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B Acute Ischemic Stroke: A Heterogeneous Syndrome

e Ischemic stroke - not a single disease entity, but a final common pathway of diverse vascular pathologies.
e Similar clinical syndromes can arise from distinct mechanisms, with different treatment implications and prognosis.
e Etiologic determination is often challenged by incomplete data and multiple, coexisting potential causes.

B TOAST Classification: widely used due to its simplicity but outdated

Trial of Org 10172 in Acute Stroke Treatment (TOAST)

Large-artery : . Small-vessel Stroke of other Stroke of
atherosclerosis Cardioembolism occlusion determined cause undetermined cause
Cryptogenic

- Does note specify minimum diagnostic testing
& - Outdated for emerging evidence of occult stroke contributors

- Hence, cryptogenic stroke category is large ESUS 1.0 NON-ESUSW

B ISPS25 - Proposed Ischemic Stroke Phenotyping System 2025

e Modernizes etiologic classification: incorporating current diagnostic technologies, addressing new mechanisms.
¢ Introduces a structured first-pass and second-pass workup, narrows “undetermined” category.

Ischemic stroke
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Minimum First-Pass Workup (Core Evaluation)
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: Brain imaging ﬂ f% ECG, continuous rhythm :
: (ideally MRI) wlrdr monitoring (at least 24h) ] Standard labs
: - ;
'~ |Intracranial & extracranial TTE Age-appropriate .
: } f ~vessel imaging (arch-to-vertex) (+bubble when indicated) J cancer screening |
| :
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Smgll Vessel Large Artery' Cardioembolism Un determined Cause Other Determined
Disease Atherosclerosis Cause
Minimum Second-Pass Workup : .
::Prolonged cardiac monitoring (if >40 y) |
! -TEE (if <60 y) . e Occult malignancy
, -APLS testing(if <60 y, recurrent ESUS, ' o New Dx APLS
. SLE, APLS features, unexplained PTT | e Cervical a.
e PFO- assomated. elevations) > dissection

1 -MRI/MRA with T1 fat saturation :
. -Genetic testing (selected patients) :

: -CT chest/abdomen/pelvis |
T - | (if d-dimer >2.5mg/dl, 3-territory sign, |
' ‘ | "B symptoms", recurrent ESUS) '

* AF-associated ¢ Non-stenotic plaque

e Genetic cause

e ESUS = embolic-appearing strokes with no L e ______~__ !
identified source after standardized E
evaluation. ] l
e ESUS: a descriptive label, not a mechanism, ] [ ESUS 2.0 } <+—— Negative Workup
not a uniform biological entity.
o |SPS25 reclassifies many “undetermined”
cases by TOAST.
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