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Nomenclature
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The psychedelic experience is contingent on 5-HT,,
receptor stimulation of classical psychedelics
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Blinding, placebo, and expectations

With psychedelic doses, patients and investigators invariably know that they are
getting active drug

Placebo effects (even) hard(er) to discern

Patients expectations may mean that placebo experience is disappointing

Solutions include:
« Incorporate different doses of active compound in the trial design

« Monitor subjective intensity of the psychedelic experience, patient’s guess of
dose and expectation

« Use of independent and blinded external raters
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Efficacy, Safety, and Tolerability of COMP360

Change from Baseline in MADRS total score up to Week 12 (full analysis set)

Primary efficacy assessment; Follow-up period;
3 weeks post dose 6 to 12 weeks post dose

Least square mean (SE)
change from Baseline

*p<0.001
16 Comparison of 25 mg group vs 1 mg group

-18 T I I I I I I I I I I I I

Baseline Day Week Week Week Week Week
(Day-1) 2 1 3 6 9 12

—8-COMP360 25 mg (n=79) —8-COMP36010 mg (n=75) -#-COMP360 1 mg (n=79)

MADRS: Montgomery-Asberg Depression Rating Scale; n: Number of participants; SE: Standard error
Goodwin GM, et al. N Engl J Med. 2022;387(18):1637-1648.
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CYBo0o03: Phase 1/2a Trial Design

Study Desian: Cohort1 Cohort 2 Cohort 3 Cohort4 Cohort5 Cohort 6
v g . (MDD, 3A+1P) (HV, 3A+1P) (HV, 3A+1P) (MDD, 9A+3P) (MDD, 9A+3P) (MDD, 9A+3P)
Randomized, double-blind, 1mg 3&8mg 8 &10 mg 12 mg 12mg 16 mg

placebo-controlled trial

Key Inclusion Criteria:

Men and women, 21 to 65 years old Screening Treatment period Optional Open Label Period
—O —e —e —O —0
Moderate to severe MDD (MADRS 2 21) Up to 4 weeks Day 1 Week 3 Week 6 4 months
Inadequate response to antidepressant : . . .
- - L] - - LS
medication CYBOO3 —— O CYB003 O ———=—=——==-=- -

Endpoints: Plocebo D CYBOO3 —0----=--=----- &

Reduction in depression symptoms

(chqnge in MADRS score) at Week 3 Assess rapid Assess benefit of Assess incremental Assess durability of
after a sinale dose* antidepressant single dose benefit of 2"d dose treatment effect at

. J effect (MADRS) (primary endpoint) Assess safety up to 4 months
Change in MADRS score at Day 42, after on day of dosing and response /

second dose remission
Safety, PK and tolerability

* Patients allowed to remain on stable doses of antidepressant medications

MDD: participants with major depressive disorder; HV: healthy volunteers; Primary efficacy assessed at Week 3; Optional 12 week follow up to assess durability of effects

Note:
*All data presented are preliminary.
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Dosing and maintenance of effect

* The relationship between characteristics of the
acute psychedelic experience (e.g., MEQ) and
clinical improvement should be characterised

« Should concomitant treatments (e.g., SSRI’s)

be abandoned?

* Long-term (> 6 months) therapeutic effects
monitored - with or without other treatments?

« Is one dose enough?

* Need for individualised dosing due to
interindividual variability in drug metabolism,

age, sex, or personality ?
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Roseman et al, Front Pharmacol 2018



Psilocin levels and subjective effects

Plasma psilocin levels
Subjective experience intensity

Plasma psilocin concentration (ug/L)

Intensity rating

60 120 180 240 300 360 420 480
Time (min)

0 60 120 180 240 300 360 420
Time (min)

—=— Subject 1 (3 mg) —=— Subject 3 (12 mg) —=— Subject 5 (18 mg) —=— Subject 7 (24 mg)
—— Subject 2 (6 mg) —— Subject 4 (15 mg) —— Subject 6 (24 mg) —— Subject 8 (30 mg)

Madsen et al., Neuropsychopharmacol 2019
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5-HT2AR occupancy (%)

Occupancy (%)

5-HT,, receptor occupancy, dose, p-psilocin, and the
subjective intensity of the psychedelic experience
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Madsen et al., Neuropsychopharmacology 2019
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Safety and adverse events

« Acute effects

 Transiently elevated blood pressure and tachycardia

 Nausea

« Headaches

« Anxiety (with derealization)
« Harms to self and other

Late effects

* Flash-backs
Potential personality changes
Altered metaphysical beliefs
Psychosis
Suicidality?
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Setting and psychological support/psychotherapy

Is it

 psilocybin-assisted psychotherapy or

« psychotherapy-assisted psilocybin therapy or
» psychologically supported psilocybin therapy?

How much does the setting matter?
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Settings during the psilocybin psychedelic experience

Acute
experience

—

—

MEQ - mystical

MEQ - positive mood

ASC - spiritual
ASC - blissful state

12 weeks later { PEQ - SumPositive

MR Room
2.0 3.6
2.5 3.8
13.7 47.2
37.1 66.0
6.8 47.7
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p=0.007
p=0.01
p=0.008
p=0.02

p=0.008

Johansen et al, in prep
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