
Dear Editor,

Takotsubo cardiomyopathy (TTC) has been universally
regarded as a unique form of reversible myocardial dysfunction
associated with a variety of emotional and physical stressors [1-3].
In their recently published elegant article [1], Dell’Aquila et al.
have reported an interesting case of TTC triggered by an exacer-
bation of relapsing-remitting multiple sclerosis (MS). However,
we would like to comment on this interesting case and its particu-
lar implications.

First, TTC associated with physical stressors (including neu-
rological diseases etc.) was previously suggested to have a signif-
icantly worse prognosis largely attributable to the severity of cer-
tain associated factors including adrenergic discharge, coronary
microvascular dysfunction as well as systemic inflammatory
response [2]. Notably, direct involvement of the cardiovascular

centre in medulla oblongata generally serves as the fundamental
trigger of TTC evolution in patients with a MS relapse [1].
Therefore, TTC in these patients might even have a worse clinical
outcome due to the extreme and prolonged adrenergic discharge
that usually outlasts the whole period of an emerging MS relapse.
In the setting of TTC, severe adrenergic discharge has the poten-
tial to induce serious complications including malignant ventricu-
lar arrhythmias [2,3]. Moreover, acute coronary microvascular
dysfunction (manifesting as a Coronary Slow Flow, CSF, pattern
on invasive Coronary Angiogram, CAG) also associated with
extreme adrenergic discharge might further aggravate the short-
term prognosis of TTC [2]. Accordingly, we wonder whether the
patient [1] had any new-onset cardiac arrhythmias or significant
CSF pattern which might be indicative of an existing substantial
adrenergic discharge in the hospital setting. 

Second, systemic inflammation might potentially contribute to
the evolution as well as prognosis of TTC associated with physical
stressors [2]. Accordingly, we wonder about serum levels of
inflammation markers in the patient [1]. Importantly, quantifica-
tion of such markers in patients with an MS relapse might enable
further risk-stratification of the associated TTC episode [2].
Moreover, anti-inflammatory strategies used to treat MS relapses
[1] might also improve the prognosis of associated TTC episode
in this particular setting [2].

Third, TTC evolution in certain MS cases might exclusively
be due to emotional triggers. It is well known that a portion of
these cases might suffer emotional instability particularly during
relapses, potentially warranting psychiatric counselling.
Therefore, TTC evolution in MS relapses is quite possible even in
the absence of specific lesions in medulla oblongata. Furthermore,
MS patients in complete remission, yet with residual neurological
deficit, might also suffer emotionally-triggered TTC episodes due
to their potentially lower threshold for emotional surges.
Accordingly, we wonder about psychiatric status of the patient
during her relapse and remission periods.

Finally, due to the well-known risk of future TTC recurrences
in patients with neurological and psychiatric diseases, every effort
should be made to prevent future MS relapses and hence potential
TTC recurrences in this particular case [1]. Therefore, we hold the
opinion that the patient might also need an efficient long-term MS
prophylaxis for TTC prevention even if clinical assessment of her
current radiological and neurological status might not strictly war-
rant such neuroprophylactic strategies at this stage. 

In conclusion, TTC in the setting of MS might be considered
as a multifaceted and complex phenomenon with a variety of
underlying mechanisms that mostly, but not exclusively, signify
the acute impairment of cardiovascular centre in the brainstem.
Moreover, TTC in this particular setting might also have important
prognostic and therapeutic implications that deserve further atten-
tion in clinical practice.
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