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Forecast earnings & Valuation
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[ZH 1] Arowhead ALK7 &2 7|

Activin Receptor-like Kinase 7 (ALK7, ACVRIC) is a Genetically
Validated Adipose Target
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Other ALK7 production
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Excess = S & } Circulating NEFA
gcjtloll('ic » '832 }‘ 41 » | Adipose hypertrophy & dysfunction
intake A%

{ Visceral adiposity
{ Insulin resistance

ALK7 is a TGF-B receptor superfamily member pLOF ALK7 Voriun!s Are Associulegﬂ with Lower Risks of
preferentially expressed on adipocytes Sbesilyandiype 2Piobeles

* Ligands may include: GDF3, GDF11, ActB, Minor allle WHRadBMI Type 2 dabetes
ActE, ActAB, ActC, Nodal vt 09 £85%C) Pubs _____ORGICH S
Asn150His. 11 ~0.089 (-0.11, ~0.067) 34x10" 0.88 (0.83, 0.94) 87 x 10
* ALK7 signaling suppresses lipolysis, increasing e — T s e e
adipocyte size and lipid content 72027479 51 003 (0045, 0025 26x10  093089,08  60x 10

Estimates for WHRajBMI were derived through inear regression analysis in UK Biobank. Estimates for type 2 diabetes were derived
through meta-analysis of UK Biobank and the DIAGRAM EXTexT2D Consortium.
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[£E 2] Arrowhead ALK7 EF! 2 Knock—down &
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ARO-ALK7 Demonstrated a Favorable Safety Profile

ARO-ALK7 was well tolerated as monotherapy in participants with obesity.

& & &

Most TEAEs were PR No SAEs were

R 5 study or study drug
mild in severity disconfinuation reported

No clinically significant adverse laboratory trends (including in liver enzymes and

glycemic parameters) were identified.
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[=H 4] ALK7 14 T4 LIRS 248 TI0jH |alnl, 8% HE d48 SHOIM of 220l BRI Jksd

» ARO-ALK?7 is the first RNAi therapeutic to show
knockdown of an adipocyte-expressed target
in humans

o mean reduction of -88% ALK7 mRNA

o max reduction of -94%

» Early data, but ARO-ALK7 could be more
active than ARO-INHBE
o -14% placebo-adjusted reduction in
visceral fat after single dose monotherapy
at week 8
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