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Stress is not just a feeling.

It is a measurable physiological response.

For healthcare professionals only

Clinically studied’

nearly 3 times lower
cortisol concentration*

*in newly grown hair



HOW DOES THE CORTISOL RESPONSE WORK?

When a stressor is detected, the HPA axis - the
hypothalamic-pituitary-adrenal axis - is activated,
representing one of the central neuroendocrine stress
response systems.

The hypothalamus releases CRH (corticotropin-releasing
hormone), which stimulates the secretion of ACTH
(adrenocorticotropic hormone) from the pituitary gland.
ACTH then acts on the adrenal cortex, triggering the
release of cortisol. Cortisol enables the body to adapt
to increased physiological and metabolic demands,
including by providing more readily available energy
sources.

As cortisol levels rise, cortisol exerts negative feedback,
inhibiting the release of CRH in the hypothalamus and
ACTH in the pituitary gland, thereby limiting further
activation of the HPA axis. This mechanism is important
because it prevents excessive or prolonged activation
of the HPA axis and helps regulate the stress response.
Once the stressor has passed, the activity of the system
gradually decreases and the body returns towards its
baseline state.

With prolonged or repeated stress, regulation of the
HPA axis may change, which may also alter the feedback
mechanisms and the way the body responds.

Stres ni le obcutek.
Je merljiv fizioloski odziv, ki vpliva
na zivljenje in delovanje ljudi.
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of people reported experiencing stress in
6 2 % the past year to an extent that affected their

daily lives.?

Prolonged activation of the stress response is associated with

&

poorer cognitive function poorer sleep metabolic disorders  cardiovascular problems



Holixer™

Effect on stress and the cortisol response

Holixer™ is a standardized extract of holy basil (Ocimum tenuiflorum), clinically studied in adults
with elevated levels of perceived stress. The study evaluated its effects on perceived stress,
sleep quality and the physiological stress response, including cortisol.'
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After 8 weeks of Holixer™ supplementation, the cortisol concentration in the newly grown hair segment was
statistically significantly lower compared with placebo (p = 0.03).

Response to acute stress (MAST)'

To assess the response to acute stress, after 8 weeks of supplementation participants were
exposed to the Maastricht Acute Stress Test (MAST). The physiological stress response was
monitored objectively, while perceived stress was assessed using a visual analogue scale (VAS).
Participants rated their current level of stress before the MAST and then at 10, 20, 30 and 40
minutes after the stressor.’

After 8 weeks of Holixer™ supplementation, statistically significant differences between the
groups in response to the MAST were observed in salivary cortisol, salivary a-amylase, systolic
and diastolic blood pressure, and subjective stress scores.’
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During acute stress, participants in the Holixer™ group reported lower sub-
jective stress scores compared with the placebo group (p < 0.001)."

In response to acute stress, a statistically significant difference between the
groups was observed in salivary cortisol (p = 0.001).



Lactium”’

Clinical study of stress-related symptoms

Lactium® is a bioactive aS1-casein hydrolysate, obtained through
the enzymatic hydrolysis of milk proteins. It contains bioactive
peptides, among which a-casozepine has been particularly well
studied. Lactium® was clinically studied for its effects on stress-
related symptoms and specific aspects of sleep quality.

IMPROVEMENT IN STRESS-RELATED SYMPTOMS

After 30 days, participants with pronounced symptoms atbaseline
showed a statistically significantly greater improvement
compared with placebo in five areas.’
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IMPROVED SLEEP QUALITY

In a clinical study in adults with mild to moderate sleep disturbances, 4 weeks of aS1-casein
hydrolysate supplementation improved several subjective and objective sleep parameters,

including total sleep time, sleep latency and sleep efficiency.
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CORTISEN"

The power of Cortisen’ lies in its carefully designed formula

Cortisen®is a food supplement developed to support the nervous system and psychological
function during periods of increased mental strain. Its formula combines three scientifically
studied active ingredients — Holixer™, Lactium® and L-theanine - together with B-complex
vitamins, zinc and selenium.

The selected active ingredients complement each other through different mechanisms
associated with the physiological and psychological response to stress. Particular emphasis
is placed on the cortisol response, neurotransmitter signalling, maintaining inner calm and
cognitive performance.

Three key active ingredients - support during stress

The stress response involves several interconnected physiological and neurological
processes, which is why individual active ingredients act at different levels of the body.
Holixer™, Lactium® and L-theanine have been clinically studied in relation to stress, sleep,
relaxation and the cortisol response.

Their actions complement each other at several levels - from regulation of the stress and
cortisol response to processes associated with relaxation, attention and cognitive function.

Holixer™ Lactium®

48 % eduction in

17,6 % reduction in 42,4 % reduction in

salivary cortisol

symptoms of
restlessness
in a clinical study’

serum cortisol
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Effects of the active ingredients

Standardised extract of Ocimum tenuiflorum, clinically studied for perceived stress, mood,

: ™
Holixer sleep and acute and long-term cortisol response.

Bioactive aS1-casein hydrolysate containing bioactive peptides, among which a-casozepine
Lactium® has been particularly well studied. Research indicates an association with the GABAergic
system and the body’s response to stress.

A non-protein amino acid studied for its effects on neurophysiological processes associated

L-theanine with stress response, relaxation, attention and cognitive function.

Vitamins B1, B6, Contribute to normal psychological function and normal functioning of the nervous system.
B12 and folate Vitamins Bé, B12 and folate contribute to the reduction of tiredness and fatigue.

Contributes to normal cognitive function and to the protection of cells from oxidative

ZI s stress.

Selenium Contributes to the protection of cells from oxidative stress.




L-theanine

L-theanine is a non-protein amino acid naturally found mainly in the leaves of the tea plant
(Camellia sinensis). Clinical studies have examined its effects on stress, relaxation, sleep
quality and cognitive function. Its action is associated with effects on processes in the central
nervous system, while helping to maintain a state of relaxed alertness without pronounced
drowsiness.
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RESPONSE TO ACUTE STRESS®

In a randomised, triple-blind, placebo-controlled crossover study, 16 healthy adults with
moderate perceived stress received a single dose of 200 mg L-theanine or placebo. To induce
acute stress, participants completed mental arithmetic tests, followed by measurements
of salivary cortisol and EEG brain activity, as well as other physiological and subjective
markers of the stress response.®

< 1) L

RELAXED ALERTNESS

BRAIN ALPHA ACTIVITY

SALIVARY CORTISOL

Increased alpha activity associated
with relaxation without drowsiness®

42,4 % reduction

greater increase in alpha activity

1 hour after intake® 3 hours after intake®

RELAXED ALERTNESS®

Increased alpha activity is associated with a state of relaxation without drowsiness. In the
study, a single dose of L-theanine increased frontal and overall alpha activity and at the same
time resulted in a greater reduction in salivary cortisol compared with placebo.’
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