Results From a Phase 2a, Open-Label Study to Evaluate the Safety and Efficacy of Novel Combination
Therapies Containing VIR-2218, Selgantolimod, and Nivolumab for the Treatment of Chronic Hepatitis B
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Introduction Results

Conclusions » Hepatitis B virus (HBV) infection affects 254 million individuals globally and is associated
with cirrhosis, hepatic decompensation, and hepatocellular carcinoma (HCC) if not Baseline Demographic and Disease Characteristics One Patient (Cohort 2A) Experienced HBsAg Loss per Protocol?
. . . o erl treated1’2 VIR-2218 SLGN + NIVO
» Combinations of VIR-2218, nivolumab (NIVO), and Propery e =2y SElE | | , -
Approved nucleos(t)ide analogues (NAs) suppress viral replication and improve liver T ey R i b L et 47 ! ' ! 150 o AT UML)
. .- . . ° (Virally Suppressed) (Viremic) (Viremic) : 5 : - icti
selgantolimod for hepatitis B virus (HBV) functional . . . pationts i oo e 20 5 ® HBsAg (logyo 1UimL) el TR e
outcomes, but functional cure with NAs alone is rare . ; & HBV DNA (log o IU/mL
| | f h o B rf ] Age, years, mean (range) 48 (32, 62) 42 (26, 61) 44 (26, 57) 45 (26, 62) < 3 : (log ) |
cure led to low rates of hepatitis B surface antigen — Patients who achieve functional cure have a lower risk for adverse liver outcomes Male 562 15 138) 1050 2150) B - g e b antibody posiive
- : : . > } | i _ » ant-
(HBSAg) IOSS IN th|S tnal and HCC? Asian _ _ 41 (98) 37 (99) 18 (30) 96 (94) m £ : = Baseline HBsAg: 2.67 log,, IU/mL
_ _ . _ _ _ Black or African American 1(2) 2 (5) 0 3 (3) % =) 1- (‘\A_jj\;—; =) Baseline HBV DNA: 3.24 log.. 1U/mL
e The use of NIVO in this combination was associated — Afunctional cure is characterized by durable loss of all viral markers, which is _Other race <5 - 3(()3 = 1 g)m 2424<(13014) 3 g>50) S 2 5 E Genotype B e B0
. . . , kg/m?, mean : : : : : : : : : ;
with the emergence of immune-related adverse maintained by the immune system ALT, U/L, median (Q1, Q3) 22 (18, 30) 30 (18, 41) 37 (23, 55) 26 (18, 38) %’é 01 { LoQ ; E - 50 - Baseline ALT <ULN (16 U/L)
- . . . . . . . . . HBV DNA, log,, IlU/mL, mean (SD) 1.29 (0.046) 5.90 (1.893) 5.76 (2.040) 3.97 (2.695) (11] : (0.05 IU/mL) : M '
s and minimal th i benefit in th » Therapeutic combinations that reduce viral protein production and aim to reinvigorate the HBV DNA <LLOG 41.99) 0 5 41 (40) = | o T A e el e
events and minima erapeutic benertit In tnis dysfunctional immune responses in people living with chronic hepatitis B (CHB) are needed HBsAg, log,, IU/mL, mean (<SéD) 2.92 840)44) 3.79 ((()).658) 3.81 (8.801) 3,456(?6:;;50) N S L EONL R PR SRS - HBdS'At‘g ia%ildlyfgﬂir\}\?gé’lbecgme
. . . . - - _ HBsAg Y o 5 L0 undetectable a , and was
population of patients with chronic HBV infection - Here, we present the follow-up week 24 (FU W24) results from an ongoing Phase 2a (g, 1UmL) 2105 e e S g I I I T I T | s maintained at FU W36
. . . . . . . . catego
- HBsAg decline was only observed in cohorts treated study evaluating novel combinations of 2 immunomodulators with or without VIR-2218, a _ i e . 24 148((1403) 15 88 25;‘8; z gg = T B T BRI % 5 5 g § §
. . . . ] i eAg positive
with VIR-2218 combinations, which suggests HBsAg small interfering RNA (siRNA) that targets the HBx region of the HBV genome, in virally 4BV onotyms (A B: 1 D, E: othorn T Tzl 2ol o [wlelilelz] o [alulilolz] v [=]s]alz]n Weoke T T
’ suppressed and viremic individuals living with CHB: e E e () (14|62 | ) (26) (35) | (62) | (3) | 5) | (5) (1) | (70) | (5) (10| (1) |@3)|66)| @) | @ |(19) “Two other patients (cohort 1) lost HBsAg; however, BL HBsAg levels violated IE criteria #3 “HBsAg >1.5 log,, IU/mL."
deCIIne may be prlmarlly med Iated by the meChanlsm ) FibroTest score <0.48° 39 (93) 36 (90) 19 (95) 94 (92) ALT, alanine aminotransferase; BL, baseline; FU, follow-up; G1, Grade 1; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LLOQ, lower limit of quantitation; NIVO, nivolumab; SLGN, selgantolimod;
_ _ _ _ — Nivolumab (NIVO), an anti—programmed cell death protein 1 monoclonal antibody to Data presented as n (%) unless otherwise indicated. UL, upper imit of normat W, week
. aOther includ ntity not sufficient, missing, or unclassified. *S tive of no or minimal fibrosis (ie, Metavir FO—F1; BioPredictive S.A.S, Paris, France).
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. . L. . . . . . . ] TAF, tenofovir alafenamide.
* Biomarker analysis revealed minimal immunologic — Selgantolimod (SLGN), a toll-like receptor 8 agonist to increase the production of Overall Safety
: : P : antiviral cytokines such as tumor necrosis factor-a and interferon-y E—— E—— T
F:hanges Wlth _SIRNA lead-in, limited increases NIVO Completion Disposition GRS o T7e IR S e A e
in HBV-specific T-cell responses, and expected Objective — — pr—r= pationts, b (%) a4 = 40 0= 20
: : TAF + VIR-2218 + SLGN + NIVO VIR-2218 + SLGN + NIVO SLGN + NIVO Any TEAE 39 (93) 40 (100) 19 (95) 98 (96)
. . . . . atients n=42 n =40 n=20
modulators (data not shown; see AASLD 2024 » To evaluate efficacy at FU W24 (primary endpoint) and safety outcomes of combination NIVO completion status, 1 (%) TEAE Grade 23 5 (12) 11 (28) 7 (35) 23 (23)
. . _ . . . . Not initiated 0 2 (5) 0 2 (2) TEAE Grade 23 related to study drug 2 (5) 5(13) 5 (25) 12 (12)
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discontinuation. n (%) TEAE leading to d/c 7(17) 6 (15) 2 (10) 15 (15)
i AE 5 (12) 2 (5) 2 (10) 9 (9) AE leading to d/c of SLGN 5 (12) 5(13) 1(5) 11 (11)
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The denominator for the percentage calculation is the total number of patients in the safety analysis set corresponding to that column. Non-TEAE® 17 (41) 21 (53) 11 (39) 49 (48)
. : . AE, adv vent; NIVO, nivolumab; SLGN, selgantolimod; TAF, tenofovir alaf ide. _ >
« Multiple approved treatment options for patients Study Design e _TonTERE Crade 0 29 S L6 9
Wlth Ch rOnlC hepatltIS B are avallable, bUt they rarely * The Change in HBSAQ Ievel during VIR'221 8 treatment was Slmllar in Vlra”y Suppressed and ViremiC patlents ®Non-TEAEs are defined as any AEs with an onset date after the composite last on-treatment date + 30 days after permanent discontinuation of the study drug through the end of the study or the last available visit for those who were still
in the study.
reSUIt |n a cure Week 0 12 24 36 48 60 72 84 ° Through FU W24, no apparent addltlve effeCt Of NlVO + SLGN and V|R_221 8 on HBsAg k|net|CS was Observed E\I/Ee,n%d}ériee:\l:.ent; d/c, discontinuation; FU, follow-up; N/A, not applicable; NIVO, nivolumab; SAE, serious adverse event; SLGN, selgantolimod; TAF, tenofovir alafenamide; TE, treatment-emergent; TEAE, treatment-emergent adverse
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nOt resu It In a Su bStantIaI beneflt for patlents Wlth Per protocol amendment, patients in cohort 1 receiving TAF were allowed to continue TAF during the FU period; patients that had entered treatment-free FU were allowed to 'é % 1.07 - 20 .é S - Hss:g 2-;'. ALT ‘© % 8;§_ 2 o GGT (increased) 1(2) 2 (5) 2 (10) 5 (5)
: g tinue with or without NA treatment based on investigator discretion. =8 057 5 ohort Se U e - :
chronic hepatltls B NIVO was discontinued earlg/eﬁw ohorts S1€ancc)jn22, with the whole of cohort 28 (SLGN + NIVO) discontinued early due to a low likelihood of efficacy with SLGN alone. 53 g s_ , 2 % (SLGN + NIVO), viremic 3 E 0257 & % Creatf”e kinase (increased) 2 (5) 0 0 2 (2)
AMA, antimitochondrial antibodies; ANA, antinuclear antibodies; anti-SMA, anti—~smooth muscle antibodies; anti-TPO, anti—thyroid peroxidase antibodies; FU, follow-up; o f. ' | 2 g & HBsAg 13- ALT 1] ¢ 0.00 f". 2 g LDL (increased) 1(2) 2 (9) 0 3(3)
HBeAg, hepatitis B e.antigen; HBsAg., hepatitis B surfape arlltigen; HBYV, hepatiti§ B virus; IV, iptravenous;_ NA, nucleos(t)ide analogue; NIVO, nivolumab; Q1W, every 1 week; g = -0.5 P é’ g E o é’ Lipase (increased) 1(2) 2 (5) 2 (10) 5 (5)
Q4W, every 4 weeks; QD, once daily; SLGN, selgantolimod; SQ, subcutaneous; TAF, tenofovir alafenamide; W, week. C D -1.07 U F 2 0.25 i . :
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o " . . to evaluate the safety and efficacy of combination treatment with siRNA and/or 2 | 5
References: 1. World Health Organization. Hepatitis B fact sheet. 2024. https://www.who.int/news-room/fact-sheets/detail/ 2 T 0o N ¥ Oy HYLYgNT 0Ny O -4 ¥ © N3 0 9o % N T 0 N ¥ 9 ® o : - . . .
hepatitis-b. Accessed Sep 9, 2024. 2. Seto WK, et al. Lancet. 2018;392:2313-24. 3. Kim G-A, et al. Gut. 2014:63:1325-32. immunomodulators, SLGN and NIVO, in viremic and virally suppressed patients with i TRE 2222 N e - 'g‘fc E%SZ?ALSSQTEweﬁst;esgtgcgg;viﬁﬁmgg Al&ggllier‘\r: through FU W24; no ALT tlares were accompanied by evidence
: : - T : : ; . Weeks Weeks
ACKnOWIedgmentS:_ We extend our Fhanks_ t.O the patle.nts_, their families, and a!l part|C|pa’f|ng investigators. This study was nonCIFrhOtIC CH B ALT, alanine aminotransferase; BL, baseline; FU, follow-up; HBsAg, hepatitis B surface antigen; NIVO, nivolumab; Q, quartile; SLGN, selgantolimod; TAF, tenofovir alafenamide; W, week. p y _ _ g _ _
funded by Gllead. Smencgs, Inc. Medical writing and editorial support were provided by Allison Yankey, PhD, of Red Nucleus, _ _ e Seven AEs were assessed by the InveStlgatOr as Immune-related AEs (II'AES) related to NIVO
e poroes + Primary endpoint Given th ing safety profile of repeated low doses of NIVO in this study population, NIVO was stopped early in thi
- : : - e : : : . : . . . oy ¢ Iven the emerging saie rotiie ot repeated Iow doses O IN TNIS STU opuiation, was stopped earity in tnis
‘Ijblsclosslres. GLHW has served as an adV|s.ory cornrnlt"tee member forAstr.aZeneca, .Gllead Smencgs, Inc.; GSK; and — The proportlon of patlents who achieve functional cure, defined as hepatltls B surface Virologic Outcomes at FU W24 _ ging yp P y pOp PP y
anssen; has served as a speaker for Abbott; AbbVie; Gilead Sciences, Inc.; and GSK; and has received a research grant t (HB A ) | d HBV DNA | th th | | t f tt t t tr|a| based on Sponsor deCISIOn
from Gilead Sciences, Inc. SGL has served as an advisory committee member for Abbott; Aligos Therapeutics; Arbutus antigen SAJ) I0SS an €SS than the lower limit or quantitation a Cohort 2A Cohort 2B
Biopharma; Assembly Biosciences; AusperBio; Gilead Sciences, Inc.; Grifols; GSK; Janssen; Roche; and Sysmex; has FU W24 V'R'2218V*_’ SLGN + NIVO S'—S_N +NIVO
served as a spea.ker fo.r Gilead .Sciences, Inc.; GSK; Janssen; Roche; anq Sysmex; has received research grants from . TAF + VIR-zgﬁg?rrtSlGN TG ( r:r:';'(')c) ( r:r:r;:)c) Immune-Related Adverse Events Assessed as NIVO Related by |nvestigator
Abbott; Flb_ronostlcs; Gilead SC|ence§, Inc.; and Sys.mex; and owns stock in IRnovate. KA sgrved as a spgaker, consultgnt, o Secondary and exp|orat0ry end pOIﬂtS: (Virally Suppressed) >3 log,, IU/mML <3 log,, IU/mL Total >3 log,, IU/ML <3 log,, IU/mL Total
and/or advisory board member for Aligos Therapeutics; Arbutus Biopharma; Assembly Biosciences; Boehringer Ingelheim; ] . . . ] . Patients n =42 (n = 34) (n = 6) (n = 40) (n=17) (n = 3) (n = 20) Cohort 1 Cohort 2A Cohort 2B
Bristol Myers Squibb; Drug Farm; Gilead Sciences, Inc.; GSK; Janssen; Roche; Sagimet Biosciences; and Swedish I The prOPOFtIOH Of pat|ent3 W|th HBSAQ |OSS W|th and W|th0Ut ant"H BSAQ HBsAg loss and HBV DNA <LLOQ,? 1(2)° | 0 1(17) 1(3) 0 0 0 2 (2) TAF +\\/I'IR;|22138 * SLGN; NIVO V'R'2218V"_' SL(_':‘N +NIVO SLe_N + NIVO
Orphan Biovitrum, and his institution received research support from Gilead Sciences, Inc. AAv reports research grants seroconversion n (%) (95% CI) (0.1, 12.6) (0.0, 10.3) (0.4, 64.1) (0.1, 13.2) (0.2, 6.9) (Vira Vn :T;resse ) ( r:r:rzt')c) ( r:":“zr‘(')c)
from Gilead Sciences, Inc.; Merck Sharp & Dohme; Roche; and ViiV Healthcare/GSK; and speaker fees from Abbott. YSL HBsAg loss,? n (%) (95% CI) 2 (5 0 1(17) 103) 0 0 0 3(3) Hvpothvroidi N i Grade 1-2 2(5 0 0 2 (2
. . . . : : : o : : : (0.6, 16.2) (0.0, 10.3) (0.4, 64.1) (0.1, 13.2) (0.6, 8.4) ypothyroidism onserious, Grade (5) (2)
.repo.rts no cgnfllcts of mteres’F. LS, RD, IB, SM, FA, gnd AHL are employees of Gl!ead Smencesz Inc., anq may own stock — The proportlon of patlents with hepatltls Be antlgen (H BeAg) loss with and without HBeAg 10559 /N (%) 118 (6) 2116 (13) o0 2116 (13) 0 e o 3/40 (8) Thyroiditis Nonserious, Grade 2 12) 0 0 1)
in Gilead Sciences, Inc. AAr is an employee of Vir Biotechnology and reports owning stock. DC is a previous employee anti—H BeA Seroconversion Psoriasis Nonserious. Grade 2 0 0 16) "
and shareholder of Vir Biotechnology and is an employee and shareholder of Revagenix. TT reports research grants from g HBV DNA <LLOQ,* niN (%) 27142 (64) 5134 (15) 106 (17) 6140 (15) | 317 (18) 013 3120 (15) 36/102 (35) e iated homaite | o : - : o
Altimmune; Gilead Sciences, Inc.; Merck Sharp & Dohme; and Roche. MFY received consulting or speaker fees from Abbott; — The proportion Of atients who remain Oﬁ: NA treatment durina FU Patients who remeain °f£ NA treatment 6/42 (14) 18/30 (60) 5/6 (83) 23/36 (64) 13/17 (76) 3/3 (100) 16/20 (80) 45/90 (46) — —
AbbVie; Antios Therapeutics; Arbutus Biopharma; Arrowhead Pharmaceuticals; Assembly Biosciences; ClearB Therapeutics; prop P _ _ _ 9 _ du""_g f°"°W'u_p’ /N (%) . _ _ _ _ . . — _ _ _ Optic "e_“mpathy _ Nonserious, Grade 1 0 0 1(5) 1(1)
Dicerna Pharmaceuticals; Finch Therapeutics; Fujirebio; Gilead Sciences, Inc.; GSK; Immunocore; Janssen; Precision ° Safety was assessed th roughout the Study pe nod, |n0|ud|ng Cumulatlve adve rse events :No patient had anti-HBsAg seroconversion. b_'l_'he 2 patients W:,th HBsAg loss at FU W24 in cohort 1 were enrolled with screening HBsAg <1.5 log,, !U/mL and violated inclusion criteria. “Neither patient was treated with NAs at FU W24. Type 1 diabetes mellitus SAE, Grade 3 0 0 1(5) 1(1)
BioSci Roche: S - Th tics: Vir Biotechnol 4 Visi Th i dh q Includes only patients who were HBeAg positive at baseline. *Some cohort 1 patients stopped TAF at the end of study treatment at the investigator’s discretion after meeting prespecified criteria. Some cohort 2 patients initiated NAs for NIVO, nivolumab; SAE, serious adverse event: SLGN. selgantolimod: TAF, tenofovir alafenamide
ioSciences; Roche; Sysmex; Tune Therapeutics; Vir Biotechnology; and Visirna Therapeutics; and has served as an : i : : fet _ ! ; SAE, ; : ; 1AF, :
advisory committee member for Aligos Therapeutics and Suzhou Ribo Life Science. EJG served as an advisor for AbbVie: (AES), serious AES, graded |ab0ratOl’y abnormahtleS, and alar"ne amInOtranSferaSG IS;?J,E}fZIEv?/?SS;SHBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LLOQ, lower limit of quantitation; NA, nucleos(t)ide analogue; NIVO, nivolumab; SLGN, selgantolimod; TAF, tenofovir alafenamide; . . .
Aligos Therapeutics; Arbutus Biopharma; Gilead Sciences, Inc.; Janssen; Roche; Vir Biotechnology; and Virion Therapeutics. (ALT) flares (>2 x baseline and =5 x upper limit of normal) confirmed by 2 consecutive tests W, week. * For further details on the irAEs from this Phase 2a study, see AASLD 2024 poster 1332

The Liver Meeting, American Association for the Study of Liver Diseases; November 15-19, 2024; San Diego, CA




