618

High HBV and HIV Suppression With Treatment of HIV/HBV Coinfection in B/F/TAF Studies
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Introduction Study 1490 Results: HIV/IHBV-Coinfected Treatment-Naive Participants Conclusions
¢+ Hepatitis B virus (HBV) is a common coinfection in HIV patients . : 7,8 ¢+ HIV/HBYV participant disposition: ¢ B/F/TAF- and F/TAF-containing regimens produced robust HBV antiviral
— Estimates range from 3 to 6 million individuals coinfected with HIV and Treatment-Naive Study DeSIFng:S;d B _ 1/14 did not have Week 48 HBY DNA assessments: randomized o HBV Outcomes and HBV DNA Results at Week 48 responses in treatment-naive participants with HIV/HBV coinfection
HBV, and CO'”feCt'(?r} rates are as high as 25% in areas where both v B/F/TAF group and discontinued by investigator discretion at Day 68 ol Randomized to BIETAE or DTG + FITAR — 85% of participants (11/13) achieved HBV DNA <29 IU/mL at Week 48
viruses are endemic ek 48 o N (moved out of state) With HBV DNA Results at Week 48 — No participant developed HBV resistance to FTC or TAF; the 2 without HBV
. . - . ., Treatment-Naive Adults _ Participants, n/n (%) n=13 DNA <29 |U/mL at Week 48 had decreases in HBV DNA from >170,000,000
¢ CﬂR];/eﬁg(\)/n W_o;sensd morbldlt);] andhrpcr)]rtallftl)é \S/ygz'l}‘il:stlclally e » ABC/3TC/DTG placebo qd — n=13 had post-BL HBV DNA assessments o e - Ul b bttt a0 Tl b Vask 48
- /-coinfected patients have higher EVEIS, Progress PR Sr01 noaate ABC/3TC/DTG qd — 15% had HBsAg loss and seroconverted to HBsAb-positive status at Week 48
to chronic HBV 5 times more quickly than HBV mono-infected patients,  Active HBY e T B/FITAF placebo qd . HBV DNA 229 IU/mL 2/13 (15) 959 of HBeAg-positive barticibants exoerienced HBeAq loss at Week 48
and have higher risks of cirrhosis and hepatocellular carcinoma HBV and HIV Assessments at Baseline and Week 48 HBSsAg conversion 2/12 (17) B 100?,/ had HI\%) RNA <gO Cogies/mL gt Week 48 J
+ Tenofovir alafenamide (TAF) is active against HBV and is approved for reotment falve AGUIS HBeAg conversion 114 (25) - . o
- 23 I RNA 2500 11 + FITAF placebo qd : : ¢ B/F/TAF- and F/TDF-containing regimens maintained HIV-1
treatment of HB_V a.s a single agent o | . cor 250 Ui Participant virologic suppression in HIV/HBV-coinfected participants with
’ gl_uDr::e)nt HIV gwdellntes l}ecor_nmendfTA:[F o; tenca{fo;nr dtl_soE[)roxn_ flfjmtargte . Active HEV allowec na2s BIFITAF placebo qd 0 5170000000 ¢ NA 47,000 25 © = Notdetecte HBV and HIV Outcomes HIV-1 suppression at study entry
as components of regimens for treatment of patients coinfecte s  00FRe o o - . . . —100% ici i i i
Wil dagii it J P | | o | 118 >170000000 ¢+ Srs0 <20+ - Notcetect + Of 13 treatment-naive participants with HIV/HBV at BL and HBV DNA g o Or partieipants with HEV suppression at baseline had HEV DNA
| | | ¢ Primary endpoint: proportion with HIV-1 RNA <50 copies/mL at \Week 48 25  >170,000000  + £ 719,000 N/A NA  NIA N/A results at Week 48, 11 (85%) achieved HBV DNA <29 |U/mL at Week 48 _1/4 (25%) wh o HBeA e at baseline had HBeAq conversion at
+ We report HBV and HIV outcomes in antiretroviral treatment (ART)- — Noninferiority margin of 12% prespecified based on FDA-defined 16 ; § § . (25%) who were HBeAg positive at baseline had HBeAg conversion a
- i - A - - yn S ETAR SRt B G700 jhotdctected Not detected + 2/13 participants (17%) had HBV DNA =229 IU/mL at Week 48 Week 48
naive and -experienced HIV/HBV-coinfected patients enrolled in snapshot algorithm 12 1930 ; 2220  Notdetected +  NA  Notdetected Both had HBV DNA >170.000.000 1U/mL at BL and HBeA iti 100% with Week 48 HIV-1 RNA results had HIV-1 RNA <50 copies/mL at Week 48
4 studies of coformulated bictegravir/femtricitabine/TAF (B/F/TAF) . . . . . : S o — Both ha >170,000, mL at BL and were HBeAg positive - WU ] ]
+ Participants with active HBV infection were excluded from Study 1489 M > o« S om0 e+ BEEN torsesod — Week 48 HBV DNA results were 303 and 80 1U/mL (study drug adherence + No participant treated with B/F/TAF, or an F/TAF- or F/TDF-
. . and were allowed to enroll in Study 14390 12 120 - -~ 57200  Notdetected NA NI <20 100% and 99%, respectively) containing regimen acquired HBV infection during the studies
ObJECtlveS Disposition N s 76 - - 30700  Notdetected - - 22 ¢ 2/12 participants (15%) experienced HBsAg loss: both seroconverted — J/i:;err?itae(;tw\/i\tlgskBA?ES/STC/DTG had incident HBV infection with confirmed HBV
. . . ~ - - - BN < 00000 B 303 ' ' 37 HBsAb-positive status at \Week 48
+ To report HBV and HIV outcomes in ART-naive and -experienced HIV/ ¢+ 14/645 participants (2%) had HIV/HBV coinfection at screening, and to P N . . . .
HBV‘pCO”TfeCted patlents enrolled in 4 studies Of Coformfj)lated B/F/TAF were randomized and treated (n=8 with B/F/TAF, n=6 with DTG + F/TAF) °7  >170,000,000 ’ i rel 50 ’ i Not detected — 1 was HBSAg and HBCcADb pOSitive, but had HBV DNA <20 |IU/mL at BL, Y The reSUItS Conflrm flndlngs frOm prIOr StUdleS Of ART with anti-HBV
— Male: n=12 (86%); nonwhite: n=8 (57%) 40 <20 ’ B 227:000 <20 . . <20 and was HBsAg negative and HBsAD positive at Week 48, indicating aCI:[II'VIrEy ':BpaA’[gentS with H_|V/ H?Vtﬁomfecr;uon. iy S
_ . " - 12 [Pk 5210 + N/A 20,700 <20 + . <20 HBsAg loss and seroconversion during the study — Higher ABSAD seroconversion rates than in chronic mono-iniection
(HBeAg) positive at BL (1 had missing HBe serologies) , ¢ | ! V\e/ gl;p4083|( II_\I/S pa ::Qtl)pzn sa o t(W oz(?g;enence eAg DNA at baseline
- ey : : — HBsAg positive: n=12 (86% a ° 980 ' B 150000 - Notdetected [ - Ny 0SS dl vWee € antbody POosItve at Vvee . i i i - ini i
HBV Assessments and Definition of Active HBV Infection b (867%) v ot Wesk 4 i, ALT i arinotersraes i, ot vl 10 date, fhere s no evidence of HEV resistance to FITAF-containing regimens

—4/10 (40%) with BL HBe serologies were HBeAg positive

+ All 13 participants had HIV-1 RNA <50 copies/mL at Week 48 ¢ B/F/TAF may be a treatment option for HIV-1—infected patients
with HBV coinfection

¢+ All participants enrolled in the 4 studies were tested for HBV serologies

at screening and Week 48 - - S . o
. . _ . . - - — Further studies of HBV treatment and prevention with B/F/TAF and other
—ﬁ%’[l\\//e HnI?V infection a(tHSétu'(A:I\y )entry (prevalent HBV) V%/asddeflngd as StUdy 1 878 Resu Its " H IVIH BV COI nfECted Treatment ExperlenCEd PaI'tICI pants F/TAF-containing ART regimens are warranted in HIV/HBV-coinfected patients
surface antigen sAgQ) positive on or prior to 1st dose date, or . . . . .
HBsAg negative, HBV surface antibody (HBsAb) negative, HBV core Switch Study Designs e ¢+ 2 participants did not have Week 48 HBV DNA assessments ¢+ All 12 participants with Week 48 data had HIV-1 RNA <50 copies/mL
antibody (HBcADb) positive, and quantifiable HBV DNA (ie, HBV ek M — 1 randomized to stay on ABC/3TC + ATVIr discontinued after Day 1 at Week 48
DNA 220 IU/mL) on or prior to 1st dose date (lost to follow-up) | | ¢ The overall incidence of confirmed HBV viremia in HBV-susceptible
¢ Participants with active HBV infection at screening were excluded from on ABCITCIDTG! i ABC/3TCIDTG placebogd ’ — 1 randomized to stay on F/TDF + ATV/r discontinued study drug and participants was 0.1% (0% in B/F/TAF, F/TAF, and F/TDF arms, and
Studies 1489 and 1844 B switched to open-label B/F/TAF before Week 48 assessment 0.4% in ABC/3TC/DTG arms)
— Comparator arms did not include guideline-recommended nucleotide 2 SR IR el n=281 B/FITAF placeboqd » ¢ 12 partiCipantS had Week 48 HBV DNA assessments - .
reverse transcriptase inhibitors (NRTIs) for treatment of HBV in HIV- P ——— . _ Incident HBV Infections
infected participants SCISTOEN I e SwichioB/FTAFqd RS - HBV and HIV Outcomes at Week 48
. eGrc50muny - neV DNA =23 mE. nin 09 + 1 participant randomized to receive DTG/ABC/3TC developed incident
HBV Outcomes for Participants With Active HIV/HBV e = I : o et ry— —— HBY infection
COinfeCtiOn at Stu dy Entry: StUdieS 1490 and 1878 NCT02003720; TSuppressed on regimen for 23 mo: HNCTO2603107; *Suppressed on regimen for 26 mo (NRTls: ABCISTC or FITDR). ATV, atazanavir; DRY: darunavir SBR, stay on BL. regimen. d Osedpﬁ]rtf'lj;a.ag:’]sazgrg Setu ;gs _ At BL, HIV_1 RN A was 406,000 C0p|eS/mL, and HBS Ag, HBS Ab, and
¢ For participants with active HBV infection on entry into Studies 1490 ¢+ Primary endpoint: proportion with HIV-1 RNA 250 copies/mL at Week 48 ¢ 2 participants in the SBR group had HBV DNA =29 IU/mL at BL o - HBCAD were negative
and 1878, the proportion with HBV DNA <29 [U/mL at Week 48 was + Participants with active HBV infection were excluded from Study 1844 — 1 randomized to continue ABC/3TC + ATV/r had HBV DNA >170,000,000 . — At Week 48, HIV-1 RNA was <50 copies/ml (ie, 31) and HBsAg was
assessed using a missing=excluded data imputation method to assess and were allowed to enroll in Study 1878 IJU/mL and HIV-1 RNA <50 copies/mL (target not detected) at BL, and positive (confirmed on repeat)
HBV efficacy of B/_F/T_A_F, dolutegravir; _(I_DTG) + F_/TAF, and F/TD_F t Di " discontinued the study due to lost to follow-up on Day 1 1540 not susceptible to HBV: « HBV DNA 78 IU/mL at Week 48 and repeated 16 days later at 97 IU/mL
boosted protease inhibitor (PI) for participants with HIV/HBV coinfection ISPOSItion . Resistance analysis of BL HBV DNA sample showed resistance to adefovir > . 28 with active HBV infection at BL - HBsAb and HBcAb negative at Week 48 (confirmed on repeat)
. : : : : ¢ 14/577 participants (2%) had HIV/HBV coinfection at BL, and were A181T/V, N236T), entecavir (T184ANY, S202ANY, M204I/V, M250ANY), e 1512 HBV immune at BL* _ ici |
Identlflcatlgn qf Poter!tlal Incident HBV Cases: Acquired random?zed aﬁd tree(ltegl) ;nd 3TC (A181TA)/, M204I/SA(/) ) 862 susceptible to HBV gta\;t\;gg?-gt()cfx)igittmued on DTEIABLISTE and HBV DNAwas not detectec
HBYV Infection in Studies 1439, 1490, 1844, and 1878 _ Male: n=13 (93%): nonwhite: n=6 (43%) + Other HBV resistance mutations detected: L80I/V, 1169T, V173L, L180M, and A194T 855 without evidence of potential incident _ _
+ Potential incident HIV/HBV coinfection was defined as participants — HBsAg positive: 12/14 (86%) — 1 HBeAg-positive participant randomized to continue F/TDF + ATV/r v HBV infection |nC|dent_ HBV Infection Case: HIV RNA, HBV
enrolled in any of the 4 studies who were not HIV/HBV-coinfected at — HBsAg negative: 2/14 (14%); both were HBsAb negative and HBcAb had HBV DNA 8300 IU/mL and HIV-1 RNA <50 copies/mL at BL 7 with potential incident HBV Serologies, and HBV DNA Results
baseline (BL) and met the following criteria: positive, and had HBY DNA <1000 |U/mL at BL « At Week 48, HBV DNA was >170,000,000 IU/mL and HIV-1 RNA was 16,000 infection on or before Week 48 o o
— HBsAg positive after 1st dose date: — HBeAg positive: n=4 (29%) copies/mL when switching to B/F/TAF at Week 48 6 without confirmed HBV viremia ;
— HBsAg negative, HBsAb negative, HBGAb positive, and quantifiable _ Randomized treatments: + 9 days later, HBV DNA was 599,000 IU/mL and HIV-1 RNA was <50 copies/mL _ + 5with false-positive HBV serologies §
HBV DNA (ie, 220 IU/mL) after 1st dose date; or - BIF/TAF: 8/8 participants (100%) had HBV DNA <29 IU/mL at BL while continuing B/F/TAF * 1 with HBSAD conversion following HBV
— Experienced adverse events (AEs) consistent with HBV infection after - SBR: 4/6 (67%) had HBV DNA <29 |U/mL at BL ¢+ All 12 participants with Week 48 data were HBsAg positive at BL and Week 48 vaccination during study participation %
1st dose date (eg, acute HBV, HBV infection, and HBV test positive) — 1 HBeAg-positive participant taking F/TDF + ritonavir-boosted ATV (ATV/r) ¢ 4 participants were HBeAg positive at BL: 2 on B/F/TAF and 2 on SBR 1 with HBV on at Week : 7 ¥
+ HBV serology and DNA data for participants who met criteria for had HBV DNA 8300 IU/mL and HIV-1 <50 copies/mL at BL — 1 participant in the SBR group discontinued at Day 1, 1 participant in 48 and confrod HBY viramia -
potential incident HIV/HBV coinfection were reviewed to determine — 1 participant taking ABC/3TC + ATV/r had HBV DNA >170,000,000 1U/mL the B/F/TAF group was HBeAg negative at Week 48, and 2 participants o v < Nepme Moo
whether incident HBV infection occurred and HIV-1 RNA <50 copies/mL at BL remained HBeAg positive at Week 48 (1 on B/F/TAF and 1 on SBR)
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