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- ¢ Plasma samples were collected on Days 16—21 and 23—-29 between RPT : : :
Introduction doses at theF;O”Ong time points to ex)é\mine the time course of drug BIC Trough ancentratlons Throughout Study Days Across TAF Pharmacokinetics
_ _ . _ _ _ interaction: Treatment Pe"OdS Plasma Concentrations of TAF Following Trend of Mean TAF Concentrations
¢ Bictegravir (BIC), emtricitabine (FTC), and tenofovir (TFV) alafenamide - | | | (BIFITAF qd Alone vs Coadministored Throughout Study Days
(B/F/TAF) is a guidelines-recommended, first-line, single tablet once-daily — Predose, and 1, 1.5, and 2 h postdose wol | orerede B B dd ; SFITAF + RFTAM  BIFITAF + RFTAM  BIFITAF + RPT P
(qd) treatment for people living with HIV (PLWH),'* which has a high ¢+ PBMC sampling occurred on Days 8, 22, and 30 for determination of o ; a | w | w =~ 1000 00, e codosed  (12:h before BIF/TAF)
barrier to resistance TFV-DP PK 2 I % £ ; ; ;
— BIC has a high mean inhibitory quotient (IQ) of 16.1 following administration ¢+ PK parameters were estimated by noncompartmental methods using 3 ; ; ; 3 100 ; o ) § f
of B/F/TAF in HIV-infected participants* Phoenix WinNonlin 8.2 (Certara, Princeton, NJ) G20 - . i 5 g § §
¢ Among people with latent tuberculosis (TB) infection (LTBI), PLWH are ¢ Geometric least-squares mean (GLSM) ratios and corresponding 90% = i T 5 - £ 1 3 10 5 5 5
~20 times more likely to develop active TB compared with those without confidence intervals (Cls) for primary PK parameters (area under plasma S - ' B : ; 3
HIV, making it a leading cause of death among PLWH?>® concentration-time curve over dosing interval [AUC,, ], maximal = ; I\ _ T ; - 4l T e B o o ST N S
— Standard of care includes cotreatment of LTBI and HIV concomitantly concentration [C,.], and trough concentration [C,,_], as applicable) were E 1o ; T B ] c —e— BJFITAF qd+ RPT quk co-dosed ‘;3 L BIFTAF od +
— Guidelines-recommended LTBI treatments include once-weekly (qwk) used for statistical comparisons of exposures § 5 - I ) - i S . 7 BIFITAF qd + RPT awk 12-h stagger . T
rifapentine (RPT) + isoniazid for 12 wk — Test: B/F/TAF qd coadministered with RPT qwk or administered 12 h after S oECa 168 nimL | ; : S : S R T
¢ BIC |S metab0||zed by ur|d|ne d|phOSphate glucuronosyltranSferase 1A1 I;Pf-r B/F/TAF d I 0 : : | *Relative to date of first study drug administration (Day 1); B/F/TAF qd was administered Days 1-8 (reference); RPT qwk was administered with B/F/TAF qd Days 15-30.
(UGT1A1) and cytochrome P450 (CYP) 3A; TFV alafenamide (TAF) is a — Rererence. qd alone 9 15 16 A7 18 19 20 21 2 2 24 25 26 27 28 29 30 3 - . .. L
SUbStrate Of tranSpOrterS P-glyCOprOteln (P-gp)a Organlc anlOn-tranSportlng ‘ Safety WaS evaluated throughOUt the StUdy by assessment Of adverse *Relative to date of first study drug administration (Day 1); B/F/TAF qd was adminZtae)r:I on Days 1-8 (reference); red dashed lines indicate RPT qwk administration ‘ CoadmInIStratlon Of RPT qu had no Cllnlca”y Slgnlflcant effeCt On TAF PK
polypeptide (OATP)-1B1/1B3, and breast cancer resistance protein events (AEs) and laboratory monitoring with BIFITAF qd on Days 15-30 (RPT was coadminstered in AM with B/FITAF on Days 15 and 22, and was adminitered in PM on Day 29, 12 h before AM ¢ Aminor increase in TAF plasma concentrations was observed following
_ Coadministration of drugs that are strong inducers of these pathways R R | coadministration or 12-h staggered administration of B/F/TAF qd with RPT
is expected to decrease plasma concentrations of BIC and/or TAF ¢ BIC C;,, was reduced by as low as 83% by Day 4 post RPT dosing (nadir) qwk compared with B/F/TAF qd alolne;.glv?n that RPT has been shown to
— Rifampin, a drug commonly used in the treatment of TB, is a potent _ ¢ BIC Cy, never recovered back to steady-state concentrations between Inhibit OATPH Bg-mtetd_lstted dutpt_akﬁt;q_wtro],c (’t)ljal\?_;r?gﬁleni_lnfrease In TAF
pan-inducer of CYP3A4, UGT1A1, and P-gp, which is contraindicated RPT doses EXposure may be attributed 1o Inhibition o aclivity

¢ TAF concentrations gradually decreased across study days between RPT
doses, with the nadir occurring ~3—4 d post RPT dosing; TAF levels

with B/F/TAF due to significantly lower BIC plasma exposure

¢+ 12-h staggered (vs coadministration) of RPT qwk resulted in more
¢ RPT iIs a strong inducer of CYP3A, but with induction potency less than

Demographics and Baseline Characteristics oronounced decline in BIC C,,

that of rifampin; the inductive effect of RPT on P-gp is currently unknown N30 J[_ecovdered bdy ﬂlep"nh_ ddprkt)_r {o thte H?X;t RfPI_\-’quI'Wk dose, suggesting a weak
+ The effects of RPT on B/F/TAF pharmacokinetics (PK) and safety have not Enrollec/completed, i 30128 Distribution of BIC Trough Concentrations in HIV-Infected me-aependent F-ap MAULIon potertial © | o
been explored, thus precluding coadministration of these agents reen age s O ” ?;Z‘(Z';’ Participants in Phase 3 Studies Following Administration of ¢ aDr?ctjai rfé‘lj’g’vﬁ(‘)":]eg;( SX%:; 10|§ 1R§an°|Q J'S‘Fr:s*;e Fé?i\s;:'ls'y due to mixed inhibition
craE S AL B/F/ITAF qd vs B/F/TAF qd + RPT gwk I

Race, n (%)

Objectives American Indian or Alaska Native 1(3) 10,000 vean tG- 164 Summary of FTC, TAF, TFV, and TFV-DP Parameter Estimates
Asian 1(3) Across Study Treatments
¢ Primary: tO evaluate the eﬁeCt Of RPT qu on B/F/TAF PK Black or African-American 17 (57) y
B/FITAF qd + RPT ' B/FITAF gqd + RPT
¢ Secondary: to evaluate the safety and tolerability of multiple-dose White 11(37) _ Mean 1Q: 2.7* Mean PK BIFITAFqd = qwk Co-Dosed  qwk 12-h Stagger ~ Co-Dosed  12-h Stagger
. . : . . . .. 14 - o % = = = \Y; Y/
B/F/TAF administered with RPT qwk Hispanic or Latin thnicty, (%) 6 (20 5 . ama PTG = = = EE—
¢+ Exploratory: to describe the PK of TFV diphosphate (TFV-DP; TAF/TFV Mean BML kgim (SD) 266 (2.9) E oo NGIML 1860 (19.6) 1960 (18.0) 1940 (200) 106 (99.1,113) 105 (97.5, 112)
active metabolite) in peripheral blood mononuclear cells (PBMCS) Mean eGFR¢s, mL/min (SD) 121 (19) 3 AUC,.,, h-ng/mL 9690 (14.6) 11,000 (14.6) 11,300 (13.6) 113 (110, 117) 117 (114, 120)
BMI, body mass index; eGFRg, estimated glomerular filtration rate by Cockcroft-Gault formula; SD, standard deviation. g Ctau’ ng/mL 72.5 (21 -5) 66.0 (31 -8) 86.5 (22-4) 88.9 (82-6’ 95-5) 119 (1 15, 124)
8 Plasma TAF
Safet 0 paECos: 162 ng/mlL C....., ng/mL 174 (42.2) 231 (44.6) 211 (71.4) 131 (113, 152) 109 (89.4, 133)
y .§ 100 AUC,,,, h-ng/mL 255 (39.2) 324 (49.2) 288 (45.1) 112 (93.9,134) 98.4 (91.8, 105)
¢ Study treatments were safe and well tolerated E: Plasma TFV
. ¢ _ : . " ] Cax, NG/ML 14.9 (18.7) 13.3 (19.2) 12.1 (18.1) 89.3 (84.9,93.9) 81.5(77.6, 85.6)
StUdy DeS|gn Trea.t mentB?Ig?.ﬁ&gFengA_l\_Eég.?CU”ke d 4|go/a Iargg;FBfl%?lg rtldon IOf paglﬁl)})ants Individual patients may AUC,,,, h-ng/mL 224 (16.6) 195 (16.6) 197 (17.3) 87.2 (84.6,89.8) 88.0(85.0, 91.0)
receiving g qwk ( 0) VS qd alone ( 0) el belony [g2l=te Cru, NG/ML 758 (19.4) 6.60 (15.8) 6.84 (17.3)  87.4(84.1,90.9) 90.5 (86.7, 94.5)
P — P ¢ Most AEs were mild (Grade 1) PBMC TFV-DP
Screening washout  OIIIEENONe oo . 6
— One Grade 3 AE was observed: neck pain judged not related to study drugs N BFTAF qd BFTAF qd Crax, TMOI/10" cells 1070 (46.5) 959 (35.8) 874 (46.8)
A A A . + RPT qwkt AUC,,, h-fmol/10¢ cells 20,000 (43.2) 19,900 (35.0) 15,700 (34.8)
® B/F/TAF 50/200/25 mg AM d O RPT AM d ight-based dosi Intensive PK sampli Trough PK sampli ¢ There were no serious AES "IQ calculated as Ciaw/pakCos. L | o . _ L Ciau, fmol/10° cells 735 (46.2) 782 (33.0) 600 (37.0)
J o%¢ 056, WEIGNDAsea G053 MENSIVE TR Samping oR9 Samping _ . P ‘e TObserved BIC C,, in HIV-infected participants in Phase 3 registrational studies (N=1193) following administration of B/F/TAF qd.
Clinical confinement @ RPT PM dose, weight-based dosing A PBMC PK ¢ There were No CllnlCa”y Slgnlflcant or Grade 23 IabOratOry abnOrmalltleS *Predicted BIC C,, calculated after accounting for ~83% reduction in BIC Ci,, at nadir following administration of B/F/TAF qd with RPT qwk. Data shown to 3 significant digits.
¢ APhase 1, open-label, 3-period fixed-sequence, multiple-dose, single-center BIC PK Following B/F/TAF gd Alone vs Coadministered With C | .
study was conducted in 30 HIV-negative healthy volunteers or Administered 12 h After RPT qwk onciusions
¢ An even distribution (1 :1 ) Of healthy men and nonpregnant, nonlactating BIC Plasma Concentrations Summary of BIC Plasma PK Parameter Estimates™
women aged 18—45 y were enrolled 000 ¢ All study treatments were safe and well tolerated
¢+ Following completion of screening and admission assessments, all eligible . wean i (R TC’E’{f‘ZV‘JE E’E’ifiﬂ.‘f —— ¢ BIC Cy, was ~3_5—83% lower following administration of B/F/TAF qd + RPT gwk, indicating a significant impact of RPT on BIC PK due
participants began receiving B/F/TAF gd on Days 1-8 followed by a S 1000 Pl 1o 025 ne28 veAlone  vAlone to potent induction of CYP3A4
‘ggsgo%t %%r'\?vﬂngrBTDaﬁ 2;1(;25: drtfr']pggtsst:‘g”a;edcgg’ ednlgl |1:/2Tﬁ\|t:) qfd ron ) i | ten | com | can | mssion| ora o ¢ After accounting for ~83% reduction in BIC C,, at the nadir and variability observed in the Phase 3 population, trough levels are
= /F);TAF on Day 29 1 Y e Sore 52 100 AUCw,  Se00  su0 TR0 s 74 predicted to fall below paECgs (1Q of 1) in some patients if daily B/F/TAF is administered with weekly RPT
= h-ng/mL (23.3) (17.9) (18.3)  (81.3,89.8) (70.2, 78.3) o ) o ) _ o _
=2 ¢ No clinically significant changes in the PK of FTC, TAF, TFV, or TFV-DP were observed with coadministration of weekly RPT
Study Methods C_, 2510 1520 1080 60.4 42.5
% 10| —e— B/F/TAF qd alone 1 1 ng/mL (28.1) (26.6) (27.2)  (56.3,64.7)t (39.1, 46.2)t = g . . . Lt ~ . . "y .
+ Intensive plasma sampling occurred at the following time points for g e ETTAR it M ok (codoset ¢ From a mechanistic perspective, this study suggests that RPT may be a weak OATP inhibitor and P-gp inducer, in addition to being
determination Of BlC, FTC, TAF, and TFV (TAF majOr metabolite) PK 1 —o— B/F/TAF qd + RPT qwk (12-h stagger) h(Q1,Q3) (18.5,22.3) (9.71,11.2) (8.07,9.23) d StrOng CYPBA IndUCer
— Days 8 and 30 at predose, and 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 16, 24, 0 48 % 144 192 ¢ Based on the substantial reduction in BIC C,,,, use of single tablet regimen B/F/TAF with weekly RPT is not recommended
48, 72, 96, 120, 144, and 168 h postdose A S GaE
—_ Day 22 at pred()se, and 025, 05, 1, 15, 2, 3, 4, 6, 8, 12, 16, and 24 h postdose *Data shown to 3 significant digits; TOutside no-effect drug-drug interaction boundaries. CV, coefficient of variation; Q, quartile; t;,, half-life. iit(enrscvcl:::; rkeiltz:s.wg.ecjttggglmst;c;t&etg?ﬁeo;;rtugzgﬁtvsirat\:]/gﬁgﬁIiir;SA’d:rl]tj, :ITg:rﬂgilgzgﬁgtzttxr}g vvc\;g:gl_;lt\ér 812/:;38 tzaﬁE/f\rﬁz ftﬂhdye'vivl?fﬁéiﬁnb;%ﬂegﬂvggsﬁéjﬁTffc 3 Saag MS, et al. JAMA 2018;320:379-96; 4. Biktarvy [package insert]. Foster City, CA: Gilead Sciences, Inc.; 2/21; 5. Centers for Disease Control and Prevention. Fact Sheets; 11/12/20; 6. World Health Organization. Tuberculosis; 2021; 7. Parvez MM, et al. Antimicrob Agents Chemother 2016;60:3096-105.
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