Metabolites of cilostazol

OPC-13015 possesses stronger inhibitory effects on PDE-3 than
cilostazol or other metabolites.
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Our hypothesis: the specific conversion to OPC-13015 is associated
with the amelioration of cognitive impairment.
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Cognitive preservation related to high OPC-13015

Both the absolute value of OPC-13015 concentration and the OPC-
13015 ratio was significantly higher in patients with cognitive
preservation (n = 11; change in MoCA from baseline to follow-up > 0)
than those without cognitive preservation (n = 8; change in MoCA
from baseline to follow-up < 0) .

p=0.051 p =0.005 p = 0.657
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Saito S, et al. Alzheimers Dement (N Y) 2021
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Phase Il trial for MCI patients: COMCID study

Informed consent

$

Eligibility Screening
MMSE - CDR

4

Provisional registration

=|

Central review of psychological examinations

-

Definitive registration

-

Random allocation

!

Baseline assessment
ADAS-Cog * WMS-R + TMT + FCSRT

ADCS-MCI-ADL * MRI
"4 N

Investigational therapy Comparative treatment
Cilostazol 50mg Placebo
(n=100) (n=100)
twice per day twice per day
96 weeks 96 weeks

| =
Screening / Baseline ki Early
Assessments | 4w | 24w | 48w | 72w | 96w |tEMination
INTERVENTIONS: & .
Cilostazol or Placebo
ASSESSMENTS:
Patient characteristics| X
Physical examinations| X X X X X X X
Laboratory tests X X X X
MMSE X X X X X X
CDR ADAS-Cog
WMS-R TMT FCSRT| % X X X
ADCS-MCI-ADL X X X X
MRI X X X
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*Results, unpublished



Taxifolin inhibited AB,, aggregation.

Concentration-dependent inhibition by Taxifolin (TFL)

AP disaggregation
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Thioflavin-T fluorescence assay Saito S, et al. Acta Neuropathol Commun 2017



in recovered the CBF reduction.
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