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For many years hundreds of pharmacological compounds with neuro-
protective and neurorecovery-enhancing properties showed promising
results in the preclinical stage but failed to translate these results into
successful clinical evidence.

However, one compound succeeded and is nowadays labeled as evi-
dence-based medicinal product proven by successful clinical trials and
many different guideline inclusions — Cerebrolysin.

Two renowned clinicians, Professor Helmut Trimmel from Wiener Neustadt,
Austria, and Professor Andrei Alexandrov from Memphis delivered very
powerful and convincing messages in EVER Pharma’s fifth webinar in
2022 titled “When evidence from the bench meets results at the bedside”

Neuroprotection in severe Traumatic Brain Injury (sTBI)
by Helmut Trimmel

Role of Cerebrolysin in Post Stroke Recovery
by Andrei Alexandrov
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Neuroprotection in severe Traumatic Brain Injury (sTBI)

by Helmut Trimmel

Helmut Trimmel introduced the audience to
the most important epidemiological facts of
neurotrauma, also called the “silent epidemic”.
It affects more than 7.7 million people in Europe
with fatal outcome in 57.000 people, most of
them are young males.

Neurotrauma is a very complex medical prob-
lem making clinical research and standard treat-
ment very difficult. It is the task of clinicians to

reduce the impact of secondary damage, which

can be alleviated by multi-modally acting neu-
roregenerative agents such as Cerebrolysin.

Complex pathophysiology Neuroregeneration

* Neurogenesis

* Gliogenesis

* Angiogenesis

* Synaptic plasticity
* Axonal sprouting

stimulated by endogenous
growth-related factors

tesy of Prof. Ch. Matula, Vienna

Primary Damage

- Bleeding
Contusion

- Tissue compression
Diffuse Axonal Injury

SLCONDARY Damage

- Ischemia, Reperfusion
- Hypoxia

- Swelling

- Infection

courtesy of Prof. Ch. Matula, Vienna



Helmut Trimmel presented a short overview of
specific compounds, which were researched
in the past such as progesterone, corticoste-
roids, erythropoietin, and others. All of these
compounds succeeded in preclinical studies
but failed in clinical trials. The same applies
for citicoline, however, it showed at least mod
est effects.

Finally, Trimmel presented and discussed the
latest clinical evidence of Cerebrolysin in TBI,
including the significant multidimensional
treatment advantage as shown by the CAPTAIN
trial and the impressive effects on the Glasgow
Outcome Score as shown by a recently pub-
lished meta-analysis.
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Impact of neuroprotective drugs on Glasgow Outcome Score

Patients treated with (n =165) had GOS three times more
than controls in four studies (pooled OR 3.019; 95 % Cl 1.76 to 5.16; p < 0.001*).

Neurosurg Rev (2018) 41:427-438.

In his conclusion, Trimmel emphasized the im-
portance of combining neuroprotective treat-
ment with standard intensive care in order to
improve the neurocognitive outcome and to
enhance the quality of life, especially, when
the neuroprotective treatment has a benefi-
cial safety profile.
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Role of Cerebrolysin in Post Stroke Recovery
by Andrei Alexandrov

The 2nd speaker, Andrei Alexandrov from Mem- Cerebroprotection for Acute Ischemic Stroke Andrei Alexandrov moved on to present a new
phis, USA, started out by mentioning his first SR P study, the CEREHETIS study, which is currently

[ I1schemia  Focus on pleiotropic multi-target agents

clinical experience treating patients with Cere- Repartusion o under publication. This study demonstrates as
brolysin already in 1989 and that he stayed in- : the primary endpoint a significant reduction of
volved in following the research and progresses hemorrhagic transformation and also shows a
made to create evidence in ischemic stroke. trend for better clinical outcome.

He titled his lecture “The role of Cerebrolysin in
neurorecovery” and introduced a very recent
publication emphasizing that neuroprotec-
tion as a research field has been replaced by ‘

the term “cerebroprotection”, which includes o : ;  promm——ta

further aspects of brain protection, such as e s
. ebr
vascular protection. :

+ The NIHSS and ASPECTS were determined as

significant confounders for any HT in the multivariate
logistic regression model, while symptomatic HT was
confounded by the NIHSS




Furthermore, Andrei Alexandrov discussed
briefly the well-known CARS study, which he
put into the context of recent guideline inclu-
sions. In particular he mentioned the inclusion
into the EAN-Guidelines but he also showed
how this guideline “translates” into the AHA-
guideline as a 2a recommendation.

Finally, he briefly introduced the Cerebroly-
sin Recanalization and Reperfusion program
(CERECAP), a series of investigator-initiated pi-
lot studies combining recanalization therapies
with Cerebrolysin.
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_Stroke

Cerebrolysin and Recovery After Stroke (CARS): A Randomized, Placebo-Controlled,
Double-Blind, Multicenter Trial
Dafin F. Muresann, Wolf-Dieter Heiss. Volker Hoemberg. Ovidin Bajensan. Cristian Dinn
Popescu. Johanses C Vester. Volker W. Rablfs. Edith Doppler, Dieter Meser, Herben Moessler
and Alla Guekht

“This guideline found
in moderate-severe cases, as an
, when initiated in the first 7 days after acute
ischaemic stroke.”

“...Cerebrolysin add-on treatment in moderate—
severe stroke cases (NIHSS 28).”

™ -
Other Guidelines supporting its use: & &7 S B

SOR - EAN

Desirable effects > undesirable effects
CBenefit> Risk>

3 Cerebrolysin:
recommendation similar to

’GRADE Handbook.

The discussion highlighted the particular ben-
efits of neuro- and vascular protection with
Cerebrolysin as Andrei Alexandrov clearly
pointed out that there is mounting evidence
that Cerebrolysin improves the blood-brain-
barrier integrity and that this might be of par-
ticular benefit for patients with diabetes and
strokes with a higher risk for hemorrhagic
transformation.



Summary

Andrei Alexandrov very convincingly introduced
the basic science related to cerebroprotection,
clearly a “hot topic” in the context of current
stroke medicine and that Cerebrolysin seems
to play a major role in establishing irrefutable
evidence in this field.
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Helmut Trimmel explained Cerebrolysin’s mech-
anism of action even more deeply, highlight-
ing latest studies why Cerebrolysin should be

administered to patients with brain trauma.
He built a credible bridge to the clinical data

and showed that Cerebrolysin is momentarily

the only agent with significantly positive trials

in randomized trials.

Altogether the objective of this webinar was fully
achieved - to demonstrate that Cerebrolysin
is the only compound whose preclinical re-
search has been successfully translated into
clinical evidence.



ABBREVIATED PRESCRIBING INFORMATION. Name of the medicinal product: Cerebrolysin - Solution for injection. Qualitative and quantitative composition: One ml contains 215.2 mg of Cerebrolysin
concentrate in agueous solution. List of excipients: Sodium hydroxide and water for injection. Therapeutic indications: For treatment of cerebrovascular disorders. Especially in the following indica-
tions: Senile dementia of Alzheimer’s type. Vascular dementia. Stroke. Craniocerebral trauma (commotio and contusio). Contraindications: Hypersensitivity to one of the components of the drug,
epilepsy, severe renal impairment. Marketing Authorisation Holder: EVER Neuro Pharma GmbH, A-4866 Unterach. Only available on prescription and in pharmacies. More information about pharma-
ceutical form, posology and method of administration, special warnings and precautions for use, interaction with other medicinal products and other forms of interaction, fertility, pregnancy and
lactation, effects on ability to drive and use machines, undesirable effects, overdose, pharmacodynamics properties, pharmacokinetic properties, preclinical safety data, incompatibilities, shelf life,
special precautions for storage, nature and contents of the container and special precautions for disposal is available in the summary of product characteristics.
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