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VERSION 1 - REVIEW 

REVIEWER Dr Yannan Jiang 
The University of Auckland  
New Zealand 

REVIEW RETURNED 18-Oct-2014 

 

GENERAL COMMENTS A multicentre, double-blind, parallel two-arm, randomised controlled 
trial was conducted to evaluate the safety and efficacy of QMF149 
versus MF once daily via Twisthaler inhalation device, for the 
treatment of persistent asthma in adolescents and adults for 6-21 
months. The primary endpoint was time to first serious asthma 
exacerbation resulting in hospitalisation, intubation or death.  
 
Abstract: The results showed a non-significant difference in the 
primary endpoint, with only 2 and 6 events observed in the QMF149 
(n=749) and MF (n=759) groups respectively. The authors should 
make this point clear in conclusion, rather than a general statement 
that the QMF149 has a favourable safety/efficacy profile.  
 
Methods: The randomisation method and allocation ratio were not 
described. Stratification factors used for randomisation should be 
presented properly with numbering in the paper. Data monitoring 
committee and interim analysis were only mentioned in 
supplementary appendix under Outcome measures, which could be 
easily missed.  
 
The sample size calculation was based on a large three-fold 
increase in HR, 80% power and one-sided significance test at 5% 
level. With the known rarity of such events even in patients with 
moderate-to-severe disease, the study seems not sufficiently 
powered on the primary endpoint at both the design and analysis 
phases. Note that the statistical analysis results were presented in 
standard two-sided p-value (i.e. 5% overall) and 95% confidence 
interval, which could be deemed inconsistent to the initial 
assumptions made. Which variables were included in the adjusted 
regression models should be mentioned in the paper. As noted, no 
missing data imputation was performed. Were sensitivity analyses 
conducted, with the fact that 25% of patients discontinued 
prematurely in both groups?  
 
Results: Figure 1 should follow the CONSORT diagram, giving the 
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reasons and numbers on those screened and excluded prior to 
randomisation. The follow up rate at each scheduled visit is also 
important to know. As shown in Table 3, the numbers observed 
dropped dramatically over time, especially at Week 68. For the 
primary endpoint, Table 2 should present key results on the median 
follow up time, number of patients with serious asthma exacerbation, 
adjusted hazard ratio and cumulative incidence. A Kaplan-Meier 
curve could also be added similar to Figure 2. For safety, more 
information on TRAEs may be given in supplementary table. Was 
there any significance test conducted? With the large age range (12-
70 years) in patients, were the treatment effects consistent across 
different age groups? 
 
This is a large Phase II study aimed to evaluate the safety and 
efficacy of QMF149 versus MF once daily via Twisthaler inhalation 
device, for the treatment of persistent asthma in adolescents and 
adults. A favourable safety/efficacy profile was shown for QMF149, 
although no significant difference in time to first serious asthma 
exacerbation (the primary outcome) was found compared to MF. 
With few events observed in patients over 6-21 months, the trial 
seems not sufficiently powered on the primary endpoint at both the 
design and analysis phases. The paper is well written and with the 
large amount of data to be presented, additional results are provided 
in supplementary appendix. Which information should remain in the 
main paper, however, may require further consideration.   

 

REVIEWER Leonardo M. Fabbri 
University of Modena and Reggio Emilia 

REVIEW RETURNED 30-Nov-2014 

 

GENERAL COMMENTS This is a negative study on the primary outcome using a doses and 
devices that will be no longer used in practice! However, the study 
was properly designed, the Authors clearly describe the limitations of 
the study, and made conclusion accordingly! I believe that the 
results of this study deserve to be in the public domain 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 comments:  

 

Abstract: The results showed a non-significant difference in the primary endpoint, with only 2 and 6 

events observed in the QMF149 (n=749) and MF (n=759) groups respectively. The authors should 

make this point clear in conclusion, rather than a general statement that the QMF149 has a 

favourable safety/efficacy profile.  

We have updated the abstract in line with this comment.  

 

Methods: The randomisation method and allocation ratio were not described. Stratification factors 

used for randomisation should be presented properly with numbering in the paper. Data monitoring 

committee and interim analysis were only mentioned in supplementary appendix under Outcome 

measures, which could be easily missed.  

We have added more detail into the body of the manuscript related to the randomisation method and 

allocation ratio; listed and numbered the stratification factors used for randomisation; and have 

created a new section to highlight the role of the Data Monitoring Committee and interim analyses.  
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The sample size calculation was based on a large three-fold increase in HR, 80% power and one-

sided significance test at 5% level. With the known rarity of such events even in patients with 

moderate-to-severe disease, the study seems not sufficiently powered on the primary endpoint at 

both the design and analysis phases. Note that the statistical analysis results were presented in 

standard two-sided p-value (i.e. 5% overall) and 95% confidence interval, which could be deemed 

inconsistent to the initial assumptions made.  

We acknowledge the point related to the power of the study, as referred to in the discussion section 

(see page 22) and note the reviewers comment concerning the statistical analysis.  

Which variables were included in the adjusted regression models should be mentioned in the paper.  

We have added the variables into the statistical analysis section.  

As noted, no missing data imputation was performed. Were sensitivity analyses conducted, with the 

fact that 25% of patients discontinued prematurely in both groups?  

Imputation was not necessary for the primary endpoint, as patients who did not experience a serious 

asthma exacerbation were censored at their last follow-up date. Also, given that the study was not 

positive, sensitivity analysis was not pursued, which is commonly performed to assess the robustness 

of the primary conclusion. No sensitivity analyses performed on other endpoints.  

 

Results: Figure 1 should follow the CONSORT diagram, giving the reasons and numbers on those 

screened and excluded prior to randomisation.  

We have added the information required to comply with CONSORT requirements.  

The follow up rate at each scheduled visit is also important to know. As shown in Table 3, the 

numbers observed dropped dramatically over time, especially at Week 68. For the primary endpoint,  

We have updated Table 3 to include the percentage of patients relative to the overall N.  

Table 2 should present key results on the median follow up time, number of patients with serious 

asthma exacerbation, adjusted hazard ratio and cumulative incidence.  

We have updated the table accordingly.  

A Kaplan-Meier curve could also be added similar to Figure 2.  

We respectfully do not agree with this request, as we feel that given the low number of events, a 

Kaplan-Meier curve would not be informative. Instead we have presented the event-free rates at 6, 

12, 18 and 21 months in Table 2.  

For safety, more information on TRAEs may be given in supplementary table. Was there any 

significance test conducted?  

We have added an additional table to the appendix (see Table S3), as requested. No significance 

testing was conducted.  

With the large age range (12-70 years) in patients, were the treatment effects consistent across 

different age groups?  

We can confirm that we did not conduct analyses by age group. The majority of patients 

(approximately 90%) were aged between 16 and 64.  

This is a large Phase II study aimed to evaluate the safety and efficacy of QMF149 versus MF once 

daily via Twisthaler inhalation device, for the treatment of persistent asthma in adolescents and 

adults. A favourable safety/efficacy profile was shown for QMF149, although no significant difference 

in time to first serious asthma exacerbation (the primary outcome) was found compared to MF. With 

few events observed in patients over 6-21 months, the trial seems not sufficiently powered on the 

primary endpoint at both the design and analysis phases. The paper is well written and with the large 

amount of data to be presented, additional results are provided in supplementary appendix. Which 

information should remain in the main paper, however, may require further consideration.  

 

We thank the reviewer for these valuable comments.  

 

Reviewer 2 comments:  

 

This is a negative study on the primary outcome using a doses and devices that will be no longer 

 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-2014-006131 on 3 F

ebruary 2015. D
ow

nloaded from
 

http://bmjopen.bmj.com/


used in practice! However, the study was properly designed, the Authors clearly describe the 

limitations of the study, and made conclusion accordingly! I believe that the results of this study 

deserve to be in the public domain  

We thank the reviewer for these valuable comments.  

 

Additional note  

Please note that minor changes have been made to wording on pages 6 and 25 of the manuscript. In 

addition, information concerning the confirmation of pneumonia events has been added, as per the 

Thorax reviewer comment, on page 18 of the manuscript. 
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