ATTUNE: A Phase 1-2 Study to Evaluate the R
Safety, Tolerability, Pharmacokinetics (PK), = ATTUNE

and Pharmacodynamics (PD) of Intrathecally ™
(IT) Administered ION440 in Patients With

MECP2 Duplication Syndrome (MDS)'

The Phase 1-2, randomized, double-blind, sham-controlled, multiple ascending
dose clinical trial is currently underway’
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This is a multicenter, two-part study of ION440. Part 1 consists of patients who will be randomized
3:1 to receive ION440 or sham for a period of 36 weeks.? This is followed by Part 2, which is an
open-label, LTE period during which patients who complete Part 1 will receive ION440 for
up to approximately 156 weeks. Multiple dosing cohorts will be evaluated in the study.!

Select inclusion/exclusion criteria'c: Key Clinical Endpoints'<

* Males age =2 years to <65 years old® Number of patients with treatment-emergent

* Documented diagnosis of MDS adverse events
and genetic confirmation of Primary Clinically significant change from baseline up
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Characterization of the PK of ION440 in the
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Secondary Predose and postdose up to Week 26

For more study Endpoints + Maximum observed concentration of ION440 in plasma
information, scan here: e Area under the concentration-time curve of ION440
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Up to approximately 192 weeks
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@ ION440 has not been evaluated for safety and efficacy by the US Food and

Drug Administration and is not indicated for the treatment of any disease.

aAdministered by lumbar intrathecal bolus injection.! "Each cohort will be divided into two subcohorts based on participant age (A: =8 to <65 years old or

B: 2 to 7 years old, inclusive) at time of informed consent. °This is not an exhaustive list. “These include but are not limited to known brain or spinal disease
that would interfere with the lumbar puncture procedure or CSF circulation; presence of other factors that would affect the safety of the lumbar puncture
procedure; any concomitant disease or condition that, in the opinion of the investigator, makes the patient unsuitable for enroliment, could interfere with
the conduct of the study, or that would pose an unacceptable risk to the patient in the study.

MECP2, methyl CpG binding protein-2 gene (human).
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ION440 Is an Investigational RNA-Targeted
Medicine (RTM) Designed to Reduce CNS
Expression of MECP2' -
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Proposed ION440-Mediated Downregulation of MECP2'5
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RTM complex

RNA-targeted medicine (RTM) Target RNA sequence

MECP2-targeting antisense RTM administration in animal models reduced MeCP2 levels and
reduced expression of MeCP2-regulated genes in a dose-dependent manner.?

Preclinical animal models of MDS have also demonstrated that
RTM-mediated suppression of MeCP2 rescued behavioral impairments,
reduced epileptiform activity, and reduced behavioral seizures.?

ION440 has not been evaluated For more information or questions about
for safety and efficacy by the US participating sites, please contact us at
Food and Drug Administration and lonisMECP2study@clinicaltrialmedia.com
is not indicated for the treatment or 844-779-1497.°

of any disease.

LEADING THE
RNA REVOLUTION

in the treatment of neurologic disease

With a history of major breakthroughs
in RNA-targeted technology, lonis’
robust pipeline is filled with potential.

CNS, centralnervous, system; dSDNA, double-strandéd DNA: MDS, MEGP2, dublication syndrome; MeCP2, methyl.CpG

binding protejn-2; MEGP2! methyl,.CpG binding protein-2 dene/(Humam); MRNA, messenger RNA!
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