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INTRODUCTION

The sigma-2 receptor (S2R) is encoded by TMEM97, a four-domain
transmembrane protein that complexes with progesterone receptor
membrane component 1 (PGRMC1). CT1812 is a brain-penetrant small
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Pharmacodynamic Plasma Biomarkers of CT1812 Identified
After 1 Month of Treatment

CT1812 vs Placebo

Nine Candidate Plasma Biomarkers Identified Altered in a

Similar Direction at Both 1 and 6 Months
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Schema 1 dosing for 6 mo (Schema 2). Endpoints

include safety, cognitive function, as measured by the AD Assessment Scale-
Cognitive Subscale 11-item version (ADAS-Cog-11), and biomarker evidence
of disease modification. An interim analysis of the first 24 patients was
conducted (SHINE-A), which showed a non-significant, but clinically
meaningful 3 pt difference in ADAS-Cog 11 (Fig 1). No subjects were
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Fig 3. Differential expression analysis (CT1812 vs placebo) of plasma 1 mo
change from baseline in AD patients. A) Volcano plot illustrates differentially
abundant proteins (92) at p<0.1, with proteins of interest labeled with red arrows.
B) Top-most robustly increased (red) and decreased (blue) changes in CT1812 vs
placebo are listed (p<0.05).
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Fig 5. Differential expression analysis (CT1812 vs placebo) of plasma 6 mo change
from baseline in AD patients. A) Volcano plot illustrates differentially abundant
proteins (106) at p<0.1, with proteins of interest labeled with red arrows. B) Top-
most robustly increased (red) and decreased (blue) changes in CT1812 vs placebo C
are listed (p<0.05).

The present study presents new findings from an unbiased assessment of
plasma proteomes from the first 24 patients of SHINE to a) identify plasma
pharmacodynamic biomarkers of CT1812, and b) to compare findings to that
in CSF to identify pharmacodynamic plasma biomarkers of CT1812 that may

reflect changes in brain. METHODS .
Transport and Endosomal Trafficking Pathways, in Addition to

Similar Pathways at 1 mo, are Altered at 6 mo by CT1812

Candidate pharmacodynamic biomarkers of CT1812
identified across biofluids and timepoints revealed

Differentially abundant biomarkers in CT1812 vs
placebo in both plasma and CSF illuminate potential
plasma biomarkers that could reflect changes
occurring in the brain

Tandem-mass tag mass spectrometry (TMT-MS) proteomics was performed
on baseline, 1 mo (N=22), and end of study (6 mo; N=21) plasma taken from
the first 24 participants that completed the SHINE 6 mo trial (SHINE-A) and A
were treatment-compliant to test the effects of CT1812 (given orally, once
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