 cells/mm?3 at Wk 12 or i CDC category B or C disease

Hogan C, et al. CROI 2010. Abstract 134.



HIV Highlights From San Francisco

clinicaloptions.com/hiv

CLIMICAL CARE OPTIOMS®
HIY

SETPOINT: ARV Therapy in Early HIV May
Delay Time to Meeting Treatment Criteria

A DSMB stopped trial in June 2009
due to futility of answering primary
virologic setpoint question

A BL CD4: Mean 540 cells/mm3, VL =
4.4 log,, copies/mL

A Significantly shorter time to meeting

step 2 criteria among patients not
receiving early treatment vs those
receiving early treatment (P < .001)

A Possible modest impact of early
ARV therapy on subsequent HIV-1
RNA level off treatment

I Mean HIV-1 RNA for early
treatment 3.99 log,, copies/mL
vs 4.15 log,, copies/mL for no
treatment arm at Wk 72

Pts Meeting Step 2
Eligibility Criteria (%)

1007 m Early treatment (n = 39)
80 - M No early treatment (n = 40)
809 50.0
40 4
27.5
407 10.0
0)
O -
Wk 36 WKk 72
A & in VL at Wk P2.0050r

A Difference in VL at Wk 72 for early ART
arm (ie, after 36 wks off ART) vs at Wk
36 for no early ART arm: P = .002

Hogan C, et al. CROI 2010. Abstract 134.
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HIV Highlights From San Francisco e

- ) : NI PTIONS®
clinicaloptions.com/hiv s '°.I]'3

CDC Survey Update: Patterns of
Transmitted Drug Resistance

B Any resistance B NNRTI B NRTI ® Pl W MDR
20 A

15.6

=
(6]
[ ]

Patients With Transmitted
Resistance (%)
|_\
o

1999111 2000111 2003-2006!2 200713!
(n = 239) (n = 299) (n = 3130) (n = 2480)

1. BennettD, et al. CROI 2002. Abstract 372.
2. Wheeler W, et al. CROI 2007. Abstract 648.
3. Kim D, et al. CROI 2010. Abstract 580.



Elvitegravir and

Treatment-naiv
HI V RNA
CD4 cells >50 ¢
No Resistance t
NRTIs
NNRTI
Pls
HBV- and HCV-
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Cobicistat (GS
Design of the Two Phase 2 Studies

-9350):

n=48

EVG/GS-9350/TDF/FTC + placebo

EFVI/TDF/FTC + placebo
n=23

stratified

by

HI' 'V RNA

A Primary Endpoint: Proportions with HIV RNA <50 copies/mL at Week 24

A 48-week trials

RTV + placebo
ATV + FTC/TDF
n=29

(

Cohen C, et al. 17th CROI: San Francisco, CA: February 16-19, 2010. Abst. 58LB.I



Primary Endpoint: Percentage with
HIV RNA <50 copies/mL (ITT M=F)

EVG/GS-9350 vs. EFV RTV vs. GS-9350
Week 24 stratum-weighted difference Week 24 stratum-weighted difference
+5% (95% CI: -11.0% to 21.1%) -1.9% (95% CI: -18.4% to 14.7%)
100 7 -
i 90% _1100
£ 83% £ 86%
£8 80 © o gge0y 4%
c § 60 s & 60 -
g o g3
ey SV
8 < 40 O <Z( 40
o O
o * > 20 -
% 20 T
0 . . . . . .
O 4 8 12 18 20 24 O 4 8 12 16 20 24
Week Week
— EVG/GS-9350/TDF/FTC — + ATV + TDF/FTC
— EFV/FTC/TDF — (GS-9350 + ATV + TDF/FTC

Cohen C, et al. 17th CROI: San Francisco, CA: February 16-19, 2010. Abst. 58LB. |



Adverse Events >5% Related
to Randomized Drug

EVG/GS-9350/TDF/FTC EFV/FTC/TDF
(n=48) (n=23)
Abnormal

Dreams, 5 (10%) 8 (35%)
Nightmares

Dizziness 0 3 (13%)

Fatigue 4 (8%) 3 (13%) 2 (7%)
Somnolence 2 (4%) 2 (9%) 0 0
Headache 2 (4%) 2 (9%) 1 (2%) 0
Diarrhea 4 (8%) 1 (4%) 3 (6%) 3 (10%)

Nausea 2 (4%) 1 (4%) 5 (10%) 1 (3%)

Cohen C, et al. 17th CROI; San Francisco, CA; February 16-19, 2010. Abst. 58LB.



ACTG 5208: Study Design

Octane Trial Il

Open-label comparison of NVP and LPV/r, both combined with TDF/FTC
Median F/U (weeks)

ART-naive women with
CD4+ <200 cells/mm?3
(N=500)

Two primary endpoints:

A Time to VF/death
A Time to discontinuation

116

Only African sites; partner study to same comparison in women who had received sdNVP

Baseline Characteristics

Age

CD4
VL
ZDV exp

BL NVP Resistance

Subtype C

NVP (n=249)
35
121
5.16
2%
1%
75%

LPV/r (n=251)
34
121
5.15
1%
0
68%

Boltz V. et al. 17th CROI: San Francisco. CA: Februaryv 16-19. 2010. Abst. 154.|



OCTANE 1: Results Among Women
with Prior sdNVP Exposure

Virologic Failure or Death
40 -

- Adjusted HR 3.6 (95% CI: 1.7-7.5)

30
26%
25 -
20
15 -
10

5

Patient Percent

0

NVP LPVIr

sdNVP=Single-dose NVP

Boltz V. et al. 17th CROI: San Francisco. CA: Februaryv 16-19. 2010. Abst. 154.|



ACTG 5208/OCTANE 2:
Results at 168 Weeks

Virologic Failure or Death
HR 0.85 (95% CI: 0.56-1.29)

ENVP B LPVI

20%

Patient Percent

A VF: LPVIr 17% vs. NVP 15%
A Death: LPV/r 3% vs. NVP 2%

Patient Percent

Discontinuation

HR 3.4 (95% CI: 2.2-5.5)

28%

A Pts D/IC due to AE: NVP 35vs. LPV/r 0

Hepatic events 20, rash 12, hepatic/rash 2

Boltz V, et al. 17th CROI; San Francisco, CA; February 16-19, 2010. Abst. 154.






ODIN: Study Design

Phase llIb, randomized, open-label study

Treatment phase (up to 48 weeks)

ARV-experienced patients,

aged 218 years DRV/r 800/100mg gd + OBTY

HIV-1 RNA (n :294)
>1000 copies/mL

CD4 cell count

>50 cells/mm3 DRV/r 600/200mg bid + OBTY
No DRV RAMs at screening* stratified by (N=296)

screening HIV-1 RNA
(¢50,000, >50,000
copies/mL)

Stable HAART for
212 weeks

* DRV RAMs include the following mutations: V111, V32I, L33F, 147V, 150V, 154L, 154M, T74P, L76V, 184V, L89V
y Individualized OBT included 02 N(t)RTIs based on ARV hi.
Only restrictions on previous therapy: use of enfuvirtide, tipranavir, DRV, current use of investigational drugs

ARV = antiretroviral; HAART = highly-active antiretroviral therapy; OBT = optimized background therapy;
gd = once-daily; bid = twice-daily; RAMs = resistance-associated mutations

Cahn P, et al. 17th CROI; San Francisco, CA, US; February 16-19, 2010. Abst. 57



ODIN: Key Features of Population including
Prior and Concurrent ARVs

DRV/r 800/2100mg QD DRV/r 600/100mg BID
(n=294) (n=296)

Median CD4 cells/mm? (range) 219 (247 1306) 236 (447 864)

Mean log,, HIV-1 RNA (SE) 4.19 (0.05) 4.13 (0.05)

Previous ARV experience
NRTIs: 23 59.1% 55.4%
NNRTIs: 21 87.8% 87.2%
Pls: 0 45.9% 46.3%
Pls: 1 25.2% 26.0%
Pls: 22 28.9% 27.7%
Phenotypic Sensitivity to 28 PIsY 85.2% 86.1%

Optimized background therapy
Number of active NRTIs used
1 18.3% 26.4%
22 75.2% 68.3%
Median (range) DRV fold-change 0.5(0.1711.8) 0.5(0.1711.9)
Median (range) mutations at baseline
Pl RAMs 3 (01 13) 4 (01 14)
Primary Pl mutations 0 (01 5) 0 (01 4)

An®Pivirogram
Cahn P, et al. 17th CROI; San Francisco, CA, US; February 16-19, 2010. Abst. 57




ODIN: HIV -1 RNA < 50 copies/mL at
Wk 48 Overall and by Screening
HIV -1 RNA

-~ QD DRV/RTV 800/100 mg
-~ BID DRV/RTV 600/100 mg

100 - 100 -
— = 784 768
> & 80+ oy =& 80+
E _ 709 ‘0_:' _ 52.8 52.8
3 E 60 TR
TOQ TQ
£ 'S 40- =5 40-
=0 = O
nm 204 Difference in response, QD vs BID: no 204
&V ITT = 1.2% (95% ClI: -6.1%, 8.5%) &V
0 | T 1 | | 1 0]
0 4 812 24 36 48 ¢ 50,000 > 50,000
Wks Screening HIV-1 RNA (copies/mL)

A Similar CD4+ cell count increase between arms
L QD DRV/RTV : +100 cells/rmm3
L BID DRV/RTV : +94 cells/mm3

A Only one patient developed a DRV resistant mutation, on QD regimen.

Cahn P, et al. CROI 2010. Abstract 57. Reproduced with permission.




ODIN: Summary of Safety
and Lab Findings

DRV/r 800/100mg QD DRV/r 600/100mg BID
Parameter, n (%) (n=294) (n=296)

Grade 3i 4 AEs* 23 (7.8) 45 (15.2)
Grade 2i 4 AEs at least possibly related to DRV/r (2 2% incidence in either arm)
Nausea 11 (3.7) 13 (4.4)
Diarrhea 11 (3.7) 11 (3.7)
Vomiting 7(2.4) 9 (3.0)
Discontinuation due to Adverse Events 10 (3.4) 14 (4.7)

Treatment-emergent Grade 2i 4 lipid/liver lab findings
(02% incidence), n (%) * P-value

Triglycerides 15 (5.2) 31 (11.0) <0.014
Total cholesterol 29 (10.1) 58 (20.6) <0.0007
LDL cholesterol 28 (9.8) 47 (16.7) <0.019
ALT : 10 (3.5) 0.20

10 (3.5)




VICTOR E3 & 4: DESIGN

A 2 randomized, identical, placebo-controlled, double-blind, phase 3 trials

Treatment-experienced

»
»

Vicriviroc 30 mg + OBT (n=486)
R5-HIV only
(N=721)* ‘
> Placebo + OBT (n=235)
Randomized 2:1 to VCV:Placebo T 1
Week 24 Week 48
Interim analysis Final analysis
A Documented resistance to 02 availabl

or ART experience of at least 6 months
A Primary endpoint: % HIV RNA <50 copies/mL at 48 weeks

*857 were enrolled but 721 R5 by Trofile ES; this is the MITT population and this
subset was analyzed prior to any unblinding of results

Gathe J. et al. 17th CROI: San Francisco. CA. US: Februarv 16-19. 2010. Abst. 54LLB |



VICTOR E3 & 4: Pooled Efficacy

Control
Modified Intent to Treat (n=235)

HIV RNA <50 at week 48 62%
HIV RNA <400 at week 48 71%
Mean increase in CD4 (cells/mm?3) 129

Response by Overall Sensitivity Score
100% mm \/Cv mm Control

0% 0
80% 70% 65%

- 61%
60%

40%
20%

% HIV RNA <50 c/mL

0%

02 03
No. of Active Drugs in Background
Note: Subset with 0-1 active Drug: 47% VCV (n=19) vs. 12% (n=8) on Pbo responded

Gathe J. et al. 17th CROI: San Francisco. CA. US: Februarv 16-19. 2010. Abst. 54LLB |



VICTOR E3 & 4.
Virologic Failure, Resistance and
Discontinuations

Protocol-defined virologic failures
(PDVF)

PDVFs with DM/X4 virus

PDVFs with VCV resistance
(R5 virus only)

PDVFs with OBT resistance
Total discontinuations
Investigator-defined treatment failure

Adverse Event

Control
n=235

16%

3%

0%

21%

22%

13%

2%




Victor E3 & 4.
Key Adverse Events

VCV Control
(n=568) (n=285)

Population Number (%) Number (%)

Any adverse event 218 (38) 118 (41)
Seizure 0 1(<1)
Malignancy 7 (1) 4 (1)
Hepatocellular injury 57 (10) 25 (9)
Dyslipidemia 33 (6) 21 (7)
URI 131 (23) 69 (24)
HSV infection 37 (7) 23 (8)

Ischemic cardiovascular event 2 (<1) 3(1)
Deaths* 7 (1.5%) 0

*Causes of Death (1 each): Intestinal obstruction & septicemia S/P prior abdominal surgery,
Homicide; Myocardial infarction (recurrent while in OR for CABG); Chronic congestive heart
failure with pericardial effusion; Acute cholecystitis with septicemia; Plasmablastic lymphoma;
Multiorgan system failure accompanied by cholecystitis and pleural effusion

Gathe J. et al. 17th CROI: San Francisco. CA. US: Februarv 16-19. 2010. Abst. 54LLB |



BENCHMRK: Trial Design and
Week 156 Results

T Primary endpoints: Current Analysis:
Week 16 Week 156 Week 240
\4 v \/

RAL 400mg BID + OBT RAL 400mg

BID + OBT

P018 (n=234)
P019 (n=232)

HIV-1-infected Triple-class resistant HIV-1

RNA>1000 copies/mL; No CD4 cell cut-off Placebo+ OBT

RAL 400mg
P018 (n=118) DGR
P019 (n=119)
Percent of Patients (95% CI) with HIV RNA Change from Baseline in CD4 Cell Count
<50 Copies/mL (NC=F Approach B cells/mm3) (OF Approach
- - 100 p ( pp ) o f"JE 200 ( ) ( pp ) 164
= £ c £
=% 80 1 6 » 124
n @ ] 62% n = 150 T 109
c o c O
C g 607 m L
T o ] E < 100
L9 407 S0
°2< ] 09 5
c 33% o= 63
5 20 ’ 26% 22% RS 45 49
o =
q) Z O LB ] T T T T L] L] L] T T T T T 1 O g O mriri T T T T L] L] L] T T T T T 1
a T 0] 24 48* 96* 156* O 0] 24 48* 96* 156~
WEELS Weeks
Number of Contributing Patients Number of Contributing Patients
Raltegravir + OBT 462 461 459 460 462 Raltegravir + OBT 462 435 439 418 397
Placebo + OBT 237 237 237 237 237 Placebo+ OBT 237 230 228 219 208

Eron J. et al. 17th CROI: San Francisco CA USA: February 16-19. 2010. Abst. 515. |



BENCHMRK: Analysis by Early HIV RNA
Response in RAL Treatment Group

Early Response Definition : Observed HIV RNA (copies RAL
Category Name /mL) Week 16-48 (5 time points N=462

Continuous Suppression All time points <50

Low Level Viremia All <400 with one or more >50
Not Suppressed Intermittent >400 (not consecutive)
Not Included Pts. who discontinued double blind treatment prior wk 48*
0Q%
100 3.
- . 87%
it i
£ 80 . 71% Patients with low level
E 0 : 1% ° viremia demonstrated:
g3 | ) .
= 9 60 ! I Favorable wk 156 virologic
o © ! and immunologic outcomes
S % (CD4 increase from BL
) \ 9 +226 cells/mm3
B 40 | . i 28% )
i i N 17% 1 i Significantly shorter time
> 20 , T to loss of virologic response
o L 4o ( TLOVR 0400 c
o / X compared to CS group
U T II T T T T T T T T T T T T T T T T T T T T T T
O W W F N O © o o o <t
~ N M = < W o o~ <t
eeks — —

*For HIV RNA, only discontinuations due to lack of efficacy counted as failures

Eron J. et al. 17th CROI: San Francisco CA USA: February 16-19. 2010. Abst. 515. |



Intensification of Stable HAART In
Pts With Suboptimal CD4+ Cell
Counts

A ACTG 5256: Maraviroc por 24 sem en 32 pts con ARN
VIH-1 < 50 copias/mL por O 4dn en estable TARV
pero con recuento de CD4+ < 250 cels/mm3li]

A Intensificacion con Maraviroc no se asocio con
ganancia clinicamente significativa de CD4+.

b Aumento ( media) de CD4+ a la sem 22/24: +12 cels/mm?3
(90% IC: 1-22)

b Se observé disminucion en la activacion de CD4+/CD8+ y
mejoria en marcadores de apoptosis, sin correlacion con
mejor recuento de CD4+

A Intensificacion con Raltegravir tampoco se asocio con
significativo incremento en el CD4+ en pacientes con CV
suprimida pero con recuento de céls CD4+ bajol?]

1. Wilkin TJ, et al. CROI 2010. Abstract 285.
2. Hatano H, et al. CROI 2010. Abstract 101LB.
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Ab224s:
Sub -estudio metabodlico de A5202

Enrolled EFV vs. ATV/r TDF/FTC vs.
In Substudy ABC/3TC
TDF/FTC QD
o5 N=69 -~
ABC/3TC Placebo QD
EFV
%F[\)/ N=70 L N=139_~

TDF/FTC Placebo QD

TDF/FTC QD

e - HEE
ABC/3TC Placebo QD e
ATVIr
ATVIr

TDF/FTC Placebo QD e N=65 -

Primary endpoints (TDF/FTC vs. ABC/3TC):

~ DXAat0, 24, 48, 96 weeks, then yearly 1) Percent change in hip and lumbar spine BMD.

- CT abdomen at 0 and 96 weeks Secondary endpoints:

- Serum lipids and plasma 1) bone and fat loss between EFV and ATV/r
2) on-study fractures

Study Evaluations:

McComsey, G, et al. 17th CROI; San Francisco, CA; Februa8; 2610. Abst. 106LB.



A5202: ATVIrvs. EFV

Cambios en lipidos en ayunas (Sem 48)

Median Change in Fasting Lipids (mg/dL)

TC LDL HDL

29 13 8
40 21 12
<0.001 <0.001 <0.001

TDF/FTC
ATVI/r 10 2 5
EFV 22 10 8

<0.001 0.002 <0.001

A In low HIV RNA stratum, in comparison between ABC/3TC vs. TDF/FTC: significantly greater
increase in TC, LDL, HDL with both EFV and ATV/r; greater increase in TG with ATV/r

'
Daar E, et al. 17th CROI; San Francisco, CA; Febru&9, 2910. Abst. 59LB.



A5202: ATV/r vs. EFV
Cambios en depuracion de creatinina

Change in Calculated Creatinine Clearance (mL/min)

Week 48 Week 96

3.1 6.1
4.3 7.8
0.17 0.33

TDF/FTC
ATVIr
EFV

'
Daar E, et al. 17th CROI; San Francisco, CA; Febru&9, 2910. Abst. 59LB.



Metabolic Substudy of ACTG 5202:
Limb Fat Changes

Losp

100 -

Li mb
N (0]
(@) (@)

From BL to Wk 96 (%)
)] (@)]
o o

O 10%

o
L

McComsey G

Limb Fat Primary Endpoint

B TDF/FTC + EFV
B ABC/3TC + EFV

B TDF/FTC + ATV/RTV
B ABC/3TC + ATV/RTV

143 189 156 163

Regimen

,etal. CROI 2010. Abstract 106LB.

A Similar absolute and %

Increases in limb fat with
ABC/3TC and TDF/FTC InITT
analysis (P > 0.1)

b In as-treated analysis, greater
increase in limb fat with
ABC/3TC vs TDF/FTC
(difference: 1 kg; P = .023)

Greater absolute and %
Increases in limb and trunk fat
with ATV/IRTV vs EFV in ITT
and as-treated analyses

(P < .05)




Metabolic Substudy of ACTG 5202:
Lumbar Spine and Hip BMD

Changes (ITT)

£
o @]
|I Comparison of ABC/3TC vs TDF/FTC |I Comparison of EFV vs ATV/RTV
B ABC/3TC B EFV
g B TDF/FTC 2 B ATV/RTV
) P =.004 P=.025 m P=.035 P=.59
O-
c ;\c? c
_ ;_1 01 —
8o 8
=-2.07
S i c
o 0_0,-3 o) @ - _
o 1] Difference: 2.0% - | Difference : 1.5% pitrerence: 0.3%
= 40 Difference: 1.5% = 40
Lumbar Spine Hip Lumbar Spine Hip

A Initial loss in BMD in all arms stabilized after Wk 48
A No significant differences in fracture rates between arms

McComsey G, et al. CROI 2010. Abstract 106LB. |



AS202:

Eventos adversos
clinicos

.... (A
a\yara
(A (A
Bra
CA
Bone 1ra s
ONn-AlD alldnNa

TDF/FTC

EFV ATVIr EFV ATVIr
(n=465) (n=463) (n=464) (n=465)
%0 0% 30 490
A0/, A A0/, A

*Defined as coronary artery disease, infarct, ischemia, angina, cerebrovascular accident, transient ischemic attack or peripheral

vascular disease.

Daar E, et al. 17th CROI; San Francisco, CA; FebruEy A®10. Abst. 501



Abacaviry ECV:

En busca de un mecanismo

1600 -
1400 -

—
N
o
o

Platelet P-selection
expression (MFI)

1000 -
800 -
600 -
400 A
200 -

3000 -

. Abacavir
. EE 2500 -
el
. $ = 2000
*e -
* .
» * w o
* o 1 .= 1500 -
* R R . o o
* * 9 up0 -
gg
o
oo So . Control
E é E % % % E % g E E D 1 T T T T T 1
E 0 20 40 60 80 100 120

Drug added (50ug/mL)

A Incremento en reactividad plagquetarial
b Carbovir TP ( metabolito de ABC) inhibe guanilil ciclase soluble, un

inhibidor conocido de funcion plaquetaria A aumenta activacion plaquetaria

A In vitro, ABC induce interaccién de célula endotelial-leucocito humano a

dosis clinicamente relevantes?

Time (minutes) of incubation with
80ug/mL abacavir

1. Baum P. et al. 17th CROI: San Francisco. CA: Febr1& V204 0. Abst. 717: 2. de Pablo C. et al. ibid..l



Correlacion entre el Nadir de céls CD4+
y riesgo CV

Cross-sectional study of 80 HIV+
men on ARV Tx with undetectable
HIV RNA

b Median age 47 years, nadir CD4*

T cell count 180 cells/mm3

CV risk assessed using arterial
stiffness (AS) by pulse wave
analysis and carotid-femoral pulse
wave velocity (PWV)

Nadir CD4 count <350 cell/mm3
Independently associated with
significant increase in AS and PWV
b Other significant determinants of
PWV in multivariate analysis
included age, systolic and diastolic
BP, and diabetes.

AS was not affected by the duration
of ARV therapy or exposure to Pls
or ABC.

Significant determinants of PWV on
Multivariate Analysis

P-value

Beta (95%)

0.48
Age (0.26-0.70) 0001

Systolic blood 0.44

pressure (0.12-0.76) Bey

Diastolic blood -0.29

ressure -U.00o-0.
P (-0.53-0.04) 0.03

2.38

(1.38-33g) 0001

Diabetes mellitus

0.58

Nadir CD4 <350 (0.15-1.01)

0.008

Ho J, et al. 17th CROI; San Francisco, CA; Februb®y 2610. Abst. 70"



DAD: Trigliceridos y riesgo de IM

A Métodos: Tiempo desde inclusién en estudio D:A:D a ler

IM segun niveles de TG (' sin requerir ayuno )

b Adjustments for associations of independence from other CAD
risks

b n=30,703: Edad: 39; R. Blanca: 54%; Fumador: 37%; CD4+ 407,
CV PDLD: 33%

Incidence of Ml according to TG group

0.6 - E
04 - E E

0.2 - i
i

<80 80-110 110-150 150-200 200-300 >300

A 580 IMs en 178,835 PA

A Después de ajustar por
otros FRCV, doblar TG se
asocio con un
Incremento en el riesgo
de IM del 11 %

Incidence rate per 1000 PY

_ . TG Levels (mgl/dL)
PA = Pacientes-ano

Worm S, et al. 17th CROI; San Francisco, CA; Februb®y 2@810. Abst. 12



Mayor Incidencia de fracturas enla

cohorte HOPS
( HIV Outpatient Study Patients )

A Comparison of HOPS cohort
(n=8,456) vs National Hospital
Discharge Survey and National

Gender-adjusted rates of fracture
among adults aged 25-54 years

Hospital Ambulatory Medical Car 120 1
Survey (NHAMCS)
b Adjusted for age and gender 100 1 .
A HOPS: 276 Fractures during 80 - Y e for trend = 0.01
median 4.8 yrs follow-up e
b Risk factors for fractures 50 -
L Age >47
b Nadir CD4+ count <200 40
b HCV co-infection 7
b Diabetes ~_— /\~ (N)l;éMCs-
b Substance use 20 - P value for trend = 0.32
A Conclusion: Fracture rates are
higher in HIV infected populatior 0 : —
and rate is increasing with age Q A 5 X H © A D
S S qub& S S S

Dao C, et al. 17th CROI; San Francisco, CA; FebruEyA®10. Abst. 12



