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Tratamiento 
Antirretroviral 
Actual



HIV Guidelines
When to Start. What to start.
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HIV Guidelines
When to Start

4

All HIV-infected patients, irrespective of CD4 count



WHO. Consolidated guidelines on the use of antiretroviral drugs for treating and preventing HIV infection, June 2016

WHO Clinical Guidelines 2016: Antiretroviral Therapy

When to Start ART



HIV Guidelines
What to start.
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Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir

Fusion inhibitors
 Enfuvirtide

CCR5 Inhibitors
 Maraviroc

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search


¿Con qué empezar?
Recomendaciones DHHS, 2017

EACS Guidelines. V 9. October 2017.



Generally Recommended:

 BIC/TAF/FTC

 DTG/ABC/3TC

 DTG-TAF/FTC

Other recommended

 DRV/c/TAF (or TDF)/FTC

 DRV/r/TAF (or TDF)/FTC

 EFV/TDF/FTC

 EVG/c/TAF (or TDF)/FTC

 RAL-TAF (or TDF)/FTC

 RPV/TAF (or TDF)/FTC

 Rapid start (including same 
day as diagnosis) ART

 NNRTIs and abacavir should 
not be used for rapid ART start

 Recommendations against routine 
use of MAC prophylaxis

 CD4 cell counts every 6 months 
until counts >250/μL for at least 1 
year with concomitant viral 
suppression

 2-1-1 PrEP  

Saag MS, Benson CA, Gandhi RT, et al. Antiretroviral Drugs for Treatment and Prevention of HIV Infection in Adults2018 Recommendations of the International Antiviral Society–USA Panel. 
JAMA. 2018;320(4):379–396. doi:10.1001/jama.2018.8431.

¿Con qué empezar?
 IAS-USA Guidelines, 2018



¿Con qué empezar?
Recomendaciones GESIDA, 2017

10
GeSIDA Guidelines 2018



2
12

Futuro: 
Nuevos Fármacos, 
Viejas Familias



Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir

Fusion inhibitors
 Enfuvirtide

CCR5 Inhibitors
 Maraviroc

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 



Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine
 Doravirine

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir

Fusion inhibitors
 Enfuvirtide

CCR5 Inhibitors
 Maraviroc

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search


Doravirine

– Doravirine is a novel NNRTI 

– High in vitro potency vs broad panel of isolates 
including common NNRTI-resistant variants4

– Primary metabolism by CYP3A4; not an 
inducer or inhibitor5

– Once daily dosing (without regard to food)

– No interactions expected with proton pump 
inhibitors 

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search
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Doravirine vs Darunavir in Naïves: DesignDoravirine vs Darunavir in Naïves: Design

Tratamiento antiretroviral

14 Day 
Follow-up

14 Day 
Follow-up

W98W96W84W72W60W48W36W24W16W8W4D1W – 6.5

Group 1:  DOR 100 mg + DRV-PBO + r-PBO + 2 NRTIs

Group 2:  DOR-PBO + DRV 800 mg + r 100 mg + 2 NRTIs

Primary Analysis Time Point

Key Entry Criteria:
HIV-1 RNA ≥1000 
c/mL within 45 days 
before Day 1

Antiretroviral naive

No genotypic 
resistance to any 
study drugs

Stratification factors: 
HIV-1 RNA > 100,000 
and NRTI choice

Source: Molina JM, et al. 24th CROI; Seattle, WA; February 13-16, 2017. Abst. 45LB. 
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Doravirine vs Darunavir in Naïves: EfficacyDoravirine vs Darunavir in Naïves: Efficacy

Tratamiento antiretroviral

Source: Molina JM, et al. 24th CROI; Seattle, WA; February 13-16, 2017. Abst. 45LB. 
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DRIVE-FORWARD Study:
Doravirine vs Darunavir in naïve at 96 weeks

 2/383 (0.5%) participants on doravirine developing resistance to any study drug

Molina JM, et al. AIDS 2018; Amsterdam, the Netherlands; July 23-27, 2018; Abst. LBPEB017.
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Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine
 Doravirine

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir

Fusion inhibitors
 Enfuvirtide

CCR5 Inhibitors
 Maraviroc

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 



Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine
 Doravirina

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir
 Bictegravir

Fusion inhibitors
 Enfuvirtide

CCR5 Inhibitors
 Maraviroc

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search
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BICTEGRAVIRBICTEGRAVIR

• Bictegravir is a novel specific inhibitor of HIV-1 integrase 
strand transfer activity1

• Structurally related to Dolutegravir. Unboosted
• Active against diverse subtypes of wild-type HIV-1 clinical 

isolates and HIV-22

• Low cytotoxicity in multiple non-target human cell lines and in 
primary human hepatocyte2

•  Average human T1/2 of ~19 hours, allowing for once daily 
dosing3

• Close to clinic. 

The future of ART

Source: 1. Lazerwith S, et al. ASM 2016; Boston, MA. Poster  #414   
2. Tsiang M, et al. ASM 2016; Boston, MA. Poster #416
3. Gallant J, et al. ASM 2016. Boston, MA. Poster #415

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search


Phase 3 Randomized Controlled  Clinical Trial of 
Bictegravir in a Fixed  Dose Combination, 

B/F/TAF, vs  DTG/ABC/3TC in Treatment-Naïve  
Adults at Week 48



Study Design

 Phase 3, randomized, double-blind, active-controlled study (ClinicalTrial.gov  NCT02607930)

– Stratified by HIV-1 RNA, CD4 cell count, geographic region

– North America and Europe

– Chronic hepatitis C virus infection allowed

 Treatment-naïve, HIV-1-infected adults were randomized 1:1 to receive B/F/TAF 50/200/25 mg or ABC/3TC/DTG 
600/300/50 mg with matching placebo once daily 

 Primary endpoint:  HIV-1 RNA < 50 copies/mL at Week 48 by FDA Snapshot algorithm (12% NI margin)

48Week 0 144

 HIV-1 RNA ≥ 500 c/mL 

 CrCl ≥ 50 mL/min

 HLA B*5701 negative

ABC/3TC/DTG Placebo OD

B/F/TAF OD

B/F/TAF Placebo OD

ABC/3TC/DTG OD

n=314

n=315

Primary Endpoint

96

1:1

Study 1489:  B/F/TAF vs ABC/3TC/DTG in Treatment-Naïve Adults

Treatment-Naïve Adults

CrCl, creatinine clearance.  NI, non-inferiority.Gallant J, et al. IAS 2017. Paris, France. Oral #MOAB0105LB
23



Virologic Outcome at Week 48 by FDA Snapshot Analysis
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ABC/3TC/DTG  

B/F/TAF 

-0.6%              
           (-4.8 

to 3.6%)

0.7%                  
       (-1.4 to 

2.8%)  

Snapshot Per-protocol

B/F/TAF vs ABC/3TC/DTG:  Non-inferior efficacy at Week 48 
Confirmed by pre-specified sensitivity analyses (PP, M=E, and M=F)

M=E, missing=excluded.  M=F, missing=failure.  PP, per-protocol.

Mean changes in CD4 cell count (cells/µL) at Week 48: +233 B/F/TAF vs +229 ABC/3TC/DTG 
(p=0.81)

Gallant J, et al. IAS 2017. Paris, FR. Oral MOAB0105LB.  

Study 1489:  B/F/TAF vs ABC/3TC/DTG in Treatment-Naïve Adults



Efficacy Through Week 48 (M=E and M=F)
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1. Gallant J, et al. IAS 2017. Paris, FR. Oral MOAB0105LB.  2. Gilead Sciences. Data on file. 

Missing=Excluded (M=E) Missing=Failure (M=F)

B/F/TAF B/F/TAF

ABC/3TC/DTGABC/3TC/DTG

B/F/TAF vs. ABC/3TC/DTG: non-inferior efficacy at Week 48

p=0.10



Phase 3 Randomized, Controlled, Clinical Trial 
of Bictegravir Coformulated With FTC/TAF in a 

Fixed-Dose Combination vs Dolutegravir + 
FTC/TAF in Treatment-Naïve HIV-1–Positive 

Adults: Week 48 Results



Study Design

 Phase 3, randomized, double-blind, active-controlled study (ClinicalTrials.gov NCT02607956)
– Stratified by HIV-1 RNA, CD4 cell count, and geographic region 

– North America, Europe, Australia, and Latin America

– Chronic hepatitis B and/or C virus infection allowed

 Treatment-naïve, HIV-1-infected adults were randomized 1:1 to receive B/F/TAF 50/200/25 mg or DTG 
50 mg + FTC/TAF 200/25 mg with matching placebo once daily 

 Primary endpoint: HIV-1 RNA < 50 copies/mL at Week 48 by FDA Snapshot algorithm (12% NI margin)

27

48Week 0 144

 HIV-1 RNA ≥ 500 copies/mL 

 CrCl ≥ 30 mL/min

DTG + FTC/TAF Placebo OD

B/F/TAF OD

B/F/TAF Placebo OD

DTG + FTC/TAF OD

n=320

n=325

Primary Endpoint

96

1:1

Treatment-Naïve Adults

Study 1490:  B/F/TAF vs DTG + FTC/TAF in Treatment-Naïve Adults

 CrCl, creatinine clearance. NI, non-inferiority.

Sax P, et al. IAS 2017. Paris, France. Poster Discussion #TUPDB0201LB. 



Virologic Outcome at Week 48 by FDA Snapshot Analysis
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DTG + FTC/TAF

B/F/TAF

-3.5%              
           (-7.9 

to 1.0%)
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        (-2.6 to 

1.2%)

Snapshot Per-protocol

BIC vs DTG with FTC/TAF:  Non-inferior efficacy at Week 48 
Confirmed by pre-specified sensitivity analyses (PP, M=E, and M=F)

Sax P, et al. IAS 2017. Paris, FR. Poster TUPDB0201LB. 

M=E, missing=excluded.  M=F, missing=failure.  PP, per-protocol.

Mean changes in CD4 cell count (cells/µL) at Week 48: +180 BIC vs +201 DTG (p=0.10)

Study 1490:  B/F/TAF vs DTG + FTC/TAF in Treatment-Naïve Adults



Efficacy Through Week 48 (M=E and M=F)
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BIC vs. DTG: non-inferior efficacy at Week 48



Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine
 Doravirina

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir
 Bictegravir

Fusion inhibitors
 Enfuvirtide

CCR5 Inhibitors
 Maraviroc

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 



Antiretrovirals available in 2018 in Europe

NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; PK, pharmacokinetic; STR, single tablet regimens

NRTIs
 Abacavir
 Didanosine
 Emtricitabine
 Lamivudine
 Stavudine
 Tenofovir
 Zidovudine

NNRTIs
 Delavirdine
 Efavirenz
 Etravirine
 Nevirapine
 Nevirapine XR
 Rilpivirine
 Doravirina

PIs
 Atazanavir
 Darunavir
 Fosamprenavir
 Indinavir
 Lopinavir
 Nelfinavir
 Ritonavir
 Saquinavir
 Tipranavir

INIs
 Raltegravir
 Dolutegravir
 Elvitegravir
 Bictegravir

Fusion inhibitors
 Enfuvirtide

Entry Inhibitors

 Maraviroc

 Fostemsavir

 Ibalizumab

 Pro140

 UB-421

PK Boosters
 Ritonavir
 Cobicistat

STR
 Atripla
 Eviplera
 Odefsey
 Stribild
 Genvoya
 Triumeq
 Symtuza

Adapted from http://www.aidsmeds.com/list.shtml and each product’s eMC SPC available at http://www.medicines.org.uk/emc/search 

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search
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Entry InhibitorsEntry Inhibitors

Tratamiento antiretroviral

Virus-Cell
Fusion

CD4
Binding

Cell
Membrane

Coreceptor
Binding

CCR5/CXCR4

CCR5 antagonists
Maraviroc

Enfuvirtide

Ibalizumab
UB-421

Fostemsavir

CD4

PRO-140

http://www.aidsmeds.com/list.shtml
http://www.medicines.org.uk/emc/search


Fostemsavir: Inhibidor del acoplamiento



BRIGHTE study: FOSTEMSAVIR in HIGHLY TREATMENT 
EXPERIENCED PATIENTS

Pialoux G, et al. AIDS 2018; Amsterdam, the Netherlands; July 23-27, 2018; Abst. THPEB045.

Non-randomised Open Label FTR 600 mg BID + OBT 

Day
1 

Week 
24 

Week 
48

Week
96

End of
Study

Non-randomised Cohort :
HTE participants, failing current 
regimen with confirmed HIV-1 RNA 
≥400 c/mL and:
 0 ARV classes remaining 

and no remaining fully active 
approved agents

Blinded 
placebo + 

failing 
regimen

Blinded 
FTR 600 mg 
BID + failing 
regimen

  Randomised 
3:1

Day
1

Day 8 –
Primary

Endpoint 

Day 9 –
Open Label
 FTR + OBT  

Week
24  

Week
48 

Week
96*

End of
Study

Open Label FTR 600 mg BID + OBT 

Randomised Cohort :
HTE participants failing current 
regimen with confirmed HIV-1 RNA ≥ 
400 c/mL and:
 1 or 2 ARV classes remaining 

& ≥1 fully active & available agent 
per class

 Unable to construct viable regimen 
from remaining agents



BRIGHTE study: Results

Randomised Cohort
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Lataillade M, et al; 16th EACS, Milan, Italy, October 25-27, 2017; Abst. PS8/5. 
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BRIGHTE study: 
Results by Baseline Characteristics

 Higher response rates:

– Participants with a baseline VL <100,000 c/mL (60%) vs baseline VL≥100,000 c/mL (38%) 

– Participants with a baseline CD4+ T-cell counts of ≥50 cells/μL (63%)
vs baseline CD4+ T-cell counts of <50 cells/μL (37%)

 No difference in response by age, gender, race, and region subgroups
Pialoux G, et al. AIDS 2018; Amsterdam, the Netherlands; July 23-27, 2018; Abst. THPEB045.

Disease Characteristics
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Futuro: 
Nuevas Familias



Attachment

Fusion

CD4

Chemokine 
co-receptor

Reverse 
transcription

Viral DNA
Human genomic DNA

Integration 
(strand transfer) Transcription 

Translation

Accessory 
viral proteins

Gag Pol

Gag

Assembly/
cleavage

Release

Maturation

gp120

Budding

Maturation Inhibitors (MIs):
BMS-955176 HIV-1 Lifecycle



Assembly/
cleavage

Release

Maturation

Budding

Lataillade et al. CROI 2015, Abstract 114LB 

Maturation Inhibitors (MIs):
BMS-955176 HIV-1 Lifecycle



Assembly/
cleavage

Release

Maturation

Budding

Maturation
inhibitor

Lataillade et al. CROI 2015, Abstract 114LB 

Maturation Inhibitors (MIs):
BMS-955176 HIV-1 Lifecycle



GS-CA1: el primer inhibidor de la cápside

Tse WC et al. CROI 2017; Seattle, WA. Abstract 38



GS-CA1: un nuevo inhibidor de la cápside

Tse WC et al. CROI 2017; Seattle, WA. Abstract 38



 Actúa a nivel picomolar
– EC50 de DTG: 1.200 pM
– EC50  de GS-CA1: 140 pM

 Unión a región muy conservada
– Mutantes con escasa capacidad replicativa

 Posibilidad de formulación “long-acting”
– 1 inyección sc mensual

GS-CA1: principales características

Tse WC et al. CROI 2017; Seattle, WA. Abstract 38



 Doravirina: 

– Perfil de resistencias distinto, mejor tolerabilidad

– Tratamiento de inicio, ¿simplificación?, ¿rescate?

 Bictegravir:

– Tratamiento de inicio, simplificación, rescate

– Nuevo STR

 Inh. de la entrada: 

– Tratamiento de rescate.

– Posibilidad administración prolongada

 Inh. Maduración: 

– Interrumpido desarrollo?

 Inh. Cápside:

– Administración prolongada

Nuevos Fármacos: Usos Potenciales
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Biterapias 



Número de Fármacos: Evolución del TAR

Dual
NRTIs
Dual

NRTIs

1987
• First NRTI 
1987
• First NRTI 

1991–2
Two new 
NRTIs 
approved

1991–2
Two new 
NRTIs 
approved

1994
Dual NRTIs better 
than monotherapy

1994
Dual NRTIs better 
than monotherapy

Triple 
combination 

therapy

Triple 
combination 

therapy
Sequential

monotherapy
Sequential

monotherapy MonotherapyMonotherapy

• NNRTI + 2NRTIs
• PI/r +  2NRTIs
• II + 2NRTIs 
• CCR5a + 2 

NRTIs

• NNRTI + 2NRTIs
• PI/r +  2NRTIs
• II + 2NRTIs 
• CCR5a + 2 

NRTIs

Dual
therapy
Dual
therapy

• PI/r + NRTI
• PI/r + NNRTI
• PI/r + CCR5 

inh
• PI/r + II
• II + 3TC

• PI/r + NRTI
• PI/r + NNRTI
• PI/r + CCR5 

inh
• PI/r + II
• II + 3TC



Combinations of bPI + 3TC: 
Switch in suppressed patients

Pérez-Molina JA et al. PS1-1. 16th European AIDS Conference. Milan 2017

HIV-RNA ≥50 cop/mL at week 48
Dual therapy – triple therapy (%) 

SALT

ATLAS

DUAL

OLE

POOLED

 1.40 (-2.80, 5.60)

-0.70 (-5.90, 4.40)

 1.50 (-2.20, 5.30)

 1.70 (-2.60, 6.00)

 0.90 (-1.30, 3.20)

  
00%

Absolute risk difference, (95% CI)
Non-inferiority margin: 4%

4%

Favours DT

At 48w, 4% of patients on DT vs. 3.04% on TT had HIV-RNA ≥50 cop/mL

Difference 0.9% (95%CI, -1.3% to 3.2%) 



SWORD-1 and SWORD-2  Phase III Study Design

Llibre et al. CROI 2017; Seattle, WA. Abstract 44LB

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)DTG + RPV (N=513)

Day 1

Screening

Week 148

CAR (N=511) CAR (N=511) 

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

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

1:11:1

DTG + RPVDTG + RPV

Week 52

Primary 
endpoint 

at 48 weeks: 
subjects with
VL <50 c/mL 

(ITT-E 
snapshot)a

Primary 
endpoint 

at 48 weeks: 
subjects with
VL <50 c/mL 

(ITT-E 
snapshot)a

Early switch phase Late switch phase Continuation phase

a-8% non-inferiority margin  for pooled data

 -10% non-inferiority margin  for individual studies

Countries
Argentina Australia Belgium

Canada
France Germany Italy

Netherlands
Russia Spain Taiwan

United Kingdom
United States                



Snapshot Outcomes at Week 48 (Pooled) 
Virologic outcomes Adjusted treatment difference (95% CI)a

Percentage-point difference

DTG + RPV is non-inferior to CAR with 
respect to snapshot in the ITT-E 
population (<50 c/mL) at Week 48

95 95

<1 1
5 4

CAR DTG + RPV

-3.0 2.5

-0.2

Llibre et al. CROI 2017; Seattle, WA. Abstract 44LB



Taiwo BO, et al. Clin Infect Dis. 2017 

              Baseline viral load

 
> 100,000 cpm

N=37
≤ 100,000 cpm

N=83
Total

N=120
Virological suppression 33 (89%) 75 (90%) 108 (90%)

HIV-1 RNA < 50 c/m [95% CI] [75%,97%] [82%,96%] [83%,95%]

No suppression 3 (8%) 2 (2%) 5 (4%)
HIV-1 RNA ≥ 50 c/m  3   0   3  

Discontinuation with CV > 50 c/m* 0   2   2  

No virological data 1 (3%) 6 (7%) 7 (6%)
Discontinuation for other reasons# 1   5   6  

In study but without data 0   1   1  

* Poor adherence; # Lost of follow-up, pregnancy.

New Strategies: 2 Drug-Regimens

ACTG A5353: 3TC + Dolutegravir
Primary Objective (snapshot at 24 weeks)



GEMINI 1 and 2: Study design

 Eligibility criteria

– ≤10 days of prior ART

– No evidence of pre-existing viral resistance based on presence of any major 
resistance-associated mutation

– No HBV infection or need for HCV therapy

DTG + 3TC (N=716)

Day 
1

Screening 
(28 d)

DTG + TDF/FTC (N=717) 

DTG + 3TC

Week
48

Double-blind 
phase 

Open-label
phase

Continuation 
phase

Week
144

Week 
24

Week
96

ART-naive adults
VL 1000-500,000 c/mL

1:1

Cahn P, et al. AIDS 2018; Amsterdam, the Netherlands; July 23-27, 2018; Abst. TUAB0106LB.



GEMINI 1 and 2: 
Snapshot Outcomes at Week 48

Virologic outcome 
Adjusted treatment difference (95% 

CI)

-10 -8 -6 -4 -2 0 2 4 6 8 10
Percentage-point difference

DTG + TDF/FTC

-6.7 1.5

-4.3 2.9

GEMINI-1

GEMINI-2 -0.7

-2.6

DTG + TDF/FTC DTG + 3TC

Virologic
success

Virologic
nonresponse

No virologic
data

0

20

40

60

80

100
90

4 6

93

2 6

93

2 5

94

2 4

H
IV

-1
 R

N
A

 <
50

 c
/m

L,
 %

GEMINI-1   DTG + 3TC (N=356)   DTG + TDF/FTC (N=358)
GEMINI-2   DTG + 3TC (N=360)   DTG + TDF/FTC (N=359)

Cahn P, et al. AIDS 2018; Amsterdam, the Netherlands; July 23-27, 2018; Abst. TUAB0106LB.



GEMINI 1 and 2: Results

-4 0 4 8 12 16 20 24 28 32 36 40 44 48
-20

0

20

40

60

80

100

0

72

87 89 88 93 90

91

0

70

85 89 90 93 91 93

Study visit

H
IV

-1
 R

N
A

 <
50

 c
/m

L,
 %

Cahn P, et al. AIDS 2018; Amsterdam, the Netherlands; July 23-27, 2018; Abst. TUAB0106LB.

  DTG + 3TC (n=716)

  DTG + TDF/FTC (n=717)

Snapshot Analysis by Visit: Pooled ITT-E Population
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Cabotegravir + Rilpivirine as 
Long-Acting Maintenance Therapy: 
LATTE 2 Week 32 Results‑

Nuevas Estrategias: 
Fármacos de Acción Prolongada



• CAB is an HIV-1 integrase inhibitor
– Oral 30 mg tablet (t½, ~40 hours) 

– LA nanosuspension 200 mg/mL (t½, ~20-40 days) 

• RPV is an HIV-1 NNRTI
– Oral 25 mg tablet (t½, ~50 hours)

– LA nanosuspension 300 mg/mL (t½, ~30-90 days)

• Oral 2-drug CAB + RPV proof of efficacy 
through Week 96 in LATTE-1

 

Background

Margolis et al. CROI 2016; Boston, MA. Abstract 31LB.

12 1684BL 2   242628  32  36  40        48             60               72               84             96     

Pr
op

or
tio

n,
 %

 (9
5%

 C
I)



LATTE-2 Study Design

Margolis et al. CROI 2016; Boston, MA. Abstract 31LB.

ABC/3TC, abacavir/lamivudine; ALT, alanine aminotransferase; IM, intramuscular; PO, orally; Q4W, every 4 weeks; Q8W, 
every 8 weeks; QD, once daily; ULN, upper limit of normal. aSubjects who withdrew after at least 1 IM dose entered the 
long-term follow-up period. bSubjects can elect to enter LA Extension Phase beyond Week 96. 

Induction periodInduction period

Week 32  
Primary analysis 
Dosing regimen 

selection

Day 1 
Randomization

2:2:1 

Week 48 
Analysis 

Dosing regimen 
confirmation

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

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

Week 96b 

CAB loading dose at Day 1 

CAB loading doses at Day 1 and Week 4 

CAB 30 mg + 
ABC/3TC for 

20 weeks

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

Maintenance periodaMaintenance perioda



LATTE-2 Week 32 Primary Endpoint: 
HIV-1 RNA <50 c/mL by Snapshot (ITT-ME)

Margolis et al. CROI 2016; Boston, MA. Abstract 31LB.

*Met pre-specified threshold for concluding IM regimen is comparable to oral regimen (Bayesian posterior probability >90% 
that true IM response rate is no worse than -10% compared with the oral regimen). 

Both Q8W and Q4W comparable to oral CAB at Week 32

Virologic outcomes Treatment differences (95% CI)

Oral 

-4.8 12.2

Q8W

-5.8 11.5

Q4W

* * IM 



Margolis DA. Lancet. 2017;390:1499-1510.

LATTE-2 : Efficacy at week 96 (ITT-ME Snapshot)

Virological Response Differences in treatment  (IC 95%)

Oral IM
Q8W IM

−8.4 14.4

Q4W IM

− 0.6 20.5

94 

4 2 

87 

0 

13 

84 

2 

14 

0 

20 

40 

60 

80 

100 

Virological 
suppression 

Virological 
failure 

No virological 
data 

C
V

 V
IH

-1
 <

5
0

 c
/m

L
, 

%
 

CAB + RPV LA Q8W (n=115) 

CAB + RPV LA Q4W (n=115) 

CAB + NRTIs PO  (n=56) 



Long-acting Oral and Parenteral 
Dosing of MK-8591 for HIV 
Treatment or Prophylaxis

Nuevas Estrategias: 
Fármacos de Acción Prolongada



MK-8591: Time versus Log10 Viral Load Reduction

• Persistent reduction of VL through 10 days with a single 10 mg dose of  MK-
8591 p.o.

• Low projected daily dose amenable to extended duration parenteral 
formulation

-1.64
-1.78

Reducción de C.V. Tras 10 mg (oral)



MK-8591 parenteral formulations release for 
>180 days 

>180 day extended release after a single injection in rat

Note:  
< 50% drug released
after 180 days



Conclusiones

 Tratamiento Antirretroviral Actual

– Excelencia en todas las características

 Futuro

– Nuevos fármacos de viejas familias y nuevas familias de fármacos para 
satisfacer las necesidades no cubiertas 

– Fármacos de administración parenteral y de acción prolongada 
(administración cada 2, 3, 6 o 12 meses)

– Reducción del número de fármacos
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