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concepto
1. Arte que enseña el modo de representar en una superficie los objetos, en la forma y 

disposición con que aparecen a la vista

2. Obra o representación ejecutada con este arte

3. Conjunto de objetos que desde un punto determinado se presentan a la vista del espectador, 
especialmente cuando están lejanos

4. Apariencia o representación engañosa y falaz de las cosas

5. Punto de vista desde el cual se considera o se analiza un asunto

6. Visión, considerada en principio más ajustada a la realidad, que viene favorecida por la 
observación ya distante, espacial o temporalmente de cualquier hecho o fenómeno

7. Contingencia que puede preverse en el curso de algún negocio 



¿perspectivas terapéuticas?

De qué punto partimos

Qué hay disponible

Qué nos gustaría tener



Evolución del tratamiento antirretroviral



¿Perspectiva?

¿Expectativa?

Un tratamiento eficaz

Elevada mortalidad



Chen RY, et al. Clin Infect Dis 2003; 37:714-22.

¿Expectativa?

Un tratamiento eficaz 
pero con menos efectos 
secundarios y más 
cómodo

Vivir mejor



Eficacia virológica a 48 semanas en los últimos 
ensayos clínicos aleatorizados con regímenes de TAR 

de 1ª línea 

Fracaso virológico
Delaugerre C, et al. Clin Infect Dis 2015; 60:463-472.

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

¿Expectativa?

Más comodidad
Menos efectos adversos
Curación

¿Perspectiva?



‘Beyond Viral Suppression’: 

Es necesario un “Cuarto 90”









Pero estábamos hablando de expectativas, y hasta ahora lo hemos 
hecho de realidades y hemos revisado la situación actual

Expectativas

Paciente:
◦ ¿para cuándo la cura?
◦ ¿hay algo nuevo doctor?

Médico:
◦ mejorar supervivencia con 

calidad de vida
◦ Mejorar tratamiento
◦ curación







¿perspectivas terapéuticas?

De qué punto partimos

Qué hay disponible

Qué nos gustaría tener
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Las guías actúan como elementos de referencia











Clinical Studies of Recommended First-line INSTIs 

▪ Rates of discontinuation for AEs numerically lower with INSTIs vs PIs or NNRTIs and no BIC 
or DTG resistance detected in these trials

Trial INSTI Regimen Comparator Wks Outcome vs Comparator

GS-1489[1] BIC/FTC/TAF DTG/ABC/3TC 96 Noninferior

GS-1490[2] BIC/FTC/TAF DTG + FTC/TAF 96 Noninferior

SINGLE[3] DTG + ABC/3TC EFV/FTC/TDF 144 Favors INSTI

FLAMINGO[4] DTG + 2 NRTIs DRV + RTV + 2 NRTIs 96 Favors INSTI

SPRING-2[5] DTG + 2 NRTIs RAL + 2 NRTIs 96 Noninferior

ARIA[6] DTG/ABC/3TC ATV + RTV + FTC/TDF 48 Favors INSTI

GEMINI-1/2[7] DTG + 3TC DTG + FTC/TDF 96 Noninferior

ACTG A5257[8] RAL + FTC/TDF ATV or DRV + RTV + FTC/TDF 96 Favors INSTI

STARTMRK[9] RAL + FTC/TDF EFV + FTC/TDF 240 Favors INSTI

1. Wohl. Lancet HIV. 2019;6:e355. 2. Stellbrink. Lancet HIV. 2019;6:e364. 3. Walmsley. JAIDS. 2015;70:515. 
4. Molina. Lancet HIV. 2015;2:e127. 5. Raffi. Lancet Infect Dis. 2013;13:927. 6. Orrell. Lancet HIV. 2017;4:e536. 
7. Cahn. JAIDS. 2020;83:310. 8. Lennox. Ann Intern Med. 2014;161:461. 9. Rockstroh. JAIDS. 2013;63:77. Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


Bictegravir
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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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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



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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Pero tenemos novedades



En www.Gesida-seismc.org



CID 2019 Feb 1; 68(4):535-544



Datos concordantes en ambos estudios

1.  Orkin C et al. Clin Infect Dis. 2019;68(4):535-544 2. Supplement to Orkin et al, for the DRIVE - AHEAD Study
Group. Doravirine/lamivudine/tenofovir disoproxil fumarate is non-inferior to
efavirenz/emtricitabine/tenofovir disoproxil fumarate in treatment-naive adults with human 
immunodeficiencyvirus–1 infection: week 48 results of the DRIVE-AHEAD trial. Clin Infect Dis.2019;68(4):535-
544.

1. Molina JM et al. Lancet HIV. 2018;5(5):e211-e220. doi:10.1016/S2352-3018(18)30021-3. 2. Supplement to: 
Molina J-M, Squires K, Sax PE, et al, for the DRIVE-FORWARD StudyGroup. Doravirine versus ritonavir-boosted
darunavir in antiretroviral-naive adults with HIV-1 (DRIVE-FORWARD): 48-week results of a randomised, double-
blind, phase 3, non-inferiority trial. Lancet HIV 2018; published online March 25. http://dx.doi.org/10.1016/ 
S2352-3018(18)30021-3 .  





Tasa baja de discontinuaciones por acontecimientos adversos 1,2

Tasa de discontinuaciones durante 48 semanas1,2

1. Molina JM et al. Lancet HIV. 2018;5(5):e211-e220. doi:10.1016/S2352-3018(18)30021-3.

2. Orkin C et al. Clin Infect Dis. 2019;68(4):535-544. 

Un estudio de 48 semanas en pacientes adultos con VIH-1 no tratados previamente mostró:



1. Orkin C et al. Clin Infect Dis. 2019;68(4):535-544.

Número significativamente menor de acontecimientos adversos neuropsiquiátricos 
en tres categorías predefinidas1



Diferencia significativa en el C-LDL y el C-no-HDL en ayunas con PIFELTRO + 2 ITIAN frente a DRV/r + 2 
ITIAN a las 48 semanas1

aNo se predefinieron análisis estadísticos en estas categorías.

1. Molina JM et al. Lancet HIV. 2018;5(5):e211-e220. doi:10.1016/S2352-3018(18)30021-3. 

Perfil lipídico superior frente a DRV/r1
Un estudio de 48 semanas en pacientes adultos con VIH-1 no tratados previamente mostró:

a a a



Dobles terapias
OPCIONES DOBLES TERAPIAS
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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



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








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 





Y seguimos teniendo novedades, muy interesantes



Más opciones: 
nuevas formas de 

administración





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



1. Margolis. Lancet. 2017;390:1499. 2. NCT02951052. 3. NCT02938520. 4. NCT03299049. 

Studies of Long-Acting Cabotegravir + Long-
Acting Rilpivirine 

Study Phase Study Population Switch Regimen

LATTE-2[1] IIb
▪ ART-naive receiving

CAB PO + ABC/3TC PO
CAB IM + RPV IM Q4W or 

Q8W

ATLAS[2] III

▪ ART-experienced with long-
term suppression on INSTI, 
NNRTI,
or PI-based ART

CAB IM + RPV IM Q4W

FLAIR[3] III
▪ ART-naive with recent 

suppression
on DTG/ABC/3TC

CAB IM + RPV IM Q4W

ATLAS-
2M[4] III

▪ Suppressed on INSTI, NNRTI, or 
PI-based ART

▪ Participants with long-term 
suppression from ATLAS

CAB IM + RPV IM Q4W or 
Q8W

Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


Conference on Retroviruses and Opportunistic Infections; March 8–11, 2020; Boston, Massachusetts

CABOTEGRAVIR + RILPIVIRINE EVERY 2 MONTHS IS 
NONINFERIOR TO MONTHLY DOSING: WEEK 48 
RESULTS FROM THE ATLAS-2M STUDY

Edgar T. Overton1, Gary Richmond2, Giuliano Rizzardini3, Hans Jaeger4, Catherine Orrell5, Firaya 
Nagimova6, Fritz Bredeek7, Miguel García Deltoro8, Paul D. Benn9, Yuanyuan Wang10, Krischan J. 
Hudson11, David A. Margolis11, Kimberly Y. Smith11, Peter E. Williams12, William Spreen11

1University of Alabama at Birmingham, Birmingham, AL, USA; 2Broward Health Medical Center, Fort Lauderdale, FL, USA; 3Fatebenefratelli Sacco 
Hospital, Milan, Italy; 4MVZ Karlsplatz, HIV Research and Clinical Care Center, Munich, Germany; 5Desmond Tutu HIV Foundation, University of 
Cape Town Medical School, Cape Town, South Africa; 6Republic Center for the Prevention and Control of AIDS and Infectious Diseases, Russia; 
7Metropolis Medical, San Francisco, CA, USA; 8General Hospital of Valencia, Valencia, Spain; 9ViiV Healthcare, Brentford, UK; 10GlaxoSmithKline, 
Collegeville, PA, USA; 11ViiV Healthcare, Research Triangle Park, NC, USA; 12Janssen Research & Development, Beerse, Belgium
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ART, antiretroviral therapy; CAB, cabotegravir; IM, intramuscular; INSTI, integrase stand transfer inhibitor; ITT-E, intent-to-treat exposed; LA, long-acting; NRTI, nucleoside reverse transcriptase inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; Q4W, every 4 weeks; Q8W, every 8 weeks; RPV, rilpivirine; SOC, standard of care; Wk, week.

ATLAS-2M Study Design

Screening Phase Maintenance Phaseǁ Extension Phase

Option to continue

randomized CAB + RPV LA

Q4W or Q8W at Week 100

D
a
y
 1

W
k

4
¶

*Participants transitioning from ATLAS must have been on CAB + RPV LA Q4W or a current ART regimen through at least Week 52 of the ATLAS study and had plasma HIV-1 RNA <50 c/mL at screening. †SOC participants not 

transitioning from the ATLAS study were to be on uninterrupted current regimen (either the initial or second combined ART regimen) for at least 6 months prior to screening. Documented evidence of at least two plasma HIV-1 RNA 

measurements <50 c/mL in the 12 months prior to screening, one within the 6- to 12-month window and one within 6 months prior to screening, was required. Participants were excluded if they had a history of virologic failure; evidence of 

viral resistance based on the presence of any resistance-associated major INSTI or NNRTI mutation (except K103N) from prior genotype assay results. ‡Intent-to-treat exposed population. §1149 participants were screened, and 1049 

participants were randomized. 4 participants did not receive study drug and therefore were not part of the ITT-E population. ǁParticipants who withdraw from the IM regimen must go into 52-week long-term follow-up if randomized regimen 

is not yet locally approved and commercially available. ¶Participants on oral lead-in treatment attended a Week 4 visit to assess tolerability. In participants in the Q4W arm who had an oral lead-in, the first LA dose was CAB 600 mg + 

RPV 900 mg.

ATLAS SOC arm + 

additional SOC 

participants†: PI-, 

NNRTI-, or INSTI-

based regimen 

with 2 NRTIs 

n=654‡

Oral

CAB +

RPV 

Except 

participants

from ATLAS

already on

LA therapy

Q8W CAB (600 mg) + RPV (900 mg) LA

(n=522) 

Q4W CAB (400 mg) + RPV (600 mg) LA 

(n=523)  

ATLAS Phase 3 

study (CAB + RPV 

LA Q4W)*

n=391‡

W
k

 4
8

W
k

9
6

W
k

 1
0

0

1o Endpoint

Overton et al. CROI 2020; Boston, MA. Presentation 3334.

Randomized 

1:1§

Phase 3, randomized, multicenter, parallel-group, noninferiority, open-label study



Q4WQ8W

-10 -8 -6 -4 -2 0 2 4 6 8 10

Difference (%)

–0.6 2.2

0.8

4% NI

margin

Primary endpoint          

(≥50 c/mL):

Q8W is noninferior to Q4W 

(Week 48)

Adjusted Treatment Difference at Week 48 (95% CI)*

63

Participant numbers: n=522 Q8; n=523 Q4; CAB, cabotegravir; CI, confidence interval; CMH, Cochran–Mantel–Haenszel; LA, long-acting; NI, noninferiority; RPV, rilpivirine; Q4W, every 4 weeks; Q8W, every 8 weeks. 

ATLAS-2M Virologic Snapshot Outcomes at Week 48 for ITT-E: 
Noninferiority Achieved for Primary and Secondary Endpoints 

Key secondary endpoint 

(<50 c/mL):

Q8W is noninferior to Q4W 

(Week 48)

Difference (%)

-10 -8 -6 -4 -2 0 2 4 6 8 10

–2.1 3.7
0.8

Q8WQ4W

–10% NI

margin

*Based on CMH stratified analysis adjusting for the following baseline stratification factor: 

prior exposure to CAB + RPV (0 weeks, 1–24 weeks, >24 weeks).
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Overton et al. CROI 2020; Boston, MA. Presentation 3334.
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AE, adverse event; ITT-E, intent-to-treat exposed; Q4W, every 4 weeks; Q8W, every 8 weeks.

ATLAS-2M Snapshot Outcomes at Week 48 (ITT-E 
Population)

*Discontinuations for AEs (event level) include Q8W: Injection site pain (n=2), injection site abscess, injection site discomfort, skin lesion, fatigue, acute hepatitis B, asthenia, 

presyncope, pancreatitis acute, headache, rash maculo-papular (all n=1). †Q4W: injection site pain (n=11), abnormal dreams (n=2), injection site swelling (n=2), hyperhidrosis 

(n=2), fatigue (n=2), injection site nodule, influenza, headache, acute hepatitis B, dizziness, glioblastoma, allergic reaction, transaminase increase, depression, chills, insomnia, 

myalgia, nausea, presyncope, pyrexia, sleep disorder, disturbance in attention (all n=1). ‡Q8W: Withdrawal by participant (n=4), investigator decision (n=4), lost to follow-up (n=2), 

protocol deviation (n=1), lack of efficacy (n=1). §Q4W: Withdrawal by participant (n=12), protocol-specified withdrawal criteria met (pregnancy) (n=3), protocol deviation (n=1).

Snapshot outcome, ITT-E, n (%)

Q8W 

(n=522)

Q4W

(n=523)

HIV-1 RNA <50 c/mL at Week 48 492 (94.3) 489 (93.5)

HIV-1 RNA ≥50 c/mL at Week 48  9 (1.7) 5 (1.0)

Data in window not <50 c/mL 3 (0.6) 2 (0.4)

Discontinued for lack of efficacy 6 (1.1) 2 (0.4)

Discontinued for other reasons while not <50 c/mL 0 1 (0.2)

No virologic data 21 (4.0) 29 (5.5)

Discontinued for AE or death 9 (1.7)* 13 (2.5)†

Discontinued for other reasons 12 (2.3)‡ 16 (3.1)§

Overton et al. CROI 2020; Boston, MA. Presentation 3334.
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*For those with observed RAMs at failure: 6/6 Q8W and 1/1 Q4W CVFs had RPV resistance (fold-change >2), and 3/5 Q8W and 1/2 Q4W CVFs had CAB resistance (fold-change >2.5); CVF definition: 2 consecutive plasma HIV-1 RNA 
levels ≥200 c/mL after prior suppression to <200 c/mL. †Or mixture

ART, antiretroviral therapy; CVF, confirmed virologic failure; HAART, highly active antiretroviral therapy; IN, integrase; PBMC, peripheral blood mononuclear cell; PI, protease inhibitor; Q4W, every 4 weeks; Q8W, every 8 weeks; RAM, 
resistance-associated mutation; RPV, rilpivirine.

ATLAS-2M: Summary of Confirmed Virologic Failures

n
CVFs
n (%)

CVFs with RPV 
RAMs*

RPV RAMs 
Observed at Failure

CVFs with IN 
RAMs*

IN RAMs 
Observed at Failure

Q8W 522 8 (1.5) 6/8 K101E, E138E/K, E138A, Y188L 5/8 Q148R,† N155H†

Q4W 523 2 (0.4) 1/2 K101E, M230L 2/2 E138E/K, Q148R, N155N/H 

• Post hoc baseline PBMC HIV-1 DNA results for Q8W arm:

• 5/8 CVFs had pre-existing major RPV RAMs (E138A, Y188L, Y181Y/C, H221H/Y, E138E/A, Y188Y/F/H/L)

• 1/8 CVFs had a pre-existing major IN RAM (G140G/R)

• 5/8 CVFs had L74I polymorphism (3 subtype A or A1, 1 subtype C, 1 complex subtype) 

• 9/10 CVFs re-suppressed on fully active oral HAART (1/10 non-compliance on PI-based ART)

• All CVFs retained phenotypic sensitivity to dolutegravir

• Factors contributing to CVF (e.g. baseline resistance and drug concentrations) are being further evaluated

• PBMC HIV-1 DNA analysis underway across Phase 3 program
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AE, adverse event; ISR, injection site reaction; Q4W, every 4 weeks; Q8W, every 8 weeks; SAE, serious adverse event.

ATLAS-2M Safety and Tolerability Was Similar Between Q8W 
and Q4W Dosing Arms: AEs Excluding ISRs

• AEs were similar between the Q8W and Q4W dosing arms

• Overall, 96% of drug-related AEs were Grade 1–2

• Drug-related AEs led to withdrawal in 5 participants in the Q8W arm and 8 in the Q4W arm

*Drug-related SAEs were presyncope and acute pancreatitis in the Q8W group and allergic reaction in the Q4W group. †The fatal SAE was sepsis. The death was not considered related to study drug. A further 

participant died during screening (did not receive study drug).

Q8W (n=522)
n (%)

Q4W (n=523)
n (%)

Any AE 403 (77) 441 (84)

Drug-related AEs 109 (21) 125 (24)

Any Grade ≥3 29 (6) 30 (6)

Drug-related Grade ≥3 4 (<1) 5 (<1)

AEs leading to withdrawal 8 (2) 10 (2)

Drug-related AEs leading to withdrawal 5 (<1) 8 (2)

Any SAE 26 (5) 19 (4)

Drug-related SAEs* 2 (<1) 1 (<1)

Fatal SAEs† 1 (<1) 0

Drug-related fatal SAEs 0 0

Overton et al. CROI 2020; Boston, MA. Presentation 3334.



◦ 24,181 injections were administered in total 

◦ <2% of participants discontinued due to injection-related reasons

◦ The majority (98%, 5568/5659) of ISRs were Grade 1–2, with a median duration of 3 days in both arms

67

ATLAS-2M Injection Site Reactions

AE, adverse event; ISR, injection site reaction; ITT-E, intent-to-treat exposed; Q4W, every 4 weeks; Q8W, every 8 weeks.

Outcome, n (%), ITT-E
Q8W 

(n=522)

Q4W 

(n=523)

Number of injections

Number of ISR events 

(events/injections)*

Grade ≥3 – severe†

8470

2507 (30)

43 (<1)

15,711

3152 (20)

48 (<1)

Injection site reactions‡

Pain

Nodule 

Discomfort

2014 (24)

113 (1)

92 (1)

2567 (16)

204 (1)

110 (1)

Withdrawals due to injection-related 

reasons, participant n (%)§
6 (1) 11 (2)  

Overton et al. CROI 2020; Boston, MA. Presentation 3334.

*All event-level ISR percentages are calculated from the total number of injections. Note: A single injection 

could result in more than one ISR. †There were no Grade 4 or Grade 5 ISRs. ‡ISRs occurring in >1% of 

injections in either the Q4W or Q8W arms are shown. §Q8W: 5 participants had an ISR leading to withdrawal 

and 1 participant withdrew consent from the study due to injection intolerability; Q4W: 5 participants had an 

ISR leading to withdrawal and 6 participants withdrew consent from the study due to injection intolerability.
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Note: Day 1 only included participants with prior CAB + RPV exposure due to the oral lead-in phase.



Q8W CAB + RPV LA Q4W CAB + RPV LA

Daily oral No preference

2% 1%      3%1% 1%

Q8W CAB + RPV LA Daily oral No preference

68

Daily oral therapy refers to CAB + RPV oral therapy that was received during the oral lead-in period for either this study or the ATLAS study.

Percentages are calculated out of those participants with recorded response to the preference.

CAB, cabotegravir; LA, long-acting; Q4W, every 4 weeks; Q8W, every 8 weeks; RPV, rilpivirine; SOC, standard of care.

ATLAS-2M: Majority of Participants Preferred Q8W Dosing

Participants in Q8W arm with prior Q4W 

experience in ATLAS†

Participants in Q8W arm from SOC 

(no prior Q4W experience)*

Overton et al. CROI 2020; Boston, MA. Presentation 3334.

94%98%

*306 participants responded to the preference question. †191 participants responded to the preference question.



Q8W dosing of CAB + RPV LA was highly efficacious and noninferior to Q4W dosing

◦ Virologic non-response (≥50 c/mL) was infrequent and similar between the two arms 

◦ Virologic suppression was maintained in 94.3% and 93.5% of those in the Q8W and Q4W arms, respectively

◦ The rate of confirmed virologic failure was low overall (1%)

CAB + RPV LA was well tolerated with a comparable safety profile between arms

◦ ISRs were mostly Grade 1–2 (98%) with a median duration of 3 days

98% of participants preferred Q8W dosing of CAB + RPV LA treatment over oral therapy, and Q8W dosing 
was preferred by 94% of participants with prior Q4W experience

CAB + RPV LA, dosed every 2 months, is an innovative and effective treatment for maintenance of 
virologic suppression in people living with HIV
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ATLAS-2M Week 48 Conclusions

CAB, cabotegravir; LA, long-acting; RPV, rilpivirine; Q4W, every 4 weeks; Q8W, every 8 weeks.

Overton et al. CROI 2020; Boston, MA. Presentation 3334.



What do patients want?

❑ ISR reported in 28.6% of all injections in 
FLAIR of which <1% led to treatment 
withdrawal

❑ High satisfaction rates with LA therapy 
reported across studies 

❑ 98% of participants in ATLAS 2M preferred 
CAB + RPV LA over oral therapy

❑ 94% of the ATLAS 2M participants who had 
been on Q4 week dosing in ATLAS preferred 
Q8 week dosing

Slide 70 of 35



Patient-Reported Outcomes Through 
Week 48 of ATLAS-2M: A Study of 
Long-Acting Cabotegravir and Rilpivirine 
Administered Every Four or Eight Weeks

V Chounta, ET Overton, A Mills, S Swindells, PD Benn, S Vanveggel, R van Solingen-
Ristea, Y Wang, KJ Hudson, M Shaefer,

DA Margolis, K Smith, W Spreen

Crystal



Resultados: ACEPTACIÓN en el ISR (PIN)

PRO, Patient Reported Outcomes; LA, long-acting; CAB, cabotegravir; RPV, rilpivirine;
ISRs, injection-site reactions; Q8W, once every 8 weeks; Q4W, once every 4 weeks. Aumenta la aceptación



Resultados: PREFERENCIAS- I

PRO, Patient Reported Outcomes; LA, long-acting; CAB, cabotegravir; RPV, rilpivirine; 
Q8W, once every 8 weeks; Q4W, once every 4 weeks.

▪ Entre los participantes del grupo Q8W con exposición previa a CAB + RPV, el 94% (n = 179/191) prefirió 
la dosis de CAB + RPV Q8W frente a Q4W (3% [n = 6/191]) o la dosis oral diaria (2% [ n = 4/191])

Preferencias en el Tratamiento LA en el grupo de administración Q8W



ATLAS 2M Wk 48 PRO: Conclusiones

PRO, Patient Reported Outcomes; LA, long-acting; CAB, cabotegravir; RPV, rilpivirine;
Q8W, once every 8 weeks; Q4W, once every 4 weeks; 

▪ CAB + RPV LA se asoció con altos niveles de satisfacción y aceptación con el tratamiento 
independientemente de si habían estado expuestos o no previamente a CAB + RPV LA

▪ De aquellos sin experiencia previa de CAB + RPV LA, la satisfacción y la aceptación al 
tratamiento con LA, en comparación con el tratamiento oral diario previo, aumentaron 
sustancialmente tanto ambos brazos Q8W y Q4W

▪ Para los participantes que hicieron la transición desde el grupo Q4W  del estudio ATLAS, 
se mantuvieron altos niveles de satisfacción con el tratamiento después de más de 96 
semanas con CAB + RPV LA

▪ La gran mayoría de los participantes prefirieron la dosificación Q8W y Q4W sobre la 
dosificación oral diaria, y la gran mayoría prefirió la pauta de Q8W  versus la pauta Q4W



Skin cells at 20x magnification

Feasibility of implementing long-acting 
injectable anti-retroviral therapy to treat HIV: 
a survey of health providers from the 13 
countries participating in the ATLAS 2-M trial

Deanna Kerrigan, Miranda Murray, Tahilin Sanchez Karver, Andrea 
Mantsios, Nicki Walters, Krischan Hudson, Emma Kaplan-Lewis, 

Federico Pulido, AC Bassa, David Margolis, Noya Galai
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Resultados
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• Barreras principals:  la falta de adherencia
a las visitas: tiempo empleado en el viaje, 
tiempo empleado en la visita, barreras 
logísticas

• Coste: Barrera reportada en Africa

• Beneficios: Privacidad, estilo de vida, 
Comodidad

Barreras del Long Acting

Resultados: feasibility

Beneficios del Long Acting
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N
(293)

%

Patients not returning to 
clinic on time for injection 
appointments

224 79.7

Risk of resistance for
patients not adherent to
injections

195 69.4

Patients moving out of the
area

182 64.8

Patients switching to a 
different provider

154 54.8

Drug interactions and 
comorbidities (e.g. TB, 
HCV)

138 49.1

Taking a patient off CAB LA 
+ RP 
LA and switching to oral 
ART

120 42.7

The oral lead-in phase 
before starting injections

68 24.2

• Focalizado en la adherencia a los horarios de 
inyección: 

• Pacientes que no regresan a la cita prevista para la 
inyeccion (80%)

• Riesgo de Resistencia debido a la falta de adherencia a 
la cita para la inyección (69%)

• Miedo de que los pacientes se muden (65%)

Resultados: Preocupaciones del clínico (cont.)
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Conclusiones

▪ Los resultados del estudio sugieren un éxito en la implentación del LA

▪ Las barreras logísticas y las preocupaciones de los clínicos se centran en la pérdida de 
adherencia a las vistas

▪ Hay por tanto retos logísticos que superar para conseguir beneficios en el tratamiento 
de los pacientes

▪ La privacidad se informó como un beneficio en la mayoría de las regiones. 

▪ En Europa los beneficios otorgados al long acting son sobre todo la conveniencia y 
aquellos de carga emocional



Otros long acting
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P011: First-in-Class NRTTI Islatravir + Doravirine vs 
DOR/3TC/TDF in Treatment-Naive Adults

International, randomized, double-blind phase IIb trial

Slide credit: clinicaloptions.com

ART-naive patients ≥ 18 yrs 
of age with HIV-1 RNA 

≥ 1000 copies/mL, CD4+ 
cell count ≥ 200 cells/mm3, 

no ARV drug resistance, 
no active HCV or HBV 

coinfection
(N = 121)

ISL 0.25 mg QD + DOR QD + 3TC QD*
+ DOR/3TC/TDF placebo

(n = 29)

ISL 0.75 mg QD + DOR QD + 3TC QD*
+ DOR/3TC/TDF placebo

(n = 30)

ISL 2.25 mg QD + DOR QD + 3TC QD*
+ DOR/3TC/TDF placebo

(n = 31)

Wk 24 Wk 192

DeJesus. AIDS 2020. Abstr OAB0305.

Wk 48
Current Analysis

*Patients discontinued 3TC after 24 wks if HIV-1 RNA < 50 copies/mL.

DOR/3TC/TDF +
ISL/DOR/3TC placebo

(n = 31)

ISL 0.25 mg QD + DOR QD 
(n = 29)

ISL 0.75 mg QD + DOR QD 
(n = 30)

ISL 2.25 mg QD + DOR QD 
(n = 31)

DOR/3TC/TDF
(n = 31)

Stratified by HIV-1 RNA
≤ vs > 100,000 c/mL

http://www.clinicaloptions.com/


P011 Study: ISL + DOR vs DOR/3TC/TDF 
in Treatment-Naive Adults

Orkin. AIDS 2020. Abstr OAB0302. Reproduced with permission.

*Participants initially received ISL + DOR + 3TC and switched to ISL + DOR during the Wk 24-48 period of the study.

Slide credit: clinicaloptions.com
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P011: Protocol Defined Virologic Failure at Wk 48

HIV-1 RNA levels at second assessment were < 80 copies/mL in all patients with PDVF; no patient met criteria for 
resistance testing (HIV-1 RNA > 400 copies/mL)

No evidence that PDVF was associated with drug pharmacokinetics

Orkin. AIDS 2020. Abstr OAB0302.



Islatravir + Doravirine: Adverse Events Through Wk 48

Majority of diarrhea, headache events were mild, transient, and not related to study drug

Elevated creatinine kinase was most common laboratory abnormality; no dose-related trends; 
9 of 10 cases associated with physical exertion and all resolved

DeJesus. AIDS 2020. Abstr OAB0305.



Lenacapavir: First-in-Class HIV Capsid Inhibitor

HIV capsid is essential at multiple stages in the viral life cycle

8
7

‡

Begley R, et al. AIDS 2020. PEB0265



LEN inhibits multiple processes essential for viral replication

LEN modulates the stability and/or transport of capsid complexes

8
8

LEN

(EC50 50 pM)

EC50, half-maximum effective concentration; Gag, group-specific antigen; Pol, polymerase.

Lenacapavir: First-in-Class HIV Capsid Inhibitor
‡

Begley R, et al. AIDS 2020. PEB0265



* Change (mean) on Day 10 in 20-mg cohort was -1.3 log10 copies/mL, while
maximal change (mean) through Day 10 was -1.4 log10 copies/mL;

† Change (mean) on Day 10 in 450-mg cohort was -2.1 log10 copies/mL, while
maximal change (mean) through Day 10 was -2.2 log10 copies/mL

-2.0

0

-1.0

-2.5

-1.5

-0.5

-3.0

-3.5

M
ea

n
 C

h
an

ge
 in

 H
IV

-1
 R

N
A

,
Lo

g 1
0

C
o

p
ie

s/
m

L 
(9

5
%

 C
I)

1 2 3 4 5 6 7 8 9 10
Time (Day)

Single SC 
GS-6207 Dose

Start of
B/F/TAF

-1.3*

-1.8

-2.1†
-2.3

Placebo (n=10)
GS-6207 20 mg (n=6)
GS-6207 50 mg (n=6)
GS-6207 150 mg (n=6)
GS-6207 450 mg (n=6)
GS-6207 750 mg (n=5)

GS-6207 oral tablets can be administered 
without regard to food3

Other Findings

Site-directed mutagenesis → GAG mutations 
had no effect on potency of GS-6207

These results support further clinical evaluation of GS-6207 as a long-acting antiretroviral agent, and of oral 
GS-6207 for use in PLWH.

Dose-dependent Antiviral Activity of Subcutaneous, Long-acting GS-6207 (Phase 1b)1

Adapted from: 1. Daar E, et al. Presented at CROI 2020; Poster #469; 2. Margot NA, et al. Presented at CROI 2020; Poster #529;
and 3. Begley R, et al. Presented at CROI 2020; Poster #470.



Study DesignGS-US-200-4538: Lenacapavir Safety and PK in 
Healthy Volunteers

n=8

Week 26Day 1

B/F/TAF

Phase 1, blinded, placebo-controlled, randomized, single ascending dose study in healthy volunteers (N=30)

N = 30
n=8

HIV-negative 

participants

n=6

n=8

Primary Objective

• To assess the safety, tolerability, and PK of escalating single doses of subcutaneous LEN

Single SC Dose Primary Endpoint

LEN 300 mg (1 x 1.0 mL)

LEN 900 mg (3 x 1.0 mL)

LEN 900 mg (2 x 1.5 mL)

PBO

4:1

Day 225
Last Visit

Begley R, et al. AIDS 2020. PEB0265



Single SC doses of up to 900 mg LEN were 
generally safe and well tolerated
◦ No serious or Grade 2, 3, or 4 AEs related to study 

drug†

◦ No AEs leading to discontinuation

◦ ISRs were common (80%) and all mild

Target concentrations sustained for ≥6 months 
after single 900 mg dose 

◦ Slow release necessitates oral PK loading dose 
prior to first injection

Preliminary PK and safety data support continued clinical development of long-acting 

SC LEN in conjunction with an oral LEN loading dose

ISRs, injection site reactions. IQ: Ratio of LEN plasma concentration/EC95 *paEC95 =1.16 ng/mL (macrophages), 2.32 ng/mL (CD4+ T cells), and 3.87 ng/mL (MT-4 cells)

†One participant had Grade 3 AEs of abscess (also serious AE), cellulitis, and MRSA infection, none of which were related to LEN

Mean (SD) LEN Single Dose Plasma 
Concentration-Time Profiles

6 months

(26 weeks)

Begley R, et al. AIDS 2020. PEB0265
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LEN 900 mg (3 x 1.0 mL)

LEN 900 mg (2 x 1.5 mL)
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Lenacapavir PK Study: PK & Safety of SC LEN



ISRs occurred in 80% of patients; all grade 1 severity, most resolved within days

No patient experienced grade 2, 3, or 4 AEs

Grade 3/4 laboratory abnormalities occurred in 7 (23%) patients; none was of clinical relevance

No discontinuations due to AEs

Begley. AIDS 2020. Abstr PEB0265.

AEs Occurring in 
≥ 5 Patients, n (%)

LEN 300 mg or PBO,
1 x 1.0 mL

(n = 10)

LEN 900 mg or PBO,
3 x 1.0 mL

(n = 10)

LEN 900 mg or PBO,
2 x 1.5 mL

(n = 10)

Total LEN or 
PBO

(n = 30)

Injection-site induration 3 (30) 8 (80) 10 (100) 21 (70)

Injection-site pain 0 6 (60) 8 (80) 14 (47)

Injection-site erythema 1 (10) 5 (50) 4 (40) 10 (33)

Headache 3 (30) 4 (40) 3 (30) 10 (33)

Injection-site swelling 0 4 (40) 4 (40) 8 (27)

Injection-site nodule 2 (20) 3 (30) 0 5 (17)

Lenacapavir PK Study: PK & Safety of SC LEN



Nuevos tratamientos en investigación



¿perspectivas terapéuticas?

De qué punto partimos

Qué hay disponible

Qué nos gustaría tener



Pie de página

Gracias por su 
atención


