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INTRODUCTION METHODS

The presynaptic protein a-synuclein (aSyn), mainly associated with synucleinopathies like Participants (16) were randomized to receive 29 days of either CT1812 (300 mg, PO, gD) or
Parkinson and dementia with Lewy bodies (DLB), is also involved in the pathophysiology of placebo during the first treatment period. Following a two-week washout, participants then
Alzheimer’s disease (AD) and higher levels of aSyn in the CSF of patients with AD have been switched treatment for another 29 days period. Total aSyn in CSF samples was measured by
linked to Cognitive decline. CT1812 is a first-in-class investigational therapeutic N development for ELISA (Euroimmun) at baseline and after 29 dayS of treatment and Change from baseline
AD and DLB". Preclinical evidence indicates that CT1812 can displace toxic amyloid-3 oligomers calculated. Tandem-mass tag mass spectrometry (TMT-MS) proteomics was performed on
(ABO) and aSyn oligomers from binding to neuronal synapses=°. To understand if our clinical CSF collected at the same time points (Schema 2). To identify correlate to aSyn, Pearson
leading candidate, CT1812 can modulate aSyn, we assessed total aSyn levels in CSF samples correlation analysis was performed between CSF aSyn levels and each protein in the CSF
from a Phase 2, Single site, double-blind, placebo controlled, cross-over StUdy deSign trial In proteome (p5005 and pEOO']) from CT1812-treated 0n|y patients. Pathway ana|yses were
patients with mild to moderate AD (SEQUEL-NCTO4735536) (SChema 1) To investigate further perfOrmed using STRING (V120) and Metacore (V23471500) using two different p-value
the biology surrounding aSyn, Pearson correlation analysis between aSyn concentrations and the criteria (p<0.05 and p<0.01). Data show here are only for day 29 (period 1).

CSF proteome from CT1812-treated only patients was performed to identify proteins highly
correlated with the change in aSyn.
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Schema 1: SEQUEL study design. RES U LTS
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Figure 1: After 29 days (period 1), a statistically significant change from placebo (LINGO1) _ Met Pathwav M <0.01 |
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