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Advances in the treatment

of stroke-induced aphasia -
A new treatment concept

In mid-May, the European Stroke Organisation Congress
(ESOC) 2024 in Basel provided a platform for intense
discussions and the exchange of ideas with leading
physicians and researchers in the field of stroke.

At the EVER symposium during the European Stroke
Organisation Congress (ESOC) 2024, groundbreaking
new data in the field of aphasia were presented by Prof.
Alexander Thiel and Dr. Michal Karlinski, moderated by Prof.
Dafin Muresanu.
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Aphasia, a language disorder caused by stroke, affects
millions of people worldwide. Presenting positive research
results at the ESOC Congress offered an opportunity to share
the latest insights and advances in aphasia treatment and
to gain valuable perspectives into future developments.
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Dafin Muresanu

Introduction

Prof. Muresanu began his introduction by
commenting that ESOC focuses increasingly
on new concepts in stroke treatment and

particularly on rehabilitation after a stroke.

Neurological disorders are the leading cause
of disability worldwide and the second leading
cause of death. Rehabilitation is a multimodal
intervention encompassing the body, mind, and
emotional health. There are different phases of
recovery after a stroke: hyperacute, acute, early
and late subacute, and chronic phases. (figure 1)

Chairman Department of Neurosciences,
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Combined therapies, involving both physical
and pharmacological approaches, are the most
promising, in particular Cerebrolysin as it has
been recommended in various international
guidelines already. (figure 2)
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The pathophysiology of post-stroke aphasia
and adjuvant therapy options

ABSTRACT

Aphasia affects 15% to 40% of patients with
acute stroke and independently predicts
prolonged hospitalization and poor out-
come. Speech therapy (ST) is the mainstay of
aphasia treatment and therefore constitutes
the recommended rehabilitation approach
to aphasia after stroke. However, the inten-
sity of ST provided in usual care settings

is likely insufficient to achieve significant
treatment effects on the language deficit
beyond spontaneous recovery. In this talk
we will review the physiological rationale for
pharmacological and non-pharmacological
(i.e. non-invasive brain stimulation) adjuvant
treatments to augment the effects of ST on
the recovery of language function after stroke.
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SUMMARY OF THE PRESENTATION

Alexander Thiel began his talk by acknowl-
edging the devastating impact aphasia can
have on stroke survivors. He emphasized
the importance of addressing this issue and
gave an overview about different treatment
options. (figure 3)

The primary treatment for aphasia remains
traditional speech and language therapy (SLT),
which aims to reactivate language networks
in the brain that have been compromised by
a stroke. Thiel explained that SLT targets these
disrupted speech networks during therapy
sessions. The success of SLT depends on the
sensory-motor learning and retention achieved
during these sessions, as it is crucial that the
benefits of one session carry over to the next
one in order to achieve a positive outcome
long-term.

Pharmacotherapy is an important adjuvant
treatment option to enhance neuroplasticity
and brain perfusion. Thiel details several drugs
that have been studied in this context.

- Piracetam, , has shown some promise in im-

proving language networks when combined
with SLT, though large-scale evidence is still
inconclusive.

- Memantine, an NMDA receptor antagonist,

demonstrated short-term benefits in some
trials but requires further extensive trials for
validation.

- Donepezil, used for Alzheimer's treatment,

could potentially aid in aphasia therapy due to
its effects on learning and memory retention,
but robust trial evidence is lacking.

- Dopamine agonists such as Bromocriptine

and Levodopa have produced mixed results
in trials and have not consistently shown
effectiveness.

- Amphetamines, intended to improve attention

during SLT sessions, have not demonstrated
sustained therapeutic effects and face con-
cerns over potential side effects.
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In summarizing pharmacotherapy, Thiel notes
that no drugs currently have regulatory ap-
proval specifically for post-stroke aphasia, and
their use remains off-label. (figure 4)

Thiel also provided an overview of non-phar-
macological approaches, primarily focusing on
non-invasive brain stimulation. He explains that
rTMS and tDCS can be effective when applied
in the early subacute phase. Contralesional
inhibitory stimulation, which suppresses the
right hemisphere, shows positive results dur-
ing this phase but not in the chronic phase.
Ipsilesional excitatory stimulation, targeting
the left hemisphere, has shown potential in
some trials but requires further investigation.
(figure 5)

In his overall takeaway message, Thiel asserts
that speech and language therapy is essential
and proven effective for aphasia treatment.
Non-invasive brain stimulation holds promise
but needs further regulatory trials to establish
its efficacy. Pharmacotherapy currently lacks
strong evidence, though ongoing research
may bring future breakthroughs.

Thiel concluded on a cautiously optimistic
note, expressing hope that future studies, will

provide more definitive answers and improve-
ments in the field of aphasia treatment.
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* No drug has regulatory approval at present (off-lable use)

* Moderate evidence for use of Piracetam

* Donepezil and Memantine may be promissing but need more evidence

* No role for dompaminergic agents and amphetamines

* Likely more effective in combination with SLT

* Most promising trials in the acute to subacute stage

* Future pharmocologic aproaches should target multiple

systems/mechanisms (like biologics)

« Differentiating selective effects on speech vs unsepecific cognitive effects

* More trial evidence for all of the drugs is needed
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Summary

« Contralesional 1Hz rTMS as add-on therapy is effective within the

first 45 days

« Add-on effect of rTMS treatment may be delayed (30d +)
« Excitatory ipsi-lesional rTMS may be effective but needs further

investigation

« rTMS is not approved for aphasia treatment

« Aregulatory approval trial is presently missing

Figure 5
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Speech therapy combined with Cerebrolysin enhances aphasia
recovery after acute ischemic stroke

ABSTRACT

Background: Despite increasing access to
standard speech and language therapy (SLT),
post-stroke aphasia significantly affects the
quality of life of each patient and remains a
major cause of long-term disability. Cerebrolysin,
a neuroprotective and neurotrophic agent, has
shown benefit as an addition to intensive reha-
bilitation in patients after moderate-to-severe
strokes manifesting as right upper limb paresis
combined with aphasia. The aim of this study
was to evaluate the efficacy of Cerebrolysinas an
addition to SLT in treating post-stroke aphasia.

Methods: The ESCAS trial was a randomized,
controlled, double-blind phase 4 study con-
ducted in two Romanian stroke centers. It in-
cluded right-handed patients with the first-ever
left middle cerebral artery territory ischemic
stroke resulting in Broca or mixed non-fluent
aphasia. Beginning 3 to 5 days after the onset,
patients were treated with Cerebrolysin 30 or
placebo in addition to intensive SLT delivered in
three 10-day cycles in two-week intervals. The
primary outcome measure was improvement
at day 90 in the Western Aphasia Battery (WAB).

Results: Of 132 enrolled patients, 123 were in-
cluded in the Intention-To-Treat analysis. Patients
from the Cerebrolysin group had a significantly
larger improvement of aphasia (+36 vs +17 WAB
points, p<.05) and more frequently achieved
excellent functional outcome (44.8% vs 29.1% of
patients with modified Rankin Scale score 0 to 1
point, p<.05). Safety analysis raised no concerns.

Conclusions: The addition of Cerebrolysin to
SLT shows a promising potential for enhancing
recovery in post-stroke aphasia. However, further
studies are needed to confirm the efficacy of
this combination therapy.
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SUMMARY OF THE PRESENTATION

In his lecture, Karlinski discussed the results of
the ESCAS (Efficacy and Safety of Cerebrolysin
in Aphasia after AlS) study, emphasizing the
need for effective treatments that can improve
rehabilitation outcomes for stroke patients,
especially those suffering from aphasia. He
acknowledged the complexity of aphasia
manifestations and their profound impact
on patients' lives, leading to communication
difficulties, social isolation, frustration, and
depression.

The ESCAS study is a prospective, randomized,
controlled, double-blind trial that assesses the
efficacy and safety of combining Cerebrolysin
with speech and language therapy, compared
to a placebo combined with the same therapy,
in treating non-fluent aphasia following an
acute ischemic stroke. (figure 6)

The study includes right-handed patients with
ischemic stroke in the left-middle cerebral
artery territory, and who had no previous
stroke or severe comprehension deficits. They
were enrolled three to five days after the onset
of symptoms. (figure 7)

&

Purpose of ESCAS

The primary objective of the ESCAS study was to assess the efficacy of Cerebrolysin and
speech therapy versus placebo and speech therapy at 30, 60 and 90 days after baseline

Figure 6
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The intervention involves administering
Cerebrolysin combined with one hour of
speech and language therapy daily for
10 days, in three cycles, interspersed with
breaks, and comparing it to a placebo with
the same therapy regimen.

&

Study population

Inclusion criteria Exclusion criteria
* Ischemic stroke

« Left middle cerebral artery territory

« Broca or mixed non-fluent aphasia

« Enrollment 3-5 days after the onset

+ Right-handed

« Local language as the primary language
« Provision of signed informed consent

- History of previous stroke

. Severe comprehension deficits that could compromise
the understanding of informed consent or instructions,
such as fluent aphasias or global aphasia

«  Contraindications to MRI

isting ive or psychiatric condition

. History of epilepsy

. Severe chronic renal or liver failure

. Presence of life-threatening diseases

- Uncorrectable auditory or visual deficits that could
impair testing

Figure 7
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The primary outcome measure is the Western
Aphasia Battery (WAB), with secondary mea-
sures including the NIH Stroke Scale (NIHSS),
Barthel Index, and modified Rankin Scale (MRS).

The results show that both the treatment
and control groups improve over time, but
the Cerebrolysin group consistently shows
significantly greater improvement in WAB
scores at days 30, 60, and 90. Patients in the
Cerebrolysin group improved from severe to
mild aphasia, while the placebo group showed
less pronounced improvement. (figure 8)
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Changes in median WAB score

+77%

! « Significantly better results in the combination
therapy (Cerebrolysin + SLT)

- « +36 points in the Cerebrolysin group vs. +17 at Day 90
@ * Doubles relative improvement in Cerebrolysin group
‘ « Cerebrolysin patients shifted from severe aphasia (47
WAB) to mild status (83 WAB)
: « Placebo patients shifted from moderate (53 WAB) to
; the boarder zone of moderate-mild aphasia (70 WAB)

.

Figure 8

Similar trends were observed in NIHSS and
Barthel Index scores, with the Cerebrolysin
group demonstrating greater benefits. Im-
portantly, a significantly higher percentage of
patients in the Cerebrolysin group achieved
an MRS score of 0-1 at day 90, indicating a
significantly better overall recovery. (figure 9)
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Karlinski concluded that the combination
of Cerebrolysin with intensive speech and
language therapy appears to be a safe and
effective treatment for improving both neu-
rological and functional outcomes in stroke
patients with non-fluent aphasia. He empha-
sized the importance of combining the drug
with intensive rehabilitation and suggested
that further studies are needed to confirm
these findings in other populations.
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Summary

Combination treatments including Cerebrolysin improve post-stroke complications!

The ESCAS results indicate that Cerebrolysin could be a valuable addition to

rehabilitation strategies for stroke patients whose aphasia does not resolve within
the first few days post-stroke.
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