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VERSION 1 - REVIEW 

REVIEWER Danijela Gnjidic  
Lecturer and NHMRC Early Career Fellow  
Faculty of Pharmacy, University of Sydney\  
Sydney, Australia.  
 
No conflicts of interest. 

REVIEW RETURNED 15-Jul-2013 

 

THE STUDY The study population is not defined - as per my comments to the 
authors. Method sections needs to be improved to include data 
collection methods, and covariates definitions. The Cox analysis are 
appropriate, however the analysis were not adjusted for important 
clinical factors. Authors should improve the methods, results and 
discussion section according to the STROBE list. 

RESULTS & CONCLUSIONS I would like to see subgroup analysis by increasing age. Older 
people are sicker, frailer and at higher risk of mortality. In addition, 
the analysis need to be adjusted for other covariates collected in the 
study.   

REPORTING & ETHICS There is no evidence of the ethics approval. Indeed, the study 
setting or city is not stated either. 

GENERAL COMMENTS The study investigated the association between walking speed, 
maintained during a one Km treadmill test at moderate intensity and 
survival in 1255 men with cardiovascular disease.  
 
1. While walking speed has been established as an important 
predictor of survival and other adverse outcomes in older people 
(Studenksi et al JAMA 2011), I am not aware of studies being 
conducted in younger individuals. This should be discussed in the 
introduction.  
 
2. Was one km walking test validated in the same population? 
Reference 25 seems to suggest so.  
 
3. It is not clear from the methods how the study population was 
derived. The authors state the following:  
 
“The study population consisted of 1,442 men, aged 25-85 years, 
referred by their physician for  
exercise testing prior to participation in an exercise-based secondary 
prevention program between  
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1997 and 2012.”  
 
What were the inclusion criteria? Sampling approach is not 
described. Where was the study conducted – eg. City, country? Who 
performed the assessments? I suggest the authors consult the 
STROBE list more closely.  
 
4. The evidence of ethics approval is not presented.  
 
5. Excluding women from the study analysis because of small 
numbers is questionable. How many women were excluded? The 
authors should provide a characterisation of these women. Were 
they more likely to be older? What potential impact the inclusion of 
women could have on the study population or overall study 
conclusions?  
 
6. I would like to see a „covariates‟ paragraph outlining all variables 
used in the analysis. As per results section, it seems blood tests 
were performed.  
 
7. Authors state they adjusted the analysis for age only. However, in 
their tables, other characteristics have been presented. Analysis 
should be adjusted for other clinically important confounders, not 
age only.  
 
8. I suggest authors present data on total number of medications not 
only on specific drug classes.  
 
9. The limitation section should be revised to discuss other important 
limitations – eg. confounding by disease, the generalisability of study 
findings. The health status of participants may have changed from 
the baseline assessments and mortality endpoint. Indeed, this is one 
of the major limitations of this analysis.  
 
10. I would like to see more specific study clinical implications. Can 
these findings be applied to all age groups? Is the optimal average 
speed same for all age groups?  
 
Other minor comments:  
- Please define abbreviations in Table 1.  
- Table 1 - BMI, LV Ejection fraction are not socio-demographic 
characteristics. 

 

REVIEWER Soraia Pilo Jürgensen  
Doctoral student of the Federal University of Sao Carlos - Brazil.  
 
I certify that there is any conflict of interest 

REVIEW RETURNED 15-Jul-2013 

 

GENERAL COMMENTS Thanks for asking me to review this manuscript. The purpose of this 
investigation was to examine: “was to determine whether walking 
speed predicts survival in subjects with cardiovascular disease”. 
They conclude that: “suggest that a simple and easy-to-perform one 
Km treadmill walking test at a moderate intensity is a useful tool for 
identifying mortality risk in patients with stable cardiovascular 
disease”.  
I believe that this manuscript could be an acceptable paper for BMJ 
readership after review after major revision  
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General Comments:  
1. The research question is clearly defined, this is a excellent study 
for show the inverse relationship between walking speed and 
survival. But I think that the speed is a predictor but do you not 
showed, you could make predictive equations.  
2. The study design is appropriate, but the Borg scale is subjective, 
you have the heart rate why did not use to determine the intensity of 
test? I think maybe the results could be better. I suggest that you 
use the heart rate values for show that the test is submaximal or that 
explain about do not use.  
3. The participants are adequately described but the authors could 
describe the causes of deaths of subjects included in the study. The 
causes of death must be showed in the article.  
4. In the title you can change for: The correlation between treadmill 
walking speed and survival in men with cardiovascular disease. 

 

REVIEWER James Graham  
Associate Professor  
University of Texas Medical Branch  
USA 

REVIEW RETURNED 19-Jul-2013 

 

THE STUDY Need more info on rationale of the inclusion criteria and how many 
were excluded.  
 
Analysis section needs a little clarification. 

RESULTS & CONCLUSIONS Discussion needs to be expanded. 

GENERAL COMMENTS This study includes an impressive dataset: medical history and 
functional performance measures with long-term survival information 
from more than 1,000 persons with cardiovascular disease. In 
addition, it is logical to assume that walking speed derived from a 1k 
treadmill test may provide a more meaningful distribution and thus, 
better discriminatory ability in assessing mortality risk than more 
traditional walking speed protocols assessed over much shorter 
intervals (< 10m). However, certain aspects of the current 
manuscript need to be clarified and/or expanded to improve its value 
to the field. The comments below are listed in the order in which I 
encountered issues in the manuscript.  
1. Key Messages: Point two suggests the 1k walk test is useful for 
guiding rehabilitation. First, this application was not mentioned in the 
study. Second, if baseline testing determined the type and/or 
intensity of the subsequent rehab programs, the association 
between baseline speed and long-term survival would likely be 
attenuated (confounded).  
2. Introduction line 43: The phrase “moderate, perceptually 
regulated” was confusing given the test had not been described yet. 
I suggest “moderate-intensity, self-paced.”  
3. Pg 5, lines 9-13: It seems this type of test (submax, self-limited) 
would be more appropriate for people with more severe heart failure 
than traditional max tests. Please describe why the sample was 
limited to patients in NYSA Class I. Also, how many (N or %) were 
excluded and how did they differ from the included (other than heart 
failure severity)?  
4. Pg 5, lines 36-40: Confusing sentence. I suggest dividing into two 
sentences. The test was then started and ratings of perceived 
exertion were acquired every two minutes. Walking speed was 
adjusted to maintain the moderate level of perceived intensity.  
5. Statistical Analysis and Tables 1, 3: Unclear if 22 separate models 
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were run (1 for each covariate) or if the HRs are from a single, fully-
adjusted model – which would make more sense. First paragraph of 
Discussion implies a comprehensive model.  
6. Statistical Analysis: Nobody was lost to follow-up? Need to 
describe censoring procedure.  
7. Results and Discussion: The underlying message is that the 
current test provides more or at least different information than the 
shorter gait speed tests. These short walk tests have led to well-
established walking-speed norms and risk thresholds. Values are 
typically reported in m/s units. I suggest you convert the km/h to m/s 
(report both if km/h is deemed useful) and compare / contrast the 
current findings with previous reports. The current values are quite 
high (average speed = 4.3 km/h = 1.2 m/s) for clinical patients so it 
is important to consider whether this is a consequence of the test 
(passive treadmill vs. overground) or the study sample.  
8. Table 1: BMI and ejection fraction are not demographic 
characteristics.  
9. Table 2: I think this would be better positioned as Table 1. Could 
include another row for AWS showing mean quartile speeds in m/s 
(see #7 above). Again, unclear if HRs in other tables are from fully-
adjusted models or not, but it may be worth discussing the obvious 
counterintuitive associations; e.g. people in the fastest group were 
more likely to be smokers, have a family history (of something?), 
and to be taking ACE / ARB and statin medications.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1: Danijela Gnijdic  

The study population is not defined - as per my comments to the authors. Method sections needs to 

be improved to include data collection methods, and covariates definitions. The Cox analysis are 

appropriate, however the analysis were not adjusted for important clinical factors. Authors should 

improve the methods, results and discussion section according to the STROBE list.  

I would like to see subgroup analysis by increasing age. Older people are sicker, frailer and at higher 

risk of mortality. In addition, the analysis need to be adjusted for other covariates collected in the 

study.  

There is no evidence of the ethics approval. Indeed, the study setting or city is not stated either.  

The study investigated the association between walking speed, maintained during a one Km treadmill 

test at moderate intensity and survival in 1255 men with cardiovascular disease.  

Comment #1.  

While walking speed has been established as an important predictor of survival and other adverse 

outcomes in older people (Studenksi et al JAMA 2011), I am not aware of studies being conducted in 

younger individuals. This should be discussed in the introduction.  

Reply.  

We agree. There is currently a paucity of information on the prognostic relevance of walking 

performance in younger patients with stable cardiovascular disease, particularly for community-based 

programs (see reference 25). Introduction has been modified accordingly.  

 

Comment #2.  

Was one km walking test validated in the same population? Reference 25 seems to suggest so.  

Reply.  

Average walking speed was determined for each participant at the time of their baseline examination 

using the one Km treadmill walking test previously described, developed in 178 subjects of the same 

population of this study (see reference 26). This is now more clearly stated in the section Methods.  

 

Comment # 3.  
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It is not clear from the methods how the study population was derived. The authors state the 

following:“The study population consisted of 1,442 men, aged 25-85 years, referred by their physician 

for exercise testing prior to participation in an exercise-based secondary prevention program 

between1997 and 2012.” What were the inclusion criteria? Sampling approach is not described. 

Where was the study conducted – eg. City, country? Who performed the assessments? I suggest the 

authors consult the STROBE list more closely.  

Reply.  

The Methods section has been modified as suggested:  

“The study population consisted of 1,442 men, with stable cardiovascular disease, aged 25-85 years, 

referred by their physician to the Department of Rehabilitative Medicine of the University of Ferrara, 

Italy, for participation in an exercise-based secondary prevention program, between 1997 and 2012. 

The program was guided by a cardiologist and a sports medicine doctor”.  

 

Comment # 4.  

The evidence of ethics approval is not presented.  

Reply.  

Footnotes have been modified:  

“The study protocol was approved by the ethical commission of the University of Ferrara, Italy 

(application number 22-13), and all subjects gave written informed consent before entering the 

program”.  

 

Comment # 5.  

Excluding women from the study analysis because of small numbers is questionable. How many 

women were excluded? The authors should provide a characterization of these women. Were they 

more likely to be older? What potential impact the inclusion of women could have on the study 

population or overall study conclusions?  

Reply.  

As now indicated in the Methods section:  

“127 women, aged 60 (10), average walking speed 3,9 (0,7) km/h were considered. During the follow 

up period 9 (7%) of these excluded subjects died. Because of the small number of woman and events 

a stratified analysis according to gender was not feasible”.  

This is now stated in the Methods, and Strengths and Limitations sections of the study.  

 

Comment # 6. I would like to see a „covariates‟ paragraph outlining all variables used in the analysis. 

As per results section, it seems blood tests were performed.  

Reply.  

The following covariates paragraph has been added to the Methods.  

"Covariates  

The covariates considered as potential confounders were: average walking speed, age, body mass 

index, left ventricular ejection fraction, current smoking, hypertension, family history, fasting glucose, 

total cholesterol, HDL cholesterol, serum triglycerides, serum creatinine, personal medical history 

(coronary artery bypass graft, myocardial infarction, percutaneous transluminal coronary angioplasty, 

valvular replacement and medical therapy for stable angina), and use of angiotensin-converting 

enzyme inhibitors, angiotensin receptor blockers, aspirin, β-blockers, calcium antagonists, diuretics, 

statins and number of medications."  

Standard blood chemistry analyses previously performed were registered.  

 

Comment # 7.  

Authors state they adjusted the analysis for age only. However, in their tables, other characteristics 

have been presented. Analysis should be adjusted for other clinically important confounders, not age 

only.  

Reply.  
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We agree. We have adjusted the data for the confounders significantly related to death, that is: age, 

left ventricular ejection fraction, body mass index, smoking status, hypertension, family history, fasting 

glucose, total cholesterol, serum triglycerides and creatinine, medical history, number of medication, 

diuretics and statins use.  

The relative risk of death from any cause across quartiles adjusted for these confounders is presented 

in Table 3.  

The new data obtained by this analysis are presented in the section Results.  

The exponential relationship between quartile average walking speed and relative risk of death 

(Figure 2) has been also adjusted by the data obtained by this analysis.  

 

Comment # 8.  

I suggest authors present data on total number of medications not only on specific drug classes.  

Reply.  

Table 1 and 2 present data on total number of medications.  

 

Comment # 9.  

The limitation section should be revised to discuss other important limitations – eg. confounding by 

disease, the generalisability of study findings. The health status of participants may have changed 

from the baseline assessments and mortality endpoint. Indeed, this is one of the major limitations of 

this analysis.  

Reply.  

We agree. This study cannot exclude that the higher mortality rates observed in the first quartile were 

the result of underlying diseases and not of low fitness per se. This is now stated in the section 

Strengths and Limitations of the study.  

 

Comment # 10.  

I would like to see more specific study clinical implications. Can these findings be applied to all age 

groups? Is the optimal average speed same for all age groups?  

Reply.  

We have evaluated if these findings applied to three age groups and found that they do. The results of 

these analysis are presented in the section Results.  

“In order to evaluate if the relationship between average walking speed and mortality could be applied 

to different age groups, participants were divided into three age categories at baseline: <60 years 

[n=471, average walking speed 4.7 (0.8) km/h, 39 died], 60 to 70 years [n=434, average walking 

speed 4.4 (0.8) km/h, 76 died], and >70 years [n=184, average walking speed 3.9 (0.7) km/h, 62 

died]. The association between average walking speed and mortality risk remained significant. The 

highest Youden index for the three age groups considered was 0.35 at 4.6 km/h for the <60 group; 

0.32 at 4.0 km/h for the 60-70 group and 0.31 at 3.6 km/h for the >70 group”.  

The clinical implications of these results are indicated in the section Discussion.  

“These results extend the message on the health benefits of walking to patients with stable 

cardiovascular disease and support the concept that healthcare professionals should encourage 

cardiac patients to initiate and maintain a physically active lifestyle consisting of moderate walking at 

any age. We have also shown that the walking speed-related health benefits are achieved regardless 

of age”.  

 

Other minor comments:  

- Please define abbreviations in Table 1.  

Done.  

- Table 1 - BMI, LV Ejection fraction are not socio-demographic characteristics.  

Done.  
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Reviewer #2: Soraia Pilo Jurgensen  

Thanks for asking me to review this manuscript. The purpose of this investigation was to examine: 

“was to determine whether walking speed predicts survival in subjects with cardiovascular disease”. 

They conclude that: “suggest that a simple and easy-to-perform one Km treadmill walking test at a 

moderate intensity is a useful tool for identifying mortality risk in patients with stable cardiovascular 

disease”.  

I believe that this manuscript could be an acceptable paper for BMJ readership after review after 

major revision  

General Comments:  

 

Comment # 1.  

The research question is clearly defined, this is a excellent study for show the inverse relationship 

between walking speed and survival. But I think that the speed is a predictor but do you not showed, 

you could make predictive equations.  

Reply.  

We believe that the equation presented in the result section is the predictive equation you mentioned: 

“The relationship between relative risk of death and average walking speed among the quartiles fit the 

exponential equation y=15.6e-0.77x with an R2 of 0.95 (Figure 2)”.  

 

Comment # 2.  

The study design is appropriate, but the Borg scale is subjective, you have the heart rate why did not 

use to determine the intensity of test? I think maybe the results could be better. I suggest that you use 

the heart rate values for show that the test is submaximal or that explain about do not use.  

 

Reply.  

The heart rate kinetics of subjects with chronic cardiovascular and metabolic disease may be lower 

than expected and altered by usual medications (for more details see reference 27 and Gappmaier E, 

Cardiopul Phys Ther J, 2012). On the other hand, the usefulness of the Borg scale for appropriate, 

safe and effective exercise prescription in patients with chronic cardiovascular disease is well known 

(see reference 27).  

Comment # 3  

The participants are adequately described but the authors could describe the causes of deaths of 

subjects included in the study. The causes of death must be showed in the article.  

Reply.  

We had information only on death from any cause; we did not know the specific causes of death.  

 

Comment # 4  

In the title you can change for: The correlation between treadmill walking speed and survival in men 

with cardiovascular disease. From the managing editor - we are happy with the title.]  

Reply.  

We agree with the managing editor and would prefer to maintain the original title.  

 

 

Reviewer #3: James Graham  

Need more info on rationale of the inclusion criteria and how many were excluded.  

Analysis section needs a little clarification.  

Discussion needs to be expanded.  

 

This study includes an impressive dataset: medical history and functional performance measures with 

long-term survival information from more than 1,000 persons with cardiovascular disease. In addition, 

it is logical to assume that walking speed derived from a 1k treadmill test may provide a more 

meaningful distribution and thus, better discriminatory ability in assessing mortality risk than more 
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traditional walking speed protocols assessed over much shorter intervals (< 10m). However, certain 

aspects of the current manuscript need to be clarified and/or expanded to improve its value to the 

field. The comments below are listed in the order in which I encountered issues in the manuscript.  

 

Comment # 1.  

Key Messages: Point two suggests the 1k walk test is useful for guiding rehabilitation. First, this 

application was not mentioned in the study. Second, if baseline testing determined the type and/or 

intensity of the subsequent rehab programs, the association between baseline speed and long-term 

survival would likely be attenuated (confounded).  

Reply.  

We agree.  

The clinical implications of these results are now indicated in the section Discussion.  

“These results extend the message on the health benefits of walking to patients with stable 

cardiovascular disease and support the concept that healthcare professionals should encourage 

cardiac patients to initiate and maintain a physically active lifestyle consisting of moderate walking at 

any age. We have also shown that the walking speed-related health benefits are achieved regardless 

of age”.  

Second point.  

We agree. Rehabilitation programs may improve survival. An example was observed during the 

follow-up of 960 participants to this study and added at the end of section Results.  

“During the second year of follow-up the average walking speed of 960 subjects was determined. Of 

the 835 subjects who improved their walking speed [from 4.3 (0.8) to 5.0 (0.8) km/h] 91 died while of 

the 125 subjects who did not improve [from 4.7 (0.9) to 4.4 (0.8) km/h] 21 died. Adjusting for age the 

Hazard Ratio of the subjects in which walking speed improved relative to the subjects in which 

walking speed did not improve was reduced to 0.51 (P=0.006)”.  

These data have been considered in the section Strength and Limitations:  

“We have observed that an improvement in walking speed during follow-up in a subset of 835 patients 

was associated with a significant further reduction of their mortality risk. Therefore, the one km 

treadmill walking test offers the advantage of measuring the effectiveness of the prescribed 

rehabilitation programs”.  

 

Comment # 2.  

Introduction line 43: The phrase “moderate, perceptually regulated” was confusing given the test had 

not been described yet. I suggest “moderate-intensity, self-paced.”  

Reply.  

The phrase in line 43 has been modified as suggested.  

 

Comment # 3.  

Pg 5, lines 9-13: It seems this type of test (submax, self-limited) would be more appropriate for people 

with more severe heart failure than traditional max tests. Please describe why the sample was limited 

to patients in NYHA Class I. Also, how many (N or %) were excluded and how did they differ from the 

included (other than heart failure severity)?  

Reply.  

The characteristics of the subjects excluded from the project are provided in the section Results.  

“Of the 1,442 participants who were initially included in the study, 187 (13%) were excluded due to the 

inability to complete the one Km test. These subjects were significantly older (70 vs 61 years, 

P<0.0001), had a higher body mass index (28.4 vs 27.6, P< 0.01), a higher prevalence of 

hypertension (68% vs 57%, P=0.002), higher serum creatinine (1.7 vs 1.1 mg/dl, P<0.001), and a 

lower ventricular ejection fraction (53% vs 56%, P=0.001). In addition, those excluded had a lower 

use of statins (35% vs 53%), and β-blockers (43% vs 59%), and a higher use of diuretics (44% vs 

18%). 71 of these subjects died during the 10 years of follow up.”.  

Heart failure patients in NYHA class II or higher are not referred to our lab but rather to the Heart 
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Failure Unit of the Department of Cardiology of our University Hospital.  

 

Comment # 4.  

Pg 5, lines 36-40: Confusing sentence. I suggest dividing into two sentences. The test was then 

started and ratings of perceived exertion were acquired every two minutes. Walking speed was 

adjusted to maintain the moderate level of perceived intensity.  

Reply.  

Line 36-40: we have modified the phrase as suggested.  

 

Comment # 5.  

Statistical Analysis and Tables 1, 3: Unclear if 22 separate models were run (1 for each covariate) or 

if the HRs are from a single, fully-adjusted model – which would make more sense. First paragraph of 

Discussion implies a comprehensive model.  

Reply.  

In Table 1 are reported the results of different Cox Proportional Hazard models (one for each variable) 

adjusted for age only. Table 2 displays a series of univariate analyses comparing the prevalence or 

the mean value of selected variables according to quartiles of walking speed (no adjustment was 

performed in these analyses). Table 3 reports the results of the final multivariable model adjusted for 

potential confounders.  

 

Comment # 6. Statistical Analysis: Nobody was lost to follow-up? Need to describe censoring 

procedure.  

Reply.  

Subjects were tracked by the Health Service Registry of the Emilia-Romagna region of Italy, which 

permitted to have complete follow-up of the sample. None of the 1.255 patients was lost to follow-up. 

We have added this to the beginning of the Results.  

 

Comment # 7.  

Results and Discussion: The underlying message is that the current test provides more or at least 

different information than the shorter gait speed tests. These short walk tests have led to well-

established walking-speed norms and risk thresholds. Values are typically reported in m/s units. I 

suggest you convert the km/h to m/s (report both if km/h is deemed useful) and compare / contrast the 

current findings with previous reports. The current values are quite high (average speed = 4.3 km/h = 

1.2 m/s) for clinical patients so it is important to consider whether this is a consequence of the test 

(passive treadmill vs. overground) or the study sample.  

Reply.  

Walking speed, as suggested, is now expressed also in m/s in Tables 2 and 3. We have also kept the 

expression of walking speed in km/h.  

The faster walking speed registered in our subjects compared to the current values reported in 

literature may depend by the passive treadmill walking being easier than overground walking.  

A second explanation could be the walking speed determined by using short tests (4 to 10m) is 

performed at lighter intensity: in fact participants are invited to walk as if they were walking down the 

street (see reference 21).  

A third explanation may be that in our study the subjects unable to walk for one km were excluded. 

This may have risen the average walking speed of the population considered.  

 

Comment # 8.  

Table 1: BMI and ejection fraction are not demographic characteristics.  

Reply.  

Correct, the table has been modified.  

 

Comment # 9.  
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Table 2: I think this would be better positioned as Table 1. Could include another row for AWS 

showing mean quartile speeds in m/s (see #7 above). Again, unclear if HRs in other tables are from 

fully-adjusted models or not, but it may be worth discussing the obvious counterintuitive associations; 

e.g. people in the fastest group were more likely to be smokers, have a family history (of something?), 

and to be taking ACE / ARB and statin medications.  

Reply.  

We rather maintain the original table sequence. The average walking speed is also now expressed in 

m/s in Table 2. 

VERSION 2 – REVIEW 

REVIEWER Danijela Gnjidic  
Lecturer and NHMRC Early Career Research Fellow  
Faculty of Pharmacy, University of Sydney 

REVIEW RETURNED 15-Aug-2013 

 

RESULTS & CONCLUSIONS The authors have addressed comments raised by all reviewers. My 
additional comment is that Table 2 should be "Table 1" as it 
describes the characteristics of the study population. Results section 
should be re-organised to reflect this too. 

REPORTING & ETHICS As per previous comment - results and tables should be re-
organised to start with a summary of study population baseline 
characteristics. 

 

REVIEWER James Graham  
Associate Professor  
University of Texas Medical Branch  
USA 

REVIEW RETURNED 29-Aug-2013 

 

GENERAL COMMENTS This manuscript is much improved. I did not receive the authors‟ 
responses to reviewer comments, but the revisions in the manuscript 
itself were on target and well done. I have a couple remaining 
suggestions that I will leave to the authors‟ discretion. The first is 
simply a matter of concistency / clarity, and the second is something 
I find compelling.  
1. Table 1: Place BMI and ejection fraction under the risk-factor 
heading.  
2. Table 2: Add a sentence or two in the Discussion regarding the 
seemingly counterintuitive associations; e.g. people in the fastest 
group were more likely to be smokers, have a family history, and to 
be taking ACE / ARB and statin medications.  

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer #1: Danijela Gnijdic  

The authors have addressed comments raised by all reviewers. My additional comment is that Table 

2 should be "Table 1" as it describes the characteristics of the study population. Results section 

should be re-organised to reflect this too.  

 

Reply.  

As correctly suggested Table 2 is now Table 1. The Results section has been modified accordingly.  
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Reviewer #2: James Graham  

This manuscript is much improved. I did not receive the authors‟ responses to reviewer comments, 

but the revisions in the manuscript itself were on target and well done. I have a couple remaining 

suggestions that I will leave to the authors‟ discretion. The first is simply a matter of concistency / 

clarity, and the second is something I find compelling.  

1. Table 1: Place BMI and ejection fraction under the risk-factor heading.  

2. Table 2: Add a sentence or two in the Discussion regarding the seemingly counterintuitive 

associations; e.g. people in the fastest group were more likely to be smokers, have a family history, 

and to be taking ACE / ARB and statin medications.  

 

Reply.  

BMI and ejection fraction have been placed under the risk-factor heading.  

We preferred not to comment the counterintuitive associations you have noticed. In our opinion it 

interrupts the flowing of discussion. 
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