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i | | | In a Phase 2 trial, notable benefits were observed with zervimesine

» Zervimesine (CT1812) is an experimental, oral, brain-penetrant,
small molecule therapeutic in development for age-related treatment in neuropsychiatric symptoms, memory related items, and

neurodegenerative diseases.

+ Zervimesine was studied in a 6-month, double-blind, placebo- actiVities Of da||y ||V|ng relative to placebo_

controlled Phase 2 trial in 130 adults with mild-to-moderate
dementia with Lewy bodies (DLB) (NCT05225415; SHIMMER). k /
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Zervimesine treatment resulted in an 86% slowing of decline on NPI- In DLB, while all patients may present differently, there are

/J 12 vs placebo (p=0.055; Figure 3). Aforest plot of the NPI-12 results common neuropsychiatric symptoms that are more likely

(below left) shows the four components of the NPI-4 in purple. to progress during the course of disease.
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: . : o “ ' A regulatory strategy for zervimesine focusing on a
There is no single endpoint that captures DLB’s diverse 4). Care pgrtngrs bgngflted from g y _ 9y _ _ g.
the reduction in participants’ neuropsychiatric outcome is under consideration.

symptoms. Therefore, the Phase 2 SHIMMER study repurposed
tools from other CNS conditions, including the:

» Neuropsychiatric Inventory (NPI),

symptoms (115% improvement

versus pbo; p=0.025). Specific Notably, the favorable impact on neuropsychiatric

N differences were noted for anxiety symptoms observed during the Phase 2 study was not at
* Cognitive Druglll?esearch Battery (CDR), 15 w0 o (p=0.017), delusions (p=0.080), the expense of other symptom domains. This has been
* Montreal Cogn't've Asse_s'sme”t ('_V!OCA_)’ . and hallucinations (p=0.005). reported with some medications such as antipsychotics,
* Movement Disorder Society — Unified Disease Rating Scale Ill which can worsen symptoms (e.g. motor function) in other
(MDS-UPDRSIII), and domains.
» Alzheimer’s Disease Cooperative Study — Activities of Daily Living
(ADCS-ADL). Rather, zervimesine had a directionally favorable impact
/ \ on cognitive fluctuations, memory, movement symptoms,
. i ' ine- iCi and activities of daily living.
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See AD/PD poster 3026 for discussion of a proposed
NPI Component: Hallucination NPI Component: Anxiety 0 l-{-i -------- I e i- ComPOSite end pOint.

(Frequency x Severity) (Frequency x Severity)

placebo

05
—=m==7zervimesine

HE—
—

0.0

LSM Change from Baseline (SE)

LS Mean (SE) Change from Baseline
LS Mean (SE) Change from Baseline
o
o

l H n
: Conclusions:
~==Pooled Zervimesine (n=88) =m=Pooled Zervimesine (n=88) 0 Wtk s ez 1 Weelsds
0 Placebo (n=42) 0 Placebo (n=42)
« Zervimesine treatment effects were particularly large
e et e o e . This treatment effect was more robust when the analysis excluded for the psychiatric symptoms most commonly

participants without neuropsychiatric symptoms at baseline.
NPI-4 Baseline Greater than 0

associated with DLB.
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