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APOC3 is a key regulator of triglyceride-rich lipoproteins (TRLs) through

lipoprotein lipase (LPL)-dependent and -independent pathways

+ Severe hypertriglyceridemia (SHTG) is characterized by triglyceride (TG) levels 2 500 mg/dL,
which can lead to acute pancreatitis

« SHTG may be caused by a combination of genetics (i.e., chylomicronemia), diet, and comorbid
conditions (e.g., metabolic syndrome, diabetes)

« Reduction and maintenance of TG levels below 500 mg/dL can reduce the risk of acute pancreatitis and
is a goal of therapy!

« APOC3 is a key regulator of TG metabolism

« SHTG is characterized by excess levels of Apolipoprotein C3 (APOC3)-containing particles, such as
chylomicrons or VLDL

» Loss-of-function mutations in APOC3 are associated with lower TG, lower post-prandial lipemia and
decreased incidence of coronary artery disease

« ARO-APOC3 is designed to specifically target and silence the APOC3 gene, thereby reducing TG
levels

« ARO-APOCS3 is an investigational synthetic, double-stranded, hepatocyte-targeted RNA interference
trigger designed to specifically target APOC3 mRNA transcripts

INCEP 2002. Circulation 106:3143-3421
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ARO-APOCS3 specifically targets and silences the APOC3 gene, reducing

TG levels

Silencing of liver APOC3 mRNA Reduced APOC3 stimulates LPL Decreased TRLs and

reduces APOC3 protein in dependent & independent remnants
Triglyceride rich lipoproteins clearance pathways i ;
DIETARY LIPIDS (TRLS) ksssssssssss=s=ss=s=s=s=s=s=sssssssssssss
E G APOC3
. X CHYLOMICRON 0008
SMALL REMNANTS
INTENSTINE o+ wes iy | S
i LPL DEPENDENT oL
- - ————————————— >
LIVER I‘_ _____ ) ;z:
IDL ., LI
1

FREE FATTY ACIDS

Increased remnant clearance by liver

@ orrowhlsecd 4

pharmaceu tica



Phase 1 study to evaluate the effect of ARO-APOC3 in patients with

hypeririglyceridemia (HTG) or chylomicronemia (CM)
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ARO-APOC3 results in substantial and sustained reduction of

APOC3 and TG
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ARO-APOC3 substantially reduces non-HDL-C and increases HDL-C

nHDLC HTG HDL.C Data cut date: 31 Aug 2020
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Summary interim safety findings in HTG and CM patients
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ARO-APOCS3, aninvestigational RNAi therapeutic that silences APOC3

MRNA transcripts results in favorable lipid changes in patients

 In patients with hypertriglyceridemia, 10 mg, 25 mg, 50 mg and 100 mg SC doses of ARO-
APOCS3, resulted in robust and sustained reductions in TGs and Non-HDL-C with HDL-C increases

Maximal mean reduction of -80% to -99% in APOC3
Maximal mean reduction of -74% to -92% in TG, -39% to -62% in non-HDL-C
Maximal mean increase of +95% to +116% in HDL-C

* In patients with chylomicronemia, 50 mg ARO-APOC3 SC achieves similar levels of reduction of
APOC3 and changes in key lipid parameters

Maximal mean reduction of -98% in APOC3
Maximal mean reduction of -88% in TG, -59% in non-HDL-C

Maximal mean increase of +120% in HDL-C

« The effect of ARO-APOC3 is maintained >12 weeks post second dose regardless of patfient
population

« ARO-APOCS safety profile supportive of later stage clinical development based on interim Phase
1 study results

ARO-APOC3 may prove useful as a therapeutic option in patients with hypertriglyceridemiaq,

severe hypertriglyceridemia and chylomicronemia
€ orrovhead ;



