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Recommended for rapid start

IAS-USA, DHHS, EACS

IAS-USA 20221

FOR MOST PEOPLE WITH HIV

BIC±/FTC/TAF¥

DTG± + TAF¥/FTC or TDF¥/(FTC or 3TC)

DTG±/3TC¤

EACS 20233

RECOMMENDED REGIMENSΩ

BIC/FTC/TAFII

DTG + ABC/3TCI,II or DTG/ABC/3TCI,II

DTG + (TAF/FTC or TDF/XTC)II,III

RAL‡ + TAF/FTC or TDF/XTCII,III,IV

XTC + DTG or 3TC/DTGII,V

DOR + (TAF/FTC or TDF/XTC) or 

TDF/3TC/DORII,III,VI

DHHS 20232

FOR MOST PEOPLE WITH HIV WITH 

NO HISTORY OF CAB-LA PrEP

BIC/FTC/TAF‡

DTG/3TC†/ABC**

DTG + (TAF or TDF)* + (FTC or 3TC†)

DTG/3TC§

FOR MOST PEOPLE WITH HIV WITH A 

HISTORY OF CAB-LA PrEP§§

bDRV + (TAF or TDF)* + (FTC or 3TC†)

Click on the blue annotation symbols to access footnotes

3DR (II-based)

2DR

bPI Dora
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Sax EP et al. Lancet 2017;390: 2073–82

GS-US-380–1490 study

BIC/FTC/TAF (320 pts)  versus

DTG + FTC/TAF (325 pts)

BIC/FTC/TAF vs DTG-based 3D regimen as first-line therapy: 48-week data

GS-US-380–1489 study

BIC/FTC/TAF (314 pts) versus

DTG/ABC/3TC (315 pts)

Gallant J et al. Lancet 2017;390: 2063–72      

DRMs (virological failure N):

BIC/FTC/TAF:        0 (14)

DTG + FTC/TAF:    0 (4) 

DRMs (virological failure N):

BIC/FTC/TAF:      0 (3)

DTG/ABC/3TC:    0 (8) 



GS-US-380–1490 study

BIC/FTC/TAF (320 pts)  versus

DTG + FTC/TAF (325 pts)

BIC/FTC/TAF vs DTG-based 3D regimen as first-line therapy: 144-week data

GS-US-380–1489 study

BIC/FTC/TAF (314 pts) versus

DTG/ABC/3TC (315 pts)

Orkin et al. Lancet HIV 2017;390: 2063–72      

DRMs (virological failure N):

BIC/FTC/TAF:       0 (15)

DTG + FTC/TAF:   0 (10) 

DRMs (virological failure N):

BIC/FTC/TAF:     0 (2)

DTG/ABC/3TC:  0 (9) 



d’Arminio Monforte A et al JAC; March 2024

REAL LIFE:  Long-term outcomes of BIC/FTC/TAF as first-line therapy (ICONA cohort)

933 ART-naive:

CD4 < 200 cells = 38.8%

HIV-RNA >105 c/ml = 52.2%

late presenter: 57%

HCV Ab + = 4.6% 

HBsAg + =   2.7%

Median follow-up of 69.8 weeks

Probability:

Treatment failure = 89 (9.6%)

Virological failure = 38 pts

Discontinuation =    38 pts

Treatment failure



Plasma HIV RNA and CD4+ T-Cell Counts Are Determinants of Virological Nonsuppression 

Outcomes with Initial Integrase Inhibitor-Based Regimens: 

Alvarez H et al. CID 2023:77 ; 593

Prospective RESPOND Cohort Study (International Cohort Consortium of Infectious Diseases) Study Group

4310 naive pts, 3DRs (72% on INSTI-based), in 2014 - 2020.

At 48 and 96 weeks, 91.0% and 93.3% achieved VS. 
At 48 weeks, Kaplan-Meier estimates of rates were 9.6% (blips), 2.1% (LLV), 22.2% (RV), 

2.1% (VF  confirmed > 50 copies). 

Baseline VL >105 copies/mL and CD4+ ≤200/μL were

negatively associated with VS at weeks 48



Cahn et al. IAS 2019; Mexico City, Mexico. Slides WEAB0404LB.
10

a−10% non-inferiority margin for individual studies.

Identically designed, randomized, double-blind, parallel-group, multicenter, non-inferiority studies

DTG + 3TC (N=716)

Day 
1

Screening 
(28 days)

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

1:1

Primary endpoint 

at Week 48: 

participants with

HIV-1 RNA <50 c/mL 

(ITT-E Snapshot)a

Countries
Argentina Australia Belgium

Canada    France Germany

Italy             Republic of Korea Mexico     

Netherlands    Peru               Poland

Portugal             Romania                   Russian Federation 

South Africa Spain           Switzerland        

Taiwan United Kingdom         United States            

Eligibility criteria

• VL 1000-500,000 c/mL at screening

• ≤10 days of prior ART

• No major RT or PI resistance mutation

• No HBV infection or need for HCV therapy

Baseline stratification factors: plasma HIV-1 RNA (≤100,000 vs >100,000 c/mL) and CD4+ cell count (≤200 vs >200 

cells/mm3).

GEMINI 1&2 trials
DTG + 3TC versus DTG + FTC/TDF
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DTG + 3TC (N=694)

DTG + TDF/FTC (N=693)

Adapted from: 1. Cahn P, et al. Lancet 2019;393:143–55

2. Cahn P, et al. IAS 2018. TUAB0106LB

• Data pooled from both GEMINI-1 and -2 studies
*PP population consisted of subjects in the ITT-E population except those with protocol violations that could 
affect assessment of antiviral activity; †Based on Cochran-Mantel-Haenszel stratified analysis adjusting for 
baseline stratification factors: plasma HIV-1 RNA (≤100,000 vs >100,000 c/mL) and CD4+ cell count (≤200 
vs >200 cells/mm3).1 PP, per protocol
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Adapted from: 1. Cahn P, et al. Lancet 2019;393:143–55 plus supplementary appendix

2. Eron J, et al. HIV DART and Emerging Viruses 2018. Oral Presentation 7

GEMINI 1&2 trials
DTG + 3TC versus DTG + FTC/TDF

week 48



Cahn P et al. AIDS. 2022 ;36:39-48.

One DTG + 3TC participant (with no adherence), not meeting CVW criteria, developed M184V (week 132) and R263R/K (week 144) conferring a 1.8-fold 

change in susceptibility to DTG.

snapshot HIV-1 RNA <50 c/ml)

No emergence

of resistance

GEMINI 1&2 trials
DTG + 3TC versus DTG + FTC/TDF
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Underwood M et al. EACS 2019; Basel, Switzerland. Slides PS8/2.

GEMINI 1&2 trials
DTG + 3TC versus DTG + FTC/TDF

Proportion of Participants With TND by Visit 

(Snapshot Analysis, ITT-E Population)



Saborido-Alconchel A et al. JAC 2023;78:2354–2360

Decay kinetics of HIV-1-RNA in seminal plasma with DTG/3TC versus 3DR 

in treatment-naive PLWH

Scevola S et al. JID 2023;228:919–25

rectal fluidblood fluid seminal fluid

blood fluid seminal fluid

25 individuals

31 individuals



Virologic failure and resistance in treatment-naïve pts treated with DTG + 3TC in real-world studies 
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OPERA 2022
(N=360)

Zhao 2022
(N=42)

Yang 2022               (N=36) Mendoza 2021
(N=15)

TANDEM 2022
(N=126)

REDOLA 2022
(N=185)

URBAN 2022
(N=28)

Timepoint 24 weeks1 48 weeks2 48 weeks3 48 weeks4 Mean 1.3 years5 96 weeks6 2 years7

Comments

Eight patients developed 
VF at Week 24. Incidence 

rate over follow-up: 
1.74/100 PY (95% CI: 0.87, 

3.49)

One patient had detectable 
VL after COVID-19 

vaccination not considered 
VF caused by treatment

One patient had VF due to 
non-adherence (skipping 

pills for 75 days)

One patient had VF; time 
to VF was 

31.3 weeks

Six patients rebounded 
following virologic 

suppression

One patient developed VF 
at Week 96 but continued 

DTG/3TC and achieved 
VL<50 c/mL

One patient
discontinued for 
virologic reasons

No treatment-
emergent 

resistance was 
reported6

No treatment-
emergent 

resistance was 
reported7

No resistance 

mutations were 

reported in this 

patient4

No resistance 
data reported3

No resistance 
data reported1

No resistance 
data reported5

No treatment-emergent resistance has been reported in ART-naïve patients treated with DTG + 3TC in real life.
These data reinforce the high barrier to resistance of DTG+3TC observed in GEMINI-1 and -2 and DTG/3TC in STAT8-10

Includes unique cohorts reporting VF outcomes for ≥10 treatment-naïve patients receiving DTG + 3TC; reported outcomes vary between studies. Potential overlap between patient cohorts 
cannot be ruled out; *Definitions of VF: REDOLA, two consecutive plasma HIV-1 RNA ≥50 c/mL; Mendoza, confirmed HIV-1 RNA >50 c/mL without documented suboptimal compliance; URBAN, 

investigator’s discretion, TANDEM, Yang and Zhao, not specified; ‡Three patients excluded from URBAN due to missing data
CI, confidence interval; PY, person-years; PYFU, person-years of follow-up

1. Pierone G, et al. HIV Glasgow 2022; Poster 057 [119] 2. Zhao F, et al. J Acquir Immune Defic Syndr, 2022; 91(S1): S16-S19 [115] 3. Yang X, et al. Expert Rev Anti Infect Ther
2022, doi:10.1080/14787210.2022.2128766 [114] 4. Mendoza I, et al. Ann Pharmacother 2021;10600280211034176 [66] 5. Schneider S, et al. AIDS 2022. Poster EPB147
[108a] 6. Pulido F, et al. HIV Glasgow 2022. Poster P059 [20c] 7. Beer D et al. HIV Glasgow 2022. Poster 177 [87c] 8. Cahn P, et al. Lancet 2019;393:143‒55 9. Cahn P, et al. J
Acquir Immune Defic Syndr 2020;83:310–8 10. Rolle CP, et al. AIDS 2021;35:1957–65



Transmitted Drug Resistance in treatment-naïve PLWH

de Salazar A et al. CID 2023; 76:1629

MeditRes is a consortium that includes ART-naive PWH 

newly diagnosed in France, Greece, Italy, Portugal, and 

Spain during 2018–2021: 2705 patients

Vannappagari V et al. Antivir Ther. 2019;24(6):393-404.

Review with > 60.000 ART-naive PLH



boosted DRV?

doravirine?

rapid ARV?



AMBER: naive
DRV/c/FTC/TAF versus DRV/c + FTC/TDF

Eron JJ et al. AIDS 2018

Boosted PI-based STR

Lathouwers et al. AIDS Res Hum Retroviruses. 2020 

1125 pazienti in STR, a 48 weeks: 

PI-emergent mutations: 0

EMERALD: experienced

switch to DRV/c /FTC/TAF (STR)

Orkin C et al. Lancet HIV 2018



Study
Follow-up

Study arms HIV RNA < 50 
c/ml (%)

Virological
failures

NNRTI emergent
resistance (NRTI resist)

Study 934 1

144 weeks
TDF+3TC+ EFV
d4T+3TC+ EFV

82
81

47 (16%)
49 (16%)

26/47 (18 with 184V; 8 65R)

24/49 (17 with 184V; 2 65R)

ECHO 2

48 weeks
2NRTIs + RPV
2NRTIs + EFV

83
83

45 (13%)
19 (6%)

26/40 (+28 184V; 3 65R)
8/13 (+ 4 184V)

DRIVE-
AHEAD 3

48 weeks

2NRTIs + EFV
2NRTIs + DORA

81
84

22 (6%)
14 (3.8%)

7/13 (5 with 184V) **

12/14 (5  with 184V)

DRIVE-
FORWARD 4

48 weeks

2NRTIs + DRV-r
2NRTIs + DORA

80
84

24 (%)
19 (11%)

0/8 (0) **
0/7 (0)

Risk of virological failure with DRMs for NNRTI-based

regimens in naive patients

1  Gallant JE et al. JAMA 2004 

2 Molina JM et al. Lancet 2011

3 Orkin C et al. CID 2019

4 Molina JM Lancet HIV 2018

** Testing for genotype required samples with HIV-1 RNA > 400 copies/ml

Week-96 data 

AHEAD:  78% vs 74%

FORWARD:  73% (dora) vs 66%



1. Hidalgo-Tenorio C et al. Int J Antimicrob Agents. 2024 Apr 2:107164. 

2. Rolle CP et al. Open Forum Infect Dis. 2023 Mar 1;10(3):ofad101.

3 Huhn GD et al. CID 2020:71(15 December);3111-17

4 Bachelard A et al. JAC 2023;78:769–778

5 Camici M et al. International Journal of Antimicrobial Agents 63 (2024) 107049

STUDY Regimen Timing N. of 
patients

ITT analysis
(at week 48)

Baseline 
resistance

New resistence 
mutations (VF)

BIC NOW1 BIC/FTC/TAF first visit
(0-7 days)

208 84,1% * 0 0 (3)

STAT2 DTG/3TC < 14 days 131 82% ** 1 (M184V) 0 (2)

DIAMOND3 DRV-c/FTC/TAF < 14 days 109 84% 2 (M184V) 0 (0)

FAST4 BIC/FTC/TAF first visit
(5-17 days)

112 84.8% 1 (M184V) 0 (14)

RAINBOW5

with advanced disease
BIC/FTC/TAF < 7 days 30 90% 0 0 (2)

RAPID ART

** ARV change in 10 pts

HBV coinfection: 5

M184V mutation; 1

others 4

* HBV coinfection: 

BIC NOW: 9

FAST: 2



Grazie per l’attenzione
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CD4/CD8 ratio recovery rates are similar during the first 48 weeks after ART initiation with DTG+3TC or three-drug INSTI-based regimens.

Martinez-Sanz J t al. Front Immunol (2022)13(March):1–6.

3DR versus 2DR (integrase-based) in ART‐naïve pts:  the effect on CD4/CD8 ratio 

recovery at week 48

At baseline: (median age: 37 ys), male: 88%, median CD4/CD8 ratio: 0.30

DTG/3TC: 108; Triple: 377 DTG/3TC: 176; Triple: 629 DTG/3TC: 198; Triple: 726 



Decay kinetics of HIV-1-RNA in seminal plasma with DTG/3TC versus DTG +FTC/TAF 

in treatment-naive PLWH

Saborido-Alconchel A et al. JAC 2023;78:2354–2360



Decay of HIV RNA in Seminal Plasma and Rectal Fluid with DTG/3TC vs BIC/F/TAF

Scevola S et al. JID 2023;228:919–25



48-Week effectiveness and tolerability of (DTG) + (3TC) in-naïve antiretroviral adults living 

with HIV: A multicenter real-life cohort

Cabello-Ubeda A, et al. PLoS ONE 17(11): e0277606

As Spanish national guidelines allows starting ART  

without having the results of baseline HIV genotype 

testing.



Dual antiretroviral therapies and Neuro-Cognitive Impairment

Trunfio M et al. AIDS 2020 34;13:1899-1906 Mastrorosa I et al Clin Infect Dis. 2022 Aug 19

1424 PLWH were enrolled during four 3-years periods. 

HAND prevalence was 24%, declined from 39% to18% 

in more recent years.

A total of 78 patients on triple therapy and 19 on dual therapy



9 pts with CFV over 5 years.
Emergent mutations: 0

Study period Extension phase634 pts 444 pts

Sax PE et al. eClinicalMedicine 2023


