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Dear Dr. Waljee  

 

Manuscript ID BMJ.2016.035125 entitled "Short-Term Use of Oral Corticosteroids Among Adults in the 

United States"  

 

Thank you for sending us your paper. We sent it for external peer review and discussed it at our 

manuscript committee meeting. We recognise its potential importance and relevance to general medical 

readers, but I am afraid that we have not yet been able to reach a final decision on it because several 

important aspects of the work still need clarifying.  

 
Please excuse the delay between the manuscript meeting and our decision letter. The paper went to formal 

statistical review after the meeting.  

 

We hope very much that you will be willing and able to revise your paper as explained below in the report 

from the manuscript meeting, so that we will be in a better position to understand your study and decide 

whether the BMJ is the right journal for it. We are looking forward to reading the revised version and, we 

hope, reaching a decision.  

 

Yours sincerely,  
 

 

Georg Roeggla  

groggla@bmj.com  

 

 

 

**Report from The BMJ’s manuscript committee meeting**  

 

These comments are an attempt to summarise the discussions at the manuscript meeting. They are not an 
exact transcript.  

 

Manuscript meeting 17.11.2016  

 

John Fletcher (chair), Gary Collins (stats), Elizabeth Loder, Jose Merino, Kristina Fister, Georg Roeggla, 

Tiago Villanueva, Daoxin Yin, Joe Freer, Rubin Minhas.  

 

Decision: Ask for Revision  

 
The committee was interested in the topic of your Research. The following concerns were mentioned:    

 

• Did one in five of the American adult population or one in five of adult people who receive health care 

adults receive short-term oral corticosteroids?  

• Could not the reason for the short term steroid therapy like a pulmonary infection causing COPD 

exacerbation be the reason for the following sepsis and not steroid therapy itself?  

• We were slightly puzzled by this study. There are two aspects: one is the comparison between users and 

non-users and the second one the comparisons of pre-, actual and post-exposure time blocks among the 

exposed.  

• What we need to understand is: given the condition a patient has (i.e., the indication) would the 
outcomes occur had the patient not been given oral corticoids. We are not convinced that this conclusion 

can be drawn from the data.  

• The self-controlled cohort method will not allow controlling for time-varying issues.  

• Why were these outcomes chosen? Have those been associated with short-term oral corticoid use?  

• The conclusion: Greater attention to initiating prescriptions of these drugs, tailoring doses to clinical 

indications, and identifying alternatives for treatment may potentially improve patient safety is also not 

valid as no data are provided to support this statement.  

• You may have misunderstood patient involvement http://www.bmj.com/campaign/patient-partnership  in 

that you say you were using secondary data. We suggest this reverts to the standard full "no PI" 
statement  

• We were surprised at the amount of corticosteroid prescribing among generalists in this US sample and at 

such high dosages.  

• What defines the group of people in this study? The age structure doesn't look like a normal population 

(lots of older age groups and fewer younger people). Is this slanted towards people making drug 

reimbursement claims? That would partly explain the high drug usage  

• Could some of the events be from the co-morbid disease issues?  

• Missing data. They state ‘Missing variables were general uncommon (<1%) and classified into unknown 

categories’, but there were 74089 (4.8%) with missing ethnicity.  I don’t think having a missing data 

category is a good idea – usually not recommended.  
• Very few covariates used in the adjustment.  

• We are told very little about how representative this DataMart sample is of the US population as a whole, 

though.  

• Could you discuss what is short and what is intermediate exposure and how you drew the line?  

 

 

First, please revise your paper to respond to all of the comments by the reviewers. Their reports are 

available at the end of this letter, below. Please also respond to the additional comments by the 



committee:  

 

In your response please provide, point by point, your replies to the comments made by the reviewers and 

the editors, explaining how you have dealt with them in the paper.  

 
** Comments from the external peer reviewers**  

 

Reviewer: 1  

 

Recommendation:  

 

Comments:  

Very nice paper. A short prescription of oral corticosteroid is largely use to improve symptoms for several 

medical conditions for young or less young adults, seniors and children. Most of the time physicians 

consider that the known risks of long-term use of corticosteroid are not a concern in such situations. That is 
probably the case for many patients but not necessary for all, and this study brings some new information 

about this risk.  

 

I have just a few comments.  

 

I wonder about the methodology. It seems to be a self-controlled cohort rather than a self-controlled case 

series. The self-controlled cohort method compares the post-exposure outcome rate with the pre-exposure 

rate among an exposed cohort (Ryan PB, Drug Saf 2013; 36 (Suppl 1):S95–S106), while a self-controlled 

case series use only cases with time divided between control and risk period (Suchard MA, Drug Saf 2013; 
36 (Suppl 1):S83–S93).  

 

There is a discrepancy between exclusions described in the methodology part and the flow chart  (prior 

adverse events in 2011).  

 

Patients with only non-oral corticosteroid were excluded. If I understood well, patients with concomitant 

oral and non-oral corticosteroid use are included. This information seems not to be taken into account in 

the analysis, and could have an impact on the adverse events studied, in terms of short, intermittent or 

long use.  

 
The table 2 shows some differences between user and non-users (without p) with a very small set of 

variables. The comparison (IRR) between users and non-users is questionable because of very low 

adjustment (6 variables in the methodology part) or unadjusted (as it is written in the result part), and 

could receive a lot of critics that invalidate the study. I recommend just presenting the percentage in the 

two groups (users and non-users) without any risk ratio and 95% confidence interval; and to concentrate 

the results on the main methodology, i.e self-controlled case design, which controls for most potential 

subject confounders.  Sensitivity analysis could be done after exclusion of concomitant non-oral 

corticosteroid users.  

 
After that, it could be interesting to apply the IRR to the incidence rate of events in the exposed population 

and to calculate a number need to harm. This information could be useful for clinician for the benefit-risk 

balance of their short oral corticosteroid prescription according the diagnosis.  

 

In the discussion, the authors should also estimate the total number of patients concerned by these 

adverse events in the two situations, long-term use and short-term use (n1 = several patients from few 

patients with long-term use, n2 = few patients from a large number of patients with short-term use), and if 

n1 is really ≥ n2 or not.  

 

 
 

 

 

 

Additional Questions:  

Please enter your name: Blin Patrick  

 

Job Title: Chief Medical and Scientific officer  

 
Institution: Bordeaux PharmacoEPi, CIC Bordeaux CIC1401  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: Yes  

 
Funds for a member of staff?: Yes  

 

Fees for consulting?: Yes  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  



 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here: I work in a department which received various research funding and unconditional 

grants from private and public partners, but none about corticosteroid for the next 10 years.  
 

 

Reviewer: 2  

 

Recommendation:  

 

Comments:  

General comments:    

 

This is a well written manuscript that addresses an important clinical issue:  the frequency of, indications 
for, and potential adverse consequences of short-term corticosteroid use in a general population.  The 

study has many strengths, including the size and generalizability of the study cohort and the study design 

which capitalizes on each individual as her own control.  The findings centered around the patterns of 

corticosteroid use are illuminating and highlight key areas for practice improvement.  The portion of the 

study designed to quantify the rate of adverse events has more limitations and is therefore more difficult to 

interpret.    

 

Major concerns:  

1) For some of the exposure-outcome relationships, it is very difficult to attribute or even imply causality of 
steroid use with the measured outcome.  When steroids are prescribed to patients with respiratory 

symptoms, a subset of those patients has bacterial pneumonia and is at risk to progress to sepsis without 

appropriate antibiotic therapy.  For these patients, corticosteroid use may be associated with sepsis, but 

the mechanism is the missed appropriate treatment rather than an consequence of steroid treatment itself. 

  Similarly, vertebral fractures may be the cause of back pain treated initially with corticosteroids, 

subsequently discovered to be a vertebral fracture after failing to improve.  This would appear in the 

database to be a result of the corticosteroid therapy, when in fact it is a result of missed diagnosis at the 

time of the initial presentation.  Is it possible to focus on adverse outcome events that are not plausibly 

related to the indication for corticosteroid use?  For instance, limiting the fracture outcome to non-vertebral 

fractures when the prescribing indication is back pain.  
 

2) Vertebral fractures (and perhaps even rib fractures) as an outcome are prone to detection bias.  Some 

vertebral fractures and radiographically evident rib fractures are asymptomatic, particularly if the injury 

was unrecognized in the past.  The date of detection may therefore be widely separated from the incidence 

date of the fracture itself.  Patients who receive corticosteroids for respiratory symptoms are also more 

likely to have chest imaging performed which may identify fractures of an uncertain index date.  Is it 

possible to perform a sensitivity analysis excluding fractures that are likely to be subject to detection bias? 

  Even venous thromboembolism could be related to corticosteroid use through an intermediary 

hospitalization due to the illness treated with steroids rather than steroids themselves.    
 

More broadly, it would be interesting to consider an analysis of outcomes that are not likely to be related to 

steroid use but might be related to detection bias or the confounding effects of being ill.  Positive 

associations between corticosteroids and these outcomes would strongly suggest bias or confounding is 

contributing to the main findings, while negative associations for theoretically unrelated outcomes would 

support a causal association for the main findings presented here.  It is important to note that while self-

controlled study designs automatically control for fixed effects of individual characteristics, they do not 

control for time-varying effects such as acute illness or hospitalization.  

 

3) The primary comparisons for adverse events analyses are not clear.  In the text, the authors discuss 
using a self-controlled case series, the results of which are reported in Table 4.  But they also present data 

in the text and Table 3 that appear to be a comparison of adverse event rates between steroid-users and 

non-users.  I cannot find a description of how these analyses were conducted.  Was steroid exposure 

treated as a time-varying variable such that subjects could accumulate follow up time as both users and 

non-users?  Or was steroid exposure considered a binary characteristic such that users at any time in the 

cohort were considered to be users throughout the study period and compared only to never users?  If the 

former, how long was a user considered exposed before reverting back to unexposed status?  If the latter, 

how did the authors manage outcome events that occurred prior to the data of initial exposure among 

those who used at some point during the study period?  An analysis of users compared to never-users is 
also subject to many issues of confounding that are not well controlled by using a general measure of 

comorbidity and demographics.  

 

4)  The results would be easier to contextualize with some presentation of absolute event numbers in 

addition to relative rates.  This is important for two reasons. First, it allows a clearer understanding of the 

number of patients (rather than the person time) likely to be impacted by these adverse events. Second, it 

allows a clearer understanding of the self-controlled analysis.  Most case-series analyses described in the 

references provided by the authors use only those subjects who have experienced the outcome of interest 

to then determine whether there is a relationship between an acute exposure and the outcome using each 

individual as his or her own control.  This sub-cohort is likely much smaller than the larger cohort as 
evidenced by the relatively broad confidence intervals relative to the results in Table 3.  But the number of 

subjects used for these analyses should be made explicit.  

 

5) It isn't clear why the authors chose to exclude patients with > 30 days of steroid exposure in 3 years of 

follow up.  While this is a study of acute exposure, this seems quite conservative.  This excludes patients 

with more than four 7 day courses of steroids in 3 years.  In many ways, this might be the most important 

group to study as they have the highest accumulated risk of multiple, short term steroid exposures.  

 

Minor concerns:  



1) Can the authors describe how they calculated doses for patients prescribed a steroid taper?  

 

2) The important comparisons in Table 1 are somewhat obscured by producing both the row and column 

totals.  The row totals for non-users are just 100- the percentage in users, so this adds little information. 

 One way to address this would be to have a first column to the left of the "Steroid users" column that 
reports the percentages of the row category that used steroids (ie the row % currently listed under steroid 

users).  This answers the first question about how many people in these categories use steroids.  The next 

two columns could then report only the column percentages as a way to show the differences between 

users and non-users in the characteristics noted.  

 

3) The regional data at the bottom of Table 1 could be simplified and perhaps presented as a separate table 

or figure.  The interesting regional finding is the heterogeneity in the percentage of each region's 

population exposed to steroids (ie, the row total by region).  Unlike the rest of table 1, the column 

percentages are much less informative.  

 
4) In Table 2, the analysis of education as a risk factor for steroid use is a bit confusing because of the 

comparison group chosen. There are very few subjects with <12th grade education, so the results become 

somewhat difficult to interpret as every other education group has a higher risk than this very small 

comparison group, but approximately similar risk compared to each other.  It might be easier to use high 

school graduate as the reference and to show that additional education above that has no effect, while 

having not achieved that level has a "protective" effect.  

 

 

Additional Questions:  
Please enter your name: Jeffrey Munson  

 

Job Title: Assistant Professor of Medicine  

 

Institution: Dartmouth Institute for Health Policy and Clinical practice, Geisel School of Medicine at 

Dartmouth  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  
 

A fee for organising education?: No  

 

Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 
Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here:  

 
 

Reviewer: 3  

 

Recommendation:  

 

Comments:  

Dear Editor,  

Thank you for the opportunity to review this interesting study on short-term use of oral corticosteroids 

among adults in the United States. This article addresses an important topic and is very well written. The 
study employs a self-controlled case-series method to avoid time-invariant confounding. A range of 

sensitivity analyses were performed to confirm the validity of the results.  

 

I have few comments to the authors to consider:  

 

1. As the authors investigate three adverse outcomes associated with corticosteroid use, I wonder if this 

should also reflect in the article title ('Short-term Use of Oral Corticosteroids and related harms...')  

2. Please clarify how oral corticosteroid was defined? Did the authors use any formal definition, eg. The 

Iowa Drug Information System, IDIS or the WHO ATC classification of medicines?  

3. Please describe in more detail how the prescription duration was assessed, what information was 
available (dispensed amount, strength, dosing instructions?)  

4. It is not clear from the paper how results for Table 3 are calculated. In the methods section it appears 

that self-controlled case series is used, however, IRR in Table 3 seems not to be form the SCCS.  

5. Providing ‘n’ in each column would help to interpret the Tables.  

6. More than 50% of short term oral corticosteroid users received treatment for a duration of 6 days or 

less. What does this mean in terms of ‘biological plausibility’ particularly for fracture, but also other risks? 

The authors talk about for example serum osteocalcin decrease in the early weeks after initiation of the 

treatment (not days).  

7. Could the risk of adverse outcomes be due to the indication Oral corticosteroid was prescribed?  



8. The authors should discuss also the clinical significance of their results from the absolute incidence rates 

vs. IRR. Large sample size is likely to yield statistically significant results even for modest IRRs.  

 

 

 
Additional Questions:  

Please enter your name: Jenni Ilomaki  

 

Job Title: Research Fellow  

 

Institution: Monash University  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  
 

A fee for organising education?: No  

 

Funds for research?: Yes  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 
Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here:  

 
 

Reviewer: 4  

 

Recommendation:  

 

Comments:  

Are the study’s aims, the issues and questions relevant for patients?  

 

The aim of the study to look at the risks associated with short-term use of oral corticosteroids is good. To 
little is known of the effects of these drugs in short-term use.    

 

They are using data from private insurance company. In the US this means that the database is biased.  It 

is impossible to conclude that these results are valid for the general population. The researchers have not 

addressed this issue.  

 

In the results they only highlight 3 types of adverse events (sepsis, venous tromboembolism and fracture) , 

while more types of adverse are known with short-term oral corticosteroid use (cardiovascular, digestive, 

endocrine etc). Only further in the article the other known risks are mentioned. It would be better to 

reformulate the results and also the “what this study adds’ section to make this clear.  
 

The cut-off age of 64 makes the study less relevant from the patients perspective. As indicated in the study 

as one gets older, more oral corticosteroids are prescribed to patients for a wide variety of conditions.  

 

There seem to have been no evaluation of other causes for the adverse events. Other congruent events 

with use of the corticosteroids that might have contributed to the adverse events. On the other hand only 

the patients who were already taking the corticosteroids when the adverse event happened were excluded. 

 This also then excludes rapid onset adverse events.  

 
Are there areas that are relevant for patients that are missing or should be highlighted?  

 

One the one hand they say that at lower prednisone-equivalent doses <20mg/day the risks are the same. 

On the other hand they say in what the study adds that tailored doses could work better without indication 

of what doses. But this is not shown in the study. As they indicate in the article, it was not possible to look 

at different levels of oral corticosteroid use as these are very infrequently used.  

 

People who use corticosteroids on a daily basis are excluded. I can understand this, but it makes  the study 

less relevant for the patients perspective. These are the groups of patients who get short term oral 

corticosteroid treatment on a more regular basis. It would be interesting to see if this increases the risks. A 
next study?  

 

In the article they write about alternative therapies for the oral corticosteroids. However the alternative 

therapies they mentioned are often usual care. The oral corticosteroids are often prescribed when the usual 

care like anti-histamines are not effective enough. It is unclear if the in patients included it was checked 

what medication for what conditions they were already taking.  

 I agree that alternative treatments could and should be used, but what is available? A few ideas are 

mentioned, but this would require separate studies to find out what the alternatives are and what the 

effects of not using oral corticosteroids will be. I feel that in this study mentioning alternative therapies 



without more research deceases the relevance. I would just say that more research is needed.  

 

Would the treatment, intervention model of guidance given work in practice?  

 

It would only work if good research was done in the disease areas where oral corticosteroids are often 
used. It would be good to compare alternative therapies and compare the benefit risk profiles.  

 

As the study stands it makes it clear that more research is needed as short term oral corticosteroid use is 

more risky then assumed.  

 

 

Are the outcomes being measured in the study or described in the paper the same as the outcomes that 

are important for the patients?  

Not completely. The have selected three important adverse events, but patients experience a lot of very 

different adverse events from oral corticosteroid use. The article does indicate what these adverse events 
could be.  

But it is very important for patients that more is known about the effects of short term oral corticosteroid 

use.  

 

Do you have suggestions that might help the author(s) to strengthen their paper and make it more useful 

for doctors to share and discuss with patients?  

 

I feel that this study is a good start, but more research is needed to make the research more relevant  and 

useable for patients and doctors.  
However it is important to make both patients and doctors aware that short term oral corticosteroid use is 

associated with higher risk of adverse events than previously expected.  

 

 

Additional Questions:  

Please enter your name: Dominique Hamerlijnck  

 

Job Title: patient advocate  

 

Institution: Dutch Lung Foundation  
 

Reimbursement for attending a symposium?: Yes  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 
Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here: EAACI has reimbursed me for working on the EAACI AIT guideline, for my travel costs 

and stay.  

ISPOR will reimburse my travel and stay costs for the ISPOR patient roundtable.  

I have been reimbursed for stay and travel for participating in the EUPATI training as a patient advocate.  

 

 

Reviewer: 5  
 

Recommendation:  

 

Comments:  

BMJ.2016.035125: SHORT-TERM USE OF ORAL CORTICOSTERIODS AMONG ADULTS IN THE UNITED 

STATES  

 

I’m slightly confused with the study design.  The design in the Abstract is labelled as a self-controlled case-

series (SCSC), as is the Aims in the Introduction, then a ‘modified’ SCSC is mentioned in the Method.  The 

SCSC is design whereby only cases are included (i.e., those who experience at least one outcome, so that 
each individual serves as their own control (Petersen et al BMJ 2016). This design then lets outcome rates 

to be compared when an individual is exposed to when the same individual is not exposed, and these 

results which from reading the initial aim of the paper are tucked away in Table 4.    

 

Can the authors also explain what a ‘modified self-controlled case-series’ is – and how this is different from 

a standard SCSC design.  

 

What clouds things (for me) is that the authors have conducted additional analyses comparing users 

against non-users, and as it is currently written, both the Methods and Results, makes it quite difficult to 



disentangle what is going on. Some clarification on the aims, including the aim of comparing users to non-

users is needed. As such, I’m therefore also slightly unclear on what the SCSC population looks like, as this 

Table 1 lists users and non-users, but the SCSC is only interested in the users population and a subset of 

those who experience the outcome events of interest.  

 
Some more information on the study population would be useful and the generalisability of this population. 

The authors report a strong conclusion that ‘1 in 5 American adults received a short-term oral 

corticosteroids during a 3-year period with an associated increased risk of adverse events’ which needs 

moderating.  

 

Missing data. They state ‘Missing variables were general uncommon (<1%) and classified into unknown 

categories’, but there were 74089 (4.8%) with missing ethnicity.  I don’t think having a missing data 

category is a good idea – usually not recommended.  

 

Very few covariates used in the adjustment; is there a concern for residual confounding?  
 

 

 

Additional Questions:  

Please enter your name: Gary Collins  

 

Job Title: Professor of Medical Statistics  

 

Institution: University of Oxford  
 

Reimbursement for attending a symposium?:  

 

A fee for speaking?:  

 

A fee for organising education?:  

 

Funds for research?:  

 

Funds for a member of staff?:  
 

Fees for consulting?:  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?:  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?:  

 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here:  

 

 

 

 

   

**Information for submitting a revision**  

 
Deadline: Your revised manuscript should be returned within one month.  

 

How to submit your revised article: Log into http://mc.manuscriptcentral.com/bmj and enter your Author 

Center, where you will find your manuscript title listed under "Manuscripts with Decisions." Under "Actions," 

click on "Create a Revision." Your manuscript number has been appended to denote a revision.  

 

You will be unable to make your revisions on the originally submitted version of the manuscript. Instead, 

revise your manuscript using a word processing program and save it on your computer. Once the revised 

manuscript is prepared, you can upload it and submit it through your Author Center. When submitting your 
revised manuscript, you will be able to respond to the comments made by the reviewer(s) and Committee 

in the space provided. You can use this space to document any changes you make to the original 

manuscript and to explain your responses. In order to expedite the processing of the revised manuscript, 

please be as specific as possible in your response to the reviewer(s). As well as submitting your revised 

manuscript, we also require a copy of the manuscript with changes highlighted. Please upload this as a 

supplemental file with file designation ‘Revised Manuscript Marked copy’. Your original files are available to 

you when you upload your revised manuscript. Please delete any redundant files before completing the 

submission.  

 

When you revise and return your manuscript, please take note of all the following points about revising 
your article. Even if an item, such as a competing interests statement, was present and correct in the 

original draft of your paper, please check that it has not slipped out during revision. Please include these 

items in the revised manuscript to comply with BMJ style (see: http://www.bmj.com/about-bmj/resources-

authors/article-submission/article-requirements and  

http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-checklists).  

 

Items to include with your revision (see http://www.bmj.com/about-bmj/resources-authors/article-

types/research):  

 



1. What this paper adds/what is already known box (as described at 

http://resources.bmj.com/bmj/authors/types-of-article/research)  

 

2. Name of the ethics committee or IRB, ID# of the approval, and a statement that participants gave 

informed consent before taking part. If ethics committee approval was not required, please state so clearly 
and explain the reasons why (see http://resources.bmj.com/bmj/authors/editorial-policies/guidelines.)  

 

3. Patient confidentiality forms when appropriate (see http://resources.bmj.com/bmj/authors/editorial-

policies/copy_of_patient-confidentiality).  

 

4. Competing interests statement (see http://resources.bmj.com/bmj/authors/editorial-policies/competing-

interests)  

 

5. Contributorship statement+ guarantor (see http://resources.bmj.com/bmj/authors/article-

submission/authorship-contributorship)  
 

6. Transparency statement: (see http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/transparency-policy)  

 

7. Copyright statement/licence for publication (see http://www.bmj.com/about-bmj/resources-

authors/forms-policies-and-checklists/copyright-open-access-and-permission-reuse)  

 

8. Data sharing statement (see http://www.bmj.com/about-bmj/resources-authors/article-types/research)  

 
9. Funding statement and statement of the independence of researchers from funders (see 

http://resources.bmj.com/bmj/authors/article-submission/article-requirements).  

 

10. Patient involvement statement (see http://www.bmj.com/about-bmj/resources-authors/article-

types/research).  

 

 

11. Please ensure the paper complies with The BMJ’s style, as detailed below:  

 

a. Title: this should include the study design eg "systematic review and meta-analysis.”  
 

b. Abstract: Please include a structured abstract with key summary statistics, as explained below (also see 

http://resources.bmj.com/bmj/authors/types-of-article/research). For every clinical trial - and for any other 

registered study- the last line of the abstract must list the study registration number and the name of the 

register.  

 

c. Introduction: This should cover no more than three paragraphs, focusing on the research question and 

your reasons for asking it now.  

 
d. Methods: For an intervention study the manuscript should include enough information about the 

intervention(s) and comparator(s) (even if this was usual care) for reviewers and readers to understand 

fully what happened in the study. To enable readers to replicate your work or implement the interventions 

in their own practice please also provide (uploaded as one or more supplemental files, including video and 

audio files where appropriate) any relevant detailed descriptions and materials. Alternatively, please 

provide in the manuscript urls to openly accessible websites where these materials can be found.  

 

e. Results: Please report statistical aspects of the study in line with the Statistical Analyses and Methods in 

the Published Literature (SAMPL) guidelines http://www.equator-network.org/reporting-guidelines/sampl/. 

Please include in the results section of your structured abstract (and, of course, in the article's results 
section) the following terms, as appropriate:  

 

i. For a clinical trial: Absolute event rates among experimental and control groups; RRR (relative risk 

reduction); NNT or NNH (number needed to treat or harm) and its 95% confidence interval (or, if the trial 

is of a public health intervention, number helped per 1000 or 100,000.)  

ii. For a cohort study: Absolute event rates over time (eg 10 years) among exposed and non-exposed 

groups; RRR (relative risk reduction.)  

iii. For a case control study:OR (odds ratio) for strength of association between exposure and outcome.  

iv. For a study of a diagnostic test: Sensitivity and specificity; PPV and NPV (positive and negative 
predictive values.)  

v. For a systematic review and/or meta-analysis: Point estimates and confidence intervals for the main 

results; one or more references for the statistical package(s) used to analyse the data, eg RevMan for a 

systematic review. There is no need to provide a formal reference for a very widely used package that will 

be very familiar to general readers eg STATA, but please say in the text which version you used. For 

articles that include explicit statements of the quality of evidence and strength of recommendations, we 

prefer reporting using the GRADE system.  

 

f. Discussion: To minimise the risk of careful explanation giving way to polemic, please write the discussion 

section of your paper in a structured way. Please follow this structure: i) statement of principal findings of 
the study; ii) strengths and weaknesses of the study; iii) strengths and weaknesses in relation to other 

studies, discussing important differences in results; iv) what your study adds (whenever possible please 

discuss your study in the light of relevant systematic reviews and meta-analyses); v) meaning of the study, 

including possible explanations and implications for clinicians and policymakers and other researchers; vi) 

how your study could promote better decisions; vi) unanswered questions and future research  

 

g. Footnotes and statements  

 

Online and print publication: All original research in The BMJ is published with open access. Our open 



access policy is detailed here: http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/copyright-open-access-and-permission-reuse. The full text online version of your article, if 

accepted after revision, will be the indexed citable version (full details are at 

http://resources.bmj.com/bmj/about-bmj/the-bmjs-publishing-model). The print and iPad BMJ will carry an 

abridged version of your article. This abridged version of the article is essentially an evidence abstract 
called BMJ pico, which we would like you to write using the template downloadable at 

http://resources.bmj.com/bmj/authors/bmj-pico. Publication of research on bmj.com is definitive and is not 

simply interim "epublication ahead of print", so if you do not wish to abridge your article using BMJ pico, 

you will be able to opt for online only publication. Please let us know if you would prefer this option. If your 

article is accepted we will invite you to submit a video abstract, lasting no longer than 4 minutes, and 

based on the information in your paper’s BMJ pico evidence abstract. The content and focus of the video 

must relate directly to the study that has been accepted for publication by The BMJ, and should not stray 

beyond the data. 

Date Sent: 11-Dec-2016 
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Dear Dr. Waljee  

 

Manuscript ID BMJ.2016.035125 entitled "Short-Term Use of Oral Corticosteroids Among Adults in the 

United States"  

 
Thank you for sending us your paper. We sent it for external peer review and discussed it at our 

manuscript committee meeting. We recognise its potential importance and relevance to general medical 

readers, but I am afraid that we have not yet been able to reach a final decision on it because several 

important aspects of the work still need clarifying.  

 

Please excuse the delay between the manuscript meeting and our decision letter. The paper went to formal 

statistical review after the meeting.  

 

We hope very much that you will be willing and able to revise your paper as explained below in the report 

from the manuscript meeting, so that we will be in a better position to understand your study and decide 
whether the BMJ is the right journal for it. We are looking forward to reading the revised version and, we 

hope, reaching a decision.  

 

Yours sincerely,  

 

 

Georg Roeggla  

groggla@bmj.com  

 
 

 

**Report from The BMJ’s manuscript committee meeting**  

 

These comments are an attempt to summarise the discussions at the manuscript meeting. They are not an 

exact transcript.  

 

Manuscript meeting 17.11.2016  

 

John Fletcher (chair), Gary Collins (stats), Elizabeth Loder, Jose Merino, Kristina Fister, Georg Roeggla, 
Tiago Villanueva, Daoxin Yin, Joe Freer, Rubin Minhas.  

 

Decision: Ask for Revision  

 

The committee was interested in the topic of your Research. The following concerns were mentioned:    

 

• Did one in five of the American adult population or one in five of adult people who receive health care 

adults receive short-term oral corticosteroids?  

• Could not the reason for the short term steroid therapy like a pulmonary infection causing COPD 
exacerbation be the reason for the following sepsis and not steroid therapy itself?  

• We were slightly puzzled by this study. There are two aspects: one is the comparison between users and 

non-users and the second one the comparisons of pre-, actual and post-exposure time blocks among the 

exposed.  

• What we need to understand is: given the condition a patient has (i.e., the indication) would the 

outcomes occur had the patient not been given oral corticoids. We are not convinced that this conclusion 

can be drawn from the data.  

• The self-controlled cohort method will not allow controlling for time-varying issues.  

• Why were these outcomes chosen? Have those been associated with short-term oral corticoid use?  

• The conclusion: Greater attention to initiating prescriptions of these drugs, tailoring doses to clinical 
indications, and identifying alternatives for treatment may potentially improve patient safety is also not 

valid as no data are provided to support this statement.  

• You may have misunderstood patient involvement http://www.bmj.com/campaign/patient-partnership  in 

that you say you were using secondary data. We suggest this reverts to the standard full "no PI" 

statement  

• We were surprised at the amount of corticosteroid prescribing among generalists in this US sample and at 

such high dosages.  



• What defines the group of people in this study? The age structure doesn't look like a normal population 

(lots of older age groups and fewer younger people). Is this slanted towards people making drug 

reimbursement claims? That would partly explain the high drug usage  

• Could some of the events be from the co-morbid disease issues?  

• Missing data. They state ‘Missing variables were general uncommon (<1%) and classified into unknown 
categories’, but there were 74089 (4.8%) with missing ethnicity.  I don’t think having a missing data 

category is a good idea – usually not recommended.  

• Very few covariates used in the adjustment.  

• We are told very little about how representative this DataMart sample is of the US population as a whole, 

though.  

• Could you discuss what is short and what is intermediate exposure and how you drew the line?  

 

 

First, please revise your paper to respond to all of the comments by the reviewers. Their reports are 

available at the end of this letter, below. Please also respond to the additional comments by the 
committee:  

 

In your response please provide, point by point, your replies to the comments made by the reviewers and 

the editors, explaining how you have dealt with them in the paper.  

 

** Comments from the external peer reviewers**  

 

Reviewer: 1  

 
Recommendation:  

 

Comments:  

Very nice paper. A short prescription of oral corticosteroid is largely use to improve symptoms for several 

medical conditions for young or less young adults, seniors and children. Most of the time physicians 

consider that the known risks of long-term use of corticosteroid are not a concern in such situations. That is 

probably the case for many patients but not necessary for all, and this study brings some new information 

about this risk.  

 

I have just a few comments.  
 

I wonder about the methodology. It seems to be a self-controlled cohort rather than a self-controlled case 

series. The self-controlled cohort method compares the post-exposure outcome rate with the pre-exposure 

rate among an exposed cohort (Ryan PB, Drug Saf 2013; 36 (Suppl 1):S95–S106), while a self-controlled 

case series use only cases with time divided between control and risk period (Suchard MA, Drug Saf 2013; 

36 (Suppl 1):S83–S93).  

 

There is a discrepancy between exclusions described in the methodology part and the flow chart  (prior 

adverse events in 2011).  
 

Patients with only non-oral corticosteroid were excluded. If I understood well, patients with concomitant 

oral and non-oral corticosteroid use are included. This information seems not to be taken into account in 

the analysis, and could have an impact on the adverse events studied, in terms of short, intermittent or 

long use.  

 

The table 2 shows some differences between user and non-users (without p) with a very small set of 

variables. The comparison (IRR) between users and non-users is questionable because of very low 

adjustment (6 variables in the methodology part) or unadjusted (as it is written in the result part), and 

could receive a lot of critics that invalidate the study. I recommend just presenting the percentage in the 
two groups (users and non-users) without any risk ratio and 95% confidence interval; and to concentrate 

the results on the main methodology, i.e self-controlled case design, which controls for most potential 

subject confounders.  Sensitivity analysis could be done after exclusion of concomitant non-oral 

corticosteroid users.  

 

After that, it could be interesting to apply the IRR to the incidence rate of events in the exposed population 

and to calculate a number need to harm. This information could be useful for clinician for the benefit-risk 

balance of their short oral corticosteroid prescription according the diagnosis.  

 
In the discussion, the authors should also estimate the total number of patients concerned by these 

adverse events in the two situations, long-term use and short-term use (n1 = several patients from few 

patients with long-term use, n2 = few patients from a large number of patients with short-term use), and if 

n1 is really ≥ n2 or not.  

 

 

 

 

 

 
Additional Questions:  

Please enter your name: Blin Patrick  

 

Job Title: Chief Medical and Scientific officer  

 

Institution: Bordeaux PharmacoEPi, CIC Bordeaux CIC1401  

 

Reimbursement for attending a symposium?: No  

 



A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: Yes  
 

Funds for a member of staff?: Yes  

 

Fees for consulting?: Yes  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  
 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here: I work in a department which received various research funding and unconditional 

grants from private and public partners, but none about corticosteroid for the next 10 years.  

 

 

Reviewer: 2  

 
Recommendation:  

 

Comments:  

General comments:    

 

This is a well written manuscript that addresses an important clinical issue:  the frequency of, indications 

for, and potential adverse consequences of short-term corticosteroid use in a general population.  The 

study has many strengths, including the size and generalizability of the study cohort and the study design 

which capitalizes on each individual as her own control.  The findings centered around the patterns of 

corticosteroid use are illuminating and highlight key areas for practice improvement.  The portion of the 
study designed to quantify the rate of adverse events has more limitations and is therefore more difficult to 

interpret.    

 

Major concerns:  

1) For some of the exposure-outcome relationships, it is very difficult to attribute or even imply causality of 

steroid use with the measured outcome.  When steroids are prescribed to patients with respiratory 

symptoms, a subset of those patients has bacterial pneumonia and is at risk to progress to sepsis without 

appropriate antibiotic therapy.  For these patients, corticosteroid use may be associated with sepsis, but 

the mechanism is the missed appropriate treatment rather than an consequence of steroid treatment itself. 
  Similarly, vertebral fractures may be the cause of back pain treated initially with corticosteroids, 

subsequently discovered to be a vertebral fracture after failing to improve.  This would appear in the 

database to be a result of the corticosteroid therapy, when in fact it is a result of missed diagnosis at the 

time of the initial presentation.  Is it possible to focus on adverse outcome events that are not plausibly 

related to the indication for corticosteroid use?  For instance, limiting the fracture outcome to non-vertebral 

fractures when the prescribing indication is back pain.  

 

2) Vertebral fractures (and perhaps even rib fractures) as an outcome are prone to detection bias.  Some 

vertebral fractures and radiographically evident rib fractures are asymptomatic, particularly if the injury 

was unrecognized in the past.  The date of detection may therefore be widely separated from the incidence 
date of the fracture itself.  Patients who receive corticosteroids for respiratory symptoms are also more 

likely to have chest imaging performed which may identify fractures of an uncertain index date.  Is it 

possible to perform a sensitivity analysis excluding fractures that are likely to be subject to detection bias? 

  Even venous thromboembolism could be related to corticosteroid use through an intermediary 

hospitalization due to the illness treated with steroids rather than steroids themselves.    

 

More broadly, it would be interesting to consider an analysis of outcomes that are not likely to be related to 

steroid use but might be related to detection bias or the confounding effects of being ill.  Positive 

associations between corticosteroids and these outcomes would strongly suggest bias or confounding is 
contributing to the main findings, while negative associations for theoretically unrelated outcomes would 

support a causal association for the main findings presented here.  It is important to note that while self-

controlled study designs automatically control for fixed effects of individual characteristics, they do not 

control for time-varying effects such as acute illness or hospitalization.  

 

3) The primary comparisons for adverse events analyses are not clear.  In the text, the authors discuss 

using a self-controlled case series, the results of which are reported in Table 4.  But they also present data 

in the text and Table 3 that appear to be a comparison of adverse event rates between steroid-users and 

non-users.  I cannot find a description of how these analyses were conducted.  Was steroid exposure 

treated as a time-varying variable such that subjects could accumulate follow up time as both users and 
non-users?  Or was steroid exposure considered a binary characteristic such that users at any time in the 

cohort were considered to be users throughout the study period and compared only to never users?  If the 

former, how long was a user considered exposed before reverting back to unexposed status?  If the latter, 

how did the authors manage outcome events that occurred prior to the data of initial exposure among 

those who used at some point during the study period?  An analysis of users compared to never-users is 

also subject to many issues of confounding that are not well controlled by using a general measure of 

comorbidity and demographics.  

 

4)  The results would be easier to contextualize with some presentation of absolute event numbers in 



addition to relative rates.  This is important for two reasons. First, it allows a clearer understanding of the 

number of patients (rather than the person time) likely to be impacted by these adverse events. Second, it 

allows a clearer understanding of the self-controlled analysis.  Most case-series analyses described in the 

references provided by the authors use only those subjects who have experienced the outcome of interest 

to then determine whether there is a relationship between an acute exposure and the outcome using each 
individual as his or her own control.  This sub-cohort is likely much smaller than the larger cohort as 

evidenced by the relatively broad confidence intervals relative to the results in Table 3.  But the number of 

subjects used for these analyses should be made explicit.  

 

5) It isn't clear why the authors chose to exclude patients with > 30 days of steroid exposure in 3 years of 

follow up.  While this is a study of acute exposure, this seems quite conservative.  This excludes patients 

with more than four 7 day courses of steroids in 3 years.  In many ways, this might be the most important 

group to study as they have the highest accumulated risk of multiple, short term steroid exposures.  

 

Minor concerns:  
1) Can the authors describe how they calculated doses for patients prescribed a steroid taper?  

 

2) The important comparisons in Table 1 are somewhat obscured by producing both the row and column 

totals.  The row totals for non-users are just 100- the percentage in users, so this adds little information. 

 One way to address this would be to have a first column to the left of the "Steroid users" column that 

reports the percentages of the row category that used steroids (ie the row % currently listed under steroid 

users).  This answers the first question about how many people in these categories use steroids.  The next 

two columns could then report only the column percentages as a way to show the differences between 

users and non-users in the characteristics noted.  
 

3) The regional data at the bottom of Table 1 could be simplified and perhaps presented as a separate table 

or figure.  The interesting regional finding is the heterogeneity in the percentage of each region's 

population exposed to steroids (ie, the row total by region).  Unlike the rest of table 1, the column 

percentages are much less informative.  

 

4) In Table 2, the analysis of education as a risk factor for steroid use is a bit confusing because of the 

comparison group chosen. There are very few subjects with <12th grade education, so the results become 

somewhat difficult to interpret as every other education group has a higher risk than this very small 

comparison group, but approximately similar risk compared to each other.  It might be easier to use high 
school graduate as the reference and to show that additional education above that has no effect, while 

having not achieved that level has a "protective" effect.  
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Please enter your name: Jeffrey Munson  

 

Job Title: Assistant Professor of Medicine  

 
Institution: Dartmouth Institute for Health Policy and Clinical practice, Geisel School of Medicine at 

Dartmouth  
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A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  
 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  
gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here:  

 

 

Reviewer: 3  

 

Recommendation:  
 

Comments:  

Dear Editor,  

Thank you for the opportunity to review this interesting study on short-term use of oral corticosteroids 

among adults in the United States. This article addresses an important topic and is very well written. The 

study employs a self-controlled case-series method to avoid time-invariant confounding. A range of 

sensitivity analyses were performed to confirm the validity of the results.  

 

I have few comments to the authors to consider:  



 

1. As the authors investigate three adverse outcomes associated with corticosteroid use, I wonder if this 

should also reflect in the article title ('Short-term Use of Oral Corticosteroids and related harms...')  

2. Please clarify how oral corticosteroid was defined? Did the authors use any formal definition, eg. The 

Iowa Drug Information System, IDIS or the WHO ATC classification of medicines?  
3. Please describe in more detail how the prescription duration was assessed, what information was 

available (dispensed amount, strength, dosing instructions?)  

4. It is not clear from the paper how results for Table 3 are calculated. In the methods section it appears 

that self-controlled case series is used, however, IRR in Table 3 seems not to be form the SCCS.  

5. Providing ‘n’ in each column would help to interpret the Tables.  

6. More than 50% of short term oral corticosteroid users received treatment for a duration of 6 days or 

less. What does this mean in terms of ‘biological plausibility’ particularly for fracture, but also other risks? 

The authors talk about for example serum osteocalcin decrease in the early weeks after initiation of the 

treatment (not days).  

7. Could the risk of adverse outcomes be due to the indication Oral corticosteroid was prescribed?  
8. The authors should discuss also the clinical significance of their results from the absolute incidence rates 

vs. IRR. Large sample size is likely to yield statistically significant results even for modest IRRs.  
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Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  
gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here:  

 

 

Reviewer: 4  

 

Recommendation:  
 

Comments:  

Are the study’s aims, the issues and questions relevant for patients?  

 

The aim of the study to look at the risks associated with short-term use of oral corticosteroids is good. To 

little is known of the effects of these drugs in short-term use.    

 

They are using data from private insurance company. In the US this means that the database is biased.  It 

is impossible to conclude that these results are valid for the general population. The researchers have not 
addressed this issue.  

 

In the results they only highlight 3 types of adverse events (sepsis, venous tromboembolism and fracture) , 

while more types of adverse are known with short-term oral corticosteroid use (cardiovascular, digestive, 

endocrine etc). Only further in the article the other known risks are mentioned. It would be better to 

reformulate the results and also the “what this study adds’ section to make this clear.  

 

The cut-off age of 64 makes the study less relevant from the patients perspective. As indicated in the study 

as one gets older, more oral corticosteroids are prescribed to patients for a wide variety of conditions.  

 
There seem to have been no evaluation of other causes for the adverse events. Other congruent events 

with use of the corticosteroids that might have contributed to the adverse events. On the other hand only 

the patients who were already taking the corticosteroids when the adverse event happened were excluded. 

 This also then excludes rapid onset adverse events.  

 

Are there areas that are relevant for patients that are missing or should be highlighted?  

 

One the one hand they say that at lower prednisone-equivalent doses <20mg/day the risks are the same. 

On the other hand they say in what the study adds that tailored doses could work better without indication 



of what doses. But this is not shown in the study. As they indicate in the article, it was not possible to look 

at different levels of oral corticosteroid use as these are very infrequently used.  

 

People who use corticosteroids on a daily basis are excluded. I can understand this, but it makes  the study 

less relevant for the patients perspective. These are the groups of patients who get short term oral 
corticosteroid treatment on a more regular basis. It would be interesting to see if this increases the risks. A 

next study?  

 

In the article they write about alternative therapies for the oral corticosteroids. However the alternative 

therapies they mentioned are often usual care. The oral corticosteroids are often prescribed when the usual 

care like anti-histamines are not effective enough. It is unclear if the in patients included it was checked 

what medication for what conditions they were already taking.  

 I agree that alternative treatments could and should be used, but what is available? A few ideas are 

mentioned, but this would require separate studies to find out what the alternatives are and what the 

effects of not using oral corticosteroids will be. I feel that in this study mentioning alternative therapies 
without more research deceases the relevance. I would just say that more research is needed.  

 

Would the treatment, intervention model of guidance given work in practice?  

 

It would only work if good research was done in the disease areas where oral corticosteroids are often 

used. It would be good to compare alternative therapies and compare the benefit risk profiles.  

 

As the study stands it makes it clear that more research is needed as short term oral corticosteroid use is 

more risky then assumed.  
 

 

Are the outcomes being measured in the study or described in the paper the same as the outcomes that 

are important for the patients?  

Not completely. The have selected three important adverse events, but patients experience a lot of very 

different adverse events from oral corticosteroid use. The article does indicate what these adverse events 

could be.  

But it is very important for patients that more is known about the effects of short term oral corticosteroid 

use.  

 
Do you have suggestions that might help the author(s) to strengthen their paper and make it more useful 

for doctors to share and discuss with patients?  

 

I feel that this study is a good start, but more research is needed to make the research more relevant  and 

useable for patients and doctors.  

However it is important to make both patients and doctors aware that short term oral corticosteroid use is 

associated with higher risk of adverse events than previously expected.  

 

 
Additional Questions:  
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A fee for organising education?: No  
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Fees for consulting?: No  

 
Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here: EAACI has reimbursed me for working on the EAACI AIT guideline, for my travel costs 

and stay.  
ISPOR will reimburse my travel and stay costs for the ISPOR patient roundtable.  

I have been reimbursed for stay and travel for participating in the EUPATI training as a patient advocate.  

 

 

Reviewer: 5  

 

Recommendation:  

 

Comments:  



BMJ.2016.035125: SHORT-TERM USE OF ORAL CORTICOSTERIODS AMONG ADULTS IN THE UNITED 

STATES  

 

I’m slightly confused with the study design.  The design in the Abstract is labelled as a self-controlled case-

series (SCSC), as is the Aims in the Introduction, then a ‘modified’ SCSC is mentioned in the Method.  The 
SCSC is design whereby only cases are included (i.e., those who experience at least one outcome, so that 

each individual serves as their own control (Petersen et al BMJ 2016). This design then lets outcome rates 

to be compared when an individual is exposed to when the same individual is not exposed, and these 

results which from reading the initial aim of the paper are tucked away in Table 4.    

 

Can the authors also explain what a ‘modified self-controlled case-series’ is – and how this is different from 

a standard SCSC design.  

 

What clouds things (for me) is that the authors have conducted additional analyses comparing users 

against non-users, and as it is currently written, both the Methods and Results, makes it quite difficult to 
disentangle what is going on. Some clarification on the aims, including the aim of comparing users to non-

users is needed. As such, I’m therefore also slightly unclear on what the SCSC population looks like, as this 

Table 1 lists users and non-users, but the SCSC is only interested in the users population and a subset of 

those who experience the outcome events of interest.  

 

Some more information on the study population would be useful and the generalisability of this population. 

The authors report a strong conclusion that ‘1 in 5 American adults received a short-term oral 

corticosteroids during a 3-year period with an associated increased risk of adverse events’ which needs 

moderating.  
 

Missing data. They state ‘Missing variables were general uncommon (<1%) and classified into unknown 

categories’, but there were 74089 (4.8%) with missing ethnicity.  I don’t think having a missing data 

category is a good idea – usually not recommended.  

 

Very few covariates used in the adjustment; is there a concern for residual confounding?  
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A fee for speaking?:  
 

A fee for organising education?:  

 

Funds for research?:  

 

Funds for a member of staff?:  

 

Fees for consulting?:  

 

Have you in the past five years been employed by an organisation that may  
in any way gain or lose financially from the publication of this paper?:  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?:  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 

declare them here:  

 
 

 

 

   

**Information for submitting a revision**  

 

Deadline: Your revised manuscript should be returned within one month.  

 

How to submit your revised article: Log into http://mc.manuscriptcentral.com/bmj and enter your Author 

Center, where you will find your manuscript title listed under "Manuscripts with Decisions." Under "Actions," 
click on "Create a Revision." Your manuscript number has been appended to denote a revision.  

 

You will be unable to make your revisions on the originally submitted version of the manuscript. Instead, 

revise your manuscript using a word processing program and save it on your computer. Once the revised 

manuscript is prepared, you can upload it and submit it through your Author Center. When submitting your 

revised manuscript, you will be able to respond to the comments made by the reviewer(s) and Committee 

in the space provided. You can use this space to document any changes you make to the original 

manuscript and to explain your responses. In order to expedite the processing of the revised manuscript, 

please be as specific as possible in your response to the reviewer(s). As well as submitting your revised 



manuscript, we also require a copy of the manuscript with changes highlighted. Please upload this as a 

supplemental file with file designation ‘Revised Manuscript Marked copy’. Your original files are available to 

you when you upload your revised manuscript. Please delete any redundant files before completing the 

submission.  

 
When you revise and return your manuscript, please take note of all the following points about revising 

your article. Even if an item, such as a competing interests statement, was present and correct in the 
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