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Introduction Results ® FLAIR and ATLAS pooled geometric mean data show that CAB and RPV trough Figure 4. Median (5" and 95'™" Percentile) Pooled RPV PK Profiles in ATLAS
@ Cabotegravir (CAB), an HIV-1 integrase inhibitor, and rilpivirine (RPV), @ PK data were available for 581/591 (98%) participants (303 ATLAS; 278 FLAIR) plasma levels remained above their respective PA-ICy, and within the exposure and FLAIR Through Week 4-48 by Sex at Birth (A) and Baseline BMI (B)
a non-nucleoside reverse transcriptase inhibitor, have been developed as novel, comprising a combined total of 14,682 injections of CAB LA and RPV LA through range observed following daily oral CAB 10 mg and 30 mg (>1.35 ug/mL and A Sex B -
long-acting (LA) antiretrovirals for maintenance of HIV virologic suppression. 48 weeks. <4.2 pg/mL) and daily oral RPV 25 mg regimens (79 ng/mL) (Table 3).
® CAB and RPV are separately formulated as suspensions of crystalline drug in — PKwas unavailable for 10 participants, but the overall demographics in the PK population were Table 3. CAB and RPV Trouah Plasma Concentrations at Select Visits £ g
aqueous vehicles for infrequent intramuscular (IM) dosing and as oral tablets for the same as for the intent-to-treat population, and therefore did not impact the evaluation of : 9 2 100 2100
daily administration.:2 covariates for the PK of CAB LA and RPV LA (Table 2). > >
- ; ioticar tAo _ ; Geometric mean [95% CI] plasma CAB and RPV C,,, at select visits & &
— CAB 30 mgtabs, t,, = 41 hr; CAB LA 200 mg/mL susp, t,,, app = 5.6 to 11.5 weeks. Table 2. Baseline Characteristics: Intent-to-Treat—Exposed Population - a0 — - :
— RPV 25 mg tabs, t;,, = 50 hr; RPV LA 300 mg/mL susp, t,,, app = 13 to 28 weeks. FLAIR ATLAS — AR g AAS - T ATAS — 8 — g:rfafﬁﬁ)sg) E ——o—— <30 kg/m? (n=481)
. . .. . isit an poole an poolel o —— = o ——8—— >=30 kg/m? (n=100
@ Sustained plasma concentrations of CAB and RPV after gluteal IM injection of CAB LA REVEA CABLA T REVLA — — . PAICy e
; i = = Week 4b 4.94 77.13 wFFR— - - s s == — ===
LA formUIatlo_nS r.esu“ fr_om slow absorption from the musgle d(-i‘p?t. Median age, years (range) 34 (19-68) 40 (21-74) (after last oral dose [30 mg/25 mg]) [4.74, 5.14] [73.78, 80.64] 0 4 8 12 16 20 24 28 32 36 40 44 48 0 0 4 8 12 16 20 24 28 32 36 40 44 48
® Phase 3 studies in HIV-infected adults demonstrated non-inferiority of monthly Age 250 years, n (%) 33(12) 66 (21) e [ 39.88 o1 body mass index: C1. confi W‘feklRPV Iobine. Protein-adusted 60 inibi vaton (PG \Aéffklz -
. . . , body mass Index; , confidence Interval; , ripivirine. Protein-adjustes % inhil Itory concentration -1Cq0) TOr 1S ng/m! A
IM CAB + RPV LA to daily oral standard of care at 48 weeks (ATLAS? Female, n (%) 63 (22) 99 (32) (4 weeks after initial IM dose) [1.31, 1.46] [38.05, 41.8] Week 41 = 1-week post-dose timepoint.
NCT02951052] and FLAIR? [NCT02938520] designs shown in Figure 1). Race, n (%) _ _
. . . . (after 12 monthly IM doses) [2.85, 3.10] [82.87, 90.14]
O bJ eCt lve Black or African American 47 (17) 62 (20) . . . . .
. ) Other 20 (7) 32 (10) CAB, cabotegravir; Cl, confidence interval; IM, intramuscular; RPV, rilpivirine; C,,, trough concentration. . The plasma Concentl’atlon over t|me prOfI|eS are CharaCterIZGd by f|lp-ﬂ0p PK
® CAB znd R_P\_/ p?armacokmet:jc; (PhK) thr?ugh 48 \ive_eks ffrcl)—lnllvATlf_AS an FLAIR Median BMI (range), kg/m? 24.1 (17.3-44.9) 25.5 (15.3-50.9) whereby the elimination of the drug is limited by the slower rates of absorption.
were escrlptlve y summarizea in t € poo € popu atlon 0 -in eCte BMI, body mass index; CAB, cabotegravir; LA, long-acting; RPV, rilpivirine. . W H H it i 5 H
S . . . ; . : 1CAB. A |RPV. : i i ; ithin the first few days after initial IM injections, CAB and RPV concentrations
individuals and categorized by select baseline demographics associated with CAB and RPV PK Profile by Sex at Birth and Baseline BMI were all above 1x PA-)I/C ) ’
PK variability. @ Median (5™ and 95! percentile) plasma CAB and RPV concentrations were 90
y CAB . . .
consistent between studies (Figure 2). — ® Median CAB troughs pooled from ATLAS and FLAIR remained within the
Methods . . " . . . ® 4 weeks following the first injection, median CAB levels were lower in females than exposure range observed following daily oral CAB 10 mg and 30 mg regimens
] ) ) ] ] ® RPV exposures, including 95 percentile, were well below those associated with o (D
® ATLAS and FLAIR are identically designed in the maintenance phase from Day 1 QT interval changes males by 40% (Figure 3A). (>1.35 pug/mL and <4.2 pg/mL).
through Week 48 (Figure 1 and Table 1). i ; i ; ® Median RPV troughs remained within the exposure range observed after dail
'roug (Fig ) _ Figure 2. Median (5t and 95t Percentile) Plasma CAB and RPV PK Profiles ® CAB troughs at Week 48 were slightly higher in females than males (Figure 3A). gns P 9 y
Figure 1. ATLAS and FLAIR Study Designs . ) o . L . oral RPV 25 mg regimen.
Following CAB LA 400 mg + RPV LA 600 mg IM Every 4 Weeks ® 4 weeks following the first injection, median CAB levels were lower in individuals with f ; 2 : :
i N - inferiorty swi - ) ) ® Females and individuals with BMI = 30 kg/m? were associated with slower
Phase 3, randomized, open-label, multi-center, parallel group, non-inferiority switch studies bod ind BMI) =30 k / 2 b 46% th th BMI <30 k / 2 F 3B : . = : ’ oY
Screening phase Maintenance phase* CAB . ody mass index (BMI) 230 kg/m? by 46% vs. those wi g/m= (Figure 38). absorption following CAB LA administration, resulting in initially lower median
% ngog Pereneed - ] ® CAB troughs at Week 48 were similar regardless of BMI (Figure 3B). troughs that steadily increased over time with somewhat higher median troughs
< Randomization 10 . . .. . .
2 Pl NNRTE or INST- P e 109 ~ g ) ) by Week 48. These PK differences did not appear to be clinically significant
ased regimen wi = H 1 H H 1 . . .
< 2 NRTi backbone! £ £ Figure 3. Median (5" and 95t Percentile) Pooled CAB PK Profiles in ATLAS through Week 48 in ATLAS and FLAIR with combined 27% female enrolment and
Day 1 ok PKsampling ——— S £ 100 and FLAIR Through Week 4—-48 by Sex at Birth (A) and Baseline BMI (B) ~17% with BMI >30 kg/m?2.
- 2 2
ART-naive Induction phase Initiation of PK sampling g 14 % A Sex B BMI .
N-809 e - g — FaR o7y & il _ _ Conclusions
@ HIV-1 RNA 21000 c/mL Esyel/N:{ok (e Oral daily n=283 2 1 o ATLAS (n=303) 2 @ FLAIR (N=278) q g - .
< fny SD4 count single-tablet T T S TN GooT T [ — — —PALC o —o— ATLAS (n=303) 0 104 ® Median plasma CAB and RPV concentrations were consistent between studies
= SAg-negative i f = 1 90 3 1 . - o o o o g
T \NRTI RAMS e I e === — PALGw_ o ~ with therapeutic concentrations reached within the first few days and with at
R Day 1 '«——— PKsampling —— T 0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48 £ - 3 least 80% of steady state achieved by Week 48 in the majority of participants.
.. . . =) =) o o
t Week 4 Visit (Week) Visit (Week) > S ® Median CAB exposures remained between oral CAB 10 mg and 30 mg
Randomization (1:1) Primary endpoint N ing: RPV. ripivirne. Protein-adisted 90% inhi ; ; " . S S efficacious exposures while median RPV exposures were comparable to
3, Ia_mivudine;ABCaabacaf\vir_; ’;’T}T' a.miretlroviral tl'_lerépy; CAB, cabotegravir; DTG, dolutegravir; HBsAg, hep?titisBsurface_amigen; M, intramuscular; . CAB, cabotegravir; LA, long-acting; RPV, rilpivirine. Protein-adjusted 90% inhibitory concentration (PA-ICq) for CAB is 0.166 pug/mL; RPV is 12 ng/mL. 2 14 p 1 1 p p p
Q?&E!%é}%:?ﬁég?p? Eﬁafrin'hgc'oﬁﬁé‘tﬁs Sﬂﬁaféﬁg{a??digéiﬂﬁ?;&%:%ﬂfé’fﬁﬁ?}ﬁ? i{F,Eii?{é‘é‘."‘%:n'i”n'?é'?'r‘t";ie”ffﬂé&"!%Ei'ﬁi?!ﬁf&ﬁ’f?éﬂ}fn‘fﬁ'é‘chr'é’é‘nﬁ’n’g, o ] % ] § ] 20 kg (r482) those after the marketed oral 25 mg dose.
2% <50 ¢/mL <12 months. *The maintenance phase included the period from the first oral dose to the Week 48 primary endpoint. o =. < —f—— < 'm2 (n= a a q q n
S s el e e ® After initial IM doses, mean CAB and RPV troughs were well above their z ] e ey & ] e 30 gt (ne100) ® Sex and BMI were covariates associated with slower absorption following IM
Table 1. CAB + RPV Dosing and Plasma PK Sampling respective in vitro protein-adjusted 90% !nh|b|tory concentration (PA-IC,,) values ] — = . PAIC,, ) = = =PAIC, CAB LA administration only.
(CAB, 0.166 pg/mL; RPV, 12 ng/mL)* (Figure2. | [T~~~ ======°" [T~ ~-~-~-~-==-=-====-
Oral lead-in period Initiation dose Continuation dose ) 0.1 ———— 0.1 —— Acknowledgments
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CAB 30 mg once daily CAB LA 600 mg IM (3 mL x 1) CAB LA 400 mg IM (2 mL x 1)8 ® CAB: BMI, body mass index; CAB, cabotegravir; Cl, confidence interval. Protein-adjusted 90% inhibitory concentration (PA-1Cq,) for CAB is 0.166 pg/mL.4 SciMentum, funded by ViV Healthcare.
— Achieved by 44 weeks. Week 41 = 1-week post-dose timepoint References . . . . .
RPV 25 mg once daily RPV LA 900 mg M (3 mL x 1) RPV LA 600 mg M (2 mL x 1)§ . RPV 1. g\év:;gre::ci,Oﬁng::ioev-i\r/ll‘ligu::;é-;;S:ﬁ:ggg?nii,t;tnil;.&;?gl;aﬁ;gzti)all;o;tggra%gvuf|V|rlneas maintenance therapy: ATLAS Week 48 results. Presented at:
- - - — " RPV 2. 8rki;1 C, Arastél; Kt G&_ﬁrgolas ergéndetz-M&i_raINIf. ett_al. LoMng-aﬁtLrlglezﬁgegsravitr! I+ ri\ll\[;ixirine for HIV maintenance: FLAIR Week 48 results. Presented at:
. . » . 3 . — onference on Retroviruses an ortunistic Infections; Marcl y ; Seattle, .
gﬁg‘;ﬁ;gﬁgiﬁ"ﬁ,ﬁ,',T;r:gﬁj;ccflea;pl}gﬁgg;?g,nt% S;;Y\'ig;zglig?\eawveek‘tb (immediately prior to last oral dose and to first LA injection) and every 4 weeks up - Appr0><|mately 80% of the RPV Steady'State exposure was reached after 48 weeks. Th dff B RPV . b BMI h 3. ClinicalTrials.gov. Study to Evaluatzrihe Safety Tolerability and Acceptability of Long Acting Injections of the Human Immunodeficiency Virus (HIV) Integrase
to Week 48, 2 hr post qose Meek4b, 48), and 1 week post dp;e Meeksand 41). _ o After Week 48, there was limited further accumulation, with RPV steady—state exposure predicted to be about [ ] ere were no dirferences in Concentratlons y sex or over t e Inhibito_r,GSK12_65744, in HIV Uninfected Men (ECLAIR?.AvaiIe_;bI_e_a_t https://clinicaltrials.g_ov/th_/shoyv/resuItslNCTqZO76178.Acc_essed August 12, 2_019.
carmoite w6 body tye 1 anere IM et was perminec editewi boty Ak ndx 530 kg e rbsommende it ve longe needles. 20% higher than that observed at Week 48 in ATLAS/FLAIR (Figure 2 and Table 3). 48-week study period (Figure 4A and B, respectively). b ors manifetovialnae ac i HIV-L Iiecion(LATTE): tandomsed phass 25, doss raning . LancetIfect D 2015 Oct1610) 1 145-115.
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