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RAGE: Receptor for Advanced Glycation End products
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RAGE knockout mice are protected from allergic inflammation
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Silencing RAGE expression with an epithelium-targeted inhaled
RNAI frigger conjugate
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RNAI trigger conjugate silences RAGE mRNA and protein expression
in a rat model of allergic asthma

Lung RAGE mRNA
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RAGE silencing limits inflammatory cell recruitment
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RAGE silencing limits pro-inflammatory BAL cytokines and gene

expression
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Deep and sustained lung RAGE mRNA and protein silencing after single
inhaled 0.5 mg/kg RNAI frigger conjugate in rats
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sRAGE target engagement biomarker kinetics in rat support bimonthly or

quarterly dosing
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Slow recovery of serum
sRAGE 3-5 months post-dose
of RNAI trigger conjugate

Q70 day dosing interval
maintains serum sRAGE near
limit of detection

A 6-month, Q70 day dosing
regimen was well tolerated
with no adverse
histopathological findings
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A single inhaled dose of ARO-RAGE (ADS-015) silences >90% of
pulmonary RAGE expression in cynomolgus monkeys
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Summary & Conclusion
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