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Esquema de la charla
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Situacion epidemiologico del VIH
Objetivos del TAR

Pero....qué mas le pedimos al TAR actual
Reflexiones-conclusiones






Historia natural de la infeccion por el VIH

\Fase aguda Fase crdnica SIDA
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Pantelo L et al. N Engl J Med



TAR: reduce la mortalidad asociada al VIH

Porcentaje de pacientes con TAR Descenso en tasas de mortalidad por SIDA
(2004-2011)>
g — ~ 90 1.400
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8 N g e |taly
8 o B 1.000 e
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TAR, tratamiento antirretrovirico; PA, pacientes-ano

1. PalellaFJ et al. JAIDS 2006;43:27-34; 2. Adaptado de World Health Organization. 2011 HIV/AIDS Surveillance Report; 3. Samji H et al. PLoS One 2013;8(12):e81355



Beneficios del TAR: Supervivencia
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Sources: Walensky et al. JID 194:11, 2006 Intervention

Walensky RP, et al. J Infect Dis D 2006.



Aumento de |a supervivencia de los pacientes VIH

Expectativa de vida en EE UU Figure. Cumulative survival curves by calendar period
of observation for persons aged 25 y with HIV infection
90 but without hepatitis C virus co-infection and control
participants from the general population of the same
80 1 age and sex.
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La expectativa de vida de una persona VIH (+) de 20 anos se Age, ¥

ha incrementado en 15 afios entre 2002 y 2007.

Samji H et al. 2013. PLoS One;8(12):e81355; 5. Arias E. Natl Vital Stat Rep 2011;59:1-60. Lohse N. Annals of Internal Medicine. Bol 165 (10): 749. 2016.



Edades de los pacientes activos
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Figure 1: Changes in age with calendar time for the Danish HIV Cohort Study

Realizada con datos de la Swiss HIV Cohort Study. Rasmussen, Lancet HIV 2016
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Con el incremento de la supervivencia....

CHANGES IN THE PREVALENCE OF CARDIOVASCULAR, RENAL AND BONE
CO-MORBIDITIES AND RELATED RISK FACTOR IN HIV-INFECTED PATIENTS IN

THE SPANISH VACH COHORT: A CROSS-SECTIONAL STUDY IN 2010 AND 2014

+1.5% +1.3%
History of CV  History of
event eGFR<60
35% 51%
5.0% 6.4%

+6.9%

+2.5%
+4.7%

+8.2%
+4.6%
—

History of Diabet Hypertension Dyslipidemia Body Mass  Anti-HCV

fracture Index>25 (ever)
21% 16.5% 18.3% 67.8% 37.6% 44.9%
3.0% 21.1% 26.5% T74.7% 42.3% 47.4%

Figure 2 - Prevalence of comorbidities and related risk factors

HIV Glasgow 2016 Oct 23-26

4.2%

Current
smoker

56.2%
52.0%

2010

-0.3%

Alcohol

8.1%
7.8%

Comorbidity is more common and occurs earlier in persons
living with HIV than in HIV-uninfected matched controls, aged
50 years and older: A cross-sectional study

Rafael Aguiar Maciel®, Helena Moreira Kliick”, Madeleine Durand®, Eduardo Sprinz®*

HIV Non-HIV
#2014 . =y

90%
80%
70%
60%
50%
+18% %
, 30%
I
dary 10%
Osteoporosis 0%

::2;: 51-55 56-60 61-65 >65 51-55 56-60 61-65 >65
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Figure 1. Distribution of the number of comorbidities stratified by age: comparison between HIV and non-HIV patients.

International Journal of Infectious Diseases 70 (2018) 30-35
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La epidemia de VIH en nuestro pais...

Nuevos diagndsticos de VIH. Distribucion por edad y sexo 2018

Parcentaje

&

25 1]

19 -

10 1]

Edad Sexo

Mujeres
15,4%

84 6%

<15 1519 20-24 25-29 30-39 4049 500
mas n=3.381
. anos
Grupos de edad en anos
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Caracteristicas epidemioldgicas

*  GOBIERNO

82%

Materno-
Hot Infantil
otero. 0,1%
1 7, 9% N.C.

Trans/he
0,1%

Otros
0,5%
PID
2,9%
HSH
64,2%

Hombres (n =2.861)

n = 3.381

100%

Materno- 30%

Infantil
20%

10%

Mujeres (n =520)

OHSH mPID EWHombre Hetero. [0 Mujer Hetero. [ Otros/Desc.

15-19 afios

20-24 anos

25-29 anos

Grupos de edad
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40-49 afios

50 o mas anos
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Evolucion de la epidemia por sexo y via de contagio
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Diagnostico tardio

349-499
CD4
19,7%

200-349
CD4
20,4%

n=2.829

47,8%

>=500 CD4
32,5%

<200 CD:x
27.4%
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PID (N=31)
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HSH (N=1579)
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Evolucion del diagnostico tardio
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El diagndstico tardio se asocia con mayor prevalencia de
Co-Morbilidad.

oy, ]
— [ ] La prevalencia de
1% ['ﬂm multimorbilidad fue 4
veces superior en
- 7 ] pacientes VIH+ con
- - diagndstico tardio
7.50% (LP) en comparacion
N s con la poblacién
3.1

1.27%1.3TH

4,115

l ”i._ general (p <0.001).
O, D05

CKD Mm

B HIY Megative B HY Eary HIV LP

Fig. 1 MICM and MM prevalence distribution across study groups

CvD HTN T2DM

A trend in higher prevalence of any NICM was observed in HIV + LP participants. With regard to MM the difference
in prevalence reached significant levels when comparing HIV- and HIV + EP with HIV + LP (respectively p < 0.001 and p < 0.001),

being present in 11% in HIV + LP, 4% in HIV + EP and 3% in HIV-negative controls, respectively
Guaraldi G. AIDS Res Ther 2017



Probabilidad de complicaciones en funcion de CD4 al

inicio del TAR

ART Cohort Collaboration, 13 cohort studies from Europe and North America. Analysis
of adult patients starting HAART with a combination of at least three drugs (N=12,574)

Probability of AIDS or Death (%)

CD4 Cell Count (cells/uL)

25 - 0-49
20 - 50-99
157 100-199
10 S
200-349
5 >350
ﬂl I | | 1
0 1 2 3

Years From Starting ART
Egger M. Lancet 2002.



Causas de muerte en poblacion con VIH

Causes of Death in Participants in the Swiss HIV Cohort Study
in 3 different Time Periods, and in the Swiss Population in 2007

1

3
S

AlDS
“ Non-AlID8 mealignancy
= Non-AlDS Infection
® Liver

RFFFRIER

3 3

1984-1996 1996-2004 20065-2009 Swiss 2007

Years of Death of HIV+ Persons Versus Swiss Population

Weber R, et al. HIV Med. 2013;14:195-207.






Desarrollo de farmacos frente al VIH aprobados por la FDA

1990-
2002

1987

1983

« Didanosine
« Zalcitabine
* Stavudine

* Lamivudine
» Saquinavir HG

» Saquinavir SGC
* Indinavir

* Nevirapine

* Ritonavir

* Combivir

* Delavirdine

* Nelfinavir

* Abacavir

* Efavirenz

* Amprenavir

* Didanosine EC
* Lopinavir/r

* Trizivir (FDC)

» Tenofovir DF

Entry inhibitors

Fusion inhibitors

2003 -
2008

» Atazanavir

* Emtricitabine
* Enfuvirtide

* Fos-APV

* Truvada
(FDC)

* Tipranavir

* Atripla (FDC)
» Darunavir

* Maraviroc

* Raltegravir

* Etravirine

Integrase inhibitors

(InSTI)

2011- 2016

* Rilpivirine/TDF/FTC
* Nevirapine XR

* Rilpivirine

* Elvitegravir/C/F/TDF
* Dolutegravir

+ Cobicistat

* Dolutegravir/ABC/3TC
* Elvitegravir/C/FITAF
 Darunavir/COBI

* Atazanavir/COBI

* FTC/TAF (10, 25 mg)

* Dolutegravir

(P1)

RT (non) nucleosidic inhibitors (N-

NRTI)

Protease inhibitors

2017-2018

* Raltegravir HD

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

* (DIC/IFITAF)*

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

* (Dolutegravir/3TC/TDF)*

= *(submitted)
Generic versions

Doravirina
Cabotegravir

24



Evolucion del TAR

TT;:'Z':" T‘:RL'Z';"’ STR Era de las Nuevos ARV

IP potenciado  (Single Tablet Inltegrasas :::g cting
Zidovudina Regimens) .
momterapia Lw,r @95|DA (ztl:‘l:r:ﬂ;:::o)n

DOCUMENTO DE CONSENSO
Descubrimiento o DE GeSIDA/PLAN NACIONAL SOBRE
)\ SIDA RESPECTO AL TRATAMIENTO
del V|H X 1{ ANTIRRETROVIRAL EN ADULTOS
| | INFECTADOS POR EL VIRUS DE LA
INMUNODEFICIENCIA HUMANA

1983 1987 1996 2000 2006 2014 2018
e Supervivencia e Control virolégico e Barrera e Simplificacion e Pautas aplicables e Menos es mas
e Manejo infecciones e Resistencias genética e Comodidad a la mayoria de

oportunistas e Toxicidad e Adherencia los pacientes

Adaptado de: David Back. Virology Education 2017. http://regist2.virology-education.com/2017/2GlobalHCF/05_Back.pdf (acceso noviembre 2017)



Esguema de TAR éptimo en la mayoria de pacientes: 3

farmacos
"] HIV-1 RNA <400 copies/mL
2 051 _ Atripla® Eviplera® Odefsey®
5
Z o064 ABC + 3TC + EFV =
ERE Y AR TDF/FTC/EFV TDF/FTC/RPV TAF/FTC/RPV
g *  ABC+3TC + TDF
g 02|,
) Gallant JE, et al. JID 2005;192:1921-30 Triumeq® Genvoya® Symtuza®
{Jét; é-I1‘2‘I1I6I2I012I4I2IBI3I2I3.BI4‘DI4I4I4IB
Time after baseline (weeks) _—
@® No todas las combinaciones son adecuadas o o
® 3ITIAN — régimen Suboptimo_ ABC/3TC/DTG TAF/FTC/c/EVG  TAF/FTC/c/DRV
ITINN Biktarvy® @8 TAF/FTC/BIC

2ITIAN + IPp Juluca® = DTG/RPV
INI

Delstrigo® ) TDF/3TC/DOR



Objetivos del TAR

Ser eficaz
Reducir mortalidad INTERACCIONES
Reducir morbilidad

Preservar la inmunidad

Evitar fracasos viroldgicos y aparicion
de resistencias

BARRERA
GENETICA

Tolerancia




Eficacia terapéutica del TAR en la actualidad

GS-1160 GS-1216 EMERALD GS-109 GS-1878 GS-1844
GS-1489 GS-1490 GS-104+111 ONCEMRK AMBER STAR )
1004 oy 93 o3 e Difference -2,0% -0,3% 1,2% 4,1% 3,2% 1,4%
s 89 90 89 - 91 88 " (95% CI) (5.9 t0 1.8) (4.2103.7) (1.7 to 4.1) (1.6 t0 6.7) (1.6 t0 8.2) (5.6 to 2.8)
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N 314 315 320 325 867 866 531 266 362 363 394 392 0 -

- N 438 437 316 313 763 378 959 477 290 287 282 281
V-Failure,% 10 2.5 44 12 4.0 2.4 5.5 60 44 3.3 81 355 Virologica Failure, % 11 09 0.6 0 08 05 10 13 17 17 11 04
RAMs, % 0 0 0 0 0.8 0.6 0.9 o* 0 4.3*%* 0.8

:::”"“"E"a"” ;"e o 25 18 13 10 14 13 09 25 07 03 21 07
D/C AE,% 0 1.3 1.6 0.3 0.9 1.5 0.8 2.3 1.9 4.4 25 8.7 verse Events,

EC naive como en switch mayoria pacientes supresion virologica:
o ITT 92-93%
o PP 99-100% Otras estrategias...

Esquemas de TAR 3DR eficacia y seguridad

J Gallant. Lancet 2017; 390: 2063—72. Sax PE. Lancet 2017;390:2073-82. Sax PE. Lancet 2015;385:2606-15. Cahn P, et al. Lancet HIV 2017;4:e486-94. Eron JJ. AIDS 2018;32:1431-42. Cohen C. AIDS 2014;28:989-97.
Delesus E. Lancet HIV 2017;4e204-13. Daar Es. Lancet 2018;5e347-56. Orkin C. lancet HIV 2018;5e23-e34. Mills A. Lancet Infect Dis 2016; 16:34-52. Orkin C Lancet HIV 2’17;4 €195-204. Molina JM. Lancet HIV 20%8;5 e357-65.
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El TARV precoz reduce la mortalidad

“ ORIGINAL ARTICLE ”

Early versus Standard Antiretroviral Therapy
for HIV-Infected Adults in Haiti

e, M.D.,, Ma D

ABSTRACT

Severe el al. NEJM 2010

< 095
2
2
& Standard antiretroviral treatment
% 0904
=
E
[\]
S 0.5
iz HR 4.0 (95, 1.6 to
9.8)
0.80, P=0.001 by log-rank test
0.00 T T T T T 1
0 2 12 18 24 30 36
Months
No. at Risk
Early treatment 408 327 153 24
Standard treat- 408 309 137 22

ment

Eventos severos SIDA y no -SIDA

=
]
|

o]
|

(2]
1

-
1

— Immediate ART
— — Deferred ART

Cumulative Percent with an event

Supervivencia

Cumulative % with event

Muertes SIDA y no -SIDA




Tasas de eficacia duraderas independientemente de la carga
viral o el recuento de CD4 basal

Participants (%)

100 A

80 -

60 -

40 -

20 1

Pooled studies 1489/1490: Proportion of participants with
HIV-1 RNA < 50c/mL at Week 96 (per-protocol analysis set*)'*

mBIC/FTC/TAF BDTG + FTC/TAF mDTG/ABC/3TC

100 98 99 100 100

All participants VL<50

Baseline HIV-1 RNA >100,000

copies/mL copies/mLand CD4 count <200
cells/pL
n 538 276 278 31 13 8
539 281 281 31 14 8

Strategies are not intended to be compared directly

Participants (%)

AMBER study: Proportion of participants with HIV-1 RNA
<50c/mL at Week 96 (ITT analysis set*)2**

DRV/COBI/FTC/TAF
100 -
VALOR
[ ] [VALOR]
80 1 [VALOR]
60 -
40 4
20 A
0
All participants VL<5( Baseline CD4 Baseline HIV-1 RNA
copies/mL count >100,000
<200 cells/pL copies/mL
n 308 16 48
362 22 59

1. Podzamczer D, et al. poster presented at HIV Glasgow 2018 abstract P119; 2. Orkin et al. HIV Glasgow 2018 abstract 0212; 3. Gupta S. Perspect Clin Res 2018;2:109-12.



Eficacia del TAR en la actualidad

Eficacia virologica a 48 semanas en los ultimos ensayos

clinicos aleatorizados con regimenes de TAR de 12 linea
g 0.6

3 o

ecwo (2011 | ] v
g

THRIVE (2011) (] se%
STARMRK (2009) (L 56% i,

SPRING-2 (2013) | 6% o T T v e W e

STAR (2014) | 85% Delaugerre C, et al. Clin Infect Dis 2015.
NEAT-001 (2014) |l 87%
400+ Year of ART initiation:
SINGLE (2013) | 8% 3 Before 1999
300+ 3 1999-2006
GARDEL (2014) | ] 88% 2007-2013

Individuals, No.
N
o
o

6s-Us-236-0102 (2012) (] 88%

GS-Us-236-0103 (2012) | L 90% S HHHE
FLAMINGO (2014) | K sox E S S E S S
ACTG5257 (2014) | L 91% Scherrer AU. Clin Infect Dis 2016.

Original del Dr. Lozano F, 2014
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En los EC recientes: «resistencia cero »

Study duration

Resistance-associated
mutations

Treatment-naive PLHIV

1489 BIC/FTC/TAF
DTG/ABC/3TC
14902 BIC/FTC/TAF
DTG + FTC/TAF
AMBER DRV/COBI/FTC/TAF
DRV/COBI/FTC/TDF
Virologically-suppressed PLHIV
18444 BIC/FTC/TAF
DTG/ABC/3TC
1878° BIC/FTC/TAF
SBR (boosted DRV or ATV +
2 NRTISs)
EMERALDS® DRV/COBI/FTC/TAF

Boosted Pl + FTC/TAF

314
315

320
325

362
363

282
281

290
287

763
378

96 weeks

96 weeks

96 weeks

48 weeks

48 weeks

48 weeks

Rk, OO OO

H O oo

o O

*One participantin the SBR group on ABC/3TC + DRV + RTV developed emergent resistance (L74V) in reverse transcriptase
1. Wohl DA, et al. ID week 2018 abstract LB4; 2. Stellbrink H, et al. HIV Glasgow 2018 abstract 0211; 3. Orkin C, et al. HIV Glasgow 2018 abstract 0212; 4. Molina J-M et
al. Lancet 2018;5:e357—-e365; 5. Daar ES, et al. Lancet HIV. 2018;5(7):347-56; 6. Orkin C et al. Lancet HIV 2018;5:e23—e34.



Discontinuaciones debidas a EA

D/C due to AEs (%)

Study Population™t Comparator Time Point B/F/TAF Comparator
14891 (351%?3?5) DTG/ABC/3TC 96 0 1.6
14902 (sg\(‘fv"ivs‘zs) DTG+FTC/TAF 96 1.9 1.6
18443 Sggfggggsd DTG/ABC/3TC 48 2.1 0.7
1878% Sggﬂfg;‘)*d Boosted Pl + 2 NRTIs 48 0.7 0.3
wos S BOROMID 45 o o

147407 Suppressed . 24 0 -

« B/F/TAF was well tolerated with 0.9% (13/1440) overall discontinuation due to AEs through 96 weeks in ART-
naive adults

* No discontinuations due to AEs in 3 studies
» 1 study through W96 and 2 studies through W48

 No B/F/TAF discontinuations due to renal, bone, or hepatic AEs

1. Wohl D, et al. IDWeek 2018. San Francisco, CA. Oral LB-4 5. Kityo C, et al. CROI 2018. Boston, MA. Poster 500.
2. Stel_lbrink, HJ, et al. HIV Drug Therapy 2018. Glasgow, UK. Oral 211 6. Gaur A, et al. CROI 2018. Boston, MA. Poster 844
3. Malina JM, et al. Lancet HIV 2018;5:e357-65. 7. Cotton M, et al. AIDS 2018. Amsterdam, Netherlands. Oral WEAB0205

4. Daar E, et al. Lancet HIV 2018;5:e347-56. 8. Gilead Sciences. Biktarvy US Prescribing Information. February 2018.
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Aprobacion del Comienza la era Aprobacion del Aprobacion del Comienza la era de
1 FARV (AZT)? TARGA®/ primer IP potenciado | 1* régimen de los inhibidores de
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Polifarmacia supone un mayor riesgo de efectos adversos

Prevalence of polypharmacy® Prevalence of potential drug interactions®

Peee T
o 1M

) ) About 3.5in 10 patients About 5 in 10 patients
Of patients <50 years of Of patients =50 years of <50 years of age were =50 years of age were
age, 61% were found to age, 82% were found to found to be at risk of drug found to be at risk of drug
take co-medications take co-medications interactions interactions
(n=1020) (n=477) n=1020) (n=477)

Adapted from Marzolini C, et al. 2011. Adapted from Marzolini C, et al. 2011.




Riesgo para interacciones clinicamente significativas

Study Year Setting N CSDI | Screening Tool VL Effect
de Maat 2004 Netherlands 115 26% Liverpool website N/A
(hospital)
Shah et al 2007 USA 571 30% Liverpool website; No VL impact
(Medicaid) Micromedex
Miller et al 2007 USA 153 41% DHHS; P, N/A
(hospital) Micromedex i
Kigen et al 2009 Kenya 996 34% Liverpool website ) Interacciones
Sz clinicamente
TaT1 1 0 i 1 . (r T .
Marzolini et al 2009 (SS\»I.f_llt(z:esz;r)land 1497 40% Liverpool website ! Sj g N Ifl cativas 19_
0)
Evans-Jones 2009 UK 159 27% Liverpool website ) 41%
et al (hospital)
Patel et al 2011 USA 190 34% Lex-interact N/A
Cordovaetal 2013 Argentina 217 32% Liverpool website No VL impact
Seden Ketal 2013 Uganda 2000 19% Liverpool website N/A

T s e

Miller et al Pharmacother 2007;27:1379. De Maat et al. Clin Pharmacokinet 2003;42:223. Shah et al. CROI 2007, Abstr 573. 2007. Cordova E et al IAS 2013; MOPEO31. Seden K et
al; IAS 2013; MOPEO035. Marzolini et al. AVT 2010;15:413. Evans-Jones et al. CID 2010;50:1419. Kigen et al. Plos One 2010. Patel Ann Pharmacother 2011;45.




Interacciones farmacologicas: herramientas para prevenir las interacciones
farmacoldgicas
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Interacciones del TAR

BIC/FTC/TAF DOR DRV/c DTG EVG/c/FTC/TAF RAL RPV
Alprazolam ¢ ¢ N ¢ H ¢ L 2
Amiodarone N ¢ @ 2 @ ¢ N
Amlodipine ¢ ¢ N ¢ H ¢ ¢
Aspirin (Analgesic) ¢ ¢ ¢ ¢ ¢ ¢ ¢
Atorvastatin |:| 2 N ¢ 2
Candesartan L 2 ¢ ¢ L 2
Heparin L 2 ¢ ¢ L 2
Ibuprofen L L L 4 L 2 L ¢ L 2
Levofloxacin L L L 4 L 2 L ¢ N
Methadone ¢ ¢ A\ ¢ L L N
Omeprazole ¢ ¢ ¢ ¢ L L @



Transmission Bate per 100 Person-Years

Transmision del VIH en relacidn con la carga viral

-
Male-to-Female Female-to-Mala
All Subjects Transmission Transmission
] Quinn et al, NE/M 2000
%4 .
l * N=415 serodiscordant

- T couples from 4 US
states and Puerto Rico

15 * 90 HIV seroconversions

T over 30 mths FU

10 * none with VL < 1500
cp/mil

5- T P

u_

F
&g e '

LA A LA
HNV-1 RMA (copies/mil)



El inicio temprano del TAR se asocia con un riesgo reducido
de transmision del VIH

Las Guias recomiendan el inicio temprano del TAR™ ya que ha demostrado reducir:

Sexual transmission in heterosexual or MSM intercourse

Mother-to-child transmission

Transmission through intravenous drug use

* HTPNO52 1763 parejas serodiscordantes de nueve paises durante 5 anos con reduccion del riesgo en
96% con terapia precoz vs diferida®

* PARTNERS confirma indetectable=no transmissible en parejas heterosexuals y HSH”/8

1. EACS Society. Guidelines, Version 9.0, October 2017 [online]. Available at: www.eacsociety.org/files/guidelines_9.0-english.pdf. Last accessed: July 2018; 2. DHHS guidelines [online]. Available at: aidsinfo.nih.gov/guidelines. Last accessed: July 2018; 3. WHO. Guidelines for managing
advanced HIV disease and rapid initiation of antiretroviral therapy. Available at: apps.who.int/iris/bitstream/handle/10665/255884/9789241550062-eng.pdf;jsessionid=653173779EF17A65E9F759F03AB1827D?sequence=1. Last accessed: July 2018; 4. WHO. Antiretroviral Treatment as
Prevention (TasP) of HIV and TB. 2012 [online]. Available at: apps.who.int/iris/bitstream/handle/10665/70904/WHO_HIV_2012.12_eng.pdf?sequence=1. Last accessed: June 2018; 5. IAS-USA Guidelines. Available at: https://www.iasusa.org/content/antiretroviral-drugs-treatment-and-
prevention-hiv-infection-adults-2018-recommendations. Last accessed: Sept 2018; 6. Cohen MS et al. N Engl J Med 2011;365:493-505; 7. Rodger A et al. AIDS 2018. WEAX0104LB; 8. Rodger AJ et al. JAMA 2016;316:171-81.



El inicio del TAR en el mismo dia que el diagndstico de VIH tiene
multiples beneficios para los pacientes

Outcomes from randomised trials comparing same day
ART start vs standard of care

Relative
*In a meta-analysis of four randomised controlled Study risk (95% €1
. . e e, . ART start 90 days
trials (~13,400 patients), initiation of therapy on the Labhari ’ LT 1ssustesy
same day as HIV diagnosis was associated with: pmanyire s 128¢118. 1.3
Subtotal - 1.35 (1.13, 1.62)
Eemaining in care 12 months 11 (1.02. 1.21
. . Amanyire + 1.01 50294: 1:03;
* Increased viral suppression at 12 months Rosen —— 127 (1.12, 1.44)
. RR 1 17 (95(y CI O 99_1 26) Subtotal > 1.11 (0.99, 1.26)
’ ‘ 0 ’ ’ Eiral suppression 12 months 1.08 (0.84, 1.26)
o . manyire T+ : g4, 1.
* Increased retention in care at 12 months Ezzzi,é —— 18 (1.0¢, 135
— RR:1.11 (95% Cl 113—162) Subtotal < 117 (1.07, 1.27)
LTFU 12 months
* Trend to reduce mortality Rosen — 047(023,0.92
_ RR 053 (95% Cl 024_108) Subtotal _— et 0.66 (0.42, 1.04)
Died 12 months
e Trend to reduce loss to follow-up at 12 months Kaoayire J— 041 00 100
— RR: 0.66 (95% ClI 0.42-1.04) Sl | ———— Saiom oo
| | |
2 1 2 3
Standard care Same day ART

Ford N et al. AIDS 2018;32:17-23.



Las directrices internacionales recomiendan el inicio
rapido de TAR siempre que sea posible

Guideline Recommendations

. ImmedLa Recomendaciones

. .| Se recomienda la administracién de TAR a todos los
EACS! . c| pacientes con infeccion por VIH-1" (A-I)

. Se

. ol EI TAR debe iniciarse tan pronto como sea posible

. mmedia | tras el diagnéstico® (A-Il)

The follo

Pra_b..u..\.,
*  AIDS-defining conditions, including HIV-associated dementia and AIDS-associated malignancies

[, NPT S TP DT T I U oS T S

o Se consideran como excepcion los pacientes que mantienen carga viral indetectable de forma manteni-
da sin TAR (controladores de élite). En este caso no existe informacion que permita valorar el efecto be-
geﬂcinsn del TAR, por lo que no se puede establecer una recomendacion de tratamiento.

La disposicion y la motivacion del paciente es un factor critico a la hora de tomar la decision de empezar-
lo. Es importante hacer una valoracion individualizada del momento de inicio del TAR y de los FAR gque

V' deben formar parte del régimen inicial, sopesando las ventajas e inconvenientes de cada una de las op-
ciones

IAS-USA™ *  Rapid start (including same day as diagnosis) ART, unless the patient is not ready to commit to starting therapy

1. EACS Society. Guidelines, Version 9.1, October 2018 [online]. Available at: http://www.eacsociety.org/files/2018_guidelines-9.1-english.pdf. Last accessed: December 2018; 2. DHHS guidelines [online]. Available at: aidsinfo.nih.gov/guidelines. Last accessed: Dec
2018; 3. WHO. Guidelines for managing advanced HIV disease and rapid initiation of antiretroviral therapy. Available at: apps.who.int/iris/bitstream/handle/10665/255884/9789241550062-eng.pdf;jsessionid=653173779EF17A65E9F759F03AB1827D?sequence=1.
Last accessed: July 2018; 4. Saag M et al. JAMA 2018;320:379-96; 5. IAS-USA Guidelines. Available at: https://www.iasusa.org/content/antiretroviral-drugs-treatment-and-prevention-hiv-infection-adults-2018-recommendations. Last accessed: Dec 2048.6. GeSIDA.
Documento de Consenso del GeSIDA/Plan Nacional sobre el Sida respecto al Tratamiento antirretroviral en Adultos Infectados por el Virus de la Inmunodeficiencia Humana. (Actualizacién enero 2019).
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Efectos a largo plazo del TARGA en la recuperacion inmune

Medina de seguimiento de 237 pacientes VIH naive que comienzan

. . ivi 1 H a
TARG con CV VIH <500 copies/mL por periodos prolongados? Individual changes in CD4 count from baseline
¢ CD4 aumentaron rapidamente para la mayoria de pacientes en 1400 - Year 1 Year 2 Year 3
primer mes, después es mas lento. Tras 2 aifios de TARGA, niveles (n=211) (n=134) (n=76)
1200 - 3 3 3
de CD4: . +197 cells/mm +92 cells/mm +50 cells/mm
| g 1000 ' ' Healthy CD4
— Incremento de 319 (range -224-1546) cells/mm3 > 500 g™ 5 B%T g 8w range
] - . N By s SR
— CD4 >500 cells/mm?3 en 40% de los participantes = 600
c
. . . . . - :
* Diversos factores tienen un impacto positivo o negativo en la ] 400
recuperacion de CD42: K
S 200
v’ Baja proporcidn células entre LT CDA4. k:-‘
£ 0
v' Replicacién viral persistente. i o N . S At risk of
S =200 4 - ) : . et . developing
v Activacién inmune. (& . serious illnesses
-400 - '
/ .7 . ho :
Traslocacién bacteriana. 600 . . . ,
v Edad avanzada. 0 10 20 30 40
V" Coinfeccion VHC. Time since starting HAART (months)

v Nadir de CD4 pre tratamiento.

1. Smith C et al. AIDS 2003;17:963-9; 2. Corbeau P et al. Blood 2011;117:5582-90.



TARGA se asocia a una reduccion del reservorio

* EITARGA demostrd una reduccion del reservorio en los primeros 5 afios, seguido de estabilizacion?®.

* Elinicio precoz del TARGA se asocio a disminucion del reservorio en los primeros 8 meses de tratamiento, lo que refuerza el inicio
del TAR tan pronto como sea posible?.
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1. Besson GJ et al.

Total HIV-1 DNA over time (median

[Q1, Q3])!
i Total HIV-1 DNA
copies/10¢ PBMC
Total HIV-1 DNA
T o copies/10° CD4+ T-cells
i 1 1 1 1 1
0 1 4 7 10

Years on ART

Clin Infect Dis 2014;59:1312-21; 2. Laanani M, et al. CROI 2015. #373.

100,000

DNA copies/10°
CD4+ T-cells

By-subject total HIV-1 DNA over time!

Years on ART



TAR TT se asocia a reduccion mantenida de marcadores de activacion
iInmune

Changes from Baseline to Month 24 in

Impacto en marcadores de activacion inmune e inflamacioén soluble activation markers?
en pacientes VIH naive (n=139) que inician TARGA:1-2 1,2 1
¢
e CD4 aumentan en 216 mm3. S 1f{----- e it
x
. . n =0.82
* CD4/CDS8 ratio se incrementa en 0.42. Gl
s 0,8 1 + 0,77
* IL-6, IP-10y niveles de MIG se incrementaron s
. g - . o 06 A 0,6 =0.11
significativamente, similar a controles no VIH. — <0.001
: -
* Valores basales de marcadores fueron mas altos en VIH g 0.4 £<@%1
que en controles?. 0.2 - <A1
* No cambios en niveles de sCD14. o
* PCR-hs disminuyo 23%, pero fue estadisticamente -6 hs-CRP sCD14 IP-10  MIG

Plasma marker of inflammation and immune activation

France, 2006—2009

significativo™?

* No comparison available for hs-CRP; @ Adapted from Hattab S, et al, 2014.

cART, combination antiretroviral therapy; hs-CRP, highly sensitive C-reactive protein; IL-6, interleukin 6; sCD14, soluble cluster of differentiation 14; IP-10, interferon gamma-induced protein 10; MIG,
monokine induced by interferon-v.

1. Hattab S, et al. BMC Infect Dis 2014;14:122; 2. Hattab S. Immunology 2014; available at: https://tel.archives-ouvertes.fr/tel-01069303. Last accessed September 2018.



Reflexiones

Seguimos diagnosticando un numero considerable de nuevos pacientes en nuestro medio:
 HSH
* Diagnastico tardio en casi 50%, sobre todo hombres HTX e inmigrantes

Supervivencia del paciente VIH se ha incrementado siendo similar a la de poblacion general:
e Comorbilidades

Madxima eficacia virolégica: CV <50 copias/mL en mas del 90% de los pacientes.

Fracasos virologico excepcionales y sin seleccion de resistencias practicamente.

Excelente tolerancia con suspensiones por EA <5% a 48 semanas.

Comodidad de administracion con pocas dosis, comprimidos y requerimientos nutricionales.
Disponemos de farmacos con pocas interacciones.

El TAR precoz se asocia con una reduccion de la transmision de la infeccion.



Gracias por vuestra atencion



