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Webinar EVER Pharma (March 16, 2023)

Cerebroprotective strategies in acute ischemic stroke -
fiction or reality?

SPEAKERS INTRODUCTION

The use of cerebroprotective (formerly neuroprotective) strategies in the
treatment of acute ischemic stroke, especially within the time window of
thrombolysis and thrombectomy, has become a hot topic in recent years.

The moderator of the webinar was Dr. Marc Ribo from Barcelona, Spain.
Together with two well-known stroke clinicians, Dr. Roni Eichel from
Jerusalem, Isreal and Dr. Slaven Pikija from Salzburg, Austria, he gave
the audience an overview of the scientific rationale for such a treatment

concept.
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Introduction
Marc Ribo

When discussing the future of stroke treatment,
one of the most important topics is the discus-
sion of whether neuroprotection or - to use the

more appropriate term — cerebroprotection can

show benefits in clinical medicine.

In his introduction to the webinar entitled
‘Cerebroprotective strategies in acute isch-
emic stroke - fiction or reality?’ Dr. Marc Ribo
presented first a short history of neuroprotec-
tion research. It turned out that the previous
failures with neuroprotective agents led to a

temporary halt of research in clinical stroke
medicine.
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Reconsidering Neuroprotection in the Reperfusion Era
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However, the main part of his lecture was de-
voted to highlighting recent research articles
that predict that neuroprotection could occupy
animportant place in AlS-treatment concepts
when used in conjunction with recanalization
therapies.

Finally, Dr. Ribo highlighted the consensus
statement of the STAIR conference 2019, which
not only introduced the new terms cerebral
cytoprotection or cerebroprotection, but also
mentioned how these agents can be a suc-
cessful therapy option in acute stroke medicine.

Dr. Ribo’s last slide convincingly showed that a
successful implementation of cerebroprotec-
tive drugs is possible if the entire neurovascular
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With these new definitions, novel approaches, and renewed

attention to rigor, the prospect for successful cerebroprotective therapy should improve.

unit becomes a therapeutic target. This will
only be possible if agents with multimodal and
pleiotropic properties, such as Cerebrolysin,
become the focus of research in cerebropro-
tective treatment strategies.
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Post-Endovascular Cerebrolysin treatment for Acute Ischemic Stroke

Roni Eichel

Dr. Roni Eichel began his presentation by
discussing the need for additional treatment
options, since recanalization treatments alone
do not lead to an improved long-term outcome
in about half of the treated patient population.

He also explained the most likely reason why
endovascular treatment after acute ischemic
stroke is often unsuccessful or only partially
successful. The so-called EVT (EndoVascular
Treatment) -no-flow phenomenon, widely
accepted as a main cause of an unsatisfactory
outcome, increases the need for evidence-
based treatments in addition to thrombolysis
and thrombectomy.

How good or bad are we doing?

Dr. Eichel addressed the treatment goal of
cerebroprotective drugs in stroke care, namely
the reduction of mortality and disability.

In the last part of his presentation, Dr. Eichel
briefly presented the recently started CERECAP
study (CErebrolysin RECanalization And Perfu-
sion), which assesses the safety and efficacy of
the neuroprotective drug Cerebrolysin as an
add-on therapy in patients with AIS after EVT
with or without prior IV-tPA treatment.

What we need?
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EVTAPA trestment

A prospective, randomised, placebo controlled, double blind
trial about safety and efficacy of combined treatment with
Cerebrolysin® in acute ischemic hemispheric stroke patients
undergoing EndoVascular Treatment (EVT)

Pilot Study

Objective:

« Evaluate Safety and Efficacy of Cerebrolysin started early (less then 4h) after AIS in
patient after EVT

« Evaluating the effect of Cerebrolysin on Imaging Markers in AlS patients post-EVT
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Cerebrolysin — an essential medication in stroke unit management -
guidelines, trials and new research

Slaven Pikija

Dr. Pikija began his lecture by pointing out that
Cerebrolysin is already considered a standard
add-on therapy for acute ischemic stroke in his
hospital - for patients within and outside the
time window for recanalization therapy, which
also explains the title of his lecture.

After a brief overview of the clinical develop-
ment history of Cerebrolysin, Dr. Pikija presented
some cases that were treated in his stroke
unit and showed a specific brain stem stroke
with an unexpectedly positive outcome. He
hypothesized that immediate treatment with
Cerebrolysin could be one of the mostimportant
factors for a good outcome in a patient with
AlS in the brain stem region.

Cerebrolysin
— an essential medication in stroke unit management —
guidelines, trials and new research

Slaven Pikija
Department of Neurology, Christian Doppler Medical Centre,
Paracelsus Medical University and
Centre for Cognitive Neuroscience, Salzburg, Austria
s.pikija@salk.at
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ischemic stroke - fiction or reality?

Case report (2)
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e A-60-year old patient was admitted due to sudden onset of horizontal double vision,
was unable to swallow and had left-side upper extremity palsy starting more then 4.5
hours ago. The symptoms localized in brainstem — pons on the right side. Brain MRI
showed no acute infarct in this area and intracranial vasculature was without
irregularities (Figure). Since he presented outside therapeutic window, no acute
thrombolytic therapy was given.

On admission day and days thereafter he received Aspirin®, intravenous fluids,
prophylactic low-molecular-weight heparin, statin and 30 ml intravenous
Cerebrolysin®.

&

Case report (2)

* Quite unexpectedly, patient showed signs of rapid neurological recovery, on the third

day he retained all of previous lost functions and was discharged without neurological
symptoms.

« Since extensive diagnostic workup revealed no other causes of stroke, stroke etiology

was deemed to be microangiopathic due to cerebral small vessel disease.

e Although we occasionally see dramatic improvements in our stroke patient, it is each

time rewarding experience, moreover so without acute clot-bust therapy
(thrombolysis, endovascular intervention).

o Since Cerebrolysin® was given in this particular case it is tempting to speculate over its

positive influence on microangiopathic posterior-circulation i.e. brainstem stroke,
however prospective studies are needed




In the last part of Dr. Pikija's lecture, he shared
his current research projects, which are based
on this extensive treatment experience with
Cerebrolysin, his clinical observations, and
professional interests as a stroke physician.

Dr. Pikija’s first proposal is an MRI-based lon-
gitudinal assessment of leukoaraiosis (LA) and
the influence of Cerebrolysin.

The medical problem: After the first-ever stroke
(FES), LA, also known as white matter disease,
small vessel disease or leukoencephalopathy,
may be a modifiable white matter disease. The
LA is a poor predictor of recovery after the FES,
as the LA progresses and may even acceler-
ate after an FES. The reasons for this course
are speculative, but it is hypothesized that a
disruption of the blood-brain-barrier and a
so-called neuroinflammatory penumbra after
an FES plays a significant role.
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LA progression could be quantified using auto-
matic MRI tools as shown. Given the abnormal
exposure of brain antigens to the immune
system after a stroke, one might assume that
LA progresses locally but also distal from the
stroke area and regardless of the vascular ter-
ritory affected.

Dr. Pikija hypothesized that Cerebrolysin® with
its known cerebroprotective, blood-brain-barrier
stabilizing, and anti-inflammatory properties
could have a positive effect on LA after an FES.

Finally, he described the cooperation project
with the Johns-Hopkins University Hospital,
which is in the final planning stage - see brief
description below.

CErebrolysin RECanalization And Perfusion- Program.

o We are excited to participate in CERECAP project which will
investigate whether Cerebrolysin® given early after stroke
onset influence blood-brain-barrier parameters

e John Hopkins University, USA collaborates with Christian-
Doppler-Clinic, Austria in original study that will measure BBB
parameters using novel MRI - perfusion weighted imaging
based techniques

o We will recruit stroke patient presenting with stroke symptoms
who underwent MRI — perfusion based imaging and are
treated per standard protocol with Cerebrolysin®
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Summary

Marc Ribot, Roni Eichel and Slaven Pikija presented convincing cases of successfully treated patients
as well as promising new clinical research projects to the audience. Studies with the cerebroprotective drug
Cerebrolysin showed improved long-term outcome of all stroke patients when treatment was started in the
acute phase. These results have been acknowledged in numerous guidelines.
The strong message to the audience is:

Cerebroprotective treatment strategies in AlS are not fiction,
but recommended and evidence-based reality.
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