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Inflammatory Biomarkers During Treatment with Dovato  

Summary 

• There were no differences between dolutegravir (DTG) plus lamivudine (3TC), the 

components of Dovato, vs DTG + FTC/TDF, or consistent patterns of change from Baseline 

to Week 144 in surrogate biomarkers (exploratory endpoint) for inflammation in 2 Phase 3 

treatment naïve clinical trials (GEMINI- 1 and -2 Studies).1-3 

• There were no differences between Dovato vs a TAF-based 3-drug regimen, or consistent 

patterns of change from Baseline in surrogate biomarkers (secondary endpoint) for 

inflammation in 2 Phase 3 treatment experienced clinical trials (TANGO, and SALSA).4,5. 

• Important safety information and boxed warning(s)  can be found in the Prescribing 

Information link and can also be accessed at Our HIV Medicines. 

To access additional scientific information related to ViiV Healthcare 
medicines, visit the ViiV US Medical Portal at viivhcmedinfo.com. 

BACKGROUND 

Persistent inflammation and immune activation have been linked to the increased frequency of age-
related conditions in people living with HIV.6 However, the clinical significance of residual immune 
activation/inflammation is unknown. While antiretrovirals reduce systemic inflammation and immune 
activation caused by HIV-infection, cytokine levels remain elevated compared to those measured in 
HIV-uninfected populations.6-8 Viral particles released from viral reservoirs and sanctuary sites and 
low-level viremia drive the immune response, leading to persistent immune activation and 
inflammation. 

INFLAMMATORY BIOMARKERS EVALUATED IN HIV-1 TREATMENT NAIVE 
PATIENTS FROM PHASE 3 CLINICAL TRIALS 

GEMINI- 1 and -2 Studies 

GEMINI-1 and GEMINI-2 are duplicate, randomized, double-blind (to Week 96; open label from Week 
96 to Week 148), non–inferiority Phase 3 studies in 1433 treatment-naïve adult participants infected 
with HIV-1.9 Participants with HIV-1 RNA ≤500,000 copies/mL at Screening were randomized 1:1 to 
receive the individual tablets of DTG 50 mg once daily plus 3TC 300 mg once daily or DTG 50 mg once 
daily plus tenofovir disoproxil fumarate/emtricitabine (TDF/FTC) through Week 148.  

The primary endpoint was the proportion of participants with HIV-1 RNA <50 copies/mL at Week 48 
(FDA Snapshot analysis). Baseline characteristics and demographics were similar between study arms.9 
For additional details on GEMINI-1 and -2, click here. 

Inflammatory biomarkers were assessed as an exploratory endpoint.1-3 Please see Table 1 for results. 

Table 1. Change From Baseline in the Pooled GEMINI-1 and GEMINI-2 Studies: Markers of 
Inflammation1-3 

 DTG + 3TC 

(N=716) 

DTG + TDF/FTC 

(N=717) 

 n Mean (SD) n Mean (SD) 

C-reactive protein, mg/L     

Baseline 707 3.47 (8.746) 712 3.2 (7.43) 

Week 48 655 0.44 (10.953) 665 -0.14 (10.585) 

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Dovato/pdf/DOVATO-PI-PIL.PDF
https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Dovato/pdf/DOVATO-PI-PIL.PDF
https://viivhealthcare.com/en-us/our-medicines/
https://www.viivhcmedinfo.com/?MIContent=ViiVRSP
https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/2c353838-dfa9-40f0-8d54-b8660ea432b6/2c353838-dfa9-40f0-8d54-b8660ea432b6_viewable_rendition__v.pdf
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Week 96 613 0.44 (12.543) 639 -0.23 (10.154) 

Week 144 581 -0.05 (13.066) 597 -0.13 (10.198) 

Interleukin-6, ng/L     

Baseline 709 1.928 (1.5388) 714 1.951 (2.0552) 

Week 48 658 0.012 (1.9996) 670 -0.052 (1.7136) 

Week 96 616 -0.05 (1.9299) 645 -0.097 (1.8031) 

Week 144 580 -0.085 (2.39) 599 -0.043 (2.7445) 

3TC = lamivudine; DTG = dolutegravir; FTC = emtricitabine; SD = standard deviation; TDF = tenofovir disoproxil fumarate 

A post hoc analysis was performed to assess participants with VL <40 copies/mL and target not detected 
(TND) as well as frequency of elevated VL (VL ≥ 50 copies/mL) through Week 144.10 The proportion of 
participants with VL < 40 copies/mL and TND at all visits through Week 144 were 63% (451/716) in the 
DTG + 3TC arm vs 65% (465/717) in the DTG + TDF/FTC regimen group. The occurrence of elevated 
VL events remained low and similar across arms through Week 144: 14.6% (106/716) on DTG + 3TC vs 
19.5% (140/717) on the DTG +TDF/FTC regimen. 

STAT Study 

The STAT study (ClinicalTrials.gov, NCT03945981) is a phase 3b, multicenter, open-label, single-arm, 
pilot study assessing the feasibility, efficacy, and safety of using DTG/3TC as a first-line regimen in a 
‘test-and-treat’ model of care in the United States.11 

The primary endpoint was the proportion of patients with HIV-RNA <50 copies/mL at week 24, 
regardless of ART regimen (ITT-E, missing=failure).11 Baseline characteristics were similar between 
study arms. For additional details on the STAT study, click here. 

Change from Baseline in CD4+/CD8+ cell count ratio at Week 24 was a secondary endpoint.11 At Week 
24, median change from baseline in CD4+ cell count and CD4+/CD8+ cell count ratio under DTG/3TC 
treatment was 0.26 (IQR, 0.12-0.42). 

INFLAMMATORY BIOMARKERS EVALUATED IN HIV-1 TREATMENT 
EXPERIENCED PATIENTS FROM PHASE 3 CLINICAL TRIALS 

TANGO Study 

TANGO (NCT03446573) is a randomized, open-label, phase 3 non-inferiority trial evaluating the 
efficacy and safety of a switch to DTG/3TC FDC in HIV-1–infected adults with virologic suppression on 
a 3- or 4-drug tenofovir alafenamide (TAF)-based regimen.12 For additional details on the TANGO 
study, click here. 

The primary endpoint was the proportion of patients with HIV-1 RNA ≥ 50 copies/mL at Week 48. 
Baseline characteristics and demographics were similar between study arms.12 At Week 48 in the intent-
to-treat exposed (ITT-E) population, DTG/3TC was non-inferior to TAF-based regimens based on the 
snapshot virologic non-response analysis with a 4% non-inferiority margin (adjusted difference -0.3; 
95% CI, -1.2 to 0.7).12 At Week 144, 0.3% (1/369) of participants in the DTG/3TC group and 1.3% (5/372) 
in the TAF-based regimen group had HIV-1 RNA ≥50 c/mL (Snapshot, ITT-E), non-inferiority of 
DTG/3TC was still shown at Week 144 (adjusted treatment difference, −1.1%; 95% CI, −2.4% to 0.2%). 

The safety profile of DTG/3TC in the study was consistent with the product labeling.13  

Inflammatory biomarkers were assessed as a secondary endpoint.14,15 Please see Figure 1 for Week 144 
results. 

https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/4565f5d7-9997-48d2-8e70-7c5411f5f7d5/4565f5d7-9997-48d2-8e70-7c5411f5f7d5_viewable_rendition__v.pdf
https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/9273898f-df1f-4034-9be3-4d0aad811006/9273898f-df1f-4034-9be3-4d0aad811006_viewable_rendition__v.pdf
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Figure 1. Change from Baseline to Week 144 in Inflammation Biomarkers14,15 

 

A post hoc analysis was performed to assess participants with VL <40 copies/mL and target not detected 
(TND) as well as frequency of elevated VL (VL ≥ 50 copies/mL) through Week 144.16 The proportion of 
participants with VL < 40 copies/mL and TND at all visits through Week 144 were 33% (123/369) in 
the DTG/3TC arm vs 27% (101/372) in the TAF-based regimen group. The occurrence of elevated VL 
events remained low and similar across arms through Week 144: 7.6% (28/369) on DTG/3TC vs 11.3% 
(42/372) on the TAF-based regimen. 

SALSA Study 

SALSA is a randomized, open-label, phase 3 non-inferiority trial evaluating the efficacy and safety of a 
switch to DTG/3TC FDC in HIV-1–infected adults with virologic suppression on a 3- or 4-drug regimen 
(2 NRTIs + INSTI, NNRTI, or PI).5 For additional details on the SALSA study, click here. 

The primary endpoint was the proportion of patients with HIV-1 RNA ≥ 50 copies/mL at Week 48. 
Baseline characteristics and demographics were similar between study arms.5 At Week 48 in the intent-
to-treat exposed (ITT-E) population, DTG/3TC was non-inferior to CAR based on the snapshot virologic 
non-response analysis with a 5% non-inferiority margin (adjusted difference -0.8; 95% CI, -2.4 to 0.8). 

Inflammatory biomarkers were assessed as a secondary endpoint. Please see Figure 2 for Week 48 
results. 

Figure 2. Change From Baseline to Week 48 in Inflammation Biomarkers5 

 

A post hoc analysis was performed to assess proportion of baseline participant samples with archived 
resistance and virologic response through 48 weeks using VL < 40 copies/mL and TND.17 Frequency of 
any overall major class resistance was similar across treatment arms with 54/192 (28%) receiving 
DTG/3TC vs 40/185 (22%) receiving CAR. M184V/I was similarly distributed with 3% frequency across 

https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/9273898f-df1f-4034-9be3-4d0aad811006/9273898f-df1f-4034-9be3-4d0aad811006_viewable_rendition__v.pdf
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both DTG/3TC (5 M184V) and CAR (4 M184V and 1 M184I). Proportions with TND at last available on-
treatment viral load were similar between DTG/3TC (81%, 155/192) vs CAR (83%, 153/185). 

Pooled TANGO & SALSA Study Results 

A post-hoc analysis was performed on 48-week pooled data from the Phase 3 TANGO and SALSA trials 
of participants with HIV-1 RNA <50 copies/mL randomized to switch to once-daily DTG/3TC fixed-
dose combination or continue their CAR.18 Inflammatory biomarker geometric means (95% CI) at 
Baseline vs adjusted geometric means (95% CI) at Week 48 for the DTG/3TC and CAR groups are shown 
in Table 2. For additional details on inflammatory biomarker levels between treatment groups and 
associated baseline variables, click here. 

Table 2. Baseline and Week 48 Geometric Means (95% CI) for Inflammatory Biomarkers and 
CD4+/CD8+ Ratio18 

 DTG/3TC CAR 

sCD14, x 106 ng/L Baseline 

Week 48 (adjusted)a 

1.58 (1.56-1.61) 

1.27 (1.19-1.35) 

1.53 (1.51-1.56) 

1.35 (1.27-1.43) 

sCD163, ng/L Baseline 

Week 48 (adjusted)a 

611.08 (589.99-632.92) 

570.49 (540.06-602.63) 

602.08 (582.52-622.30) 

561.02 (530.89-592.85) 

IL-6, ng/L Baseline 

Week 48 (adjusted)a 

1.67 (1.58-1.78) 

1.63 (1.40-1.90) 

1.67 (1.57-1.78) 

1.51 (1.29-1.76) 

Hs-CRP, mg/L Baseline 

Week 48 (adjusted)a 

1.36 (1.25-1.49) 

1.13 (0.90-1.42) 

1.29 (1.18-1.41) 

1.30 (1.03-1.63) 

CD4+/CD8+ ratio Baseline 

Week 48 (adjusted)a 

0.94 (0.90-0.98) 

1.00 (0.96-1.03) 

0.95 (0.91-0.99) 

1.01 (0.97-1.05) 

a Adjusted mean at Week 48 calculated using an ANCOVA model on loge-transformed data adjusted for treatment, sex, 
race, baseline BMI, baseline CDC category, baseline smoking status, HCV co-infection, age, baseline CD4+/CD8+ ratio, 
loge-transformed baseline biomarker value, study, and baseline third agent class. Analyses for IL-6 and CD4/CD8+ ratio also 
adjusted for baseline hs-CRP. Analysis for hs-CRP also adjusted for baseline triglycerides, baseline lipid-modifying agent 
use, baseline total cholesterol, baseline LDL-C, and baseline HDL-C.  

OBSERVATIONAL DATA 

ViiV Healthcare acknowledges that lower levels of evidence (ie retrospective cohort studies and case 
reports) have reported data on the use of Dovato or the individual components as a 2-drug regimen and 
changes in inflammatory biomarkers in patients with a range of treatment experience. 19 

Trademarks are owned by or licensed to the ViiV Healthcare group of companies. 

Some information contained in this response may not be included in the approved Prescribing 
Information. This response is not intended to offer recommendations for administering this 
product in a manner inconsistent with its approved labeling. 

In order for ViiV Healthcare to monitor the safety of our products, we encourage healthcare 
professionals to report adverse events or suspected overdoses to the company at 877–844–
8872. Please consult the Prescribing Information. 

This response was developed according to the principles of evidence-based medicine and, 
therefore, references may not be all-inclusive. 
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