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Key Takeaway: CSF biomarker findings of the SHINE trial shed light on potential CT1812 surrogate biomarkers such as CLU and SERPINAS and biological pathways (e.g. vesicle trafficking)
affected by CT1812.

Background Methods

SHINE (NCT03507790, COG0201) was a Phase 2 randomized, double-blind, placebo-controlled 6-month trial, * Tandem-mass tag mass spectrometry (TMT-MS) CSF proteomics was performed on baseline and end of study samples to test the effects of

conducted to study the effect of the experimental, sigma-2 receptor (S2R) modulator, CT1812, an AB oligomer two doses of CT1812 compared to placebo in mild to moderate AD patients.
antagonist, in patients with Alzheimer’s (AD). An unbiased assessment of CSF proteomes from the patients that ° Proteomic analysis from the first 24 participants was recently published?. Raw protein abundance data from all participants were
completed the SHINE trial was performed to identify pharmacodynamic (PD) biomarkers of target/pathway combined, processed and normalized to remove batch effects before exploring effect of treatment.
: T TP e Change from baseline was calculated for participants for whom there were available CSF samples at the time of this analysis (N=45), and
engagement and disease modification for CT1812. P y
differential abundance analysis (CT1812 vs placebo) was performed to assess treatment effects followed by brain network mapping, Gene
- ~ Ontology, and pathway analyses using STRING (v12.0) and MetaCore (24.2.71700) using p-value criterium p<0.05.
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expression network modules built from samples from healthy individuals, © Emm SPTB IL6R o h Figure 4. Within-study comparisons to CSF protein levels in reference
asymptomatic and symptomatic AD patients? (top 15 shown here). o J standards (Emory ADRC AD and control) enabled comparison of the SHINE AD

cohort to well-characterized AD and non-demented control CSF. A)
Representative box plots to illustrate proteins significantly increased in AD
compared to control CSF that are significantly downregulated in CT1812 vs

) ] ] ] Figure 3. Differentially abundant proteins in CSF samples from CT1812 vs placebo
Pathway Analysis Identify Protein Folding, Immune Response (p<0.05) were analyzed for A) gene ontology (GO) cellular components analysis

and Oxidative Stress Pathways Significantly Altered in CSF using STRING (GO terms sorted by p-value). B) STRING protein-protein interaction placebo. B) 8 proteins are significantly (p<0.05) normalized towards control

with CT1812 (log2 change in abundance in AD vs control (blue) and CT1812 vs
placebo (purple)).

map to show protein associated with GO terms: "vesicle”, in red, and “secretory

granule”, in blue (medium confidence; proteins not connected not visualized).
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* Comparative analysis to reference CSF standards identifies proteins disrupted in, or genetically linked to, AD that positively
Figure 2. Differentially abundant proteins in CSF samples from AD patients change towards normalization by 6 months treatment with CT1812.
given CT1812 vs placebo (p<0.05) were analyzed for pathway enrichment using : : : : :
MetaCore. * This data extends our knowledge from previously reported analysis? on how CT1812 can effectively change the patient

proteome and provides evidence that the S2R modulator, CT1812 may be a promising disease modifying approach to AD.
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