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VERSION 1 - REVIEW 

REVIEWER D A Hughes  
Department of Haematology, University College London  
I have recieved travel and research grants and honaraia for 
speaking and advisory boards from Shire HGT, Genzyme and 
amicus. 

REVIEW RETURNED 01-Feb-2012 

 

THE STUDY The authors describe retrospective echocardiographic findings in a 
cohort of fabry patients . the group is heterogenous in terms of age, 
gender and type of therapy received. the authors split the treated 
cohort into a group early in their course of enzyme and later in their 
course and compare therapeutic effects in the two groups.  
There are sparse other details given about these patients particularly 
those which might affect treatment response- how did they differ in 
age or presentation? severity at diagnosis or baseline therapy, 
mixture of nonsense and missense mutations, Con-med at 
baselinem involvement of other organ systems including renal 
function.  
Each group consists of prediminantly fabrazyme patients with a 
couple of replaga; patients included ' to increase numbers'. Since it 
is not clear how the response to the two products compares i would 
advise looking at only the Fabrazyme patients in this instance. The 
main methodology was to stratify patients according to the length of 
time on ERT but the others do not tell us if the late ERT had 
previosuly had a response or if they had neve had it. The 
classification seems unhelpful since some patients could have been 
in either group. It would be more useful to stratify the whole group 
accoding to severity or age at the time of enzyme initiation  
In the untreted group males and females are analysed togetehr 
which is not helpful in uderstanding age related progression as 
females diplay a different natural history to males.The data 
presented in this cohort could have been mateched to the treated 
group to assist analysis of the treatment effects.  
There are a number of spelling mistakes and typographival errors eg 
pg 2 line 59 yuite  
page 3 line 38 angioceratomas  
page 4 line 9 proofed  
The phrase alpha galctosidase seems to be the most effective 
therapy in FD patients is vague and suggests there has been a 
comparison with an alternative.  
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The last line of the conclusiosn regarding gene therapy should be 
omitted as there has not been a full discussion in the manuscript of 
the relative merits of various therapies in development. 

RESULTS & CONCLUSIONS The main finding appears to relate to reduction in blood pressure but 
no data is given with regard to the use of antihypertensive agents. 
Ace inhibitors are commonly used in Fabry patients with proteinuria 
and their instigation may coincide with the first presentation of the 
patient and the start of enzyme therapy. 

 

REVIEWER Imran Uraizee  
Associate in Medicine- Harvard Medical School  
Brigham and Women's Hospital  
United States of America 

REVIEW RETURNED 25-May-2012 

 

GENERAL COMMENTS  

 

This manuscript assesses the short- and long-term effects of 

enzyme replacement therapy (ERT) on cardiac structure and 

function. The total sample size is relatively large compared to 

previous echocardiographic studies of ERT in individuals with Fabry 

disease and the duration of follow-up is quite long. The analyses are 

primarily descriptive. The manuscript needs to more appropriately 

acknowledge prior work on the cardiac manifestations of the 

disease, clarify presentation of results and conclusions, and revise 

grammar and syntax. 

 

Major comments: 

 

1. Discussion of the reasons for which the authors chose to 
focus on cardiac manifestations of Fabry disease is 
important to establish the clinical context of this study. For 
instance, registry data suggests cardiac involvement is 
associated with increased morbidity (Mehta et al. J Med 
Genet 2009;46:548–552). Similarly, LV hypertrophy is a 
common finding. Less attention should be given to 
discussion of extracardiac features in the introduction as 
they are not the focus of this study. 

 

2. While the data support the conclusion that favorable 
changes in cardiac structure and function are observed early 
in therapy, a recommendation for early initiation of ERT 
cannot be derived from the results of this study alone. There 
was no difference in the mean ages of the early- and late-
groups. Additionally, gene transfer is offered as a promising 
alternative to ERT. This statement is not supported on the 
basis of the findings of this study. 
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3. In the discussion, LV mass index was reported to decrease 
and increase in the early- and late-groups, respectively, 
though in the context of non-significant p-values. Such p-
values suggest no difference in each group (no rejection of 
the null hypothesis). Thus, references to increases and 
decreases should be excluded in the absence of p-values < 
0.05. Would recommend reporting non-significant p-values, 
especially if some of them approach statistical significance. 

 

4. Discussion of the limitations of this study should be 
expanded. Based on Table 1, it seems certain 
measurements could not be made in all participants. 
Additionally, the number of individuals responsible for 
making reported measurements, blinding procedures (if 
any), and guidelines used to make echocardiographic 
measurements are unclear. These should be included in the 
methods and/or limitations appropriately. 

 

5. The English grammar and syntax need revision. 
 

 

 

 

Minor comments: 

 

1. The exact number of patients in the early- and late-groups 
would be informative in the abstract (23 and 17, 
respectively) instead of the total number of individuals (40) 
in the study. Similarly, these numbers should be reported in 
the methods section rather than the results section. Mean 
ages of the groups should remain in the results section. 

 

2. The “second cohort” described in the methods section 
leaves several questions. Would encourage more specific 
details about from where these individuals were selected 
and whether or not they have previously received ERT. 
Additionally, would consider reporting cardiovascular drugs 
all individuals are concomitantly taking with ERT. 

 

3. References should be made to the tables and figures within 
the text of the results section. Thus, means and standard 
deviations can be excluded from the actual text to make the 
section easier to read. 

 

4. Lines 23-27 of the discussion reference studies supporting a 
modulation of ACE activity by α-galactosidase A. The 
sentence should be restructured to clarify that this finding is 
from previous studies and not the one reported in this 
particular investigation. 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: D A Hughes  

Each group consists of predominantly Fabrazyme patients with a couple of Replaga; patients included 

' to increase numbers'. Since it is not clear how the response to the two products compares it would 

advise looking at only the Fabrazyme patients in this instance.  

Elimination of the few patients on Replage did not significantly change the data; especially there were 

no changes of significances. Therefore, we decided to pool the data. This was already discussed in 

the Limitations of the first version.  

 

The main methodology was to stratify patients according to the length of time on ERT but the others 

do not tell us if the late ERT had previously had a response or if they had never had it. The 

classification seems unhelpful since some patients could have been in either group. It would be more 

useful to stratify the whole group according to severity or age at the time of enzyme initiation.  

Possibly the suggested other stratification could also be useful, but because of wide variations 

between the patients we decided to use this stratification. This approach might be a little bit 

pragmatic, but other approaches probably would lead to substantial bias.  

 

In the untreated group males and females are analysed together which is not helpful in understanding 

age related progression as females display a different natural history to males.  

Groups were too small and too heterogeneous for statistical analysis when looking for males and 

females separately…  

 

The data presented in this cohort could have been matched to the treated group to assist analysis of 

the treatment effects.  

For this approach, the number of patients was too small and the differences between the individual 

patients were too large. Probably a typical problem in all Fabry studies...  

 

There are a number of spelling mistakes and typographical errors.  

Revised.  

 

Page 3 line 38 angioceratomas  

Changed.  

 

Page 4 line 9 proofed  

Changed.  

 

The phrase alpha galctosidase seems to be the most effective therapy in FD patients is vague and 

suggests there has been a comparison with an alternative.  

Sentence is attenuated.  

 

The last line of the conclusion regarding gene therapy should be omitted as there has not been a full 

discussion in the manuscript of the relative merits of various therapies in development.  

This is an outlook, therefore it is written in conjunctive. Caption was changed from “Conclusion” to 

“Conclusion and outlook”.  

 

The main finding appears to relate to reduction in blood pressure but no data is given with regard to 

the use of antihypertensive agents. Ace inhibitors are commonly used in Fabry patients with 

proteinuria and their instigation may coincide with the first presentation of the patient and the start of 

enzyme therapy.  

Optimal antihypertensive management including ACE-inhibitors was suggested to be prescribed by 
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the attending physician independent of the study.  

 

Reviewer: Imran Uraizee  

General comments:  

The manuscript needs to more appropriately acknowledge prior work on the cardiac manifestations of 

the disease, clarify presentation of results and conclusions, and revise grammar and syntax.  

Previous work on cardiac manifestation was appropriately acknowledged.  

Grammar and syntax are revised.  

Results and Conclusion are revised.  

 

Major comments:  

1. Discussion of the reasons for which the authors chose to focus on cardiac manifestations of Fabry 

disease is important to establish the clinical context of this study. For instance, registry data suggests 

cardiac involvement is associated with increased morbidity (Mehta et al. J Med Genet 2009;46:548–

552).  

Added.  

 

2. While the data support the conclusion that favourable changes in cardiac structure and function are 

observed early in therapy, a recommendation for early initiation of ERT cannot be derived from the 

results of this study alone. There was no difference in the mean ages of the early- and late-groups.  

This recommendation is part of “Conclusion and Outlook”. And it is followed by the restrictive 

sentence “The primary positive impact of ERT seemed to be an early effect after start of therapy,”  

 

Additionally, gene transfer is offered as a promising alternative to ERT. This statement is not 

supported on the basis of the findings of this study.  

This is an outlook, therefore it is written in conjunctive. Caption was changed from “Conclusion” to 

“Conclusion and outlook”.  

 

3. In the discussion, LV mass index was reported to decrease and increase in the early- and late-

groups, respectively, though in the context of non-significant p-values. Such p-values suggest no 

difference in each group (no rejection of the null hypothesis). Thus, references to increases and 

decreases should be excluded in the absence of p-values < 0.05. Would recommend reporting non-

significant p-values, especially if some of them approach statistical significance.  

The two statements clearly stated that the absolute difference was statistically significant in our study. 

Sentenced were changed to further attenuate the statement und to clarify that an absolute difference 

with a p > 0.05 is not statistically significant.  

 

4. Discussion of the limitations of this study should be expanded. Based on Table 1, it seems certain 

measurements could not be made in all participants.  

The mean reason for missing data in some patients lies in the nature of this study, a retrospective 

analysis. Furthermore, it seems normal to me that in few patients few measurements are not reliably 

performable.  

 

Additionally, the number of individuals responsible for making reported measurements, blinding 

procedures (if any), and guidelines used to make echocardiographic measurements are unclear. 

These should be included in the methods and/or limitations appropriately.  

Echocardiographic examinations were performed by a small group of experienced physicians. All 

examinations were checked by the senior physician responsible für the echo-lab. Information on 

guidelines was added in the manuscript. There was no blinding procedure.  

 

5. The English grammar and syntax need revision.  

Revised.  
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Minor comments:  

1. The exact number of patients in the early- and late-groups would be informative in the abstract (23 

and 17, respectively) instead of the total number of individuals (40) in the study.  

Numbers are added.  

 

Similarly, these numbers should be reported in the methods section rather than the results section. 

Mean ages of the groups should remain in the results section.  

Changed.  

 

2. The “second cohort” described in the methods section leaves several questions. Would encourage 

more specific details about from where these individuals were selected and whether or not they have 

previously received ERT. Additionally, would consider reporting cardiovascular drugs all individuals 

are concomitantly taking with ERT.  

Information added. Reporting of drugs is problematic in this relatively small and heterogeneous group 

of patients.  

 

3. References should be made to the tables and figures within the text of the results section. Thus, 

means and standard deviations can be excluded from the actual text to make the section easier to 

read.  

References partly existed and are completed. I do not agree that exclusion of means /SD from the 

running text facilitate reading of the text.  

 

4. Lines 23-27 of the discussion reference studies supporting a modulation of ACE activity by α-

galactosidase A. The sentence should be restructured to clarify that this finding is from previous 

studies and not the one reported in this particular investigation.  

Changed. 

VERSION 2 – REVIEW 

REVIEWER D A Hughes  
Department of Haematology, University College London  
I have recieved travel and research grants and honaraia for 
speaking and advisory boards from Shire HGT, Genzyme and 
amicus. 

REVIEW RETURNED 25-Jul-2012 

 

- The reviewer completed the checklist but made no further comments. 

REVIEWER Imran Uraizee  
Medical Student (University of Rochester),  
Former Sarnoff Cardiovascular Research Fellow at Brigham and 
Women's Hospital.  
 
No competing interests. 

REVIEW RETURNED 10-Aug-2012 

 

GENERAL COMMENTS Major comments: 

 

6. If data from some patients is missing because of the 
retrospective nature of this study, then a statement needs to 
be made in the limitations section. Additionally, some p-

 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-2012-000879 on 21 N

ovem
ber 2012. D

ow
nloaded from

 

http://bmjopen.bmj.com/


values were not significant, such as decrease in LVMI in the 
early-group. The authors should comment on possible 
reasons within the limitations section (e.g. sample size), 
especially since they compare trends with non-significant p-
values to significant changes reported in other studies. 

 

7. English grammar and syntax is improved but still needs 
revision before publication.  

 

 

Minor comments: 

 

5. In the “Setting and Intervention” section of the abstract, it 
would be helpful to indicate the duration of treatment in the 
“Early-Group” and “Late-Group” as these group labels are 
used in the “Results” section. “Early” and “late” are 
subjective descriptions. 

 

6. Lines 17-19 on Page 1 “FD is a multiorgan…neural function” 
should either be deleted or merged with the sentence in 
lines 11-15 on the same page. The authors jump from 
talking about the multisystem effects of Fabry disease, to 
singling out the morbidity of cardiac involvement, and then 
back to the multisystem effects. The focus of this paper is on 
cardiac structure and function, and thus the introduction 
should cone from general (multisystem nature of Fabry 
disease) manifestations to specific involvement (cardiac). 
Later in the introduction, the authors again jump from 
cardiac involvement back to the other systems involved in 
Fabry disease and their respective symptoms. A 
progression from general manifestations early in the 
introduction section to cardiac involvement and symptoms 
later in the section will help set the stage for discussion of 
the main purpose of the study near the end of the section. 

 

7. Include a statement in the methods section briefly stating 
how consent for participation in the study was obtained. 

 

8. The results section is much improved; however, the last 
paragraph on page 7 is a bit difficult to read. Would 
recommend keeping the numerical data in tables and 
presenting only verbal descriptions of the data in the results 
section. References to the age range of each group are not 
needed as this distinction was made in the preceding 
paragraph. 
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VERSION 2 – AUTHOR RESPONSE 

Major comments:  

1. If data from some patients is missing because of the retrospective nature of this study, then a 

statement needs to be made in the limitations section.  

 

Statement is added.  

 

Additionally, some p-values were not significant, such as decrease in LVMI in the early-group. The 

authors should comment on possible reasons within the limitations section (e.g. sample size), 

especially since they compare trends with non-significant p-values to significant changes reported in 

other studies.  

 

Comment is added.  

 

2. English grammar and syntax is improved but still needs revision before publication.  

 

The manuscript underwent professional proof editing.  

 

Minor comments:  

1. In the “Setting and Intervention” section of the abstract, it would be helpful to indicate the duration 

of treatment in the “Early-Group” and “Late-Group” as these group labels are used in the “Results” 

section. “Early” and “late” are subjective descriptions.  

Added.  

 

2. Lines 17-19 on Page 1 “FD is a multiorgan…neural function” should either be deleted or merged 

with the sentence in lines 11-15 on the same page. The authors jump from talking about the 

multisystem effects of Fabry disease, to singling out the morbidity of cardiac involvement, and then 

back to the multisystem effects. The focus of this paper is on cardiac structure and function, and thus 

the introduction should cone from general (multisystem nature of Fabry disease) manifestations to 

specific involvement (cardiac). Later in the introduction, the authors again jump from cardiac 

involvement back to the other systems involved in Fabry disease and their respective symptoms. A 

progression from general manifestations early in the introduction section to cardiac involvement and 

symptoms later in the section will help set the stage for discussion of the main purpose of the study 

near the end of the section.  

Changed.  

 

3. Include a statement in the methods section briefly stating how consent for participation in the study 

was obtained.  

 

Statement is included.  

 

4. The results section is much improved; however, the last paragraph on page 7 is a bit difficult to 

read. Would recommend keeping the numerical data in tables and presenting only verbal descriptions 

of the data in the results section. References to the age range of each group are not needed as this 

distinction was made in the preceding paragraph.  

Paragraph was rewritten to clarify this. 
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VERSION 3 - REVIEW 

REVIEWER D A Hughes  
Department of Haematology, University College London  
I have recieved travel and research grants and honaraia for 
speaking and advisory boards from Shire HGT, Genzyme and 
amicus. 

REVIEW RETURNED 11-Sep-2012 

 

- The reviewer completed the checklist but made no further comments. 

REVIEWER Imran Uraizee  
Medical Student  
University of Rochester  
United States of America 

REVIEW RETURNED 23-Sep-2012 

 

GENERAL COMMENTS Engelen et al. report changes in cardiac structure and 
function as measured by echocardiography in 40 patients with 
genetically-proven Fabry disease from the Fabry-Munster study after 
enzyme replacement therapy. They note an early administration of 
enzyme replacement therapy leads to favorable improvements in 
specific cardiac structural and functional parameters.  
 
The language of the paper has been cleared up substantially. There 
are still a few sections that need modification, which would be best 
provided by the Editor.  
 
The authors effectively describe their findings in the context of prior 
literature in the discussion section. 
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