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] Table 1. Summary of Included Studies and Comparators
Conclusions
_ _ S _ _ BAgeI_at Race (%) Previous ART: Backbone, % Previous ART: Third Agent, %
Bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) Included N aseline
demonstrated more favorable estimated glomerular filtration Study AL total Years,
rate (eGFR) outcomes compared to most dolutegravir Mean [Male (%) White Black Hispanic Asian Other FITDF ABC/3TC FI/TAF INSTI Pl NNRTI
(DTG)-based regimens (SD)
« All-cause discontinuation rates for B/F/TAF were comparable to (+ O':”/\')'T:%DF 32
other antiretroviral therapies (ARTS) BESTT® (560.74) 0 _ 85.7 _ _ 14.3 100 0 0 0 0 100
« These findings reinforce renal safety and tolerability when DTG/ 59
L : oy : ABC/3TC
switching to or staying on guideline recommended B/F/TAF in
treatment-experienced people with HIV (TE PWH) 5 BIFITAF | 73 | 497
DYAD DTG/3TC | 149 ) 83.8 70.3 27.9 - 0.5 1.4 0 0 100 100 0 0
Plain Language Summary Mills 20247 | DORNSE |922) - 280 1746 | 747 17.6 : 4.2 0.5 0 0 100 100 0 0
B/F/TAF | 319| (13.0)
« Antiretroviral therapy (ART) has significantly improved the lives of EVG/c/F/TDF| 290
sreofplie vttt LY SR NNRTI ?91 '63; 026 | 783 | 166 | 106 3.0 1.4 100 0 0 0 0 100
« While integrase inhibitors are effective at controlling the virus, (+ or/) F/TDF 143
researchers wanted to compare the safety of different treatments
in people who had previously used ART EVG/c/F/TDF| 293
STRATEGY- 41.0
»  This study looked at bictegravir/emtricitabine/tenofovir alafenamide P Pl + 120 (9.4) 85.7 80.1 14.5 13.6 2.1 1.6 100 0 0 0 100 0
(B/F/TAF) and other ART regimens to assess changes in kidney b+ 2 NRTI
function and whether patients stopped treatment for any reason, SETAE 282
48 weeks after starting GS-US-380- 46.0
18442 DTG/ 281 ( ) 88.6 72.5 21.5 17.4 3.2 2.3 0 100 0 100 0 0
« Compared with some treatments like dolutegravir/lamivudine ABC/3TC ]
(DTCS/B'LC) Igr DTCIB((dabac?vir/3TC, B/F/TAF was associated with a B/E/TAE | 290
smaller decline in kidney function
GS-US-380- 46.5
: : o Pl (+ or/ 82.7 65.5 26.2 18.5 2.8 4.5 84.6 15.4 0 0 100 0
« However, kidney function changes were similar between B/F/TAF 1878° b +(2 NRT)I 287 (10.5)
and DTG + F/TAF
B/FITAF | 284
 People stopped treatment at similar rates across all regimens, with GS-US-380- 49.5
’ 85.8 70.6 22.8 19.5 1.1 3.9 31.2 0 68.8 100 0 0
no significant differences 4030 DTG + F/TAF| 281 (11.3)
e Overall, the results Support that SWitChing to or Staying on B/F/TAF Footnote: Hyphen (-) indicates that the baseline characteristic was not reported in the publication.

: : : Abbreviati : (+ or /), multi-tablet (+) ingle-tablet (/) regi [ binati ith; 3TC, lamivudine; ABC, ab ir; ART, antiretroviral th ; b (in “Pl + b + 2 NRTI”), boosted; B/F/TAF, bict irfemtricitabine/tenofovir alaf ide; c (i
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with HIV nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; PI, protease inhibitor; SD, standard deviation.
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« ART has significantly improved HIV management and life expectancy

for PWH .
 ART selection for TE PWH presents unique clinical challenges due to

prior virological failure, drug resistance, and long-term tolerability and

safety considerations’
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- However, since current guideline recommended integrase strand transfer EVG/c/F/TDF DOR/ISL

inhibitor (INSTI)-based regimens are effective in maintaining virologic
control, there is growing interest in understanding differences in renal
and other safety outcomes in TE PWH

Objective . NNRTI (+ or /) F/TDF ()
- .
«  This study uses multilevel network meta-regression (ML-NMR) to compare DTG/ABC/3TC DTG + F/TAF DTG + E/TAF
renal safety and discontinuation outcomes for B/F/TAF versus other
recommended ARTs in TE PWH
O @ O
« A systematic literature review was conducted to identify Phase 3/4 bTG/3TC DTG/ABCIITC DTG/3TC
randomized controlled trials (RCTs) reporting safety outcomes in TE
PWH aged =218 years Data —— AgD —— IPD Data —— AgD —— IPD
+  MEDLINE, Embase, Cochrane Database of Systematic Reviews (CDSR) Total sample size  © 131 () 261-270 876 Total sample size  © 149-340 () 427-584 1248
and CENTRAL databases were searched on June 14, 2023, and
supported by supplementary searches of ClinicalTrials.gov (searched
on Apr” 24, 2025), to Identlfy key recent clinical trials in this Footnote: Pl-containing arms in GS-US-380-1878 and STRATEGY-PI were combined in networks in a single node of Pl (+ or /) b + 2 NRTI.
t i lati Abbreviations: (+ or /), multi-tablet (+) or single-tablet (/) regimen in combination with; 3TC, lamivudine; ABC, abacavir; AgD, aggregate data; ART, antiretroviral therapy; b (in “Pl + b + 2 NRTI”), boosted; B/F/TAF, bictegravir/emtricitabine/tenofovir
rea ment pOpU ation alafenamide; c (in “EVG/c/F/TDF”), cobicistat; CfB, change from baseline; DOR, doravirine; DTG, dolutegravir; eGFR, estimated glomerular filtration rate; EVG, elvitegravir; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir

disoproxil fumarate; INSTI, integrase strand transfer inhibitor; IPD, individual patient data; ISL, islatravir;, NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; PIl, protease inhibitor.

Indirect comparisons using ML-NMR were deemed feasible and
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Analyses were adjusted for age, sex, and race using individual patient
data (IPD) from three Phase 3 B/F/TAF trials (GS-US-380-1844, Favours B/F/TAF  Favours Comparator Favours Comparator ~ Favours B/F/TAF
GS-US-380-1878, GS-US-380-4030)**and aggregate data (AgD) from
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« Compared to B/F/TAF, dolutegravir/lamivudine (DTG/3TC) and _0.01 (_0_65 0.10) -
DTG/abacavir (ABC)/3TC showed significantly greater decline in eGFR ! - & DTG/3TC
from baseline (mean difference [MD; 95% Crl]: —-4.40 [-5.30, —3.51] -3.60 (-5.74, -1.50)5 -0.01 (-0 ' 4 0.05) -
and —-3.60 [-5.74, —1.50], respectively). CfB in eGFR with DTG + = © B DTG/ABC/3TC e DOR/ISL
: : 0 . _ I I
F/TAF was similar to B/F/TAF (MD [95% Crl]: =1.19 [-3.35, 1.006]) : 10.02 (-0.05, 0.02) -
« All-cause discontinuation was comparable across all treatments, with no I F'H DTG/ABCTC
significant risk difference (RD) for any comparator, including DTG/3TC -4.40 (-5.30, -3.51) -0.03 (-0.06, 0.02) I
(RD [95% Crl]: -0.01 [-0.05, 0.10]) or doravirine/islatravir (DOR/ISL) o ; DTG/3TC o EVG/c/FITDF
(RD [95% Crl]: =0.01 [-0.04, 0.05]) versus B/F/TAF ! | I
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Mean Difference and 95% Crl (Comparator vs B/F/TAF) Risk Difference and 95% Crl (Comparator vs B/F/TAF)

B/FITAF showed significantly smaller decline in eGFR from

base"ne com pared Wlth DTG/3TC and DTG/ABC/3TC Footnote: Bolded values indicate significant results. Pl-ontaining arms in GS-US-380-1878 and STRATEGY-PI were combined in networks in a single node of Pl (+ or /) b + 2 NRTI.
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