844

Bictegravir/lFTC/TAF Single-Tablet Regimen in Adolescents: Week-24 Results
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Introduction Results

¢ In 2015, ~20% of all new HIV infections in the USA occurred in youth aged Disposition Participant-Reported Palatability and Acceptability
1324 : Overall Safety L | |
years ¢ Screened: N=25 participants, n (%) ¢ All 24 participants reported B/F/TAF was palatable, and its shape and size
¢+ Adherence to antiretroviral therapy can be challenging for adolescents, and ¢ Enrolled: N=24 Any grade AE 15 (63) were acceptable
’\c/r?reo Irggitél¥gi?uE§28‘r adherence can increase their risk of drug resistance and + No study drug discontinuations (D/C) through Week 24 Grade 3/4 AE 0 ¢ 21 participants (88%) were 295% adherent through Week 24
: : _ AE related to study drug 1(4)
: : : : : - ¢ - . . . -
¢ Bictegravir (BIC [B]) is a novel, unboosted integrase strand transter inhibitor Median (quartile [Q] 1, Q3) exposure to study drug: 25.6 wk (24.7, 26.6) Serious AE 1 (4) INSTI-Containing Single-Tablet Regimen Size Comparisons*®
(INSTI), with a high genetic barrier to resistance and low potential for _ - AE leading to study drug D/C 0 o
drug-drug interactions®® Baseline Characteristics o Seath 5 ="
¢ BIC has been coformulated with emtricitabine (FTC [F]) and tenofovir = B/FITAF (721 mq)
alafellnfrglldte (TAF) r']r.‘t?] a oncl;e-?allly, sm%e-tfblet r(ethlmfenC(IB/ FITAF) ot Median age, y (range) 15 (12-17) ¢+ Most common AEs were upper respiratory tract infection (n=5 [21%]), and % =
smalf tablet size, which can be taken without regard 10 100 Median weight, kg (Q1, Q3) 48.9 (42.2, 56.4) abdominal pain, body tinea, diarrhea, headache, influenza, pharyngitis, and —l E/C/FITAF (1082 mg)
¢ This is the 1st study to report the pharmacokinetics (PK), safety, and efficacy cemale. (O 19 (79 rhinitis allergic (each n=2 [8%]) oy et R —
f B/F/TAF in a pediatric population emate. n 00 7o) _ None of these AE dered related to study d Yy =X
0 i 0 (39 one of these AEs were considered related to study drug St = ABC/3TC/DTG (1750 mg)
— No other AE occurred in >1 participant |||H||||| ||H||.\|rm‘ﬂ
Objectives Race, n (%) Plack 2 (52) — All AEs were mild—-moderate in severity - mm L2
e B + 1 participant had an AE considered related to study drug: Grade 1 vomiting Note, et st 1o o miondact 1 Gompers cories STacy ana aron. meeatons, decing reseane. of reaiment samorancay . MUe1S I parenieses arefolal weighis i mg of avlet
¢ Primary: to determine the plasma PK of BIC, and evaluate the safety and Other 2 (8) that began on Day 1 and resolved on the same day without dose adjustment
tolerability of B/F/TAF through 24 wk of treatment in HIV-1—infected South Africa 9 (38) or suspension of B/F/TAF .
adolescents Country, n (%) Thailand 9 (38) ¢+ 1 participant had a serious AE: Grade 2 abdominal pain that began on Day Conclusions
¢+ Secondary: to evaluate the safety and tolerability of B/F/TAF through 48 wk, USA 6 (25) 124 and resolved on Day 132, was not related to study drug, and resolved - . weinht > .
and its antiviral activity at 24 and 48 wk in HIV-1-infected adolescents IV-1 RNA <50 copies/mL. 1 (%) 24 (100) without dose adjustment or suspension of B/F/TAF ¢ In HIV-1-infected adolescents (aged 12-<18 y; weight 235 kg):
Vean CD4 cell count, /ul (OL, O3) 108 (553, 893) ¢ Most common Grade 3/4 laboratory abnormality was hgmaturia (n=4 [19%]) — B/F/TAF was W?” tolerated | |
Medinn eGER. mL/mini1 73 e (01 O3 4o E (191 5 15 — All 4 participants were female (aged 13—-16 y) and remained on study drug: 3 * All AEs were mild—moderate, with only 1 AE considered related
Methods EEECCUELLTURLICE 5(1315,1539 were reported to have menses at the time of hematuria (o BIFITAF and only 1 serious AE
. | _
_ Mode of \Je:'ca 2; (:8) — No other Grade 3/4 laboratory abnormality was reported » There were no deaths, pregnancies, or AEs that led to D/C
St”dy DQSlgn transmission, n (%) Hn -nown ©) Estimated Glomerular Filtration Rate (SChWﬂI‘tZ) — B/F/TAF demonstrated h|gh rates of maintained Vir0|ogiC
orizontal 1(4) . : : .
B ¢+ Median changes in eGFR ranged from -8.0 to -14.0 mL/min/1.73 m? suppression
3 xtension : :
N=24 B/FITAF Phase gehtween Weeéié _a”? 24 o t — Exposures of BIC, FTC, and TAF were consistent with the
- TPY ¢ Lhangesin e nemaie adolescents were. ranges of exposures observed in adults in Phase 3 trials of
T 1 | | Intensive Pharmacokinetic Data — Not considered to be clinically significant B/F?TAF P
Week 0 2 ord 24 48 cohort 1 B/ETAE-Treated — Consistent with Phase 3 adult data, and the known effect of BIC on organic . . .
n=24 Endpoint Endpoint PK Parameter* ey N=1103" GMR% (90% Cl) on actual GFR trials of B/F/TAF in adults, which showed high proportions with
AUC.,.,, h-ng/mL 109,668 (31) 102,001 (27) 107 (97, 118) : - . viral suppression and no resistance
. . . . Efficacy: Virologic Outcome L . .
¢ Phase 2/3, open-label, multicenter, multicohort, single-arm study in BIC  Cina NG/ML 8087 (30) 6146 (23) 130 (119, 143) 100 ¢ These data support further pediatric studies of B/F/TAF, which
HIV-1—infected, virologically suppressed adolescents (NCT02881320) Craur NG/ML 2327 (49) 2610 (35) 86 (74, 100) +00 may be an impOrtant unboosted INST]I OptiOn for HIV-iInfected
¢ Key Inclusion criteria: AUC,,, h-ng/mL 13,579 (22) 12,294 (29) 113 (102, 124) oo adolescents and children due to high barrier to resistance,
— Aged 12-<18 y; weight 235 kg FTC  Crax Ng/ML 2689 (34) 2127 (35) 127 (111, 145) g small tablet size, low potential for drug-drug interactions, and
— HIV-1 RNA <50 copies/mL for 26 mo Ciaus NG/ML 64 (25) 96 (37) 69 (62, 78) é‘, 40 lack of food requirement
— CD4 count 2200 cells/pL ap AUCw, hng/ml 271 (50) 229 (63) 125 (102, 153) T 20
— Estimated glomerular filtration rate (eGFR; Schwartz formula) 290 mL/min/ C..or, NQ/ML 262 (45) 277 (62) 101 (80, 128) ; 0 0
1.73 m? N - | | - - HIV-1 RNA <50 Copies/mL HIV-1 RNA =50 Copies/mL No Virologic Data
. condence inerval G, maximum concentration: Gy, iroLgh concentiation. GMR. geometric mean ratio. o rce coults: ACu area under eurve over dosing infervel; &1 n= 24 0 0 References
¢ Safety assessments: adverse eventS (AES) and C||n|Ca| IabOratOry ;I]:[tC?/nters fo_rCI D_isfeas% Con}gnl atnd tIT:r_Ieve/thijoTt. H(I:!\'/A\chulrveiIIar;geLR(ej?ogt, AZ\IOD185 ?ttp;}/{;/va\//.qgc:g?v/hir\]//libre/nay/retpo;th_/lhiv/-Fs)ug\_/eilI_arcmace_ahtgnl; 2. Ac\ijDSinfo.
ngm ] ] ] o o . . i . P. .WWW.aI sSinto.nin.gov/vontentriies uitan olescen pdar; 9. _|n 0. PS. al_sm o.nin.gov/vontentries _e 1Iatricoul elngs.p ;
abnormalities | + Similar BIC exposures were observed in adolescents and adults ’ Ma'[l‘tgga”‘ﬁte. of V'rtO'O%CO%/“PPreSS'O” at Week 24: HIV-1 RNA <50 copies/mL 4 Resner st etal top i bied 200817 1425:5. Gallent I, etal  Acaurimmune Dt Synar 201775515, Toiarg . o ol Amimerco
¢ Efficacy assessments: HIV-1 RNA viral load and CD4 cell count ¢ Exposures of FTC and TAF were within the safe and efficacious ranges of n all 24 participants (100%) roster By B Blead Betences, e, Apri=0TE
¢+ PK assessment: steady-state plasma PK parameters calculated for BIC, historical data in adults and adolescents following administration of approved ¢ Mean change in CD4 cell count at Week 24: +53 cells/uL (standard deviation 197.0)
FTC, and TAF F/TAF-containing products’?® ¢+ No participants met the criteria for resistance analysis P Kogiaraken, T Bunupurbdah, K Cnokephaibulkit USA: A Gae G Rodrgues. This study was funded by Gilend Seiancen. Inar oo coton: Thailand:
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