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Background Results Discussion
e For years, antiretroviral therapy (ART) consisting of three-drug regimens | o | | o | . . . . - : i g
(3DF}</) were the <tandard to tfeét seople with :IJIV (PWH) I 189 Table 1. Population characteristics at switch Figure 2. Association between regimen and confirmed virologic failure * This study assessed the effectiveness of DTG/3TC 2DRs over it’s first 24 months
« Two-drug regimens (2DR) have been introduced in recent years to potentially DTG/3TC 2DR BIC 3DR DTG 3DR | of use in the US, Compéred to two commonly prescribed 3DRs
reduce ART toxicities and drug-drug interactions for individuals with N = 1450 N = 5691 N = 896 Regimen HR (35% Cl) * DTG 3DRs WeTe more I|I.<er to be pres§r|bed to PW.H who were new to Fhe .
comorbid conditions? while demonstrating comparable efficacy to 3DRs3 Age, median years (IQR) 45 (33, 55) 43 (32, 54) 42 (31, 53) S:ji?h?ir?élg;rp(gﬁir;:ll;?c|¥hti2 hf\(;/jprgllsss;nj f'fA\ng dhg[aogﬁ' :][?e geographic, racial
 Dolutegravir/lamivudine (DTG/3TC) 2DR was approved by the FDA for ART- Female sex, n (%) 271 (19) 909 (16) 163 (18) * Rates of confirmed virologic faiI?Jre were low for all groups (IR: 0.66 to 1.78 per
naive PWH in April 20194 and for ART-experienced PWH in August 20205 Black race, n (%) 508 (35) 2,456 (43) 438 (49) 100 person-years) (Fig. 1) o |
i i ici 0 DTG/3TC Ref '
H|span.|c ethnicity, n <OA°) 376 (26) 1,368 (24) 148 (16) « No difference in risk of confirmed virologic failure was observed between
US region: South, n (%) | 778 (54) 3,901 (68) 665 (74) DTG/3TC and BIC 3DR (HR: 1.39; 95% ClI: 0.61, 3.17) (Fig. 2)
: _ z(;i)ART Classes ever experienced, median 2 (2, 3) 2 (0, 2) 0 (0, 2) * The similar magnitude of risk for confirmed virologic failure with DTG/3TC and
O bJ ective Cl : tin ori . (%) BIC 3DR is not reflected in discontinuation rates (Table 2)
ass of core agent in prior regimen, n . . . . .
- ° P ° i BIC 3DR —— 1.39(0.61, 3.17) » Discontinuations were largely unrelated to the effectiveness or tolerability of the
To assess the real-world effectiveness of DTG/3TC 2DR INSTI 1062 (73) 2522 (44) 117 (13) regimen (Fig. 3)
during lthJIErSt 24 montg[s)lgf avgllab|l|t(y in the US, NN 12709 823 (14) 52 (6) o Only 7to 11% of discontinuations appeared related to the treatment itself
compared to common regimens il.e., Pl 57 (4) 421 (7) 57 (6) (unsuppressed, adverse diagnosis/side effect, lab abnormality)
bictegravir/tenofovir alafenamide/emtricitabine >1 class 104 (7) 203 (4) 35 (4) o >95% were virologically suppressed (VL <200 copies/mL) at the time of
(BIC/TAF/FTC) or any DTG-based 3DR) among Any other class <5 <5 0 (0) discontinuation
suppressed ART experienced PWH Unknown 99 (7) 1,718 (30) 635 (71) » The COVID-19 pandemic was ongoing during approximately half of the study
CD4 cell count, median cell/uL (IQR) 730 (550, 944) 675 (484, 892) 678 (471, 861) period
Any comorbidities?, n (%) 1126 (78) 4054 (71) 548 (61) e Disruptions to HIV care and re.tention in. care .durin.g the CQVID period may
2DR, two-drug regimen; 3DR, three-drug regimen; 3TC, lamivudine; ART, antiretroviral therapy; BIC, bictegravir; DTG, have Impaded regimen selection and discontinuation decisions’
M t h d dolutegravir; INSTI, integrase strand transfer inhibitor; IQR, interquartile range; NNRTI, non-nucleoside reverse transcriptase 0.1 1 10 100
c odas inhibitor; Pl, protease inhibitor Hazard Ratio?

. 2 Any diagnosis of autoimmune disease, cardiovascular disease, invasive cancers, endocrine disorders, mental health disorders,
StUdy POPUIatlon liver disease, bone disorders, peripheral neuropathy, renal disease, hypertension, or substance abuse

« OPERA cohort 2 Cox proportional hazards model with inverse probability of treatment weights (IPTW): baseline age (quadratic), # of ART classes
O Prospectively captured, routine clinical data from electronic health Table 2. Duration of follovv—up 2ng regimen discontinuation (quadratic), female, Black race, Hispanic ethnicity, Southern US, core agent class of prior regimen, CD4 cell count (quadratic)
records in the US (96 clinics, 22 states, 1 US territory)

3DR, three-drug regimen; 3TC, lamivudine; BIC, bictegravir; Cl, confidence interval; DTG, dolutegravir; HF, hazard ratio

Key Findings

| ) | DTG/3TC 2DR BIC 3DR DTG 3DR | | | | | | | Among ART-experienced, virologically suppressed PLWH
o >133K PWH as of June 2021, representing ~12% of people with N = 1450 N = 5691 N = 896 Figure 3. Reasons for regimen discontinuation,? among discontinuers T, .
. . O . switching to DTG/3TC 2DR, BIC 3DR or DTG 3DR:
diagnosed HIV infection in the US Median months of follow-up (QR) ~ 13.6(7.3,183) 158(11.6,19.8) 134 (7.9, 18.2) Bl Treatment-related® B Any oth - - . N
. Inclusion criteria reatment-reiate Ny otner reason % O reason given ° Conflrmed Ver|Og|C fa||ure wWas rare

Regimen discontinuation

o HIV-T infection without HIV-2 infection IR per 100 person-years (95% Cl)  17.7 (15.7,19.9)  8.3(7.7,9.0)  24.9(21.9, 28.3)

« Across regimens, most discontinuations were not

49% . .

o Aged fe+ HR2 (95% Cl) Ref, 0.51(0.42, 0.62) 1.69(1.30, 2.19) / Dx/side effect (n = 8) g.eatme.m re.latej’ Su.ggf]s.t'm Oﬂ;er ]';easons fo.r ;

© ART—expenenced 2DR, two-drug regimen; 3DR, three-drug regimen; 3TC, lamivudine; BIC, bictegravir; Cl, confidence interval; DTG, dolutegravir; |Scont.|r.1uat|on esplte 1 IS CU SLgInesSlol &l

o Switched to DTG/3TC 2DR, BIC/TAF/FTC (BIC 3DR) or DTG + 2 NRTIs HR, hazard ratio; IQR, interquartile range; IR, incidence rate]c B ( ol DTG/3TC (n = 269) tolerability

2 Cox proportional hazards model with inverse probability of treatment weights (IPTW): baseline age (quadratic), # of ART : _
(DTG 3DR) between 01MAR2019 and 310CT2020 classes (quadratic), female, Black race, Hispanic ethnicity, Southern US, core agent class of prior regimen, CD4 cell count = VL 2200 cop|es/mL (n=10)

o Suppressed to viral load (VL) <200 copies/mL at switch (quadratic) 44 %

o No prior exposure to any regimen of interest References
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o Loss to follow-up (i.e., 12 months after last contact)

5 Death BIC 3DR (n = 602) _
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| bability of treat ' ghts IPTW): b I 0 3DR, three-drug regimen; 3TC, lamivudine; BIC, bictegravir; DTG, dolutegravir; Dx, diagnosis; n, number; VL, viral load
O INVerse p_ro abllity Of treatment Weignts e dseline age DTG/3TC BIC 3DR DTG 3DR 2 Reasons for discontinuation identified using physician notes, lab results, and diagnoses
(quadratlc), number of ART classes (quadratlc), female, Black race, (N _ 1450) (N _ 5691) (N _ 896) b Last VL >200 copies/mL, adverse diagnosis/side effect (i.e., new mental health, liver, renal or bone comorbidity diagnosed within Su ppO rt
. . o . . — = = : ) . S e _ | . . .
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