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WHY ARE NEW MENTAL HEALTH TREATMENTS SO IMPORTANT?

~1bn

>50%

UN
SDG
3.4

People affected by mental health
disorders

Of US population impacted with a
mental health disorder at some
point in their lifetime

.. promote mental health and well-
being (suicide mortality rate as
indicator for SDG 3.4.)

~33%

Up to
12
weeks

Side
effects

1/3 of depression patients respond
inadequately or relapse

Frontline treatments for depression
and anxiety have slow onset (4-12w)

Side effects of anti-depression drugs:

Nausea, vomiting, weight gain, sexual dysfunctions,
insomnia, increased suicidality with kids, restlessness,
somnolence, constipation, headache, infections,
sedation, numbness, anxiety, lethargy, increased blood
pressure, dizziness, dissociation, bleeding, fracture risk,
dry mouth, caries, itching, abnormal dreams

Source: Atai Life Sciences, UN SDG, Kieger



WHY AND WHY NOW'?

« Limited efficacy, little innovation
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A POPULATION STUDY

Psychedelics not linked to mental health

problems or suicidal behavior

JOHANSEN AND KREBS, J PSYCHOPHARM 2015, 29:270-0

Serious psychological
distress

K6-scale

Mental health treatment
Inpatient

Outpatient

Medication

Needed but did not receive
Suicidal

Thought about killing self
Planned to kill self
Attempted to kill self
Depression and anxiety

Symptoms of major
depressive episode

Diagnosis of depression

Diagnosis of anxiety
disorder

0.5

aOR and 95% ClI

Population study in US;
Total N=135"000
Psychedelic user
N=20"000



PSYCHEDELIC CLINICAL TRIALS

WWW.CLINICALTRIALS.GOV, OCT 2023

Number of trials

Psilocybin (Magic Mushrooms)

MDMA (Ecstasy)

LSD

DMT (activeingredient in Ayahuasca, a
South American indigenous brew)

5-MeO-DMT (found in the glands of the

Colorado River toad)

Other:

Ibogaine,
Salvinorin A,
Ayahuasca,
2C-B, Mescaline

FROM PSYLO PTY LTD



CONDITIONS BEING INVESTIGATED

Depression
PTSD™
Substance Use Disorder

Demorilization

Chronic pain l

Anxiety .

Eating disorder
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Number of trials
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Psilocybin @ MDMA
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Posttraumatic Stress Disorder

WWW.CLINICALTRIALS.GOV, OCT 2023

Ibogaine
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SINGLE-DOSE PSILOCYBIN FOR A TREATMENT-RESISTANT EPISODE
OF MAJOR DEPRESSION
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PSILOCYBIN IMPROVED TREATMENT-RESISTANT
DEPRESSION IN PHASE 2b STUDY

« 36.7% (29 patients) in 25mqg group showed response at week 3,
compared with 17.7% (14 patients) in Tmg group

* 29.1% (23 patients) in 25mg group were in remission at week 3,
compared with 7.6% (6 patients) in Tmg group

« 24.1% (19 patients) in 25mg group were sustained responders at week 12,
compared with 10.1% (8 patients) in Tmg group

« Treatment-emergency serious adverse event (TESAE) incidence

* 6.3% (5 patients) in 25mg group
* 3.0% (b patients) in 10 mg group
* 1.3% (1 patient) in Tmg group

Navigating Mental Health Pathways
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LSD RAPIDLY AND SUSTAINABLY REDUCES ANXIETY IN PATIENTS WITH
ANXIETY DISORDERS

LSD 200 ug 2x

20- . | o [Fkeste + Rapid, long-lasting and significant reductions in
: = O LSD  n=20 anxiety at 16 weeks post-treatment in LSD group
10-
- Mean change from baseline difference = -16.2
O O 95% confidence interval [Cl] = -27.8 to -4.5
< p = 0.007
9 10
 Clinical response (> 30% reduction of STAI-G scores):
-20-
: : - 65% in LSD group vs 9% in placebo group
30{ (p = 0.003)
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Time (weeks)
**n<0.01
*kk p < 0,001
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Holze et al 2022 Biol Psych 93:215-223; Holze et al. 2024 Br J Psychiatry (in press) Basel



ACUTE EFFECT CORRELATES WITH THERAPEUTIC EFFECT

Positive effect

Less anxiety

ASTAI-G w16
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» Deeper oceanic
boundlessness

r=-0.67, p = 0.001**

Psychedelic drugs such as psilocybin and LSD can induce an experience known as oceanic boundlessness, which is

characterized by a feeling of oneness with the world and a sense of awe.
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Holze et al 2023 Biol Psych 93:215-223 Basel



PSYCHEDELICS PROMOTE BRAIN PLASTICITY

Vehicle = Placebo

Psilocin

Mollner et al. 2023 Nat Neurosci
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