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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Symptoms in patients with takotsubo syndrome: a qualitative 
interview study 

AUTHORS Wallström, Sara; Ulin, Kerstin; Omerovic, Elmir; Ekman, Inger 

 

VERSION 1 - REVIEW 

REVIEWER Federico Guerra 
Cardiology and Arrhythmology Clinic, Marche Polytechnic University, 
Ancona, Italy 

REVIEW RETURNED 26-Mar-2016 

 

GENERAL COMMENTS The paper by Wallstrom and colleagues deals with a fascinating 
issue in takotsubo syndrome (TS) and, for once, turns the spotlight 
on the patient. The paper is frankly interesting and moves from a 
great idea. Unfortunately, it falls short on many issues, which make it 
difficult to  
- Page 2, line 27-29: abstract's conclusions are off-mark, completely 
predictable and do not focus on the paper's main results. They 
should be completely rewritten underlying the take-home message 
of the present manuscript.  
- Page 3, line 8-9: I would advise against saying that "symptoms 
have an increasingly minor  
diagnostic role". Contrarily to physical examination, which is losing 
ground to the plethora of available, low-cost diagnostic tools, 
medical history and patient interrogation are still the main pillar of 
contemporary medicine, and are still present as a IA 
reccommendation in every single cardiology guideline.  
- Page 4, line 24-26: 72% of all interviews were conducted after the 
patient was discharged, and in two cases by phone. Would this 
delay in recording the patient's narrative bias the results? And how 
many days have passed from symptoms' onset to interview on 
average?  
- Page 4: line 42: The sentence here has been split and rearranged 
by a typo, and should be corrected.  
- Page 4: the authors should state who performed the interviews 
(cardiologist, general physician, psychologist, other).  
- Page 5, line 55: in the ignored warnings paragraph authors state 
that 17 patients had prodromal symptoms. Unfortunately, there is no 
proof that what the patient links to TS as a prodromal symptom is 
even remotely connected to TS from a pathophysiological point of 
view. What the authors implicitly consider a cause-effect relationship 
could indeed be just a temporal coincidence. Moreover, as TS 
commonly follows an emotional or physical trigger, it is very difficult 
to hypothesize prodromal symptoms occurring before the trigger. 
What if the TS didn't happen? Would the patient consider the same 
symptom so important? Or would it just slip her mind within a couple 
of days? Moreover, it should be of interest to know since how many 
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days the patients were experiencing prodromal symptoms, and state 
that these prodromal symptoms are considered so by the patients. 
Moreover, even if we can prove a pathophysiological link between 
the reported symptoms and TS, many of those are so non-specific 
that it is very difficult to speculate about any diagnostic value at all.  
- Page 8, line 24-25: dip in blood pressure/heart rate is not a 
symptom. Rather, it can be considered a sign, but must be defined 
clearly.  
- Page 9: Did the author find any signs of anxiety/depression 
disorder in the enrolled patients? Anxiety and mild depression are a 
common feature in TS patients, and both of them could bias the 
perceived illness and, thus, patient's narrative (J Cardiopulm Rehabil 
Prev. 2016 Mar-Apr;36(2):106-11). All the symptoms labeled as 
"prodromal" by the authors are very common in anxiety disorder. 
Thus another, more simple, explanation for the presented results is 
that TS patients are indeed mildly anxious, and what the authors 
defined as "prodromal" is instead the clinical presentation of 
anxiety/depressive disorder. The same can be said about residual 
symptoms. As TS is characterized by a complete functional and 
structural recovery, it is very difficult to hypothesize residual 
symptoms when the illness is long gone unless, of course, those 
symptoms do not stem from TS but from an underlying disease 
which is still present at the time of interview, such as AD.  
- Page 12: the references reported are quite old, and denote a 
somewhat lacking effort in gathering available evidence. I would 
suggest substituting some of them for bigger and more recent 
observational studies on the subject (i.e. N Engl J Med 2015; 
373:929-938 and Am J Med. 2015 Jun;128(6):654.e11-9).  

 

REVIEWER Kuljit Singh 
Ottawa Heart Institute  
Ottawa Canada 

REVIEW RETURNED 06-Apr-2016 

 

GENERAL COMMENTS A fascinating paper by Wallstorm et al.  
 
This article describes the symptoms of patients before, during and 
after the diagnosis of Takotsubo syndrome. I agree with the authors 
that symptomatic assessment of patients diagnosed with TS is an 
underinvestigated area. It is interesting that many patients continued 
to have symptoms for some time before they sought help. However, 
I am not particularly sure if this is specific for TS alone or any other 
cardiac illness, specifically, coronary disease.  
My only suggestion would be to reduce the length of the results 
section and try to consolidate the information.  

 

REVIEWER Dawn C Scantlebury 
Consultant, Department of Cardiovascular Services, Queen 
Elizabeth Hospital;  
Senior Associate Lecturer in Cardiology, University of the West 
Indies  
Barbados 

REVIEW RETURNED 24-Apr-2016 

 

GENERAL COMMENTS Wallström et al have performed an important study in that they 
define a range of symptoms reported by patients with Takotsubo 
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syndrome in the patients’ ‘own words’. Additionally the report of 
occurrence of symptoms prior to the acute episode is new. The 
writers are careful to explain a little of the process of qualitative 
research such that the reader more accustomed to the quantitative 
method might be able to understand the processes used. The 
manuscript is well written, and indeed makes for fascinating reading. 
There are, however, some issues that should be addressed.  
Method section:  
Participants:  
How was the diagnosis of TS made? Which criteria were used? Who 
did the sampling? Was stratified strategic sampling used? The 
methodology described is too vague for the study to be transferred.  
 
Data collection:  
There is a markedly wide range of interview time reported. Is there a 
way to explain this? Is this explained by telephone interviews vs in-
person interviews? Were the shorter interviews in patients who were 
sicker? Was the short interview by the second interviewer? Was 
there a possibility that the interviewee experienced some degree of 
intimidation? Who is the interviewer- is she a physician? Is there a 
possibility of a power differential between interviewer and 
interviewee, and if so, how was this addressed?  
Results:  
The report of symptoms by a particular number of individuals 
suggests some degree of content analysis in addition to the 
narrative analysis performed- is this so? If there was this type of 
analysis, it may be helpful to understand the characteristics of the 
individuals with the specific symptoms. Were they in the typical 
demographic for TS, or were there different symptoms for different 
groups?  
How long before that acute onset did the symptoms occur?  
It is striking that there is no dissenting voice among the symptoms 
reported and the quotes used. Was there truly such perfect 
agreement among the interviewees?  
Limitations:  
The difference in time of enrollment is a significant factor and should 
be discussed further. Although this time difference is mentioned in 
the limitation section, along with recall bias, symptom experience 
changes with time and it may be useful to understand the 
differences in symptoms between patients who were interviewed in 
the acute setting and those enrolled in the follow-up setting.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Federico Guerra  

Institution and Country Cardiology and Arrhythmology Clinic, Marche Polytechnic University, Ancona, 

Italy  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

The paper by Wallstrom and colleagues deals with a fascinating issue in takotsubo syndrome (TS) 

and, for once, turns the spotlight on the patient. The paper is frankly interesting and moves from a 

great idea. Unfortunately, it falls short on many issues, which make it difficult to  

- Page 2, line 27-29: abstract's conclusions are off-mark, completely predictable and do not focus on 

the paper's main results. They should be completely rewritten underlying the take-home message of 

the present manuscript.  
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Response: We agree and have rewritten the conclusion in accordance with your suggestions.  

- Page 3, line 8-9: I would advise against saying that "symptoms have an increasingly minor 

diagnostic role". Contrarily to physical examination, which is losing ground to the plethora of available, 

low-cost diagnostic tools, medical history and patient interrogation are still the main pillar of 

contemporary medicine, and are still present as a IA reccommendation in every single cardiology 

guideline.  

Response: We agree and have changed the sentence so that the intended meaning is not 

misinterpreted.  

- Page 4, line 24-26: 72% of all interviews were conducted after the patient was discharged, and in 

two cases by phone. Would this delay in recording the patient's narrative bias the results?. And how 

many days have passed from symptoms' onset to interview on average?  

Response: We thank you for bringing this to our attention. The concerns have been clarified in the 

method and methodological considerations sections.  

- Page 4: line 42: The sentence here has been split and rearranged by a typo, and should be 

corrected.  

Response: We thank you for bringing this oversight to our attention.  

- Page 4: the authors should state who performed the interviews (cardiologist, general physician, 

psychologist, other).  

Response: We thank the reviewer for pointing this out. It has been added to the methodological 

considerations  

- Page 5, line 55: in the ignored warnings paragraph authors state that 17 patients had prodromal 

symptoms. Unfortunately, there is no proof that what the patient links to TS as a prodromal symptom 

is even remotely connected to TS from a pathophysiological point of view. What the authors implicitly 

consider a cause-effect relationship could indeed be just a temporal coincidence. Moreover, as TS 

commonly follows an emotional or physical trigger, it is very difficult to hypothesize prodromal 

symptoms occurring before the trigger. What if the TS didn't happen? Would the patient consider the 

same symptom so important? Or would it just slip her mind within a couple of days? Moreover, it 

should be of interest to know since how many days the patients were experiencing prodromal 

symptoms, and state that these prodromal symptoms are considered so by the patients. Moreover, 

even if we can prove a pathophysiological link between the reported symptoms and TS, many of 

those are so non-specific that it is very difficult to speculate about any diagnostic value at all.  

Response: We thank the reviewer for pointing out this possible misinterpretation. It has been clarified 

in the result and discussion section that the symptoms are those that the patients themselves 

reported in relation to the takotsubo syndrome diagnosis and that this material does not make it 

possible to make pathophysiological connections. Moreover, we have also changed the wording from 

prodromal symptoms to symptoms before onset to make it clearer that there is no proven 

pathophysiological link.  

- Page 8, line 24-25: dip in blood pressure/heart rate is not a symptom. Rather, it can be considered a 

sign, but must be defined clearly.  

Response: We agree and the fact that it refers to a perceived dip in blood pressure/ heart rate by the 

interviewee and not a measured sign has been clarified in the result section.  

- Page 9: Did the author find any signs of anxiety/depression disorder in the enrolled patients? Anxiety 

and mild depression are a common feature in TS patients, and both of them could bias the perceived 

illness and, thus, patient's narrative (J Cardiopulm Rehabil Prev. 2016 Mar-Apr;36(2):106-11). All the 

symptoms labeled as "prodromal" by the authors are very common in anxiety disorder. Thus another, 

more simple, explanation for the presented results is that TS patients are indeed mildly anxious, and 

what the authors defined as "prodromal" is instead the clinical presentation of anxiety/depressive 

disorder. The same can be said about residual symptoms. As TS is characterized by a complete 

functional and structural recovery, it is very difficult to hypothesize residual symptoms when the illness 

is long gone unless, of course, those symptoms do not stem from TS but from an underlying disease 

which is still present at the time of interview, such as AD.  

Response: Thank you for bringing this to our attention. We agree that it is not possible to make 
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pathophysiological connections from this material and that the result refers to those symptoms that 

the interviewees themselves connected to takotsubo syndrome is clarified in the result and discussion 

sections. The suggested reference has also been added as a possible alternative explanation in the 

discussion section.  

- Page 12: the references reported are quite old, and denote a somewhat lacking effort in gathering 

available evidence. I would suggest substituting some of them for bigger and more recent 

observational studies on the subject (i.e. N Engl J Med 2015; 373:929-938 and Am J Med. 2015 

Jun;128(6):654.e11-9).  

Response: We agree and the reference list has been updated and the suggested references have 

been included.  

 

Reviewer: 2  

Reviewer Name Kuljit Singh  

Institution and Country Ottawa Heart Institute Ottawa Canada  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

A fascinating paper by Wallstorm et al.  

 

This article describes the symptoms of patients before, during and after the diagnosis of Takotsubo 

syndrome. I agree with the authors that symptomatic assessment of patients diagnosed with TS is an 

underinvestigated area. It is interesting that many patients continued to have symptoms for some time 

before they sought help. However, I am not particularly sure if this is specific for TS alone or any other 

cardiac illness, specifically, coronary disease.  

My only suggestion would be to reduce the length of the results section and try to consolidate the 

information.  

Response: We agree with the reviewer that the result is long and have shortened it.  

Reviewer: 3  

Reviewer Name Dawn C Scantlebury  

Institution and Country Consultant, Department of Cardiovascular Services, Queen Elizabeth 

Hospital;  

Senior Associate Lecturer in Cardiology, University of the West Indies Barbados  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

Wallström et al have performed an important study in that they define a range of symptoms reported 

by patients with Takotsubo syndrome in the patients’ ‘own words’. Additionally the report of 

occurrence of symptoms prior to the acute episode is new. The writers are careful to explain a little of 

the process of qualitative research such that the reader more accustomed to the quantitative method 

might be able to understand the processes used. The manuscript is well written, and indeed makes 

for fascinating reading. There are, however, some issues that should be addressed.  

Method section:  

Participants:  

How was the diagnosis of TS made? Which criteria were used? Who did the sampling? Was stratified 

strategic sampling used? The methodology described is too vague for the study to be transferred.  

Response: We thank the reviewer for pointing this out. The concerns have been clarified in the 

method section and the description of the process of analysis has been expanded.  

Data collection:  

There is a markedly wide range of interview time reported. Is there a way to explain this? Is this 

explained by telephone interviews vs in-person interviews? Were the shorter interviews in patients 

who were sicker? Was the short interview by the second interviewer? Was there a possibility that the 

interviewee experienced some degree of intimidation? Who is the interviewer- is she a physician? Is 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011820 on 5 O

ctober 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


there a possibility of a power differential between interviewer and interviewee, and if so, how was this 

addressed?  

Response: We are grateful for the comment and have amended the method section and 

methodological considerations of the discussion with this regarding these concerns.  

Results:  

The report of symptoms by a particular number of individuals suggests some degree of content 

analysis in addition to the narrative analysis performed- is this so? If there was this type of analysis, it 

may be helpful to understand the characteristics of the individuals with the specific symptoms. Were 

they in the typical demographic for TS, or were there different symptoms for different groups?  

Response: We thank the reviewer for bringing this to our attention. No difference in symptom 

experience in relation to the demographic of the interviewees could be found. Clarification of this has 

been added to the methodological consideration. The phenomenological hermeneutics approach 

used in this study includes also structural analyses that have components of quantitative elements 

see for example; Ekman I, Skott C. Developing clinical knowledge through a narrative-based method 

of interpretation. European Journal of Cardiovascular Nursing 2005;4:251-6.  

How long before that acute onset did the symptoms occur?  

Response: We agree with the reviewer that this information should be included and it has now been 

added to the result section.  

It is striking that there is no dissenting voice among the symptoms reported and the quotes used. Was 

there truly such perfect agreement among the interviewees?  

Response: We agree with the reviewer that it would be remarkable if all interviewees had exactly the 

same experience. We have now amended the result section that not all interviewees experienced the 

same symptoms, the number of interviewees who reported each symptom does differ a lot between 

them. The experience of how the symptoms affected their health was, however, very similar.  

Limitations:  

The difference in time of enrollment is a significant factor and should be discussed further. Although 

this time difference is mentioned in the limitation section, along with recall bias, symptom experience 

changes with time and it may be useful to understand the differences in symptoms between patients 

who were interviewed in the acute setting and those enrolled in the follow-up setting.  

Response: We thank the reviewer for bringing this to our attention. From this material no difference in 

recall or symptom experience could be found when considering the timing of the interviewees. 

Clarification of this has been added to the methodological considerations. 

 

VERSION 2 – REVIEW 

REVIEWER Federico Guerra 
Cardiology and Arrhythmology Clinic, Marche Polytechnic University, 
Ancona, Italy 

REVIEW RETURNED 26-Jun-2016 

 

GENERAL COMMENTS The authors successfully addressed all my previous concerns. The 
present version of the manuscript is much improved, conclusions do 
match the results and unclear and misunderstandable parts have 
been edited accordingly to my suggestions. 

 

REVIEWER Dawn C Scantlebury 
Queen Elizabeth Hospital and University of the West Indies, Cave 
Hill Campus; Barbados. 

REVIEW RETURNED 27-Jun-2016 

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011820 on 5 O

ctober 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


GENERAL COMMENTS I enjoyed reading this paper. As someone who has interacted with 
TTS patients following their acute episode, I found myself nodding in 
agreement at some of the reported symptoms, as I realized that 
some of these symptoms had been reported either to me, or had 
been relayed to me.  
My previous concerns have been addressed.  
My only request is that the first sentence in the Data Collection 
section on page 4 be clarified. I am unable to understand what the 
author is trying to say in the latter half of the sentence. The sentence 
itself is also too long.  

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Federico Guerra  

Institution and Country Cardiology and Arrhythmology Clinic, Marche Polytechnic University, Ancona, 

Italy  

Please state any competing interests or state ‘None declared’: none  

Please leave your comments for the authors below  

The authors successfully addressed all my previous concerns. The present version of the manuscript 

is much improved, conclusions do match the results and unclear and misunderstandable parts have 

been edited accordingly to my suggestions.  

The authors would like to convey their gratitude for contribution to the improvement of the manuscript 

and making it what it is today.  

 

Reviewer: 3  

Reviewer Name Dawn C Scantlebury  

Institution and Country Queen Elizabeth Hospital and University of the West Indies, Cave Hill 

Campus; Barbados.  

Please state any competing interests or state ‘None declared’: None declared  

Please leave your comments for the authors below  

I enjoyed reading this paper. As someone who has interacted with TTS patients following their acute 

episode, I found myself nodding in agreement at some of the reported symptoms, as I realized that 

some of these symptoms had been reported either to me, or had been relayed to me.  

My previous concerns have been addressed.  

The authors would like to thank the reviewer for all the constructive criticism. Without it the manuscript 

would not be what it is today.  

My only request is that the first sentence in the Data Collection section on page 4 be clarified. I am 

unable to understand what the author is trying to say in the latter half of the sentence. The sentence 

itself is also too long.  

We agree. The sentence has been split into three to clarify the intended meaning. 
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