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VERSION 1 - REVIEW 

REVIEWER Vezzani Antonella 
Cardiac Surgery Intensive Care Unit  
University Hospital of Parma - Italy 

REVIEW RETURNED 11-May-2016 

 

GENERAL COMMENTS This study protocol is aimed to investigate the diagnostic accuracy 
and the correct prescribed therapy of Chest ultrasound in patients 
admitted to emergency department with acute sign of respiratory 
failure, compared to standard diagnostic testing alone. These 
authors have already published a study conducted in a single center 
that showed a significant increase in diagnostic accuracy using a 
focus ultrasound at 4 hours after the patient's arrival in the 
emergency department. They propose to conduct a multicenter 
randomised controlled trial.  
In this occasion although the background is quite logical reasoning 
for the study is somehow weak.  
Methods and analysis are well detailed.  
Tables and Figures appear reasonable as well as the references.  
Fairly well written in English.  
 
Major comments  
1) how many centers should take part in the study and how many 
patients will be enrolled in each center?  
 
2) Will be all ultrasound examinations performed by the same 
investigator in each center ? Otherwise, to avoid inter-observer bias, 
it would be appropriate to measure inter-observer reproducibility 
within the team.  
 
3) I have same concern regarding patients enrollment:  
At present Chest Ultrasound has become the method of reference to 
diagnose some respiratory and cardiac disease. It is known the 
superiority of ultrasound in the diagnosis of pleural and pericardial 
effusion, occult PTX and Pulmonary edema compared to clinical 
examination and chest x-ray. Patients in the control group would be 
penalized compared to the intervention group. Although it was 
planned to make unblinded the ultrasound results in the suspicion of 
dangerous conditions for life, the control group would be deprived of 
a diagnostic possibilities currently recognized as the point of care.  
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4) Ethical considerations. The definition in table 2 does not express 
the degree of impairment highlighted by ultrasound that identifies the 
conditions at risk for life that need to be unblinded. For example: 
what degree of pulmonary edema identified with ultrasound should 
be revealed because it places the suspicion of a risk condition for 
life? B line more than 4 in each field or coalescent B lines? Occult 
pneumothorax will be considered life threating condition? how large 
needs to be a pleural effusion to become life threatening? How large 
need to be a pericardial effusion to become life threatenig? What 
degree of heart failure will be considered a risk condition for life?  
 
Minor comments  
The abbreviation of LE is not explained 

 

REVIEWER Christian Alcaraz Frederiksen 
Aarhus University Hospital  
Denmark 

REVIEW RETURNED 21-May-2016 

 

GENERAL COMMENTS Riishede and colleagues have described a study protocol about 
Focused ultrasound examination of the Chest on Patients Admitted 
with acute signs of Respiratory problems. The manuscript is well 
written and the subject is very interesting. I find it very important to 
publish RCT protocols. However, I have the following minor 
comments:  
 
1) P2L12: Please define EPs.  
 
2) Table 2: Probably obvious to most physicians, but aortic 
dissection should be included.  
 
3) P14L8: It is stated that “The investigators represent the general 
level of expertise in f-US nationwide”. However, it is previously 
stated that investigators are recruited via MR´s network of 
ultrasound enthusiasts. So this might represent an issue about 
external validity. Could the authors please comment in the limitations 
section.  
 
4) P14L40: It is stated that enrollment is expected to be 
accomplished in December 2016. However, it is previously stated in 
the manuscript as July 2016. Please correct the discrepancy.  
 
5) P28L51: Please rephrase. A left ventricle with systolic failure is 
not necessarily dilated.  
 
6) P35: The teaching material deal with the parasternal view for 
focused echocardiography. However, the parasternal view is not 
mentioned on page 8. Please elaborate this issue, as I suspect 
some readers will wonder why the parasternal view is not included in 
the examination of the heart.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Vezzani Antonella  

Institution and Country: Cardiac Surgery Intensive Care Unit, University Hospital of Parma - Italy  
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Competing Interests: None declared  

AR: Dear reviewer 1, Vezzani Antonella. Thank you for the interest in reviewing our manuscript. We 

appreciate the time and efforts you have put into it.  

-  

Abbreviations:  

Reviewers comment (RC)  

Authors´ response (AR)  

Changes to manuscript (Changes)  

_  

RC: This study protocol is aimed to investigate the diagnostic accuracy and the correct prescribed 

therapy of Chest ultrasound in patients admitted to emergency department with acute sign of 

respiratory failure, compared to standard diagnostic testing alone. These authors have already 

published a study conducted in a single center that showed a significant increase in diagnostic 

accuracy using a focus ultrasound at 4 hours after the patient's arrival in the emergency department. 

They propose to conduct a multicenter randomised controlled trial.  

In this occasion although the background is quite logical reasoning for the study is somehow weak.  

Methods and analysis are well detailed.  

Tables and Figures appear reasonable as well as the references.  

Fairly well written in English.  

_  

Major comments  

-  

RC: 1) how many centers should take part in the study and how many patients will be enrolled in each 

center?  

 

AR: This is a very relevant question. We have 9 emergency departments (centers) in the study of 

which 3 are tertiary referred hospitals (p 8 line 12).  

 

Changes: We have added the following under 1.5 Study sites (p. 8, line 17):  

There is no upper limit to the number of inclusions per ED. There are 1-5 investigators per ED and 

each investigator is expected to include 20-25 patients.  

-  

-  

RC: 2) Will be all ultrasound examinations performed by the same investigator in each center? 

Otherwise, to avoid inter-observer bias, it would be appropriate to measure inter-observer 

reproducibility within the team.  

 

AR: Thank you for this highly relevant comment.  

Not all ultrasound examinations will be performed by the same investigator in each center since some 

centers (emergency departments) have several investigators. Thus there will be risk of inter-observer 

bias on the ultrasound findings as there also is in daily clinical practice.  

But in order to reduce inter observer bias all investigators have received the same instructions in 

achieving and interpreting the ultrasound images. (Please see the manuscript: 1.6. Investigators and 

educational program (p. 9 line 6-18)).  

Moreover, as standard for a correct interpretation of the focused ultrasound examinations a specialist 

in ultrasound of the lungs and a specialist in ultrasound of the heart will interpret all the investigators´ 

images and come up with a final decision blinded to the investigators interpretation. Please see the 

manuscript: 1.3. Standards and diagnosis (p. 7 line 20 to p8 line 9)).  

Although it would be interesting to measure inter-observer reproducibility within the team this study is 

not powered to do so.  

-  

-  
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RC: 3) I have same concern regarding patients enrollment:  

At present Chest Ultrasound has become the method of reference to diagnose some respiratory and 

cardiac disease. It is known the superiority of ultrasound in the diagnosis of pleural and pericardial 

effusion, occult PTX and Pulmonary edema compared to clinical examination and chest x-ray. 

Patients in the control group would be penalized compared to the intervention group. Although it was 

planned to make unblinded the ultrasound results in the suspicion of dangerous conditions for life, the 

control group would be deprived of a diagnostic possibilities currently recognized as the point of care.  

 

AR: This is a very important and highly relevant consideration. And it is also one of the main reasons 

why we find this trial so important.  

We agree that in an emergency department where ultrasound examination is a routine clinical 

procedure, patients in the control group might be deprived of a diagnostic procedure. In Scandinavian 

countries a specialty in emergency medicine has just begun gaining ground and Denmark is among 

those who have no specialty of emergency medicine yet. Our physicians in the emergency 

departments are physicians from other specialties with no obligation to master clinical ultrasound.  

Moreover, the latest report on ultrasound in Danish emergency Departments (ED) shows that, despite 

the fact that almost all Danish emergency departments have ultrasound equipment available, 

ultrasound is mainly performed by summoned specialists and not by those physicians who work in the 

emergency departments on a daily basis [1].  

 

In 2014 an article on the education, research and clinical use of ultrasound in emergency departments 

was published by the ultrasound committee of the Danish Society for Emergency Medicine [2]. 

Despite the good intentions these guidelines haven´t gained ground.  

 

Changes: We have changed and added as follows (p 14 line 20-24):  

 

3. Ethics and dissemination (Changed from: Ethical considerations)  

 

To avoid deprivation of a diagnostic tool in the control group we have taken the following precaution 

for all included patients because f-US is gaining ground in few of the participating EDs and because 

the f-US findings are blinded in the control group: in case any f-US rises suspicion of a life threatening 

condition the f-US findings will immediately be unblinded to the treating EP ED physician (Table 2).  

-  

-  

RC: 4) Ethical considerations. The definition in table 2 does not express the degree of impairment 

highlighted by ultrasound that identifies the conditions at risk for life that need to be unblinded. For 

example: what degree of pulmonary edema identified with ultrasound should be revealed because it 

places the suspicion of a risk condition for life? B line more than 4 in each field or coalescent B lines? 

Occult pneumothorax will be considered life threating condition? how large needs to be a pleural 

effusion to become life threatening? How large need to be a pericardial effusion to become life 

threatenig? What degree of heart failure will be considered a risk condition for life?  

 

AR: Thank you for this important observation. To meet your ethical considerations we have modified 

table 2:  

 

Changes: We have added as follows (P 15 line 5-16).  

 

Table 2.  

For the purposes of this clinical trial the definition of an adverse event/life threatening condition will 

consist of any of the following:  

• Pulmonary oedema *  

• Pneumothorax  
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• Large pleural effusion **  

• Pericardiac effusionexudate ***  

• Heart failure ****  

• Suspected pulmonary embolism  

• Aortic aneurysm  

 

* Identified as ≥ 3 B-lines in two or more scanning zones anterior or lateral on each lung.  

** Affecting breathing  

*** > 0.5cm measured in diastole.  

****Not previously known and with ejection fraction < 45%.  

-  

-  

Minor comments  

-  

RC: The abbreviation of LE is not explained  

 

AR: Thank you so much for this observation. It should be PE, the shortening of pulmonary embolism.  

 

Changes: We have corrected as follows (p4 line 8-16):  

 

Appendix II  

Pulmonary embolism  

The diagnostic criteria for pulmonary embolism (PE) are lung consolidation with all of the following 

sonomorphologic characteristics:  

- Echopoor - Well demarcated - Pleural based - Triangular or rounded shape - No visible air 

bronchogram.  

 

The sonographic findings of PE are registered according to the following 3 diagnostic categories [3]:  

- PE confirmed: Two or more characteristic triangular or rounded pleura-based lesions  

- PE probable: One typical lesion with a corresponding low-grade pleural effusion  

- PE possible: Nonspecific subpleural lesions < 5 mm in size or a single pleural effusion alone  

-  

-  

-  

Reviewer: 2  

Reviewer Name: Christian Alcaraz Frederiksen  

Institution and Country: Aarhus University Hospital, Denmark  

Competing Interests: None declared  

-  

AR: Dear reviewer 2, Christian Alcaraz Frederiksen.  

Also thanks to you for the interest in reviewing our manuscript. We appreciate the time and efforts you 

have put into it.  

-  

Abbreviations:  

Reviewers comment (RC)  

Authors´ response (AR)  

Changes to manuscript (Changes)  

-  

Riishede and colleagues have described a study protocol about Focused ultrasound examination of 

the Chest on Patients Admitted with acute signs of Respiratory problems. The manuscript is well 

written and the subject is very interesting. I find it very important to publish RCT protocols. However, I 

have the following minor comments:  
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_  

RC: 1) P2L12: Please define EPs.  

 

AR: Thank you for notifying us. We have corrected the lack of definition.  

 

Changes: On p2 line 6: In this protocol of a randomised multicenter trial we study the effect of f-US of 

the  

heart and lungs in patients with respiratory problems performed by emergency physicians (EPs) as 

soon as  

the patient arrives to the emergency Department (ED).  

-  

-  

RC: 2) Table 2: Probably obvious to most physicians, but aortic dissection should be included.  

 

AR: Thank you for this comment. We have added as recommended.  

 

Changes: We have added aortic dissection to table 2 (p15 line 11):  

• Aortic aneurysm/dissection  

-  

-  

RC: 3) P14L8: It is stated that “The investigators represent the general level of expertise in f-US 

nationwide”. However, it is previously stated that investigators are recruited via MR´s network of 

ultrasound enthusiasts. So this might represent an issue about external validity. Could the authors 

please comment in the limitations section.  

 

AR: MR is a member of the committee of Ultrasound in the Danish Society of Emergency Medicine. 

Her network represents physicians with special interest in using ultrasound as a diagnostic tool.  

Through her network we have recruited emergency physicians with a special interest in ultrasound. 

They all work in emergency departments that are staffed with a mixture of emergency physicians of 

which some use ultrasound in their daily clinical work but most of them don´t [1].  

We have added a comment as recommended in the limitations section.  

 

Changes: We have added the following (p 16 line 7-9):  

The study has limitations: The investigators are recruited via MR´s network of ultrasound enthusiasts. 

These doctors work in Danish EDs and they use ultrasound as part of their daily diagnostic 

procedures but they cannot represent all the doctors in the EDs.  

-  

-  

RC: 4) P14L40: It is stated that enrollment is expected to be accomplished in December 2016. 

However, it is previously stated in the manuscript as July 2016. Please correct the discrepancy.  

 

AR: Thank you for this observation. We have corrected the date.  

 

Changes: Correction on p4, line 20:  

Patient enrollment started in October 2015 and is estimated to be finished in `December´ (July is 

deleted) 2016.  

-  

-  

RC: 5) P28L51: Please rephrase. A left ventricle with systolic failure is not necessarily dilated.  

 

AR: Thank you very much for seeing this. We have corrected the error.  
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Changes: On p1 line 6 in Appendix II we have deleted the word ` dilated´ and inserted `left ventricle 

ejection fraction´. It looks as follows:  

Left ventricle ejection fraction: Left ventricle ejection fraction is estimated by “eye-balling” and sub 

classified into:  

-  

-  

RC: 6) P35: The teaching material deal with the parasternal view for focused echocardiography. 

However, the parasternal view is not mentioned on page 8. Please elaborate this issue, as I suspect 

some readers will wonder why the parasternal view is not included in the examination of the heart.  

 

AR: Thank you for this comment and very good consideration.  

We have added an explanation for the reasons not to include all views as well as for the reasons to 

use the web application despite the fact that we do not mimic the focused ultrasound protocol of this 

web application.  

 

Changes: We have added and adjusted the following (p9 line 22-24):  

Change of section number from 1.7 to 1.8 and added the following:  

1.8 The Ultrasound protocol  

To reduce the time spent on f-US, but still keep the focus on the specific signs of pathology of the 

heart and lungs, which we look for in the acute situation, we have modified the ultrasound protocols 

as follows:  

 

And we have added as follows to the E-learn material  

 

Appendix III. (p1 line 17)  

`The ultrasound protocol for this project do not completely mimic the focused ultrasound protocol of 

the web based application, but the investigators get an explanation on´ the basics on focused 

ultrasound as well as the diagnostic criteria of normal and pathological findings in written as well as by 

instructional videos[4].  

-  

-  

-  

References  
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emergency medicine 2015;23: 51.  
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VERSION 2 – REVIEW 

REVIEWER Vezzani Antonella 
Cardiac Surgery Intensive Care Unit  
University Hospital of Parma - Italy 

REVIEW RETURNED 07-Jul-2016 

 

GENERAL COMMENTS This paper is a resubmission, for which I provided one of the original 
reviews  
The authors made significant changes, with major improvements in 
the paper.  
No additional comment. Authors answered to the reviewer question  
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I look forward to seeing this paper in print! 

 

REVIEWER Christian Alcaraz Frederiksen 
Aarhus University Hospital  
Denmark 

REVIEW RETURNED 11-Jul-2016 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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