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by Mark Bayley

The aim was that this topic should attract much more attention from
doctors worldwide. In the report you can find the summary of the
3 short presentations.
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Cognitive deterioration after stroke
by Michael Brainin
First speaker was Michael Brainin who introduced his topic by showing the magnitude of
the epidemiological problem.

Then he moved on to explain the reasons for
post-stroke cognitive decline such as
• pre-existing vascular damage
• pre-existing Alzheimer’s disease
• small vessel disease or

Stroke and dementia are tightly related
1 patient in 10 already has dementia when stroke occurs,
1 patient in 10 will develop dementia after a first-ever stroke
1 in 3 in patients will develop dementia with stroke recurrence.
Cognitive deficits after stroke are frequent and found in up to 60% of all
stroke patients

Brain atrophy plays a major role in the development of cognitive decline after stroke as
well – a fact which was also highlighted in the
lecture by Wes Ely.
Delayed effects of subcortical infarcts: cortical thinning

• strategic infarcts; these are strokes that are
located in brain areas such as the thalamus,
the parietal cortex, or the cerebellum and lead
to an immediate loss of cognitive functions.
Wardlaw et al. Lancet Neurology 2019

Leys D et al Dementia and stroke. In: Brainin M and Heiss WD (Eds) Stroke Medicine.
Cambridge Univ. Press, 3ed. 2019
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In the 2nd part of his lecture, Michael Brainin
discussed the increasing evidence for Cerebrolysin as a neurorestorative agent with properties
that can positively influence the treatment of
post-stroke complications. Neurorepair mechanisms are essential when neuronal damage has
already occurred, with treatment strategies
not limited to very short time windows, as in
thrombolysis.

4

In this context, Michael Brainin mentioned the
key results of the pivotal CARS trial, as well as
the latest guideline recommendations, in particular the recent inclusion in the EAN guideline.

EAN Guideline
Pharmacological support

This guideline was developed using the
Grading of Recommendations, Assessment,
Development and Evaluation (GRADE)
framework. PubMed, Cochrane Library and
Embase were searched (from database
inception to June 2018, inclusive) to identify
studies on pharmacological interventions for
stroke rehabilitation initiated in the first
7 days (inclusive) after stroke, which were
delivered together with neurorehabilitation.
A sensitivity analysis was conducted on
identified interventions to address results from
breaking studies (from end of search to
February 2020).

Finally, he presented a new randomized clinical study, the CODEC study, which assesses
efficacy and safety in post-stroke cognitive
decline in 290 patients with an observation
period of up to 360 days.
CODEC: Randomized, Placebo-controlled, double-blind trial to
assess the efficacy and safety of CEREBROLYSIN in the treatment of PostStroke Cognitive Decline
• 2x 145 patients

• Assess the efficacy of C vs P upon a battery of coprimary neurocognitive outcomes scores at 180
and 360 days after baseline
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Cognitive Decline after Critical Illness – Current evidence and new
treatment strategies
by Wes Ely
In the introduction of the 2nd lecture, Wes Ely
pointed out the importance of combating neuroinflammatory processes in the brain, which
frequently develop in many critical illnesses such
as delirium or COVID, and provided the basis
for understanding why an active substance like
Cerebrolysin can play an important role in this
field of medicine.

Wes Ely continued his lecture by focusing on
the existing evidence of the catastrophic consequences that delirium can have on long-term
cognitive decline and mortality. It is particularly
noteworthy in this regard that Wes Ely already
had the idea a few years ago to use Cerebrolysin in the intensive care unit to prevent the
onset of cognitive decline.

Delirium

Never Delirium

Ever Delirium

RR (CI)

6-mo mortality

15%

34%

2.4 (1.0-5.6)

LOS in ICU

5.0 (4-6)

8.0 (7-9)

2.0 (1.5-3.1)

LOS on Floor

4.5 (3-6)

8.0 (6-11)

1.8 (1.3

Ely, …Dittus, JAMA 2004;291:1753-62

Mona Hopkins Jim Jackson

•
•
•
•

821 pts; academic & community hospitals
34% have equivalent of moderate traumatic brain injury
24% have equivalent of mild Alzheimer’s disease
Longer duration of delirium was associated with worse global
cognition and worse executive function
Pandharipande,…, Dittus, Ely. NEJM 2013;369:1306-16
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In this context, Wes Ely clearly pointed out that
pharmacological agents that influence the severity of delirium and the associated cognitive
problems remain an essential research focus
and that Cerebrolysin could be a very effective drug for patients with critical illnesses.

The Picture of Dementia Following ICU Care

Delirium and Executive Function

NEJM 2013;369:1306-16
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In summary, it should be noted that several research groups are currently conducting clinical
studies with Cerebrolysin in the intensive care
unit or develop protocols that address precisely
the problems of cognitive decline after critical
illnesses, in particular delirium.
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Assessment and Management of the long-term cognitive
sequelae of TBI
by Mark Bayley
Mark Bayley began his presentation by pointing
out why it is so important to focus on cognitive decline after traumatic brain injury, and
he emphasized that these problems are still
underestimated worldwide, which makes a
'call to action' so relevant.
Mark Bayley presented the different cognitive
domains that may be impaired after a traumatic
brain injury, and he presented a medical decision algorithm for these different domains. It
is important to point out that this flowchart
dates back to the year 2014, a few years before
the CAPTAIN studies showed strong evidence
of improvement in cognitive domains after TBI.
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Why is Cognitive impairment important?
• Cognitive impairments post TBI include memory, learning,
attention & concentration, language and planning and
decision-making
• Affect Quality of Life more than the physical disability
• Substantial cost to individual and society through lost
productivity
• Cognitive and Emotional changes cause significant
relationship dysfunction
• Large emerging literature about rehabilitation and cognitive
rehabilitation was prioritized by international panel for
knowledge translation (100s of clinical trials)
Access Economics. June 2009 2009:115 pages
Neuropsyc. Dec 2003;25(8):1186-1191
Satz Brain injury : [BI]. Jul 1998;12(7):555-567

Cognitive processes after TBI
•
•
•
•
•
•
•

Arousal from Coma
Post Traumatic Amnesia
Attention
Memory
Cognitive Communication
Social Cognition
Executive Dysfunction

Khan Med J Aust. Mar 17 2003;178(6):290-295 Kalechstein J Clin Exp
Ponsford J Int Neuropsyc. Soc. Mar 2008;14(2):233-242
Rimel Neurosurgery. Sep 1982;11(3):344-351
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Mark Bayley briefly discussed the results of
the CAPTAIN studies, mentioning in particular
the significant overall improvement, especially
those focusing on attention, memory and mood.

Then he hypothesized that Cerebrolysin could
be especially helpful in patients with diffuse
axonal injury, since these patients have problems with processing and other cognitive functions after TBI.

Cerebrolysin

Of the group, the most positive outcomes were on
tests of cognitive processing and attention and mood
32

In his conclusion, Bayley summarized that the
most problematic issues for people after a
brain injury in the long-term are related to
depressed mood, cognitive and emotional
changes, professional activity/productivity, and
interpersonal relationships.
Particularly two main pathologies trigger cognitive dysfunction:
1. Diffuse axonal injury and
2. Focal injury
which might be specific therapeutic targets for
Cerebrolysin in clinical practice and research.
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