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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.   
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TITLE (PROVISIONAL) A multicenter randomized, 1-year comparative effectiveness, 
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VERSION 1 - REVIEW 

REVIEWER Kevin Harris 
U.S. Army  
USA 

REVIEW RETURNED 17-Dec-2015 

 

GENERAL COMMENTS This work has the potential for great impact in the field. The study is 
the next logical step that needs to be taken along this line of 
research and I look forward to the manuscript in the future. 

 

REVIEWER James C Johns MD 
Cedar Valley Hand Surgery  
United States 

REVIEW RETURNED 19-Dec-2015 

 

GENERAL COMMENTS Well-designed and well-written.  
Risks of cortisone/local anesthetic may be more than listed.  

 

REVIEWER Dan White 
University of Delaware  
United States 

REVIEW RETURNED 20-Jan-2016 

 

GENERAL COMMENTS The purpose of this study was to describe an RCT to directly 
compare the short and long term effects of CSI and PT for people 
with knee OA.  
 
I believe the investigators ask an important question and have 
designed an appropriate study to answer their research question. I 
have two major concerns and a few minor comments.  
 
Major concerns:  
 
1) I think this study would be strengthened by adding a third study 
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arm that combines PT and CSI. I have several reasons for this. First, 
clinically people with knee OA can feasibly and in fact do have both 
interventions, PT and CSI. The treatments are not mutually 
exclusive. I’m unclear why from a clinical perspective the 3rd arm is 
not included. Second, having a two arm study weighs in favor of CSI 
and not PT. If there is no difference in PT vs CSI or if CSI is better 
than PT, these outcomes favor CSI. The only instance that PT will 
be favored will be if WOMAC scores improve greater in PT than CSI. 
Moreover, the issue of cross-over is going to temper the validity of 
this study, i.e., people with PT also having CSI. Having a third arm 
that gets both PT and CSI will answer the question PT does add 
value to CSI, which most patients with OA receive anyways.  
 
2) The diagnosis of knee OA needs to be better described. The 
authors list as study inclusion criteria radiographic knee OA and 
clinical knee OA according to Altman criteria. I’m unclear why the 
authors didn’t just choose a definition of symptomatic knee OA, that 
is radiographic evidence of knee with knee pain. One major concern 
related to this is the age criteria of > 38 years. The source of knee 
pain for someone meeting the clinical criteria of knee OA may not be 
knee OA in someone 38 years of age. Simply requiring meeting a 
definition of symptomatic knee OA, i.e., radiographic evidence and 
presence of knee pain, would mitigate these problems.  
 
 
Minor comments:  
 
A) I have not found the TUG to be sensitive to change in people with 
knee OA. Can the author provide literature supporting the TUG is 
sensitive to change. If not, perhaps consider using a 6 minute walk 
test or gait speed over 20 meters as an alternative measure of 
physical function.  
B) Can the authors perform a sensitivity analysis on their power 
calculation. I’m concerned that dropout will be greater than 11%. 
What happens to their power calculation if this occurs? What if their 
intervention shows a smaller effect? Understanding how these 
contingencies may affect study power are informative.  
C) Maybe I missed it, but are there any inclusion/exclusion criteria 
for the other knee? What if knee OA is bilateral? Can these subjects 
be included?  
D) Pg2Ln42, define DV. 

 

VERSION 1 – AUTHOR RESPONSE 

With respect to the comment from Reviewer #1 that we may have understated the side effects and 

complications associated with corticosteroid injections (CSI) in the knee. A repeat review of the 

relevant literature suggests that we have accurately summarized the published risks. As a result of 

the review, we have added an additional reference from a French review article on the side effects of 

intra-articular CSI.  

 

With respect to reviewer #3 there were several suggestions that would substantially change the 

design or methods of the trial. From our published timetable, it is obvious that the trial is in progress 

making changes to the design or methods of the research impractical.  

 

Specifically with respect to the reviewer #3 suggestion to have a third arm receiving both 

interventions, that design was thoroughly discussed amongst the authors before finalizing our 

research protocol. The third arm would certainly provide additional insight to any co-effects of the 
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interventions, but would also dramatically increase the needed number of subjects for adequate 

statistical power. Despite the high prevalence of the disorder in our setting, identifying subjects with 

knee osteoarthritis who have not recently had steroid injections and yet are willing to potentially 

receive them is quite difficult. Most patients have either received injections in their care process or 

they are specifically opposed to having their knees injected, which would make them not eligible for 

the study.  

 

With respect to the comment from reviewer #3 on the diagnostic inclusion criteria, we believe the 

criteria for determining knee osteoarthritis are valid. Altman’s clinical criteria are commonly utilized in 

clinical trials. The additional criteria of radiographic evidence of knee OA is also commonly utilized 

and makes it very unlikely that we would include subjects in the study who do not have knee 

osteoarthritis.  

 

We agree with reviewer #3 that the timed up and go (TUG) may not be optimally sensitive however it 

has been used in the referenced previous clinical trials and it is a recommended outcome measure for 

the studied population. We believe that the TUG will most likely provide insight to function and 

balance ability of our population across both groups. Therefore, it is a secondary dependent variable 

that may indeed not reflect between group differences. We have some experience with the 6-minute 

walk test (6MWT) as an outcome measure in knee OA studies. We have noted that it is not as 

responsive as the function subscale of the WOMAC. Additionally, some lower activity level patients 

simply do not like the 6MWT and therefore will not return for subsequent testing sessions if the 6MWT 

is to be repeated. The original validation of the 6MWT minute walk test was with pulmonary patients 

and pulmonary or cardiovascular fitness may be limiting factors in the responsiveness of that test.  

 

With respect to reviewer #3 comments on the power analysis. Our findings to this point suggest that 

we have accurately estimated our drop-out rate for the power analysis. Careful telephonic follow-up of 

all subjects and patient accommodating appointment scheduling has minimized the loss of subjects to 

this point to less than 5%. We have now included a sensitivity analysis in the protocol should our 

realized drop-out rate exceed our estimated 11%.  

 

Patients with bilateral knee OA are included. They complete their WOMAC from the perspective of 

their most problematic knee and continue with that perspective at subsequent testing sessions. Both 

knees are treated although treatments are prioritized in a clinically typical manner to the most 

symptomatic and/or functionally limited knee.  

 

Dependent variables is now spelled out on Pg2 Ln 42. 

 

VERSION 2 – REVIEW 

REVIEWER James C Johns MD 
Cedar Valley Hand Surgery  
USA 

REVIEW RETURNED 21-Feb-2016 

 

GENERAL COMMENTS This paper clearly defines the objectives and intent of the study. It 
minimizes variables as much as possible. It would be impossible to 
fully consider every variable (e.g. differences in steroid compounds, 
differences in steroid strength, differences in the ability of individual 
therapists.) For the outlined objectives, this proposed study 
adequately addresses concerns and should provide worthwhile 
information. 
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REVIEWER Daniel White 
University of Delaware USA 

REVIEW RETURNED 23-Feb-2016 

 

GENERAL COMMENTS The authors have provided a thoughtful response to my concerns. I 
appreciate their efforts. 
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Correction

Deyle GD, Gill NW, Rhon DI, et al. A multicentre randomised, 1-year comparative
effectiveness, parallel-group trial protocol of a physical therapy approach compared
to corticosteroid injections. BMJ Open 2016;6:e010528. The title of this paper is incor-
rect and should be: A multicenter randomised, 1-year comparative effectiveness,
parallel-group trial protocol of a physical therapy approach compared to corticoster-
oid injection on pain and function related to knee osteoarthritis (PTA Trial).

BMJ Open 2016;6:e010528corr1. doi:10.1136/bmjopen-2015-010528corr1

BMJ Open 2016;6:e010528corr1. doi:10.1136/bmjopen-2015-010528corr1 1
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