Bi-weekly Dosing of ARB-1467 LNP siRNA in HBeAg Negative, Virally Suppressed Patients with
Chronic HBV Infection Leads to Deeper Declines in HBsAg and Potential Association with IL28b
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BACKGROUND RESULTS

ARB-1467

Novel RNA interference product m

Demographics Figure 4: HBsAg mean change* from baseline in subjects in Cohort 4 who met Safety
Table 1: Baseline characteristics were similar across cohorts criteria to receive monthly doses Weeks Table 3: Treatment-emergent adverse events
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the 2-year probability of HBsAg seroclearance?

* Significant reduction of HBsAg, irrespective of HBeAg status, was seen when 24.6(21-27) | 26.8(18-30) | 28.7(24-32) | 24.2(18-32) | 25.2(22-27)

ARB-1467 was given to nucleos(t)ide-treated patients in the ARB-1467-002
Phase 2 study (NCT02631096)2

- Multi-dose results show a stepwise, additive reduction in serum HBsAg with each subsequent dose

e 70f11 (64%) SUbjeCtS were ’Responders’ aLeft cochleovestibular deficit, not related to study treatment.
(met Criteria to Continue to monthly dosing) b Discontinued after the 2nd dose due to acute HEV super-infection and “HBV blip”(HBV-DNA 88 IU/mL)3

¢Discontinued after the 3rd dose due to mild infusion reaction, arthralgia and hair loss.

 50f 7(71%) subjects met Responder criteria after only 2 doses dIsolated T glucose, 4 lymphocytes and 4 phosphate in all groups including placebo.

28.5(19-44)  31.5(26-78) | 38.5(27-64) 29.5(13-63) @ 29.5 (20-45)

3.5 (0.55) 3.4 (0.72) 3.0(0.3) 3.6 (0.45) 3.3 (0.44)

- Reductions of greater than 1 log10 IU/mL in 5/11 patients receiving 0.4 mg/kg dose  Maximum individual HBsAg decline was 2.7 log10 IU/mL

e Most AEs to date have been mild and transient

0 1(17) 0 1(8) 0 e 17/18 (94%) subjects in Cohorts 1-3 received all three monthly doses

- Generally safe and well tolerated
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* Primary: To evaluate the safety and tolerability of multiple doses of ARB-1467
in subjects with hepatitis B virus e-antigen (HBeAg)-negative or HBeAg-positive
chronic HBV infection who are receiving nucleos(t)ide analogue therapy
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1 I © CONCLUSIONS
0 0 0 8 (67) 0 °
0 0 0 1(8) 0 1 All treated subjects experienced a reduction in HBsAg from baseline
« Secondary: To evaluate the antiviral activity of ARB-1467 for up to 72 weeks 0 0 0 2(17) 0 > . : : :
after the first dose of study treatment 6 (100) 6 (100) 6 (100) 1(8) 6 (100) | Greater HBsAg reductions were observed with more frequent dosing
. (maximum individual decline 2.7 log IlU/mL)
* Analysis set: Preliminary results comparing monthly (Cohort 2) vs. bi-weekly :
(Cohort 4) dosing in HBeAg™ subjects are being presented N 5 HBsAg values <50 U/mL were achieved
* Baseline HBsAg and IL28b genotype CC were significantly associated
aCohorts 1/3 [HBeAg™*)] are not included in these analyses. ‘Indeterminate result or unamplifiable sample. with Response
PHBV genotype line probe assay (INNO-LiPA). d1L28b genotype not done in Cohorts 1-3. 2 o ] ] _
STUDY DESIGN AND METHODS * |nitial results for the monthly dosing extension suggest that monthly dosing
1 - is not sufficient to maintain or improve initial reductions in s-antigen levels
Figure 2: ARB-1467-002 study design 7 | | 7 5 * Treatment with ARB-1467 was generally well tolerated
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 Combination therapy with other agents and longer treatment duration may
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Figure 3: Deeper HBsAg mean declines from baseline HBsAg level were Weeks

Randomized observed in subjects with more frequent dosing (monthly vs bi-weekly)
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CONTACT INFORMATION AND DISCLOSURES

Cohort 4 subjects continued to monthly dosing up to Treatment Week 48 if
they met the following criteria (after 5 bi-weekly doses of ARB-1467):

E
=2
- Responder Criteria: HBsAg <1000 IU/mL with >1 log10 decline during the § 08 50 (47-60) 45 (35-51) 0.1155 NAME, Patricia Mendez, MD
first 10 weeks of treatment g . .
5 | 2 (28.6) 2 (40) 1.0000 * Arbutus Biopharma Inc., 701 Veterans Circle,
. . . F =—Cohort 2 (0.4 mg/kg Monthly Dosing) | | 5(71.4 1 (20 0.2424 Warminster, PA 18974
* ARB-1467 or placebo given as a 2-hour IV infusion (Cohort 4 open-label) g / A 20
. - . . %o Cohort 4 (0.4 mg/ke Biweekly Dosing) 23.5(19.3-31.7) 25.7 (18.4-31.5) 0.4894 * Email: pmendez@arbutusb|0.com
* Broad inclusion criteria & ; 16 (13-63) 31 (29-55) 0.3089
-1.4 - : ° .
Non-cirrhotic, chronic HBV infection receiving NA therapy with ETV or TDF for > 12 months @ Dosing Day 1 3.31(0.33) 3.90 (0.38) 0.0240 Tel: 1-604-419-3200
HBsAg > 1000 IU/mL, HBV-DNA negative 16 - 2(57.1) 4 (80) g e Authors affiliated with Arbutus Biopharma are
ALT or AST < 2x ULN employees and may own company stock
Fibroscan <9 kPa 7 (100) 1(20) 0.0242

* Pre-medications given the evening prior and 30 minutes prior to each infusion WEBSITE:

www.arbutusbio.com

* All subjects experienced a significant reduction in HBsAg from baseline e Baseline HBsAg and IL28b genotype CC were significantly (p<0.025)
associated with Response

e Safety monitoring and HBV markers were performed throughout monthly and
bi-weekly portions of the study
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