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Forward-Looking Statements
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Thispresentationcontainsforward-lookingstatementswithin the meaningof Section27A of the SecuritiesActof 1933andSection21Eof the SecuritiesExchangeAct of
1934, and forward lookinginformation within the meaningof Canadiansecuritieslaws(collectively,“forward-lookingstatements”). Forward-lookingstatementsin this
presentationincludestatementsabout,amongothers: meetinga significantunmet medicalneedandmarketopportunity; a cashrunwaybeyondkeyclinicalmilestones;
developinga curativeregimenfor HBVand unlockingsignificantmarket growth opportunities; the potential of our drugsto improve patient outcomes; the ability of
Genevantandour LNPassetto drivevalue; interim resultsfrom ARB-1467in 2H18, with the goalof drivingHBVDNAandHBsAgto low or undetectablelevels; an IND(or
equivalent)filing in 1H19 for AB-729; AB-452 enteringthe clinicin 4Q18, with IND(or equivalent)filingsin mid-2018andpatient studiesin 2019; the timeline to an oral
combinationcure; clinicaldevelopmentof AB-506in mid-2018, with potential inclusionin a combinationregimenfor HBVin 2019; andAB-506’spotential to be a“bestin
class”capsidinhibitor.

With respectto the forward-lookingstatementscontainedin this presentation,Arbutushas made numerousassumptionsregarding,amongother things: the timely
receiptof expectedpayments; the effectivenessandtimelinessof preclinicalandclinicaltrials,andthe usefulnessof the data; the continueddemandforArbutus’assets;
andthe stabilityof economicandmarketconditions. WhileArbutusconsiderstheseassumptionsto be reasonable,theseassumptionsareinherentlysubjectto significant
business,economic,competitive,marketandsocialuncertaintiesandcontingencies. Forward-lookingstatementshereininvolveknownandunknownrisks,uncertainties
and other factors that may causethe actual results,eventsor developmentsto be materiallydifferent from any future results,eventsor developmentsexpressedor
impliedby suchforward-lookingstatements. Suchfactorsinclude,amongothers: anticipatedpre-clinicalandclinicaltrialsmaybe more costlyor take longerto complete
than anticipated,andmayneverbe initiated or completed,or maynot generateresultsthat warrant future developmentof the testeddrugcandidate; Arbutusmaynot
receivethe necessaryregulatoryapprovalsfor the clinicaldevelopmentof Arbutus'products; economicandmarketconditionsmayworsen; andmarketshiftsmayrequire
a changein strategicfocus. A more completediscussionof the risksand uncertaintiesfacingArbutusappearsin Arbutus'AnnualReporton Form10-K and Arbutus'
continuousdisclosurefilingswhichareavailableat www.sec.govandat www.sedar.com. Arbutusdisclaimsanyobligationto updateanyforward-lookingstatementsor to
publiclyannouncethe result of any revisionsto any of the forward-lookingstatementscontainedherein to reflect future results,eventsor developments,exceptas
requiredby law.
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Arbutus’ Investment Highlights  

Singular therapeutic focus - curing chronic Hepatitis B Virus (HBV)

3HCV: Hepatitis C Virus | LNP:Lipid Nanoparticle 

Significant 
unmet medical 
need in HBV

Team with 
antiviral 

expertise/proven 
track record

Most Robust 
HBV 

Pipeline

Oral HBV assets 
generating clinical  
data, poised for 

clinical combination

Applying knowledge 
gained from HCV 

success to find HBV 
cure through 

proprietary oral drug 
combinations

Global HBV 
prevalence 

double that of 
HCV, potential 

for larger 
market 

opportunity

Strong 
Financial 
Position

$155M cash Q2
extendsbeyond
all oral combo 

data

Genevant
Reinforces 

Arbutus HBV 
Focus

Strategic decision 
to spinout LNP and 
conjugate delivery 

technologies to 
support  new RNA 

therapeutics
company 
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Proven 
Leadership 
Team

Mark J. Murray, PhD William T. Symonds, PharmD

Chief Development Officer

Chief Financial Officer

Michael J. Sofia, PhD

Chief Scientific Officer

Successful track record in 
antivirals, including inventor 
& developer of blockbuster 
HCV cure: Sovaldi®  most 
successful drug launch in history. 

Focused on developing 
a cure for chronic HBV. 

President & CEO

HCV: Hepatitis C Virus | HBV: Hepatitis B Virus 4

David C. Hastings
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~900k
people die every year as a consequence despite 
the availability of effective vaccines and antivirals.

>257M
people are chronically 
infected with HBV, globally.  

90M
China

15M
Europe

2M
United States

http://www.who.int/mediacentre/factsheets/fs204/en/
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New HBV
Therapies  

rate of  

Undetectable HBV DNA

rate of  

HBsAg Loss

HIGHER 
CURES RATES 

SOC: Standard Of Care | HBsAg: HBV Surface Antigen | PegIFN: Pegylated Interferon  
Source: EASL HBV Clinical Practice Guidelines, 2012 - Pegasys, Baraclude and Viread Package Inserts

Significant 
Opportunity
to Improve 
HBV Cure 
Rates

Pegasys 
(PegIFN)

Baraclude 
(Entecavir)

Viread 
(Tenofovir)

DosingDuration 48-weeks Chronic Chronic

HBV DNA 
Undetectable 
(<60-80 IU/ml)

14-19% 67-90% 76-93%

HBsAg Loss ~3-4% ~1-2% ~1-3%

Achievable HBV Cure Rates with Current SOC

+

=

HBV cures are achievable with 
today’sSOC in <5% of patients. 
SustainedHBsAg and HBV DNA* 
loss off-treatment is rare.

6

*HBsAg & HBV DNA: endpoints accepted as a cure. 

SOC THERAPIES FOR CHRONIC HBV 
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An HBV curative regimen 
would substantially increase  diagnosis and  treatment

rates to unlock significant market growth opportunities.

diagnosis

7
NA: Nucleot(s)ide Analog | PegIFN: Pegylated Interferon  
SOC: Standard Of Care

1. Hepatitis B. WHO (2017),  http://www.who.int/mediacentre/factsheets/fs204/en/
2. Biotechnology Report. TrendForce (2016), http://press.trendforce.com/press/20160829-2601.html

9% Diagnosed

8%Treated 

Low due to sub-
optimal SOC + 
asymptomatic nature.

treatment

HBV SOC: ANNUAL COSTS (USD) 

Pegasys (PegIFN) $37,000

Baraclude (Entecavir)* $13,000

Viread (Tenofovir)* $13,000
NA 

Global Sales  

~$1.9B

20152

IFN 

22M

257Mchronic HBV

20171

1.7M

Compelling Growth Opportunity in the HBV Market

http://www.who.int/mediacentre/factsheets/fs204/en/
http://press.trendforce.com/press/20160829-2601.html
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HBV Lifecycle
Illustrates key points for intervention and combination of agents with complementary MOA
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Block Replication
Á NA
Á Capsid Inhibitor
Á RNAi

Block HBsAg
Á RNAi
Á RNA Destabilizer 

Address  cccDNA 
Á Capsid Inhibitor
Á cccDNA inhibitor
Á RNAi

Reduce/SuppressViral
DNA & Antigens

Reactivate by 
HBsAg Reduction
Á RNAi
Á RNA Destabilizer 

Activate
Á PD-L1 Inhibitor 
Á PegIFN

Reawaken/BoostHost 
Immune Response2

Leading to an 

HBV CURE 

1Keys to
Therapeutic 
Success

MOA: Mechanism Of Action  | NA: Nucleot(s)ide Analog |PegIFN: Pegylated Interferon | HBsAg: HBV Surface Antigen

- Suppress HBV DNA 
and
viral antigens

- Enable an immune 
response

Therapeutic success will 
combinedrugs with 
complementary MOAs. 

9
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Arbutus HBV Pipeline
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Phase I

Lead 
Identification

Lead 
Optimization

Development IND Enabling HV PTs Phase II

HBsAg Reduction

RNA Destabilizers
AB-452

2nd Gen

RNAi 
ARB-1467

AB-729

HBV DNA Inhibition

Capsid inhibitors

AB-423

AB-506

3rd gen

Immune Stimulation

PD-L1 1st gen

cccDNA 1st gen

RNA destabilizer entering the clinic Q4 2018

Combination study evaluating bi-weekly dosing of 
ARB-1467 with a nuc and PEG-IFN

Subcutaneous RNAi agent undergoing preclinical work 
to enter the clinic 1H 2019

First generation Capsid inhibitor completed phase I HV, safe & well tolerated 

2nd generation capsid inhibitor in phase 1a/1b HV / patient study

Research programs focused on small molecules to block
checkpoint inhibition and
cccDNA function
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2018 нлм9 нл20 нлн1

Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2

AB-506
capsid inhibitor

AB-452 
RNA destabilizer

ARB-1467
Combo with NA & PEG-IFN

AB-729
GalNac-RNAi

Path to an Oral Combination Cure
Drive to undetectable HBV DNA and HBsAg

PH I HV

PH I HV

HBV Pts POC

HBV Pts POC

AB-506 + AB-452
w/ nucPOC Phase II confirmatory study

ARB-1467, nuc, IFN Follow up

HV / HBV Pts POC

11

Phase II combo study
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Capsid 
Inhibitor:
Blocking Viral 
Replication 

Driving HBV DNA to 
undetectable is a key 
to Therapeutic Success 
in HBV 

12

Re-Awaken/Boost 
Immune Response

Reduced HBsAg

Immunotherapy

Reduce/Suppress Viral
DNA & Antigens

Viral Replication

HBsAg

cccDNA 
Formation/Function
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Capsid Inhibitors ςDual ActionHBV Antiviral Agent

Capsid inhibitors are ŎƻƳǇƭŜƳŜƴǘŀǊȅ ǘƻ ΨnucsΩ

Combinationdrives deeper HBV DNA reductions

Competitive Landscape

All capsid inhibitors currently in development bind 

the same site on HBV Core protein

All have a dual MOA: 

ÁBlock DNA replication by inhibiting Capsid 

assembly

ÁBlock newcccDNA formationby inhibiting viral 

uncoating

ÁSimilar potency and pk

True differentiation will require combination with 

other agents ςe.g. rapid HBsAg reduction

MOA, distinct from but complementaryto approved SOC NAs.

13

GLS-4 

AB-506 

J&J 
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AB-506-a Potential ‘Best in Class’ Capsid Inhibitor

Next generation, highly selective capsid 
inhibitor with promising characteristics.

Á Favorable preclinical safety profile

Á Active across multiple genotypes

Á Opportunity for once daily dosing

Á Active against NUC resistant variants

Á Additive to synergistic with complimentary 
mechanisms of action

On track to advance into clinical 
development in mid-2018.

Trajectory for inclusion in multi-drug 
combination regimen for HBV 2H 2019.

PK: Pharmacokinetics | ETV: Entecavir

AB-506 Potently Reduces HBV DNA in Serum and Inhibits 
Liver HBV DNA better than ETV

14

AB-506 shows preclinical PK and potency profile consistent with best in class agents 
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In vivo antiviral activity of AB-506.  A) Reduction in serum HBV DNA is dose responsive following AB-506 
administration. B) AB-506 surpassed ETV at inhibiting liver HBV DNA, at dosages where the serum HBV 
DNA inhibition was equivalent (data relative to vehicle at Day 7)
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Driving Down 
HBsAg 
Is A Key to 
Therapeutic 
Success in HBV

Re-Awaken/Boost 
Immune Response

Reduced HBsAg

Immunotherapy

Reduce/Suppress Viral
DNA & Antigens

Viral Replication

HBsAg

cccDNA 
Formation/Function

15
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7/12
met response
criteria*

100% of Patients Achieved Reductions in HBsAg (avg. 1.4 log10)
- Well tolerated with no SAEs -

ARB-1467RNA interference with Bi-Weekly Dosing

CURRENT STUDY
A triple combination 
study utilizing bi-
weekly dosing of ARB-
1467 in combination 
with TDF and Peg-IFN

GOALςDrive HBV 
DNA and HBsAg to low 
/ undetectable levels. 
Inform oral 
combinations studies

DATAςInterim 6-wk 
data in Q4, final data 
2019

16SAE: Serious Adverse Events | SOC: Standard Of Care | TDF: Tenofovir| PegIFN: Pegylated Interferon

Of The Responders

*>1 log10 & <1000 IU/ml HBsAg 
reduction at/before Day 71 

5/7
Achieved
low HBsAg levels**
**absolute HBsAg levels 
<50 IU/mL
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AB-452 ςPotentSmall Molecule Targeting HBsAg

PK: Pharmacokinetics | IND: Investigational New Drug | HV:Healthy Volunteers 

Novel Small Molecule HBV RNA destabilizer- direct acting antiviral.

Highly selective for HBV 

Destabilizes pgRNA and all viral mRNA transcripts with potent inhibition 
of HBsAg, HBeAg, and viral replication.

Active against all HBV genotypes in preclinical models.

Favorable PK profile offering potential for oncedaily oral dosing.

* Complementary when combined with SOC and capsid inhibitors.

17

Q3 2018: AB-452
IND/CTA filing to enable 
Phase 1 study start

Q3 2019: HBV patient 
monotherapy data 

in 2018 - 2019

The only HBV RNA Destabilizer molecule currently in development, offering Arbutus a competitive 
advantage in advancing towards regulatory approval of the 1st combination regimen for HBV.
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Potency Model EC50 ( M˃) CC50 ( M˃) Endpoint

HepG2.2.15 0.0015 >50 HBsAg/ELISA

HepG2.2.15 0.0028 >50 HBeAg/ELISA

HepG2.2.15 0.0002 >50 HBV DNA/qPCR

PHH 0.0087 >1 HBsAg/ELISA

PHH 0.0088 >1 HBeAg/ELISA

HepG2/NTCP 0.0097 ND HBsAg/ELISA

HepG2/NTCP 0.0036 ND HBeAg/ELISA

HBV RNA reduction leads to interference in viral gene expression, 
DNA replication, and virion assembly in HepG2.2.15 cells.

AB-452Potent Activity Against All HBV RNAs / Antigens
-Targets HBsAg and HBV DNA
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AB-452Potent In Vivo Efficacy
-Targets HBsAg and HBV DNA

19

AAV Mouse Model
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HBsAg Liver HBV RNA

Consistent nanomolar in vitro activity 
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Innovative 
First-in-Human 
Study Designs
AB-506, AB-452

Healthy Volunteers 
and HBV patients

Randomized, blinded, 
placebo controlled

Single umbrella protocol

AB-506 dosing underway

20

ΨPHARMASSETς{¢¸[9Ω !5!t¢L±9 59{LDb

Cohort C
Multiple Doses

Healthy Subjects

Cohort D
Multiple Dose A

Part 1:
Single Ascending Dose

TDF: TENOFOVIR

Part 3:
Multiple Dose

Cohort E
Multiple Dose B

Cohort F
Multiple Dose C

Cohort G
Multiple Dose + TDF

Part 2:
Multiple Dose

CHB Subjects

Cohort A

Dose 1

Dose 3

Dose 5

Dose 6

Cohort B

Dose 2

Dose 4

Dose 4
Food Effect
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HBV Inhibitor ETV TDF TAF ARB-1467 AB-506

AB-506
2ND Gen Capsid Inhibitor*

Additive Additive
Moderate 
Synergy

Additive NA

AB-452
HBV RNA 
Destabilizer**

sAg ND ND ND
Minor 

Synergy
ND

HBV DNA
Moderate 
Synergy

Additive Additive ND Additive
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Dual and Triple Combinations of AB-506, AB-452 and TDF

HDI Mouse Model

Á Dual combinations of 
AB-506 + AB-452, AB-
506 + TDF, and AB-452 
+ TDF showed strong 
antiviral activity 

Á Triple combination 
effected larger serum 
HBV DNA reduction
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Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2

AB-506
capsid inhibitor

AB-452 
RNA destabilizer

ARB-1467
Combo with NA & PEG-IFN

AB-729
GalNac-RNAi

Path to an Oral Combination Cure
Drive to undetectable HBV DNA and HBsAg

PH I HV

PH I HV

HBV Pts POC

HBV Pts POC

AB-506 + AB-452
w/ nucPOC Phase II confirmatory study

ARB-1467, nuc, IFN Follow up

HV / HBV Pts POC

22

Phase II combo study
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Arbutus’ Investment Highlights  

Singular therapeutic focus - curing chronic Hepatitis B Virus (HBV)

23HCV: Hepatitis C Virus | LNP:Lipid Nanoparticle 
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unmet medical 
need in HBV

Team with 
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track record

Most Robust 
HBV 

Pipeline

Oral HBV assets 
generating clinical  
data, poised for 

clinical combination

Applying knowledge 
gained from HCV 

success to find HBV 
cure through 

proprietary oral drug 
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Global HBV 
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double that of 
HCV, potential 

for larger 
market 

opportunity
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$155M cash Q2
extendsbeyond
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