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En los ultimos afnos se han
producido muchos cambios:

Perfil de pacientes

= Farmacos antirretrovirales y
combinaciones

Papel del tratamiento antirretroviral

Lo que no ha cambiado
o NUumero de nuevas infecciones, al

c_ s menos en nuestro medio

* o Diagnéstico tardio



Lo que tenemos claro:

Sistema
iInmune

En el paciente VIH

= El tratamiento antirretroviral
— Bloque la replicacion viral
— Evita la progresion
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FIGURE 1. Kaplan-Meier curve showing survival from 50
years of age stratified by calendar period among HIV-infected
individuals and population controls.
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Trends in life expectancy of HIV-positive adults on ART across
the globe: comparisons with general population

UK
(May et al, 2011)
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Figure 2.
Life expectancy at age 20 years in HIV-positive individuals initiating ART, by earlier and
later calendar period.

Curr Opin HIV AIDS. 2016 September ; 11(5): 492-500. do1:10.1097/COH.0000000000000298.



Trends in life expectancy of HIV-positive adults on ART across
the globe: comparisons with general population

Canada, 20002012 UK, 1996-2008
(Patterson et al, 2015) (May et al, 2011)
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Figure 3.
Life expectancy at age 20 years in HIV-positive men and women mitiating ART.

Curr Opm HIV AIDS. 2016 September ; 11(5): 492-500. do1:10.1097/COH.0000000000000298.



La infeccion por VIH ha cambiado a lo largo de los
ultimos 30 afos, y la mejora en la supervivencia es

algo real

Tratamiento de las Enfermedades
Oportunistas

Atencion hospitalaria (+ cuidados paliativos)

Tratamiento del VIH
“Especialistas” en VIH

Tratamiento de las comorbilidadep
¢, Nuevos modelos asistenciales?

Adaptada y modificada de: Chu C & Selwin P. J Urb Health 2011; 88:556-566.




Y es que estamos hablando de la
historia del VIH

44441

o Long Acting Injectable?

. The lntegrase Inh Era
Single Tablet Regimens

Triple Drug Therapy

DV monothenpv

HIV-1 duscomed

1983 1987 1996 2006 2012-13 2017 2020

En la que el tratamiento antirretroviral tiene un papel
fundamental




O lo que es lo mismo...

ITIAN: inhibidores de la transcriptasa inversa
analogos de nucleds(t)idos

ITINN: inhibidores de la transcriptasa inversa
no andlogos de nucledsidos

IP: inhibidores de la proteasa

IF: inhibidores de la fusién

ICCRS5: Inhibidores CCR5

INI: inhibidores de la integrasa

POT: Potenciador sin actividad antirretroviral
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Generic name

Single-tablet regimens

/)

), cobicistat (COBI)

Formulation

Efavirenz/emtricitabine/ Tablet comprising One tablet once a day
tenofovir disoproxil - 600mg efavirenz,
Generic product, 200mg emtricitabine,
appearance will vary 245mg tencfovirdisoprosil
Hilpivirinefemtricitabine/ Eviplera g Tablet comprising One tablet once a day
tenofovir disoproxil = 25mg rilpivirine,
] " 200mg emtricitabine,

245mg tencfovirdisoproxil
Rilpivirne/tencf ovir Odafsay i Tablet comprising One tablet once a day
alafenamidefemtridtabine 25mg rilpivirine,

25mg tencfovir alafenamide,

200mg emtricitabine
Ehvitegravirfcobicistat/ Ganvoya Tablet comprising One tablet once a day
emtricitablne/tenofovir 150mg elvitagravir,
alafenamide 150mg cobidistat,

200mg emtricitabine,

10mg tencfoviralafenamide
Ehvitegravirfcobicistat/ Stribitd Tablet comprising One tablet once a day
emtricitablne/tenofovir 150mg elvitegravir,
disoproxil 150mg cobidstat,

200mg emtricitabine,

245mg tencfovirdisoprosil
Dolutegravir/ Triumag - Tablet comprising One tablet once a day
abacavir/ S0mg delutagravir,
lamivuding 600mg abacavir,

300mg lamivudine
Darunavirfcoblcistat/ Symituag il Tablet comprising One tablet once a day
emtricitabine/ tenofovir il B00mg darunavir,
alafenamide b 150mg cobicistat,

200mg emtricitabine,

10mg tencfovir alafenamide

Standard adult dose



Estudio START: inicio de tratamiento independientemente
de la cifra de CD4 en todas las guias

Serious AIDS or nonAIDS events or death

C imedseswt oeteredanr WV START. Serious non-AIDS Events.

Mo. with Event (%) 42 (1.8%) 96 (4.1%)
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Lundgren J. 8th IAS, Vancouver, Canada, July 19-22, 2015. #MOSY0301.
N Engl J Med 2015; 373:795-807.



¢ccuando empezar el TAR?

1995-2005 2005-2010 2010-2013 2015

gg‘g;ﬂ ACTG and | Observational studies TEMPRANO and START
studies (early studies: (ART initiation at CD4

Post HAART Era): ART (ART initiation at CD4 > 3
initiation CD4 <200 350 cells/mm?® ) impact on feescal e meacton
cells/mm? - Impact on mortality, dz progression severe H[V mor.bldlty & disease
AIDS mortality and & non-AIDS events progression, without increase
major Ols incidence in severe adverse events

'CIPRA and SMART studies (ART HPTN 052: reduction of HIV
initiation at CD4 < 350 cells/mm?3) transmission among HIV
Impact on HIV mortality, serodiscordant couples and risk
progression & co-morbidities (TB) | | of TB in adults (impact on HIV

incidence)




Nuevo papel del TAR: Tratamiento como
prevencion

HPTN 052

- April 2005-May 2011 | May 2011-May 2015 Overall

PY fl Al
u partner
infections
# (rate)
Total 3482 46 (1.32)
Earlyarm 1751 4 (0.23)
Delayed .73, 45 (243)
arm
Rate ratio 0.09
Risk
reduction aie

Rate = # of events/ 100 PY
Risk reduction = 1 — rate ratio

Linked PY
partner flu
infections#
(rate)
37(1.08) 5012
1 (0.068) - 2563
36 (2.08) . 2449
0.03
97%

All Linked
partner partner
infections infections
# (rate) # (rate)
32 (0.64) 9(0.18)
15 (0.59) © 2 (0.08)
17 (0.69) . 7 (0.29)
0.86 0.28
14% 2%

Linked =

PY f/ All
u partner
infections
# (rate)

8494 78(0.92)

4314

4180 59 (1.41) :

69%

19 (0.44)

Linked
partner
infections
# (rate)

3 (0.07)

43(1.03)

index to partner transmission

Cohen MS et al. 8th IAS Conference on HIV Pathogenesis,
Treatment, and Prevention Vancouver, Canada, July 20, 2015
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PARTNER

767 couples contributed 894 eligible couple/y FU, 75 EU sites. ﬁg
- 445 HSX, 282 MSM.

- Condomless sex, Not using PEP or PrEP.
-Latest HIV VL <200 copies (within max past 12 m)
-Diagnosed lof STls: 16% of MSM, 5-6% HTSX
-Estimated condomless sex acts: 14.000 — 16.400.
-Phylogenetically linked transmissions

Boenes

Overall 0 (0-0.00008) 894 44.439 0 (0-4%)
HT m+/f- 0 (0-0.0003) 288 13,728 0 (0-12%)
HT m-/f+ 0 (0-0.0003) 298 14,295 0 (0-12%)
MSM 0 (0-0.0003) 308 16,416 0 (0-11%)

Rodger A, et al. CROI 2014. Abstract 153LB.

PARTNER2: HIV Transmission

® Mo linked transmissions documented in ™ 77,000 condomless sex acts when HIV-
positive MSM partner suppressed to HIV-1 RNA < 200 copies/mL

Linked
Transmissions, n

Sexual Behavior Reported by

Upper 95% CI*

HIV-Negative Partner

Anysex

Anal sex

Insertive anal sex

Receptive anal sex without gjaculation
Receptive anal sex with ejaculation
AnysexwithanSTI

0o o o o

0

0.23"
0.24
0.27
0.43
0.57
274

Condomless

Sex Acts, n
76991 1596
70743 1546
52572 1345
23153 B67
20770 652
6301 135

*For rate of within-couple HN transmission per 100CYFU. *Compared with 0.24 for MSM and 0.46for heterosesualsin FARTNERL

* Unlinked transmissions occurred in 15 initially HIV-negative MSM partners

Rodger A, et al. AIDS 2018, Abstract WEAND1DALE.

Shde credit: dinicsloptions oo




“HIV made me feel unattractive and made me afraid to have sex with my husband, who is HIV
negative. Since | learned about U=LU, I have lost 20 pounds, | feel sexy, and my husband and
I are making up for all the times we missed.”

“It was only when | learned about U=U that I realized that | have

“When I learned | was HIV+, | became isoloted and depressed. been living for all these years carr}.r.in_g this he?v}f weight. .
Because | took my meds, | kept on living. But inside I felt like |

I went on medication, but knowing | had the virus made me . dth d ” P Is

feel dirty and ashamed. | stayed that way for seven years, T d]ﬂ:g' :n ; ti:‘mu eme afi HL Eﬂ get c ose to anyﬂneri &

stigmatizing myself. U=U has given me my life back. Knowing The night | earaa out U=U, :imu mt stop £rying: it was fike
rden I didn’t even realize I was carrying just fell away.”

that | can’t infect anyone else has allowed me to forgive myself.” that bu:&n thewellproject

UNDETECTABLE
o UNINFECTIOUS
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Papel del TAR alun mas importante: prevencion

T
13 =~ ez conductuales
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1. Agvert &t al. PLoS Mad 20052203 2 Gray &t & Larce 2007, 359685765 3 Saley atal Lot DO7.363548-55 4. Gromhourh
et al Lancs 20003551981-7.5. Swex atal Larcs. DOG358113-21. 6. Doorell &t al Lanee: D1Q3752092-6. 7. Cohenetal
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Lances 2013531008530 (DU 3. Aol Marimet 8. Soenae 10323195874
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¢, qué entendemos por estrategias y
optimizacidon?: conceptos

= Estrategia: serie de acciones muy meditadas

encaminadas hacia un fin determinado

= Optimizacion-optimizar: conseguir que alago llegue a
la situacion optima y dé los mejores resultados

posibles



En un escenario actual

Eficacia virologica a 48 semanas en los Ultimos

ensayos clinicos aleatorizados con regimenes de TAR ¢ EXpeCtatlva7

de 12 linea

Mas comodidad
Menos efectos adversos
Curacion

Year of ART intiation
3 Before 1699
0 1999-2006
N 2007-2013

LEY 2 tiva?

04
LSS S

Un tratamiento eficaz

BSISC0enos Ciedos i
secundarios y mas " N— oo

comodo
hen RY, etal. Gin Infect Dis 2002; 37:714-22. Fracaso virolégico

Pl D oihinge Yy

®Toxicidad wFracaso W Otras causas
Delaugerre C, etal. Clin Infoct Dis 2015; 60:463-472.

Scherrer AU. Clin Infoct Dis 2016, 62, 1310-1317.




www.youtube.com/watch?v=v2deRuzX52k
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http://www.youtube.com/watch?v=v2deRuzX52k

La realidad en los ultimos dos anos...

= El tratamiento antirretroviral ha cambiado por completo y va a seguir
haciéndolo

— Momento de inicio
— Farmacos disponibles
— Combinaciones de eleccién

——————
m|UNe....

Antiretroviral Th
Where we ar
where we are

Antiretroviral Therapy: The Future

’. Long Acting Injectable?

Joe Ei \\ The Integrase Inh Era
P'Vl{sz} Single Tablet Regimens
i'f \ Fel Triple Drug Therapy
. ’ m
e o R R L eememeees
ZDV monotherapy

HIV-1 discovefed

1983 1987 1996 2006 2012413 2017




Number of drugs developed

20

Desarrollo de TAR 2007-2017

(cumulative)

(&)
I

= Desde 2007:1
= No se han comercializado nuevos IPs
» La eficacia del tratamiento ha mejorado, debido en parte a los NNRTIs de segunda generaciony a
los nuevos inhibidores de integrasa
30 - ART development from 2007-2017 (FDA-approved medicines)!-3
First
APV NFV
INSTI removed removed
25 -||approved from market? from market®
EVG
RAL DTG
o0 | KE oy = INSTI
® Entry inhibitor
15 = NNRTI
10 - P
= NRTI
TAFS
0 T T T T T T T T

2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017
Year

APV, amprenavir; ART, antiretroviral therapy; ARV, antiretroviral; AZT, zidovudine; DTG, dolutegravir; ETV, etravirine; EVG, elvitegravir; FDA, US Food and Drug
Association; INSTI, integrase inhibitor; NFV, nelfinavir, MVC, maraviroc; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse transcriptase
inhibitor; PI, protease inhibitor; RAL, raltegravir; RPV, rilpivirine; 1. Tseng A et al. Br J Clin Pharmacol 2014;79:182-194; 2. Cohen CJ. J Manag Care Pharm
2006;12(7)(suppl S-b):S6-S11; 3. AIDSinfo. FDA-Approved HIV Medicines (last reviewed 21 August 2017): https://aidsinfo.nih.gov/understanding-hiv-aids/fact-
sheets/21/58/fda-approved-hiv-medicines

(accessed September 2017); 4. EMA. June 2011:http://www.ema.europa.eu/docs/en_GB/document_library/Public_statement/2011/06/WC500107823.pdf (accessed
September 2017); 5. nam aidsmap: Nelfinavir (Viracept): http://www.aidsmap.com/Nelfinavir-iViracepti/page/1731121/ (accessed September 2017); 6. Gilead Sciences,
Inc: http://www.gilead.com/news/press-releases/2015/11/us-food-and-drug-administration-approves-gileads-single-tablet-regimen-genvoya-elvitegravir-cobicistat-
emtricitabine-and-tenofovir-alafenamide-for-treatment-of-hivil-infection (accessed October 2017)



EACS guidelines ~N

Position of preferred antiretroviral agents in EACS .U%
guidelines for treatment-naive individuals?

b |
ATVI/r
_ L ﬁm DIRY > XY DRQ/T-IY/RrTV AT ATV
LPV/r RV DRV + RTV DRV + RTV or /c
LPV/r LPV/r DRV + RTV
SQR/r SORIr LPV/r SORK PV
SQR/r
EFV
EFV EFV EFV EFV ERV
PR NVP NVP NVP NVP SR RPV R
RPV
DTG DTG DTG
INSTI RAL EVG/c EVG/c EVG/c
RAL RAL RAL
ABC/3TC
NRTI F/TDF .
ABC+FTC ABC/3TC ABC/3TC HECIETE HECIETT ABC/3TC* ABLIETE
AZF+3FC F/TDF F/TDF FTDF FTDF F/TDF EMAF
AZT + FTC TDF/3TC TIBF3TC F/TDF
3FC+TDF
[ [ [ [ [ [ [
2007 2008 2009 2011 2014 2015 2016

EACS guidelines recommend initiation of ART, regardless of CD4 count, in part due to the evolution of
drug development?!

Guidelines emphasise the importance of earlier ART to reduce mother-to-child and sexual transmission?*?

* Only in combination with DTG (ABC/3TC/DTG)?!

3TC, lami " g; ABC, abacavir; ART, antiretroviral therapy; ATV, atazanavir; AZT, zidovudine; /c, cobicistat-boosted; DRV, darunavir; DTG, dolutegravir; EACS, European AIDS

Clinical St ; ERV, efavirenz; EVG, elvitegravir; F or FTC, emtricitabine; FPV, fosamprenavir; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse
transcriptase inhibitor; NVP, nevirapine; LPV, lopinavir; Pl, protease inhibitor; /r, ritonavir-boosted; RAL, raltegravir; RPV, rilpivirine; SQV, saquinavir; TAF, tenofovir alafenamide;

TasP, treatment as prevention; TDF, tenofovir disoproxil fumarate

1. EACS. Guidelines Archive: http://www.eacsociety.org/guidelines/guidelines-archive/archive.html (accessed June 2017);

2. DHHS Guidelines for the Use of Antiretroviral Agents in HIV-1-Infected Adults and Adolescents. January 2016: https://aidsinfo.nih.gov/guidelines/html/1/adult-and-adolescent-arv-
guidelines/0 (accessed August 2017) HIV/IHQ/17-02//1197j October 2017 21



Desarrollo de combinaciones a dosis fijas y STR

= More FDCs and STRs have been developed over time?
— Initial FDCs included NRTIs 3TC/AZT, ABC/3TC/AZT and F/TDF, and boosted Pl eg LPVI/r
— In 2006 the first STR (EFV/F/TDF) was approved

Development of FDCs and STRs from 196—2017 (FDA-approved medicines)?!

o 16 - RPV/F/TAF
= FITAF
© 14 - E/CIF/TAF
> ATV/c
e DRV/c
é 12 -
[7p)
o 10 - ABC/DTG
> eicirmoE  13TC
o

8 - RPV/F/TDF
e BSTR
o Ac/aTe  EFVIFITDF
© 6 - F/TDF EFDC
a
Q LPV/r
f 4 - ABC/3TC/AZT
)
e
£ 21  3TC/AZT
Z

0 _

©O A @ O O N A OO X L 00 A DO O N VMY DY O KX v O oA
(&, S, o S R S S P S R, LGP D, P, P, P, AP N R\ N N N N N N N N Year
FEEFETFTPLT T T TTTETLS S S S S
= 3TC, lamivudine; ABC, abacavir; ATV, atazanavir; AZT, zidovudine; /c, cobicistat-boosted; DRV, darunavir; DTG, dolutegravir; E/C/F/TDF,

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate; EFV, efavirenz; FDA, US Food and Drug Association; FDC, fixed-dose combination; F/TDF,
emtricitabine/tenofovir disoproxil fumarate; LPV/r, ritonavir-boosted lopinavir; NRTI, nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; /r, ritonavir-boosted; RPV,
rilpivirine; STR, single-tablet regimen; TAF, tenofovir alafenamide;
1. AIDSinfo. FDA-Approved HIV Medicines (last reviewed 21 August 2017): https://aidsinfo.nih.gov/understanding-hiv-aids/fact-sheets/21/58/fda-approved-hiv-medicines

29 (accessed September 2017); 2. Astuti N & Maggiolo F. Infect Dis Ther 2014;3:1-17



EACS guidelines A~
Position of preferred antiretroviral agents in EACS
guidelines for treatment-naive individuals?

<

ABC/3TC E/C/FTC/ITAF  E/C/FTC/TAF
E/C/FTC/TDF [I)E-ll-g //FA.II? (S{I?[-)r IS E/C/FTC/TDF  E/C/FTC/TDF
EFV/IFTC/TDF EFV/IFTC/TDF EFV/FTC/TDF ERVETC/TDF DTG/ABC/3TC DTG/ABC/3TC
RPV/FTC/TDF RPV/FTC/TAF  RPV/FTC/TAF
FTC/TDF RPVIFTC/TDR RPV/FTC/TDF RPV/FTC/TDF
I I I I I I
2009 2011 2014 2015 2016 2017

STRs made their first appearance in EACS guidelines in 2009

Once-daily, single-tablet ARTs have become an important tool in
HIV management?

3TC, lamivudine; ABC, abacavir; ART, antiretroviral therapy; C, cobicistat; DTG, dolutegravir, EACS, European AIDS Clinical Society; E, elvitegravir; EFV, efavirenz;

F, emtricitabine; RPV, rilpivirine; STR, single-tablet regimen; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate

1. EACS. Guidelines Archive: http://www.eacsociety.org/guidelines/guidelines-archive/archive.html (accessed June 2017);

2. Truong WR et al. P&T 2015;40:44-55 HIV/IHQ/17-02//1197j October 2017 23



En qué momento nos encontramos?

Hemos pasado de combinaciones complejas, con muchos efectos secundarios y
eficacia limitada con supresion viral incompleta a combinaciones bien toleradas,

eficaces y seguras a largo plazo?

Menos toxicidad: integrasas, cobicistat

favorecer adherencia: STR

Eficacia a largo plazo y reduccidn de resistencias

EFV, efavirenz; F, emtricitabine; NNRTI, non-nucleoside reverse transcriptase inhibitor; P, protease inhibitor; STR,
single tablet regimen; TDF, tenofovir disoproxil fumarate

1. Tseng A et al. Br J Clin Pharmacol 2014;79:182-194; 2. Astuti N & Maggiolo F. Infect Dis Ther 2014;3:1-17; 3. EACS
Guidelines (5). November 2009: Archive: http://www.eacsociety.org/guidelines/guidelines-archive/archive.html (accessed
June 2017); 4. Sax P et al. PLoS ONE 2012;7:e31591; 5. Cassetti | et al. J Int AIDS Soc 2010;13:P86

24



30 anos de desarrollo de farmacos frente a
VIH (datos de aprobacion de la FDA)

1990-
2002

« Didanosine 2011' 2016

« Zalcitabine 2003 -

e 2008 POL2018

* Saquinavir HG o
* Saquinavir SGC * Rilpivirine/TDF/FTC

« Indinavir » Atazanavir * Nevirapine XR
; . * Emtricitabine « Rilpivirine
* Nevirapine . Enfuvirtid P _
« Ritonavir Enfuvirtide « Elvitegravir/C/F/TDF
« Combivir _'I:_?S\;:g’a\l/ » Dolutegravir
- Delavirdine u » Cobicistat
 Nelfinavir (F[_)C) _ * Dolutegravir/ABC/3TC
- Abacavir * Tipranavir « Elvitegravir/C/FITAF
- Efavirenz * Atripla (FDC) « Darunavir/COBI
- Amprenavir I\Dllzrrl;n?r\cl;cr: « Atazanavir/COBI
» Didanosine EC viroc * FTC/TAF (10, 25 mg)
o * Raltegravir .
* Lopinavir/r . Etravifine _
* Trizivir (FDC) * Dolutegravir

» Tenofovir DF

* Raltegravir HD

* FTC/TDF
*DRV/COBI-TAF/FTC

* (DIC/IFITAF)*

* (Bictegravir/TAF/FTC)*
* (Dolutegravir/RIL)*

* (Dolutegravir/3TC/TDF)*

1987

= *(submitted)
Entry inhibitors Integrase inhibitors Protease inhibitors | *  Generic versions

1983 (InSTI) (PI)

Fusion inhibitors = RT (non) nucleosidic inhibitors (N-

NRTI) =



Tabla 3. Combinaciones de TAR de inicio recomendadast

Pautat®

3er FAarmaco

IMI DTGABGETC
DTG+FTCITAF
RAL+FTCITAF

IMNI EVGFTCTAF

IP potenclado DRVICFTCTAF o
DRVIp+FTCITAF™

ITINK RPVIFTC/TAF"

IMI RAL+ABC/ITC

IP potenclads ATVIp+FTCTAF™
DRVIp+ABG3TC™

ITINN EFVFTCTAF™"

Comentarios*

MBC eath contrandicado en pacanes con HLA-BST01 postiva

FAL puada adminisirarss indistiniaments como 1 comprimido de 400 mg

cada 12 horas, o 2 aomprimidos de 800 mg inueva formlacion) cads 24

haoras®.

Mayor potencial de imanacciones Gle olras pautes bBaswtas en NI
Prusde consideranss de slaccin cusandd sa nequisra de ura paits con sknads
barrera gandlcn (pacentes con problemas de adharencis)

Es impraacindibls evalusr poshies interastonss

Mo incicacks an pacieres con CVP 100,000 copiastnl.

Pueds considerarse da slecidn an pecentes con CVP < 100000 copiasinl

Fedlizar previamants un esiudio ganolipicn que descarls mubaciones. de
resisianca a [TINN

Corfraindicado si ss Uilzan inhibidores da la bomba de protonss

ABE et rertindicsce e pacieres ron HUA-BST01 prsitive,
FLAL pusscte akministror s srments come 1 aomptinrics de 400 mg ok
12 heras, o 2 cormprimides da B00 mg (v Tormulacite) cada 24 hoeas®,
Ewitar & sa uliizan inhitidones o ks bomiba de prolings

Pl ConSiderarsa o Beccin Clasndn S reqLISra dé U paLts oon skvacss
bsarrisra pandica (pacentes con problemas de adhatencia)

Es imprescindible avalusr poshies inleractonas
ABC asth corraindicado an pacianes con HLA-B"ST01 positive;
Es impraacinditie avalusr posibies interaccionss

Evitar an paceres con aberacionas neunpsiquiiicas o ideacin suicids
Ll cof precauciin on pederles gue healicen lareas peligrosss.

Feslizar previarnerts un estdio genclipcn que destarte mutecones de
reesistanca a TINN

oSIDA e

GRUPD OF ESTUDIC DEL SIDA-SERAT

wm

DOCUMENTO DE CONSENSO
. GeSIDA/PLAN NACIONAL SOBRE
‘SIDA RESPECTO AL TRATAMIENTO
ANTIRRETROVIRAL EN ADULTOS
NFECTADOS POR EL VIRUS DE LA
INMUNODEFICIENCIA HUMANA

ACION ENERO 2018)




MNRTI fixed-dose combinations

Abacavir/lamivudine Tablet comprising One tablet once a day 1
Generic product, 600mg abacavir
appearance will vary and 300mg lamivudine

Emtricitabine/tenofovir  Truvada
disoproxil

Tablet comprising One tablet once a day 1
200mg emtricitabine and
245mg tenofovir disoproxil

alafenamide emtricitabine and 10mg or version is recommended for use in
25mg* tenofovir alafenamide  combination with some boosted
protease inhibitors

Emtricitabine/tenofovir  Descovy (B I Tablet comprising 200mg One tablet once a day. The 10mg 1

Integrase Inhibitors

Dolutegravir Tivicay 50mg tablet 50mg once a day or 50mg twice lor2
a day if taken with efavirenz,
} nevirapine or tipranavir, or for HIV
- known to be resistant to integrase
inhibitors
Raltegravir [sentress 400mg tablet A400mg twice a day 2
Ll
Protease Inhibitors
Atazanavir 150, 200 and 300mg 300mg with 100mg ritonavir 2or3g
Generic product, capsules once a day
appearance will vary
Atazanavir/ Evotaz _ Tablet comprising 300mg One tablet once a day 1
cobicistat i atazanavir and 150mg
\ cobicistat
Darunavir - 600 and 800mg tablets B00mg with 100mg ritonavir 2t04 §
Generic product, generic once a day or 500mg with 100mg
appearance will vary ritonavir twice a day
Darunavir/ Rezolsta Tablet comprising 800mg One tablet once a day 1
cobicistat & .00 darunavir and 150mg

A cobicistat



DHHS, IAS-USA Guidelines: Recommended Regimens for
First-line ART

Class DHHsH lAS-USALZ
INSTI » BIC/TAF/FTC * BIC/TAF/FTC

» DTG/ABC/3TC * DTG/ABC/3TC

" OTG + (TAF or TDF)/FTC " DTG + TAF/FTC

» EVG/COBI/(TAF or TDF)/FTC
* RAL + (TAF or TDF)/FTC

Bold text identifies single-tabletregimens.

®» Recommendations may differ based on baseline HIV-1 RNA, CD4+ cell count, CrCl, eGFR, HLA-
B¥5701 status, HBsAg status, osteoporosis status, and pregnancy status

» [ata are lacking for women of child-bearing age not using contraception

= |AS-USA now lists EVG/COBI/TAF/FTC and RAL + TAF/FTC as alternative regimens owing to their
lower resistance barriers and, respectively, more drug interactions and higher pill burden!®]

1. D'HHS Guidelin=s. May 2018. 2. 5agz M5, ot al. JAMA. 2018;320:378-356. Shde credit: dinscdoptions.oom

28
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Titulares

Nos encontramos en la “ERA DE LAS
INTEGRASAS”

TAF o0 la nueva era de los NRTIs
Mas STR, por favor.

¢, Necesitamos otras estrategias de

tratamiento?

En busca del farmaco perfecto



Aspectos que vamos a revisar “
s

===\
= Nuevos farmacos: * Nuevas estrategias

— TAF — Biterapias:

» TAF/FTC (DESCOVY®) « 3TC+DGT

» TAF/FTC/RPV = 3TCH+IP

(ODEFSEY®) « DGT+RIL

" SYMTUZA®) * Nuevas formas de
_ RAL qd administracion
_ BICTEGRAVIR — Liberacion retardada

» TAF/FTC/BIC = Nuevas dianas

— DORAVIRINA terapeuticas



TAF O LA REVOLUCION DE
LOS NRTIS



Una gran novedad: el Mecanismo de accidn

. -  Iracto Gl Plasma
Tenofovir . . 4
(TFV) Blad X
Nucledtico LT - LI Célula diana
parenta DIANION | TFV * 'TF\':'.' VIH
. L i
Tenofovir . 3
disoproxil AT “ IDE
fumarato JAS 200 mg
(TDF) ESTER !
. TFV A
Tenofovir PR
alafenamida au ;[AF
(TAF) 25 mg

AMIDATOD

La conversion de TAF en tenofovir tiene lugar principalmente en el interior de las células diana del VIH, reduciendo la
exposicion sistémica 1.2:3

1 T1/2 basado en los datos plasméticos in vitro.

1.Ficha Técnica Genvoya®, febrero 2016.
2.Ray AS, et al.Review. Tenofovir alafenamide: A novel prodrug of tenofovir for the treatment of Human Immunodeficiency Virus. Antiviral Res. 2016; 125: 63-70.

3.Gupta SK, et al. Subjects with renal impairment switching from tenofovir disoproxil fumarate to tenofovir alafenamide have improved renal and bone safety
through 48 weeks. IAS 2015; Vancouver, Canada. Oral Presentation TUAB10. Disponible en: http://www.natap.org/2015/IAS/IAS_23.htm Acceso: 04/16.
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¢qué se ha conseguido con el TAF?

= Misma eficacia que con
tenofovir

= Posibilidad de mas
coformulaciones

= Apenas efectos secundarios
renales

= No alteraciones 6seas

= Mejoria de la osteopenia-
osteoporosis, sobre todo en los
pacientes que tomaban el
tenofovir clasico



Desarrollo clinico completo

Genvoya® %;\_/ Descovy®
= Naive: v = Pacientes pretratados:

— GS-US-292-0104/0111

Pretratados:

— (GS-US-292-0109
(subestudios)

Insuficiencia renal
— GS-US-292-0112

= Edad

= Diabetes Mellitus
Mujer
— (S-US-236-0128 (OLE)
Adolescentes
— GS-US-292-0106

— GS-US-311-1089
Odefsey®

Pacientes pretratados
-GS-US-Studies 1216 & 1160



Significant Efficacy and

Week

Long-term Safety Difference With
TAF-Based STR In Naive Adults

Primary Secondary
Endpoint Endpoints
| 1
0 48 96 144

L L g L g 4
Treatment-naive adults | A E/C/FITAF + placebo qd

HIV-1 RNA =1000 copies/mL

eGFR =50 mL/min

eGFR, estimated glomerular filtration rate.

n=867

¢« E/C/F/ITDF + placebo qd

= Two Phase 3, randomized, double-blind, double-dummy, active-controlled studies?
— Study 104 (North America, EU, Asia); Study 111 (North America, EU, Latin America)
— Stratified by HIV-1 RNA, CD4 cell count, geographic region

= Primary endpoint met: proportion of participants with HIV-1 RNA <50 copies/mL (COBAS®
AmpliPrep/COBAS® TagMan® HIV-1 Test v2.0, Roche Molecular Diagnostics, Pleasanton,

CA)

— Noninferiority (12% margin) based on Week 48 FDA snapshot analysis

— Combined efficacy analysis prespecified

» Secondary endpoints: efficacy, safety, and tolerability at Weeks 96 and 144
— Prespecified safety: serum creatinine, proteinuria, hip and spine bone mineral density (BMD)

Arribas JR et al. CROI 2017, Seattle WA poster 453
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Virologic Outcome at Weeks 48, 96, and 1441+

HIV-1 RNA <50 CopiesimL

100 1 g9

- B ecFTAF n=g65)

= Il ECFTDF (n=867)

E

(5

-

=]

o

=

W

=

=

&=

=

I

Wk 48 = 144 48 % 144 45 % 144
Virologle Success Wirakagic Fallure Mo Viraloglc Data

« AtWeek 144, E/C/FITAF was superiorto EC/F/TDF in efficacydifference at both
=50 copies/mL: 4.2% (95% Cl 0.6%, 7.8%; p=0.02) and <20 copies/mL: 5.4% (95% Cl
1.5%, 9.2%; p=0.01)

“By FDA snapshot analysls (12% nonideriorRy margin of TAF 0 TOF). CL corfidence Inenal
1.'Sax P, et al J Acouir mmune Defic Syndr 201467-52-8; 2 Sax P ot al Lancet 2015:3852606—15.

CROI 2017, Seattle WA poster 453



Efectos adversos renales que conducen ala
suspension de tratamiento

E/C/F/TAF E/C/F/TDF

Renal AE D/C, n* n=866 n=867 p-Valuet

Tubulopatia proximal?
Descenso del filtrado glomerular

nefropatia

Rk P N W b

0
0
Insuficiencia renal 0
0
0

Proteinuria
Espasmos vesicales 0 1

*AEs coded as renal and urinary disorders (MedDRA 19.0); TCalculated using Fisher’s exact test; ¥fRenal tubular
disorder, Fanconi syndrome/glycosuria.

= (0 casos de tubulopatia proximal en el brazo E/C/F/TAF vs 4 en el
brazo E/C/F/TDF

— 2 casos adicionales en la rama E/C/F/TDF desde la semana 96

Arribas. CROI 2017, Seattle WA poster 453
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Resultados: parametros renales semana 144*

Median (IQR) Change
From BL, mL/min

eGFR
® E/C/FITAF ® E/C/FITDF
8 - BL, mL/min
117.0
4 7 1139
0
_.
4 -1.6
8 ®
-1.7
-12
-16
_20 _
-24 -
[ | | | | | | | |
0 12 24 48 96 144
Week
n= 866 842 836 821 771 740
n= 867 841 833 806 756 707

*p-values calculated using 2-sided Wilcoxon rank-sum test to compare treatment groups.
CROI 2017, Seattle WA poster 453
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Fasting Lipids through Week 1447

EMFITAF EFTOF EMZFITAF ENFTDF
=L ] [
Wesk 144 N H
— TC LDL HDL Triglycerides . TC:HDL Ratio
p <0001 p <0001 p <0001 p=0.02 Pl 35
200
1:
= . 4T AT ATAT 3T AT
%15:' 1m1E1m1E1m1E
=
17 -
= 5 S 12 5 2 43 Z
= - l=l - Hig—R= E
1] - =
= 101 104 409 104 404 104 gg 100 gz 100 g 100 ;
T 3 3
a4 A4 44 4L 4L 44
a} o

43 96 144 435 o6 144 45 96 144 43 o6 144 45 o6 144
Wik sk Wik ek sk

FParticipants on E/C/F/TAF had greater incresses in TC, LOL, and HDL than those on EXC/F/TDF, with
no dif ference in rate of intiation of lipid-modifying agents (EXC/FTAF: 5.5% [n=48];
E/C/FTDF: 5.8% [n=50])

“prvioes, sl using T-siohe W0 rerk-Saur DR R0 DorTEeene T oo, DL gty Tpopronei (LDL, how-aeresty
looorotein; TG, total dreoleastanail. 15

CROI 2017, Seattle WA poster 453



Resultados: resumen seguridad semana 144 *

Participants, n (%) _ p-Value!

Any AE 817 (94.3) 833 (96.1) —
Grade 3 or 4 AE 140 (16.2) 137 (15.8) —
Serious AE 121 (14.0) 124 (14.3) _
Death 4 (0.5)t 5(0.6)t —

AE-related D/C

Week 48 8 (0.9) 13 (1.5) 0.38
Week 96 10 (1.2) 20 (2.3) 0.10
Week 144 11 (1.3) 29 (3.3) 0.01

*Safety analysis set included all participants who received 21 dose; TCalculated using Fisher’s exact test to
compare treatment groups; *Stroke (n=2), alcohol intoxication (n=1), suicide (n=1); *Alcohol and drug intoxication
(n=1), myocardial infarction (n=2), cardiac arrest (n=1), unknown (n=1). D/C, discontinuation.

= AEs leading to D/C in the E/C/F/TAF group primarily happened early, whereas in the
E/C/F/TDF group, AEs leading to D/C continued to accumulate, with a significant
difference in total number of events at Week 144

CROI 2017, Seattle WA poster 453
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Disefno del Estudio GS-US-292-0109

\O
GP\N\Q Cambiar a E/C/F/TAF en adultos con supresion virolégica*

Criterio principal de valoracion
HIV-1 RNA <50 c¢/mL

Estudio aleatorizado (2:1), controlado v
con tratamiento activo, abierto Semana g 48 96
I [ | .
E/C/F/TDF N=959
(n=459) Cambio a E/C/FITAF

Adulto?'con EFV/FTC/TDF

supresion Iﬂ=375] ——

virologica

m—

ATV reforzado + FTC/TDF
(n=601) n=477

»Todos los pacientes:
- VIH-1 RNA <50 copias/mL por 296 semanas en pauta estable basada en TDF

- FG estimada >50 mL/min
*E/C/FITAF = EVG 150 mg, COBI 150 mg, FTC 200 mg, TAF 10 mg

»E/C/F/TDF = EVG 150 mg, COBI 150 mg, FTC 200 mg, TDF 300 mg

*Supresion virolégica: VIH-1 RNA < 50 copias/ml NO |nfer|or|dad

Mills, A et al. Switching from tenofovir disoproxil fumarate to tenofovir alafenamide in antiretroviral regimens for virologically suppressed adults with HIV-1 infection: a randomised, active-

controlled, multicentre, open-label, phase 3, non-inferiority study. The Lancet Infectious Diseases. Volume 16, No. 1, p. 43-52, January 2016.
Mills, A et al. Switching from a Tenofovir Disoproxil Fumarate (TDF)-based regimen to a Tenofovir Alafenamide (TAF)-Based regimen: data in virologically suppressed adults through 48 weeks of

treatment. 8th International AIDS Society Conference on HIV Pathogenesis, Treatment and Prevention (IAS) 2015, Vancouver, Canada. Oral presentation.
Supplement to: Mills A, Arribas JR, Andrade-Villanueva J, et al. Switching from tenofovir disoproxil fumarate to tenofovir alafenamide in antiretroviral regimens for virologically suppressed adults

with HIV-1 infection: a randomised, active-controlled, multicentre, open-label, phase 3, non-inferiority study. Lancet Infect Dis 2015; published online Nov 2.
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RESULTADOS

HIV-1 RNA <50 Copias/mL a la semana 96

100 - 93

» 2] 0]
o o o
1 1 1

HIV-1 RNA <50 Copies/mL (%)
N
o

89

Success

n= 890

Cl, confidence interval.

425

23

Failure

8

Virologic Outcome Treatment Difference

M E/C/F/TAF
B TDF-Based Regimen TDF-Based Regimen E/C/FITAF

n=959

n=477

No Virologic
Data
44 % (95% ClI)

46

3.7

0.4 7.0

— e s e e e e e e e e e e o e e s Es Es s e

-12 0 12

DelJesus E, AMS Microbe, 2016, #LB-087



Overview

4 N

6 Label-Enabling
Studies
(N =3,562)

- /

2 studies to investigate
a poorly studied
population

4 N

3 additional studies to
support unmet
medical needs

o /

Desarrollo clinico

Study 112:

Adults with Renal Impairment
(N = 248 Treatment-Naive or -Experienced)

Study 104:
Treatment-Naive Adults
(N = 867)

Study 111:
Treatment-Naive Adults
(N = 866)

WAVES OLE:
HIV suppressed Female Adults (Switch
from a TDF based regimen)

Study 119:
Simplification to E/C/F/TAF + DRV
(N =135)

Study 1823:
HIV Suppressed Adults Switched from

a ABC/3TC regimen
(N = 274)

Study 109:
HIV Suppressed Adults (Switch)
(N = 1436)

Study 106:
Treatment-Naive Adolescents (n = 50)
HIV suppressed Children (n=23)

Study 1249:

HIV/HBV Co-infected Adults
(N=72)

CoSTaR:
HIV/HCV Co-infected Adults treated

with SOF/LDV
(N=148)

Study 1824
HIV Suppressed Adults with M184V/I
Switched to E/C/F/TAF
(N = 100)




MOPEB0292 Efficacy and Safety of Tenofovir Alafenamide vs Tenofovir DF \fj GILEAD
in HIV-Infected, Virologically Suppressed, Older Adults at Week 96: R
Subgroup Analysis of a Randomized Switch Study (Study 311-1089)

Yazdan Yazdanpanah,' Francois Raffi? Jacques Reynes,” Margaret Johnson,* Chloe Orkin,®
Nathan Clumeck.® Brian Conway,” Adriano Lazzarin,® Franco Maggiolo,® Martin Rhee?

Hlipiml Bichat-Oaude B armand, Pars. Franos H80d -Died, Manbed, Franos, FHiptal Gui deChaulac, Mortpsd e, Franos Fooval Frees Lomdon BHE Fosndaton Taoal, Lomdon, L
TRty Fhali MHS Tl Ambandas Mng Conire, Foyal Londns Hodpbal, Loadnn, URCSCHU SeParm, Bruodies, Beligiemy Vamoraowa inbot oo D caseds P aanch & Cane Conte Socidy.
Wanooises, Britsh Coumbia, Canads "0k pedale San Rafaske, Miano, By "Azienda O pedalien Prapa Gicvannd X300, Bargams, Baly, "Clead Scenoss, Ine, Foabar Ci, CA, USA

Study Design
Switch From FTC/TDF to FTC/TAF

FTCITAF qd*
n=333

Virologically Suppressed
(<50 copies/mL)

» FTC/TDF + 3rd Agent
*= No STRs Allowed FTC/TDF qd

= eGFR 250 mL/min

n=330
| | |
Week 0 48 96
Primary Endpoint Secondary
HIV-1 RNA <50 Copies/mL Endpoint

“FTCITAF dose: 200010 g with boosled profease inhililors [Ple) 20025 myg wilh unboosted Jrd agents.

+ Randomized, double-blind, double-dummy, active-controlled study
(ClinicalTrials.gov NCT02121795)

Yazdanpanah Y. MOPEB0292 IAS 2017



ESTUDIO GS-US-311-1089
Eficacia virologica

ESTUDIO GS-US-311/1089: Eficacia viroldgica

Resultado virolégico Diferencia de tratamiento (IC 95%)

B FremaF n=333) [ FromTOF (n=330)

| | |
g i Semana 48 25 | 5 1 i
g 607 | |
o | |
& ! !
40 - | -0.5 |

20 ! Semana 96 | E

g 10 | | |

5 B ! -5,3 44 :

0o 2 2 1 | !

0 - E— -_ I 1
Semana 48 96 48 96 48 a6 -10 0 10

Exito Fracaso Sin datos virolégicos
(<50 copias/mL)

Descovy® combinado con un tercer agente ha demostrado no inferioridad a
FTC/TDF en las semanas 48 y 96

Raffi F, et al. 96-week Results from Study 1089: Switching to Tenofovir Alafenamide From Tenofovir Disoproxil Fumarate-Based Regimens. Pdster presentado en
el Congreso HIV Glasgow 2016. 23-26 octubre 2016, Glasgow, UK. Presentacion 0125



Studies 1216 & 1160: ART-suppressed adults switched to RPV/F/TAF @
®

Study design’

Two separate phase 3b, 96-week, randomised, double-blind, active-controlled studies evaluating switch
from RPV/F/TDF or EFV/F/TDF to RPV/F/TAF in virologically suppressed adults

RPV/FITAF QD

I

Study 1216
RPV/F/TDF 11 RPV/F/TDF placebo QD
QD —_—
Virologically suppressed adults n=630
HIV-1 RNA <50 copies/mL R RPVIF/TDF QD
(for 6 months)
Previously treated with NNRTI RPVIFITAF placebo QD
STRs for 26 months
No history of resistance RPV/F/TAF QD
eGFR 250mL/min Study 1160 —

N=1,505

EFV/F/TDF : EFV/F/TDF placebo QHS

QD
n=875

EFV/IF/ITDF QHS

I

= Primary endpoint: Proportion of subjects with HIV-1 RPVIFITAF placebo QD

RNA <50 copies/mL by FDA Snapshot algorithm at t t i}
Week 48 Week 0 Week 48 Week 96
. . . Primary Secondary
= Secondary endpoints: Change from baseline in CD4+ endpoint endpoint
and BMD (hlp and Spme) at Weeks 48 and 96 ClinicalTrials.gov Identifiers: NCT02345252
NCT02345226

This slide may contain information relating to a product that is not currently reimbursed in your country

Studies 1216 and 1160 (North America, EU)

* Dietary counselling: RPV STRs/placebo with food (no restrictions specified); EFV STRs/placebo without food

ART, antiretroviral therapy; BMD, bone mineral density; EFV, efavirenz; eGFR, estimated glomerular filtration rate; F, emtricitabine; NNRTI,
non-nucleoside reverse transcriptase inhibitor; QD, once daily; QHS, every bedtime; RPV, rilpivirine; TAF, tenofovir alafenamide;

TDF, tenofovir disoproxil fumarate; STR, single-tablet regimen

Orkin C et al. HIV Drug Therapy 2016. Glasgow, UK. #0124 HIV/IHQ/17-02//1197k October 2017 46



Study 1216: ART-suppressed adults switched from RPV/F/TDF to RPV/F/TAF @

2

8\

Virologic outcomes at Week 48 (FDA Snapshot)

Virologic outcome Treatment difference (95% CI)
Favours
100 - 94 94 I RPV/F/TAF (n=316) RPV/F/TDF
g 80 | RPV/F/TDF (n=313)
[%2]
3]
Q
g 60 -
5
(%]
©
c 40 -
02
S -0.3
o
© 20 - , |
= 6 6 42 3.7
<1 0 L -
0 - T 1
Virologic success Virologic failure No virologic data —-8% 0 +8%
(<50 copies/mL)
n= 296 294 2 0 18 19

= Switching to RPV/F/TAF was non-inferior in efficacy vs continuing RPV/F/TDF at Week 48
— Efficacy was comparable across age, sex, geographic region
= No emergent resistance mutations were detected in either group

This slide may contain information relating to a product that is not currently reimbursed in your country

ART, antiretroviral therapy; Cl, confidence interval; F, emtricitabine; RPV, rilpivirine; TAF, tenofovir alafenamide;

TDF, tenofovir disoproxil fumarate

Orkin C et al. HIV Drug Therapy 2016. Glasgow, UK. #0124 HIV/IHQ/17-02//1197k October 2017
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Study 1160: ART-suppressed adults switched from EFV/F/TDF to RPV/F/TAF —

Virologic outcomes at Week 48 (FDA Snapshot)

Virologic outcome Treatment difference (95% CI)

Favours Favours
100 -
90 92 W RPV/F/TAF (n=438)
g 80 - B EFV/F/TDF (n=437)
[%2]
3]
2
= 60 -
(%]
©
& 40 2.0
5 _|__
g' 20 - -5.9 1.8
a 9 7
L e
_ Virologic success Virologic failure No virologic data —é% 0 +é%
(<50 copies/mL)
n= 394 402 5 4 39 31

Switching to RPV/F/TAF was non-inferior in efficacy vs continuing EFV/F/TDF at Week 48
— Efficacy was comparable across age, sex, geographic region

= No emergent resistance mutations were detected in RPV/F/TAF group
— One subject in EFV/F/TDF group developed emergent mutations (M184V, V106I/L, Y188L)

This slide may contain information relating to a product that is not currently reimbursed in your country
ART, antiretroviral therapy; ClI, confidence interval; EFV, efavirenz; F, emtricitabine RPV, rilpivirine;
TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate

Orkin C et al. HIV Drug Therapy 2016. Glasgow, UK. #0124 HIV/IHQ/17-02//1197k October 2017



Drug Abbreviation Components
Emtricitabine 200mg
Descovy Tenofovir alafenamide 10mg”
200mg/10mg — FITAF o
Emtricitabine 200mg
Tenofovir alafenamide 25mgt
Descovy o ) o : :
200mg/25mg WS Descovy is indicated in combination with other antlretroylral agents for the' treatment. of adults and
adolescents (aged 12 years and older with body weight at least 35kg) infected with human
immunodeficiency virus type 1 (HIV-1)12
Elvitegravir 150mg
Cobicistat 150mg
EICIFITAR Emtricitabine 200mg
Genvoya — Tenofovir alafenamide 10mg"

(Single-tablet regimen)

Genvoya is indicated for the treatment of adults and adolescents (aged 12 years and older with body
weight at least 35kg) infected with HIV-1 without any known mutations associated with resistance to the
integrase inhibitor class, emtricitabine or tenofovir?

Odefsey FF)

(Single-tablet regimen)

Rilpivirine 25mgt
R/FITAF Emtricitabine 200mg
Tenofovir alafenamide 25mgt

Odefsey is indicated for the treatment of adults and adolescents (aged 12 years and older with body
weight at least 35kg) infected with HIV-1 without known mutations associated with resistance to the non-
nucleoside reverse transcriptase inhibitor (NNRTI) class, tenofovir or emtricitabine and with a viral load
<100,000 HIV-1 RNA copies/mL*

Images shown do not represent actual size

This slide may contain information relating to a product that is not currently reimbursed in your country

* TAF fumarate equivalent to 10mg of TAF; £ TAF equivalent to 25mg of TAF; 1 rilpivirine hydrochloride equivalent to 25mg of rilpivirine;

§ 300mg of TDF equivalent to 245mg of tenofovir disoproxil or 136mg of tenofovir

1. Descovy (10mg) SmPC, www.ema.europa.eu (accessed August 2017); 2. Descovy (25mg) SmPC, www.ema.europa.eu (accessed August 2017); 3. Genvoya SmPC. Descovy

(10mg) SmPC, www.ema.europa.eu (accessed August 2017); 4. Odefsey SmPC, www.ema.europa.eu (accessed August 2017)

HIV/IHQ/17-02//1197k October 2017
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Efficacy and safety of switching from boosted-protease inhibitors plus
emtricitabine/tenofovir disoproxil fumarate regimens to the single-
tablet regimen (STR) of darunavir/cobicistat/emtricitabine/tenofovir
alafenamide (D/C/F/TAF) in virologically suppressed, HIV-1-infected
adults through 24 weeks: EMERALD Study

Jean-Michel Molina?, Joel Gallant?, Chloe Orkin3, Eugenia Negredo#?,
Laveeza Bhatti®, Joseph Gathe®, Erika Van Landuyt’, Erkki Lathouwers?,
Veerle Hufkens’, Simon Vanveggel’, Magda Opsomer’

1Department of Infectious Diseases, St-Louis Hospital, University of Paris Diderot, Paris, France; 2Southwest
CARE Center, Santa Fe, New Mexico, USA; 3Barts and Health NHS Trust, London, UK; Germans Trias i Pujol S “-n(ectlous DlS e aS QS

& Vaccines

anies oF (ofmonalofumon
{ {

Beverly Hills, California, USA, ¢Therapeutic Concepts, Houston, Texas, USA; 7Janssen Pharmaceutica NV,
Beerse, Belgium

University Hospital, Badalona, Spain; >AIDS Healthcare Foundation,
Janssen

Molina J-M, et al. 9th IAS 2017. Abstract TUABO101



EMERALD: Open-label, Randomised, Multicentre,
Parallel-group, Non-inferiority Phase III Trial

Screening phase Treatment phase Extension phase Roll-over phase

: Randomisati
21 D/C/F/TAF , DICIFITAF

\Z

Baseline Week 24 Week 48 Week 96

Interim analysis Primary endpoint

Objective: Non-inferiority and safety of switching to D/C/F/TAF vs continuing
bPI + FTC/TDF regimens in virologically suppressed HIV-1-infected adults at Week 48

Key inclusion criteria:
* Previous ART VF allowed
« Absence of history of VF on DRV, and if historical genotype available, absence of DRV RAMs"

« Viral load (VL) <50 ¢/mL for =22 months before screening; one VL=50 and <200 ¢/mL within 12
months prior to screening allowed

* Creatinine clearance (by Cockcroft-Gault) 250 mL/min

*Stratified by bPI (protease inhibitor boosted with low-dose ritonavir or cobicistat) at screening;
TDRV RAMs: V111, V32I, L33F, 147V, 150V, I54L or M, T74P, L76V, 184V or L89V (IAS-USA)



Week 48 Efficacy

Proportion of patients (%)

TR % confirmed virologic
rebound cumulative
80 {4 through Week 48
60 4
40 -
A0.4% (95% CI: —-1.5; 2.2%)
20 1 —
2.5% 2.1%
(n=19) (n=8)
0 o
D/C/F/TAF Control
(N=763) (N=378)

*Upper bound 95% CI <4.0% (p<0.0001)

- No discontinuations for efficacy reasons

Proportion of patients (%)

A 1.2% (95% CI —1.7; 4.1)

100

80

60

40

1

1794,9% 93,7% FDA-Snapshot

analysis at Week 48

4,3% 5,8%
0,8% 0,5% (n=33) (n=22)
(n=6) (n=2)
Virologic VL 250 ¢/mL*t No virologic data
response (VL<50 ¢/mL)

"Last VL in W48 window 250 ¢/mL, or discontinuation for efficacy reasons, or
premature discontinuations (=efficacy/AE/death), with last (single) VL=50 ¢/mL

- Most rebounders (12/19 D/C/F/TAF and 4/8 control) resuppressed (<50 c/mL) at Week 48



Estudio AMBER D/C/F/TAF vs. DRV/c +
FTC/TDFE

| Fase doble ciego  ~ Brazo inico | Seguimiento
Adultos sin TAR previo . ' :
(n=725) [
» ARN-VIH 21,000 copias/ml
- CD4* >50/mm? L_DRV_,/TAFIFTC 4DRV_/TAF/FTC
» DRV, , TDFIFTC
= Sensibilidad a DRV, FTCy TFV : + placebo DRV TAFIFTC
» HBV/HCV negativos I ! :
I
v Y v
Basal Semana 48 Semana 96
Chjetivo primario

P Objetivo primario: evaluar la no inferioridad de
D/C/FITAF vs. DRV/c + FTC/TDF segun la proporcion de
pacientes con CV <50 copias/ml a las 48 semanas

Phase 3, Randomised, Double-blind, International,® Multicentre Trial *

121 sites in USA, Canada, Belgium, France, Germany, ltaly, Poland, Russia, Spain, UK
TLower limit of 95% Cl of stratified Mantel-Haenszel difference between D/C/F/TAF and control >-10%

(NI margin 10%; FDA-Snapshot algorithm)



Estudio AMBER
D/C/F/TAF no inferior al control

D/C/F/TAF non-inferior to

100 491,4% tified difference (95% Cl) (D/C/F/TAF-
Lower bound 95% CI >-10%% mn:m,) O/
80 1 mD/C/F/TAF
g ( N=362 ) Favours control TS
40 - m Control
= (N=363) :
©
o ! x
B0 - I .
2 | a6 | o1
i) I
o I
8_0 T 8 3% ! T T T T 1‘“<9'000|1 T T 1
g 4,4% 3,3% 41%  (n=30) -{0 8 -6-4-20 2 46 810
(n=16)  (n=12) (n=15) :
0 - I
Virologic VL>50c/mL  No virologic data
response (VL<50
c/mL) Percentage point difference

Tp-value for non-inferiority at 10% NI margin

FDA Snapshot; VL<50 c¢/mL) (ITT)



Estudio AMBER: Analisis de
resistencias a semana 48

DRV, ,/TAF/FTC  Control

n= 362 n= 363

Fracasos virologicos con genotipos basales y en FV', n 7 2

Desarrollo de mutaciones (IAS 2015) durante el estudio, n

Mutaciones a DRV 0 0

Mutaciones primarias a IPs 0 0
. , 1

Mutaciones a Analogos (M1B4IV) 0

*Post-baseline genotyping/phenotyping performed for patients who met the criteria for protocol-defined virologic
failure (virologic non-response, virologic rebound, and/or viraemic at final timepoint) and who had VL 2400 c¢/mL at
failure (unconfirmed or confirmed failure) or at later time points

fPatient had K103N at screening, indicating transmitted NNRTI (efavirenz/nevirapine)
resistance, and developed M184I/V, conferring resistance to FTC and 3TC



Estudio AMBER: Efectos adversos s 48

. D/C/F/TAF Control
Incidence, n (%) /N=/3é2 N=363
>1 AE, any grade 312(86.2) 307 (84.6)
>1 grade 3-4 AE 19(5.2) 22(6.1)
21 serious AE 17 (4.7) 21(5.8)
>1 AE leading to permanent discontinuation 7(1.9) 16 (4.4)
Deaths 0 0
AEs at least possibly related to study drug

Any 126 (34.8) 151 (41.6)
Most common (25% either arm)

Diarrhoea’ 31(8.6) 40(11.0)

Rash 22 (6.1) 14(3.9)

Nausea 20(5.5) 36(9.9)

Ninguna discontinuacion por EA dseos, renales o del SNC
Mas del 90% de los pacientes toleran el tratamiento - 1,9% de
discontinuaciones por EA

"Most cases were mild: Grade 1: 24 (6.6%) vs 32 (8.8%); Grade 2: 7 (1.9%) vs 8 (2.2%)

CNS, central nervous system



Raltegravir 1200 mg Once Daily Versus Raltegravir
400 mg Twice Daily, in Combination With Tenofovir
Disoproxil Fumarate/Emtricitabine, in Previously

Untreated HIV-1 Infection Through Week 96
Efficacy

* RAL 1200 mg QD was non-inferior to that of RAL 400 mg BID at both Week 48

and 96 (Figure 3)

Pedro Cahn'; Richard Kaplan?; Paul Sax?; Kathleen Squires4; Jean-Michel
Maiina®; Winai Ratanaswwan®, Mohammed Rassool’; Xia Xu®; Yan Zhou®;
Brenda Homony®; Deborah Hepler?; Hedy Teppler®; George Hanna¥;
Bach-Yen Nguyen®; Wayne Greaves™; for the OMCEMRK Study Group
Fundacion Huespad, Buanos Alres, Amgenting; *Desmond Tutu HIV Foundation, Cape Town,
‘South AR *Erigham & Women's Hospital, Hanvard Medical School, Boston, MA, USA]
“Thomas -Eferson Linhersity, Philadelphla, P, USA; *University of Pars Diderof, HopEal
Sain-Louts, Pars, France: SFaculty of Medicing Sirral Hospital, Mahicol Univarstty, Bangiok,
Thalland:; 7Universiy of Witwabersand, Helen Joseph Hospital, Johamnesburg, South Africs;
Eierck & Co., Inc., Kenllworth B, LISA

Difference (95% Cl)
14 (-44, 7.3)

Week D6

Figure 3. Proportion of Participants with HIV-1 RNA <40 copies/mL Over Time
(NC=F, FDA Snapshot Approach).
1004
89%
— ? o B2%

“ E 80 88% - H"“===¥

E_ E_ Week 48 B0,

T B | Difference (95% CI)

T o 60q _J 0.5 (-4.2,5.2)
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=N '-_-'

g

oz

g 404 |

53

§I

o 5 204

= o RAL 1200 mg QD¢
& RAL 400 mg BID*
ﬂ T T T T T T 1
048 16 24 36 48 96
Study Week

3n combination with TDFRFTC QD
BID, twice daily; Cl, confidence interval, FTC, emtricitabine; NC=F, non-completer=failure; QD, once daily;
RAL, raltegravir, TDF, tencfovir disoproxil fumarate.

+ Consistent efficacy was observed regardless of baseline HIV-1 RNA and CD4+

T-cell levels




Raltegravir 1200 mg Once Daily Versus Raltegravir e’ Wi Foneouasenf: Mohmarect Rasoonf’ X . Yom Zoeats
- - . - . . - Brenda HomomyS; Deborah Heplers; H Teppher?; George Hanna®;
400 mg Twice Daily, in Combination With Tenofovir mTNswmiaﬁﬂmomﬂxmmh
Disoproxil Fumarate/Emtricitabine, in Previously T Jeneson Vet risGeghi. P, S “Urvrety o Fae DT, oot
Salnt-Louls, Parls, France; SFaculty of Medicing Sirra| Hospital, Mahidol University, Banglok,

Untreated HIV-1 Infection Through Week 96 N e a2 g gl teenechms, S A=

Figure 4. Virologic Outcome at Week 96 (NC=F, FDA Snapshot Approach).

100 — Difference (95% CI)
1.4(-44,7.3)

81.5% 80.1%

80 B RAL 1200 mg QD*

B RAL 400 mg BID®

60

40

Percentage of participants

20

433/531 213/266 49/531 22/266 49/531 31/266
HIV-1 RNA HIV-1 RNA No data
<40 copies/mL =40 copies/mL in window

3In combination with TDRFTC QD.

BID, twice daily; Cl, confidence interval; FTC, emtricitabine; NC=F, non-completer=failure; QD, once daily;
RAL, raltegravir, TDF, tenofovir disoproxil fumarate.
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The triumph of HIV treatment: another new antiretroviral

Since the approval of the first integrase strand inhibitor
(INSTI) raltegravir for the treatment of HIV 10 years ago,
INSTIs have become agents of choice in combination
with two nucleoside reverse transcriptase inhibitors
(NRTIs) in many international guidelines™” This was

and tenofovir alafenamide with dolutegravir plus
coformulated emtricitabine and tenofovir alafenamide,
and showed 48-week response rates of 89-4% (286 of
320 participants) in the bictegravir group versus 92-9%
(302 of 325 participants) in the dolutegravir group

BICTEGRAVIR

@

Published Ondine
Aogat 3, 20017

Mitpy ool 0rg10 1016y
S0140-673(V)132297-3
See Oniing Articles
Petpy ke ool 0eg10 1016



Bictegravir, emtricitabine, and tenofovir alafenamide versus ;
dolutegravir, abacavir, and lamivudine for initial treatment of
HIV-1infection (GS-US-380-1489): a double-blind, multicentre,
phase 3, randomised controlled non-inferiority trial

" Brar, EricS Daar,

00.-3%
B 100 4 —— 8- » - .
-'EE- ‘_,,"'#,_P._._' =4
2
€t
a
T
0
h =
g —8— B/F/TAF
e —8— DTG/ABC/ITC
I | | I |
8 12 24 36 48
Time (weeks)

Figure 2: Proportion of participantswith HIV-1 RNA less than 50 copies per mL

Missing-as-excluded analysis. Error bars represent 95% Cls. B/F/TAF=bictegrawir,

emtricitabine, and tenofovir alafenamide. DTG/ABC/3TC=dolutegravir, abacavir, :-:t:fﬂiozﬂge
and lamivudine.
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S Bictegravinl
dolutegray
HIV-1infeg
phase 3, ra

Joel Gallant, Adriano Laz]
David Wohl, Jirgen Rock

B/FTAFgrovp DTGIABCITC

(n=214) group (n=315)
Anvy adverse event 265 (B4%) 283 (00%)
Grade 3 or 4 adverse event 23 (7% 24 (8%)
Senious adverse event 19 (&%) 25 (B%)
Drug-related adverse event 22 (26%) 127 (40%)
Drug-related serious adverse event 1{=1%) 1{=1%)
Anvy adverse event leading to study 0 4 (1%)*

drug discontinuation

Adverse events occurning with = 5% incidence in either group

MNausea 32 (10%)
Diarrhoea 40 {13%)
Headache 36 (11%)
Upper respiratory tract infection 20 (6%)
Masophanyngitis 23 (%)
Fatigue 19 (6%)
Syphilis 12 (43)
Insomnia 14 (4%)
Arthralgia 11 (4%)
Vomiting 12 (4%)
Cough 20 (6%)
Bronchitis 10 (3%)
Abdominal pain g (3%)

72 (23%)
41(13%)
43 (14%)
34 (11%)
29 (5%)
27 (9%)
25 (B%)
20 (6%)
19 (6%)
17 (5%)
B (3%)
16 (5%)
16 (5%)

Data are n {%). B/F TAF=bictegravir, emtricitabine, and tenofovir alafenamide.
DTG/ AR 3T C=dolutegravirt. abacavir, and lamivudine. *Chronic pancreatitis and
steatorrhoea (n=1), nausea and generalised rash (n=1}, depression (n=1} and

thrombocytopenia (n=1).

Table 3: Adverse events

nide versus -

treatment of
d, multicentre,
ial

Indira Brar, Eric 5 Daar,

k

Published Onlime
August 31, 20017



Nueva integrasa en STR

Bictegravir/FTC/TAF vs Dolutegravir-Containing
Regimens for Treatment-Naive Pts

» Bictegravir: novel QD unboosted INSTI coformulated with FTC/TAF
» (55-1489: randomized, double-blind, active-controlled phase Il triall™! "“i‘”
Bictegravir/FTCTAF*

ptz with eGFR-; = 50 mLfmin
(N = 629)

ART-naive, HLA-B*5701-negative /‘ n=2314)

Dolutegravin ABCI3TCT
(n=2315)

» (55-1490: randomized, double-blind, active-controlled phase Il triall<! "“i”

Bictegravir/FTC/ITAF*
ART-naive pts with Va (n =320}

eGFR-; = 30 mL/min .
(N = 545) \I Dolutegravir+ FTC/TAF?
(n =325)
All pts also received placebo tablets for comparator regimen (=g, pts in G5-1485 who received BIC/FTCTAF also received DTGABCIITC
placebo). “BIC/FTC/TAF, S0/200/25 mg PO QD. t1DTGABC/ITC, S0/ENIND mg PO QD. $DTG + FTC/TAF, 50 + 20025 mg PO QD o
Slide credit: clinicaloptions. com

1. Gallant 4, & 3l S AT Absiract MOABHONE. 2. 53¢ PE, & al IAS 27, Amsiad TUPDEIXHLE




Nueva integrasa en STR

BIC/FTC/TAF vs DTG-Containing Regimens: Key
Efficacy Findings

GS-1489: Wk 48 Virologic Efficacyl! GS-1490: Wk 48 Virologic Efficacyl

99> 99
2 % BICFTCIAR (n=314) 188 3

m DTG/ABC/STC (n = 315)

1° PP

BIC/FTC/TAFm =

H B
Treatment difference: 0.8% UTG + FTCTAF
{85% Cl: 4.5% to 3 6%) .

Treatment difference (1) -3.5%
(35% Gl -T.5% to 1.0%)

6 6
4 4 1 <1

HIV-1 RNA HIV-1 RHA ~ No Virologic HIV-1 RHA HIV-1 RNA ~ No Virologic
< 50 c/mL = 50 c/mL Data < 50 c/mL = 50 c/mL Data

»  MNoresistance for any regimen components » Mo resistance for any regimen components
detected for either group detectedfor either group

1. Gallant J, et al. A5 2017. Abstract MOABD105LE. Reproduced with permission.

2. Sax PE, et al. |AS 2017. Abstract TUPDBIZDILE. Reproduced with permission. Slhide credit: clinicaloptions. co




Y en cambio de tratamiento

Study 380-1844: Switch From Suppressive
DTG/ABC/3TC to BIC/FTC/TAF

BIC/FTC/TAF: once-daily STR with novel, unboosted INSTI; now FDA approved for
treatment-naive patients and virologically suppressed patients with no history of treatment

failure or resistance to regimen components

380-1844: randomized, double-blind, international, active-controlled phase Il trial

— Primary endpoint. WE 48 HIV-1 RMNA = 50 o/mL Wk 48

+

Patients with H'W-1 BNA < 50 o/mL BIC/IFTCITAFT=

eGFR.z = 50 mL'min; no active HBY, —_— with

no known resistance to study drugs -\‘ DTGIABCISTCTS BIC/FTC/TAF
n=281)

(N = 563}

Baseline: male sex, 88% to 90%; black race, 21% to 22%; median age,
45-47 yrs; median CD4+ cell count, 661-732 cells/mm?®; median eGFRzg, 101 mL/min

*Could b2 5TR or as separate components. TAll patients also received placebo tablets for comparator regimen.
HIC/FTCTAF S020025 mg PO Q0. *DTGABCIITC 5008000300 mg PO Q0. R

Molina J-M, et al. CROI 2018, Abstract OZ2.

Slide credit: clinicaloptions.co




Y en cambio de tratamiento

Switch From Suppressive DTG/ABC/3TC to
BIC/FTC/TAF: Virologic Outcomes at Wk 48

P =59
936 95.0 Treatment Difference in HIV-1 RHA
l ' ' = 50 c/imL, % (95.002% CI)

[l Switch to
BIC/FTC/TAF

(=]
=

Fawvors Favors
BIC/IFTC/ITAF DTGABCIITC

60 |

[l Ceontinued
DTG/ABC/ATC

Y
=

=
0
E
2
T
o

F= 62

M2
=

11 04

L]
HIV-1 RHA HIV-1 RHA Ho Virologic :
> o !
_’..ii}m'm.L b E'I:I'I.':I'['ﬂ!_ - Dﬂtﬂ e
nN= 23> 281 282 281 262 281

=

= No treatment-emergent resistance detected in any patient

Molina J-M, et al. CROI 2018, Abstract 022, Slhide credit: clinicaloptions. co




Y en cambio de tratamiento

Switch From Suppressive DTG/ABC/3TC to
BIC/FTC/TAF: Safety Outcomes at Wk 48

BIC/FTC/TAF  DTG/ABCIITC .
n=281)

Any AE (31l grades) : 225 {80.1) — Median eGFRcz change fromBL: BIC arm,
AEs leading to dic 6 (2) 2{1) 1.0 mU/min; DTG arm, -1.8 mU/min; P < .001

AWTH_AE =l (19 — Atftributable to greater inhibition of tubular
TRAE= secretion of creatinine by DTG
v Hesdache
» Abnormal dreams
» Flatulzncs
Mauszs
Ciarrhea
Fatigus
Insomnis

Comparable AEs between arms

— Mo significance differences in changesfrom
BL for proteinuria levels, spine and hip BMD

L

[ L

— Mo significant differencesin changesin
fastinglipids, excepttriglycerides

L3 L3 e €N N En EG

K

i, i, i, i, o, i, i,
-

i
=
)

SRR - Median TG change fromBL: BIC arm,
Gr 3/4 lab abnormalities* -5 mg/dL; DTG arm, +3 mgdL; P = .023
» LOL elevation 13 {5}
Increzsed amylass
ALT elewvation
CK elevation
Fasting hyperghycemis

i,
(L]
ot

-~ o

[ I T
Tl TS Tl

L

L

*Fizcher exact test F= .01 in post hoo an:

tOzcuming in 2 1% of pts. #0ccuming in 2

L

-

Molina J-M, =t 3l. CROI 2018, Abstract 022,




Un nuevo NNRTI

DRIVE-AHEAD: Doravirine/3TC/TDF vs
EFV/FTC/TDF for Treatment-Naive Pts

= Doravirine: NNRTI with unique resistance profile, low drug—drug interaction
potential; doravirine + 2 NRTIs noninferior to DRV/IRTV + 2 NRTIs with
improved lipid profile in phase ll DRIVE-FORWARD!]

» DRIVE-AHEAD: randomized, double-blind, active-controlled phase Il triall“]

Wi 428

AHRT-naive pts +
with HIV-1 RNA Doravirine/3TC/TDF
= 1000 copies/mL /r"' {n = 3563)

within 45 days of Day 1,
no resistanceto \' EFVIFTCITDF
study drugs (n = 366)

(N = 734)

» Baseline: male, 84% to 85%; mean CD4+ cell count, 416-435 cells/mm?
(12% to 13% = 200 cells/mm?)

1. Molina JM, etal CROI 2017, Abstract 45L8. 2. Sguires KE, et al. |AS 2017 . Abstract TUABDI104LE. Slide credit: clinicaloptions.co




Un nuevo NNRTI

DRIVE-AHEAD: Key Safety Findings

Heuropsychiatric Outcomes, Wk 438

B DORASTCTDFR
B ERVIFTCITDFE

F <0

Sl Aftered  Dwpression  Pepchosis

Disoroders  Zansorinm and Sulchis and

and Zaltinjury  Pepchotic
Disturbancas Ddsorders

Crrug-relsted AE,

Dvc fior AEs, %
Lipid & Froem BL
at Wk 48, mgidL
L -C
Mon—HD(L-C
Chaolestarol
Trighyoarides
HOL-C

.5 2017, Abstract TUABDT04LE. Repreduced with permission.

EFVIFTCITOF
[n= 364}

i
Fif

EFVIFTCITOF
[n=264)
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Ensayos clinicos con 2DRp: IP/r + 3TC en naive

000

GARDEL! ANDES?
LPV/r + 3TC (n=214) DRV/r + 3TC (n=75) +190
LPV/r + 2 NRTIs (n=202) DRV/r + TDF/FTC (n=70)
® No inferioridad global: DT-TT dif 4.6% (-2.2 a 11.8) Datos muy preliminares a 24 semanas:
@® No inferioridad para CV>100k: DT-TT dif 9.3% (-2.8 a @® CV<400: TT97 vs DT 95% (-2.5%, -7.9 a2 2.9)
21.5) @® Virological failure: DTOvs TT 1
@® No mas fallo viroldgico con 2DR. @ Discontinuations: DT 4 (5%) vs TT 1 (1%)

@ No mutaciones a IP. 2 pacientes 184V en 2DR.

LPV/r no recomendado ni alternativa en Guias Terapéuticas

1. Cahn P, et al. Lancet Infect Dis 2014;14:572-80. 2. Sued O, et al. IAS 2017 Paris # MOABO106LB.

Diapositiva elaborada por Ribera E. GeSIDA 2017 Vigo. Disponible en: http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf (acceso:
enero 2018)



http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf

Ensayos clinicos con 2DRp: IP/p + 3TC en simplificacion

ATV/r + 2 NRTI
[ATLAS'M3 ATV/r + 3TC ]

META-  IP/r+2 NRTI
[ SALT? ﬂa: : ;T'ZRT' [ANALISISS IP/r +3TC ]
LPV/r + 2 NRTI DRV/r + 2 NRTI
1 4
[ OLE LPV/r + 3TC ] [ DUAL DRV/r + 3TC

1. Arribas JR, et al. Lancet Infect Dis 2015;15:785-92. 2. Pérez-Molina JA, et al. Lancet Infect Dis 2015;15:775-84. 3. Di Giambenedetto S, et al. J
Antimicrob Chemother. 2017;72:1163-71. 4. Pulido F et al. Clin Infect Dis 2017; Aug 17. doi: 10.1093/cid/cix734. 5 Pérez-Molina JA, et al. EACS 2017. #

PS1/1.

Diapositiva elaborada por Ribera E. GeSIDA 2017 Vigo. Disponible en: http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf (acceso:
anarn 2N19Q)



http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf

Dobles terapias: IP induccidon mantenimiento

Treatment Setting N Regimen

Similar efficacy as DRV/RTV + FTC/TDF; poor

NEAT001[" Initial 805 DRV/RTV + RAL efficacy in pts with high HIV-1 RNA, low CD4+
cell counts

GARDEL2 Initial 426 LPV/RTV +3TC Similar efficacy as LPV/RTV + 2 NRTlIs

MODERNZ! Initial 813 DRV/RTV + MVC Inferior efficacy vs DRV/RTV + FTC/TDF

Similar virologic suppression, higher VF and

SRR i & ATV+RAL | perbilirubinemia rates vs ATV/RTV + FTC/TDF
ANDESP! Initial 145 DRV/RTV + 3TC Similar efficacy as DRV/RTV + 3TC/TDF

OLE®! Switch 250 LPV/RTV + 3TC Similar efficacy as continued standard ART
KITE Switch 60 LPV/RTV + RAL Small study; encouraging efficacy

SALT!S Switch 286 ATV/IRTV + 3TC Similar efficacy as ATV/RTV + 2 NRTIs
ATLAS-MBI Switch 266 ATV/RTV +3TC Improved efficacy vs ATV/IRTV + 2 NRTIs
DUAL-GESIDAI] Switch 257 DRV/RTV + 3TC Similar efficacy as DRV/RTV + 2 NRTIs

1. Raffi F, et al. Lancet. 2014;384:1942-1951. 2.-Cahn P, et al. EACS 2015. Abstract 961. 3.-Stellbrink H-J, et al. AIDS 2014.
Abstract TUABO101. 4.- Kozal MJ, et al. HIV Clin Trials. 2012;13:119-130.5.- Sued O, et al. IAS 2017. Abstract MOABO106LB.
6. Arribas JR, et al. Lancet Infect Dis. 2015;15:785-792. 7.- Ofotokun I, et al. AIDS Res Hum Retroviruses. 2012;28:1196-1206.
8.-Perez-Molina JA, et al. Lancet Infect Dis. 2015;15:775-784. 9.- Di Giambenedetto S, et al. EACS 2015. Abstract 867.

2 10. pulido F, et al. Clin Infect Dis. 2017:65:2112-2118.



mopeso31l] Switch to 3TC+Darunavir/ritonavir (DRV/r) dual therapy BecoiDA

(=] [m]
e

Subgroup analysis of DUAL clinical trial RENC-nRs

Op ¥ (GESIDA-8014-RIS-EST45)

Federico Pulido. Esteban Ribera. Maria Lagarde. Ignacio Pérez-Valero. Jesis Santos. José A. Iribarren. José Sanz. Pere Domingo. Antonio Payeras.

Maria J. Téllez. Francisco J Rodriguez. Otilia Bisbal. Miguel Cervero. Belén Alejos. Maria Yllescas. José R. Arribas.
DUAL-GESIDA-8014-RIS-EST45 Study Group

DUAL STUDY DESIGN

* VL <50 ¢/mL > 6 months

* No resistance to DRV/r o 3TC

* On treatment with DRV/r + ABC/3TC or TDF/FTC = 2
months

* HBsAg negative

* Randomized 1:1. Stratified by baseline nucleos(t)ides

R
\25‘9 3 12 24 3 [a2]
L

Primary Analysis

PRIMARY ENDPOINT

Proportion of patients with suppressed viral load (HIV-
RNA < 50 copies/mL) after 48 weeks of follow-up
according to the FDA snapshot algorithm in the ITT
exposed population.

PRIMARY ENDPOINT: Snapshot, ITT-e population

100% 1 Treatment Diference (CI95%)
90% A
80% -
70% A
60% 1
50%
40%
30% 1 = DUAL mTRIPLE
20% 1

8% 6%

3% 200
[— __,

HIV RMA < 50 copies/mL HIV-RNA 2 50 copies/mL No Virologic Data at Week 48 Window

10% -

0% -



mopeso31l] Switch to 3TC+Darunavir/ritonavir (DRV/r) dual therapy BecoiDA

EWE Subgroup analysis of DUAL clinical trial ReTIC-ARs
=] (GESIDA-8014-RIS-EST45)

Federico Pulido. Esteban Ribera. Maria Lagarde. Ignacio Pérez-Valero. Jesus Santos. José A. Iribarren. José Sanz. Pere Domingo. Antonio Payeras.

Maria J. Téllez. Francisco J Rodriguez. Otilia Bisbal. Miguel Cervero. Belén Alejos. Maria Yllescas. José R. Arribas.
DUAL-GESIDA-8014-RIS-EST45 Study Group

| : Iﬁfc I TRIPLE-TOF

Months VL<50 ¢/ml : -

<12 months -
age > 12 months — m”c‘_us‘n“s p.:_|q p'l.‘;‘.ﬂ p:il"l

oo — Switching to 3TC+DRV/r dual therapy in i I an
o Nadr patients with suppressed viral load for more

2200 o/l than 6 months maintains similar efficacy to
Coar Baseline triple therapy irrespective of the length of

< cfpl Ll o . . Tokal Chol/MDL-¢  Trigheerides
. 2500kl — undetectability, age, nadir or baseline CD4+
e count, HCV coinfection or Dbaseline

Yes — H
HCV (viremic) n UCIEDSIdES-

No ! UL

Yes —— N TRIPLE
Backbone at baseline No differences were seen in changes of lipids -

P — or renal function between patients switching

from TDF/FTC or ABC/3TC.
-25 -20 -15 -__ _ - - — = - -
Difference (Dual — Triple); 95% Confidence Interval E

T R



DTG core agent para 2DRs

e
ViiV
Healthcare

DDls

+ Libre de potenciador

» Pocas DDIs clinicamente
significativas

Bien Tolerado

» Pocas interrupciones debidas
a los EA en los ensayos
clinicos?-®

Actividad antiviral
rapida y potentel

" Alta barrera a resistencias®’
* Resultados in vitro apoyados
por datos de la Fase Il
Alta union alaintegrasa®
» La disociacion de los
complejos integrasa-ADN
mutados es mas lenta vs

\__RALOEVG J/

4 )

Robustez y gran numero de
datos de los ensayos
clinicos?#

\, J

Larga vida media; Baja variabilidad en la

exposicion

DTG (50 mg QD) 19 veces por encima de la ICgy,°
Concentraciones en plasma hasta 216 hrs post dosis!?

1. Min S et al. AIDS 2011;25:1737-1745; 2. Walmsley S et al. N Engl J Med 2013;369:1807-1818; 3. Clotet B et al. Lancet 2014;383:2222-2231; 4. Cahn P et al. Lancet 2013;382:700-708; 5. Raffi F et al. Lancet
2013;381:735-743; 6. Kobayashi M et al. Antivir Res 2008;80;213-222; 7. Kobayashi M et al. Antimicrob Agents Chemother 2011;55:813-821; 8. Hightower KE et al. Antimicrob Agents Chemother 2011;5:4552—-4559;




SWORD-1 and -2: Phase Ill Study Design

Identically designed, randomised, multicentre, open-label,
parallel-group, non-inferiority studies

Screening Early-switch phase Late-switch phase Continuation phase
1:1

VL <50 c¢/mL
on INI, NNRTI,

DTG + RPV (N 513)

DTG + RPV DTG + RPV

or Pl + 2 NRTIs

CAR (N=511)

| A

Day 1 Week 52 Week 148
Inclusion criteria Primary endpoint Count_ries: : :
0 ble CAR >6 hs bef at 48 weeks: Argentina  Australia Belgium Canada
f Stable =0 months beiore subjects with France Germany ltaly Netherlands
screening VL <50 ¢/mL Russia Spain Taiwan United Kingdom

1st or 2nd ART with no change in prior (ITT-E snapshot)* United States

regimen due to VF

Confirmed HIV-1 RNA <50 c¢/mL during
the 12 months before screening

HBV-negative

*8% non-inferiority margin for pooled data. -10% non-inferiority margin for individual studies
HBV, hepatitis B virus; ITT(-E), intent to treat (- exposed); NRTI, nucleoside reverse transcriptase inhibitor

Llibre JM, et al. CROI 2017. Oral Presentation 44LB. Llibre JM, et al. Lancet. 2018;391:839-849.



SWORD-1 and -2: Snapshot Outcomes at Week 48

A
100 g5 of CAR 7
z (n=511) !
E |
I 20 Virological success 485 (95%) . H
H Virological nan-response 6 (1%) E
E + Data inwindow. not <50 copies per mL 2 {=1%) !
= « Discontinued for lack of efficacy 2 (<1%) !
[ « Discontinued while not <50 copies per mL 1(<1%) — !
5 « Change in ART 1(1%) Adjusted treatment difference |
F: Noviralogical data 20 (4%) -0:2 {95% C1-3-0to 2.5) i
a « Discontinwed due to adverse event 3 (<1%) —
g 404 ordeath N |
3 « Discontinued for other reasons 16 (3%) i
:': = Missing data during snapshot window 1(<1%) E
5 204 bt on study _ !
=2 H
z |
* , A4 1 -5 ,—|4 ;
Virological sucoess I Virological non-response I Novirological data ] _Iﬁ _!4 _Iz [I] 2| ,_|1 (IJ BI
B
100+ 96 A i
& £ 94 04 SWORD-1 [ Dolutegravir-rilpivirine (n=252) ;
= [ CAR {n=256) |
_\c:- 0 SWORD-2 [ Dolutegravir-rilpivirine (n=261) SWORD-1 i
] ] CAR {n=255) ; ; :
z Adjusted treatment difference |
= -0.6 (95% Cl-4-3 to 3.0} !
E 6o - -
[ 1
(=8 1
- i
'g_ SWORD-2 i
= 40 | Adjusted treatment difference |
ry 02(95%C1-3.9t04.2) i
<
Z 204 - ,F
i .
2 . ;
T 4 4 4 !
0 Al T T T T T i T T T T 1
Wirological Virological Mo virclogical -0 -8 -6 4 -2 0 2 4 [ 8 10
SUCCEsS non-response data Percentage-point difference
+—— g
CAR better Dolutegravir-rilpivirine better

Figure 2:Virological outcomes at week 48 (US Food and Drug Administration snapshot) in the pooled SWORD-1 and SWORD-2 intention-to-treat study
population (A) and separated by study (B)
Treatment difference was adjusted for age and baseline third-agent class. CAR=current antiretroviral regimen. ART=antiretroviral therapy.

Llibre JM, et al. Lancet. 2018 Mar 3;391:839-849.




Densidad mineral 6sea

SWORD 1 & 2 Substudy: BMD Impact of Switch
From TDF-Based ART to DTG + RPV

» Randomized, open-label, multicenter phase Ill trials demonstrated that switch to DTG +
RPV noninferior to remaining on baseline ART at Wk 48 in virologically suppressed ptsl']

Current analysis assessed BMD in pts who continued on TDF-containing triple ART regimen
or switched from TDF-containing triple ART to DTG + RPV (N = 102)]

Change FromBL in BMD at Wk 48

P
(s y]
1

P= 014 F= 039 146 W UOTG +RPV (n=46)

M Continued TDF-based
0.15 ART I:I'I = 3-5}

Lth LR
'l

s

Lh
'l

i

—

Lh
'l

N
(¥ y]
[

BL 43 Wks BL 43 Wks
*Primany endpoint. Total Hip* Lumbar Spine

Me an Adjusted Change in
BMD From BL (%)
1

1. Llibre JM, etal. CRO1 2017. Abstract 441 B. 2. McComsey G, et al. |AS 2017 . Abstract TUPDBIZO5LE.
Reproduced with permission. Slide credit: clinicaloptions. co




Ensayos clinicos con 2DR: DTG + 3TC en naive

|
PADDLE 12 [

ACTG 53533 GEMINI| 1&2 4>
DTG + 3TC (n=20) |

———/

@® HIV RNA <100,000 ¢/mL and

@ CD4 count >200 cells/mL DTG + TDF/FTC
DTG +3TC (n=120) [Rrphyrim
|

N=700

® HIV RNA <500,000 c/mL

1. Cahn P, et al. J Int AIDS Soc 2017; 20(1):1-7. 2. Figueroa M, et al. IAS 2017 Paris #MOPEB0287. 3. Taiwo B, et al. IAS 2017 Paris #MOABO0107LB
4. https://clinicaltrials.gov/ct2/show/NCT02831673. 5. https://clinicaltrials.gov/ct2/show/NCT02831764

Diapositiva elaborada por Ribera E. GeSIDA 2017 Vigo. Disponible en: http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf
(acceso: enero 2018)



http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf

gemin |

GEMINI-1 and -2: Study Design genmi 2 VitV

Heulfhcare

Phase Ill, randomised, double-blind, multicentre, non-inferiority study?!?

= Objective: to demonstrate the non-inferior antiviral activity of DTG + 3TC QD compared with DTG
+ TDF/FTC QD over 48 weeks in HIV-1-infected ART-naive subjects??

Primary endpoint: the proportion of subjects with plasma HIV-1 RNA <50 c¢/mL at
Week 48 using the FDA snapshot algorithm (missing, switch or discontinuation = failure)*:2

— non-inferiority margin: 10%?*2

* HIV treatment-naive Randomisation

VL >1000 c/mL
* VL <500,000 c/mL

1:1
N=700

|
North America + EU + international v v v v v

Baseline Week 24 Week 48 Week 96 Week 144

I

Independent Data Monitoring Committee Interim Pri mary Secondary
analysis/IDMC endpoints endpoints

1. GEMINI-1. Available from: https://clinicaltrials.gov/ct2/show/NCT02831673. Accessed Aug 2017
2. GEMINI-2. Available from: https://clinicaltrials.gov/ct2/show/NCT02831764. Accessed Aug 2017



https://clinicaltrials.gov/ct2/show/NCT02831673
https://clinicaltrials.gov/ct2/show/NCT02831764
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HIV-1RNA

Cahin B, et al. 8105 2018, Abstract

GEMINI-1 and -2: Virologic Response at Wk 48

Virologic Outcomes by FDA Snapshot Analysis

100- 9193 9394
£ 80-
—
£ 60+
Ly ]
A
g 401
L=
® 2
W
O
Virologic
Success
“M-E populstion =xdheding

B DTG +3TC [n=716)
ITT-E m DTG+ TOF/FTC 0= 717)

ppt B DTG +3TC [n= 694)
DTG +TDF/FTC [n= 6§93}

32 21 55 54

'I'-_'_—I'_'-:'I

Virologic Mo Virologic

Monresponse Data

significant protooo] vokstions.

Adjusted Treatment Difference,” % [95% Cl)

DTG+ TDF/FTC DTG+ 3TC

i

i 17

1 ITT-E —

; -4.4 11
i -13

\ PP* ——

| -39 12
i

0 8 6 -4 -2 0 2 4 6 B 10
Percentage Difference

*Adjusted for HiV-1 AMNA (S ws 2 100,000 copies/ml], CO4+ call count |5 ws = 200 callsfmm®), and study | GEMINIL v GERINIZ].

TUABDLDELE.

Shde= cr=dit: diniloptons.oom
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GEMINI-1 and -2: Virologic Response at Wk 48 by
Baseline HIV-1 RNA and CD4+ Cell Count

Virologic Outcomes by FDA Snapshot Analysis Virologic Outcomes by TRDF Analysis
M DTG +37C M DTG +TDF/FTC
o 100
Hlm-glm‘Hm o3 a3 3 Ejm_uw a7 98 08 98
%’ Eﬂ- E Eﬂ-
££ &
E B0 -E B0 -
2 s
27 :
& = 40- : 40 -
= = =
£ = E
™ 204 = 20+
E r-'."r Nﬂ= E n ."r |'-,||ﬂ= cog) 5537 13/ 148y
-smm:rmu,m =200 =200 5 100,000 > 100,000 =200 <200
Basefine HN-1 Baseline CD4+ Basefine HIV-1 Basefine CD4+
RNA, o/ml Cell Count, cells/mm? RNA, o/mil Cell Count, cells)mm?

®» TRDF includes confirmed virologic withdrawal, withdrawalfor lack of efficacy or treatment-related
AEs, and participants meeting protocol-defined stopping criteria

Cahin P. =t al. AIDE 2018 Abstract TUABDIDELE. Shde credit: clinics

e O

TN S




Ensayos clinicos con 2DR: DTG + 3TC en simplificacion

2018, 2019, ...
DTG + 3TC ! ’
[ LAMIDOL® ° 1o
DTG + 3TC (n=45) [ DOLAM 3 ]
[ASPlREZ Continue ART (n=45) ] [

3rd drug

=t Continue TT ART

Baseline W24 W48

1. Joly V, et al. CROI 2017 Seattle #458. 2. Taiwo BO, et al. EACS 2017 Milan #PE8/5. 3. https://clinicaltrials.gov/ct2/show/NCT02582684

Diapositiva elaborada por Ribera E. GeSIDA 2017 Vigo. Disponible en: http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf (acceso:
enero 2018)



https://clinicaltrials.gov/ct2/show/NCT02582684
http://congresogesida.es/images/site/ponencias/2Miercoles/E_Ribera.pdf

TANGO: Switch Study Design HV.th

Phase lll, randomised, multicentre, parallel-group, non-inferiority study

= Objective: to demonstrate non-inferior antiviral activity of switching to DTG + 3TC QD compared
with continuation of current ARV regimen over 48 weeks in HIV-1-infected ART-experienced
subjects

» Primary endpoint: the proportion of participants who meet the Snapshot virologic failure criteria at
Week 48 using the ITT-E population

— non-inferiority margin = 4%; Week 48 primary endpoint

|
TAF-based regimens ,
Randomisation I

1:1 | | I

TAF-based

regimens

|
4
Baseline Week 24 Week 48 Week 96 Week 144

!

Primary
endpoints

Secondary
endpoints

North America + EU + international
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Cabotegravir Long-Acting (LA)

Injectable Nanosuspension
Bill Spreen, for ViiV Healthcare & GSK Development Team

17" HIV-HEPPK - June 2016



Cabotegravir y Rilpivirina: LATTE-2 96 semanas

LATTE-2 Study Design ViV,

Induction period Maintenance period? )

CAB 400 mg IM + RPV 600 mg IM
Q4W (n=115)

S —— taa loading dose at Day 1 (800 mg)

CAB 600 mg IM + RPV 900 mg IM
Q8W (n=115)

CAB 30mg +
ABC/3TC for
20 weeks

e o o o e

4
[
1
1
1
1
1
1
1
1
1
1
1
1

A,

CAB loading doses at Day 1 (800 mg) and Week 4 (600 mg)

CAB 30 mg + ABC/3TC PO QD (n=56)

Day 1 Week 32 Week 48 Week 96°
Randomization Primary analysis Analysis
2:2:1 Dosing regimen Dosing regimen
selection confirmation

ABC/3TC, abacavir/lamivuding; ALT, alanine aminotransferase; IM, intramuscular; PO, orally; QD, once daily;

Q4W, every 4 weeks; QBW, every 8 weeks: ULN, upper limit of normal.
=Subjects who withdrew after at least 1 IM dose entered the long-term follow-up period. Subjects can elect to enter

Q4W and QB8W LA extension phase beyond Week 96.
Eron et al. IAS 2017; Paris, France. Slides MOAX0203LB.

9th IAS Conference on HIV Science;July 23-26, 2017; Paris, France




Cabotegravir y Rilpivirina: LATTE-2 96 semanas

Comparable Response Across Arms -
Week 96 HIV-1 RNA <50 c/mL by Snapshot (ITT-ME) uearnes.

Virologic outcomes Treatment differences (95% CI)
( —oral L

BCAB + RPYV LA Q8W (m=115) QavV 1M

100 o4

OCAS + RPY LA W [n=1135)

2 = BCAB + NRTIS PO (n=55) 10.0%
iy ' ; -
E - 0E% 20.5%
T &
]
]
W 1 1
<l
z 4 Q4w 1M
=
T & 3.0%

. -2.4% 14.4%

“irclogic “irclogic Mo virckogic

I 1 1 T 1 1 T 1 1
SUCTESS NoMTes ponse data -2 2 &€ -3 0 3 &8 9 12 15
CAE cainotegranir; O, ordidenos Fomeal IM, nrernusodier ITTRE, Inmenc-aor et reihnermnos sgnoses (LA, bng scihg: MSTIL nudessibe
neyerse Tansoripeee nnkbbor; PO, oralys QEW, seery 4 wedos. SR, ey S wesles: P rlipiairiee

Ercm &% &l WS DT, Faris, Framoe. Siges MOASID0S 8
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Cabotegravir y Rilpivirina: LATTE-2 96 semanas

Conclusions V N
LATTE-2 96-Week Results ALY,

= M CAB LA + RPV LA, dosed every 4 or 8 weeks, successfully maintained
HIV-1 wviral load <50 c/mL

= 2 participants on LA dosing met PDVF critena, no participants after
Week 48

* Injection tolerability

— Majority of ISRs were grade 1 1o 2 pain, with a medianduraticnof 3 days
— <1% of participant had an ISH that led to discontinuation
— High owerall patient-reported satisfaction

* Dose selection
— 4W dosing selected and under evalustion in2 pivotal phase 1l studies

— Week 38 data demonstrate long-termdurability of both Q4W and QEW dosing options
— 8W dosing to be evaluated in upcoming phase | study

* Manuscript is being published in The Lancet today, July 24, 2017
CAEL caimotegrayT B, InTaeLsale LA, ong smieps Q0N ayary 4 waske- QRN ayary § ek BE FIproe.

Encn a2 sl S DT, Rerls, Fraroe. Sites MOAoID0s 8
i 148 Confisrencs on HIV Bolenos; July 23-28, 2rT; Parls, Franos




Otros long acting

Additional Longer-Acting Investigational Agents

(Phase II/1ll)

Agent
Anti-CD4
receptor mAb
LA injectable
RPV (IM)
Anti-CD4
receptor mAb

Anti-CD4
receptor mAb

IBNCA17IR.2

TMC278 LA

UB-42114

VRCO1=8

Implications
Studies ongoing in treatment-
experienced and naive pts

Potential as long-acting injectable
(QBW)

Studied as possible ART alternative for
maintenance therapy in suppressed pts

Phase Il PrEP and treatment trials
ongoing

1. Caskey M, et al. Matwre. 2015,522: 487491, 2. ClinicalTrials gov. NCTI3041012. 3. Bekker L-G, et al.

CROI 2017, Abstract 450LE. 5. ClinicalTrials gov. e

rTJEZT-:'ET"-ErE-T'E-. . ClinicalTrials.gov. NCTOZEEE215.

Slide credit: clinicaloptions. com
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Hacia el 90/90/90/90
Starting early Francisco

Program Design and Implementation

Citywide RAPID Protocol:
All new confirmed HIV diagnoses linked to care < 5 working days;

At 1% care visit: Baseline labs collected, counseling, medical/psychosocial assessment, ART started unless risk
for fatal IRIS

[TFV4FTC] + [INSTI or DRV/r] with option for 4-drug regimen if HIV infection suspected on PrEP
Dissemination:

HIV clinics identified using HIV surveillance data, trained on RAPID procedures by in-service (2015) and
individual provider detailing (2016)

Linkage navigators used RAPID Provider Directory to identify optimal HIV clinic for each newly-diagnosed
patient, by insurance coverage, psychosocial needs.

Full protocol and RAPID detailing brochure for clinicians disseminated electronically at
http://www.gettingtozerosf.org/rapid-committee/ and at open quarterly SFGTZ consortium meetings




Median Time to Care, ART, and Virologic Suppression

e | oo | oo | o | sow | ez

In Care within 1 year (%) 372(93) 318(97) 282(96) 258 (97)

Diagnosis to care (days) 8 7 7 5 -38%
1t Care Visit to ART (days) 27 17 6 1 -96%
ART to VL<200c/mL (days) 70 53 50 38 -46%
Diagnosis to VL<200 c/mL (days) 134 92 7 61 -54%

* Time from diagnosis to VL<200 decreased significantly in all groups

* Time from diagnosis to first care visit decreased significantly for males, whites, Latinos, youth (13-29) and the
housed

* Time from first care visit to ART decreased significantly in all groups

* Time from ART to VL<200 decreased significantly for males, under 40 y.o., whites, Latinos, Asian/Pacific
Islanders, and the housed
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= El tratamiento antirretroviral sigue evolucionando

= Disponemos de farmacos seguros, eficaces y

comodos de tomar con experiencia a largo plazo

= Mientras se consiga o0 no la curacion, es
necesario seguir avanzando para conseguir

mejorar la calidad de vida de nuestros pacientes
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