Mesa Redonda: VIH
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Inicio de TAR: Estudio NA -ACCORD

The NEW ENGLAND
; JOURNAL o« MEDICINE

o Eftect of Early versus Deferred Antiretroviral Therapy
d for HIV on Survival

I Mari M. Kitahata, M.D., M.P.H., Stephen J. Gange, Ph.D., Alison G. Abraham, Ph.D., Barry Merriman, M.A.,

- Michael S. Saag, M.D., Amy C. Justice, M.D., Ph.D., Robert S. Hogg, Ph.D., Steven G. Deeks, M.D.,
Joseph J. Eron, M.D., John T. Brooks, M.D., Sean B. Rourke, Ph.D., M. John Gill, M.B., Ch.B., Ronald J. Bosch, Ph.D.,
Jeffrey N. Martin, M.D., M.P.H., Marina B. Klein, M.D., Lisa P. Jacobson, Sc.D., Benigno Rodriguez, M.D.,
Timothy R. Sterling, M.D., Gregory D. Kirk, M.D., Ph.D., Sonia Napravnik, Ph.D., Anita R. Rachlis, M.D.,
Liviana M. Calzavara, Ph.D., Michael A. Horberg, M.D., Michael J. Silverberg, Ph.D., Kelly A. Gebo, M.D., M.P.H.,
James J. Goedert, M.D., Constance A. Benson, M.D., Ann C. Collier, M.D., Stephen E. Van Rompaey, Ph.D.,
Heidi M. Crane, M.D., M.P.H., Rosemary G. McKaig, Ph.D., Bryan Lau, Ph.D., Aimee M. Freeman, M.A_,
and Richard D. Moore, M.D., for the NA-ACCORD Investigators*
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NA-ACCORD: Diseno

—.
-

17,517 asymptomatic patients
with HIV infection enrolled on to study

1t Analysis 2"d Analysis
8362 patients with CD4 count 351 to 9155 patients with CD4 count > 500
500 cells/mm3 cells/mm?3

HN TN DD N D N R

Bl

25% (n=2084) 75% (n=6278) 24% (n=2220) initiated 76% (n=6935)
initiated antiretroviral deferred therapy antiretroviral deferred therapy
treatment within 6 until the CD4 cell treatment within 6 until the CD4 cell
months (CD4 count count <351 months (CD4 count count <500
within initial range) cells/mm?3 within initial range cells/mm?3

Kitahata MM, et al. N Engl J Med 2009;360:1815-1826
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' NA-ACCORD: Resultados

Pacientes con riesgo de muerte asociado con diferir el inicio del TAR, con

Primer analisis: pacientes con CD4 entre 351 y 500 cel/mm3. i
ajuste de nivel de RNA VIH, edad y sexo.

Variable Riesgo relativo
(IC 95%)

]
q Sin incluir datos de RNA VIH
- Diferir el inicio de TAR 1.69 (1.26—2.26) <0.001

Con la inclusion de datos de RNA VIH

Diferir el inicio de TAR 1.63 (1.21-2.19) 0.002
Sexo femenino 1.47 (1.02-2.12) 0.04
Edad (por cada 10 afios de incremento) 1.89 (1.69-2.11) <0.001
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Kitahata MM, et al. N Engl J Med 2009;360:1815-1826




'NA-ACCORD. Disefio del estudio

—.
-

17,517 asymptomatic patients
with HIV infection enrolled on to study

1t Analysis 2"d Analysis
8362 patients with CD4 count 351 to 9155 patients with CD4 count > 500
500 cells/mm3 cells/mm?3

HN TN DD N D N R

Bl

25% (n=2084) initiated 75% (n=6278) 24% (n=2220) 76% (n=6935)
antiretroviral deferred therapy initiated antiretroviral deferred therapy
treatment within 6 until the CD4 cell treatment within 6 until the CD4 cell
months (CD4 count count <351 months (CD4 count count <500
within initial range) cells/mm?3 within initial range cells/mm?3
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| NA-ACCORD: Resultados

g Segundo analisis: pacientes con CD4 > 500 cel/mm3. =
2 Pacientes con riesgo de muerte asociado con diferir el inicio del TAR, I
= con ajuste de nivel de RNA VIH, edad y sexo.
! Variable Riesgo relativo I
< (IC 95%)
% Sin incluir datos de RNA VIH
r Diferir el inicio de TAR 1.94 (1.37-2.79) <0.001
; Sexo femenino 1.85 (1.33-2.59) <0.001

| Edad (por cada 10 afios de incremento) 1.83 (1.62—-2.06) <0.001

i

CD4 basales (por 100 cel/mms3) 0.93 (0.87-0.99) 0.03

Con la inclusion de datos de RNA VIH

Diferir el inicio de TAR 1.85 (1.20-2.86 0.006

Edad (por cada 10 afnos de incremento)  1.81 (1.58-2.07) <0.001
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DHHD.

Causes of Death

L1

L ___
=

N 33,308 patients ¢ 2482 deaths over 180,176 person-years

1 13.8 deaths per 1,000 person-years I

Primary (Underlying) Causes of Death Other Known Causes Accounting for

vV Non-AIDS >2% of Deaths

a related malignancy

| Liver Cause n (%)

| related Invasive bacterial
infection

Suicide 96 (3.9)

166 (6.7)

| Drug overdose 63 (2.5)
2 Other/
. unggg/wn 29 deaths (1.2%) were attributed to
= A . :
AIDS renal disease or dysfunction
30%

“This study reiterates the importance of addressing traditional, non-
HIV specific risk factors in order to further reduce death rates in HIV
positive populations”

B HE . il
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A:D Study Group. AIDS 2010;24:1537-1548.
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Inflammation associated with mortality during

stable ART in SMART study

HETEN

i

All-Cause Mortality

Biomarker

- OR P-value
| hs-CRP 2.7 0.08

IL-6 2.4 0.03
| Amyloid A 1.50 0.40
7 Amyloid P 0.7 0.46
] D-dimer 7.1 0.08
E F1.2 0.7 0.55

Kuller L et al. PLoS Medicine 2008




HPTN 052: HIV-1 Transmission

Total HIV-1 Transmission
Events: 39 |

Linked Unlinked or TBD
Transmissions: Transmissions:
28 11

e 18/28 (64%) transmissions from infected
participants with CD4 >350 cells/mm 3

- ' Delayed L

E ImAr\neC.h{::the Arm'y27 » 23/28 (82%) transmissions in sub-Saharan
] {11 ' Africa

-

4 \ J .

ﬂ Y * 18/28 (64%) transmissions from female to

l'] p < 0001 male partners
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Consenso sobre el inicio del tratamiento:

Recomendaciones de la DHHS

Recuento
de CD4 DHHS 2013

BN | EE| ]

i (cél/mm 3
- <350 TAR recomendado (Al)
q
F >350 a <500 TAR recomendado (All)
E
N >500 TAR recomendado (BIII)
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Consenso sobre el inicio del tratamiento:

Recomendaciones de GESIDA 2014

B ————————— |
= RECOMENDACION GENERAL i
- Se recomienda la administracidn de TAR a todos los pacientes con infeccidn por VIH'.
o La fuerza y gradacion de la recomendacion varia segun las siguientes circunstancias:
J CONDICION / CIRCUNSTANCIA FUERZA Y GRADACION

! Enfermedades B o C del CDC A-l

Cifra de linfocitos T CD4+

| <350/ulL A-l
e 350 a 500/uL A-ll

| >500/uL B-IIl

B Comorbilidades

Nefropatia por VIH
Hepatitis crénica por VHC

Hepatitis crénica por VHB

5 Edad 255 afios A-ll

i Riesgo cardiovascular elevado

- Trastornos neurocognitivos

— Neoplasias

=

J_ Riesgo de transmisidn

;; Mujeres gestantes A-l

F Transmisién heterosexual A-l
Transmision sexual entre varones A-llI




2013 WHO ART Guidelines in Adults: summary

Topic 2002 2003 2006 2010 2013

CD4 <200 CD4 <200 CD4 <200
- Consider 350
-CD4 <350 for TB

Earlier initiation

CD4 < 350 CD4 £500
-Irrespective CD4 for TB -Irrespective CD4 for TB,
S L HBV, PW and SDC

- CD4 = 350 as priority

An important step towards the global alignment

of the HIV standard of care
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Choice of Initial Regimen

Tenofovir/emtricitabine (TDF/FTC)

I

Abacavir/lamivudine (ABC/3TC)

. Third agent (NNRTI, boosted PI, or InSTI):
Efavirenz

IESEI]

Atazanavir/r

o

Darunavir/r
Raltegravir
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Available Antiretroviral Agents

—

2 Nucleoside RTIs Nonnucleos(t)ide RTIs Protease Inhibitors I
= - Zidovudine (ZDV) » Nevirapine (NVP) » Saquinavir (SQV)
! « Didanosine (ddl) » Efavirenz (EFV)  Ritonavir (RTV) I
| « Zalcitabine (ddC)  Etravirine (ETR) e Indinavir (IDV)
J} - Stavudine (d4T) * Rilpivirine (RPV) * Nelfinavir (NFV)
n « Lamivudine (3TC) * Amprenavir (APV)
| « Abacavir (ABC) * Fosamprenavir (Fos-APV)
. « Emtricitabine (FTC) * Tipranavir (TPV)
1 « Tenofovir DF (TDF) Integrase Inhibitors * Lopinavir/r (LPVIr)
- Raltegravir (RAL) * Atazanavir (ATV)

- Dolutegravir * Darunavir (DRV)

» Elvitegravir _ .
Fusion Inhibitor

 Enfuvirtide (T-20)

CCRS5 Antagonist
e Maraviroc (MVC)

'ﬁ ] 0| BRI EAi i ape




Available Antiretroviral Agents

E Nucleoside RTlIs

I ’ e

B  Lamivudine (3TC)

1 * Abacavir (ABC)

u - Emtricitabine (FTC)
i » Tenofovir DF (TDF)
:

-

=

o

1

Nonnucleos(t)ide RTIs

Protease Inhibitors

» Efavirenz (EFV)

* Rilpivirine (RPV)

Integrase Inhibitors
 Raltegravir (RAL)
 Dolutegravir

* Elvitegravir

e Lopinavir/r (LPVIr)
 Atazanavir (ATV)
* Darunavir (DRV)



STaR : Rilpivirine vs Efavirenz

Virologic suppression and CD4 change at Week 48

FDA snapshot analysis — ITT population

s
= RPV/FTC/TDF is non-inferior to EFV/FTC/TDF I

1] 100 -

I 90 - 86 82
80 - Favors Favors

b RPV/ETC/TDF EFV/FTC/TDF RPV/FTC/TDF

_
M EFV/FTC/TDF

95% Cl for Difference

70 -
60 -
50 -
40 -
30 -

20 13
10 -

- e Y
338/394 32/394 | ; 24/394
0 A i | s

Virologic Virologic Failure No W48 Data -12% 0 12%
Suppression

(HIV-1 RNA <50 ¢/mL)

I
i

1 11| 41 9.2
> b b

p=0.12

Proportion of Subjects, %

S sl Ll

i

CD4 count change (cells/mm3): RPV/FTC/TDF +200 vs. EFV/FTC/TDF +191 (p=0.34)

'ﬁ [ 0| BE IR

___CohenC, etal. HIV-11 2012; Glasgow, UK. Oral 425



STaR: Rilpivirine vs Efavirenz

Virologic suppression at Week 48 FDA snapshot analysis
by baseline HIV-1 RNA stratified by 100,000 copies/mL

-

100 -
! 89
N 82
. £ 80 -
4 -
g £
” ; 60 -
-

<

40 -
i 2
: L7
. 220 -
o 231/260 WL IPIN)
i 0

» RPV/FTC/TDF M EFV/FTC/TDF

80 82

107/134 ENETAV:Y

95% ClI for Difference

Favors

Favors

EFV/FTC/TDF RPV/FTC/TDF

-11.1
=

—

-1.8
he

1.1 7.2 13.4
=~ et wd

<100K  p=0.02

7.5
b

> 100K
p=0.70

<100K

| 5| eI Ea

>100K

Baseline HIV-1 RNA copies/mL

!__Modified from Cohen C, et al. HIV-11 2012; Glasgow, UK. Oral 425 __

RPV/FTC/TDF compared to EFV/FTC/TDF by baseline HIV-1 RNA:
<100,000 copies/mL - Non-inferior and statistically significant difference
>100,000 copies/mL - Non-inferior efficacy

+12
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ACTG 5257: Study Design

HIV-infected patients, 218 yr, with no previous ART,
VL 2 1,000 ¢/mL at U.S. Sites
(N=1,809)

Randomized 1:1:1 to Open Label Therapy
Stratified by screening HIV-1 RNA level (2 vs. <100,000 c¢/mL),
A5260s metabolic substudy participation, cardiovasc ular risk

EEEE W D N

ATV 300 mg QD + RTV 100 mg RAL 400 mg BID + DRV 800 mg QD + RTV 100 mg
QD + FTC/TDF 200/300 mg QD FTC/TDF 200/300 mg QD QD + FTC/TDF 200/300 mg QD
(N=605) (N=603) (N=601)

 Primary Endpoints*
* Time to HIV-1 RNA >1000 c¢/mL wk 16 to before wk 24, or >200 c/mL at or after wk 24 (VF)
» Time to discontinuation of randomized component for toxicity (TF)

 Pre-planned Composite Endpoint
» The earlier occurrence of either VF or TF in a given patrticipant

B | " | FE ISR J- iR N

Landovitz L, et al. 21st CROI; Boston, MA; March 3-6, 2014. Abst. 85.




ACTG 5257: Cumulative Incidence of

Virologic Failure

—— -
- 1.00 : I
= ATV/r : : —
l ______ RAL Difference in 96 wk cumulative incidence (97.5% Cl) I
' e DRV/r
i o 0.75- ATV/r vs RAL
| - 3.4% (-0.7%, 7.4%)
J )
™ S DRV/r vs RAL
| - 5.6% (1.3%, 9.9%)
g 'é 0.50 - ATV/r vs DRV/r
n = -2.2% (-6.7%, 2.3%)
’ Y
>
&
>
O  0.25
0.00 -

112 128 144

Weeks since study entry
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ACTG 5257: Cumulative Incidence of

Virologic or Tolerability Failure

l-. I RN I NI | BN S DN W e )

Cumulative incidence

1.00 -

0.75

0.50

0.25

0.00 -~

ATV/r
RAL
DRV/r

.........

20 10 0 10 20

Difference in 96 wk cumulative incidence (97.5% Cl)

l IFavors RAL  ATV/rvs RAL
'

15% (10%, 20%)
]

i DRV/r vs RAL

: 7.5% (3.2%, 12%)

] PP2ERRVIT ATY/r vs DRV/F
7.5% (2.3%, 13%)

P ————

L L A [N ————

..........
-----------
........

...........

Weeks since study entry

112 128 144

PACTG
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Elvitegravir/c: Eficacia y seguridad en los

estudios 102 y 103 en semana 96

—.
-

L1

=
» 100 - W TDF/FTCIEVG/e (n=701) EFV/TDF/FTC (n=352) B ATV/r + FTC/TDF (n=355) I
1 & 2g 80 85 84 g 81 2 s 82 I
& 80 1
@
:
- Camam
=
| p—
| =
0
o
| ; 20 -
e
\'§
L 0 - : :
- >50 a £200 >200 a <350 >350
ol CD4 (cels/mm 3)
8 ® Subgrupo de CD4 < 50 (n=30).
5 ® 11/19 EVGc con éxito viroldgico. 8 fueron fracasos (todos con CV > 100 K c¢/mL, 4
| con adherencia suboptima.
= e :
» ® 5/6 EFV con éxito virologico; 1 fracaso (CV > 100 K  c¢/mL, con adherencia
li suboptima).

® 5/5ATVIr + TDF/FTC con éxito viroldgico.




SINGLE: Virologic Suppression

(HIV-1 RNA <50 c/mL; FDA Snapshot)

‘ -+==DTG + ABC/3TC QD EFV/TDF/FTC QD
. o 100 -
@) DTG: 80%
= + I
TR Ch ——
I T 70-
| o
5 601 . . .
£ 50 Week 96 adjusted difference in response (95% CI):
0 +8.0% (+2.3% to +13.8%); P=0.006
c 40 - Difference in
a® 30 - Wk96 A from BL response
i “5 Treatment Adjusted mean SE (95% CiI)
— c 20 - _
P S | CD4 A from BL i 0 440(143,736)
R 5 10 'M 281.4 10.9 P=0.004
- Q. 0 :
- 9 | | | | | | | | | | | | |
- o O 4 8 12 16 24 32 40 48 60 72 84 96
ﬁ Week

‘] Walmsley S, et al. 21st CROI; Boston, MA; March 3-6, 2014. Abst. 543.




Estudio FLAMINGO:

DTG es superior a DRV/r en pacientes naive

= Proporcion (IC 95%) de individuos con Snapshot por estrato de randomizacion
;‘ RNA VIH-1 <50 c/mL en el tiempo-snapshot en la semana 48
1 =— DTG 50 mg QD

=——  DRV/r 800 mg/100 mg QD ) o
Se demostro superioridad global

)
0,
| DTG: 90%
| Afavor A favor DTG DRV/r
! 90%_| T T E DRVI/r DTG 50 mg QD 800 mg/
100 D
i = ==) mg Q
| 80%_ *E .
| = DRV/r: 83% Global? n=484 90% 83%
I 1 \
%’ 70%._ 95% IC para la diferencia * HIV-1 RNA
“ .l Ne) Afavor A favor basalP
S 60%- DRvIr DTG <100.000 ¢/mL  n=362 88% 87%
8— ; ; >100.000 c/mL  n=122 L o 2 93% 70%
& 50%- ' ;
| T 0j9 7,113,2 | Nuclesidos®
- o= o ABC/3TC n=159 90% 85%
(o i TDF/FTC n=325 90% 81%
- 30%— : T T T T —H T T T T T
A i -40-30-20-10 0 1020 30 40 50 60
| 20%- ; ) ) .
— , Diferencia en la proporcion (DGT — DRV/r)
- 10%-| -20% -12% O 20%
- Test de superioriad: P=0,025
' 0%+
| | | | | | | | |
1= BL 4 8 12 16 24 36 48 aDiferencia ajustada (DTG-DRV/r) basada en un analisis estratificado Cochran-Mantel-
!_ Semanas Haenszel ajustando por HIV RNA basal y los nucleésidos acompafiantes. .
‘ — o e . ) bLas diferencias no ajustadas apoyan la no-inferioridad de DTG vs DRV/r en los estratos de
Diferencia ajustada (DTG-DRV/r) basada en un andlisis estratificado CMH ajustando por HIV-1 RNA basal y de nucle6sidos acompaiiantes.
HIV RNA basal y los nucledsidos acompafiantes.
Resultados confirmados en el analisis por protocolo :91% DTG vs. 84% DRVIr, A (IC):
| 7,4 (1,4 - 13,3).
I Feinberg J. et al. ICAAC. Denver, 10-13 Septiembre 2013. #1464a
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Dolutegravir (estudio SPRING-2).

Analisis de eficacia a 48 semanas

]

1007 e DTG 88%
90 :i: :'E" "!'

807 RAL 85%
707
60 7
507
407
307

I E I

207 ——DTG 50 mg QD

10 —#—RAL 400 mg BID

’ 0T
\| | T T | T T T T T
' l BL Sem4 Sem8 Sem 12 Sem 16 Sem 24 Sem 32 Sem 40 Sem 48

Semana

Proporcién <50 c/mL (%)

DTG es no-inferior a RAL con un margen del 10%: Dif  erencia: 2,5%; IC95% (-2,2% a 7,1%).
No-inferioridad demostrada con > 100.000 ¢/mL 7,5 (-3 ,1 a 18).

No-inferioridad demostrada con TDF/FTC: 4,6 (-1,3a 10,6) y con ABC/3TC -0,8 (-8,2 a 6,6).
Similar recuperacion de CD4 entre DTG y RAL (+230 CD 4 a las 48 semanas).

Fallo virologico a 48 semanas: DTG 20 (5%; 1 con CV  >400); RAL: 28 (7%; 5 con CV>400).

Resistencias: con DTG: 0 a integrasa, 0 a nucleésid os; RAL: 1 a integrasa, 4 a
nucleosidos.

Efectos adversos grado 2-4: 6% DTG vs 7% RAL. Aband onos por EA: 2% DTG, vs 2% RAL.
Incremento de creatinina (grado 1/2): 2%/0,6% para DTG vs 2%/0% para RAL.

Raffi F, et al. IAS 2012. Washington DC. 19 - 27 Julio. #THLBB04
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DHHS Guidelines Update October 2013:

Combinaciones de TAR de Inicio

|||

§
; Preferred Regimens Alternative Regimens
» EFV + ABC/3TC
| [NNRTE S SERVABHETS + RPV/TDFIFTC or RPV + ABC/3TC
: * ATVIRTV + ABC/3TC
s * ATVIRTV + TDF/FTC = DRVIRTV + ABC/3TC

Boosted Pl DRVRTV + TDFIFTC = FPVIRTV + (TDF/FTC or ABC/3TC)

» |PV/RTV + (TDF/FTC or ABC/3TC)

=

» RAL + TDF/FTC
» EVG/COBI/TDF/FTC
INSTI - DTG + ABC/3TC RAL + ABC/3TC

* DTG + TDF/FTC

'ﬁ | U | BE IR e api




Gesida 2014:

3% Farmaco Pautai Ensayos clinicos aleatorizados
Preferentes
ITINN TDF/FTC/EFV "> STARTMRK, ACTG 5202, GS-US-
4 236-0102, GILEAD 934, SINGLE
TDF/FTC/RPV>>*>  ECHO, THRIVE, STAR
IP/r TDF/FTC+ATV/r>*  CASTLE, ACTG 5202, ARTEN,
GS-US-236-0103,
ABC/3TC+ATV/r*®’  ACTG 5202
TDF/FTC+DRV/r’> ARTEMIS, FLAMINGO
Inint ABC/3TC+DTG"* SINGLE, FLAMINGO, SPRING-2
- TDF/FTC+DTG>* FLAMINGO, SPRING-2
TDF/FTC/EVG/COBI® GS-US-236-0102, GS-US-236-0103
1 TDF/FTC+RAL’ STARMRK, QDMRK, SPRING-2
ﬁ ABC/3TC+RAL® SPRING-2
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Thompson et al, JAMA, 2012.




Evolucion del tratamiento

antirretroviral de Inicio

[T EE )

- Triple
i combination
therapy
i D
1987 1994 NNRTI + 2NRTIs IP/r + NRTI
Zidovudine: Dual NRTIs better than IP/r + 2NRTIs IP/r + NNRTI
e First NRTI monotherapy Il + 2NRTIs IP/r + CCR5 inh
CCR5i + 2 NRTIs IP/r+1I
1991-2 )

ddl and ddC
approved

I BB I BRI BRI IE
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IP/r + MVC en TARV de inicio

- ———
= |
j Study Pl/r + MVC arm Comparator arm
| Pl component
First line A4001078 ATV+RTV +
TDF/FTC
m VEMAN L.?//r LPV/r + TDF/FTC
MIDAS -
MODERN DRV+RTV +
TDF/FTC

1 FR 1B

S

Mills A, et al. IAC 2012, Abs. TUAB0102.
Taiwo B, et al. XIX IAC, Washington 2012, #TUPEQ99.

1



IP/r + RAL en TARV de inicio

=
= Study Pl/r + BID RAL Comparator arm
| arm
l Pl component
First line SPARTAN g ATV+RTV + TDF/FTC
_1. PROGRESS LRVIr LPV/r + TDF/FTC
| RADAR D TV DRV+RTV + TDF/FTC
| A5262 D TV -
NEAT 001 DRV+RTV DRV+RTV + TDF/FTC

o

ﬂ
| Kozal MJ, et al. HIV Clin Trial 2012;13:119-30.



NEAT 001:

DRV/r + RAL vs. DRV/r + TDF/FTC

HIV-1 ART-naive DRVr 800+100 mg QD + RAL 400 mg BID
218 years

HIV-1 RNA >1,000 ¢/mL
CD4 s500/mm?3
HBsAg negative
No major IAS-USA
resistance mutations T

t

Randomization 1:1 Minimum
stratified by country and participation in virology /immunology substudy Week 96

B NN INEE S Ui

78 sites, 15 European countries

Composite virological and clinical primary endpoint (6 components)

| 5| el E

!_Raffi F, etal. 21st CRQLBoston, MA; March 3-6, 2014. Abst. 84LB.



NEAT 001: Primary Analysis

—

- Primary Endpoint Probability of Reaching Primary Endpoint
-
= RAL 1,00 -
l‘ N 401 404
| 0,75 +
; N with Primary Endpoint 76 (19%) 61 (15%)
|
qj V1. Regimen Change
for Insufficient Response 0,50 1
1
i <1 log,, c/ml HIV RNA 1 0 log rank
Reduction W18 0.25 - » P=0.12
1 ! |
HIV RNA 2400 c/ml 1 0 i
" w24 |
; S 000 —4—m—m————————————
9 VtZW"é';/ RNA 250 ¢/ml 27 28 08 18 32 48 64 80 96 112 128 144
e a _
J N at Risk Time (weeks)
~ V3. HIVRNA 250 c/ml| 32 29 400 384 375 347 329 317 308 211 90 11
= after W32
- 402 395 393 361 350 340 331 215 90 12
" C1.Death 3 1
il Estimated proportion reaching primary endpoint at W 96
E C2. AIDS Event > 3 RAL: 17.4% vs TDF/FTC: 13.7%
I C3. SNAIDS Event 7 7 Adjusted Difference: 3.7% (95% ClI: -1.1, 8.6%)
M_R_a_ffi F, etal. 21st CROI; Boston, MA; March 3-6, 2014. Abst. 84LB. _ _ . .




NEAT 001: Primary Endpoint by Baseline

Characteristics and Resistance

RAL
+ DRV/r

Overall n = 805 11 8.6 17.4% 13.7%

Baseline HIV-1 RNA

< 100,000 c/ml n =530 3.9 —1— 35 7% 7%
2 100,000 c/ml n=275 -0.05 19.3 36% 27%
P=0.09*

Baseline CD4+

< 200/mm?3 n=123 4.7+ 30.8 39.0% 21.3%
2 200/mm?3 n =682 — 13.6% 12.2%
3.4 6.3
P=0.02*
-1l0 0 91.0 2l0 3l0
Major Resistance Mutations, n 5 0
NRTI 1 (K65R) 0
PI 0 0
INI 5 (N155H)* -

'-._ﬂ-illijili (I | BN N NS DI N RN

R_aﬁi F, etal. 21st CROiBoston, MA; March 3-6, 2014. Abst. 84LB.




Estudio Gardel: LPV/r + 3TC

& g I
- e Phase lll, randomized, international , controlled, open-label study
I e Study included adult patients from Argentina, Chile, Mexico, Peru, Spain, US. I
4
; Stratified by screening Wtk 2_4 fvsi Wk 4 dooint
. HIV-1 RNA interim analysis primary endpoin
F (< or > 100,000 copies/mL) | |
B
. . DT:

|| ARV-naive patients, LPV/r 400/100mg BID
| | 3i8years +3TC 150 mg BID

HIV-1 RNA (n=217)

>1000 copies/ml

No IAS-USA defined T
NRTI or Pl resistance at LPV/r 400/100de BID
+ 3TCor FTC and a

screening® third investigator-selected NRTI in
HB(s)Ag negative f(l)rﬁ%-éigc;se combination
(N = 426)

*Defined as > 1 major or > 2 minor LPV/r mutations) _
LPV major mutations include the following mutations: V32I; 147V/A; L76V; V82A/F/T/S CahniPyetalSEACS/ 2013 Brisssels Belgiim
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Estudio Gardel: LPV/r + 3TC

—

GARDEL: Viral load <50 copies/mL at week 48 (ITTe) i

100% -

90% - _._DT aTT

e i T L
80% (p=0.171, difference +4.6% | = _— "

| .
- 70% - [Clgse,i-2.2% to +11.8%)) P e

60%
i 20%
40%

30%

T 8 ..
EgS R d ol

20%

10%

0%

BSL w4 ws w12 w24 W36 w438

Cahn P, et al. EACS, 2013. Brussels, Belgium
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Estudio Gardel: LPV/r + 3TC

—

« GARDEL: Viral load <50 copies/mL at week 48 (ITTe)
. baseline VL > 100.000 copies/mL)
‘ 100% -
i 90% - = DT o TT 87.2%
| 80% - ;
| (p= 0.145, difference +9.3% : ol o
4 70% - [Clgsy,:-2.8% to +21.5%]) e 7i7-9 6
4 60% 1 e ! |
; !
1 50% - i :
| 40% - 5 :
% 30% - : i
= 20% - : !
- . I
= 0%+ : !
d 0% = i '
E BSL w4 ws W12 w24 W36 wa4s
;_ Cahn P, et al. EACS, 2013. Brussels, Belgium




LATTE: Study Design

* Phase llb, randomized, multicenter, partially blind  , dose-ranging
study comparing S/IGSK744 (integrase inhibitor)toE ~ FV

Oral Maintenance Phase**

Oral Induction Phase

744 10 mg + 2 NRTIs*

744 10 mg + RPV 25 mg

HIV ART-naive
HIV RNA >1,000 c¢/mL

744 30 mg + 2 NRTIs* 744 30 mg + RPV 25 mg

1:1:1:1
Randomization
Stratified by
VL and NRTI

744 60 mg + 2 NRTIs* 744 60 mg + RPV 25 mg

EFV 600 mg + 2 NRTIs*
1 r 2+ ¢ 0\ i\ i)

D1 Week 16 20 24 48 72 96

NN NI S| B W SN NI NI

*ABC/3TC or TDF/FTC
**Patients on 744 + NRTI: If week 20 VL <50 ¢/mL - simplify to 744/RPV at week 24

Margolis D, et al. 14th EACS; Brussels, Belgium; October 16-19, 2013. Abst. PS7/1.



LATTE Study:

Treatment Outcomes - Maintenance Population

 HIV-1 RNA <50 ¢/mL by Snapshot (ITT-ME)

744 744 744 744 EFV

Outcome at Week 48 10 mg 30 mg 60 mg total 600 mg
n=52 n=53 n=55 n=160 n=47

Virologic success 48 (92%) 48 (91%) 53 (96%) 149 (93%) 4 4 (94%)

Virologic failure 3 (6%) 5 (9%) 1 (2%) 9 (6%) 2 (4%)
Data in window not <50 ¢/mL 3 (6%) 3 (6%) 1 (2%) 7 (4%) 1 (2%)

Discontinued for lack of

efficacy 0 0 0 0 1 (2%)
Change in ART 0 2 (4%) 0 2 (1%) 0
No virologic data at Week 48 1 (2%) 0 1 (2%) 2 (1%) 1(2 %)

Discontinued due to AE 1 (2%) 0 1 (2%) 2 (1%) 1 (2%)

o Similar response rate for 744 + RPV vs. continuing EFV + NRTIs

« Similar response across 744 doses

_i NN S0 IR | BN N DN W N EEEEE|

Margolis D, et al. 21st CROI; Boston, MA; March 3-6, 2014. Abst. 91LB.




Novedades Terapéuticas:

Conclusiones

—
-

« En la actualidad, toda las persona infectadadas por VIH
deben recibir tratamiento antirretroviral, por su beneficio
y el de la comunidad

I 'R NN

I - El mejor tratamiento de inicio consiste en la
- combinaciodn de tres farmacos: 2NRTIs + 1INI, NNRTI o
1 IP.

— Los nuevos farmacos parecen llamados a jugar un
papel decisivo

« En el futuro podriamos utilizar pautas con menos
farmacos o de administracion mas espaciada

liﬁ N NI EEL s






