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Takotsubo syndrome (TTS) can result in acute heart failure and lead
to a potentially life-threatening complication of aneurysmal sub-
arachnoid hemorrhage (aSAH). The incidence of TTS in aSAH is less
than 10% of all patients with aSAH, with a preponderance of post-
menopausal women. Early indicators of TTS include elevated serum
troponin levels and electrocardiographic abnormalities. The key
finding is left ventricular wall motion abnormality. Echocardiogra-
phy and coronary angiography help to establish the diagnosis. Vaso-
pressors, milrinone, levosimendan, insulin, and anticoagulation may
be required. The value of beta-blockers is a matter of controversy.
TTS must not delay the treatment of a ruptured aneurysm. The clini-
cal outcome in patients with aSAH and TTS is mostly determined by
the aSAH and not the TTS.
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1. Introduction
In theNewEngland Journal ofMedicine inMay 8th, 1986,

a case studywas published that reported a 44-year-oldwoman
who presented to the hospital with retrosternal pain and pul-
monary edema immediately after her son’s suicide [1]. Acute
cardiac symptoms induced by severe emotional stress have
been previously described, but this case may represent the
first description of Takotsubo syndrome (TTS). The term
“Takotsubo cardiomyopathy” was coined by Hikaru Sato in
1990 [2]. The name “Takotsubo” refers to the shape of a
Japanese octopus trap, which resembles the morphological
appearance of the heart with abnormal contractility of the
left ventricle. TTS is also known as “stress cardiomyopathy”
or “broken heart syndrome”, characterized by an acute and

transient regional left ventricular systolic and diastolic dys-
function induced by severe emotional or physical stress. In
2018, Pelliccia proposed to replace the term “cardiomyopa-
thy” in those patients with “syndrome” since several features
of this disease (e.g., reversibility) do not fit with the concept
of a cardiomyopathy [3].

In addition to emotional stress, severe brain damage is also
described as a possible trigger. While ischemic stroke, cranial
trauma, and intracerebral hemorrhage are less frequently en-
countered, aneurysmal subarachnoid hemorrhage (aSAH) is
described as an immediate cause in up to 28% of the cases [4].

The appearance of a left ventricular wall motion abnor-
mality with normal coronary arteries in patients with aSAH
has been previously described [5–8]

The “InterTAKDiagnostic Criteria” for the diagnosis of TTS
are as follows [the corresponding “InterTAK Diagnostic Score”
(points)]:

– transient left ventricular dysfunction (hypokinesia, aki-
nesia, or dyskinesia) presenting as apical ballooning or mid-
ventricular, basal, or focal wall motion abnormalities or right
ventricular involvement; the regionalwallmotion abnormal-
ity usually extends beyond a single epicardial vascular distri-
bution. However, rare cases can exist where the regional wall
motion abnormality is present in the myocardial territory of
a single coronary artery (focal TTS)

– a trigger (emotional, physical, combined) can precede
the TTS but is not obligatory [emotional trigger (24), physi-
cal trigger (13)]

– neurologic disorders (e.g., aSAH, stroke, seizures), as
well as pheochromocytoma, may trigger TTS [psychiatric
disorder (11), neurologic disorder (9)]
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– new ECG abnormalities are present (ST-segment ele-
vation, ST-segment depression, T-wave inversion, and QTc
prolongation); rare cases exist without any ECG changes [ab-
sence of ST-segment depression (12), QTc prolongation (6)]

– levels of cardiac biomarkers (troponin and creatine ki-
nase) are moderately elevated in most cases; significant ele-
vation of brain natriuretic peptide is common

– significant coronary artery disease may occur in TTS
– patients have no evidence of myocarditis
– postmenopausal women are predominantly affected [fe-

male gender (25)]
An updated diagnostic algorithm for patients presenting

with chest pain and/or dyspnea has been proposed by Ghadri
et al. [9–11]. The “InterTAK Diagnostic Score” allows differ-
entiation between an acute coronary syndrome and TTS. A
score of>70 points support the diagnosis of TTS.

In a subgroup of patients, a neurological disorder is the
most likely cause of TTS. Kono et al. [12] in 1994 and Lee et
al. [13] in 2006 coined the terms “neurogenic stunned my-
ocardium” and “neurogenic stress cardiomyopathy”.

The true incidence of TTS in association with aSAH
is unknown. Published data suggest it occurs in 0.1–15%
[14, 15], with other studies suggesting that this condition oc-
curs less frequently [16, 17]. We encounter TTS in 4% of all
aSAH patients, with a preponderance of women and a mas-
sive aSAH (Hunt and Hess IV and V). Due to the proxim-
ity of the medulla oblongata, which may play a critical role
in the “brain-heart connection”, it is conceivable that rup-
tured aneurysms in the posterior circulation are more prone
to cause TTS than those in the anterior circulation [18, 19].
This is, however, not well supported by published data.

Several reviews on this subject have recently been pub-
lished [20–22].

This review sought to provide an overviewofTTS accom-
panying aSAH and propose a treatment strategy for this com-
bined pathology.

2. Pathophysiology
Although the “connection” between the brain and heart in

TTS development has been previously documented, the exact
pathophysiological mechanisms have not yet been clarified.

Controversy exists in the pathophysiology of TTS after
aSAH, as to the effects of an increased level of plasma cate-
cholamines (Fig. 1). This has been shown in animal mod-
els [23] and clinical studies, with a preponderance of neu-
rogenic norepinephrine (released from the cardiac sympa-
thetic nerve fibers) over adrenal epinephrine (released by
the adrenal gland) [24]. In line with this observation is the
restoration of the cardiac function (e.g., the ejection fraction
(EF)), which frequently occurs during the first week after an
aSAH, accompanied by a normalization of the plasma cate-
cholamine levels [25].

Greenhoot and Reichenbach [26], Zaroff et al. [27], and
Y-Hassan [28] defined TTS as an acute cardiac sympathetic

disease characterized by local cardiac norepinephrine seethe,
followed by cardiac sympathetic nerve terminal eruption.

Goico et al. [29] proposed various hypotheses for
the pathophysiology of TTS. During an initial phase,
“stress” (localized in “cognitive brain centers”) may activate
a hypothalamic-pituitary-adrenal axis, resulting in an in-
creased release of norepinephrine and epinephrine, con-
tributing to a hyperactive sympathetic nervous system, and
hyperresponsive myocardial tissue. The phenomenon of
“stunned myocardium” is considered to be related to the cat-
echolamine effect on cardiomyocytes. The stimulation of
β1- and β2-adrenergic receptors are connected to the in-
tracellular stimulatory G protein, the activation of the cyclic
adenosine monophosphate (cAMP), and the protein kinase
A. While epinephrine, through the β2-adrenergic receptor
stimulation, has a positive inotropic effect at normal levels,
it becomes a negative inotrope at abnormally increased levels
via a coupling of the β2-adrenergic receptors to the intracel-
lular inhibitory G protein. Norepinephrine has a positive in-
otropic effect through a β1-adrenergic receptor stimulation.
The positive inotropic effect of norepinephrine-mediated
β1-adrenergic receptor stimulation affects mainly the base
of the left ventricle. The negative inotropic effect of exces-
sive epinephrine-mediated β2-adrenergic receptor stimula-
tion preferentially affects the left ventricular apex, leading
to wall motion abnormalities. Microvascular dysfunction in
TTS has been correlated with elevated levels of endothelin-1,
plasminogen activator inhibitor-1 and von Willebrand fac-
tor.

In patients in the acute phase after aSAH, irrespective of
cardiac issues, a massive sympathetic nervous activation with
norepinephrine release has been reported [30]. Exogenous
catecholamines are frequently required in aSAHpatients dur-
ing the acute phase to increase systolic arterial blood pres-
sure to maintain cerebral perfusion. Intravenous administra-
tion of vasopressin [31], norepinephrine [32, 33], and dobu-
tamine [34] have been described as potential TTS triggers.
At pathological concentrations, catecholamines can cause β-
receptor paradoxical negative inotropic effects [35]. Thus,
this pathomechanismofTTSmay result in cardiogenic shock.

Catecholamines act as strong vasoconstrictors of the car-
diac microvasculature. Therefore myocardial stunning in
TTS may be sympathetically induced and lead to microcir-
culatory dysfunction. The role of impaired coronary micro-
circulation has been discussed by several authors [36–38].

In “typical” TTS-patients, the left ventricular apex devel-
ops a wall motion abnormality. Mori et al. [39] found in-
creased β-adrenergic receptor density and/or increased my-
ocardial responsiveness to adenylate stimulation in apical
myocardium in a canine model. Waller et al. [40] described
a reverse TTS pattern with hypokinesis of the basal 2/3 of
the left ventricle and a hypercontractile apex in a patient with
aSAH. They suggest that variations in the density of adrener-
gic receptors may be responsible for this observation. Kumai
et al. [41] compared 21 patients with typical and 10 patients
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Fig. 1. Illustration of the potential pathomechanisms for aSAH-triggered TTS. The epinephrine pathway starts with adrenomedullary stimulation and
is related to the apical ventricular hypokinesia. The norepinephrine pathway has the origin at the cardiac sympathetic nervous stimulation and is considered
responsible for the basal ventricular hypercontraction.
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with the reverse (basal) TTS, all related to aSAH.The patients
with the reverse pattern were younger and showed higher
plasma epinephrine levels. The management and prognosis,
however, were essentially the same for both groups.

Ancona et al. [42] described the differences between neu-
rogenic stunning in patients with aSAH (n = 14) and “classic”
TTS (n = 22). They found a higher prevalence of women
in both groups. Compared to patients with “classic” TTS,
the patients with aSAH and neurogenic stunnedmyocardium
were slightly younger (mean age 53 vs. 61 years), had no pre-
vious coronary heart disease, presentedwith heart failure (in-
stead of chest pain), had no ST-segment elevation, had more
T-wave inversion (64% vs. 27%), had less depressed left ven-
tricle (LV) function, and presented less frequently with apical
LV dysfunction (21% vs. 77%) and in >90% (vs. 45%) mid
and basal LV dysfunction.

In both groups, an improved EF (mean 17%) at discharge
was observed.

3. Diagnosis
The diagnosis and follow-up of TTS requires extensive

laboratory, electrophysiological, imaging and circulatory ex-
aminations.

3.1 Chest radiography
Pulmonary edema with dyspnea can be the first sign of a

developing TTS [18, 43, 44]. In neurogenic TTS, dyspnea
(50%) is more frequent than chest pain (8%) [42].

3.2 Electrocardiography
In more than 95% of TTS patients, an abnormal ECG is

found. The typical ECG findings include
– ST-segment elevations; they can be similar to that of

an anterior (STEMI). ST-segment elevations in lead V1 and
those limited to II, III, and aVF are findings in favor of an
anterior STEMI

– inverted T waves; T-wave inversion is frequent and
considered more prominent in TTS than in an acute coro-
nary syndrome, QTc prolongation, and arrhythmias [21].

TTS rather than STEMI may be associated with anterior
Q-waves and low voltage QRS. ST-segment depression sug-
gests an acute coronary syndrome [11].

Not all patients with aSAH and ECG abnormalities de-
velop TTS. Jung et al. [45] emphasized that ECG abnormali-
ties after aSAH are more frequent (62%) than TTS (5% in this
series). The ECG changes in patients with TTS typically last
longer than the left ventricular dysfunction. Sinus bradycar-
dia, atrioventricular block, atrial and ventricular fibrillation
infrequently occur. Furthermore, in the acute phase of TTS,
life-threatening ventricular arrhythmias can occur in up to
8% of cases [46].

3.3 Laboratory findings
The cardiac biomarkers usually found with TTS are also

present in STEMI patients. The peak levels of creatine ki-
nase myocardial band (CKMB) and high-sensitivity cardiac
troponin T (hs-cTnT) are usually comparatively low in TTS

[47, 48]. On admission, the ratio of the two markers, hs-
cTnT and CKMB, is higher in TTS [49].

In TTS patients, an increase in the plasma concentration
of N-terminal prohormone of brain natriuretic peptide (NT-
proBNP) and B-type natriuretic peptide (BNP) is frequently
observed days 1 and 2. The return to normal takes months
[50].

The relatively moderate increase in troponin T (TnT)
peak levels may discriminate TTS from an acute coronary
syndrome. In a study by Fröhlich et al. [51], a cut-off
level of the NT-proBNP (ng/L)/troponin T (µg/L) ratio of
2889 distinguished TTS from STEMI and an NT-proBNP
(ng/L)/TnT (µg/L) ratio of 5000 distinguished TTS and
NSTEMI. However, this ratio may be affected by when the
measurements are made in the acute/subacute phase of TTS
[51].

Compared with STEMI, left ventricular EF is more de-
pressed in TTS patients, and the peak troponin level is lower.
Nascimento et al. [52] observed EFs of 30% (TTS) versus 44%
(STEMI) and peak troponin level of 7.6 ng/dL (TTS) versus
102 ng/dL (STEMI) (mean values). The product of troponin
and EF (TEFP) with a cut-off at >250 predicts STEMI with
high sensitivity and specificity [52].

Further insight into the diagnosis and treatment of TTS
may come from advanced genetic analysis of microarray
datasets [53]. None of these biomarkers, however, has so far
replaced coronary angiography and echocardiography.

3.4 Echocardiography

Transthoracic echocardiography is the method of choice
for detecting left ventricular dyskinesia in TTS. Apical bal-
looning is considered diagnostic, and mid-segments of the
left ventricle, the septum, and the anterolateral wall can be in-
volved. Abnormalities of the basal segments are less frequent
and associated with aSAH and pheochromocytoma. Focal
wall motion abnormalities of the anterolateral segments are
rare [9, 21, 47].

Possible complications of TTS include hemodynamic
compromise, mechanical outflow obstruction, pericardial ef-
fusion, intraventricular thrombus formation, and increased
pulmonary artery pressure [54]. The distinction between
apical ballooning and antero-apical stunning due to myocar-
dial ischemia can be challenging, particularly in patients with
multivessel coronary artery disease. Given the volatile na-
ture of TTS, a systematic and comprehensive serial echocar-
diographic examination is recommended so that these com-
plications can be promptly diagnosed [55]. In patients with
aSAH and left ventricular systolic wall motion abnormalities,
the apical function is preserved in about half of the cases [27].

3.5 Cardiac catheterization

Although echocardiography is the method of choice for
diagnostic imaging in suspected TTS, coronary angiography
and left ventricular angiograms play a significant role [54].
About 1–2% of all coronary angiographies lead to the diag-
nosis of TTS [56]. Angiography rules out coronary stenosis
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and left ventriculography demonstrates the dyskinesia of the
apical and hyperkinetic basal region. Desmet et al. [57] ob-
served in 30% of patients with apical ballooning a small zone
with preserved contractility in the most apical portion of the
left ventricle (“apical nipple sign”), which was not observed
in patients with STEMI.

In a recent review of 1016 TTS patients, 23% had con-
comitant obstructive coronary artery disease not related to
the territory of the altered wall motion abnormality, and 41%
had non-obstructive coronary artery disease [58].

Most patients with aSAH tolerate cerebral digital subtrac-
tion angiography (DSA) and can, if necessary, also be referred
for coronary angiography. An elevated intracranial pressure
(ICP) due to aSAH can result in severe cardiac and hemody-
namic instability. Extended periods of supine positioning are
frequently poorly tolerated and associated with an ICP in-
crease. Thus, patients with aSAH are sometimes not ideal
candidates for coronary angiography [42]. Coronary com-
puted tomography is a viable alternative for hemodynami-
cally unstable patients and those with elevated ICP with sus-
pected TTS [59].
3.6 Myocardial biopsy

Myocardial biopsy is not part of the routine diagnos-
tic work-up for patients with suspected TTS [60]. Sev-
eral authors performed myocardial biopsies in TTS patients
to obtain tissue for deoxyribonucleic acid microarrays [61,
62]. Biopsy findings of the cardiac muscle in patients with
TTS show contraction-band necrosis and leukocyte infil-
tration and are considered a morphological correlate of a
catecholamine-related injury [62, 63].

4. Treatment
Once the diagnosis of TTS is established, and the treat-

ment is initiated, continuous monitoring of arterial blood
pressure, heart rate, oxygen saturation, and central venous
pressure is required. Frequent ECG, cardiac and pulmonary
ultrasound examinations should be performed.

For patientswithTTS and evenmore so forTTS triggered
by aSAH, guidelines and comprehensive data from random-
ized trials are lacking. The current management of these pa-
tients is based on individual and institutional experience, ret-
rospective literature analysis, and common sense. Madias re-
cently published a comprehensive review of this subject [64].

The concurrent impact of a ruptured intracranial
aneurysm (possibly with an elevated ICP), posthemorrhagic
cerebral vasospasm, and TTS (possibly with heart failure)
can create a therapeutic dilemma. The treatment of a
ruptured aneurysm and an aSAH-triggered TTS will be
discussed separately, knowing that the coordination of
both therapeutic efforts is critical for success in clinical
practice. Several drugs are available, together with the
armamentarium of neurointensive care.

The following recommendations have found widespread
acceptance [11].

– Patients with mild TTS without heart failure should be
continuously monitored. Patients in the acute phase after
aSAH require monitoring and treatment in an intensive care
unit. Angiotensin-converting-enzyme inhibitors (ACEI),
angiotensin-receptor blockers (ARB), and β-blockers are po-
tential options. Adrenaline, noradrenaline, dobutamine, mil-
rinone, and isoproterenol should be avoided unlessmilrinone
is needed to treat cerebral vasospasm.

– TTS-patients with heart failure and/or pulmonary
edema may receive ACEI, ARB, and β-blockers. Diuretics
and nitroglycerin are indicated as long as left ventricular out-
flow obstruction (LVOTO) is not present.

– For patients with hypotension or cardiogenic shock
with primary pump failure, levosimendan, a left ventricu-
lar assist device (LVAD, such as Impella; intra-aortic balloon
pump), and venoarterial extracorporeal membrane oxygena-
tion (VA-ECMO) are considered. In the case of LVOTO fluid
replacement, short-acting β-blockers and LVAD can be in-
dicated, while diuretics, nitroglycerin, and an intra-arterial
balloon pump should be avoided unless circulatory support is
necessary.

– Arrhythmias may be treated with β-blockers and tem-
porary pacing, while QT interval prolongation drugs and β-
blockers in the case of bradycardia are contraindicated.

– Left ventricular thrombus and clinically apparent emboli
are indications for anticoagulation with heparin, warfarin, or
novel oral anticoagulants.

At least half of the patients with full-blown TTS require
intubation, inotropic and vasopressor support, and anticoag-
ulation [65]. In the rare case of ventricular fibrillation, im-
mediate defibrillation is required [66]. The combination of
TTS with posthemorrhagic cerebral vasospasm can be chal-
lenging. A detailed description of individual therapeutic reg-
imens for neurogenic TTS can be found in the literature [67].

In patients presenting with cardiogenic shock due to TTS,
an intraaortic balloon pump insertion for counterpulsation,
an Impella heart pump, or extracorporeal life support (ECLS)
may help overcome the hypotensive phase [43, 68]. The redi-
rection of the blood flow towards the head can also be used to
manage posthemorrhagic vasospasm [69]. Since these proce-
dures require heparinization, a ruptured aneurysmmust first
be treated.

In a recent retrospective analysis, Napierkowski et al. [70]
found no reduced mortality but higher costs in patients with
cardiogenic shock from TTS treated with mechanical circu-
latory support [70].

In patients with aSAH and TTS, early treatment of the
ruptured intracranial aneurysm should be attempted to pre-
vent recurrent hemorrhage, especially if anticoagulation is
required to treat the TTS. The cardiac wall motion abnor-
mality can be associated with left intraventricular thrombus
formation [71]. Apical TTS, thrombocytosis, and elevated
plasma levels of C-reactive protein, d-dimers, and troponin
are considered associated risk factors [72, 73]. A left ventric-
ular thrombus carries the risk of an embolic large intracranial
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vessel occlusion [74]. Anticoagulation with heparin or war-
farin is the standard of care, which can only be initiated after
the ruptured intracranial aneurysm has been excluded from
the blood circulation [75].

Based on the individual circumstances, a variety of drugs
should be considered. Many of these drugs can be admin-
istered intravenously (IV) or per os (PO). Those available as
a PO variant only can be used (with some restrictions) via a
nasogastric tube. Patients in the early phase after aSAH (also
without TTS) frequently show a disturbance of gastrointesti-
nal absorption. Therefore, for most patients suffering from
aSAH and TTS, the IV administration of drugs is preferred.

4.1 β-blockers

The use of β-blockers in patients with aSAH and/or TTS
is a matter of controversy. For patients with aSAH (with-
out specified cardiac symptoms), Walter et al. [76] reported
beneficial effects of β-blocker administration on clinical out-
comes. In the International Takotsubo Registry with 1750
enrolled patients, the administration of β-blockers had no
survival benefit [47]. However, beneficial effects of propra-
nolol have been reported [77–79].

Madias listed the potential benefits of short- and
ultrashort-acting β-blockers for TTS patients: protection
from lingering autonomic sympathetic surge, relief of arterial
hypertension and tachycardia, reduced myocardial oxygen
demand, protection from atrial and ventricular arrhythmia,
and reduction of left ventricular outflow tract obstruction
[80].

In their series of 18 patients with aSAH andTTS, Talahma
et al. [16] observed no benefit of administeringβ-blockers on
clinical outcomes.

The standard dosages are
– 0.1mg/kg/day propranolol IV, with amaximumof 4mg
– 0.15–0.3 mg/kg/min esmolol IV for 24 h
– 10 mg/kg/min landiolol IV for 1–3 days

4.2 Angiotensin-converting-enzyme inhibitors

There are anecdotal reports concerning the clini-
cal use of angiotensin-converting-enzyme inhibitors
(ACEI)/angiotensin receptor blockers (ARB) [81], but
systematic studies are lacking. However, a meta-regression
study reported that the likelihood of TTS recurrence in
an ACEI/ARB-treated patient population was lower [82].
Templin et al. [47] demonstrated improved 1-year survival
of TTS patients with ACEI/ARB treatment.

The standard dosage is 1.25–2.5mg enalapril IVwhich can
be tailored according to the clinical response.

4.3 Vasopressors

Norepinephrine has been used in patients with cardio-
genic shock due to TTS in the initial stabilization phase [83].

The standard dosage is 0.1 µg/kg/min IV, and can be tai-
lored according to individual response.

Dobutamine is used beyond the hyperacute resuscitation
phase [83].

The standard initial dosage is 10 µg/kg/min dobutamine
IV which can be tailored according to the response.

Since catecholamines trigger a TTS, the administration
of vasopressors in these patients is unclear. Talahma et al.
[16] reported good outcomes in 73% of the TTS patients who
had received vasopressors. Naidech et al. [84] recommended
dobutamine for aSAH patients with congestive heart failure
with low systemic vascular resistance and arterial hypoten-
sion. In general, the management of TTS patients without
the administration of catecholamines appears advantageous.

4.4 Milrinone
Milrinone is a non-catecholamine inotrope, which in-

hibits type III phosphodiesterase. Myocardial contraction is
improved by enhanced calcium influx, with a limited effect on
heart rate and cardiac oxygen consumption. Systemic vascu-
lar resistance is reduced, and arterial hypotension may occur,
which may require additional norepinephrine infusion [85].
Naidech et al. [84] recommends milrinone for patients with
normal systemic vascular resistance and normal systolic arte-
rial blood pressure.

For the treatment of cerebral vasospasm after aSAH 8 mg
milrinone diluted with physiologic saline solution to 50 cc is
infused into the carotid artery for 30 min.

The cardiac dosage is an initial bolus of 50 µg/kg IV
over 10 min, followed by a continuous infusion of 0.375
µg/kg/min).

4.5 Levosimendan
Levosimendan is a non-catecholamine inotrope, which

neither increases the myocyte cAMP nor the cardiac oxy-
gen consumption. It binds to the N-terminal pole of cardiac
troponin C and stabilizes the calcium-bound conformation—
a sustained interaction between the actin and myosin fila-
ments during systole results in improved myocardial systolic
function. Vasodilation is achieved via the opening of adeno-
sine triphosphate-dependent potassium channels. Coronary
perfusion is improved via a decrease in preload, pulmonary
vascular resistance, and afterload. Good results in anecdotal
cases have been published [67, 68, 86]. Experimental in vivo
results and clinical experience have shown a potential ther-
apeutic effect of levosimendan on posthemorrhagic cerebral
vasospasm [87, 88], thus justifying the use of levosimendan
in patients with TTS and cerebral vasospasm.

The standard dosage is a bolus with 12 µg/kg/min IV
for 10 min followed by an infusion of 0.1 µg/kg/min for 24
h. However, in TTS patients with posthemorrhagic cerebral
vasospasm, levosimendan might be given without a loading
dose to avoid arterial hypotension resulting in a critical re-
duction of the cerebral perfusion pressure. Invasive hemo-
dynamic and ECGmonitoring is recommended for the treat-
ment phase and the following 24 h to detect hypotension or
cardiac arrhythmias [89].

4.6 Anticoagulation, antiplatelet therapy
Apical ballooning and elevated troponin levels are infre-

quently (2%) associated with left ventricular thrombus for-
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mation and possibly subsequent thromboembolic complica-
tions in 0.8% of all TTS patients [90]. The long-term use
of antiplatelet medication requires further investigation. In
the International Takotsubo (InterTAK) Registry, treatment
with aspirin upon hospital discharge did not affect short- or
long-termprognosis [91]. Anticoagulation (IVor PO) should
be considered in the case of left ventricular thrombus for-
mation since early embolization remains a concern [73, 90].
Spontaneous resolution of a thrombus has also been observed
[92].

The hemorrhage-related platelet activation must be con-
sidered in the setting of associated aSAH and TTS [93].
Platelet activation is a concern for the development of delayed
cerebral ischemia and thrombosis of previously implanted in-
travascular stents. The value of point-of-care tests is a matter
of controversy. For all patients, including those with aSAH,
we perform Multiplate (Roche Diagnostic), and VerifyNow
(Accriva) tests several hours after administering antiplatelet
medication before any stent is implanted.

4.7 Insulin

Madias recently proposed TTS treatment according to the
management principles for cardiac reperfusion injury after an
acute myocardial infarction. Cardiac ischemic conditions are
associated with a shift of the metabolism from fatty acid ox-
idation towards carbohydrate metabolism. Catecholamine-
induced insulin resistance of the myocardium can be over-
come by high-dosage insulin. The reasons to administer in-
sulin in TTS are as follows [80].

Insulin
– increases themyocardial contractility, especially to-

gether with β-blockade and glucose infusion
– increases the cardiac output
– reduces the inotropic effect of norepinephrine
– at high dosage counteracts insulin resistance in pa-

tients with diabetes mellitus type 2
– increases the metabolic glucose uptake of the

stunned myocardium.
Madias recommends
– to start with 30 g dextrose IV
– followed by a bolus 0.7–1.5 U insulin/kg
– followed by a continuous infusion of 1–1.45 U in-

sulin /kg/h
– together with 30% dextrose infusion with potas-

sium supplementation
An evaluation of the insulin/dextrose/potassium regimen

in a clinical trial is pending. Vanderschuren et al. [94], how-
ever, published the case of a 52-year-old woman with TTS
and cardiogenic shock after the rupture of an aneurysm of the
anterior cerebral artery. She received the above-described
combination of insulin (1.5 U/kg bolus and 1 U/kg/h in-
fusion), 30% dextrose IV for euglycemia (80–120 mg glu-
cose/dL) and potassium supplementation. A rapid cardiocir-
culatory improvement was achieved without the administra-
tion of catecholamines. On two occasions, an interruption of

the insulin infusion was associated with a rapidly decreasing
cardiac output [94].

Severe posthemorrhagic cerebral vasospasm has been ob-
served in patients with aSAH and TTS [95]. Vasospasm is
linked to delayed cerebral ischemia (DCI) following aSAH.
Microthrombosis and microvascular dysfunction might be a
common pathophysiological feature of DCI and TTS after
aSAH [60, 96]. Similar therapeutic principles can be applied
for both sequelae of aSAH.

Posthemorrhagic cerebral vasospasm makes patients vul-
nerable to even short periods of arterial hypotension. This
must be kept in mind whenever low arterial blood pressure
results from administering drugs like milrinone or levosi-
mendan.

Craniotomy for the surgical clipping of a ruptured in-
tracranial aneurysm may add “stress” to the “trauma” of the
aneurysm rupture. Securing an aneurysm in the early phase
(i.e., the first 2 days) after the rupture is the only way to
prevent a recurrent hemorrhage but may coincide with the
height of TTS. Data from clinical trials addressing this aspect
are lacking. Patientswith heart failure fromTTS are not ideal
candidates for surgical clipping; therefore early endovascular
coil occlusion should be considered [95].

5. TTS and co-existent medical conditions
Epidemiological studies have shown that advanced dia-

betes mellitus with autonomic neuropathy may have a pro-
tective effect against the occurrence of TTS and may prevent
TTS-related morbidity and recurrent TTS episodes [97].

TTS patients have a higher incidence ofmalignancies than
the age-matched general population [60].

About 50% of TTS patients present with arterial hyper-
tension, with an incidence of 27–83% [98]. Recurrence of
TTS has been described in 4% of patientswith a higher preva-
lence of arterial hypertension in these patients (87% vs. 68%)
[99].

6. Prognosis and outcome
The prognosis of patients with aSAH and TTS is mainly

determined by the underlying neurovascular disorder and
cerebrovascular complications [18]. In the International
Takotsubo Registry, the overall mortality was 5.6% per
patient-year in the long-term follow-up, and the rate of se-
rious adverse cardiac and cerebrovascular events was 9.9%
per patient-year [47]. Thus, TTS per se is infrequently the
main reason for fatal outcomes [65]. A coronary intervention
in aSAH patients including heparinization and antiplatelet
therapy without prior diagnosis and treatment of a rup-
tured aneurysm may result in a re-rupture of the aneurysm
[43, 100].

Predictors for a poor neurological outcome are onset with
cardiac arrest [101], right ventricular involvement, and the
need for inotropic support [65]. In addition, elevated cardiac
troponin after aSAH is associated with an increased risk of
echocardiographic left ventricular dysfunction, delayed cere-
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bral ischemia from vasospasm, and death or poor functional
outcome at discharge [16, 84].

In the International Takotsubo Registry, 18% of the en-
rolled patients had atypical (i.e., non-apical wall motion ab-
normality) TTS, and those patients had an increased inci-
dence of a neurologic disorder as the trigger. The in-hospital
mortality with atypical TTS was 3.1% [9].

Talahma et al. [16] published a series of 800 patients with
aSAH. The mortality in the entire series was 15%, while 4/18
patients (22%) with aSAH and TTS eventually died.

Norberg et al. [102] enrolled 455 SAH patients in their
study. Elevated values of hs-cTnT, NTproBNP, and ST-T
ECG abnormalities within 72 h after the clinical aSAH on-
set were associated with an increased risk of death during the
first threemonths. TTSwas associatedwith an increased risk
of cerebrovascular events.

7. Conclusions
TTS occurs in 5–10% of all aSAH patients. Female gender,

age>60 years, and a massive SAH are considered predispos-
ing factors. The key finding is impairedwallmovement of the
left ventricle (frequently basal and not apical), confirmed on
echocardiography. Medical treatment is individualized and
may include vasopressors, β-blockers, levosimendan, and in-
sulin/glucose infusion. The prognosis can be improved with
treatments that addresses arterial hypotension, arrhythmias,
and thromboembolic events. Early treatment of the underly-
ing ruptured aneurysm is required to prevent recurrent aSAH
and allows for systemic anticoagulation in the case of intra-
ventricular thrombus formation.

Abbreviations
ACEI, Angiotensin-converting-enzyme inhibitors; ARB,

angiotensin-receptor blockers; aSAH, aneurysmal subarach-
noid hemorrhage; BNP, B-type natriuretic peptide; cAMP,
cyclic adenosine monophosphate; CKMB, creatine kinase
myocardial band; DSA, digital subtraction angiography;
ECG, Electrocardiogram; ECLS, extracorporeal life support;
EF, ejection fraction; hs-cTnT, high-sensitivity cardiac tro-
ponin T; ICP, intracranial pressure; InterTAK Registry, In-
ternational Takotsubo Registry; IV, intravenous(ly); LV, left
ventricle; LVAD, left ventricular assist device; LVOTO, left
ventricular outflow obstruction; NT-proBNP, N-terminal
prohormone of brain natriuretic peptide; PO, per os; STEMI,
ST-elevation myocardial infarction; TnT, troponin T; TTS,
Takotsubo syndrome; VA-ECMO, venoarterial extracorpo-
real membrane oxygenation.

Author contributions
SW—selection of the relevant references, review of the

pharmacological aspects; conducting the research process,
specifically performing the evidence collection from the lit-
erature. TG—drafting of the work, management and coor-
dination responsibility for the research activity planning and
execution final approval, and agreement to the accuracy of

the work, review of the cardiological aspects. PB—selection
and analysis of the references, review of the neuroradiolog-
ical aspects, verification, whether as a part of the activity, of
the overall reproducibility of results and other research out-
puts. AC—managing the revisions of the manuscript, includ-
ing reference integration, preparation, creation and presen-
tation of the published work, specifically visualization, final
approval, and agreeing to the accuracy of the work. OG—
drafting of the work, reviewing the neurosurgical aspects,
development of methodology, final approval, and agreeing
to the accuracy of the work. HB—selection of the relevant
references, conducting the research process, specifically per-
forming the evidence collection from the literature; prepa-
ration, creation and/or presentation of the published work
by those from the original research group, specifically criti-
cal review, commentary or revision – including pre- or post-
publication stages, review of the neurological aspects, draft-
ing of the work, final approval, and agreeing to the accuracy
of the work. HH—primary drafting of the manuscript, selec-
tion, analysis of the references, revisions of the manuscript;
Ideas; formulation or evolution of overarching research goals
and aims, oversight and leadership responsibility for the re-
search activity planning and execution, includingmentorship
to the core team.

Ethics approval and consent to participate
Not applicable.

Acknowledgment
We would like to express our gratitude to all those who

helped us during the writing of this manuscript. Thanks to
all the peer reviewers for their opinions and suggestions.

Funding
This research received no external funding.

Conflict of interest
The authors declare no conflict of interest.

References
[1] Cabot RC, Scully RE, Mark EJ, McNeely BU, Ryan TJ, Fallon

JT. Case 18-1986. New England Journal of Medicine. 1986; 314:
1240–1247.

[2] Sato H, Taiteishi H, Uchida T. Takotsubo-type cardiomyopathy
due to multivessel spasm. In: Kodama K, Haze K, and HonM (ed)
Clinical aspect of myocardial injury: From ischemia to heart fail-
ure (pp. 56–64). Kagakuhyouronsha, Tokyo. 1990.

[3] Pelliccia F, Sinagra G, Elliott P, Parodi G, Basso C, Camici PG.
Takotsubo is not a cardiomyopathy. International Journal of Car-
diology. 2018; 254: 250–253.

[4] Banki N, Kopelnik A, Tung P, Lawton MT, Gress D, Drew B, et
al. Prospective analysis of prevalence, distribution, and rate of re-
covery of left ventricular systolic dysfunction in patients with sub-
arachnoid hemorrhage. Journal of Neurosurgery. 2006; 105: 15–
20.

[5] Pollick C, Cujec B, Parker S, Tator C. Left ventricular wall motion
abnormalities in subarachnoid hemorrhage: an echocardiographic
study. Journal of the American College of Cardiology. 1988; 12:
600–605.

1248 Volume 22, Number 4, 2021



[6] Yamaguchi T, Shimizu Y, Ono N, Unno M, Nishikawa H, Kakuta
Y, et al. A case of subarachnoid hemorrhage with electrocar-
diographic and echocardiographic changes simulating transmu-
ral myocardial infarction. Japanese Journal of Medicine. 1991; 30:
142–145.

[7] Handlin LR, Kindred LH, Beauchamp GD, Vacek JL, Rowe SK.
Reversible left ventricular dysfunction after subarachnoid hemor-
rhage. American Heart Journal. 1993; 126: 235–240.

[8] Yasu T, Owa M, Omura N, Katsuki T, Saito M. Transient ST ele-
vation and left ventricular asynergy associated with normal coro-
nary artery in aneurysmal subarachnoid hemorrhage. Chest. 1993;
103: 1274–1275.

[9] Ghadri JR, Cammann VL, Napp LC, Jurisic S, Diekmann J,
Bataiosu DR, et al. Differences in the clinical profile and outcomes
of typical and atypical takotsubo syndrome: data from the Inter-
national Takotsubo Registry. JAMA Cardiology. 2016; 1: 335.

[10] Ghadri J, Wittstein IS, Prasad A, Sharkey S, Dote K, Akashi YJ, et
al. International expert consensus document on Takotsubo syn-
drome (Part I): clinical characteristics, diagnostic criteria, and
pathophysiology. European Heart Journal. 2018; 39: 2032–2046.

[11] Ghadri J, Wittstein IS, Prasad A, Sharkey S, Dote K, Akashi YJ,
et al. International expert consensus document on Takotsubo syn-
drome (Part II): diagnostic workup, outcome, and management.
European Heart Journal. 2018; 39: 2047–2062.

[12] Kono T, Morita H, Kuroiwa T, Onaka H, Takatsuka H, Fujiwara
A. Left ventricularwallmotion abnormalities in patientswith sub-
arachnoid hemorrhage: neurogenic stunnedmyocardium. Journal
of the American College of Cardiology. 1994; 24: 636–640.

[13] Lee VH, Oh JK, Mulvagh SL, Wijdicks EFM. Mechanisms in
neurogenic stress cardiomyopathy after aneurysmal subarachnoid
hemorrhage. Neurocritical Care. 2006; 5: 243–249.

[14] Abd TT, Hayek S, Cheng J, Samuels OB, Wittstein IS, Lerakis S.
Incidence and clinical characteristics of takotsubo cardiomyopathy
post-aneurysmal subarachnoid hemorrhage. International Journal
of Cardiology. 2014; 176: 1362–1364.

[15] Malik AN, Gross BA, Rosalind Lai PM, Moses ZB, Du R. Neuro-
genic stress cardiomyopathy after aneurysmal subarachnoid hem-
orrhage. World Neurosurgery. 2015; 83: 880–885.

[16] Talahma M, Alkhachroum AM, Alyahya M, Manjila S, Xiong
W. Takotsubo cardiomyopathy in aneurysmal subarachnoid hem-
orrhage: Institutional experience and literature review. Clinical
Neurology and Neurosurgery. 2016; 141: 65–70.

[17] Inamasu J, Ganaha T, Nakae S, Ohmi T, Wakako A, Tanaka R,
et al. Therapeutic outcomes for patients with aneurysmal sub-
arachnoid hemorrhage complicated by Takotsubo cardiomyopa-
thy. Acta Neurochirurgica. 2016; 158: 885–893.

[18] Inamasu J, Nakatsukasa M, Mayanagi K, Miyatake S, Sugimoto
K, Hayashi T, et al. Subarachnoid hemorrhage complicated with
neurogenic pulmonary edema and takotsubo-like cardiomyopa-
thy. Neurologia Medico-Chirurgica. 2012; 52: 49–55.

[19] Baker C, Grandhi R, Griessenauer CJ, Dmytriw AA, Kapadia A,
Yang VXD, et al. Pipeline Embolization in patients with posterior
circulation subarachnoid hemorrhages: is Takotsubo cardiomy-
opathy a limiting factor? World Neurosurgery. 2020; 143: e523–
e528.

[20] WybraniecMT,Mizia-Stec K, Krzych Ł. Neurocardiogenic injury
in subarachnoid hemorrhage: a wide spectrum of catecholamin-
mediated brain-heart interactions. Cardiology Journal. 2014; 21:
220–228.

[21] Lyon AR, Bossone E, Schneider B, Sechtem U, Citro R, Under-
wood SR, et al. Current state of knowledge on Takotsubo syn-
drome: a Position Statement from the Taskforce on Takotsubo
Syndrome of the Heart Failure Association of the European So-
ciety of Cardiology. European Journal of Heart Failure. 2016; 18:
8–27.

[22] Di Filippo C, Bacchi B, DiMario C. Novel aspects of classification,
prognosis and therapy in Takotsubo syndrome. European Cardi-
ology. 2019; 14: 191–196.

[23] Sato K, Masuda T, Izumi T. Subarachnoid hemorrhage and my-

ocardial damage clinical and experimental studies. Japanese Heart
Journal. 1999; 40: 683–701.

[24] Moussouttas M, Mearns E, Walters A, DeCaro M. Plasma
catecholamine profile of subarachnoid hemorrhage in patients
with neurogenic cardiomyopathy. Cerebrovascular Diseases Ex-
tra. 2015; 5: 57–67.

[25] Salem R, Vallée F, Dépret F, Callebert J, Maurice JPS, Marty P,
et al. Subarachnoid hemorrhage induces an early and reversible
cardiac injury associated with catecholamine release: one-week
follow-up study. Critical Care. 2014; 18: 558.

[26] Greenhoot JH, Reichenbach DD. Cardiac injury and subarachnoid
hemorrhage. A clinical, pathological, and physiological correla-
tion. Journal of Neurosurgery. 1969; 30: 521–531.

[27] Zaroff JG, Rordorf GA, Ogilvy CS, Picard MH. Regional patterns
of left ventricular systolic dysfunction after subarachnoid hemor-
rhage: evidence for neurally mediated cardiac injury. Journal of
the American Society of Echocardiography. 2000; 13: 774–779.

[28] Y-Hassan S. Insights into the pathogenesis of takotsubo syndrome,
which with persuasive reasons should be regarded as an acute
cardiac sympathetic disease entity. ISRN Cardiology. 2012; 2012:
593735.

[29] Goico A, Chandrasekaran M, Herrera CJ. Novel developments in
stress cardiomyopathy: from pathophysiology to prognosis. Inter-
national Journal of Cardiology. 2016; 223: 1053–1058.

[30] Naredi S, Lambert G, Edén E, Zäll S, Runnerstam M, Rydenhag
B, et al. Increased sympathetic nervous activity in patients with
nontraumatic subarachnoid hemorrhage. Stroke. 2000; 31: 901–
906.

[31] Ono Y, Kawamura T, Ito J, Kanayama S,Miura T, Kikuchi F. Am-
pulla (takotsubo) cardiomyopathy associated with subarachnoid
hemorrhage worsening in the late phase of vasospasm—case re-
port. Neurologia Medico-Chirurgica. 2004; 44: 72–74.

[32] Taccone FS, Lubicz B, Piagnerelli M, Van Nuffelen M, Vincent J,
DeBackerD.Cardiogenic shockwith stunnedmyocardiumduring
triple-H therapy treated with intra-aortic balloon pump counter-
pulsation. Neurocritical Care. 2009; 10: 76–82.

[33] Elikowski W, Małek-Elikowska M, Piestrzeniewicz R, Fertała N,
Zawodna M, Ganowicz-Kaatz T, et al. Takotsubo syndrome af-
ter nimodipine-induced hypotension treatedwith norepinephrine
in a female with subarachnoid hemorrhage. Polski Merkuriusz
Lekarski: Organ Polskiego Towarzystwa Lekarskiego. 2020; 49:
236–240.

[34] Saito R, Takahashi T, Noshita N, Narisawa A, Negi K, Takei K,
et al. Takotsubo cardiomyopathy induced by dobutamine infu-
sion during hypertensive therapy for symptomatic vasospasm af-
ter subarachnoid hemorrhage - case report-. Neurologia Medico-
Chirurgica. 2010; 50: 393–395.

[35] Heubach JF, Ravens U, Kaumann AJ. Epinephrine activates both
Gs and Gi pathways, but norepinephrine activates only the Gs
pathway through human beta2-adrenoceptors overexpressed in
mouse heart. Molecular Pharmacology. 2004; 65: 1313–1322.

[36] Yanagi S, NagaeK, YoshidaK,Matsumura Y, Nagashima E, Okada
M, et al. Evaluation of coronary flow reserve using Doppler guide
wire in patients with ampulla cardiomyopathy: three case reports.
Journal of Cardiology. 2002; 39: 305–312.

[37] Ako J, Sudhir K, Farouque HMO, Honda Y, Fitzgerald PJ. Tran-
sient left ventricular dysfunction under severe stress: brain-heart
relationship revisited. The American Journal of Medicine. 2006;
119: 10–17.

[38] Miura T,Maruya J,Watanabe J, Sato R, HatakeyamaT,Nishimaki
K. Repeated rupture of bilateral internal carotid artery aneurysms
in a short period in association with polyarteritis nodosa: a case
report. No Shinkei GekaNeurological Surgery. 2016; 44: 661–668.

[39] Mori H, Ishikawa S, Kojima S, Hayashi J, Watanabe Y, Hoffman
JI, et al. Increased responsiveness of left ventricular apical my-
ocardium to adrenergic stimuli. Cardiovascular Research. 1993;
27: 192–198.

[40] Waller CJ, Vandenberg B, Hasan D, Kumar AB. Stress cardiomy-
opathywith an “Inverse” Takotsubo pattern in a patient with acute

Volume 22, Number 4, 2021 1249



aneurysmal subarachnoid hemorrhage. Echocardiography. 2013;
30: E224–E226.

[41] Kumai T, Inamasu J, Watanabe E, Sugimoto K, Hirose Y. Differ-
ences betweenTakotsubo cardiomyopathy and reverse Takotsubo
cardiomyopathy associatedwith subarachnoid hemorrhage. Inter-
national Journal of Cardiology. Heart &Vasculature. 2016; 11: 99–
103.

[42] Ancona F, Bertoldi LF, Ruggieri F, Cerri M, Magnoni M, Beretta
L, et al. Takotsubo cardiomyopathy and neurogenic stunned my-
ocardium: similar albeit different. European Heart Journal. 2016;
37: 2830–2832.

[43] Abed H, Barlow M, Wellings T, Spratt N, Collins N. Cardiogenic
shock complicating subarachnoid haemorrhage diagnosed as Tako
Tsubo cardiomyopathy: a cautionary tale. Heart, Lung & Circula-
tion. 2010; 19: 476–479.

[44] Yokota H, Sugiura S, Ida Y, Itoh H. Neurogenic stress cardiomy-
opathy following aneurysmal subarachnoid hemorrhage in a very
elderly patient–case report. Neurologia Medico-Chirurgica. 2011;
51: 842–846.

[45] Jung J, Min P, Rim S, Ha J, Chung N, Lee K. Are electrocardio-
graphic changes in patients with acute subarachnoid hemorrhage
associated with Takotsubo cardiomyopathy? Cardiology. 2010;
115: 98–106.

[46] Madias C, Fitzgibbons TP, Alsheikh-Ali AA, Bouchard JL, Kal-
smith B, Garlitski AC, et al. Acquired long QT syndrome from
stress cardiomyopathy is associated with ventricular arrhythmias
and torsades de pointes. Heart Rhythm. 2011; 8: 555–561.

[47] Templin C, Ghadri JR, Diekmann J, Napp LC, Bataiosu DR, Ja-
guszewski M, et al. Clinical features and outcomes of Takotsubo
(stress) cardiomyopathy. The New England Journal of Medicine.
2015; 373: 929–938.

[48] Pilgrim TM, Wyss TR. Takotsubo cardiomyopathy or transient
left ventricular apical ballooning syndrome: a systematic review.
International Journal of Cardiology. 2008; 124: 283–292.

[49] Pirlet C, Pierard L, Legrand V, Gach O. Ratio of high-sensitivity
troponin to creatine kinase-MB in takotsubo syndrome. Interna-
tional Journal of Cardiology. 2017; 243: 300–305.

[50] Akashi YJ, Musha H, Nakazawa K, Miyake F. Plasma brain natri-
uretic peptide in takotsubo cardiomyopathy. Monthly Journal of
the Association of Physicians. 2004; 97: 599–607.

[51] FröhlichGM, Schoch B, Schmid F, Keller P, Sudano I, Lüscher TF,
et al. Takotsubo cardiomyopathy has a unique cardiac biomarker
profile: NT-proBNP/myoglobin and NT-proBNP/troponin T ra-
tios for the differential diagnosis of acute coronary syndromes and
stress induced cardiomyopathy. International Journal of Cardiol-
ogy. 2012; 154: 328–332.

[52] Nascimento FO, Yang S, Larrauri-ReyesM, Pineda AM, Cornielle
V, Santana O, et al. Usefulness of the troponin-ejection fraction
product to differentiate stress cardiomyopathy from ST-segment
elevation myocardial infarction. The American Journal of Cardi-
ology. 2014; 113: 429–433.

[53] Pan X, Zhang Z. MFGE8, ALB, APOB, APOE, SAA1, a2M, and
C3 as novel biomarkers for stress cardiomyopathy. Cardiovascular
Therapeutics. 2020; 2020: 1615826.

[54] Citro R, Piscione F, Parodi G, Salerno-Uriarte J, Bossone E. Role
of echocardiography in takotsubo cardiomyopathy. Heart Failure
Clinics. 2013; 9: 157–66, viii.

[55] Okura H. Update of takotsubo syndrome in the era of COVID-19.
Journal of Cardiology. 2021; 77: 361–369.

[56] Deshmukh A, Kumar G, Pant S, Rihal C, Murugiah K, Mehta
JL. Prevalence of Takotsubo cardiomyopathy in the United States.
American Heart Journal. 2012; 164: 66–71.e1.

[57] Desmet W, Bennett J, Ferdinande B, De Cock D, Adriaenssens
T, Coosemans M, et al. The apical nipple sign: a useful tool for
discriminating between anterior infarction and transient left ven-
tricular ballooning syndrome. European Heart Journal Acute Car-
diovascular Care. 2014; 3: 264–267.

[58] Napp LC, Cammann VL, Jaguszewski M, Szawan KA, Wis-

chnewsky M, Gili S, et al. Coexistence and outcome of coronary
artery disease in Takotsubo syndrome. European Heart Journal.
2020; 41: 3255–3268.

[59] Citro R, Okura H, Ghadri JR, Izumi C,Meimoun P, IzumoM, et al.
Multimodality imaging in takotsubo syndrome: a joint consensus
document of the European Association of Cardiovascular Imag-
ing (EACVI) and the Japanese Society of Echocardiography (JSE).
Journal of Echocardiography. 2020; 18: 199–224.

[60] Dias A, Núñez Gil IJ, Santoro F, Madias JE, Pelliccia F, Brunetti
ND, et al. Takotsubo syndrome: State-of-the-art review by an ex-
pert panel – Part 1. Cardiovascular Revascularization Medicine.
2019; 20: 70–79.

[61] Nef HM, Möllmann H, Troidl C, Kostin S, Böttger T, Voss S, et
al. Expression profiling of cardiac genes in Tako-Tsubo cardiomy-
opathy: Insight into a new cardiac entity. Journal ofMolecular and
Cellular Cardiology. 2008; 44: 395–404.

[62] Murakami T, Komiyama T,Matsumoto S, Kajiwara H, Kobayashi
H, Ikari Y. Examination of gender differences in patients with
takotsubo syndrome according to left ventricular biopsy: two case
reports. Journal of Medical Case Reports. 2021; 15: 281.

[63] Iio K, Sakurai S, Kato T, Nishiyama S, Hata T, Mawatari E, et al.
Endomyocardial biopsy in a patient with hemorrhagic pheochro-
mocytoma presenting as inverted Takotsubo cardiomyopathy.
Heart and Vessels. 2013; 28: 255–263.

[64] Madias JE. Takotsubo cardiomyopathy: Current treatment. Jour-
nal of Clinical Medicine. 2021; 10: 3440.

[65] Nasr DM, Tomasini S, Prasad A, Rabinstein AA. Acute brain dis-
eases as triggers for stress cardiomyopathy: clinical characteristics
and outcomes. Neurocritical Care. 2017; 27: 356–361.

[66] Russell L, Stockwell P. A case of intracranial hemorrhage caus-
ing stress-induced cardiomyopathy. Rhode IslandMedical Journal
(2013). 2015; 96: 33–35.

[67] AlMatter M, Güthe T, Wahler H, Fass M. Vertebral artery
aneurysm: endovascular treatment of a ruptured left vertebral
artery aneurysm in a patient who developed takotsubo cardiomy-
opathy. In: Gansland O, Henkes H, and Lylyk P (eds) The
Aneurysm Casebook (pp. 1618). Springer International Publish-
ing: Cham. 2020.

[68] De Santis V, Vitale D, Tritapepe L, Greco C, Pietropaoli P. Use
of levosimendan for cardiogenic shock in a patient with the api-
cal ballooning syndrome. Annals of Internal Medicine. 2008; 149:
365–367.

[69] Ducruet AF, Albuquerque FC, Crowley RW, Williamson R,
Forseth J, McDougall CG. Balloon-pump counterpulsation for
management of severe cardiac dysfunction after aneurysmal sub-
arachnoid hemorrhage. World Neurosurgery. 2013; 80: e347–
e352.

[70] Napierkowski S, Banerjee U, Anderson HV, Charitakis K, Madjid
M, Smalling RW, et al. Trends and impact of the use ofmechanical
circulatory support for cardiogenic shock secondary to Takotsubo
cardiomyopathy. The American Journal of Cardiology. 2021; 139:
28–33.

[71] Iuliano G, Napoletano R, Vecchione C, Citro R. A case report of
takotsubo syndrome complicated by ischaemic stroke: the clini-
cal dilemma of anticoagulation. European Heart Journal Case Re-
ports. 2021; 5: ytab051.

[72] El-Battrawy I, BorggrefeM, Akin I. Takotsubo syndrome and em-
bolic events. Heart Failure Clinics. 2016; 12: 543–550.

[73] Stöllberger C, Finsterer J, Schneider B. Left ventricular thrombi
and embolic events in Takotsubo syndrome despite therapeutic
anticoagulation. Cardiology. 2020; 145: 504–510.

[74] Y-Hassan S, Holmin S, Abdula G, Böhm F. Thrombo-embolic
complications in takotsubo syndrome: Review and demonstration
of an illustrative case. Clinical Cardiology. 2019; 42: 312–319.

[75] Nonaka D, Takase H,Machii M, Ohno K. Intraventricular throm-
bus and severe mitral regurgitation in the acute phase of takot-
subo cardiomyopathy: two case reports. Journal of Medical Case
Reports. 2019; 13: 152.

1250 Volume 22, Number 4, 2021



[76] Walter P, Neil-Dwyer G, Cruickshank JM. Beneficial effects of
adrenergic blockade in patients with subarachnoid haemorrhage.
British Medical Journal. 1982; 284: 1661–1664.

[77] KyumaM, Tsuchihashi K, Shinshi Y, HaseM, Nakata T, OoiwaH,
et al. Effect of intravenous propranolol on left ventricular apical
ballooning without coronary artery stenosis (ampulla cardiomy-
opathy): three cases. Circulation Journal. 2002; 66: 1181–1184.

[78] Yoshioka T, Hashimoto A, Tsuchihashi K, Nagao K, Kyuma M,
Ooiwa H, et al. Clinical implications of midventricular obstruc-
tion and intravenous propranolol use in transient left ventricular
apical ballooning (Tako-tsubo cardiomyopathy). American Heart
Journal. 2008; 155: 526.e1–526.e7.

[79] LiangCW,ChenR,Macri E, Naval N. Preadmission beta-blockers
are associated with decreased incidence of neurogenic stunned
myocardium in aneurysmal subarachnoid hemorrhage. Journal of
Stroke and Cerebrovascular Diseases. 2013; 22: 601–607.

[80] Madias JE. Insulin and short acting iv beta blockers: a “new” pro-
posal for the acute management of takotsubo syndrome. Interna-
tional Journal of Cardiology. 2021; 334: 18–20.

[81] Hakeem A, Marks AD, Bhatti S, Chang SM. When the worst
headache becomes the worst heartache! Stroke. 2007; 38: 3292–
3295.

[82] Brunetti ND, Santoro F, De Gennaro L, Correale M, Gaglione A,
Di Biase M, et al. Combined therapy with beta-blockers and ACE-
inhibitors/angiotensin receptor blockers and recurrence ofTakot-
subo (stress) cardiomyopathy: a meta-regression study. Interna-
tional Journal of Cardiology. 2017; 230: 281–283.

[83] Caretta G, Vizzardi E, Rovetta R, Evaristi L, Quinzani F, Raddino
R, et al. The link between intracranial haemorrhage and cardio-
genic shock: a case of Takotsubo cardiomyopathy. Acta Cardio-
logica. 2012; 67: 363–365.

[84] Naidech AM, Kreiter KT, Janjua N, Ostapkovich ND, Parra A,
Commichau C, et al. Cardiac troponin elevation, cardiovascular
morbidity, and outcome after subarachnoid hemorrhage. Circula-
tion. 2005; 112: 2851–2856.

[85] Doyen D, Dellamonica J, Moceri P, Moschietto S, Hyvernat H,
Ferrari E, et al. Tako-Tsubo cardiomyopathy presenting with car-
diogenic shock successfully treated with milrinone: a case report.
Heart & Lung. 2014; 43: 331–333.

[86] Busani S, Rinaldi L, Severino C, Cobelli M, Pasetto A, Girardis M.
Levosimendan in cardiac failure after subarachnoid hemorrhage.
Journal of Trauma: Injury, Infection & Critical Care. 2010; 68:
E108–E110.

[87] Wanderer S, Andereggen L, Mrosek J, Kashefiolasl S, Schubert
GA, Marbacher S, et al. Levosimendan as a therapeutic strategy to
prevent neuroinflammation after aneurysmal subarachnoid hem-
orrhage? Journal of Neurointerventional Surgery. 2021. (in press)

[88] Onichimowski D, Nosek K, Goraj R, Jalali R, Wińska A, Pawlos
A, et al. Use of levosimendan in the treatment of cerebral vascular
vasospasm: a case study. DrugDesign, Development andTherapy.
2018; 12: 1777–1783.

[89] Santoro F, Ieva R, Ferraretti A, IencoV, CarpagnanoG, Lodispoto
M, et al. Safety and feasibility of levosimendan administration in
takotsubo cardiomyopathy: a case series. Cardiovascular Thera-
peutics. 2013; 31: e133–e137.

[90] Santoro F, Stiermaier T, Tarantino N, De Gennaro L, Moeller C,
Guastafierro F, et al. Left ventricular thrombi in Takotsubo syn-
drome: Incidence, predictors, and management: Results from the
GEIST (German Italian Stress Cardiomyopathy) Registry. Journal
of the American Heart Association. 2017; 6: e006990.

[91] D’Ascenzo F, Gili S, Bertaina M, Iannaccone M, Cammann VL,
Di Vece D, et al. Impact of aspirin on takotsubo syndrome: a
propensity score-based analysis of the InterTAK Registry. Euro-
pean Journal of Heart Failure. 2020; 22: 330–337.

[92] Maekawa H, Hadeishi H. Takotsubo cardiomyopathy following
subarachnoid haemorrhage. Practical Neurology. 2014; 14: 252–
255.

[93] Frontera JA, Provencio JJ, Sehba FA, McIntyre TM, Nowacki AS,
Gordon E, et al. The role of platelet activation and inflammation
in early brain injury following subarachnoid hemorrhage. Neuro-
critical Care. 2017; 26: 48–57.

[94] Vanderschuren A, Hantson P. Hyperinsulinemic euglycemia ther-
apy for stunned myocardium following subarachnoid hemor-
rhage. Journal of Neurosurgery. 2009; 110: 64–66.

[95] Jain R, Deveikis J, Thompson BG. Management of patients with
stunned myocardium associated with subarachnoid hemorrhage.
American Journal of Neuroradiology. 2004; 25: 126–129.

[96] Bhogal P, Makalanda L, Hassan AE, Fiorella D, Andersson T, Ah-
mad M, et al. COVID-19 and delayed cerebral ischemia-more in
common than first meets the eye. Journal of Clinical Medicine.
2021; 10: 2646.

[97] Ahuja KR, Nazir S, Jain V, Isogai T, Saad AM, Verma BR, et al.
Takotsubo syndrome: does “Diabetes Paradox” exist? Heart &
Lung. 2021; 50: 316–322.

[98] Pelliccia F, Parodi G, Greco C, Antoniucci D, Brenner R, Bossone
E, et al. Comorbidities frequency in Takotsubo syndrome: an
international collaborative systematic review including 1109 pa-
tients. The American Journal of Medicine. 2015; 128: 654.e11–
654.e19.

[99] El‐Battrawy I, Santoro F, Stiermaier T, Möller C, Guastafierro F,
Novo G, et al. Incidence and clinical impact of recurrent Takot-
subo syndrome: results from the GEIST registry. Journal of the
American Heart Association. 2019; 8: e010753

[100] Shimada M, Rose JD. Takotsubo cardiomyopathy secondary
to intracranial hemorrhage. International Journal of Emergency
Medicine. 2014; 7: 33.

[101] Mitsuma W, Ito M, Tomita M, Tanaka K, Kazama JJ, Honda T,
et al. Transient left ventricular apical ballooning in a patient with
cardiac arrest after subarachnoid hemorrhage. Journal of Cardiol-
ogy Cases. 2011; 3: e33–e36.

[102] Norberg E, Odenstedt-Herges H, Rydenhag B, Oras J. Impact
of acute cardiac complications after subarachnoid hemorrhage
on long-term mortality and cardiovascular events. Neurocritical
Care. 2018; 29: 404–412.

Volume 22, Number 4, 2021 1251


	1. Introduction
	2. Pathophysiology
	3. Diagnosis
	3.1 Chest radiography
	3.2 Electrocardiography
	3.3 Laboratory findings
	3.4 Echocardiography
	3.5 Cardiac catheterization
	3.6 Myocardial biopsy

	4. Treatment
	4.1 -blockers
	4.2 Angiotensin-converting-enzyme inhibitors
	4.3 Vasopressors
	4.4 Milrinone
	4.5 Levosimendan
	4.6 Anticoagulation, antiplatelet therapy
	4.7 Insulin

	5. TTS and co-existent medical conditions
	6. Prognosis and outcome
	7. Conclusions
	Abbreviations
	Author contributions
	Ethics approval and consent to participate
	Acknowledgment
	Funding
	Conflict of interest
	References

