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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) The efficacy of activated protein C for the treatment of sepsis: 

incorporating observational evidence with a Bayesian approach 

AUTHORS Zhang, Zhongheng 

 

VERSION 1 - REVIEW 

REVIEWER Adrian Barnett 
Queensland University of Technology, Australia 

REVIEW RETURNED 10-Oct-2014 

 

GENERAL COMMENTS This paper builds on a previously published protocol. The protocol 
should be referenced very early in this paper. It should be made 
clear if there were any departures from the protocol, or if the protocol 
was followed exactly. The protocol contains information on study 
quality, but that wasn't used here. The protocol states that 
"Sensitivity analysis will be performed by excluding studies with poor 
methodological design", but that is not shown here.  
 
The Begg and Egger tests are mentioned in the discussion, but no 
results are given.  
 
The sequential trial analysis (STA) and the futility line need to be 
explained in the methods. Also the motivation for using an STA 
should be given in the introduction.  
 
Figure 5 adds very little compared with Figure 2.  
 
It's hard to judge the priors without seeing them. I strongly 
recommend plotting the priors for a range of alpha's.  
 
The strong publication bias in the observational studies should be 
mentioned in the abstract.  
 
There's no research checklist.  
 
Minor comments  
- Article summary, point 5, I don't think this would ever be known as 
the most appropriate prior will vary from study to study  
- page 5, line 9, replace famous with well-known  
- page 5, suggested edit: "Although RCTs are considered to be the 
gold standard of the test of efficacy, they have limitations. RCTs are 
often not conducted in “real world” settings as reflected by strict 
inclusion/exclusion criteria"  
- page 5, last line 'often' in front of 'considered' as not all 
observational studies are in real world settings  
- page 6, "observational evidence was down-weighted across of a 
wide range", I didn't understand this  
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- page 7, "Results were pooled by using conventional meta-analytic 
approach." This is too vague, also it should be in the methods 
section  
- page 7, "There was no significant heterogeneity" but an I-squared 
of close to 50% is large. Just because the p-value wasn't below 0.05 
that doesn't mean we can conclude there was no heterogeneity  
- page 8, what is meant by 'distributed component studies'  
- page 10, 'However, we propose that other than heterogeneity, the 

exaggerated type Ⅰ error with repeated measurement may partly 

explain the spurious positive result.' This is not clear.  
- The figure 4 legend should mention that these are RCTs. The 
figure also needs a legend.  

 

REVIEWER Andre Kalil 
University of Nebraska Medical Center 

REVIEW RETURNED 15-Oct-2014 

 

GENERAL COMMENTS The authors evaluated the efficacy of activated protein C for the 
treatment of sepsis and concluded that this treatment was 
associated with significant mortality reduction when the RCT 
evidence was updated with the observational evidence.  
 
Introduction: please remove the world “famous” used several times 
for different studies, since this word should be used for persons.  
 
On page 6/22, a reference needs to be added to the sentence “Our 
previous analysis also showed…between RCTs and OS.”  
 
On methods, figure 1 indicates that many studies were excluded due 
to “inappropriate comparison” and inappropriate intervention”. 
Please provide specific definitions for what you meant by 
“inappropriate”.  
 
On methods section, the authors need to provide in details which 
priors were used, and the justification for each prior.  
 
In the table 4 of the protocol (BMJ source for this paper) the authors 
provided a pseudo code; please provide the actual WinBUGS code 
used as well.  
 
On page 8/22, authors stated that “there was no significant 
heterogeneity among included RCTs (I2=49%‟p=0.07).” This is 
incorrect. Due to the very low power of this test, it is known from the 
statistical perspective that a P<0.1 should be interpreted as 
significant for heterogeneity analysis, which was the case with the 
authors‟ finding p= 0.07. In addition, an I2=49% is a very important 
level of heterogeneity, especially considering that these RCTs all 
used strict and similar inclusion/exclusion criteria. This substantial 
heterogeneity should not be ignored and deserve a comment from 
the authors in the discussion section.  
 
On the same page 8, first paragraph, the authors described the 
significant heterogeneity with the observational studies. Considering 
the very different study criteria and the various geographic sources 
of each observational study (representing different standards of 
care), heterogeneity should be expected due to the more 
generalizable (real-world) evidence. Please add a comment on this 
issue to the discussion section.  
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On page 9/22, second paragraph, please correct it to “One potential 
explanation…”  
 
In figure 2, please add the number of events and total denominators 
for each arm of each observational study - as it was done for the 
RCTs figure.  
 
The study by Casserly et al (2012) included the same patients 
studied by Ferrer et al (2009), hence this may cause data duplication 
in the meta-analysis. Accordingly, please remove the study by Ferrer 
et al. and explain that this was replaced by Casserly et al.  
 
Limitations of the study still need to be included in the discussion 
section. 

 

REVIEWER Rujipat Samransamruajkit 
Pediatric Critical Care Division  
Department of Pediatrics  
King Chulalongkorn Memorial H  
Faculty of Medicine  
Chulalongkorn University  
Bangkok, Thailand 

REVIEW RETURNED 16-Oct-2014 

 

GENERAL COMMENTS Thank you very much for allowing me to evaluate this interesting 

article. Over all author had done a pretty good job to compare 

analysis between RCT & observational study.  

It is  an article analysed the efficacy of activated protein C for the 

treatment of sepsis: Incorporating observational evidence with 

Bayesian approach 

It is a very good way and interesting analysis by using different 

approach. The aim of the study is to combine observational 

evidence with RCT trial. The author (Zhang et al ) conclude that 

RCT evidence showed no benefit effect on activated protein C on 

sepsis but observational evidence showed significant treatment 

effect on mortality reduction with aPC.  

However, there are some comments on the articles such as 

1 In the abstract, line 39 on the results part, there was no 

significant heterogeneity among the analysis studies include RCT 

with I2=48.6% & p=0.07. It is actually almost has a significant on 

statistical different. So it is actually a different in clinical data or 

intervention among group analysed. The author had to clarify this. 

2 It is definitely true that RCT is limited by the intervention 

done by large center, very strict criterias in recruiting patients and it 

is not flexible on the treatment protocol.  Thus in real life practice, 

RCT is not the best method to identify appropriate treatment in 

variety of patients. It must be considered by using combine 

observational & RCT evidence together. 

3 In the introduction, line 22, For instance the EGDT has been 
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a wax and wean of enthusiasm for their clinical utility, The EGDT 

has been a standard care for septic shock resuscitation  

……………………………………. 

This statement may not be totally correct.  
1-3

 It is correct that the 

later publication on recent sepsis RCT trial in NEJM & another study 

just published showed no different in management protocol. 

However, the this RCT were done 10 years after the original 

landmark EGDT on sepsis trial so it is a totally different time frame 

and different current practice.  

4 The author should mention in the discussion section that the 

translation of research, there are a lot of influence factors that to 

consider. RCT is generally accepted as a gold standard. However, 

there are some limitations in real clinical practice that RCT cannot 

simulate all the clinical situations. At the same token, observational 

trial could be misleading by more clinical bias as reflect by 

asymmetrically distribute component studies  so it should be 

interpret very cautiously &  in conjunction with other evidence .  

 

 

Reference 

1 Rivers et al, EGDT in the treatment of severe sepsis and 

septic shock. NEJM 2001;345:1368-1377 

2 Pro CL, et al A RCT of protocol-based care for early septic 

shock. NEJM 2014;370:1683-1693 

3 The ARISE investigators and the ANZICS clinical trials 

group. Goal-Directed Resuscitation for patients with early septic 

shock 2014;371:1496-506. 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Adrian Barnett  

Institution and Country Queensland University of Technology, Australia  

Please state any competing interests or state „None declared‟: None declared  

 

 

This paper builds on a previously published protocol. The protocol should be referenced very early in 

this paper. It should be made clear if there were any departures from the protocol, or if the protocol 

was followed exactly. The protocol contains information on study quality, but that wasn't used here. 

The protocol states that "Sensitivity analysis will be performed by excluding studies with poor 

methodological design", but that is not shown here.  

At the beginning of the method section we referenced the protocol. There are some amendments 

made to the protocol after beginning of the analysis. We explicitly displayed it at the method section.  

 

 

The Begg and Egger tests are mentioned in the discussion, but no results are given.  

In the revised manuscript, the results of Begg and Egger test were reported.  

 

The sequential trial analysis (STA) and the futility line need to be explained in the methods. Also the 

motivation for using an STA should be given in the introduction.  

 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-2014-006524 on 16 January 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/


We added a section to explain the futility boundary. Also in the end of introduction, we added some 

lines to indicate the motivation for performing STA.  

 

Figure 5 adds very little compared with Figure 2.  

There are some differences between meta-analysis using conventional and Bayesian analysis. The 

most important one we can see from the figure is that individual studies in Bayesian meta-analysis 

can borrow strength from other units in estimating say an individual unit effect. Therefore the credible 

interval looks much narrower than that in figure 2.  

We adopted the reviewer‟s suggestion and figure 5 was deleted.  

 

 

It's hard to judge the priors without seeing them. I strongly recommend plotting the priors for a range 

of alpha's.  

In the revision we added a figure plotting the distribution of priors with increasing alpha. We refer it as 

figure 7 in the revised submission.  

 

The strong publication bias in the observational studies should be mentioned in the abstract.  

We mentioned publication bias in the abstract as required by the reviewer.  

 

There's no research checklist.  

The checklist was added in the revision.  

 

Minor comments  

- Article summary, point 5, I don't think this would ever be known as the most appropriate prior will 

vary from study to study  

We added this comment to the point.  

 

- page 5, line 9, replace famous with well-known  

It was corrected.  

 

- page 5, suggested edit: "Although RCTs are considered to be the gold standard of the test of 

efficacy, they have limitations. RCTs are often not conducted in “real world” settings as reflected by 

strict inclusion/exclusion criteria"  

It was corrected.  

 

- page 5, last line 'often' in front of 'considered' as not all observational studies are in real world 

settings  

It was corrected.  

 

- page 6, "observational evidence was down-weighted across of a wide range", I didn't understand 

this  

We rephrased it as “the observational evidence was down-weighted by using alphas ranging from 0 to 

1.”  

- page 7, "Results were pooled by using conventional meta-analytic approach." This is too vague, also 

it should be in the methods section  

This sentence was deleted from the result section. The details of the method have been described in 

the protocol. We choose not to repeat it here to save the place.  

- page 7, "There was no significant heterogeneity" but an I-squared of close to 50% is large. Just 

because the p-value wasn't below 0.05 that doesn't mean we can conclude there was no 

heterogeneity  

We changed it as “moderate” heterogeneity.  
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- page 8, what is meant by 'distributed component studies'  

It was rephrased as “However, publication bias was suspected for observational studies as suggested 

by the funnel plot in which each dot represents a study and they gathered at the upper left corner 

(figure 3).”  

 

- page 10, 'However, we propose that other than heterogeneity, the exaggerated type Ⅰ error with 

repeated measurement may partly explain the spurious positive result.' This is not clear.  

This was deleted to avoid confusion.  

 

- The figure 4 legend should mention that these are RCTs. The figure also needs a legend.  

We corrected it as suggested by the reviewer.  

 

 

Reviewer: 2  

Reviewer Name Andre Kalil  

Institution and Country University of Nebraska Medical Center  

Please state any competing interests or state „None declared‟: None  

 

 

The authors evaluated the efficacy of activated protein C for the treatment of sepsis and concluded 

that this treatment was associated with significant mortality reduction when the RCT evidence was 

updated with the observational evidence.  

 

Introduction: please remove the world “famous” used several times for different studies, since this 

word should be used for persons.  

It was corrected.  

 

On page 6/22, a reference needs to be added to the sentence “Our previous analysis also 

showed…between RCTs and OS.”  

The reference was added to that place.  

 

On methods, figure 1 indicates that many studies were excluded due to “inappropriate comparison” 

and inappropriate intervention”. Please provide specific definitions for what you meant by 

“inappropriate”.  

We provide more details in the main text that “inappropriate comparison” means that there is no 

compassion arm (e.g. single arm). “inappropriate intervention” means that aPC is not included as 

intervention.  

 

On methods section, the authors need to provide in details which priors were used, and the 

justification for each prior.  

We had specified it in the study protocol. In the revised manuscript, we attached this protocol as 

appendix. Pooled result from observational evidence was used as mean of the prior distribution. The 

precisions were modified by using different values of alpha (ranging from 0.000001 to 1). In the 

revised manuscript, a figure showing how the precisions of prior changed with alpha was added to 

give readers a clear understanding.  

 

In the table 4 of the protocol (BMJ source for this paper) the authors provided a pseudo code; please 

provide the actual WinBUGS code used as well.  

The true value cannot be given at the stage of protocol drafting, therefore in the place where specific 

value should be filled we used pseudo value. After data extraction the real data can be filled in. for 

example, the mean of pooled OR of observational evidence cannot be provided during protocol 

drafting. After data extraction and calculation, the value was obtained as 0.67 (data present in the 
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result section of the main text). This value was substituted into the code to perform calculation. Other 

code was used as provided in the protocol.  

 

On page 8/22, authors stated that “there was no significant heterogeneity among included RCTs 

(I2=49%‟p=0.07).” This is incorrect. Due to the very low power of this test, it is known from the 

statistical perspective that a P<0.1 should be interpreted as significant for heterogeneity analysis, 

which was the case with the authors‟ finding p= 0.07. In addition, an I2=49% is a very important level 

of heterogeneity, especially considering that these RCTs all used strict and similar inclusion/exclusion 

criteria. This substantial heterogeneity should not be ignored and deserve a comment from the 

authors in the discussion section.  

We corrected it in the result section as suggested by the reviewer.  

Furthermore, several lines of discussion has been added to address this issue.  

 

On the same page 8, first paragraph, the authors described the significant heterogeneity with the 

observational studies. Considering the very different study criteria and the various geographic sources 

of each observational study (representing different standards of care), heterogeneity should be 

expected due to the more generalizable (real-world) evidence. Please add a comment on this issue to 

the discussion section.  

A small section was added according to reviewer‟s comments.  

 

On page 9/22, second paragraph, please correct it to “One potential explanation…”  

It was corrected.  

 

In figure 2, please add the number of events and total denominators for each arm of each 

observational study - as it was done for the RCTs figure.  

In RCTs it is possible to add the number of events and non-events in both control and intervention 

arms. However, in observational studies, the effect size was usually adjusted with multivariable 

model, in the result section they usually reported the effect size (e.g. OR). In such circumstance, it is 

not possible to obtain the number of events and non-events. If we use the number of events and non-

events to pool the results, the unadjusted OR would be very unreliable, leading to substantial bias. 

Hope these can address the reviewer‟s concern at this point.  

The stata software package provide calculating algorithm for those providing effect size and 95% 

confidence interval.  

 

The study by Casserly et al (2012) included the same patients studied by Ferrer et al (2009), hence 

this may cause data duplication in the meta-analysis. Accordingly, please remove the study by Ferrer 

et al. and explain that this was replaced by Casserly et al.  

Figure 2 was redone to exclude the study Ferrer 2009 as suggested by the reviewer and the results 

were corrected in the main text. Ferrer et al (2009) was excluded in the study selection section.  

 

Limitations of the study still need to be included in the discussion section.  

A section of discussion of limitation was added as recommended by the reviewer.  

 

 

Reviewer: 3  

Reviewer Name Rujipat Samransamruajkit  

Institution and Country Pediatric Critical Care Division  

Department of Pediatrics  

King Chulalongkorn Memorial H  

Faculty of Medicine  

Chulalongkorn University  

Bangkok, Thailand  
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Please state any competing interests or state „None declared‟: none  

 

 

Review BMJ  

 

Title “ The efficacy of activated protein C for the treatment of sepsis: Incorporating observational 

evidence with Bayesian approach.  

 

 

 

Thank you very much for allowing me to evaluate this interesting article. Over all author had done a 

pretty good job to compare analysis between RCT & observational study.  

 

It is an article analysed the efficacy of activated protein C for the treatment of sepsis: Incorporating 

observational evidence with Bayesian approach  

 

It is a very good way and interesting analysis by using different approach. The aim of the study is to 

combine observational evidence with RCT trial. The author (Zhang et al ) conclude that RCT evidence 

showed no benefit effect on activated protein C on sepsis but observational evidence showed 

significant treatment effect on mortality reduction with aPC.  

 

However, there are some comments on the articles such as  

 

1 In the abstract, line 39 on the results part, there was no significant heterogeneity among the 

analysis studies include RCT with I2=48.6% & p=0.07. It is actually almost has a significant on 

statistical different. So it is actually a different in clinical data or intervention among group analysed. 

The author had to clarify this.  

We corrected it in the manuscript, in both abstract and main text.  

 

2 It is definitely true that RCT is limited by the intervention done by large center, very strict criterias in 

recruiting patients and it is not flexible on the treatment protocol. Thus in real life practice, RCT is not 

the best method to identify appropriate treatment in variety of patients. It must be considered by using 

combine observational & RCT evidence together.  

We agree with the reviewer at this point. This is a positive comment and no change in the text is 

needed.  

 

3 In the introduction, line 22, For instance the EGDT has been a wax and wean of enthusiasm for 

their clinical utility, The EGDT has been a standard care for septic shock resuscitation 

…………………………………….  

This statement may not be totally correct. 1-3 It is correct that the later publication on recent sepsis 

RCT trial in NEJM & another study just published showed no different in management protocol. 

However, the this RCT were done 10 years after the original landmark EGDT on sepsis trial so it is a 

totally different time frame and different current practice.  

The comment suggested by the reviewer was incorporated into the introduction.  

 

4 The author should mention in the discussion section that the translation of research, there are a lot 

of influence factors that to consider. RCT is generally accepted as a gold standard. However, there 

are some limitations in real clinical practice that RCT cannot simulate all the clinical situations. At the 

same token, observational trial could be misleading by more clinical bias as reflect by asymmetrically 

distribute component studies so it should be interpret very cautiously & in conjunction with other 

evidence .  

This comment by the reviewer was added to the discussion section.  
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Reference  

1 Rivers et al, EGDT in the treatment of severe sepsis and septic shock. NEJM 2001;345:1368-1377 

PubMed  

2 Pro CL, et al A RCT of protocol-based care for early septic shock. NEJM 2014;370:1683-1693 

PubMed  

3 The ARISE investigators and the ANZICS clinical trials group. Goal-Directed Resuscitation for 

patients with early septic shock 2014;371:1496-506. 

VERSION 2 – REVIEW 

REVIEWER Adrian Barnett 
Queensland University of Technology, Australia 

REVIEW RETURNED 10-Nov-2014 

 

GENERAL COMMENTS "Trial sequential analysis (TSA) was performed to quantify the 
reliability of data in meta-analysis of RCTs" (abstract). Trial 
sequential analysis does not examine reliability (which has a special 
meaning in statistics), rather it is useful for looking at changes over 
time and whether further studies need to be conducted. As later 
stated it is also useful for multiple testing on accumulating trials.  
 
"major bleeding events" are mentioned in the methods, but not in the 
results or discussion.  
 
"We could see from the figure that the upper limit of CrI crossed the 
reference line. When observational evidence was combined at its 
face value (alpha=1), the aPC group showed significant mortality 
reduction as compared with the control group." The upper limit is 
below the reference line for an alpha value of 0.5. Some 
interpretation of what this means would be useful.  
 
"it was subject to repeated measurement error", it's not clear what's 
meant here. Was one of the study outcomes measured with error? 
"This problem can be addressed by using adjusted alpha". Adjusting 
the alpha does not help with measurement error.  
 
The title in the study check list is for a completely different study 
which is concerning.  
 
Minor comments  
- page 2, Line 24, suggested edit: "into the analysis by using power 
transformed priors in a Bayesian"  
- page 2, line 38, suggested edit: "The pooled effects sizes of RCTs"  
- page 2, line 48, suggested edit: "showed a significant"  
- remove point 1 from the article summary  
- page 5, line 5, suggested edit: "in the intensive"  
- page 5, 'wax and wane' not 'wax and wean'  
- page 6, 'observational evidence was down-weighted by using 
alphas ranging from 0 to 1', add an explanation of what these 
weights mean (from no prior weighting to equal prior weighting)  
- page 7, 'trial' not 'trail'  
- page 7, line 24, 'number of deaths in each arm'  
- page 8, suggested edit: "The β-spending function"  
- page 8, new paragraph at "In contrast"  
- page 9, paragraph starting 'Meta-analysis of observational studies 
was performed by using Bayesian approach'. I think this whole 
paragraph could be cut. Shrinkage is not a new concept and it's 
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been shown in many previous studies. I don't think it adds any 
valuable information here.  
- page 11, 'It has been argued that' not 'Someone argued'  
- page 11, line 24, 'often performed' not 'always performed'  
- page 11, line 43, 'is more like what we will encounter', 
observational studies often have exclusions too  
- page 11, this sentence is very hard to understand "On the other 
hand, observational trial could be misleading by more clinical bias as 
reflect by asymmetrically distribute component studies so it should 
be interpret very cautiously and in conjunction with other evidence."  
- page 12, 'In summary' not 'In aggregate'  
- Figure 2, 'favours' (UK spelling) it would be best to move the 
figures so that they don't clash with the arrows. The legend states, 
"Results were pooled by using conventional meta-analytic approach" 
it would be better to state exactly what you mean or delete this and 
let the reader refer to the methods.  
- Figure 4, the different lines should have different colours or line 
types. Currently the futility lines are the same colour as the 
significance lines and this is confusing. The font also needs to be 
increased.  
- Figure 5 legend, add: 'lower values of alpha down-weight the 
observational evidence'   

 

REVIEWER Andre Kalil 
University of Nebraska Medical Center 
 
Research grants from Asahi Kasei and Spectral Diagnostics 

REVIEW RETURNED 25-Nov-2014 

 

GENERAL COMMENTS Thanks for adressing all my suggestions. No further comments.  

 

REVIEWER Rujipat Samransamruajkit MD 
Pediatric Critical Care Division  
King Chulalongkorn Memorial Hospital  
Bangkok, Thailand 

REVIEW RETURNED 11-Nov-2014 

 

GENERAL COMMENTS On the response/ corrrected manuscript should highlight the 
statement or paragraph that has been modified.  

 

VERSION 2 – AUTHOR RESPONSE 

"Trial sequential analysis (TSA) was performed to quantify the reliability of data in meta-analysis of 

RCTs" (abstract). Trial sequential analysis does not examine reliability (which has a special meaning 

in statistics), rather it is useful for looking at changes over time and whether further studies need to be 

conducted. As later stated it is also useful for multiple testing on accumulating trials.  

The sentence was rephrased according to the reviewer‟s comments.  

 

"major bleeding events" are mentioned in the methods, but not in the results or discussion.  

"major bleeding events" was deleted from the method section to make it consistent with the result and 

discussion section.  

 

"We could see from the figure that the upper limit of CrI crossed the reference line. When 
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observational evidence was combined at its face value (alpha=1), the aPC group showed significant 

mortality reduction as compared with the control group." The upper limit is below the reference line for 

an alpha value of 0.5. Some interpretation of what this means would be useful.  

We strongly agree with the reviewer and the sentence was rephrased as follows:  

“We could see from the figure that the upper limit of CrI crossed the reference line with alpha 

values<0.4. When observational evidence was combined at its face value (alpha=1), the aPC group 

showed significant mortality reduction as compared with the control group.”  

 

"it was subject to repeated measurement error", it's not clear what's meant here. Was one of the study 

outcomes measured with error? "This problem can be addressed by using adjusted alpha". Adjusting 

the alpha does not help with measurement error.  

 

We aimed to mean that the conventional statistical significance achieved by initial trial cannot confirm 

the positive beneficial effect of APC, because the significance level should be adjusted by using a-

spending function in sequential trial analysis. We rephrase the sentence in the revision.  

 

The title in the study check list is for a completely different study which is concerning.  

I am sorry for the mistake. we used a template for the checklist but fail to correct the title. In the 

revision we make the change.  

 

Minor comments  

- page 2, Line 24, suggested edit: "into the analysis by using power transformed priors in a Bayesian"  

- page 2, line 38, suggested edit: "The pooled effects sizes of RCTs"  

- page 2, line 48, suggested edit: "showed a significant"  

- remove point 1 from the article summary  

- page 5, line 5, suggested edit: "in the intensive"  

- page 5, 'wax and wane' not 'wax and wean'  

- page 6, 'observational evidence was down-weighted by using alphas ranging from 0 to 1', add an 

explanation of what these weights mean (from no prior weighting to equal prior weighting)  

The following sentence was added in the revision.  

“While there is no prior weighting for observational evidence with alpha value equals 0, observational 

evidence is incorporated at its face value (equal prior weighting) with alpha value equals 1.”  

- page 7, 'trial' not 'trail'  

- page 7, line 24, 'number of deaths in each arm'  

- page 8, suggested edit: "The β-spending function"  

- page 8, new paragraph at "In contrast"  

- page 9, paragraph starting 'Meta-analysis of observational studies was performed by using Bayesian 

approach'. I think this whole paragraph could be cut. Shrinkage is not a new concept and it's been 

shown in many previous studies. I don't think it adds any valuable information here.  

For sophisticated statisticians, this is not new and need not to be explained. However, I feel that it is 

not familiar to clinicians and may be valuable to layman of statistics (most clinical workers may not be 

familiar with the Bayesian approach).  

I would like to ask editor for suggestions on this issue. If this paragraph should be cut due to space 

limitation, it can be dropped. I reserve this paragraph at this revision.  

 

- page 11, 'It has been argued that' not 'Someone argued'  

- page 11, line 24, 'often performed' not 'always performed'  

- page 11, line 43, 'is more like what we will encounter', observational studies often have exclusions 

too  

with this sentence we did not mean observational studies do not use exclusions, but to mean that the 

study condition is not as strict as RCTs. In the revision we add some lines to expand on this sentence 

to avoid confusion.  
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- page 11, this sentence is very hard to understand "On the other hand, observational trial could be 

misleading by more clinical bias as reflect by asymmetrically distribute component studies so it should 

be interpret very cautiously and in conjunction with other evidence."  

This sentence was rephrased in the revision:  

“However, the result of observational studies could be misleading due to inherent bias. In our study 

the funnel plot showed asymmetrically distributed component studies, indicating potential publication 

bias. In this regard, the observational evidence should be interpreted with caution and in conjunction 

with other evidence.”  

 

- page 12, 'In summary' not 'In aggregate'  

- Figure 2, 'favours' (UK spelling) it would be best to move the figures so that they don't clash with the 

arrows. The legend states, "Results were pooled by using conventional meta-analytic approach" it 

would be better to state exactly what you mean or delete this and let the reader refer to the methods.  

We have tried to avoid clash but that will make the figures very small and even not easy to read. We 

used very thin line to make the figures readable.  

The sentene in the figure legends was deleted as recommended by the reviewer.  

- Figure 4, the different lines should have different colours or line types. Currently the futility lines are 

the same colour as the significance lines and this is confusing. The font also needs to be increased.  

We redrawn the figure. Font was enlarged and a shaded area was added to indicate futility area.  

 

- Figure 5 legend, add: 'lower values of alpha down-weight the observational evidence'  

It was added  

 

All minor comments without point-by-point response were corrected according to the reviewer‟s 

comments. 

VERSION 3 - REVIEW 

REVIEWER Adrian Barnett 
Queensland University of Technology, Australia 

REVIEW RETURNED 10-Dec-2014 

 

GENERAL COMMENTS Just some minor comments  
 
- add 'a' before 'Bayesian' in the title  
- page 4, first bullet point, add 'a' before 'beneficial'  
- page 4, second bullet point, add 'a' before 'Bayesian'  
- page 6, line 9, suggested edit, 'No prior weighting for observational 
evidence uses an alpha of 0, and observational evidence is 
incorporated at its face value (equal prior weighting) with an alpha 
value of 1.'  
- page 6, line 16, see my comment from the previous review about 
using the word 'reliability'  
- page 7, line 4, 'Controlled' missing 'o'  
- page 11, line 11, suggested edit 'In the translation of research into 
clinical practice, there are a lot of important factors to consider'  
- page 11, line 14, suggested edit 'The biggest problem is that RCTs 
are usually conducted in non-real world setting, that is, often 
performed...  
- page 11, line 22, suggested edit 'In this situation, observational 
studies generally have an advantage in testing the clinical 
effectiveness of aPC on mortality reduction (36-38). Observational 
studies usually include a wider range...'  
- Figure 3, could consider plotting observational and RCTs on the 
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same axes but with a different symbol, that might help show the 
interesting contrast  
- Figure 4, the background shading makes the plot hard to read  

 

VERSION 3 -  AUTHOR RESPONSE 

- add 'a' before 'Bayesian' in the title  

- page 4, first bullet point, add 'a' before 'beneficial'  

- page 4, second bullet point, add 'a' before 'Bayesian'  

- page 6, line 9, suggested edit, 'No prior weighting for observational evidence uses an alpha of 0, and 

observational evidence is incorporated at its face value (equal prior weighting) with an alpha value of 

1.'  

- page 6, line 16, see my comment from the previous review about using the word 'reliability'  

We rephrased the sentence as follows: “Another purpose of the study was to perform trial sequential 

analysis (TSA) to examine the changes over time and whether further studies need to be conducted, 

by adjusting significance levels for sparse data and multiple testing on accumulating trials. “  

- page 7, line 4, 'Controlled' missing 'o'  

- page 11, line 11, suggested edit 'In the translation of research into clinical practice, there are a lot of 

important factors to consider'  

- page 11, line 14, suggested edit 'The biggest problem is that RCTs are usually conducted in non-

real world setting, that is, often performed...  

- page 11, line 22, suggested edit 'In this situation, observational studies generally have an advantage 

in testing the clinical effectiveness of aPC on mortality reduction (36-38). Observational studies 

usually include a wider range...'  

- Figure 3, could consider plotting observational and RCTs on the same axes but with a different 

symbol, that might help show the interesting contrast  

The scales of the Y-axis in figure 3 are different and if combined in one figure, the points will be 

difficult to read. Another reason for the separate plotting is that observational evidence and RCTs are 

considered separately.  

 

- Figure 4, the background shading makes the plot hard to read.  

Lighter color was used in the revised figure 4.  

 

All other points were revised according to the reviewer‟s comments. 
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