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Nuevos fármacos



LEN Targets Multiple Stages of HIV
Replication Cycle

EC50, half-maximal effective concentration.

Link JO, et al. Nature 2020;584:614-8; Bester SM, et al. Science 2020;370:360-4. S Gupta Oral Session #68



F/TAF, emtricitabine/tenofovir alafenamide; OBR, optimized background regimen; PWH, people with HIV; Tx, treatment .

1. Link JO, et al. Nature 2020;584:614-8; 2. Begley R, et al. AIDS 2020, abstr PEB0265; 3. Begley R, et al. CROI 2020, abstr 470; 4. Daar E, et al. CROI 2020, abstr 469; 5. Segal-Maurer S, et

al. CROI 2021, abstr 127; 6. Molina J-M, et al. IAS 2021, abstr OALX01LB02; 7. Ogbuagu O, et al. CROI 2022, abstr 1047; 8. Gupta SK, et al. IAS 2021, abstr OALB0302.

Phase 2/3

in heavily Tx-experienced

PWH5,6

LEN

+ OBR Week 52

83% virologic

suppression

(CROI 2022)7

Phase 2 in Tx-naïve PWH8

LEN

+

F/TAF

Week 28 94% virologic

suppression

Introduction

 Lenacapavir (LEN, GS-6207) is a long-acting first-in-class inhibitor of HIV-1 capsid protein

− In clinical development for treatment and prevention of HIV-1 infection

 Highly potent activity (EC50: 50–100 pM), with a low clearance and slow release kinetics1

− Can be administered orally (daily or weekly) or subcutaneously (every 6 months)2-4

 CALIBRATE was designed to generate exploratory clinical data to support the future 

development of LEN-containing regimens
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Study Design

*LEN oral lead-in (600 mg on Days 1 and 2, 300 mg on Day 8) followed by LEN SC 927 mg on Day 15; F/ TAF 200/25 mg; †Participants in TG 1 and 2 will need HIV-1 RNA results <50 copies/mL

at Weeks 16 and 22 to initiate either TAF 25 mg or BIC 75 mg at Week 28; those with HIV-1 RNA ≥50 copies/mL will discontinue study at Week 28; ‡LEN 600 mg on Days 1 and 2, followed

by LEN 50 mg from Day 3; F/TAF 200/25 mg; §B/F/TAF 50/200/25 mg.

ARV, antiretroviral; BIC, B, bictegravir; BL, baseline; QD, once daily; Q6M, every 6 months; SC, subcutaneous; TG, treatment group.

BL
Induction

Week 28
Maintenance

54 80

LEN SC Q6M*

F/TAF oral QD TAF oral QD†

LEN SC Q6M*

F/TAF oral QD BIC oral QD†

LEN oral QD

F/TAF oral QD

B/F/TAF oral QD

Treatment naïve 

N=182

Key eligibility criteria:

▪ ARV naïve

▪ HIV-1 RNA ≥200 copies/mL

▪ CD4+ cell count ≥200 cells/µL

Open label

Randomized

TreatmentGroup1*  

n=52

TreatmentGroup4§

n=25

TreatmentGroup2*  

n=53

TreatmentGroup3‡  

n=52
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15% >100.000 copias

Mediana Cd4: 430 cél/ml
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Efficacy at Week 54 (FDA Snapshot)

 In the pooled SC LEN group (TG 1+2: initially in combination with F/TAF, then with TAF or BIC), 

88% (92/105) achieved and maintained virologic suppression at Week 54

*3 participants (2 in TG 1 and 1 in TG 2) discontinued due to not meeting the protocol criteria of having HIV-1 RNA <50 copies/mL prior to Week 28;
†1 participant discontinued on Day 2; ‡2 of the 3 participants with HIV-1 RNA ≥50 copies/mL at Week 54 were suppressed in subsequent visit.

No HIV-1 RNA Data

3/52 6/53

5/52 2/25

HIV-1 RNA ≥50 copies/mL

2/52* 2/53*† 3/52‡

0/25

HIV-1 RNA <50 copies/mL

n= 47/52 45/53

44/52 23/25

Participants, %

TG 1: LEN SC + F/TAF to LEN SC +
TAF

TG 2: LEN SC + F/TAF to LEN SC +
BIC

TG 3: LEN QD + F/TAF

TG 4: B/F/TAF
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- 5 0

0

5 0

1 0 0

1 5 0

2 0 0

2 5 0

3 0 0

3 5 0 Changes in CD4

0 2 10 22 38 5416

TG 1: LEN SC + F/TAF to LEN SC +
TAF

TG 2: LEN SC + F/TAF to LEN SC +
BIC

TG 3: LEN QD + F/TAF

TG 4: B/F/TAF

Mean Change in CD4 cells/μL (95% CI)

28

Week

206

212

220

193

 Baseline CD4 of the overall study population: median 437 cells/µL
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Adverse Events
(excluding ISRs)

 No SAEs related to study drug

 No Grade 4 AEs related to study drug

 No discontinuations due to non-ISR AEs

 Gastrointestinal AEs: SC LEN (TG 1+2) vs oral LEN (TG 3)

− Nausea: 14% vs 12%

− Diarrhea: 7% vs 10%

− Vomiting: 4% vs 8%

ISR, injection site reaction; SAE, serious adverse event.

≥10% Participants in LEN total, %

LEN Total 

TG 1+2+3 

n=157

B/F/TAF  

TG 4 

n=25

Headache 13% 12%

Nausea 13% 4%

COVID-19 10% 12%
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Injection Site Reactions

 Mostly Grade 1 or 2 ISRs

− One Grade 3 ISR (nodule) after the second SC dose

 Three participants discontinued due to ISRs:

− Two due to induration (both Grade 1, after the first SC dose)

− One due to erythema and swelling (Grade 1, after the second SC dose)

*Includes those >5% at both Weeks 1 and 26; †TG 1+2 (ie, those who received ≥1 dose of SC LEN and still on study or last study date in 2-week interval).

ISR Types*

After 1st SC Dose 

at Week 1

n=103†

After 2nd SC dose 

at Week 26

n=95†

Median duration 

(days)

Swelling 14% 12% 11

Erythema 14% 18% 5

Pain 15% 9% 4

Nodule 11% 8% 195

Induration 9% 6% 202
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Nuevas estrategias



L Mulenga Abstract #135



L Mulenga Abstract #135



NADIA 96 WEEKS

Uganda, Kenya, Zimbawe N: 464 Mediana Cd4 194 cél/m, y CV >100.000 (28%). M184V/I (86%); K65R/N (50%)  

N Paton Abstract #137
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J. Lo HIV  Antivirals and Outcomes Abstract #134 
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PrEP



L. Oluoch Workshop 12 Feb CROI 2022



RJ Landovitz Abstract #96



RJ Landovitz Abstract #96



RJ Landovitz Abstract #96



RJ Landovitz Abstract #96



S Eshelman Abstract #95
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Mc Donald 
Abstract #1238 

Hendrix Abstract #83 



L. Oluoch Workshop 12 Feb CROI 2022

Hipótesis: análogos de la adenosina → Hallazgos similares en TDF/DDI  



Plenary session C Orkin



TENOFOVIR RING

A Liu Oral Abstract Sessions #82



AC MONOCLONALES

LONG ACTING DORAVIRINE FOR TREATMENT AND PREVENTION OF VAGINAL VIH 

TRANSMISSION (M Kovarova) Ratones, 5 meses

TENOFOVIR RING

A Liu Oral Abstract Sessions #82





L. Oluoch Workshop 12 Feb CROI 2022



I Young . Oral Abstract Sessions #80

90 días, ratones DTV o CAB
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I Young
Next-generation
Islatravir/Etonogestrel/Ethinyl Estradiol MPT 
Intravaginal Ring    
Abstract # 445

MB Daily Abstract# 444



Circuncisión

KB Zewide Abstract #87

11,000 varones

3 años



PrEP EN GESTACIÓN



J Blumenthal Abstract #84

Interacciones PrEP y hormonas 



- Of 7,698 patients, 217 developed osteopenia or osteoporosis  by dexa SCAN (T-score ≤ -1)
- Average follow-up time for the cohort is 502.6 days
- Patients in a continuous tto (90.8%) were more likely to develop osteopenia/osteoporosis compared to a 
demand (9.2%) (p<0.001)
- Hepatitis B, CVD, CKD, age, baseline eGFR<90 mL/min/1.73 m2 and BMI were not associated with an
increase in the risk of osteopenia/osteoporosis after adjusting for other confounders
- Obesity conveyed a protective effect on the incidence of osteoporosis/osteopenia
- This study was able to confirm that TDF-FTC is highly effective against HIV infection even with low
adherence rate patients



Desde 2018 hasta 2021, 7465 personas recibieron PrEP con 15 (0,20 %) infecc. comparado con 314 nuevas 

infecc,.en no usuarios de PrEP. 

El uso previo de PrEP no se asoció con la agrupación filogenética, las tasas de diversificación viral, o la 

resistencia a los fármacos. 



CONCLUSIONES

La PrEP se postula como la estrategia más eficaz en la actualidad para controlar la 
pandemia VIH, pero la implementación es lenta y desigual.
Diversificar las modalidades de  PrEP permite que la selección individual aumente la 
adherencia.
La PrEP oral a demanda disminuiría los efectos adversos.
Los LA  han supuesto un cambio en el paradigma para PrEP (y tratamiento), siendo el 
acceso (económico, logístico) sus principales limitaciones.
Es fundamental poder diagnosticar precozmente en pacientes bajo LA el fracaso 
virológico o las infecciones incidentes mediante métodos más sensibles que la 
serología.



Muchas gracias

jvillar@hospitaldelmar.cat


