


ION582 Is an Investigational RNA-Targeted
Therapeutic (RTT) Designed to Increase
Neuronal Expression of UBE3A !

* In Angelman syndrome, UBE3A expression is lost on the maternal gene. UBE3A expression is healthy

on the paternal strand but silenced by UBE3A-ATS 2
* The loss of UBES3A expression is the cause of many symptoms associated with Angelman syndrome 2
Proposed ION582-Mediated Upregulation of UBE3A 13
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RTTs downregulate UBE3A-ATS, unsilencing paternal UBE3A expression
and restoring brain-wide UBE3A protein levels in mouse models 24

Administration of a single dose of UBE3A-ATS-targeting antisense
RTT in mouse models reduced UBE3A-ATS levels in the CNS for 16 weeks. 4

Both UBE3A mRNA and UBE3A protein levels were signi cantly higher in
RTT-treated mice than in control mice at 2 to 16 weeks after treatment. 4

ION582 has not been evaluated for safety and
e cacy by any regulatory authorities and is not
indicated for the treatment of any disease.

For more information or questions about
participating sites, please contact us at

lonisION582-CS2@oclinicaltrialmedia.com or
844-285-7172. °

AS, Angelman syndrome; CNS, central nervous system; mRNA, messenger RNA; UBE3A, ubiquitin protein ligase E3A protein; UBE3A, ubiquitin protein ligase E3A
gene; UBE3A-ATS, ubiquitin protein ligase E3A antisense transcript gene.
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