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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 
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VERSION 1 - REVIEW 

REVIEWER Fengchun Zhang 
Department of Rheumatology , Peking Union Medical College 
Hospital 

REVIEW RETURNED 09-Dec-2014 

 

GENERAL COMMENTS This retrospective study compared the incidence rate of 
glucocorticoid-related adverse effects in 555 AS patients with 
glucocorticoid treatment and 275 AS patients without glucocorticoid 
treatment, to elucidate the safety profile of glucocorticoid for the 
treatment of AS patients. The theme of this manuscript is certainly 
interesting.  
 
 
1. In the era of biological therapies, GC plays a less role in the 
treatment of AS. So t is important to address more information from 
the literature to support the effectiveness of GC in in the treatment of 
AS in order to enhance the value of the study.  
 

2. Figure 1 could be deleted，since the trend of frequency of low 

BMD，abnormal blood lipids, blood glucose and BMI as the 

cumulative duration of GC therapy raised could also be drawn from 
the table 3  
 

3. Without the baseline data of BMD，blood lipids, blood glucose 

and BMI， It is hard to conclude the impact of GC on these 

parameters.  
 
4. The English language usage needs to be revised.  
  

 

REVIEWER Jos Hoes 
UMC Utrecht, The Netherlands 

REVIEW RETURNED 10-Apr-2015 

 

GENERAL COMMENTS Interesting field of research, eg. A.S. as population for GC research 
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has not been studied often.  
- Information on absolute risk of AEs of GCs is very welcome.  
- the english does need revision by a professional / native speaker.  
- although addressed by the authors it is striking that such a big 
percentage of AS patients are using GCs. Ho generalisable is this 
population?  
- more info on the cohort is necessary; NB have the AEs that were 
screened for been structurally monitored for in the 1990s for 
instance?  
- A epidemiologist could or should be consulted: is it possible to do 
propensity-scores? and adjust the analyses on basis of 
PropScores?  

 

 

VERSION 1 – AUTHOR RESPONSE 

Responses to the comments of Reviewer: Fengchun zhang, Professor  

 

This retrospective study compared the incidence rate of glucocorticoid-related adverse effects in 555 

AS patients with glucocorticoid treatment and 275 AS patients without glucocorticoid treatment, to 

elucidate the safety profile of glucocorticoid for the treatment of AS patients. The theme of this 

manuscript is certainly interesting.  

1. In the era of biological therapies, GC plays a less role in the treatment of AS. So it is important to 

address more information from the literature to support the effectiveness of GC in the treatment of AS 

in order to enhance the value of the study.  

Response: We agree with the reviewer that in the era of biological therapies, GC plays a less role in 

the treatment of AS in clinical practice. However, we hold the view that the effectiveness of GCs in AS 

especially in low-dose form should be reassessed by more well-designed studies. As suggested, we 

revised the disscussion section (line 317-336 in the disscussion section). By now, evidence to support 

the effectiveness of GC in AS from the literature was scare. Our study may be the first attempt to 

reassess the value of low-dose GCs to patients with AS as concerns about side effects may be one of 

the reasons why low-dose GCs are not commonly used in AS.  

 

2. Figure 1 could be deleted，since the trend of frequency of low BMD，abnormal blood lipids, blood 

glucose and BMI as the cumulative duration of GC therapy raised could also be drawn from the table 

3  

Response: Thank you for pointing out this problem. We have deleted Figure 1.  

 

3. Without the baseline data of BMD, blood lipids, blood glucose and BMI, It is hard to conclude the 

impact of GC on these parameters.  

Response: We agree that it’s more direct to draw conclusion by comparing the parameters at the 

endpoint with those at baseline. However, BMD, blood lipids, blood glucose and BMI are dynamic 

data, influenced by a lot of factors, it may be more important to monitor the abnormal rate in the GC 

users and compare it between GC group and non-GC group, adjusting for confounding factors. In our 

study, the GC groups (GC users and non-GC users) and the duration of GC therapy were not 

associated with the frequency of low BMD, dyslipidemia, hyperglycemia, or obesity in multivariate 

analysis. It’s evidence to support the conclusion that low-dose GCs do not have an adverse effect on 

body mass index, BMD, and blood lipid and glucose levels.  

 

4. The English language usage needs to be revised.  

Response: We have had the manuscript professionally edited by Edanz, and have acknowledged this 

fact in the acknowledgments section  
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Responses to the comments of Reviewer: Hoes JN  

 

Interesting field of research, eg. A.S. as population for GC research has not been studied often.  

- Information on absolute risk of AEs of GCs is very welcome.  

Response: Thank you for your comments.  

 

- the english does need revision by a professional / native speaker.  

Response: We have had the manuscript professionally edited by Edanz and have acknowledged this 

fact in the acknowledgments section  

 

- although addressed by the authors it is striking that such a big percentage of AS patients are using 

GCs. How generalisable is this population?  

Response: There was no available pharmacoepidemiology data about the prevalence of GC using in 

patients with AS by now. To our knowledge, in the southern China, low-dose GCs were more or less 

used in AS in clinical practice all the time, and our hosipital as a tertiary general hospital in southern 

China is one sample. Regarding to the whole nation in China, to our knowledge, in the 1990s, low-

dose GCs were used in AS more widely, depending on the disease activity of patients. But in the last 

10 years, as the biological therapies were widely used, GCs were used less and less especially in big 

city. However, in our department, we still use oral GCs in the era of biological therapies considering 

its cost-effectiveness. And we insisted that GCs should be used at low-dose in AS to prevent serious 

adverse effects.  

 

- more info on the cohort is necessary; NB have the AEs that were screened for been structurally 

monitored for in the 1990s for instance?  

Response: Thank you for your helpful comments. More info are supplied in the patients and method 

section (line 98-101, line 120-130). The AEs have been structurally monitored since the 1990s, as 

doctors followed the routines for each patient’s follow-up, however, the decision whether to do a test 

or not were based on opinions of rheumatologists and the willing of patients, sometimes patients were 

not willing to do a test for financial burden, or missed the appointed follow-up for some reasons. And 

BMD was not measured until our hosipital introduced the DXA scanner in 2005. As a retrospective 

study, the cohort had its limitations, we have addressed them in the article and adjusted them 

statistically.  

 

- A epidemiologist could or should be consulted: is it possible to do propensity-scores? and adjust the 

analyses on basis of PropScores?  

Response: As suggested, we have try to do propensity-scores that can account for the covariates that 

predict receiving the GC treatment, however, we found that our data are not suitable to do it, the 

reasons are as follows. Firstly, propensity-scores need large amount of data to get parameters of the 

model, but our sample is relatively too small to do it, and the limited number of patients in the non-GC 

group restricts the final matching number by PropScores. Secondly, as a retrospective observational 

database, our data lasted for 30 years, patients were followed up by different doctors, it’s impossible 

to collect all the factors that influence the decision of GC prescription, which will affect the accuracy of 

the PropScores. 
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