Letter to the editor

Correspondence on ‘Low-dose thrombolysis for
submassive pulmonary embolism’ by Yilmaz

Department of Cardiology,
University of Health
Sciences, Istanbul Mehmet
Akif Ersoy Gogts Kalp Ve
Damar Cerrahisi Egitim

Ve Arastirma Hastanesi,
Istanbul, Turkey

Correspondence to

Dr Ahmet Glner,
Department of Cardiology,
istanbul Mehmet Akif Ersoy
Gogus Kalp Ve Damar
Cerrahisi Egitim Ve Arastirma
Hastanesi, 34303, Istanbul,
Turkey;
ahmetguner488@gmail.com

Accepted 20 July 2022

C%D Linked

» http://dx.doi.org/10.
1136/jim-2021-001816

| '.) Check for updates |

© American Federation for
Medical Research 2022.
No commercial re-use. See
rights and permissions.
Published by BMJ.

To cite: Gliner A,

Uzun F, Gliner EG, et al.
J Investig Med Epub
ahead of print: [please
include Day Month Year].
doi:10.1136/jim-2022-
002420

and Uzun

Ahmet Glner
Mehmet Ertlrk

To the Editor,

We recently read with great interest the
article by Yilmaz and Uzun,' describing the
efficacy and safety of low dose thrombolytic
therapy (TT) in patients with acute submas-
sive pulmonary embolism (PE). We would
like to emphasize a few points in light of
current evidence.

PE is one of the most frequently reported
thrombotic complications,” and is more prev-
alent in critically ill patients with coronavirus
disease 2019 (COVID-19). Thirty-day results
have shown that patients with COVID-19 and
PE received no significant benefit from empir-
ically administered prophylactic anticoagulants
at moderate doses against venous thrombosis or
mortality.® In submassive PE, the specific role
of TT remains under scrutiny.*” The PEITHO
trial (Fibrinolysis for patients with intermediate-
risk pulmonary embolism) aimed to test the
benefit of single bolus weight-based tenect-
eplase in a stratum of patients with submassive
PE.° The authors have reported a correlation
between TT and significantly decreased hemo-
dynamic decompensation and collapse risk,
although with higher risk of severe extracranial
and intracranial bleeding.® Additionally, this
trial included the efficacy and safety results of
standard-dose TT.

In a prospective study, Yilmaz et al demon-
strated significant elimination of major
bleeding complications, along with optimal
clinical outcomes using a half-dose throm-
bolysis strategy (50 mg/2hours).! More-
over, Rothschild et al reported risks of
major bleeding (11%) and 30-day mortality
(4.4%) involved with the application of half-
dose systemic TT against acute submassive
PE, similar to a previous study on systemic
TT.” Interestingly, Sharifi et al showed
good clinical outcomes and no bleeding in
patients with submassive PE using a different
half-dose TT strategy, which involved the
administration of a 10 mg intravenous (IV)
bolus within 1 min followed by 40 mg IV
bolus infusion within 2 hours.® Considering
the evidence regarding systemic TT, use of
this therapeutically effective systemic drug
(tissue plasminogen activator) seems to be
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correlated with significant bleeding risks,
regardless of the administration route or
dose.

Hence, for managing deteriorating PE cases
with moderate-high bleeding risk, we suggest
administering low-dose TT (50 mg/6hours)
over a prolonged period. Unlike the previous
indications of preventing intermediate-major
bleeding, our recent findings support overall
favorable clinical outcomes with the aforemen-
tioned low-dose strategy.” In the present study,
the bleeding rate was 12.5% (minor bleeding
in two cases) using the TT regimen. We still
acknowledge the evidence regarding the effi-
cacy of this strategy for treating acute submas-
sive PE. We simply suggest that low-dose slow
infusion of TT could help achieve a lower inci-
dence of bleeding. There is no randomized trial
to confirm that this strategy decreases clinical
deterioration, increases exercise tolerance, and
improves quality of life. Further research in this
direction could help physicians reliably select
the best reperfusion therapy.
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