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Figure 1. Design of ARTISTRY-1 and ARTISTRY-2 Studies * Observed mean trough plasma drug concentration (Cy,,q,) values in the ARTISTRY studies were 21- to 30-fold above Table 2. Projected Median (90% PI) LEN Concentrations After Missed BIC/LEN Doses
Ph Kinetic (PK) data indicate that 0 " (LEN PK sampling the IQ1 threshold (3.8 ng/mL) for LEN (Figure 2)
SlinEeodnzle ( ) let N lieelis Nl ezl leneiczighllr ( ) _ ARTISTRY-1 Phase 3 A e ~N Figure 2. Plasma LEN C,,,, Values From ARTISTRY-1 and ARTISTRY-2 Observed at Median (90% PI) LEN Concentration, Mean (90% CI) LEN Concentration,
concentrations remain above the inhibitory quotient (IQ)1 threshold even with Open-Label Study ( v 4 wo o l dofined as a regimen which-contained any Steady State Dave After Last SS ng/mL ng/mL
: . . . . . - ina: ays After Las
7 consecutive missed daily doses of bictegravir 75 mg/lenacapavir 50 mg A s s 4 - Week0 4 12 24 %6 tg | o g NRT! plus > 1 other third oo BICLEN Dose S oy S oy
: : u'ts agec = 1 years on a stable : : : : I agent from a class other than NRTI, or
(BIC/LEN) single-tablet regimen (STR) I e . + 22 pilscay,or requiing dosing more than 0 77.4 (18.0, 324) 55.4 (13.0, 236) 113 (110, 115) 80.5 (78.4, 82.5)
: : T . S o R : . : .
— LEN reloading with 600 mg on Days 1 and 2 after reinitiating BIC/LEN is Mo prior exposure to LEN or | e e Parenteral agent(s) (excluding a complete 1 72.7 (17.5, 310) 52.4 (1.7, 221) 109 (106, 111) 76.8 (74.9, 78.6)
not needed with < 7 consecutive days of missed doses; however, with . Nochionic HEV infection multi-tablet regimen _ Orelagents ) z 100 2 70.2 (15.5, 301) 48.9 (1.0, 219) 104 (101, 107) 74.4 (72.4,76.3)
> 7 days of missed doses, LEN reloading is recommended to quickly PK sampling ® 3 56,8 (14.1, 301) 25.1 (9.67, 209) 101 (97,9, 103) /0.9 (69.0, 72.7)
re-establish near steady-state exposures ARTISTRY 2 Phase 3 ’ - ) : 4 63.6 13.3, 298 44.8 8.77, 205 96.2 93.7, 98.7 67.9 66.1’ 69.7
Clinical data from participants in the ARTISTRY studies who missed > 7 doses of Double-Blind Study 0 S A A M 2] 6 (195, 29) ©(6.77, 209) 2087, %67) 5 (661, 89.7)
. . . . . : ; ! ! . 10
BIC/LEN and received LEN reloading demonstrated sustained viral suppression Adults aged 2 18 years on BIF/TAF : i > 59.4 (12.1, 280) 423 (8.04, 193) 92.4 (89.9, 94.9) 05.3 (635, 67.0)
+ HIV-1 RNA < 50 copiesimL n=38% B aethat - 6 57.1 (11.0, 273) 39.9 (7.29, 194) 89.7 (87.2, 92.1) 62.5 (60.8, 64.1)
H = . H « N : to LEN : PlaCEeO™ | =3 . Y, . LI, . L, . . .0, .
Qollectlvely, EK and clinical ewdencg support.s the LEN reloading straftegy as . No esistance to BIG or TAF 21 ] . T Q1 = 3.8 ng/mL - P — P T P E——
implemented in the ARTISTRY studies following > 7 days of consecutive Mo i A it - + Optional intensive PK sampling 1(9.86, 273) 9 (649, 183) 4 (84.0, 88.8) 1(59.3,62.8)
mISSGd BIC/LEN dOSGS When reStar’[Ing BIC/LEN dally dOS|ng 1 BIC, bictegravir; Cl, confidence interval; LEN, lenacapavir; PI, prediction interval; SS, steady state.
aDue to ARV resistance, intolerance, drug-drug interactions, or contraindication to existing STRs. PAccording to the Cockcroft-Gault formula for creatinine clearance. ARTISTRY-1 ARTISTRY-2
°BIC/LEN 75/50 mg; with oral loading dose of LEN 600 mg on Days 1 and 2 of treatment. ¢Placebo-to-match B/F/TAF. ¢Participants received placebo-to-match oral ] .. . .
- LEN on Dayg 1 anq 2 of treatment. fPla.cebo-to-match BIC/LEN. ARV, antiretrovirgl; B or BI_C_, bictegravir; eGFR, estimateq glomerular filtratiqn rate;.F,_erntricitabine; Week: 24 36 48 iPK 24 36 48 ° MC-)S’[ pamC'pantS had prOJected LEN concentrations above 1Q1 up to7 days after the last Steady'State dose of BIC/LEN
P I al n La n g u ag e S u m m a ry Eri:/e’ahseeﬂi%lsigr\;/léuz ;Egh:ggg;;%?i\;ﬂsﬁgﬁ;k;Z:;nbtigﬁgji?:eﬁvq?fs i?nn;czr\l,ﬁt?;;:ﬂitg;NRTI’ nucleoside/nucleotide reverse transcriptase inhibitor; P, ng' pr|19l:t)'st depict rpedtialrj E(rl:lorlizontal Iine_), interquartile range (box), and 5th-95th percentiles (whiskers). Cy,, 4, trough plasma drug concentration; iPK, intensive PK; (Flgure 5)
, INNIDITOry quotent; , lenacapavir.
: Figure 5. Percentage of People on BIC/LEN With Projected LEN Plasma Concentrations
PK Sampling Schema o _ _ o _ + After initiation of daily BIC/LEN with LEN loading doses on Days 1 and 2, plasma LEN concentrations quickly increase AS Q1 g P J
BIC/LEN is an HIV treatment that combines two medicines, bictegravir (BIC) * Sparse PK samples were collected from all participants on BIC/LEN in both studies at the following timepoints: and remain above 1Q1 (3.8 ng/mL) and the simulated population 5th percentile of C,,,, obtained 26 weeks after ove
and lenacapavir (LEN) into a sinale tablet taken once a da — Day 1 at predose and 4 hours post-dose subcutaneous LEN administration in treatment-naive people with HIV (6.1 ng/mL) (Figure 3) B Fasted mFed
P ’ g y — ARTISTRY-1: Weeks 4, 12, 24, 36, 48 at trough and 2 hours post-dose Fi . . . . . .
, _ igure 3. Plasma LEN Concentrations Following Daily BIC/LEN Dosing With LEN Loading 100 998 100 99.8 99.9 99.7 99.9 99.5 99.8 99.2 99.6 99.0 99.6 99.3
In the ARTISTRY-1 and ARTISTRY-2 studies, BIC/LEN was safe and worked — ARTISTRY-2: Weeks 4, 12, 24, 36, 48 at trough and Weeks 24 and 36 at 2 hours post-dose Doses Administered on Days 1 and 2 100 : : : : : 6 99, 6 98.5 3 98.0
well for people with HIV * Anintensive PK (iPK) substudy was performed in a subset of participants in the BIC/LEN group of ARTISTRY-1 at a
steady-state visit at either Week 24, 36, or 48 Fasted Fed
During these studies, participants received extra doses of LEN on Days 1 and 2, — Blood samples were collected at trough, and 0.5, 1, 2, 3, 4, 6, and 8 hours post-dose 80
in addition to their daily BIC/LEN treatment. This was done to raise drug levels « Plasma concentrations of BIC/LEN were determined using validated bioanalytical assays J‘V\W\N\’_/ o
in the body to get to target levels more quickly Population PK Analysis g 100 5 o
L _ . A population PK model was developed to characterize LEN PK as a component of BIC/LEN E’: %
—  If participants missed more t_han 7 days of BIC/LEN in a rOW, they needed — Data from 11 studies were used, including single-dose studies as well as the ARTISTRY-1 and -2 studies < g 40
to restart treatment and receive the extra LEN doses again on Days 1 and 2 — Afull fixed-effect covariate model was used to estimate the effects of relevant covariates (body weight, sex, 2 8
] o : ) ) Japanese ethnicity, food effect, kidney function) on LEN PK g 10 20
Researchers measured the amount of LEN ”? pamCIpantS bOdle.S durmg these — Ten thousand virtual individuals were generated, and stochastic simulation was performed at steady state to § N N 5th percentile Cyougn =
and other studies. They also used mathematical models to predict drug levels assess LEN exposure following up to 7 days of missed BIC/LEN daily maintenance doses : I I ?@11 ”_g;mBLng/mL
after different numbers of missed BIC/LEN doses Clinical Data CZ’ ' 0 ) 1 ) ; p - - »
: - « The clinical occurrence of LEN reloading, after > 7 days of missed BIC/LEN doses per protocol, across both studies u Days After Last SS Dose
Rgsearchers also looked at how well BIC/LEN c_ontrolled HIV in participants who and the virologic outcomes for those participants at Week 48 were evaluated 1 ] o N .
mlssed more than 7 dayS Of treatment and recelved the eXtra LEN doseS When IQ1 = 3.8 ng/mL. BIC, bictegravir; 1Q, inhibitory quotient; LEN, lenacapavir; SS, steady state.
they restarted BIC/LEN

* Most participants had projected LEN concentrations above the simulated population Sth percentile of Cy,,4, obtained
0 2 4 6 810121416182022242628 0 2 4 6 8 10 1214 16 18 20 22 24 26 28 26 weeks after subcutaneous LEN administration in treatment-naive people with HIV for up to 7 days after the last

Based on the predicted drug levels and results from participants who restarted Days Since First Dose steady-state dose of BIC/LEN

I 1 I Table 1 . Demo ra hics and Baseline Characteristics Central solid lines are the means, with the shaded area around the mean line corresponding to the 90% CI of the mean. Lower and upper lines of the outer shaded area _ ; ; . ; :
treatment with the extra LEN doses, BIC/LEN continued to work well in grap comospane t the i and G5t peroentles of 1 papution precloton Interval, Grean dashad ine coesponds to Smulated popuiaton 5 parcentle of Gur cbtained In studies using subcutaneous LEN, there was robust efficacy at concentrations above the population 5th
Controlling HIV Participants 26 weeks after subcutaneous LEN administration in treatment-naive people with HIV (6.1 ng/mL). Black dashed line corresponds to 1Q1 (3.8 ng/mL). percentile of Cyqygn

o . BIC, bictegravir; Cl, confidence interval; C,,,.4 trough plasma drug concentration; 1Q, inhibitory quotient; LEN, lenacapavir. .. . \ . . .
Contributing to the ? vough: TOUGT P ? . P » Seven participants from both studies missed > 7 consecutive doses and underwent LEN reloading with BIC/LEN

ARTISTRY-1 ARTISTRY-2 PopPK Model  After 7 days of consecutively missed BIC/LEN doses, simulation results showed a median (90% prediction interval) reinitiation per the protocol

n =371 n = 383 n = 1295 i
. A di 60 (22-84 47 (23-77 49 (18-84 LEN Ctr_ough of 55.1 (9.86, 273) ng/ml. (fasted) and 38.9 (6.49, 183) ng/ml. (fed), exceeding the 1Q1 of 3.8 ng/mL for » All seven participants had continued suppression of HIV-1 RNA at Week 48, at last available measure, or at measure
Introduction ge, years, median (range) (22-84) (23-77) (18-84) LEN (Figure 4, Table 2) after reloading (Table 3)
Male sex at birth, n (%) 307 (83) 314 (82) 996 (77) . . . . .
Race, n (%) Figure 4. Projected Median (90% PI) LEN Concentrations After Missed BIC/LEN Doses Table 3. Clinical Data From BIC/LEN Participants Receiving LEN Reloading (After Missing
+ Oral BIC/LEN is approved by the US Food and Drug Administration as a STR for the treatment of HIV-1" White 260 (70) 199 (52) 777 (60) 1000 S 7 Con-secutive Daily Doses) During the ARTISTRY Studies
+ BIC/LEN taken once daily, initiated with loading doses of oral LEN 600 mg on Days 1 and 2, demonstrated safety and Black or African American 64 (17) 113 (30) 335 (26) y 9
) L : . : , i 93 Asian 16 (4) 51 (13) 118 (9)
efficacy in virologically suppressed people with HIV-1 in the ARTISTRY-1 and -2 studies (Figure 1)* Other 12 (3) 20 (5) 46 (4) _EI
— LEN loading doses on Days 1 and 2 quickly achieve therapeutic levels of LEN Missing 19 (5) 0 19 (2) > - - -
: . : : : Ethnicity, n (%) < Study D f HIV-1 RNA at HIV-1 RNA at Study D
+ BIC does not require loading to achieve therapeutic exposures quickl : ) : 100 udy Days o a a udy Urug
g g P P quicy Hispanic or Latinx 80 (22) 106 (28) 439 (34) 5 Participant LEN Reloading Reloading Week 48 Discontinued?
— While the plasma elimination half-life of BIC ranges from approximately 19 to 21 hours, its antiviral efficacy is also Japanese Not available Not available 31 (2) = \ G 4 ) 5
influenced by the prolonged residence time in the integrase binding pocket (approximately 163 hours [6.8 days]), Weight, kg, median (range) 79.6 (43.5-156) 81.1 (49.6-159) 78.0 (43.5-164) E -e— [asted 1 ARTISTRY-1 4355 an(;j 45(?3 :one ge:ec:eg < 20 copies/mL No
providing additional pharmacologic coverage during periods of missed dosing®# BMI, kg/m2, median (range) 26.1 (16.6-55.0) 26.8 (16.8-52.9) NA S —e= Fed an one derec®
- In the ARTISTRY studies, participants who missed > 7 days of consecutive BIC/LEN doses restarted BIC/LEN with CrCl, mL/min, median (range) 82.9 (24.6-200) 101 (39.3-307) 102 (24.6-330) s 10 | i oereontio o - R ARTISTRY-1 176 and 177 Not conducted None detected No
reloading doses of oral LEN 600 mg on Days 1 and 2 of treatment reinitiation as per the protocol Fed status, n (%) ; ———————————————————————————————————————————————————————————————————————————— 6.1 Eg/mL rouen 3 ARTISTRY-1 153 and 154 Not conducted None detected No
— Dosing and reloading instructions are consistent with prescribing information’ Egzted B ~ %gg g;g e T Q1 =3.8 ng/mL 4 ARTISTRY-2 43 and 44 None detected None detected Yesb
I\U/I?Sksq%"” 371 £1 00) 383 900) 8?(7) g??) 1 5 ARTISTRY-2 54 and 55 Not conducted None detected No
Objective HIV status, n (%) 0 1 2 3 4 5 6 7 6 ARTISTRY-2 111 and 112 None detected | No virologic datac Yese
No HIV 0 0 333 (26) Days Since Last Dose 7 ARTISTRY-2 343 and 344¢ Not conducted < 20 copies/mL No
. - . , : : Virologically suppressed 358 (96) 376 (98) 857 (66) . , . N o :
 To describe the PK and clinical data Suppomng the protocol-deflned BIC/LEN dosmg and LEN reloadlng Treatment naive 0 0 105 (8) Red and blue data p0|nt§ and correspondlng_error bars have peen slightly stgggered at each.tlmepomt for clarity. Line markers are medlgn .valugs gnd error bars are ' . . -
. . . . . . . . . 90% PI. Green dashed line corresponds to simulated population 5th percentile of C,4, obtained 26 weeks after subcutaneous LEN administration in treatment naive aThe second reloading occurred after Week 48. Subsequent HIV-1 RNA at Week 72 (Study Day 502) was not detected. °Discontinued study drug due to participant
recommendations in the ARTISTRY studies, mCIUd'ng reloadlng with > 7 consecutive days of missed BIC/LEN doses people with HIV (6.1 ng/mL). Black dashed line corresponds to 1Q1 (3.8 ng/mL). BIC, bictegravir; Cy.,q4n, trough plasma drug concentration; 1Q, inhibitory quotient; decision. °Discontinued study drug due to investigator’s discretion prior to Week 48; last available HIV-1 RNA at Week 24 (Study Day 174) was not detected.
BMI, body mass index; CrCl, creatinine clearance; NA, not available; PopPK, population pharmacokinetics. LEN, lenacapavir; PI, prediction interval. dReloading occurred after Week 48. Subsequent HIV-1 RNA at Week 60 (Study Day 427) remained < 20 copies/mL. BIC, bictegravir; LEN, lenacapauvir.
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