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TAR actual

• Eficacia: >90-95% con el objetivo de CV indetectable. ¿Otros objetivos?

• Sencillo y cómodo:

• Varios STR, comprimidos pequeños.

• Varios con pocos o nulos requerimientos dietéticos. 

• Pocas interacciones y bien conocidas. (www.hiv-druginteractions.org)

• Muy Robusto: pocos fracasos y con pocas consecuencias.

• Tolerancia: discontinuaciones de los TAR modernos por EA 0-5%.



TAR actual



2DR, 2-drug regimen; 3DR, 3-drug regimen Trezza C, et al. Curr Opin HIV AIDS 2015;10:239–45

Historically 

ART available
(multiple pills)

CAB + RPV LA offers patients a
different treatment experience
and the option to choose
what type of dosing suits themDaily oral 3DR

(single pill) 

Now

The future

Daily oral 2DR
(single pill) 

Daily oral 3DR
and 2DR

Evolución de la Terapia Antirretroviral (TAR)



¿Por qué es importante explorar nuevas 
formas de administración del TAR?

• Eficacia del tratamiento depende de la adherencia.
✔ Para el paciente.
✔ Tratamiento como prevención (TasP: “Treatment as Prevention”).

• Se precisan altos niveles de adherencia para que el tratamiento 
“funcione” (objetivo: carga vírica indetectable).

• Barreras para una buena adherencia: salud mental, abuso de sustancias, 
efectos secundarios, capacidad del paciente para manejar su medicación, 
…

Chesney MA. Factors affecting adherence to antiretroviral therapy.  Clin Infect Dis. 2000;30(Supplement 2):S171–S176176
Kagee A, Remien RH, Berkman A, Hoffman S, Campos L, Swartz L. Structural barriers to ART adherence in Southern Africa: challenges and potential ways forward. Global public health.  2011;6(1):83–97. 
Reda AA, Biadgilign S. Determinants of adherence to antiretroviral therapy among HIV-infected patients in Africa. AIDS Res Treat. 2012;2012:574656.
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Calidad de vida

•RAE: “Conjunto de condiciones que contribuyen a hacer 
agradable y valiosa la vida”.

•Va más allá del ámbito sanitario.

•Tiene un componente subjetivo, de percepción.

•Su evaluación probablemente precisa un enfoque múltiple.



Estigma
ESTIGMA SOCIAL:
En sociología, estigma es una 
condición, atributo, rasgo o 
comportamiento que hace que 
la persona portadora sea 
incluida en una categoría social 
hacia cuyos miembros se genera 
una respuesta negativa y se la 
vea como inaceptable o inferior.

El concepto fue acuñado en 1963 
por el sociólogo canadiense 
Erving Goffman, en su 
reconocido libro del mismo 
título, en que precisa la noción 
sociológica del término como 
pertenencia a un grupo social 
menospreciado (grupo étnico, 
religión, nación, etc.).



Esquema adaptado de:  UNAIDS Confronting discrimination 2017. Available from: 
https://www.unaids.org/en/resources/documents/2017/confronting-discrimination. Last accessed: July 2020
Referencias: 1. UNAIDS Confronting discrimination 2017. Available from: 
https://www.unaids.org/en/resources/documents/2017/confronting-discrimination. Last accessed: July 2020; 2. Mahamboro DB, et al. Int J 
Environ Res Public Health 2020,17:636.
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Dificultad para acceder a servicios de salud

El estigma puede impactar en todos los escalones de la cascada 
del cuidado del VIH, afectando la salud de las PVV a largo plazo



Fármacos de acción prolongada

•  Cabotegravir/Rilpivirina

•  Islatravir

•  Islatravir/Doravirina (MK-8591A)

•  Islatravir/MK-8507

•  Lenacapavir

•  Ibalizumab

•  Implantes 



*CAB LA Q4W IM injection in combination with VRC07-523LS (a broadly neutralizing monoclonal antibody) Q8W IV infusion
†MOCHA (IMPAACT 2017) Phase I/II study will provide supportive information for HIV prevention in adolescents

Potential indication Phase II Phase III Phase IIIb Implementation

Key 
Phase II/III

data

LATTE (N=243)1 
LATTE-2 (N=309)2

ATLAS-2M 
(N=1,045)5 

Q4W versus Q8W 

Treatment
(adults)

ATLAS (N=616)3

FLAIR (N=629)4

Q4W versus daily oral 

POLAR (N=98)7

Q2M, rollover from 
LATTE study

Treatment
(<18 years)

MOCHA† 
(N≈155)12

CUSTOMIZE 
(N=135)6

Q4W, US

LATITUDE (N≈350)8

Q4W, sub-optimal 
adherence

ACTG 5357 (N≈74)11

CAB LA plus 
VRC07-523LS*

CARISEL 
(N=437)10 

Q2M, EU

SOLAR (N=654)9

Q2M, BIC/FTC/TAF 
switch

    Primary end-point achieved     On-going

1. Margolis DA, et al. Lancet Infect Dis 2015;15:1145–55. 2. Margolis DA, et al. Lancet 2017;390:1499–510. 3. Swindells S, et al. N Engl J Med 2020;382:1112‒23.4. Orkin C, et al. N Engl J Med 2020;382:1124‒35. 5. Overton ET, et al. Lancet. 2021;396:1994-2005. 
6. CUSTOMIZE (209493). Available at: https://clinicaltrials.gov/ct2/show/NCT04001803 (accessed April 2022). 7. POLAR (209035). https://clinicaltrials.gov/ct2/show/NCT03639311 (accessed April 2022). 8. LATITUDE (ACTG 5359). Available at: https://clinicaltrials.gov/ct2/show/NCT03635788 (accessed April 2022). 9. SOLAR 
(213500). Available at: https://clinicaltrials.gov/ct2/show/NCT04542070 (accessed April 2022). 10. Hocqueloux et al. EACS 2021; Virtual and London, UK. Poster PE2/37. 11. ACTG 5357. Available at: https://clinicaltrials.gov/ct2/show/NCT03739996 (accessed April 2022).12. MOCHA (IMPAACT 2017). Available at: 
https://clinicaltrials.gov/ct2/show/NCT03497676 (accessed April 2022)

> 4.500 patients In > 25 countries > 500 women

Programa de desarrollo clínico de CAB + RPV LA



ATLAS-2M & ATLAS4,2

FLAIR3

LATTE-21

CARISEL5

SOLAR6

Spain contribution to CAB + RPV LA  CT

CAB + RPV LA studies
                                                              
CENTERS

Phase II 9

Phase III (FLAIR, ATLAS, ATLAS-2M, CARISEL and  SOLAR) 42

44 DIFFERENT CENTERS 
INVOLVED IN THE CLINICAL 

DEVELOPMENT OF CAB + RPV 
LA 

1. Margolis DA, et al. Lancet 2017;390:1499–510. 2. Swindells S, et al. N Engl J Med 2020;382:1112‒23. 3. Orkin C, et al. N Engl J Med 2020;382:1124‒35. 4. Overton ET, et al. Lancet. 
2021;396:1994-2005. 5. CARISEL (213199). Available at: https://clinicaltrials.gov/ct2/show/NCT04399551 (accessed April 2022) 6. SOLAR (213500). Available at: 
https://clinicaltrials.gov/ct2/show/NCT04542070 (accessed April 2022)

Desarrollo clínico en España



ATLAS-2M: eficacia a 152 semanas

*Based on CMH stratified analysis adjusting for the following baseline stratification factor: prior exposure to CAB + RPV (0 weeks, 1–24 weeks, >24 weeks).
CAB, cabotegravir; CI, confidence interval; CMH, Cochran–Mantel–Haenszel; ITT-E, intention-to-treat exposed; LA, long-acting; NI, noninferiority; PP, per protocol; Q4W, every 4 weeks; Q8W, every 8 weeks; RPV, rilpivirine.
1. Overton et al. Lancet. 2020;396:1994-2005.

Overton et al. CROI 2022; Virtual. Poster 479.

• Baseline characteristics were similar between arms; 27% (n=280) of participants were female at birth, median (range) age was 
42 (19–83), 20% (n=211) had a BMI ≥30 kg/m2, and 37% (n=391) had prior CAB + RPV exposure1

• Noninferiority between Q8W and Q4W was confirmed for pre-specified analyses of HIV-1 RNA ≥50 and <50 copies/mL 
• Results for the pre-specified per-protocol population were consistent with those for the ITT-E population

Proportion with plasma HIV-1 RNA ≥50 copies/mL 

Adjusted Treatment Difference (95% CI)*

–0.2 2.91.
4

–2.7 5.31.
3

Proportion with plasma HIV-1 RNA <50 copies/mL 

–2.6 5.61.
5

Q8WQ4W

–10% NI
margin

Difference (%)

Q4WQ8W

Difference (%)

0.1 3.31.
7

4% NI
margin



ATLAS-2M: seguridad a 152 semanas

1
7

• *One drug-related AE in each arm was Grade 4 (Q8W, acute pancreatitis [n=1]; Q4W, increased blood creatine phosphokinase [n=1]); none were Grade 5. 
AE, adverse event; ISR, injection site reaction; Q4W, every 4 weeks; Q8W, every 8 weeks.

Overton et al. CROI 2022; Virtual. Poster 479.

• Safety profiles at Week 152 were consistent with the previous analyses, with no new significant safety 
information observed

• Since Week 96, excluding ISRs, there were two participants with drug-related AEs leading to withdrawal 
(both Q4W, lipoatrophy and pyrexia) and no drug-related serious AEs

Parameter, n (%)

Q8W
(n=522)

Q4W
(n=523)

Any AE 469 (90) 490 (94)

Drug-related AEs 142 (27) 167 (32)

Any Grade ≥3 AE 66 (13) 63 (12)

   Drug related* 10 (2) 10 (2)

Leading to withdrawal 17 (3) 20 (4)

   Drug related 6 (1) 13 (2)

Any serious AE 48 (9) 44 (8)

   Drug related 3 (<1) 3 (<1)



ATLAS-2M: seguridad a 152 semanas

1
8

• *Each ISR event was counted separately. A participant may have had multiple ISR events following a single injection. †Those occurring with ≥1% of injections in either treatment arm are shown. 
‡There were no Grade 4 or Grade 5 ISRs. AE, adverse event; IQR, interquartile range; ISR, injection site reaction; Q4W, every 4 weeks; Q8W, every 8 weeks.

Overton et al. CROI 2022; Virtual. Poster 479.

• ISRs were the most common AEs; most were mild to moderate in severity (99%, n=9555/9662), 
short-lived (median duration 3 days), with few participants discontinuing due to injection-related reasons

• Three participants withdrew due to injection-related reasons between Week 96 and Week 152 
(Q8W, n=1; Q4W, n=2)

 Q8W 
(n=522)

Q4W 
(n=523)

Participants who received ≥1 injection, n (%) 516 (99) 517 (99)
Number of injections 20,563 39,478
ISR events, n* 4168 5494

Injection site pain, n (% of injections)† 3189 (16) 4180 (11)
Injection site nodule, n (% of injections)† 259 (1) 457 (1)

Grade 3, n (% of ISR events)‡ 54 (1) 50 (1)
Median duration, days (IQR) 3 (2, 5) 3 (2, 5)

Participants withdrawing for injection-related reasons, 
n (% of participants with injections)

8 (2) 13 (3)



Seguridad

Only 2% of participants 
withdrew due to 

AEs while on CAB + RPV LA 
(N=1,636*)1‒3

Safety and tolerability was 
similar between 

monthly and 
every-two-month dosing3

95% of drug-related AEs 
were mild-to-moderate in 

severity1‒3

1. Orkin C, et al. N Engl J Med 2020;382:1124–35. 2. Swindells S, et al. N Engl J Med 2020;382:1112–23. 3. Overton ET, et al. Lancet 2021: 396;1994-2005.

*ATLAS n=308; FLAIR n=283; ATLAS-2M n=1,045



2
0

CVF and resistance with CAB + RPV LA at Week 48 
(FLAIR, ATLAS and ATLAS-2M)

1. Cutrell AG, et al. AIDS 2021;35:1333–42. 2. Rizzardini G, et al. J Acquir Immune Defic Syndr 2020;85:498–506. 3. Overton ET, et al. Lancet 2021;396:1994–2005. 4. Orkin C, et al. N Engl J Med 2020;382:1124‒35. 5. Swindells S, et al. N Engl J Med 2020;382:1112‒23. 6. Hemelaar J, et al. Lancet Infect 
Dis 2019;19:143–55 (incl. suppl.). 8. Lapovok I, et al. Curr HIV Res 2017;15:318–26.

*ATLAS n=308; FLAIR n=283; ATLAS-2M n=1,0451,3

†An additional participant in FLAIR was excluded because CVF occurred prior to receiving LA injection 
(withdrawn to false-positive pregnancy test)2,4

1%
CVF rate

Week 48 
1% CVF rate1 

(confirmed virologic failure)
N= 17/1,636*

n (%)

CAB + RPV LA 
Q4W

N=591

Daily oral 
ARV

N=591

CAB + RPV LA 
Q8W

n=522

CAB + RPV LA 
Q4W

n=523

Participants 
with CVF 6† (1) 7 (1) 8 (<2) 2 (<1)

/ INI mutation pattern: Q148R/Q, G140R, N155H, E138E/K2–5 

/ NNRTI mutation pattern: E138E/A/K/T, K101E, K103N, Y188L, 
V108I, M230L2–5 

/ 50% (8/16) came from Russian sites where:2–5 
/ A1/A6 subtype is common6,7

/ L74I is a common polymorphism7 

ATLAS & FLAIR2 ATLAS-2M3





CAB/RPV Adultos >50 años semana 96



CAB/RPV Adultos >50 años semana 96



Patel. AIDS 2022 Abstract #EPB183
THIS MATERIAL IS BEING PROVIDED FOR INTERNAL EDUCATIONAL AND BACKGROUND PURPOSES ONLY AND IS NOT FOR PROMOTIONAL USE.   DO NOT COPY, DISTRIBUTE, OR SHARE WITH   HEALTHCARE 
PROFESSIONALS,
STAFF, OR PATIENTS. © Janssen Therapeutics, Division of Janssen Products, LP 2021

d

Background:
• Pool de datos de pacientes que recibieron CAB/RPV LA Q4W

o Q8W (n=937) o tratamiento oral ABC/DTG/3TC (n=283) durante

96 semanas en los estudios FLAIR y ATLAS-2M

Resultados:
• Análisis de los cambios en: TC, HDL, LDL, TG y ratio TC/HDL.

Los resultados son similares entre grupos de tratamiento y de

edad.

Conclusiones:
• Cambios de peso de carácter menor
• Los aumentos de peso ≥10% y cambios de IMC fueron infrequentes  

y sin cambios lipídicos significativos asociados.

• Aumento peso: Black/African American > Mujeres > Pacientes

menores de 50 años.

TAKE HOME MESSAGES:
• Primeros datos Provides long term weight gain and lipi  

data for CAB + RPV LA through 96 weeks
• El aumento peso es similar al de Symtuza a las 96

semanas en el  EMERALD (1.8 kg) y AMBER (2.0 kg)

Weight gain & Lipid changes: ATLAS-2M & FLAIR



Participants on Q8W arm from oral ART 
(no prior Q4W experience)*

*Percentages are calculated out of those participants with recorded response to the preference question
**Daily oral ART refers to CAB + RPV received during the OLI period during either ATLAS-2M or ATLAS

1.Chounta et al. AIDS 2020: Virtual. Poster PEB0261. Available at: https://programme.aids2020.org/PAGMaterial/PPT/3379_2494/PEB0261_Chounta_AIDS%202020_ATLAS-2M%20PRO.pptx (accessed April 2022)

Most participants preferred CAB + RPV LA Q8W dosing 
over daily oral ART and Q4W dosing in the ATLAS-2M study

Participants on Q8W arm with prior 
Q4W experience in ATLAS*

N=306 N=191



PLoS One. 2018 Jan 5;13(1):e0190487



Fármacos de acción prolongada

•  Cabotegravir/Rilpivirina

•  Islatravir

•  Islatravir/Doravirina (MK-8591A)

•  Islatravir/MK-8507

•  Lenacapavir

•  Ibalizumab

•  Implantes 



Once-Daily Oral
islatravir + 
doravirine

Phase 3

Once-Weekly Oral
islatravir + MK-8507

Phase 2

Once-Weekly 
Oral

islatravir + 
lenacapavir

Phase 2

Long-Acting Injectable 
(Once-3 Monthly)

islatravir + lenacapavir
In development

Internal treatment
development program

Treatment development 
program in 

collaboration 
with Gilead

Internal PrEP 
development program

Once-Yearly 
Implant

islatravir
Phase 1

Once-Monthly 
Oral

islatravir
Phase 3

Internal PrEP 
development 

program

A Patient-Centered Program to Offer Broad Treatment and Prevention Choices

Islatravir, desarrollo clínico





Respuesta virológica 144w (FDA Snapshot)



Fármacos de acción prolongada

•  Cabotegravir/Rilpivirina

•  Islatravir

•  Islatravir/Doravirina (MK-8591A)

•  Islatravir/MK-8507

•  Lenacapavir

•  Ibalizumab

•  Implantes 



N Engl J Med 2022; 386:1793-1803

Lenacapavir



Lenacapavir as part of a combination régimen in treatment naive PWH: 
week 54 results

Samir Gupta, James Sims, Cynthia Brinson, et al.  #138
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Lenacapavir as part of a combination régimen in treatment naive PWH: 
week 54 results

Samir Gupta, James Sims, Cynthia Brinson, et al.  #138





Mensajes

• Con los fármacos actuales, eficacia y seguridad son asignaturas superadas. 

• La atención a la cronicidad, la mejora de la calidad de vida y el estigma deben ser objetivos 

prioritarios.

• CAB-RPV LA es eficaz y bien tolerado. Alta satisfacción en los pacientes con su uso.

• Las alternativas LA son una realidad, en el futuro habrá distintos tipos de posibilidades que 

habrá que individualizar. 

• Es necesario incorporar estrategias de medición de PROs, PROMs y PREMs a la práctica 

clínica. 
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