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En los últimos años se han 

producido muchos cambios:

▪ Perfil de pacientes

▪ Fármacos antirretrovirales y 
combinaciones

▪ Papel del tratamiento antirretroviral

Lo que no ha cambiado

o Número de nuevas infecciones, al 

menos en nuestro medio

o Diagnóstico tardío



Lo que tenemos claro:

▪ El tratamiento antirretroviral

– Bloque la replicación viral

– Evita la progresión

Sistema 
inmune

VIH

En el paciente VIH







▪ Tratamiento de las Enfermedades 
Oportunistas

▪ Atención hospitalaria (+ cuidados paliativos)

▪ Tratamiento del VIH

▪ “Especialistas” en VIH

▪ Tratamiento de las comorbilidades

▪ ¿Nuevos modelos asistenciales?

La infección por VIH ha cambiado a lo largo de los 

últimos 30 años, y la mejora en la supervivencia es 

algo real 

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

En la que el tratamiento antirretroviral tiene un papel 

fundamental



O lo que es lo mismo…



Estudio START: inicio de tratamiento independientemente 

de la cifra de CD4 en todas las guías

Lundgren J. 8th IAS, Vancouver, Canada, July 19-22, 2015. #MOSY0301. 

N Engl J Med 2015; 373:795-807.



¿Cuándo empezar el TAR?

Several ACTG and 

CPCRA studies (early 

Post HAART Era):  ART 

initiation  CD4  < 200

cells/mm3 - Impact on 

AIDS mortality and 

major OIs incidence

CIPRA and SMART studies (ART  

initiation at CD4 ≤ 350 cells/mm3) 

Impact on HIV mortality,

progression & co-morbidities (TB)

Observational studies 

(ART initiation at CD4 > 

350 cells/mm3 ) impact on 

mortality, dz progression 

& non-AIDS events 

HPTN 052: reduction of HIV 

transmission among  HIV 

serodiscordant couples and risk 

of TB in adults (impact on HIV 

incidence)

TEMPRANO and START 

studies: (ART initiation at CD4 

> 500 cells/mm3) impact on 

severe HIV morbidity & disease 

progression, without increase 

in severe adverse events 

1995-2005 2005-2010 20152010-2013



Nuevo papel del TAR: Tratamiento como 

prevención

HPTN 052

PARTNER

Cohen MS et al. 8th IAS Conference on HIV Pathogenesis, 

Treatment, and Prevention Vancouver, Canada, July 20, 2015

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





Papel del TAR aún más importante: prevención
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¿ qué entendemos por estrategias y 

optimización?: conceptos

▪ Estrategia: serie de acciones muy meditadas 

encaminadas hacia un fin determinado

▪ Optimizacíón-optimizar: conseguir que alago llegue a 

la situación óptima y dé los mejores resultados 

posibles 
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En un escenario actual
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Fusion inhibitors

Reverse 
transcriptase 
inhibitors

Integrase 
inhibitors

Protease 
inhibitors

Co-receptor 
inhibitors

www.youtube.com/watch?v=v2deRuzX52k

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


La realidad en los últimos dos años…

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

– Momento de inicio

– Fármacos disponibles

– Combinaciones de elección

19



Desarrollo de TAR 2007–2017

▪ Desde 2007:1

▪ No se han comercializado nuevos IPs

▪ La eficacia del tratamiento ha mejorado, debido en parte a los NNRTIs de segunda generación y a 
los nuevos inhibidores de integrasa

20

▪ 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-hiv1-infection (accessed October 2017)

NFV
removed

from market5

First 
INSTI

approved

ART development from 2007–2017 (FDA-approved medicines)1–3

Year

RAL
EVG

RPV

DTG
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Position of preferred antiretroviral agents in EACS 
guidelines for treatment-naїve individuals1

▪ EACS guidelines recommend initiation of ART, regardless of CD4 count, in part due to the evolution of 
drug development1

▪ Guidelines emphasise the importance of earlier ART to reduce mother-to-child and sexual transmission1,2

EACS guidelines

* Only in combination with DTG (ABC/3TC/DTG)1

3TC, lamivudine; ABC, abacavir; ART, antiretroviral therapy; ATV, atazanavir; AZT, zidovudine; /c, cobicistat-boosted; DRV, darunavir; DTG, dolutegravir; EACS, European AIDS 
Clinical Society; EFV, efavirenz; EVG, elvitegravir; F or FTC, emtricitabine; FPV, fosamprenavir; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse 
transcriptase inhibitor; NVP, nevirapine; LPV, lopinavir; PI, 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) 21
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Desarrollo de combinaciones a dosis fijas y STR

▪ More FDCs and STRs have been developed over time2

– Initial FDCs included NRTIs 3TC/AZT, ABC/3TC/AZT and F/TDF, and boosted PI eg LPV/r

– In 2006 the first STR (EFV/F/TDF) was approved
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▪ 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 
(accessed September 2017); 2. Astuti N & Maggiolo F. Infect Dis Ther 2014;3:1–17

Development of FDCs and STRs from 196–2017 (FDA-approved medicines)1

3TC/AZT

N
u

m
b

e
r 

a
p

p
ro

v
e

d
 d

ru
g

s
 (

c
u

m
u

la
ti

v
e

)

LPV/r
ABC/3TC/AZT

ABC/3TC
F/TDF

EFV/F/TDF

RPV/F/TDF

E/C/F/TDF

ABC/DTG
/3TC

E/C/F/TAF
ATV/c
DRV/c

RPV/F/TAF
F/TAF

Year



HIV/IHQ/17-02//1197j October 2017

STRs

Position of preferred antiretroviral agents in EACS 
guidelines for treatment-naїve individuals1

▪ STRs made their first appearance in EACS guidelines in 20091

▪ Once-daily, single-tablet ARTs have become an important tool in 
HIV management2

EACS guidelines

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 23
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En qué momento nos encontramos?

▪ Hemos pasado de combinaciones complejas, con muchos efectos secundarios y 
eficacia limitada con supresión viral incompleta a combinaciones bien toleradas, 
eficaces y seguras a largo plazo1

EFV, efavirenz; F, emtricitabine; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, 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 I et al. J Int AIDS Soc 2010;13:P86

24

Menos toxicidad: integrasas, cobicistat

favorecer adherencia: STR

Eficacia a largo plazo y reducción de resistencias



2017-2018
2003 -

2008

• 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
• AZT

• Atazanavir

• Emtricitabine

• Enfuvirtide

• Fos-APV

• Truvada 

(FDC)

• Tipranavir

• Atripla (FDC)

• Darunavir

• Maraviroc

• Raltegravir

• Etravirine

2011- 2016

Protease inhibitors 

(PI)

RT (non) nucleosidic inhibitors (N-

NRTI)

Integrase inhibitors 

(InSTI)

Fusion inhibitors

Entry inhibitors

1983

• Rilpivirine/TDF/FTC

• Nevirapine XR

• Rilpivirine

• Elvitegravir/C/F/TDF

• Dolutegravir

• Cobicistat

• Dolutegravir/ABC/3TC 

• Elvitegravir/C/F/TAF

• Darunavir/COBI

• Atazanavir/COBI

• FTC/TAF (10, 25 mg)

• Rilpivirine/TAF/FTC

• Dolutegravir

30 años de desarrollo de fármacos frente a 

VIH (datos de aprobación de la FDA)
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1987

• Raltegravir HD

• FTC/TDF 

•DRV/COBI-TAF/FTC

• (D/C/F/TAF)*

• (Bictegravir/TAF/FTC)*

• (Dolutegravir/RIL)*

• (Dolutegravir/3TC/TDF)*

1990 

2002
-

▪ *(submitted)

▪ Generic versions





27



28



Titulares

▪ Nos encontramos en la “ERA DE LAS 

INTEGRASAS”

▪ TAF o la nueva era de los NRTIs

▪ Más STR, por favor.

▪ ¿Necesitamos otras estrategias de 

tratamiento?

▪ En busca del fármaco perfecto

29



Aspectos que vamos a revisar

▪ Nuevos fármacos:

– TAF

▪ TAF/FTC (DESCOVY®)

▪ TAF/FTC/RPV 
(ODEFSEY®)

▪ TAF/FTC/DRV/C 
(SYMTUZA®)

– RAL qd

– BICTEGRAVIR

▪ TAF/FTC/BIC

– DORAVIRINA

▪ Nuevas estrategias

– Biterapias:

▪ 3TC+DGT

▪ 3TC+IP

▪ DGT+RIL

▪ Nuevas formas de 
administración

– Liberación retardada

▪ Nuevas dianas 
terapéuticas

30



TAF O LA REVOLUCIÓN DE 

LOS NRTIS

31



Una gran novedad: el Mecanismo de acción

.

.

La conversión de TAF en tenofovir tiene lugar principalmente en el interior de las células diana del VIH, reduciendo la 

exposición sistémica 1,2,3

† T1/2 basado en los datos plasmáticos 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.



¿qué se ha conseguido con el TAF?

▪ Misma eficacia que con 

tenofovir

▪ Posibilidad de más 

coformulaciones

▪ Apenas efectos secundarios 

renales

▪ No alteraciones óseas

▪ Mejoría de la osteopenia-

osteoporosis, sobre todo en los 

pacientes que tomaban el 

tenofovir clásico
33



Desarrollo clínico completo

Genvoya®

▪ Naïve: 
– GS-US-292-0104/0111

▪ Pretratados: 
– GS-US-292-0109 

(subestudios)

▪ Insuficiencia renal
– GS-US-292-0112

▪ Edad

▪ Diabetes Mellitus

▪ Mujer
– GS-US-236-0128 (OLE)

▪ Adolescentes
– GS-US-292-0106

Descovy®

▪ Pacientes pretratados: 

– GS-US-311-1089

Odefsey®

Pacientes pretratados
-GS-US-Studies 1216 & 1160



Significant Efficacy and 

Long-term Safety Difference With 

TAF-Based STR in Naïve Adults

▪ Two Phase 3, randomized, double-blind, double-dummy, active-controlled studies2

– 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® TaqMan® 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)

3

5
Arribas JR et al. CROI 2017, Seattle WA  poster 453

Treatment-naïve adults

HIV-1 RNA ≥1000 copies/mL

eGFR ≥50 mL/min

1:1

n=866

n=867

Week

eGFR, estimated glomerular filtration rate.

E/C/F/TAF + placebo qd 

E/C/F/TDF + placebo qd  

Primary 

Endpoint

48 144960

Secondary

Endpoints



CROI 2017, Seattle WA  poster 453



Efectos adversos renales que conducen a la 

suspensión de tratamiento

▪ 0 casos de tubulopatía 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

3

7
Arribas. CROI 2017, Seattle WA  poster 453

Renal AE D/C, n*

E/C/F/TAF

n=866

E/C/F/TDF

n=867 p-Value†

Total 0 12 <0.001

Tubulopatia proximal‡ 0 4

Descenso del filtrado glomerular 0 3

Insuficiencia renal 0 2

nefropatía 0 1

Proteinuria 0 1

Espasmos vesicales 0 1

*AEs coded as renal and urinary disorders (MedDRA 19.0); †Calculated using Fisher’s exact test; ‡Renal tubular 

disorder, Fanconi syndrome/glycosuria.
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Resultados: parámetros renales semana 144*

3

8

*p-values calculated using 2-sided Wilcoxon rank-sum test to compare treatment groups.

CROI 2017, Seattle WA  poster 453

eGFR

-1.6

-7.7

-2.0

-7.7

-6.2

-11.2

-5.5

-10.7

-6.0

-10.5

0 12 24 48 96 144

836866 842 821 771 740

833867 841 806 756 707

n=

n=

E/C/F/TDFE/C/F/TAF

BL, mL/min

117.0

113.9

p <0.001



CROI 2017, Seattle WA  poster 453



Resultados: resumen seguridad semana  144 *

▪ 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

4

0
CROI 2017, Seattle WA  poster 453

Participants, n (%)

E/C/F/TAF

n=866

E/C/F/TDF

n=867 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)† 5 (0.6)‡ —

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 ≥1 dose; †Calculated 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.



▪Todos los pacientes:
- VIH-1 RNA <50 copias/mL por ≥96 semanas en pauta estable basada en TDF
- FG estimada >50 mL/min

▪E/C/F/TAF = 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

Diseño del Estudio GS-US-292-0109

Cambiar a E/C/F/TAF en adultos con supresión virológica*

1. 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. 

2. 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. 

3. 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. 

*Supresión virológica: VIH-1 RNA < 50 copias/ml No inferioridad



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

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

42

RESULTADOS

CI, confidence interval.



Desarrollo clínico

4

3

Study 109: 

HIV Suppressed Adults (Switch)
(N = 1436)

Study 111:

Treatment-Naive Adults
(N = 866)

Study 112: 

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

Study 104: 

Treatment-Naive Adults
(N = 867)

6 Label-Enabling 

Studies

(N = 3,562))

Overview

WAVES OLE: 

HIV suppressed Female Adults (Switch 

from a TDF based regimen)

2 studies to investigate 

a poorly studied 

population

Study 106:

Treatment-Naïve Adolescents (n = 50)

HIV suppressed Children (n=23) 

Study 1249: 

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

Study 119:

Simplification to E/C/F/TAF + DRV
(N = 135)3 additional studies to 

support unmet 

medical needs

Study 1824:

HIV Suppressed Adults with M184V/I 

Switched to E/C/F/TAF
(N = 100)

Study 1823:

HIV Suppressed Adults Switched from 

a ABC/3TC regimen
(N = 274)

CoSTaR: 

HIV/HCV Co-infected  Adults treated 

with SOF/LDV 
(N=148)



Yazdanpanah Y. MOPEB0292 IAS 2017



ESTUDIO GS-US-311-1089

Eficacia virológica

ESTUDIO GS-US-311/1089: Eficacia virológica

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

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

Resultado virológico Diferencia de tratamiento (IC 95%)

Éxito
(<50 copias/mL)

Fracaso Sin datos virológicos
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Semana 96

Semana 48
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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

▪ Primary endpoint: Proportion of subjects with HIV-1 
RNA <50 copies/mL by FDA Snapshot algorithm at 
Week 48

▪ Secondary endpoints: Change from baseline in CD4+ 
and BMD (hip and spine) at Weeks 48 and 96

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. #O124

Virologically suppressed adults

HIV-1 RNA <50 copies/mL 

(for 6 months)

Previously treated with NNRTI 

STRs for ≥6 months
No history of resistance

eGFR ≥50mL/min
N=1,505

RPV/F/TAF QD 

EFV/F/TDF QHS

EFV/F/TDF placebo QHS 

RPV/F/TAF placebo QD 

RPV/F/TAF QD 

RPV/F/TDF QD

RPV/F/TDF placebo QD 

RPV/F/TAF placebo QD 

RPV/F/TDF 

QD 

n=630

EFV/F/TDF 

QD 

n=875

Study 1216

Study 1160

1:1

1:1

Week 0 Week 96Week 48
Primary 

endpoint

Secondary 

endpoint

ClinicalTrials.gov Identifiers: NCT02345252

NCT02345226
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Virologic outcomes at Week 48 (FDA Snapshot)

▪ 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

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

This slide may contain information relating to a product that is not currently reimbursed in your country
ART, antiretroviral therapy; CI, confidence interval; F, emtricitabine; RPV, rilpivirine; TAF, tenofovir alafenamide; 
TDF, tenofovir disoproxil fumarate
Orkin C et al. HIV Drug Therapy 2016. Glasgow, UK. #O124

RPV/F/TAFRPV/F/TDF
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–8% +8%

–4.2

0

–0.3

Virologic success
(<50 copies/mL)

Virologic failure No virologic data
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Virologic outcomes at Week 48 (FDA Snapshot)

▪ 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)

Study 1160: ART-suppressed adults switched from EFV/F/TDF to RPV/F/TAF

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

ART, antiretroviral therapy; CI, 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. #O124
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Virologic outcome

Virologic success
(<50 copies/mL)

Virologic failure No virologic data
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F/TAF-based regimens and components

Images shown do not represent actual size

Drug Abbreviation Components

Descovy

200mg/10mg

Descovy 

200mg/25mg

F/TAF

Emtricitabine

Tenofovir alafenamide

Emtricitabine

Tenofovir alafenamide

200mg

10mg*

200mg

25mg‡

Descovy is indicated in combination with other antiretroviral 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)1,2

Genvoya
(Single-tablet regimen)

E/C/F/TAF

Elvitegravir

Cobicistat

Emtricitabine

Tenofovir alafenamide

150mg

150mg

200mg

10mg*

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 tenofovir3

Odefsey

(Single-tablet regimen)

R/F/TAF

Rilpivirine

Emtricitabine

Tenofovir alafenamide

25mg†

200mg

25mg‡

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/mL4

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; † 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) 49



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 Molina1, Joel Gallant2, Chloe Orkin3, Eugenia Negredo4, 
Laveeza Bhatti5, Joseph Gathe6, Erika Van Landuyt7, Erkki Lathouwers7, 
Veerle Hufkens7, Simon Vanveggel7, Magda Opsomer7

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; 4Germans Trias i Pujol 
University Hospital, Badalona, Spain; 5AIDS Healthcare Foundation, 
Beverly Hills, California, USA; 6Therapeutic Concepts, Houston, Texas, USA; 7Janssen Pharmaceutica NV, 
Beerse, Belgium

Molina J-M, et al. 9th IAS 2017. Abstract TUAB0101



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

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

*Stratified by bPI (protease inhibitor boosted with low-dose ritonavir or cobicistat) at screening; 
†DRV RAMs: V11I, V32I, L33F, I47V, I50V, I54L or M, T74P, L76V, I84V or L89V (IAS-USA)

Baseline Week 96

Randomisation* 
2:1
N=1149

Week 48
Primary endpoint

Screening phase Treatment phase

D/C/F/TAF

Extension phase

≤30 days prior 
to baseline

Week 24
Interim analysis

D/C/F/TAF 

Continue bPI + F/TDF  

D/C/F/TAF

Roll-over phase

Week 24
Interim analysis

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 c/mL for ≥2 months before screening; one VL≥50 and <200 c/mL within 12 
months prior to screening allowed

• Creatinine clearance (by Cockcroft-Gault) ≥50 mL/min
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Estudio AMBER D/C/F/TAF vs. DRV/c + 

FTC/TDF 

Objetivo primario: evaluar la no inferioridad de 
D/C/F/TAF vs. DRV/c + FTC/TDF según la proporción 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, Italy, Poland, Russia, Spain, UK
†Lower limit of 95% CI 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 

control  
Lower bound 95% CI >–10%

91,4%

4,4%
(n=16)

4,1%
(n=15)

88,4%

3,3%
(n=12)

8,3%
(n=30)

Virologic 
response (VL<50 

c/mL)

VL ≥50 c/mL No virologic data
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D/C/F/TAF 
(N=362)

Control 
(N=363)

*(FDA Snapshot; VL<50 c/mL) (ITT)



*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 ≥400 c/mL at 
failure (unconfirmed or confirmed failure) or at later time points

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

Estudio AMBER: Análisis de 
resistencias a semana 48



Estudio AMBER: Efectos adversos s 48 

†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







BICTEGRAVIR

59



60



61



Nueva integrasa en STR



Nueva integrasa en STR



Y en cambio de tratamiento
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Y en cambio de tratamiento
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Y en cambio de tratamiento
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Un nuevo NNRTI



Un nuevo NNRTI



DOBLES TERAPIAS
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Ensayos clínicos con 2DRp: IP/r + 3TC en naive

2014 2015 2016 2017

1. Cahn P, et al. Lancet Infect Dis 2014;14:572–80. 2. Sued O, et al. IAS 2017 Paris # MOAB0106LB.

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

enero 2018)

GARDEL1

LPV/r + 3TC (n=214)
LPV/r + 2 NRTIs (n=202)

ANDES2

DRV/r + 3TC (n=75)
DRV/r + TDF/FTC (n=70)

No inferioridad global: DT-TT dif 4.6% (-2.2 a 11.8)  
No inferioridad para CV>100k: DT-TT dif 9.3% (-2.8 a 
21.5)
No más fallo virológico con 2DR.
No mutaciones a IP. 2 pacientes 184V en 2DR.

LPV/r no recomendado ni alternativa en Guías Terapéuticas

Datos muy preliminares a 24 semanas:
CV<400: TT 97 vs DT 95% (-2.5%, -7.9 a 2.9)
Virological failure: DT 0 vs TT 1
Discontinuations: DT 4 (5%) vs TT 1 (1%) 

+ 190

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


Ensayos clínicos con 2DRp: IP/p + 3TC en simplificación

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:

enero 2018)

OLE1 LPV/r + 2 NRTI
LPV/r + 3TC

SALT2 ATV/r + 2 NRTI
ATV/r + 3TC

ATLAS-M3 ATV/r + 2 NRTI
ATV/r + 3TC

DUAL4 DRV/r + 2 NRTI
DRV/r + 3TC

2015 2016 2017

META-
ANALISIS5

IP/r + 2 NRTI
IP/r + 3TC

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


Dobles terapias: IP inducción mantenimiento

72

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 TUAB0101. 4.- Kozal MJ, et al. HIV Clin Trials. 2012;13:119-130.5.- Sued O, et al. IAS 2017. Abstract MOAB0106LB. 

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. 

10. Pulido F, et al. Clin Infect Dis. 2017;65:2112-2118.







Larga vida media; Baja variabilidad en la 

exposición
• DTG (50 mg QD) 19 veces por encima de la IC90

9

• Concentraciones en plasma hasta  216 hrs post dosis10

DTG core agent para 2DRs

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; 

9. van Lunzen J et al. Lancet Infect Dis 2012;12:111–118; 10. Elliot E et al. IWCPHIV 2015;abst 13

Actividad antiviral 

rapida y potente1

Robustez y gran numero de 

datos de los ensayos 

clínicos2–4

Bien Tolerado

• Pocas interrupciones debidas 

a los EA en los ensayos 

clínicos2–5

Alta barrera a resistencias6,7

• Resultados in vitro apoyados 

por datos de la Fase III

Alta unión a la integrasa8

• La disociación de los 

complejos integrasa-ADN 

mutados es más lenta vs 

RAL o EVG

DDIs

• Libre de potenciador

• Pocas DDIs clínicamente 

significativas

✓

✓

✓✓

✓✓

Dolutegravir



SWORD-1 and -2: Phase III Study Design

*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

Inclusion criteria

• On stable CAR 6 months before 

screening

• 1st or 2nd ART with no change in prior 

regimen due to VF

• Confirmed HIV-1 RNA <50 c/mL during 

the 12 months before screening

• HBV-negative

DTG + RPV (N=513)

Day 1

Screening

Week 148

Identically designed, randomised, multicentre, open-label, 

parallel-group, non-inferiority studies

CAR (N=511) 
DTG + RPV

VL <50 c/mL 
on INI, NNRTI,
or PI + 2 NRTIs

1:1

DTG + RPV

Week 52

Primary endpoint 

at 48 weeks: 

subjects with

VL <50 c/mL 

(ITT-E snapshot)*

Early-switch phase Late-switch phase Continuation phase

Countries:

Argentina Australia Belgium Canada

France Germany Italy Netherlands

Russia Spain Taiwan United Kingdom

United States                

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

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



Densidad mineral ósea



HIV Tx-naive

VL<500.000 c/mL

N=700

BL W24 W48 W96 W144

GEMINI 1&2 4,5

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

2016 2017 2018, 2019, …

1. Cahn P, et al. J Int AIDS Soc 2017; 20(1):1-7. 2. Figueroa MI, et al. IAS 2017 Paris #MOPEB0287. 3. Taiwo B, et al. IAS 2017 Paris #MOAB0107LB

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)

PADDLE 1,2

DTG + 3TC (n=20)

ACTG 5353 3

DTG + 3TC (n=120)

HIV RNA <100,000 c/mL and  
CD4 count >200 cells/mL 

HIV RNA <500,000 c/mL

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


GEMINI-1 and -2: Study Design

Phase III, randomised, double-blind, multicentre, non-inferiority study1,2

▪ 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-naïve subjects1,2

▪ 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)1,2

– non-inferiority margin: 10%1,2

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 

IDMC,
Independent Data Monitoring Committee

• HIV treatment-naïve

• VL >1000 c/mL 

• VL <500,000 c/mL

Randomisation 

1:1
N=700

Primary 

endpoints

DTG + 3TC

Interim 

analysis/IDMC

Secondary 

endpoints

Baseline Week 24 Week 48 Week 96 Week 144

DTG + TDF/FTC

North America + EU + international 

https://clinicaltrials.gov/ct2/show/NCT02831673
https://clinicaltrials.gov/ct2/show/NCT02831764






DOLAM 3

DTG + 3TC

Continue TT ART

1:1

Baseline W24 W48

2 NRTI + 
3rd drug
N = 300

Ensayos clínicos con 2DR: DTG + 3TC en simplificación

2017 2018, 2019, …

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)

LAMIDOL1 DTG + 3TC
(n=110)

ASPIRE2 DTG + 3TC (n=45)
Continue ART (n=45)

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


TANGO: Switch Study Design

Phase III, 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 

1:1

DTG + 3TC

Primary 

endpoints

Secondary 

endpoints

Baseline Week 24 Week 48 Week 96 Week 144

TAF-based regimens

North America + EU + international 



MÁS OPCIONES: NUEVAS 

FORMAS DE 

ADMINISTRACIÓN



Uso exclusivo por Dto. Mëdico de ViiV HCUso exclusivo por Dto. Mëdico de ViiV HC



Cabotegravir y Rilpivirina: LATTE-2 96 semanas



Cabotegravir y Rilpivirina: LATTE-2 96 semanas



Cabotegravir y Rilpivirina: LATTE-2 96 semanas



Otros long acting
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Y EN CUANTO A ESTRATEGIAS DE 

INICIO
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Bacon O et al. 25th CROI; Boston, MA; March 4-7, 2018. Abst. 93.

Descenso 

51% de 

nuevas 

infecciones 

de VIH del 

2012 al 

2016!

Hacia el 90/90/90/90
Starting early Francisco 



STARTING EARLY SAN FRANCISCO

REDUCCIÓN DEL TIEMPO DE ACCESO AL 

TRATAMIENTO DESDE EL DIAGNOSTICO 

Bacon O et al. 25th CROI; Boston, MA; March 4-7, 2018. Abst. 93.



conclusión

95



▪ El tratamiento antirretroviral sigue evolucionando

▪ Disponemos de fármacos seguros, eficaces y 

cómodos de tomar con experiencia a largo plazo

▪ Mientras se consiga o no la curación, es 

necesario seguir avanzando para conseguir 

mejorar la calidad de vida de nuestros pacientes
96
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MUCHAS GRACIAS 


