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Introduction Results

¢+ Bictegravir (BIC; B), a novel, potent integrase strand transfer

inhibitor (INSTI) with a high barrier to resistance, is coformulated Baseline Characteristics Effects of PVCC Antacids and Supplements on
with emtricitabine and tenofovir alafenamide into a single-tablet Conort 3 BIC Exposure
regimen (B/F/TAF), and is approved in Australia, Canada, e T Simultaneously, Fed
Europe, and USA as Biktarvy® (Gilead)“‘ Median age, y (range) 32 (25-41) 29 (22-43) 41 (27-45) 10 ~@- Alone, fasted =@= Ca,fed =@= Feo fed =@= AlUMg, fed
— Unboosted, low potential for drug-drug interactions, and once-daily Female, % 29 29 36
] ] ] Median eGFR;, mL/min (range) 119 (98-168) 129 (98-152) 117 (91-161)

¢+ B/F/TAF has shown noninferiority at Week 48 to current Racelethnicity, % )
standard-of-care comparators, with no treatment-emergent Black/African-American 43 14 29 E
resistance, and was well tolerated across 5 randomized, White 57 86 1 =
Phase 3 studies in adults living with HIV-1°° Hispanic/Latino o7 86 64 g
. B/F/TAF Cont|nued tO be n0n|nfer|0r tO dOIUtegraV|r/ BMI, body mass index; eGFRcg, estimated glomerular filtration rate (Cockcroft-Gault). "g

abacavir/lamivudine at Week 96 in an ongoing study™ Safety s
B . o 1 o
BIC demontc,tra.te.d a wide therapeutlc window . ¢+ All treatments were generally well tolerated; n=41/42 completed “

¢+ A mean BIC inhibitory quotient (IQ) of 16.1 was observed in the study
the Phase 3 registrational studies of B/F/TAF (N=584) — 1 subject in Cohort 2 discontinued due to treatment-related o
— 1Q is defined as trough plasma concentration (C-) divided by Grade 2 urticaria

protein-adjusted effective concentration that inhibits 95% of — No other Grade =2 adverse events or laboratory abnormalities ° ° _ 18 2
WI|d-type HIV-1 virus aCt|V|ty (EC95) occurred ,
. . B/F/ITAF Alone,

+ Like other INSTIs, absorption of BIC may be decreased on _ BIC PK Parammeter Fastad (E:i:er:nie) % GLSW Rati
coadministration with polyvalent cation-containing (PVCC) Effects of PVCC Antacids and Supplements on S T s s
antacids or supplements via chelation, resulting in decreased BIC Exposure Conwer HO/ML 2.45 (31.4) 4.70 (23.6) 51.5 (42.7, 62.0)

12-15 - Coa, Mg/mL 0.804 (36.4) 1.41 (29.7) 56.0 (46.2, 67.9)

BIC EXPOSUresS Slmultaneously, Fasted AUC.,, h-pg/mL 94.8 (21.2) 93.7 (27.2) 103 (89.0, 120)
10 —@— Alone —€— Ca —@— Fe —@— AllMg Chroa HG/ML 4.11 (13.7) 4.70 (23.6) 89.6 (77.8, 103)

AUC.,, h-ug/mL 77.3 (24.8) 93.7 (27.2) 83.8 (74.1, 94. 9)

jec Ives EIEQTQF f"::ment (test) Ciraxs MG/ML 3.49 (23.2) 4.70 (23.6) 75.1 (64.8, 87.1)

P . . PP Coa, HG/mL 1.23 (25.0) 1.41 (29.7) 88.9 (78.1, 101)
rl m a ry u :EI ;r};} T3Af|(:)r tgst_ tr-eftmgr}t' éb\llbf[lr?, Cfed, B/FI/TAF ?_dlr:nin]icstg;reB? Ff/erA\lzzvitr:jAl_/l\/_lgtantg?io(I; AI%??:, fastedl, B/F/'It'AF administered fasted alone; Ca, fed,

¢+ To evaluate the effect of administration of aluminum/magnesium 2 j i
(Al/Mg) antacids and calcium (Ca) or iron (Fe) supplements I ¢+ Administration of food attenuated the chelating effect of PVCC
with B/F/TAF fixed-dose combination (FDC) on BIC £ antacids/supplements
pharmacokinetics (PK) £ — BIC AUC., was modestly reduced (47%) with Al/Mg antacid

. . .. 3
— Can this possible effect be mitigated by food? o — BIC AUC.., was unaffected by Ca and Fe supplements

— Can this possible effect be mitigated by staggered

administration? Summary of BIC C,, Changes After Various PVCC
Secondary: y Antacid/Supplement Coadministration Conditions*®
+ To evaluate the safety and tolerability of B/F/TAF when given 0 . . ” ) 125 S MaIBRAS Fe + BIFITAF Ca+BFAAF
alone or in combination with PVCC antacids/supplements Time, h ) T o
¢ To conservatively predict the impact of PVCC antacid/ e PK Parame _ QRN o 100 " 16. §
supplement coadministration on BIC PK to assess the potential Mean (%QV) not4 B (ool 5 z ¥ 1 =
impact of coadministration on BIC pharmacodynamics (PD) in BIFITAF fasted AUC., hug/mL 28.0 (52.5) N R E S 1 5
HIV-1-infected patients administered once-daily B/F/TAF FDC + AlMg antacid (test) [Getiaitie el () L S { 2
C,, Hg/mL 0.427 (57.4) 1.80 (26.3) 21.9 (17.8, 27.0) o o
AUC, h-ug/mL 85.0 (43.1) 122 (24.4) 66.7 (56.7, 78.4) g } 5_-.
C oo HG/ML 3.44 (36.9) 5.64 (18.8) 58.3 (50.7, 67.0) @ o 7o 8.
AUC, h-ug/mL 46.1 (32.9) 122 (24 .4) 37.1(33.0, 41.8) T 5 E
C.o pg/n:fJ 1.67 (27.1) 5.64 (18.8) 29.1 (25.9, 32.7) :\2 2 ; g
. C,,, Mg/mL 0.675 (32.8) 1.80 (26.3) 36.9 (32.6, 41.8) @
StUdy DeSIgn ?ﬁlpﬁg?éggﬂgizagmi;\rf?;edd n:?nsi;?grévét?a'g![/el\t/jlgw?t?]t?%dsi lﬁ\)lglneer;](I::’»r/]It:-/TAF administered fasted alone; Ca, B/F/TAF administered fasted with Ca 0 Fasted Fed Bth Azﬂh Fasted Fed Fasted Fed L
Intensive . .. . *IQ calculated via product of BIC AUC GLSM ratio and mean BIC 1Q from B/F/TAF registrational trials (IQ 16.1); beige and brown shaded areas
PK Sampling ‘ ‘ ‘ ¢ PVCC antaCIdslsupplementS Coadmlnlstered Slmultaneously denote BIC IQ within and outside of, respectively, BIC therapeutic window, as previously defined."
u, wib BIFTAF inder fsted condons reduced BICAUC.: e, Gompared i BIETAF ko, BIC G was substanaly
g resence of AUMa antacids reduced following simultaneous fasted administration of
= N voshou: ISR o P 9 | B/F/TAF with Al/Mg antacids (% GLSM 22%) or Fe supplements
Z — AllNg AllNg + Ca and Fe supplements had less effect on BIC absorption than (% GLSM 37%)
q Conort2: | BIFITAF — a—— A Al/Mg antacids — Simultaneous fasted coadministration of B/F/TAF with Al/Mg- or
Simultaneous Fasted Washout Washout Washout s . .
Fed,n=14 | (reference) + AliMg +Ca + Fe _ Fe-containing antacids/supplements is not recommended
| | | E{fe‘:t °2A|I=l M? 'g‘"tac'ds on BIC Exposure + The effects on BIC PK and IQ were limited when PVCC
¢+ Phase 1, open-label, single-dose, fixed-sequence, multiple- aggered, raste antacids/supplements were administered either simultaneously
cohort, multiple-period study in healthy subjects 10 "0~ More -©- belre  ~@= Afer with B/F/TAF under fed conditions or staggered from B/F/TAF
¢ 42 subjects (14/cohort) were enrolled administration by = 2 h under fasted conditions
. : @ O . — Both coadministration conditions are expected to yield BIC 1Q
* All treatments were admlnlstere.d as single d_OS_eS _ .P e values within the therapeutic window for HIV-1-infected patients,
¢+ A moderate fat meal (600 calories) was administered during 2 ; D T T % as previously defined"
fed treatments s |/ 0 0 TTV—e— | e
+ Reference treatment: B/F/TAF (50/200/25 mg) FDC, fasted g 1 J Predicted 1Q After Daily Al/Mg Antacid
+ Test treatments: £ Coadministration in HIV-1-Infected Patients*
— B/F/TAF FDC + Al/Mg antacids (Al hydroxide 1600 mg/Mg 3 *
hydroxide 1600 mg/simethicone 160 mg), fasted (Cohort 1) or =
fed (Cohort 3), simultaneous
— B/F/TAF FDC staggered 2 h before or after Al/Mg antacid, fasted 20
(Cohort 2) o
— B/FITAF FDC + Ca carbonate (1200 mg) supplement, fasted —(;g;,))
(Cohort 1) or fed (Cohort 3), simultaneous : : e E 24 15 ’
— B/F/TAF FDC + Fe fumarate (324 mg) supplement, fasted c
(Cohort 1) or fed (Cohort 3), simultaneous BIC PK Parameter, FaBsI:eI:I?lfei’A;L:r;%e) % GLSM Ratio m
Mean (%CV) n=14 (90% CI)
PK Analyses B/F/TAF fasted 2h AUC., h-ug/mL 116 (30.3) 133 (27.0) 86.7 (81.0, 92.8) " - 6
. before Al/Mg antacid C, .o HO/mL 5.62 (22.7) 5.92 (16.5) 93.4 (87.5, 99.7) ”
¢+ Only BIC, and not F nor TAF, plasma concentrations were oot 5 L Iy 201283) | 855(800, 514) (44%)
determined |y AUC., h-ug/mL 67.7 (47.0) 133 (27.0) 47.7 (38.3, 59.4) 5
+ BIC concentrations in plasma were analyzed using validated oy MO o556 (440 L) K e
IIqUId Chromatog raphy_tandem maSS SpeCtrometry assays Qﬁ]?r, BAIT//I\'}I'AF atcjmicri\istered fasted 2 h after Al/Mg antacid; Alone, B/F/TAF administered fasted alone; Before, B/F/TAF administered fasted 2 h 1
¢ PK parameters were eStimated USing PhOeniX® WinNonlin® 64 g | Observed: All Patients Predicted: All Patients With PVCC
(Certara, LP, Prlnceton, New Jersey, USA) ¢ Separation of B/F/TAF dose by as little as 2 h attenuated the “Mean 1O (4CV) i?alzpeadsgﬁ;efgft'&?/ﬁ)gzln?;%?éeswas16.1 (33%)"": BIC C, GLSM ratio was 0.47 and test Cy, %CV was 44% when B/F/TAF
¢ PK parameters (mean [% coefficient of variation (CV)]) included chelating effect of PVCC antacids/supplements | | | | |
area under curve from time 0 to « (AUC., h-ng/mL) and — Staggering of B/F/TAF 2 h before and 2 h after Al/Mg antacid ¢ The analysis revealed that if all patients in the Phase 3
concentration 24 h postdose (C.4, Ng/mL) administration resulted in modest decreases in BIC AUC.. (23% registrational studies were administered B/F/TAF 2 h after Al/Mg
+ BIC exposures (AUC.., maximum concentration [Cus], and Ca) and 52%, respectively) antacids, mean BIC 1Q (%CV) is predicted to be 7.6 (44%)
00y max] s 24
from test treatments were compared with the reference .
treatment as geometric least-squares mean (GLSM) ratios CO"CIUSlOns
and associated 90% confidence intervals (Cl), which were _ . _
estimated using analysis of variance ¢ Decreased BIC exposure from chelation by PVCC antacids/supplements can be attenuated by staggering
¢ The lack of drug-drug interaction boundary was 70-143% administration + 2 h and/or administering with food
Prediction of BIC IQ in HIV-1=Infected Patients o Mean_ |IQ of 7.6 is predicted in HIV-1-infected patients coadministering B/F/TAF in a fasted state 2 h after PVCC
Coadministered Daily PVCC Antacids antacid/supplement therapy
+ To predict BIC exposure in HIV-1-infected patients with daily — Reduction in BIC exposure (1Q <1) is unlikely
use of PVCC antacids/supplements: — PVCC antacids/supplements are not expected to reduce BIC efficacy
— Mean BIC 1Q from the B/F/TAF Phase 3 registrational studies : : : : : : : : : :
was multiplied by the observed Czs GLSM ratio for each PVCC ¢ High 1Q values and associated efficacy of BIC in the B/F/TAF registrational trials supports its flexible use in
antacid/supplement regimen studied patients coadministering PVCC antacids/supplements either simultaneously fed or fasted when staggered £ 2 h
— Individual BIC IQ values in the B/F/TAF Phase 3 registrational
studies (treatment-naive HIV-1-infected patients) were predicted Canada. Inc., July 10, 2018: 4 Bikiarvy [SmPC] Cambridge, UK: Glead Stiences Intermational Lid. 2078.5. Daar E. 6t al. Lancet HIV 2016:5:6347-56. 6. Gallant JE. et o Lancet 2017-390-2063.72. 7 Kiyo G et ol GROI 2018, abstt S00: 8, Moina IV et al. Lancet HIv -
?assstg? @c?n?j'i'ﬁ‘éﬁtsieé“ﬁ ;?t%l; gzjenir:i gg itlgridn% Sgno,&sﬁ é Tﬁn'f(a%? ézler =doloscent.arvi0, May 30, 3015: 13. Genvoya [package meerl]. Fostor Gy, CA: Gilead Seionoss, Inc. Aug 2078: 14. soniress [packags insert. Whiohouss Station, M- Merek & Co., Inc., 2016: 15, Tiicay [package inser] Ressarch Trangle Park NC: VIN' Healthoars, Sept 2015.
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