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Event Reporting System database and Medline for all
SNRIs or SSRIs submitted through April 11, 2016,
cases with SNRIs and 6 with SSRIs reporting TTS
adverse events (Figure 1). TTS developed within the
ﬁrst week of drug initiation or dose escalation in 8 SNRI
cases and 1 SSRI case. Case narratives provided information to rule out acute emotional or physical triggers
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in 10 SNRI cases. Nine SNRI cases reported catecholamine levels, all of which were elevated. None of the
SSRI cases reported catecholamine levels. Fourteen
SNRI cases developed TTS on doses matching or
exceeding the maximum recommended dose, whereas
SSRI cases were only reported at doses below the
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may be difﬁcult to assess. Confounding by indication

compared with selective serotonin reuptake inhibitors

remains a concern regarding antidepressants and TTS.
Three of our SNRI cases stated only nonpsychiatric
reasons for use (ﬁbromyalgia, diabetic neuropathy,
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urinary incontinence). Additionally, short time to

Reporting System and Medline SNRI and SSRI Cases

onset, relative absence of emotional or physical trig-

Associated With Takotsubo Syndrome Adverse Events
Through April 11, 2016

gering events, dose-response relationships, number of
cases identiﬁed relative to patterns of drug use, and
SNRI catecholamine-related mechanism of action are
supportive of SNRI-associated TTS, as contrasted with
our SSRI cases. The SNRI ﬁndings are consistent with
the catecholamine storm common pathway noted by
Tavazzi et al. (1) SNRI-associated TTS may be a rare
event. However, given the seriousness of TTS, practitioners should be aware of the possible association of
SNRIs and TTS. SNRI product labels were recently
updated to include TTS in adverse reactions (see
Section 6.2, Post-Marketing Experience) (4).
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cases meeting case series criteria. SNRI ¼ serotonin norepinephrine reuptake inhibitor; SSRI ¼ selective serotonin reuptake
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care.
The topic discussed by Dr. Woronow and col-
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leagues is extremely interesting and largely underreported. The interaction between neurohormones/
catecholamine (both exogenous and endogenous) on
the cardiovascular system and other organs is a

REFERENCES

matter of daily debate in clinical and scientiﬁc

1. Tavazzi G, Zanierato M, Via G, Iotti GA, Procaccio F. Are neurogenic stress
cardiomyopathy and Takotsubo different syndromes with common pathways?
Etiopathological insights on dysfunctional hearts. J Am Coll Cardiol HF 2017;5:
940–2.

settings, and especially in intensive care (2,3).

2. Prasad A, Lerman A, Rihal CS. Apical ballooning syndrome (Tako-Tsubo or
stress cardiomyopathy): a mimic of acute myocardial infarction. Am Heart J
2008;155:408–17.

One thought, which has already been discussed
elsewhere (4), is that Takotsubo syndrome is likely
a well codiﬁed clinical entity, part of a wider
“family” of cardiomyopathy that can be caused by
an incredibly variety of triggers.

3. Kantor ED, Rehm CD, Haas JS, Chan AT, Giovannucci EL. Trends in prescription drug use among adults in the United States from 1999-2012. JAMA
2015;314:1818–31.
4. U.S. FDA. Label. December 21, 2017. Available at: https://google2.fda.
gov/search?as_sitesearch=https://www.accessdata.fda.gov/drugsatfda_docs/l
abel/2017&q=takotsubo&client=FDAgov&site=FDAgov&lr=&proxystylesheet=
FDAgov&requiredﬁelds=-archive:Yes&output=xml_no_dtd&getﬁelds=*&ie=U
TF-8&ulang=en&&access=p&sort=date:D:L:d1&entqr=1&entqrm=0&wc=200
&wc_mc=1&oe=UTF-8&ud=1. Accessed January 16, 2018.

*Guido Tavazzi, MD, PhD
Gabriele Via, MD
Giorgio Iotti, MD
on behalf of Marinella Zanierato, MD, and
Francesco Procaccio, MD
*Department of Anesthesia and Intensive Care
Fondazione IRCCS Policlinico San Matteo
Piazzale Golgi 19

REPLY: There Should Not Be Much Doubt
That Neurogenic Stress Cardiomyopathy in

Pavia 27110

Cardiac Donors Is a Phenotype of Takotsubo

E-mail: gtavazzi@yahoo.it

Syndrome, and Takotsubo Common Pathways

https://doi.org/10.1016/j.jchf.2018.01.021

and SNRI Medications

Ó 2018 by the American College of Cardiology Foundation. Published by Elsevier.

We appreciate Prof. Madias’s insightful comments on

Please note: The authors have reported that they have no relationships relevant
to the contents of this paper to disclose.

Italy

our paper and strong endorsement of our hypotheses
(1). He suggests additional potential solutions for
better management of donors with dysfunctional
hearts, including sympathetic activity monitoring,
donor heart “nursing” with cardiac mechanical support, and ultimately, donor centralization in dedi-
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management teams do not currently include professionals speciﬁcally trained in the complex and
evolving ﬁeld at the boundary between cardiology
and critical care, we believe that the development of a
new set of medical skills and competences in “donor
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