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Welcome and Introductions
Vince Anzalone, CFA
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Safe Harbor Statement

This presentation contains forward -looking statements within the meaning of the "safe harbor" 
provisions of the Private Securities Litigation Reform Act of 1995. These statements are based 
upon our current expectations and speak only as of the date hereof.  Our actual results may 
differ materially and adversely from those expressed in any forward -looking statements as a result 
of various factors and uncertainties, including, without limitation, our developmental stage and 
limited operating history, our ability to successfully and timely develop products, enter into 
collaborations and achieve other projected milestones, rapid technological change in our 
markets, demand for our future products, legislative, regulatory and competitive developments 
and general economic conditions.  Our Annual Report on Form 10 -K and other SEC filings discuss 
some of the important risk factors that may affect our ability to achieve the anticipated results, 
as well as our business, results of operations and financial condition. Readers are cautioned not 
to place undue reliance on these forward -looking statements.  Additionally, Arrowhead disclaims 
any intent to update these forward -looking statements to reflect subsequent developments.
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Panelists

Baylor College of Medicine
Christie Ballantyne, M.D..
Chief of Cardiology and the Chief of Cardiovascular Research, and the Director of 
the Lipid Metabolism and Atherosclerosis Clinic Center for Cardiometabolic Disease 
Prevention at Baylor College of Medicine

Arrowhead Pharmaceuticals
Chris Anzalone, Ph.D
President & Chief Executive Officer

Vince Anzalone, CFA
Vice President, Investor Relations
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Javier San Martin, M.D.
Chief Medical Officer

Jim Hassard
Chief Commercial Officer
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Agenda

ÅWelcome and Introductions ðVince Anzalone

ÅMarket Opportunity ðJim Hassard

ÅAPOC3 as a Therapeutic Target in Hypertriglyceridemia ðDr. Christie Ballantyne

ÅARO-APOC3 Clinical Development ðDr. Javier San Martin

ÅWrap up ðDr. Christopher Anzalone

ÅQ & A ðPanel
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THERAPEUTIC AREA PRE-CLINICAL PHASE 1 PHASE 2 PHASE 3 Product Rights

Cardiometabolic

ARO-APOC3
FCS, sHTG

ARO ANG
Dyslipidemia

AMG 890
CVD

Pulmonary

ARO-ENAC

Cystic fibrosis

ARO-Lung2

COPD

Liver

ARO-HSD

NASH

ARO-AAT

AATD

JNJ 3989

HBV

Oncology ARO-HIF2

RCC

Undisclosed

JNJ1

JNJ2

JNJ3

Broad Pipeline

LungLiver Tumor

Tissue Targets
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Our Cardiometabolic Strategy

ELEVATED LDL 

LP (a)

Hypertriglyceridemia  (HTG) and Severe HTG 

(SHTG) are associated with increased risk of CVD 

Å Affects ~7M and ~4M patients/year 

respectively. 

Å HTG (TG>150mg/dl) and SHTG  (TG>500 mg/dl) 

are associated with increased risk of CVD 

Å Severe HTG may lead to acute pancreatitis

Familial chylomicronemia syndrome (FCS)

Å Affects ~500 patients in the US every year

Å A rare and severe genetic disorder which 

causes TG > 880 mg/dL, associated with CVD 

and may lead to acute pancreatitis

Å Currently no approved therapies

Mixed dyslipidemia patients have 

elevated LDL & elevated 

TG associated with increased risk 

of CVD

Å ~15M1 patients in the US with 

elevated LDL and TG

Å Current standard of care not 

providing necessary 

reductions of LDL and TGs

LP(a) is an independent risk factor for CVD

Å ~25% of population has >30 mg/dl (normal 

levels: 0.1-25mg/dl)

Å Higher levels associated with increased risk of 

CVD

ELEVATED TG
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Market Opportunity
Jim Hassard
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Residual CV risk remains despite LDL -lowering drugs

1. World Heart Federation. 2. CDC Heart Disease Facts.. 3. AHA Heart Disease and Stroke Statistics -2019 At -a -Glance. 4. Choleste rol Treatment Trialists
Collaboration. 2010. 6. Toth 2019. 

1 of every 3 deaths 

globally 1

600,000 deaths per 

year in the US 2

CVD accounts for: Avg annual cost of CVD 

in US:

Residual risk despite LDL 
lowering drugs 3

>$350Bn in 20153

Projected >1.1 Tn

in 20353

Statins reduce risk of 

CV death by 

~20-40%4

26% Ɓ rate of major 

CVE in patients with 

CVD on statins if 

TG Ó150 mg/dL5
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ARO-APOC3 serves a variety of patient types with elevated TGs

DECREASING PATIENT PREVALENCE (US)

~500 patients

~4M patients

~51M patients

CURRENT TREATMENT OPTIONS

Fibrates, Vascepa ® 

Many patients will not achieve 

their TG targets

Fibrates, Vascepa ® 

Many patients will not 

achieve their TG targets

sHTG

(TG>500)

HTG 

(TG>150)

GOAL OF NEW THERAPY

FCS

(TG>880)

No FDA approved 
therapies

TG reduction and 
prevention of 
pancreatitis related 
events 

TG reduction and 
prevention of 
pancreatitis related 
events and CV risk 
reduction

CV Risk reduction
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ARO-ANG3 and ARO -APOC3 target unique patient populations

Mixed DyslipidemiaHypercholesterolemia Hypertriglyceridemia

Elevated 

LDL

Elevated 

TGs

Familial 
Hypercholesterolemia

(FH, FoH)

Familial 
Chylomicronemia

Syndrome
(FCS)

Elevated LDL
CVOT

Elevated TG
CVOT

Elevated LDL/TG
CVOT

Severe HTG
(sHTG)

evinacumab (ANGPTL3 Mab)

Repatha ® (evolocumab )                    

Praluent ® (alirocumab)                      

Statins Fibrates, Vascepa ®

ARO-ANG3 ARO-APOC3

Need for a therapy that 

substantially and simultaneously 

lowers LDL-C, non -HDL-C and 

Triglycerides in patients with 
mixed dyslipidemia.

Need for a therapy that 

substantially lowers and sustains 

Triglyceride levels in patients 

with sHTGand FCS. No approved 
therapies in FCS.

ARO-APOC3 KOL Webinar November 2020 11



APOC3 as a Therapeutic Target in 
Hypertriglyceridemia
Christie Ballantyne, M.D.
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Rationale for APOC3 as a Therapeutic Target

APOC, Apolipoprotein C; APOE, Apolipoprotein E; LDL, Low Density Lipoprotein; SMase, Sphingomyelinases; TRL, Triglyceride -rich Lipoproteins
Boren J.Frontiers in Endocrinology. 2020; HDL working group.N Engl J Med.2014; Jorgensen.N Engl J Med.2014; Sacks. Circulation.2000; Taskinen MR.Curr
Atheroscler Rep.2019

APOC3 increases VLDL secretion and promotes pathogenic processes in cardiovascular disease

APOC3 enrichment results in accumulation of TRLs by 
limiting their enzymatic degradation

APOC3 enrichment limits clearance of TRL remnants by 
LDL receptor pathways in the liver

Plasma APOC3 levels predict coronary heart disease

Genetic APOC3loss of function mutations reduce plasma lipoproteins and cardiovascular disease risk by ~40%

Inhibition of lipolysis Antagonism of lipoprotein clearance
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Line plots of postprandial TG kinetics in coronary artery 

disease patients and control subjects.

* TG levels in the course of postprandial lipemia in cases and control subjects.

Patsch JR et al. Arterioscler Thromb. 1992;12:1336-1345.

TG Metabolism in CHD: 

Studies in the Postprandial State
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Pollin TI et al. Science. 2008;322:1702-1705. 
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Pollin TI et al. Science. 2008;322:1702-1705. 

TG levels before and during high-fat challenge 
by R19X APOC3 genotype
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Loss of Function Mutation (R19X) in Apo CIII in 
the Amish

ÅReduced Apo CIII levels in heterozygotes 
by 50%

ÅDecreased fasting and postprandial TGs

ÅDecreased non HDL-C, LDL-C, VLDL-C, 
IDL-C

ÅIncreased HDL-C, HDL-2, HDL-3 

ÅReduced coronary calcium scores

Pollin TI et al. Science. 2008;322:1702-1705. 
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Slide Source:

Lipids Online Slide Library
www.lipidsonline.org

(hepatic
lipase)

Mechanisms Relating Insulin Resistance 
and Dyslipidemia
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