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BACKGROUND RESULTS RESULTS

Current approved therapies for chronic hepatitis B (CHB) slow or prevent the : : — : :
developmpepnt of HBV—reE\ted liver Comp“C:tior,S, blﬂt do)not typicﬁny lead to Table 1: Demographics and Baseline Characteristics Table 2: Mean HBsAg Change from Baseline and Key Milestones Table 5: On-Treatment Safety

functional cure.%3 Imdusiran Group A Group B Mean (SE) Change from Baseline HBsAg <100 IU/mL HBsAg <10 IU/mL : Imdusiran Group A Group B Study Total
, , , , , Parameter Lead-in (N=3) VTP-300 (N=19) | Placebo (N=18) UL Study N, log,, IU/mL (SE) N, (%) N, (%) 0 EEE, () IR0 Lead-in (N=40) VTP-300 (N=19) Placebo (N=18) =)

Eerss p.roductloln- of HB.SA% s believed tlcl) co(rj\trlbultle to host immune S Age, mean (D) 35/3(8125) VIR T e Week ‘ dusiran 60 me QBW x 4 doses Any TEAE 21(52.5%) [42]  10(52.6%)[20]  6(33.3%)[14] 28 (70.0%) [76]
exhaustion, resulting in inadequate T-cell and B-cell responses to CHB infection Males, n (%) 2 (66.7) 13 (68.4) 13 (72.2) 28 (70.0) _ Grade 1 19 (47.5%) [40] 7 (36.8%) [16] 5(27.8%) [12] 22 (55.0%) [68]

and failure to suppress the virus.* Suppression of HBsAg and other viral antigen e Baseline 0 2ES ([ NA NA Grade 2 2 (5.0%) [2] 3 (15.8%) [4] 1(5.6%) [2] 6 (15.0%) [8]
production and induction of HBV-specific T cell responses to HBV is likely - 2 (66.7) 17 (89.5) 18 (100.0) 37 (92.5) = 39 -1.31(0.07) 32/39(82.1) 7/39(17.9) Grade 3 or 4 0 0 0 0
required to achieve functional cure. White 1(33.3) 1(5.3) 0 2(5.0) -1.86 (0.09) 33/34(97.1) 15/34 (44.1) Treatment-related TEAEs

Black/African American 0 1(5.3) 0 1(2.5) _ i 0 o o
. . . . - - VIP-300 | N  PBO | VIP300 | PBO | VIP300 | PBO | Imdusiran 4 (10.0%) [8] 1(5.3%) [1] 5 (12.5%) [9]
Imdusiran (AB-729) is a subcutaneously administered N-Acetylgalactosamine -‘ ‘ ‘

Genotype, n (%)* - 9% %
(GalNAc)-conjugated single trigger, pan-genotypic siRNA therapeutic that blocks P 0 5 (28.6) 7(38.9) 12 (30.8) 2.12(0.13) 13 -2.01(0.31) 13/13(100) 11/13(84.6) 8/13(61.5) 6/13 (46.2) W0 N/A =iz el - el

ints (i : o : - 2 (316 6(333) 14(359) 48 5 -1.87(0.41) 7 -1.03(0.21)  5/5(100)  4/7(57.1)  3/5(60.0) 0/7 (0) SAES 0 0 0 L
a” H BV RNA transcrlpts (InCIUdlng H BX) reSUItIng n SuppreSSIon Of Vlral - 1(5.3) 0 1(2.6) SE = standard error; N = subject number; Week 26 = ChAdOx1-HBV/placebo dose; Week 34 = Eligibility assessed for 2" MVA-HBV/placebo dose (>0.5 log,, decline in HBsAg Treatment discontinuation 0 0 0 0

rep|ICatIOn and prOdUCt|On Of a” V|ra| antlgenS. Imd USIFan |eadS tO mean HBSAg HBEAg between Week 26 and 34) N = subject number; SAE = serious adverse event; TEAE = treatment-emergent adverse event. Subjects were only counted once in the “Total” column, Events were cumulative.
declines of 1.8 to 2.6 log,, from baseline after 48 weeks of treatment5, and Positive, n (%) 1(33.3) 4(21.1) 9 (50.0) 14 (35.0)  Robust reductions of HBsAg were seen during the imdusiran treatment period, with

. - Mean (SD) (PEI U/mL 3.11 22.44 (22.29 10.63 (10.31 13.47 (8.81 : : i Lo -
preliminary data suggests that HBV-specific T cell responses may be enhanced e (S0 IFE WYl ( ) ( ) (8.81) 33/34 (97%) of subjects <100 IU/mL at the time of VTP-300/placebo administration
HBsAg mean (SD), IU/mL 1193.3 (294.47) 1146.6 (252.83) 1100.0 (246.29)  1129.1 (162.07)

e Imdusiran and VTP-300 were both well-tolerated; there were no Grade 3 or 4 adverse
events, no treatment discontinuations, and few treatment-related TEAEs (Grade 1/mild

ALT (SD), U/L 14.7 (4.73) 21.3 (9.68) 23.2 (11.18) 317 (10.20) VTP-300 appears to maintain low HBsAg levels in the early post-treatment period, as injection site redness, bruising, and/or pain and Grade 1/mild ALT elevations)
mean . . . . . . . . . . .

| ' ' ic’ ' Igati Imm ' ' c 092 i | i - . ati the mean HBsAg levels in the placebo group begin to rebound starting ~12 weeks after The most common TEAE was COVID-19 infection (N=7 subijects), all other TEAEs
VTP_BOO IS Barlnth us Blothera peUtIC S HBV Investlgatlonal | UnOtherapeUtIC Genotype success rate 69.2% (27/39), not typable in 1, 7, and 5 subjects respectively. N = subject number; SD = standard deviation g p g p g g ( J ),

. . . the last dose of imdusiran occurred in 3 or fewer subjects
composed of 2 components used in sequential combination: a chimpanzee More HBeAg+ subjects were randomized to Group B/placebo (not stratified)

: - o Baseline HBsAg and other characteristics were similar across groups _ : Tor Y Th isol de 4 CK elevation in G B (placeb th ' |l
adenoviral vector (ChAdOx1-HBV) and a Modified Vaccinia Ankara (MVA-HBV), All VTP-300 treated subjects have maintained HBsAg <100 IU/mL through Week 48, ere was one isolated Grade elevation in Group B (placebo), otherwise a

60% have maintained HBsAg <10 IU/mL, and all have qualified to stop NA therapy laboratory abnormalities were Grade 1 or 2 (1 Grade 2 ALT elevation was noted in each
treatment group, not assessed as TEAEs)

following repeat dosing of imdusiran.®

both encoding the inactivated polymerase, core, and the entire S region from a

consensus genotype C virus. VTP-300 generates robust T cell responses and can Figure 1: Mean HBsAg Change from Baseline by Treatment Group
induce sustained HBsAg declines in a subset of subjects.’ Clinical responses were Mean (Standard Error) HBsAg Decline by Visit

also observed in patients with genotype D and in vitro across all genotypes A-E. g iF oy Figure 3: HBV-Specific T Cell Responses and Soluble Immune
Study AB-729-202 is a randomized, placebo-controlled, multicenter Phase 2a | o L mousian dose Robust HBsAg declines Biomarkers

CONCLUSIONS
VTP-300/placebo dose observed after 4 doses of

study assessing the safety, tolerability, immunologic and antiviral activity of 24 | — Cohort A VTP-300 N Soecifi _ Soecifi _ Imdusiran treatment for 24 weeks led to HBsAg declines of -1.86 log,, from
weeks of imdusiran (to reduce HBsAg to low levels), followed by VTP-300 (to o Cohort B Placebo imdusiran (60 mg Q8W) rBYspee I;ﬁJuEi” '(EEQS Hesponse Y S"e"”c';‘iJuEieé' ('5'33‘)' Hesponse baseline and HBsAg <100 in 33/34 subjects at the time of the first VTP-
further enhance HBV-specific T cell responses) or placebo in virally suppressed, | ] After Week 36, the group VTP-300 Pace Core 300/placebo dose

. . . .. . . means be in to diverege Imdusiran Imdusiran Pol 1
non-cirrhotic CHB subjects. Preliminary results of this ongoing study are ° ° Feadn - readn Pol 2 VTP-300 treatment appears to contribute to maintaining low HBsAg levels in the
presented here.

Pol 3 . . . .
iz early post-treatment period, although meaningful clinical changes are not

VTP-300 appears to

contribute to Pre 51+ 52 expected until at least 6-8 weeks post-MVA-HBV dosing
maintaining low HBsAg <

| levels in th I t- Preliminary immunology data suggests HBV-specific T cell IFN-y production is
MATERIALS AND METHODS . o levelsin the carly pos ; 1 y immunology dat
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Dayl W8 W12 W24 W30 W34 W48 Dayl W8 WI12 W24 W30 W34 W48 QEJ:‘::;”}E'riﬂngumts enhanced in SUbJECtS receving VTP-300 vs placebo
Weeks

. - — Additional follow-up i Weeks : : .. . ) , )
AB-729-202 Study Des|gn R itional toliow-up 15 This early data is promising and additional VTP-300/placebo dosing and follow

needed to assess  Elevations in HBV-specific T cell IFN-y production observed during imdusiran lead-in up is ongoing; further follow up of these subjects will provide insight into the

ggrg;)l;:\egtgfr\:mges n HBY and after vaccination for N=7 subjects profiled thus far possibility of functional cure with this regimen

Time (Weeks) . HBV-specific T cell responses were observed against HBsAg, PreS1/S2 peptides An amendment to this study is also enrolling to examine addition of low dose
12 12 12 L;> ((\;-Il-al:::-:l:?c?)) *3 subjects have not yet reached VTP-300 nIVO|Umab tO the MVA'H BV dOSE baSEd on data frOm the HBV0027 and HBVOO3

NO: 24-week follow-up on dosing period and are excluded from plot . 8
A: NA +VTP-300 [N = 20] NA P HBV-Specific T Cell Response & Plasma IFN-y HBV-Specific T Cell Response & Plasma IFN-y studies
Vv

Group A (Subject 48) Group B (Subject 35) o
B: NA + VTP-300 Placebo [N = 20] YES: 48-week follow-up off all therapy VTP-300 Placebo S

Figure 2: Individual Subject HBsAg Declines by Treatment Group mdusian o |

Lead-in Pol 1

Pol 2

Pol 3

Pol 4

Pre S1 + S2
Plasma IFN-y

Imdusiran
Lead-in

NO: 24-week follow-up on NA

N v

/\

g N3
&L &

IOQ;\ N ‘ |$ &I Group A (VTP-300) Individual HBsAg (IU/mL) Declines by Visit « Most subjects in Group A (VTP-300)

| . o | _ F _F f | appear to maintain nadir HBsAg
o Study AB-729-202 enrolled 40 non-cirrhotic, virally suppressed CHB subjects on 10000-4] | | E—— levels after receipt of VTP-300,

|
stable NA therapy for at least 12 months prior to Day 1 i VTP-300jlacebo dose
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Key inclusion/exclusion criteria included: AR » Although the immunology data for R B AR SFU = spot forming units
HBsAg between 100 and 5,000 IU/mL at Screening ‘ : e this ongoing study is still limited, Weeks Weeks REFERENCES

HBeAg positive or negative the HBsAg decline and enhanced Elevations in HBV-specific T cell responses were associated with increases in plasma

IFN-y production (via ELISpot) after : : : : 1European Association for the Study of the Liver. J Hepatol, 2017. 67(2):370-398.
Fibroscan® < 8.5 kPa within 6 months of Day 1 VTP-VBBO for GrOU|(o A Subjgct )30 IFN-yin certain subjects (Subjects 48 & 35 shown) 2Sarin SK, et al. Hepatol Int, 2016. 10(1):1-98.

ALT <2 x ULN | through Week 48 data is shown Transient increases in other plasma immune biomarkers also observed during 3Terrault N, et al. Hepatol, 2018. 67(4):1560-1599.
- below: imdusiran lead-in and vaccination period (BTLA, CD28, GITR, LAG-3, TLR-2, GITRL, PD- 4Yuen MF, et al. Nature Reviews Disease Primers, 2018. 4:18035.

and were randomized at Week 24 into Group A or B (stratified by HBsAg level at immune Profile of Group A/ VTP-300 Subject 30 % ﬁ_Tll_'(A)‘ZILL?l[Z)?Oﬂf)DISL(Sl gDILulSICIgSl(I)LPlIEGIFLAZ‘AI/IIB; :RLACIS\ITHIESS TS(SE_iObEEgFF_,A()SROa, IL-
Week 16 <500 or >500 IU/mL): | | (SR U S : : : Through Week 48 ! ! P/Y), ! ! ! ! ! ! 6Thi E, et al. Presented at European Association for the Study of the Liver (EASL) International Liver
B ' 16 24 32 40 48 56 64 | Subect30 Group A Congress June 22-26, 2022; Poster SAT397.

- Group A: VTP-300 (ChAdOX:l_HBV + MVA-HBY, intramuscular |nJect|on) +ongoing NA Time (Weeks) 20009 dusiran gTP'SO? B Core ’Evans T, et al. Presented at EASL Congress June 21-24, 2023; Poster SAT198.

Lead-in = Poll . . 8Tait, D. Presented at The Liver Meeting November 10 — 14, 2023; Oral #50, Nov 12th 9:15AM.
= Pol2 Table 4: Exploratory HBV Parameters During Imdusiran Treatment

Bl Pol3
= Pol4

HBsAg (IU/mL)

All subjects received 24 weeks (4 doses) of imdusiran 60 mg every 8 weeks (Q8W)

>Yuen MF, et al. Presented at the Global Hepatitis Summit April 25-28, 2023; Oral LB/099.

- Group B: placebo (saline, intramuscular injection) + ongoing NA Group B (placebo) Individual HBsAg (1U/mL) Declines by Visit 1500

Subjects could receive a second dose of MVA-HBV/placebo at Week 38 if they A : 1000+

10000 1.|

Imdusiran dose

experienced a >0.5 log,, decline in HBsAg between Weeks 26 and 34 e s 500

P ﬂ : B3 Pre S1+S2 HBcrAg (log U/mL) HBV pgRNA (log U/mL) HBeAg (PEI U/mL)
: P o, = S - . :
At Week 48, subjects were assessed for NA discontinuation via the following 1°°°"" O T 0T HE' T - HBsAg SHudy ek Ch;nge fr:n'zaia(s:é')ne Ch;nge fr,s,r:a?,a(s:EI;ne Ch?\,nge f:c,?a:??;me CONTACT INFORMATION AND DISCLOSURES

criteria: ALT <2x ULN, HBV DNA <LLOQ, HBeAg negative and HBsAg <100 1U/mL 100 NN + “\& W&“@Zﬁ&w&“ sju:t”t}p'mgt Baseline 4.05 (0.23) 38  1.98(0.19) 14 13.47(8.81)
Study assay methods/cutoffs: =

Tw/N| °t6o| BysgH

Karen Sims, MD, PhD

o All subjects who have reached Chief Medical Officer
- ALT upper limit of normal (ULN) = 44 U/L for males, 41 U/L for females Week 48 in Group A/VTP-300 (N=5) + el O 0791040 WA Arbutus Biopharma Inc., 701 Veterans Circle, Warminster, PA 18974

Parameter Assay Method LLOQ * HBV-specific T cell responses were | | 1 have qualified to stop NA therapy 16 31 -0.47(0.09) 27 -0.70(0.11) N/A Email: ksims@arbutusbio.com
R assessed with IFN-y ELISpot and remain off-treatment 24 24 -0.48(0.11) N/A 13 -12.70(8.55) ' '

HBsAg Diasorin Liaison XL 0.05 IU/mL . . . . .

Plasma immune biomarkers were | ; N/A = not available; SE = standard error. HBcrAg <LLOQ was assigned a value of 2.9 log U/mL and target not detected (TND) assigned 1.45

HBV pgRNA Abbott HBV pgRNA V2.0 (RUO)  0.49 log U/mL 2ssessed by Luminex : | One Group B/placebo HBeAg+ log U/mL; HBV pgRNA <LLOQ assigned 0.48 log U/mL and TND assigned 0.24 log U/mL.; HBeAg <LLOQ assigned 0.055 PEI U/mL. Authors affiliated with Arbutus Biopharma and Barinthus Biothera peutics

HBsAg <LLOQ

HBcrAg Fujirebio Lumipulse G 3 log U/mL Ultrasensitive HBsAg was assessed ol | subject reached HBsAg <LLOQ after Imdusiran treatment led to declines in all HBV parameters assessed, including are employees and may own company stock.

L ith Abbott Architect HBsAg NEXT T imdusiran treatment and has HBcrAg, pgRNA and HBeA /2
HBeA Diasorin Liaison XL 0.11 PEI U/mL wit 16 24 32 40 48 56 64 . 8 P8 8
& assay e (Wesks) remained <LLOQ Arbutus BARINTHUS

(quantitative) HBSAg immune complex was Sample collection and analysis is ongoing for the VTP-300/placebo treatment period BIOPHARMA
HBY DNA Abbott RealTime HBV 10 1U/mL assessed with Abbott RUO assay * Subjects noted to have high levels of HBsAg immune complex that interferes with accurate HBsAg quantitation

www.arbutusbio.com www.barinthusbio.com

8 36 -0.18(0.07) 34 -0.63(0.08) N/A

HBsAg (1IU/mL)
o
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