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VASOPROTECTION OF BRAIN MICROCIRCULATION - A KEY FACTOR
FOR REPERFUSION AFTER STROKE

OVIDIU BAJENARU'?

ANTOCHI? F TERECOASA E'? RIBIGAN A2 TIU C"?

1 University of Medicine and Pharmacy “Carol Davila” Bucharest, Romania
2 University Emergency Hospital Bucharest — Dept. Neurology, Romania

During the last two decades, reperfusion therapy in acute ischemic stroke has
significantly changed the evolution of patients with acute ischemic stroke; the
most important limitations of reperfusion by fibrinolytic agents (rtPA) are the
short duration of the therapeutic window for these drugs, their relative inefficiency
in large arteries proximal occlusions and their potential adverse effects, mainly
beyond this narrow therapeutic window.

The development of the modern endovascular thrombectomy techniques have
shown major advantages and improved clinical benefits in the acute ischemic
stroke. Due to clinical reasons and limited accessibility to such endovascular
treatments, the present international guidelines for acute ischemic stroke
recommend as first line therapy still the tPA fibrinolysis if the patients are inside
the therapeutic window, which may be followed by endovascular thrombectomy
if there is no significant clinical improvement at the end of the infusion with tPA,
due to the longer therapeutic window and higher complexity of the procedure for
thrombectomy.

The data from the scientific experimental research and clinical observations,
including our clinical experience, support the idea that beyond the above mentioned
reasons, there are also some delayed clinical benefits beyond immediate
fibrinolysis of initial therapy with tPA, based probably on some pharmacologic and
biologic properties of tPA and the individual particularities of the microvascular
and collateral circulation in the brain of patients with acute ischemic stroke.



POST STROKE COGNITIVE IMPAIRMENT - CURRENT CONCEPTS
AND TREATMENT APPROACHES

NATAN M. BORNSTEIN
Director of Neurological Division, Sackler school of Medicine, Tel-Aviv University, Israel

After stroke patients frequently experience a spectrum of neuropsychological and
motor deficits resulting in impaired activities both cognitive and functional. About
20%-25% of patients will develop, after stroke, cognitive impairment/dementia in
the months following the event.

It is still not clear who are those patients that are prone to post-stroke cognitive
decline. Who are the vulnerable patients?

The aim of the Tel-Aviv Brain Acute Stroke Cohort (TABASCO) is to characterize
inflammatory, stress and neuroimaging biomarkers that may predict and detect
the vulnerable subjects and might outline new concepts of early interventions and
novel treatment strategies for those at higher risk. The TABASCO study and its
findings will be discussed.

Currently the pharmacological treatment of Post-Stroke cognitive impairment
includes AchE-Is but only with modest benefit.

Cerebrolysis, a multimodal drug that mimics neurotrophic factors and maintains,
protects and restores neuronal function. A COCHRANE review was conducted on the
studies of Cerebrolysin, 10-30 ml/day in vascular dementia (2013), and concluded
that the molecule is beneficial and safe.

Therefore, a combination of behavioral and safe and effective pharmacological
adjuvant therapies will significantly improve and promote brain recovery after
stroke, including cognitive impairment.



GENETIC SMALL VESSEL DISEASES: UPDATES IN CADASIL AND
RELATED CONDITIONS

ANTONIO FEDERICO
Past-professor Neurology, University of Siena, Siena, Italy and professor Self-University,
Zug (Switzerland)

Genetic ischemic cerebral subcortical small vessel diseases (SSVD) are rare,
usually autosomal dominant conditions related to impairment of proteins mainly
involved in small vessel functions. Symptoms are characterized by combinations
of migraine with aura, ischemic events (transient ischemic attacks, lacunar
strokes) and progressively worsening ischemic lesion load in brain imaging,
vascular cognitive impairment (usually of the frontal-subcortical type) with
behavioral-psychiatric symptoms and bilateral pyramidal and pseudobulbar signs
leading to severe disability and premature death. In some patients, microbleeds
and hemorrhagic strokes may be evident. A large clinical heterogeneity is usually
present.

Between the different forms the most frequent is CADASIL, due to mutations of the
NOTCH3 gene, followed by COL4A1/A2-related disease, autosomal dominant forms
of HTRA1-related disease and leucoencephalopathies with calcifications and cysts.
CARASIL, with an autosomal recessive HTRA1 mutation, is less frequent. A new
form has been recently described, named CARASAL.

Here we will report our experience with these patients describing recent data on
their pathogenesis and some guideline on the diagnosis and therapeutic options.



DAFIN F. MURESANU
Chairman Department of Neurosciences
University of Medicine and Pharmacy ‘luliu Hatieganu’, Cluj-Napoca, Romania

Over the last decades, therapeutic approaches for stroke have significantly evolved
and improved as a consequence of the implementation of modern stroke units,
improvement of general medical care and more structured and early administered
rehabilitation schemes.

Thrombolytic therapy with rt-PA (recombinant tissue plasminogen activator)
has been developed and a number of clinical trials have recently confirmed the
effectiveness of thrombectomy to be better than rtPA alone.

Except thrombolytic therapy and thrombectomy there is still no widely accepted
therapy for acute ischemic stroke. Current data shows that even if advanced
procedures can be used, 60% of stroke patients die or remain with a certain level
of deficit. As it is widely accepted that immobilization-related complications cause
over 50% of stroke patients’ deaths, rehabilitation plays an important role in stroke
care.

It is getting clearer that multimodal drugs may play an important role in
pharmacological support of neurorehabilitation after stroke.

The results of recently published large and well-controlled clinical studies show a
positive effect of Cerebrolysin on neurological recovery after acute ischemic stroke.
The newly published CARS study assessed the efficacy and safety of Cerebrolysin
in combination with a standardized rehabilitation program. The primary study
endpoint was the Action Research Arm Test (ARAT) at day 90, assessing upper-
limb motor functions. Cerebrolysin was administered for 21 days, starting within
48-72 hours after ischemic stroke.

The study showed a statistically significant group difference in the upper-limb
motor function (ARAT) at day 90 - primary end point. Cerebrolysin was also
superior over placebo in most of the secondary endpoints like the NIHSS, Barthel
Index and mRS. Also, at day 90, patients treated with Cerebrolysin showed less
depressive symptoms and better quality of life. In addition, the most important
measure for early benefit, the NIHSS at day 21, showed statistically significant
superiority of Cerebrolysin. Analysis of the safety parameters did not show any
clinically statistical significant differences between the treatment groups. The trial



indicates that early combination of rehabilitation with a multimodal medication of
neuroprotective and recovery properties is a valid therapeutic approach.

Furthermore, CARS 1 and CARS 2 meta-analysis provides evidence that Cerebrolysin
has a beneficial effect on motor function recovery in early rehabilitation patients
after stroke. All pre-planned primary meta-analytic results were statistically
significant.
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