WO 2025/122513 PCT/US2024/058290

1124

Rat cortical neurite outgrowth assay

Treatment of Cortical Cell stained and
? Fedtal C(?f |c|,es ; Neurons Wit imaged wit
Isolated and cuture Compound ! neuronal marker

FIG. 1A

Compound 1 treated cortical neurons in vitro

FIG. 1B
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IP(Cmax) PO (Cmax)

Species/Dose Plasma CSF Brain | Plasma CSF Brain

(mglkg) (giml)  (ngiml)  (ngig) | (giml)  (ngiml) (ngig)

Rat3 103 12 121 4 2 18

Rat 10 558 180 4567 8 8 %

Rat 30 100 37 8675 185 32 3314

Mouse 30 1159 i 8552 % 190 1090

Dog 30 - - - 29

Cyno ) - - - 10

FIG. 3
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Naive rats dosed | Brain (ROI-PFClprocessed for Golgi
with Compound 1 | ogp« | CoxStaining

Interaural | Bregm
1220mm  320mm

FIG. 5A

Vehicle Compound 1_3mglkg  Compound1_10mglkg  Compound 1_30mglkg

FIG. 5B
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FIG. 5C
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FIG. 6A

Compound 1

FIG. 6B
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FIG. 7
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SAD Data

CADSS Total Score

- e
Dosage @ 2mg - 6mg -o- 0mg -o- 60mg -o- 120mg

*CADSS: Clinician Administered Dissociative States Scale

FIG. 10A

MAD Data

Time
Dosage -~ H0mg -@-100mg

*CADSS: Clinician Administered Dissociative States Scale

FIG. 10B
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BAL Visual Analogue Scale
1 et C E ) Drowsy
2 Calm C . D Fxcited
3 Stong ( : ) Feehle
4 Confused ( l > (lear-headed
5  Wel-coorindated C E ) Clumsy
6 lehagc E ) Energefi
T Conened ¢ : > Discontented
8 Troubled e ' p Tranoul
o Meridyson E > Quickited
10 Tense e : D Relaxed
1 Atentive C E ) Dreamy
12 lcompelent ¢ E ) Proficent
13 Heppy C : ) Sad
14 Antagonisic ' D Anmicable
15 Interested C l D Bored
16 Withorawn C ) Gregarious

FIG. 11C
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SAD PK Data
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FIG. 12A

Food Effect PK Data
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FIG. 12B
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: MAD PK Data
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MAD PK Data
W

%"

ng/mL

160 70 180 190 200
Time (Hrs.)

Dosage - 50 mg
FIG. 12D
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Delta A | Plaosbo |
A 7125

T
Pre-Treatment
Post-Treatment | T+63

T+01

T+213

T+305

T+488

T+14dd

v<b0%| 63% | 794% | 100% | 126% | 198.7% [v>=200% | |Missing Daia
Colour scale used to report change from average baseline. In order to keep a good dynamic
within colour scale the ratios lower than 50% are set to 50% and ratios higher than 200% are et to 200%.

FIG. 14A
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Colour scale used to report change from average baseline. In order to keep a good dynamic
within colour scale the ratios lower than 50% are set to 50% and ratios higher than 200% are setto 200%.

FIG. 14B



