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GEMINI 1-2: Viral Suppression Through Wk 144 With DTG + 3TC 
vs DTG + FTC/TDF as Initial ART
 Parallel, international, randomized, double-blind phase III noninferiority studies comparing 

initial ART with DTG + 3TC (n = 717) vs DTG + FTC/TDF (n = 716)
‒ DTG + 3TC noninferior at Wk 48 primary analysis (HIV-1 RNA < 50 copies/mL by ITT-E Snapshot)[1]

and at Wk 96[2]; current analysis through Wk 144[3]

1. Cahn. Lancet. 2019;393:143. 2. Cahn. IAS 2019. Abstr WEAB0404LB. 3. Cahn. HIV Glasgow 2020. Abstr P018.

*Adjusted for BL HIV-1 RNA (≤ 100,000 vs > 100,000 copies/mL), BL CD4+ 
cell count (≤ 200 vs > 200 cells/mm3) and study (GEMINI-1 vs GEMINI-2).
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GEMINI 1-2: Virologic Outcomes at Wk 144 Snapshot Analysis

 Met CVW criteria: n = 12 (2%) with DTG + 3TC (1 since Wk 96), n = 9 (1%) with DTG + FTC/TDF (2 since Wk 96)
‒ No participant with CVW had treatment-emergent INSTI or NRTI resistance mutations

 1 patient in DTG + 3TC arm without CVW reported nonadherence and developed M184V at Wk 132 (HIV-1 RNA 
61,927 c/mL) and R263R/K at Wk 144 (HIV-1 RNA 135 c/mL), resulting in 1.8-fold change in DTG susceptibility; 
patient regained virologic suppression after switch to DTG QD + DRV/COBI after Wk 144

Cahn. HIV Glasgow 2020. Abstr P018.

Snapshot Outcome, n (%) DTG + 3TC (n = 716) DTG + FTC/TDF (n = 717)

HIV-1 RNA < 50 copies/mL 584 (82) 599 (84)

HIV-1 RNA ≥ 50 copies/mL
 Data in window and HIV-1 RNA ≥ 50 copies/mL
 Discontinued for lack of efficacy
 Discontinued for other reason and HIV-1 RNA ≥ 50 copies/mL
 Change in ART

23 (3)
4 (< 1)
10 (1)
7 (1)

2 (< 1)

21 (3)
5 (< 1)
4 (< 1)
11 (2)
1 (< 1)

No virologic data
 Discontinued study due to AE or death
 Discontinued study for other reasons*
 On study but missing data in window

109 (15)
29 (4)

78 (11)
2 (< 1)

97 (14)
32 (4)
64 (9)
1 (< 1)

*Included protocol deviation, loss to follow-up, physician decision, withdrawal by patient, and lack of efficacy.



GEMINI 1-2: Virologic Response by Baseline Parameters

Cahn. HIV Glasgow 2020. Abstr P018.

HIV-1 RNA < 50 c/mL at Wk 144 by Subgroup, % (n/N) DTG + 3TC DTG + FTC/TDF

Baseline HIV-1 RNA level, copies/mL

 ≤ 100,000 81 (469/576) 84 (471/564)

 > 100,000 82 (115/140) 84 (128/153)

Baseline CD4+ cell count, cells/mm3

 > 200 83 (542/653) 84 (557/662)

 ≤ 200 67 (42/63) 76 (42/55)



THE STAT STUDY: Test and Treat (3TC/DTG) 
Patients



THE STAT STUDY: 
Results
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Futuro: 
Nuevos Fármacos 



A COMBINATION OF VIRAL 
AND PARTICIPANT FACTORS 

INFLUENCES VIROLOGIC 
OUTCOME TO LONG-ACTING 
CABOTEGRAVIR + RILPIVIRINE: 

MULTIVARIABLE AND BASELINE 
FACTOR ANALYSES ACROSS 

ATLAS, FLAIR AND ATLAS-2M 
PHASE 3 STUDIES. 

Margolis D, et al.

Glasgow 2020









HPTN 083: 
LONG-ACTING INJECTABLE 

CABOTEGRAVIR
VERSUS DAILY, ORAL F/TDF 

FOR PREP. 

Landovitz R, et al.

AIDS 2020

JRA



HPTN 083: Study Design

 International, randomized, double-blind phase IIb/III study
‒ At interim analysis on May 14, 2020, with 25% of endpoints accrued, DSMB recommended termination of 

blinded study due to crossing of prespecified O’Brien-Fleming stopping bound

‒ Planned N = 5000, with ≥ 50% aged < 30 yrs; ≥ 10% TGW; ≥ 50% black participants in US

HIV-uninfected MSM and TGW 
aged ≥ 18 yrs at high risk of HIV 

infection*; no HBV/HCV 
infection, contraindication to 
gluteal injection, seizures, or 

gluteal tattoos/skin conditions
(N = 4566)

*Any noncondom receptive anal intercourse, > 5 partners, stimulant drug use, incident 
rectal or urethral STI or incident syphilis in past 6 mos; or SexPro Score ≤ 16 (US only). 
†First 2 doses given in Wks 5 and 9 then every 2 mos thereafter. 
‡PBO for CAB injection was a 20% intralipid solution.

CAB 30 mg PO QD + 
PBO PO QD
(n = 2282)

FTC/TDF PO QD +
PBO PO QD
(n = 2284)

CAB LA 600 mg IM Q2M† + 
PBO PO QD for ~ 3 yrs

FTC/TDF PO QD +
PBO IM Q2M†‡ for ~ 3 yrs

Wk 5
Step 1 Step 2

FTC/TDF PO QD 
for 1 yr

Step 3



HPTN 083: HIV Incidence

 Pooled incidence: 0.81 per 100 PY 
(95% CI: 0.61-1.07)  
‒ 52 HIV infections in 6389 PYFU

 LA CAB met alternative hypothesis 
(HR: 0.75) and demonstrated statistically 
significant superiority vs FTC/TDF

HR (95% CI)
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HPTN 083: Timing of Incident HIV Infections

 CAB arm: n = 13*

‒ Before receiving any study treatment: n = 2

‒ During Step 1 (oral CAB lead-in): n = 3

‒ During Step 2 (IM CAB): n = 5

‒ Following extended on-study hiatus from CAB: n = 5

 FTC/TDF arm: n = 39†

‒ Before receiving any study treatment: n = 3

‒ During Step 2 (blinded oral FTC/TDF): n = 39‡



HPTN 083: Change From Baseline in Weight

 Overall, significantly 
greater median weight 
increase from BL with 
CAB vs FTC/TDF 
(P < .001)

‒ CAB: +1.30 kg/yr 
(95% CI: 0.99-1.60)

‒ FTC/TDF: +0.31 kg/yr 
(95% CI: -0.12 to -0.49)

Wk 40-105
CAB +1.07 kg/yr (95% CI: 0.61-1.50)
TDF/FTC +1.06 kg/yr (95% CI: 0.79-1.30)
P = .93

Wk 0-40
CAB +1.54 kg/yr (95% CI: 1.00-2.00)
TDF/FTC -0.51 kg/yr (95% CI: -0.80 to -1.22)
P < .001
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• Islatravir (ISL) is the first nucleoside reverse transcriptase translocation inhibitor (NRTTI)

• P011: International, randomized, double-blind phase IIb trial

Background

Current Analysis Objective: To characterize participants who discontinued with protocol defined virologic
failure.



Virologic Outcomes Through Week 48 (FDA Snapshot Approach)
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Lenacapavir (GS-6207) PK Study

Current study evaluated tolerability, safety, PK of lenacapavir SC following single-dose 
administration at escalating doses in HIV-negative volunteers[4]

1. Yant. Nat Med. 2019;25:1377. 2. Daar. CROI 2020. Abstr 469. 3. Begley. CROI 2020. Abstr 470. 4. Begley. AIDS 2020. Abstr PEB0265.

Lenacapavir
 Novel, 1st in-class selective HIV-1 capsid 

inhibitor
 EC50: 50 pM
 In clinical development as component of 

long-acting ART[1]

 Potent anti-HIV activity observed following 
single-dose SC administration[2]

 Oral and SC formulations in development[3]



Lenacapavir PK Study: Study Design

Begley. AIDS 2020. Abstr PEB0265.

*Participants randomized 4:1 lenacapavir vs placebo. Treatment administered as a single dose.



Lenacapavir PK Study: PK Profile

Begley. AIDS 2020. Abstr PEB0265.  

*Protein-adjusted EC95: macrophages, 1.16 ng/mL; CD4+ cells, 2.32 ng/mL, MT-4 cells, 3.87 ng/mL.

LEN 900 mg (3 x 1 mL; n = 8)
LEN 300 mg (1 x 1 mL; n = 8)

LEN 900 mg (2 x 1.5 mL; n = 8)

Mean LEN Single-Dose Plasma Concentration-Time Profiles
6 mos (26 wk)

24 ng/mL;
mean IQ ≥ 6*
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 Per antiviral activity, mean lenacapavir target plasma concentration is 24 ng/mL, 
corresponding to mean inhibitory quotient ≥ 6 (range: 6.2-20.3)



• Se incorporan las pautas de dos fármacos como régimen preferente de inicio en todas las 

guías de tratamiento antirretroviral

• Quedan algunos aspectos aún controvertidos en cuanto a la unanimidad e interpretación por 

los expertos de las limitaciones de las pautas de dos fármacos

• La incorporación de cabotegravir LA puede ser un avance importante en la PrEP

• El futuro del TAR parece escribirse en clave de fármacos de administración prolongada, con 

reducción en el número de dosis

Conclusiones


