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HIV therapy in late presenters: study design for 2vs 3DR
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In prespecified subgroup analyses, similar efficacy was confirmed for 

subjects with CD4+ counts >200 cells/mm3, whereas in subjects with 

≤200 cells/mm3, the DRV-r + RAL arm was inferior to the standard triple 

regimen. 

Raffi F et al. Lancet 2014

Baseline CD4 count cells/mL:

Mean (IQR): 345 (22–1234)

Stazewski S. et al. N Engl J Med 

1999;341:1865-73.
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Cahn et al. IAS 2019; Mexico City, Mexico. Slides WEAB0404LB.
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a−10% non-inferiority margin for individual studies.

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

DTG + 3TC (N=716)
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• 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
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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

week 48

Baseline CD4 count
mean (SD): 462 (219)
< 200 c/mL: 9%



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
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DTG+3TC in ART-naive: guidelines
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Calza L, Colangeli V, Giglia M, et al. Efficacy and safety of dolutegravir/lamivudine in antiretroviral therapy-

naive people living with HIV-1 and with high-level viremia. JAIDS 2025; 99:93–7.

Number of PWH: 58 pts, HIV-1 RNA (from 100,000 to 500,000), mean CD4+: 488 cells/mm 3, at month 12: 

HIV RNA <50 copies/mL (91%). 

Dou Y, Liao G, Lu R, et al. DTG + 3TC DT for the treatment naïve patients with viral load exceeding 500,000 

copies/mL: a retrospective study. BMC Infect Dis 2024; 24:720.

Number of PWH: 30 pts, median HIV RNA: 1,080,720 (649,624 - 2,261,758) c/mL, median CD4: 55 (25 -198) 

cells/mm 3, at month 12: HIV RNA <50 copies/mL (78%). 

Zhao F, Rao M, Chen W, et al.  Dolutegravir plus lamivudine dual-drug regimen in treatment-naive HIV-1 

infected patients with high-level viral load: preliminary data from the real world. JAIDS. 2022; 91(S1):S16–9.

Number of PWH: 22 pts, median Log HIV RNA:  6.12 (5.91–6.39) c/mL, median CD4: 36 (30–98) cells/mm 3, 

at month 12: HIV RNA <50 copies/mL (90%). NB: 2DR used for drug interaction, renal impairment, age, and 

other related comorbidities.

Observational cohort: DTG+3TC in naive with high viremia



2DR vs 3DR in ART-naive with CD4 < 200 c/mL?



Figueroa MI et al. Clin Infect Dis, 2025 

DOLCE study: 2DR vs 3DR in ART-naive with CD4 < 200 c/mL



Eligible participants were :
 nonpregnant
 not breastfeeding adults (18 years or older) with HIV-1 
 ART naive
 having plasma HIV-1 (pVL) RNA ≥1000 copies/mL at screening, 
 CD4 cell counts ≤200 cells/mm3 
 and be able to consent to participation. 

Key exclusion criteria:
 included a positive hepatitis B coinfection
 Pre-existing major viral resistance mutations to DTG, 3TC, or TDF/TAF
 active opportunistic infections
 and liver or kidney disease.

Figueroa MI et al. Clin Infect Dis, 2025 

DOLCE study: DTG+3TC in naive with CD4 < 200 c/mL



Figueroa MI et al. Clin Infect Dis, 2025 

DOLCE study: DTG+3TC in naive with CD4 < 200 c/mL



Table and bar plots showing the number of participants who achieved virological suppressions

Figueroa MI et al. Clin Infect Dis, 2025 

Of the 27 virological nonresponses, 11 samples were successfully amplified. 

None had the emergence of resistance mutations to INSTIs or NRTIs.

DOLCE study: DTG+3TC in naive with CD4 < 200 c/mL



Line plots showing CD4 median values and interquartile ranges at each time point, stratified by study arm.

Figueroa MI et al. Clin Infect Dis, 2025 

DOLCE study: DTG+3TC in naive with CD4 < 200 c/mL
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HIV RNA > 105  copies/mL HIV RNA > 106  copies/mL

Figueroa MI et al. Clin Infect Dis, 2025 

Of the 27 virological nonresponses, 11 samples were successfully amplified. 

None had the emergence of mutations conferring resistance to INSTIs or NRTIs.

DOLCE study: DTG+3TC in naive with CD4 < 200 c/mL
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DOLCE study: DTG+3TC in naive with CD4 < 200 c/mL
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DOLCE study has some limitations: 

• a relatively small sample size 

• it’s open label 

• pill burden was higher for people on 3 drugs

• 2 people randomized to 3 drugs received the 2-drug regimen “by mistake”

• high proportion of participants with very high viral loads (23% and 10% had viral loads 

exceeding 500,000 and 1,000 000 copies/mL, respectively)



Clin Infect Dis, ciaf162, https://doi.org/10.1093/cid/ciaf162

The content of this slide may be subject to copyright: please see the slide notes for details.

The ACTUAS II Study: ART Regimens in AIDS

Cohorte de la Red Española de Investigación en SIDA (CoRIS) Cohort

https://doi.org/10.1093/cid/ciaf162


The ACTUAS II Study: ART Regimens in AIDS

Pérez-Valero et al. CID 2025

Cohorte de la Red Española de Investigación en SIDA (CoRIS) Cohort



Cohorte de la Red Española de Investigación en SIDA (CoRIS) Cohort

Pérez-Valero et al. CID 2025

Time to viral suppression during the first 48 weeks after ART initiation according to initial regimen. 



HIV regimens in advanced and ART naive patients

The rate of VS in participants enrolled in the GS-US-380-1489/1490 clinical trials with advanced HIV disease was 99%, 

slightly higher than the 87.2% observed in our study . 

This difference may be due to the exclusion of candidates with AIDS in these 2 trials and the controlled follow-up within 

a clinical trial setting.

Under real-life conditions, the performance of BIC/FTC/TAF in advanced HIV disease has been evaluated in 3 cohort 

studies: 

- CoRIS

- OPERA (Observational Pharmaco-Epidemiology Research and Analysis) 

- Taiwanese cohort 

All of these studies reported a low rate of ART discontinuations with BIC/FTC/TAF compared to other ART regimens

LAPTOP trial (CROI 2025) B/F/TAF better than DRVc-based in ART naive with advanced disease (median CD4 count: 

41 (17-79)

— The ACTUAS II Study

Corona D, et al. Int J Antimicrob Agents 2024; 63:107016.

Mounzer K, et al. Open Forum Infect Dis 2022; 9:ofac018.

Mounzer K, et al. HIV Med 2023; 24:716–26.

Chun-Yuan L, et al. Infect Dis Ther 2023; 12:843–61.

Behrens et al. CROI 2025. Abstr 658 .



2DRs in HIV advanced disease

More studies are needed, but available data sugget that DTG/3TC dual therapy

may be an option in LPs and in PWH with baseline CD4+ count ≤ 200 cells/mL.

B/F/T is the best comparator in this setting


