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Rising incidence of depression and anxiety
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Prevalence of depression zeller @@

Prevalence of depressive disorders (% of population), by WHO Region According to the World Health
B Female BN Male [ Both Organization (WHO), an
estimated 322 million people
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are currently affected by
o depression. This is equivalent to
e ca. 4.4% of the world
e Depression and other common mental disorders:
20 Global health estimates. Geneva: World Health
Organization. 2017.
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https://www.who.int/news-room/fact-
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Prevalence of major depressive episodes

among adults
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Source: https://www.nimh.nih.gov/health/statistics/major-depression
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The prevalence of adults with a
major depressive episode was
highest among individuals aged
18-25 (18.6%)

Prevalence of Major Depressive Episode Among
Adults. National Institute of Mental Health. 2023.




Increasing prevalence of sleep disorders zeller @

Prevalence of sleep disorders by

region
Preyalefce of Sleep Disorders by Region
4o} ' — — High increase in insomnia prevalence
ash W Punchunic increses b Inswniile during the COVID-19 pandemic, rates
of insomnia rose by 20-40%.
0
B — 50% of elderly adults are suffering from
£2 sleep disturbances.
E 20
£ — More women are affected than man.
15F
10}
5

Latin Amenica

Source: Data from journals such as The Lancet Psychiatry and Sleep Medicine Reviews
Swiss Health Survey 2022; Swiss Confederation, Federal Statistical Office FSO (Schweizerische Eidgenossenschaft, Bundesamt fiir Statistik BFS)
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Mental stress and burnout

Prevalence of Stress and Burnout Worldwide by Region
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Adapted from different sources such as WHO, International labour organization and others
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About 60-70% of the working
age population show signs of
stress

Mental Health Foundation. Stress: Are we coping?
London: Mental Health Foundation. 2018.

In both males and females,
anxiety disorder is one of the
most common mental disorders.
In 2019, 301 million people
globally were living with anxiety
disorders

World Health Organization. World mental health
report: transforming mental health for all. 2022.




zeller @

Switzerland has one of the highest numbers of
psychiatrists for its population in the world:

30 per 100°000 inhabitants

OECD , Health at a glance” 2023
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Antidepressants are the most frequently
prescribed drugs in Switzerland

197 million daily ‘ More than 55 %
doses are SSRI

9 million
inhabitants




This is exactly where
Zeller steps in...
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Zeller today

(J Market leader in phyto-pharmaceuticals in Switzerland

() Family owned; now in the 5t generation

(J 160 years of experience

() Focusing on CNS, women's health and allergy

() Employees: 160 in Switzerland and 200 in Kenya

() Zeller medicines available in more than 50 countries
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1) Identification of the health need zeller @

Target groups

Patients with symptoms

20 Patients with high comorbidity
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8.9 Prevalence of Major Depressive Episode Among
8 6.7 Adults. National Institute of Mental Health. 2023.
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Vitex agnus castus AGNUZELL
Cimicifuga racemosa CIMIZELL
Valeriana officinalis L., radix  VIVAL

Hypericum perforatum L. VITAN

Petasites hybridus PETZELL
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/L 3) Preclinical and clinical research (Ze 117)

Methods

Proven clinical efficacy3~>2

Reduces HAMD score > 40%3 >8

Non-inferiority to fluoxetine 20 mg/d
and imipramine 150mg/d>®

Low drug-drug interaction potential®?*

60% less unwanted side effects compared to

fluoxetine® and suitable for long-term use3
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Study endpoint

Safety of Ze 117:
Pharmacokinetic interaction
with 7 probe drugs

Safety of Ze 117:
Pharmacokinetic interaction
with oral contraceptive

Long-term safety and efficacy
(1 year)

Safety of Ze 117:
Pharmacokinetic interaction
with digoxin

Ze 117 vs. Imipramine in mild
to moderate depression

Efficacy and safety of Ze 117
vs. Fluoxetine in mild to
moderate depression

Efficacy and tolerability of Ze
117 vs. placebo

Efficacy and tolerability

QOpen, single-sequence,
phase | cocktail study in
healthy volunteers

Open pharmacokinetic study
in healthy volunteers

Open, multicentre safety
study

Randomized,
placebocontrolled, parallel
group pharmacokinetics
study of digoxin

Prospective randomized,
double-blind, parallel group
controlled trial

Prospective randomized,
double-blind, parallel
grouped controlled study

Prospective, double-blind,
randomized,
placebocontrolled,
multicentre study HAMD-21,
CGlI, VAS

Observational multicenter
study, HAMD

zeller

Results { Publication

No clinically relevant interactions of
Ze 117 were observed for CYP1A2,
CYP2B6, CYP2D6, CYP2CS, CYP2C19,
CYP3A4 and P-glycoprotein

Ze 117 does not alter the
pharmacokinetics of hormonal
components of low dose oral
cantraceptive

Ze 117 is a safe and effective way to
treat mild to moderate depression
over long periods of time

Ze 117 had no significant interaction
with digoxin compared to
hyperforinrich Hypericum extracts

Ze 117 is equivalent to imipramine in
treating mild to moderate depression
and better tolerated

Significant difference between Ze
117 and Placebo. 56% responders
compared to 15% in placebo group
after 6 weeks of treatment

Significant difference between Ze
117 and Placebo. 56% responders
compared to 15% in placebo group
after 6 weeks of treatment

Reduction of 40 % of the initial value
of depressive symptom score
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4) Publications and collaboration with KOLs &

universities
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DOI: 10.1111/bph.14936
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A reassessment of the clinical relevance of the drug
interactions caused by St. John's wort

Simon Nicolussi® | Jiirgen Drewe? | Veronika Butterweck® |
Henriette E. Meyer zu Schwabedissen?

IMedical Research, Max Zeller Séhne AG,

Romanshorn, Switzerland The first clinically relevant reports of preparations of St. John's wort (SJW), a herbal
“Biopharmacy, Department of Pharmaceutical medicine with anti-depressant effects, interacting with other drugs, altering their bio-
Sciences, University of Basel, Basel, e . . .
Switzerland availability and efficacy, were published about 20 years ago. In 2000, a pharmacoki-

netic interaction between SJW and cyclosporine caused acute rejection in two heart

BRITISH
PHARMACOLOGICAL
SOCIETY
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@ 5) Registration as OTC and Rx zeller @

Evidence-based
treatments for:

[k

Remotiy

Mental stress, anxiety,
nervousness

Depression
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[51] 6) Established first-line St. John’s Wort is zeller @
treatment recommended as

first-line treatment in international guidelines
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“There is Level 1 evidence to support the first-line use
of St. John's wort as monotherapy in mild to moderate

Assessment report on Hppericem perforaturn L., herba . R . 5 .

Orak major depressive disorder”, Canadian Network for

Mood and Anxiety Treatment (CANMAT)
A.V. Ravindran et al. 2016 Can J Psychiatry 61 (9), 576-87 doi:
10.1177/0706743716660290.

5. Overall conclusions
(benefit-risk assess-
ment)

Dry extracts of H. perforatum
demonstrated superiority over
placebo and non inferiority agains
standard medication in mild to
moderate major depression in
several controlled clinical trials.
Therefore these types of extracts
are proposed for “well-establishec
use” [...]

strictly confidential © Max Zeller S6hne AG




From health need to sustainable treatment

Identification of Research into
the health need prevention O

/I_
\

Identification of eI|t /Ei:t:::\s::::::n?:nt
plants and cultivation \

Preclinical and clinical
research

Publications and Registration as OTC
and Rx

collaboration with KOL ’s

strictly confidential © Max Zeller S6hne AG



&/ 7)) Preventive phytotherapy zeller

Ongoing research into
prevention of diseases
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From seed to health

From Switzerland to the world
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Thank you!

Max Zeller Sohne AG

Seeblickstrasse 4
8590 Romanshorn
Switzerland

Phone +41(0)71 466 05 00
Fax +41 (0)71 466 05 05

info@zellerag.ch
www.zellerag.com
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