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Dear editor,

We read with great interest the article titled Homocyste-
ine Levels in Patients with Hemorrhagic Stroke, prepared
by Yetis et al., published in the first issue of your journal
in 2023.1 We thank the author and the editorial board for
their contributions to the stroke literature. We congratu-
late them. However, we would like to mention a few
points about stroke biomarker studies, their concept,
goals and challenges.

Currently ongoing clinical trials aim to identify diagnos-
tic markers that can effectively distinguish between
stroke mimics and stroke (e.g., transient ischemic attacks,
migraines, metabolic disorders, brain tumors) as well as
differentiate between ischemic and hemorrhagic strokes.
Most of these marker trials have primarily enrolled adults
with ischemic stroke.?

While various types of potential markers are being ex-
plored, blood components are commonly evaluated.
However, the challenge lies in identifying markers with
adequate sensitivity and specificity due to the diverse
comorbidities and stroke types. Consequently, marker
panels incorporating a combination of biomarkers related
to apoptosis, blood-brain barrier disruption, necrosis,
oxidative stress, and inflammation may offer greater

value, even though they haven't yet demonstrated ade-
quate accuracy in clinical settings.®

The key distinction between certain hemorrhagic and
ischemic strokes is that, in ischemia, the initial 2 to 3
days following the stroke are classically the most critical
for the patient. This critical period necessitates the avail-
ability of rapid markers, especially if the patient experi-
ences a major stroke, untimely stroke recurrence, or life
treating brain edema. Therefore, timely decisions regard-
ing the most crucial therapeutic interventions are often
made during this initial phase.®* It is crucial to consider
specific subgroups of ischemic stroke patients, particular-
ly those eligible for mechanical thrombectomy and/or,
tissue plasminogen activator when evaluating treatment
suitability.>®

Cranial hemorrhagic disorders, such as intracranial hem-
orrhage (ICH) and subarachnoid hemorrhage (SAH),
often exhibit a delayed worsening of conditions. Varia-
tions in pathophysiology and clinical courses between
hemorrhagic and ischemic strokes impact the strategies
for intensive treatment and post-stroke phases.®® Conse-
quently, allowing more time for long-term markers in
these cases and evaluating their predictive value for
secondary injury becomes extremely valuable in guiding
treatment decisions and extending the intervention win-

dow.
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Differences observed between ICH and SAH patients
within the hemorrhagic stroke populations suggest that
ICH markers should focus on the mechanisms and treat-
ment of cerebral edema.”® Meanwhile, SAH markers
may serve to predict delayed vasoconstriction, potentially
leading to delayed cerebral ischemia.

Regrettably, most ongoing marker trials exclude children
with stroke, possibly due to the varied etiologies and the
challenge of predicting outcomes within the first 24
hours.® However, future trials specifically designed for
neonatal and pediatric populations could significantly
impact patient care, considering the varying degrees of
learning disabilities and the high prevalence of comorbid-
ities experienced by children throughout their lives.

In conclusion, based on insights from ongoing clinical
studies, a significant advancement in the discovery of
potential markers for the differential diagnosis of stroke
is expected. Considering that the differential diagnosis of
stroke can greatly influence clinical practice, the im-
portance of these studies in identifying and validating
potential diagnostic markers is high. Developing a marker
panel may help distinguish ischemic and hemorrhagic
strokes and provide a faster, more accurate diagnosis.
However, considering heterogeneous stroke populations
and different disease stages, larger samples and standard-
ized assessment methods remain necessary. Future stud-

ies may fill knowledge gaps in this field and clarify the

role of markers in stroke diagnosis in clinical practice.
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