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Dear Editor,

We found the article by Palaiodimou et al. [1] insightful and
commend the authors for their rigorous systematic review and
meta-analysis of seven randomized controlled trials (RCTs) in-
cluding 2131 acute ischemic stroke (AIS) patients with anterior
or posterior circulation large vessel occlusion (LVO) and suc-
cessful recanalization following endovascular treatment (EVT).
The authors found that adjunct intra-arterial thrombolysis
(IAT) was associated with significantly higher odds of excellent
functional outcome and greater disability reduction at 90days,
without increasing rates of symptomatic intracranial hemor-
rhage (SICH), any intracranial hemorrhage, or mortality. The
pooled number needed to treat for an excellent outcome was 12,
corresponding to a significantly higher likelihood of excellent
outcome (RR 1.17, 95% CI 1.03-1.33; I>’=0%), a clinically mean-
ingful result given that one-third of patients in the control arm
remained functionally dependent despite angiographic success.

Their analysis further suggested that both IA alteplase
and tenecteplase were effective, with a reassuring safety

profile (pooled sICH 4%, comparable to HERMES EVT data [2]).
Benefits were consistent across reperfusion grades and dosing
ranges, supporting the hypothesis that IAT enhances microvas-
cular reperfusion and recovery. These results strengthen the ra-
tionale for IAT as a targeted, safe, post-recanalization strategy
to close the persistent “angiographic—-clinical” gap in LVO stroke
care. Additionally, and of particular importance, subgroup anal-
ysis showed no evidence that intravenous thrombolysis (IVT)
pretreatment influenced the effect of adjunctive IAT on achiev-
ing excellent functional outcomes [1]. In addition, there is also
growing interest in expanding the use of IAT in patients who
have not achieved successful recanalization, as emphasized by
the authors in their discussion. We may, however, expect time
limitations for IAT, which is likely to increase sICH.

These compelling data raise an important question: Can the
therapeutic benefits of IAT be extended to patients with medium
vessel occlusions (MeVOs), or is it unlikely that the risk-benefit
profile of IA thrombolytics after successful recanalization can
be favorably altered in this population?

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial License, which permits use, distribution and reproduction in any

medium, provided the original work is properly cited and is not used for commercial purposes.

© 2025 The Author(s). European Journal of Neurology published by John Wiley & Sons Ltd on behalf of European Academy of Neurology.

European Journal of Neurology, 2025; 32:¢70401
https://doi.org/10.1111/ene.70401

1of2


https://doi.org/10.1111/ene.70401
https://doi.org/10.1111/ene.70401
mailto:
https://orcid.org/0000-0001-9494-160X
mailto:sentafrol@gmail.com
http://creativecommons.org/licenses/by-nc/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1111%2Fene.70401&domain=pdf&date_stamp=2025-10-25

MeVOs account for about one-third of AIS and, despite higher
IVT efficacy in smaller clots, recanalization rates remain below
50%, with one-third of patients not regaining functional inde-
pendence and 9% dying within 3months [3]. Although EVT
indications for LVO have expanded over the past decade, three
recent RCTs failed to show clear benefit in MeVOs [4]. This
leaves a substantial therapeutic gap. If thrombectomy remains
ineffective in MeVOs, should we pivot towards improved patient
selection, next-generation small-caliber thrombectomy devices
enabling higher complete reperfusion rates, and subsequent
adjunctive IAT—as in LVOs? Or should we explore IAT as a
primary, standalone therapy, bypassing mechanical interven-
tion altogether? The challenge is that negative EVT trials limit
opportunities for “post-successful-reperfusion” IAT. This high-
lights two urgent research priorities: (1) advancing novel devices
to achieve reliable reperfusion in MeVOs without the drawbacks
of using LVO devices in MeVOs, then testing adjunctive IAT,
and (2) conducting dedicated trials of IAT alone in MeVOs.

Designing clinical trials that address these challenges is essen-
tial to close the therapeutic gap and improve outcomes for pa-
tients with MeVO strokes.
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