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Letter to the Editor
With interest, I read the review article by Singh et al. about 12
SARS-CoV-2 positive patients with COVID-19 who devel-
oped broken heart (Takotsubo) syndrome (TTS) in the course
of the viral infection [1]. It was concluded that COVID-19-
related TTS is particularly prevalent in elder females and that
direct myocardial injury, inflammation, or stress may lead to
the occurrence of COVID-19-related TTS [1]. I have the fol-
lowing comments and concerns.

The authors mention that their study is the first systematic
review about COVID-19-related TSS [1], but in the results
section, they indicate that 5 papers were excluded from the
evaluation because they were review articles [1]. We should
be told if these 5 articles were reviews about COVID-19-
related TTS.

To underscore how fast the literature about COVID-19-
related TTS is growing, 12 patients had been reported as per
September 13, 38 patients as per October 6 [2], at least 45
patients as per October 15, and at least 50 patients as per the
end of November 2020.

The authors mention that TTS in COVID-19 patients is
caused by the cytokine storm [1]. They consider that the cy-
tokine storm aroused by the infection could trigger TTS, par-
ticularly among patients without an evident trigger. However,
no evidence for this speculation is provided. According to
expert opinions, TTS is due to physical or mental stress in
one-third of the cases each [3]. Thus, the cause of TTS re-
mains speculative in at least one-third of the cases. To unravel
the cause of TTS in the one-third without an obvious trigger, it
is not only crucial to carefully review the individual and drug
history, the socioeconomic context, and the personal circum-
stances at the time TTS evolved but also to investigate if an

overshooting immune response could trigger transient heart
failure.

The authors propose myocarditis as a pathophysiological
factor in the development of TTS [1]. It would be interesting
to know if myocarditis in patients with COVID-19-related
TTS was only suspected, confirmed upon cardiac MRI with
contrast medium, or if myocarditis has been diagnosed in any
of the included patients upon endomyocardial biopsy.
According to currently available data, myocarditis has been
definitively diagnosed in only one patient with COVID-19-
related TTS so far [4]. However, there is not only evidence
from the literature that myocarditis may mimic TTS but that
myocarditis may indeed cause TTS in some cases [5].

Overall, the interesting review about COVID-19-related TTS
by Singh et al. has limitations as outlined above. To elucidate the
pathophysiology of COVID-19-related TTS, it is crucial to care-
fully take the individual history which should be backed up by
close relatives or friends. So far, there is no evidence that the
infection with SARS-CoV-2 per se triggers TTS but rather the
mental or physical stress associated with the infection.
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