Impact of Switching from DTG/3TC to BIC/FTC/TAF on Weight, Cholesterol and Inflammation in HIV
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BACKGROUND

METHODS

Randomized, open-label, multicenter INSTINCT trial (clinicaltrial.gov: NCT04076423). We evaluated

the effect of switching from DTG/3TC to BIC/FTC/
Inflammation up to 96 weeks. We included 141 partici

virologically suppressed HIV, on stable ART with DTG/3TC for a minimum of 48 weeks.

We focused on IL-6 changes from baseline to week 96 using high-sensitivity ELISA (Kit

HS Bio-techne®).

'AF vs. remaining on DTG/3TC on systemic
pants. Participants were adults with confirmed,

luman IL-6

Statistics: Estimated treatment effects compared using linear mixed models, including treatment and
time interaction terms in Stata v.18

Table 1

N
Baseline
Demographics/Characteristics
Age, years (mean, SD)
Women (N, %)
Ethnicity (N, %)

Caucasian

Latin

Afroamerican

HIV-associated Variables

Risk factor for HIV acquisition
Heterosexual
MSM

IDU

Unknown

Other
Previous AIDS (CDC) (N, %)
Nadir CD4, cells/uL, mean(SD)
Previous AIDS (CDC)
CD4 T-cells/uL (mean, SD)
CD8+ T-cells/ul (mean, SD)
CD4/CD8 ratio (mean, SD)

Years under VL suppression (mean,
SD)

Comorbidities

Infectious

Gastrointestinal

Neurologic

Cardiovascular

Respiratory

Metabolic

Renal

Hepatic

Other
Co-medications

Metabolic parameters

Baseline weight, kg(mean, SD)

BMI, kg/m2 (mean, SD)

Baseline CKD-EPI eGFR, mL/min/m2
(mean, SD)

Total Cholesterol, mg/dL (mean, SD)
HDL Cholesterol, mg/dL (mean, SD)

LDL Cholesterol, mg/dL (mean, SD)

BIC/FTC/TAF

70.0 (49.6%)

45.6 (11.2)
11.0 (15.7%)

51.0 (72.9%)
17.0 (24.3%)
2.0 (2.9%)

18.0 (25.7%)
38.0 (54.3%)
4.0 (5.7%)
7.0 (10.0%)
3.0 (4.3%)
5.0 (7.1%)
352.2 (226.8)
63.0 (90.0%)
786.8 (296.7)
774.3 (326.2)
1.2 (0.6)

6.8 (5.8)

48.0 (68.6%)

63.0 (27.4%)
21.0 (9.1%)
11.0 (4.8%)
18.0 (7.8%)
8.0 (3.5%)
31.0 (13.5%)
3.0 (1.3%)
5.0 (2.2%)
70.0 (30.4%)

31.0 (44.3%)

78.1 (13.8)
26.1 (4.4)

228.5 (1184.8)

186.8 (32.3)
376.9 (1673.5)
496.9 (1665.8)

DTG/3TC

71.0 (50.4%)

44.7 (11.1)
8.0 (11.3%)

59.0 (83.1%)
12.0 (16.9%)
0.0 (0.0%)

13.0 (18.3%)
44.0 (62.0%)
4.0 (5.6%)
8.0 (11.3%)
2.0 (2.8%)
11.0 (15.5%)
383.7 (263.1)
63.0 (88.7%)
792.8 (291.7)
888.4 (347.4)
1.0 (0.5)

6.2 (4.2)

47.0 (66.2%)

52.0 (24.2%)
26.0 (12.1%)
10.0 (4.7%)
16.0 (7.4%)
11.0 (5.1%)
26.0 (12.1%)
5.0 (2.3%)
5.0 (2.3%)
64.0 (29.8%)
30.0 (42.3%)

76.5 (14.3)
25.6 (4.5)

101.3 (109.1)

187.5 (37.8)
103.2 (221.0)
217.2 (282.1)
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Virological Efficacy

93.7

90.6

Proportion (%)
(42

1.6

7.8
4.8

At 96-week, there were no differences in the rates of virological efficacy between
DTG/3TC and BIC/FTC/TAF (Risk of VF > 50 cl/mL difference 0.01%, 95%CI -0.07

to 0.04)
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Mean weight at baseline 77 kg and the overall mean weight change was 1.22 kg,
(95% CI 0.31-2.13) with no difference between groups.
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Adjusted IL-6 changes were not significantly different (median fold change: DTG/3TC
2.0 [1.3-2.7]; BIC/FTC/TAF 1.2 [1.0-1.4], P = 0.106).

After 96 weeks, switching from

DTG/3TC and BIC/FTC/TAF are recommended ART regimens in major HIV guidelines. However, data on the metabolic and inflammatory effects of switching from DTG/3TC to BIC/FTC/TAF are
scarce. We Iinvestigated the impact of this switch on metabolic parameters and systemic inflammation in virologically suppressed individuals.

DTG/3TC to B/F/ITAF we found no

signficant effects on weight,

cholesterol levels, and systemic

Inflammation (IL-6).

Renal and Metabolic Parameters in Plasma

Triglicerydes (mg/dL)

Cholesterol/HDL ratio
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Changes in total cholesterol (mg/dL), triglycerides (mg/dL), glucose (mg/dL) and CKD-EPI eGFR (m)/min/m2) were similar in

both groups.
CD4 cells, CD8 cells and CD4/CDS8 ratio

Yo CD4 Change
o CD8 Change

CD4/CD8 Ratio Change

48 60 72 84
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At 96-week, there were no differences were found in CD4 T cells, CD8 T cells, or CD4/CD8 ratio trajectorias between groups.

BIC/FTC/TAF > >

INSTINCT . 5
> DTG/3TC > >

OnDTG/3TC :
VL<50 cop/mL , : : . : : .

at leats 48 weeks 6 6 A N
Screening W12 W24 W36
CONCLUSIONS

Switching from DTG/3TC to BIC/FTC/TAF in virologically suppressed
Individuals showed comparable effects on weight, cholesterol levels,
and systemic inflammation (IL-6) compared to continuing DTG/3TC.
Ongoing analyses of additional inflammatory markers are needed to
determine If either regimen may lead to differential effects on
systemic inflammation.
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