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CSF Proteomic Analysis Identified
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Proteins Related to Amyloid Biology Are
Correlated With ADAS-Cog11
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Fig 2. Table lists the top most significant (p<0.05) proteins correlated Fig 3. A) Significant (p<0.05) correlates that relate to amyloid biology,

* AD diagnosis CT1812 300 me - Safety/tolerability with ADAS-Cog11 change from baseline. Proteins of interest as well as S2R interacting proteins. B) Scatterplots of APP and PRNP

* PET or CSF N * Key secondary indicated in bold. protein CFB and ADAS-Cog11 CFB show significant correlation with
biomarker 0 ) CT1812 100 mg endpoint cognitive CT1812 treatment.
definition of AD * measure: ADAS-Cog11

« MMSE 18-26 * Exploratory :

- ADCS-ADL & CGIC . . . .

""-12'?";’3"“ t *NTB Proteins Correlated With ADAS-Cog11 Are Candidate CSF Biomarkers of Favorable
signirican + MMSE - ° ° ° eg ® oege
abnormality ) OralQD . Biomarkers Enriched In Synapse-related Pathways Direction With Cognition By CT1812 Identified

—<> Administration (CSF/Plasma)
801 225
@ A A
Cognition Function G S
-Cog VS
ADAS-Cog 11 ADAS-Cog 13 MMSE ADCS-ADL  ADCS-CGIC PTPRN Correlates Placebo
0 0 0 0 0
38%  39%  70%  26%  28% 5<0.05 Log2FC, p<0.1
Slowing by CT1812 (pooled 100, 300 mg) versus placebo
g by (p g p ) 270 194
GEPHM ’ mh1AN2A2
) -
. 5 proteins changed in a favorable direction with cognition

GOAL: Evaluate CSF proteomes from SHINE to pRp g B

identify CT1812 pharmacodynamic biomarkers U Protein Cgltlile%gs AD vs Cirl2  Correlation with

of disease modification via correlation analysis "o o oun Name (Log2 FC) (Log2 FC) ADAS-Cog1l
. NTM

with ADAS-Cog11 — U U L Y O

\_ J s CALB2 Y p<0.1 A p<0.05 p<0.05
TIAMT RAB14

- - e ) 5 CLU y p<0.05 A p<0.0001 0<0.01

. o " 1__  STRINGPPI: p<1.0e6 MASP1 ¥ p<0.05 A p<0.0001 p<0.05

A post hoc CSF proteomic sub-study of 45 participants was SERPINAS J p<0.01 A p<0.0001 0<0.05

performed using tandem-mass tag mass spectrometry
(TMT-MS) at baseline and end-of-study. CSF from B
treatment-compliant participants were analyzed (N=43;

Fig 5. A) Venn diagram illustrates overlapping proteins correlated
with ADAS-Cogl11 (p<0.05) and differentially abundant in CSF

Biological Process

GOTermID Term Description

FDR

Strength

: G0:0007155 Cell adhesion 0.73  1.20E-03 (CT1812 vs placebo (p<0.1)). B) Overlapping trending (p<0.1) or
determnjed oy .CT1812 exposure  levels). Pearson G0:0007158 Neuron cell-cell adhesion 1.94  1.70E-03 significant (p<0.05) proteins changed with CT1812 vs placebo in a
correlation analysis was performed on change from G0:0008038 Neuron recognition 156  1.70E-03 favorable direction with cognition.
baseline (CFB) of protein levels to CFB in ADAS-Cogl11 @|G0:0050808  Synapse organization 1.02  1.70E-03
scores, followed by pathway analysis via STRING (v12). GO:009711g euroligin clustering involved in 254  1.70E-03

postsynaptic membrane assembly
s ~ N ~ G0:0008037 Cell recognition 1.15  1.39E-02 CONCLUSIONS
Mass Spectrometry Analyses G0:0007399 Nervous system development 0.48  1.43E-02
%m’;fji’:ij:’? m%’d | = ‘GO:OOO7611 Learning or memory 0.95 2.30E-02
L %}!{g% | gg;ggg;ﬁg :‘é‘;ﬁaﬁz;:\f?bly 14212 ;:g‘;g:g; . Protgins sign.ificantly .correlated with cognition were
R IMTMS Proteomics L | consistent with the impact of CT1812 on synaptic
__>emonhs HHIS EoTproteins detected Fig 4: A) Proteins strongly correlated with ADAS-Cog11 (65 proteins, protection and mechanisms in amyloid biology.

N it % p<0.05 and r>|0.5|) were analyzed for pathway enrichment using

Differential Abundance Correlation Analysis _ Pathway Analyses STRING, illustrating the interconnectivity between proteins, with

* These exploratory biomarker analyses, together with
CT1812-associated trends in slowing cognitive decline,
particularly in a pre-specified p-Tau217 subgroup,
supports advanced clinical development of CT1812 for
Alzheimer’s disease.

Protein-Protein enrichment p value of 1.0e7®. For visualization,
disconnected nodes not shown. B) Top 10 Gene Ontology Biological
Process terms (sorted by False Discovery Rate, FDR) are listed.
Pathways of interest indicated in bold.
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