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Obiective « Of 110 participants who completed DTG + F/TDF treatment in the blinded phase, 89 entered the OLE New HBeAng BsAg Loss and Seroconversion at OLE Week 48 (M - E)
} — 88 completed the OLE and 1 discontinued (due to loss to follow-up)
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. To evaluate the efficacy and safety of B/F/TAF in TE adults with HIV-1 and HBV who switched from DTG + F/TDF through edian (quartile [Q]1, Q3) exposure to uring the OLE was 45 (48, 49) weeks Who Wiere HElaRg Fositive at DL = Baselne and Who Wiere hEsAg Fositive at DL™ Basele and
48 weeks (1 year) of treatment in the OLE a ata Avallable a ee a ata Avallable a ee
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T_hroug_h 438 weeks_ of the OI__E phgse, B/F/TAF maintained high rates of HIV-1 and HBV HIV-1 and HBV Suppression Through 48 Weeks of OLE (M = E)
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» Further improvements in key clinical outcomes, including ALT normalization, HBeAg loss HIV-1 RNA <50 c/mL HBV DNA < 29 JU/mL? 5 5
and seroconversion, and HBsAg loss, were also seen following the switch » ALLIANCE (NCT03547908) was a randomized, double-blind, active-controlled, Phase 3 clinical study of B/F/TAF versus 96.6 97.7 100 100 o5 4 c 30 c 0
. . . . DTG + F/TDF in adults with HIV-1 and HBV" 100 ' ' 100 2 2
- B/F/TAF was well tolerated, with no study drug discontinuations due to TEAEs through | | | | N | 83.1 574 87.6 875 86.6 2 20 17.0 12.8 2 20
48 weeks of the OLE « This analysis reports data from OLE baseline to OLE Week 48 in participants who switched to B/F/TAF from DTG + F/TDF © ' ©
after = 96 weeks of the randomized phase 80 80 % 10 %10 4.3
— Most TEAEs were mild to moderate severity - - ) ) L 0
. Median eGFR increased following switch from DTG + F/TDF to B/F/TAF, suggesting Study Design 4 g0 4 g Loss’ Seroconversion” Loss® Seroconversion”
improved renal health . S T
P Welek 0 Randomized phase 9|6 OLE 1?4 % % A/N 8/47 6/47 3170 0/70
. . . . ) = =
MetabO“C parameters remalned Stable durlng the OLE . . n=121 © 40 © 40 The all B/F/TAF serologically evaluable full analysis set, defined as the number of participants in the all B/F/TAF full analysis set who were HBe/sAg positive and HBe/sAb negative
o Th It d t t th ff d f t f t h t B/F/TAF : TE I il v_v'th e el lnleii e Outcomes at OLE Week 48 Q. Q. or had missing data at baseline, was used for assessment of HBeAg and HBsAg loss/seroconversion, respectively (n = 52 and n = 77).
ese resuits aemonstrate ine elricacy ana satrety or swiichning 1o IN peoplie no previous HIV-1/HBV treatment Placebo for DTG + F/TDF QD « HIV-1 RNA <50 ¢/mL (M = E) aDefined as change in serum HBeAg/HBsAg status from positive at baseline to negative at a post-baseline visit, with baseline HBeAb/HBsAb status negative or missing.
with both HIV-1 and HBV HIV-1 RNA = 500 c/mL 1:1 . HBV DNA < 29 IU/mL (M = E) 20 20 bDefined as loss of serum HBeAg/HBsAg and serum HBeAb/HBsAD status change from negative or missing at baseline to positive at a post-baseline visit.
S oy B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; HBeAb, hepatitis B e antibody; HBeAg, hepatitis B e antigen; HBsAb, hepatitis B surface antibody; HBsAg, hepatitis B surface
HBV DNA 2 2000 IU/mL A « ALT normalization figen: M = E. missing = excluded: OLE abel extensi
. Sensitivity of HIV-1 to FTC and TEV i DTG + F/TDF QD B/E/TAF QD (AASLD 2018 criteria)? antigen; M = E, missing = excluded; , open-label extension.
- « eGFRg = 50 mL/mi : = S 0 0
P I al n La n g u age S u m m a ry eGFR¢g = 50 mL/min - n=12 Placebo for B/FITAF QD EE:/':grizgnF\I/zfsﬁfn 0 12 o 36 48 0 12 24 36 48 « At OLE baseline, 58.4% (52/89) of participants were hepatitis B e antigen (HBeAg) positive and 86.5% (77/89) of participants
| . TEAEsb Week Week were hepatitis B surface antigen (HBsAg) positive
Randomization was stratified by: -
” - - * Changes from baseline in renal « HBeAg loss and seroconversion and HBsAg loss continued during 48 weeks following the switch to B/F/TAF
« HBeAg stat t t t . n/N 86/89 85/87 89/89 88/88 83/87 74/89 76/87 78/89 77/88 71/82 9 g g €EKsS Tollowing the switch 10
- The ALLIANCE study looked at how well two treatments called B/F/TAF and ey g,j’Aa(‘fs(stz' g’foéfonﬁfn'Lv)e;tasfr‘;ree:i?]'gg and metabolic parameters
DTG + F/TDF wor_k_ to tre_at adults w_ho ha_d both human immunodeficiency virus type 1 + CD4 count (< 50 vs = 50 cells/jL) at screening Outcomes in the al BIF/TAR pf)utlcl) i”j;yffﬁi?t p(glr; 89). The denominator is the number of partcipants with non-missing data for the endpoint at each vist. Error bars represent 95% Cls. Safety During 48 Weeks of OLE
(H V-1 ) and hepatltls B virus (HBV) Infections B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; c, copies; HBV, hepatitis B virus; M = E, missing = excluded; OLE, open-label extension.
aChange in ALT concentration from > ULN (female participants: 25 U/mL; male participants: 35 U/mL)® at baseline to < ULN at Week 144. "Safety was assessed through the end of study. DTG + F/TDF — B/F/ITAF
- We preViOUSIy ShOW@d that after 96 WeekS bOth treatments IOwered the |eve|S Of AASLD, American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; c, copies; CD4, cluster of n (%)
_ ’ differentiation 4; DTG, dolutegravir; eGFRg, estimated glomerular filtration rate by Cockcroft-Gault equation; F/TDF, emtricitabine/tenofovir disoproxil fumarate; FTC, emtricitabine; « High rates of HIV-1 RNA and HBV DNA suppression were maintained through 48 weeks after a switch to B/F/TAF
H |V—1 and H BV N the bl()()d1 HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; M = E, missing = excluded; OLE, open-label extension; QD, once daily; Any TEAE 66 (74)
TEAE, treatment-emergent adverse event; TFV, tenofovir; ULN, upper limit of normal. S 1 (1 9) « B/F/TAF was well tolerated,
 The presence of two proteins called HBeAg and HBsAg is a sign of continuing HBV tudy drug-related TEAEs / with no study drug discontinuations
. . . . a [ [ b u u
|nfeCt|On. A goal Of treatment is tO remove these prOteInS from the bIOOd ALT NOrma| and ALT NOrmallzathn by AASLD Crlterla Through 48 WeekS Of OLE Any Grade 3 or 4 TEAEs 6 (7) due to treatment-emergent adverse
_ _ . (M = E) Study drug-related Grade 3 or 4 TEAEs? 3 (3) events (TEAES)
— We previously showed that fewer people taking B/F/TAF than DTG + F/TDF had Any serious TEAEs 2 (2) . The most commonly reported
. . 1 = = u = . . = = -
these proteins in the blood after 96 weeks of treatment OLE Baseline Demographics and Characteristics ALT Normal A‘II-VT“:%&ﬂ:ﬁ;o:l_@r";:ggLEaéta"s:g;?n";S Study drug-related serious TEAEs 0 study drug—related TEAEs were
» In this part of the ALLIANCE study, researchers wanted to see how safe and effective DTG + F/TDF — B/F/TAF 100 100 Study drug discontinuation due to TEAE 0 Yve'gdht Q?t'” I(_” - 8it9%)CLa[;’S - estoro)
B/F/TAF is when taken for 1 year in people who had been taking DTG + F/TDF for N = 89 " Death 0 e (o o (LDL) cholestero
. - T b - Yy 0
2 years and then switched to B/F/TAF Age, years, median (Q1, Q3) 34 (28, 39) =5 o 81.8 29 3 29 5 29,3 w0 Any Grade 3 or 4 laboratory abnormalities 7 (8)
_ _ : < X Grade 3 or 4 abnormalities occurring in > 1 participant
« After 1 year of treatment, B/F/TAF was effective at keeping HIV-1 and HBV at low levels Male sex at birth, n (%) 87 (98) T 69.7 S = Hypercholesterolemia, fasting 3 (3)
in the blood Race, n (%) Asian / Black / Other 84 (94)/44)/1(1) £ = .2
- - - — O 60 ® 00 Safety outcomes, except laboratory abnormalities, were assessed in the all B/F/TAF safety analysis set (N = 89), which included all randomly assigned participants who received = 1 dose of
_ _ _ _ _ Hispanic or Latine ethnicity, n (%) S (6) 4 "g N 51.9 2.0 >1.9 52.0 study drug. Treatment-emergent laboratory abnormalities were assessed in the all B/F/TAF safety analysis set (N = 89) with = 1 post-baseline laboratory value.
S Durlng that tlme, the number of people with HBeAg and HBSAg prOtelnS In the blood HIV-1 RNA. lo c¢/mL, median (Q1, Q3) 1.28 (1.28, 1.28) . © © aAbnormal weight gain (n = 2) and hyperlipidemia (n = 1). PGrade 3: n = 5; Grade 4: n = 2. Includes weight increased (n = 4) and abnormal weight gain (n = 4).
I t d t d , 10049 ’ g : £0, |. § % g B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; DTG, dolutegravir; F/TDF, emtricitabine/tenofovir disoproxil fumarate; OLE, open-label extension; TEAE, treatment-emergent
also continued 1o go down CD4 count, cells/uL, median (Q1, Q3) 497 (320, 617) a 40 g5 40 adverse event
e Side effects were rare HIV disease status: asymptomatic, n (%) 57 (64) 5 £ ] ] ]
. . : 1 : A 79 - 2, Change From OLE Baseline in Renal and Metabolic Parameters
* This study shows that B/F/TAF is effective for people with both HIV-1 and HBV infections =
_ : B 15 (19) © DTG + F/TDF — B/FITAF « At OLE Week 48, following th itch
who were previously treated with DTG + F/TDF o 0 eek 48, following the switc
HBV genotype, n (%) C 49 (61) 0 0 Median (Q1, Q3)2 N =89 to B/F/TAF:
D 8 (10) 0 12 24 36 48 0 12 24 36 48 At OLE Baseline Change at OLE Week 48 e Thtere }[N%S aln small IinC][_Ietaste In
: . estimated giomeruiar tiitration
Introduction . | N
_ HBV DNA, logy, [U/mL, median (Q1, Q3) 0.95 (0.95, 1.20) N 62/89  72/88  69/87  70/88  65/82 027 1427 13/25  14/27  13/25 Glucose, mg/dL 90 (86, 96) 2 (-7, +3)p —  Fasting glucose concentration, lipid
HBV DNA < 29 IU/mL, n (%) 74 (89) Total cholesterol, mg/dL 168 (143, 201 +17 (+3, +38)C bl excent for & stall incrons
* An estimated 3.1 million people dare Iiving with both HIV-1 and hepatitis B virus (HBV)2 e o Outcomes in the all B/F/TAF full analysis set (N = 89), and includes all data collected up to 1 day after permanent discontinuation of B/F/TAF. The denominator is the number of otal cholesterol, mg ( ’ ) ( ’ ) _Stable, except for a small increase
HBeAg positive, n (%) 52 (98) participants with non-missing data for the endpoint at each visit. HDL cholesterol. ma/dL 44 (38. 50 +5 (0. +10)c in total and LDL cholesterol level
« Tenofovir alafenamide (TAF)— or tenofovir disoproxil fumarate (TDF)—-based antiretroviral therapies are recommended for HBsAg positive, n (%)P 77 (87) “Proportion of participants with normal ALT level (by AASLD 2018 criteria). , MY (38, 50) O ) —  Three participants (3.4%) initiated
- 3-5 ’ bReduction in ALT level to < ULN for participants with ALT > ULN at baseline based on AASLD 2018 criteria, where ULN is 25 U/L for females and 35 U/L for males.® i AL A
most adults and adolescents with HIV-1 and HBV ALT, U/L, median (Q1, Q3) 20 (18, 38) AASLD, American Asso_ciation for the Stl_de of Liver Diseases; ALT, alanine aminotransferase; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; M = E, missing = excluded; LDL cholesterol, mg/dL 101 (82’ 124) +19 (_1’ +34)C :\l/Fl)ldtmO(:tl-f)/-lng ?gﬁmﬁ inicall
» The ALLIANCE study showed that bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) was noninferior for HIV-1 RNA ALT > ULN (AASLD 2018 criteria), n (%)° 27 (30) OLE, open-label extension; ULN, upper limit of normal. Triglycerides, mg/dL 97 (70, 132) +3 (-15, +38)° - ingizn?f?cgﬁ'tpfﬁaﬁgjs iﬁ Iﬁg%‘ |g'\,e|s;
suppression and superior for HBV DNA suppression, when compared with dolutegravir (DTG) + F/TDF at Week 48 in Time since HBV diaanosis to OLE baseline. vears. median (Q1. Q3)d 40(30 50 Total:HDL cholesterol 37(33 4.5 +0.1 (-0.3. +0.4)c observed increases for some lipids
treatment-naive adults with HIV-1 and HBV! J , Yoars, (Q1, Q3) 0(3.0,5.0) e 30.3% (27/89) of participants switching to B/F/TAF had abnormal alanine aminotransferase (ALT) levels at OLE baseline - — 7(53.45) 103, 0. )b \_1_v[e)r|':e Co_lr_12istent with those7ig other
_ o _ . . | aHBV genotype dat issing for ni ticipants. ®Not all participant HBsAg positive at entry of the OLE tested negative during 96 weeks of DTG + F/TDF . _ o _ _ _ ody weight, 66.5 (99.0, 75.4 +2.0 (+0.1, +4.0 to TAF switch studies’
—  Suppression rates were maintained through Week 96, after which participants receiving DTG + F/TDF had the option treatment in the b?ir?dvevirshr;‘;?'!‘Bgag’erd”;”netﬁir,ii\'giﬁzo1g’ Cﬂteﬁiaar('f,'fﬁr}sszvée& for fomales and 35 UL for rﬁa|es)_? fsséjl?rzpi?tzd or based on examination/medical records. —  Of these participants, over half achieved ALT normalization after 12 weeks of B/F/TAF treatment, with this proportion y e s ( ) ( )
to switch to B/F/TAF for an additional 48 weeks of open-label extension (OLE) AASLD, American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; c, copies; CD4, cluster of remaining consistent through Week 48 aAll metabolic parameters, except body weight, were measured under fasting conditions. °n = 87. °n = 86.
_ _ _ _ differentiation 4; DTG, dolutegravir; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HBV, hepatitis B virus; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; o _ _ _ _ o o B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; DTG, dolutegravir; eGFRg, estimated glomerular filtration rate by Cockcroft-Gault equation; F/TDF, emtricitabine/tenofovir
* The efficacy and safety of B/F/TAF in treatment-experienced (TE) people with both HIV-1 and HBV have not been evaluated OLE, open-label extension; Q, quartile; ULN, upper limit of normal. — A similar trend was observed for ALT normal, with an increasing proportion of participants achieving normal ALT levels disoproxil fumarate; HDL, high-density lipoprotein; LDL, low-density lipoprotein; OLE, open-label extension; Q, quartile.
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