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VERSION 1 - REVIEW 

REVIEWER Kieran Horgan 
Univ of Leeds, UK 

REVIEW RETURNED 02-Jun-2016 

 

GENERAL COMMENTS This a very worthwhile proposal. The topic is of considerable current 
interest and the method of performing the audit through harnessing 
the large manpower resource of the trainee collaborative is proving 
increasingly successful.  
A substantial component of the study depends on the recording in 
Trusts of a definite planned date for the commencement of adjuvant 
therapies such that a judgement can then be made if that date was 
postponed due to postsurgical complications. The listing of such a 
date is likely to be heterogeneous among hospitals as a number will 
not date patients who already have evidence of complications until 
that complication has resolved. This potential data difficulty needs 
acknowledgement and discussion in the paper. There may be a 
spread of data entries in that category which the questionnaire 
needs to anticipate and tightly define.  
The audit is ambitious for the breadth of information demanded 
which runs a risk of incomplete returns. Careful reassessment of the 
questionnaire is required to only demand essential data and not 
deviate into a "fishing exercise".  
It is likely that these qualifications of the proposed audit will be 
addressed and resolved during the initial pilot phase which is a very 
good plan. 

 

REVIEWER Malcolm Reed 
Brighton and Sussex Medical School  
Brighton BN1 9PX 
 
I have been invited to join data monitoring group for this study and 
am Chair of Associuation of Breast Surgery Academic and Researxh 
Committee which has awarded funding to the study after competitive 
application and peer review 

REVIEW RETURNED 10-Jun-2016 
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GENERAL COMMENTS High quality protocol and proposal for a large multicentre cohort 
study addressing an important and controversial topic in breast 
cancer management. Study design appropriate and study team have 
strong track record in delivering similar cohort studies.   

 

REVIEWER Merisa Piper 
University of California, San Francisco  
U.S.A. 

REVIEW RETURNED 12-Jul-2016 

 

GENERAL COMMENTS The main question that I was left with after reading this protocol, is 
what affect does this have on oncologic outcomes? What difference 
does the potential delay in starting adjuvant therapy matter if we 
don't know the oncologic outcomes? I would recommend adding 
oncologic outcomes as one of your secondary outcomes.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

 

This is a very worthwhile proposal. The topic is of considerable current interest and the method of 

performing the audit through harnessing the large manpower resource of the trainee collaborative is 

proving increasingly successful.  

 

1. A substantial component of the study depends on the recording in Trusts of a definite planned date 

for the commencement of adjuvant therapies such that a judgement can then be made if that date 

was postponed due to postsurgical complications. The listing of such a date is likely to be 

heterogeneous among hospitals as a number will not date patients who already have evidence of 

complications until that complication has resolved. This potential data difficulty needs 

acknowledgement and discussion in the paper. There may be a spread of data entries in that 

category which the questionnaire needs to anticipate and tightly define.  

 

We thank Reviewer 1 for this helpful comment. We anticipate that collecting data on ‘decision to treat’ 

or ‘planned treatment dates’ may be challenging and lead to inconsistencies in the data. For this 

reason, we propose to collect ‘time to adjuvant treatment’ as the primary endpoint for the study. This 

is defined as the time (in days) from the last cancer surgery to the first adjuvant chemotherapy or 

radiotherapy treatment. It is a tight and well-defined endpoint that should overcome any ambiguity 

associated with ‘planned’ treatment dates and the potential for bias if treatment in some centres is not 

planned until any complications have resolved. There is also the opportunity for centres to explain 

why any delays may have occurred. Although somewhat crude, this may provide broad information on 

the reasons why delays occur and strategies as to how they may be addressed. We have amended 

the discussion to include an acknowledgement of the challenges around defining treatment delays in 

the discussion and an explanation of our choice of primary endpoint.  

 

Discussion, page 20 para 2 now reads:  

 

‘Defining a ‘delay’ to adjuvant treatment is also a potential challenge as different centres may record 

their ‘decision to treat’ at different points in the patient’s post-operative recovery, especially if post-

operative complications are experienced. For this reason, we will collect ‘time to adjuvant therapy’ in 

the study. This is defined as the time (in days) from the last cancer surgery to the first dose of 
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chemotherapy or fraction of radiotherapy. It is anticipated that this will allow any potential local biases 

to be addressed and comparable data to be obtained so that the true impact of immediate breast 

reconstruction on time to adjuvant therapy can be determined.’  

 

2. The audit is ambitious for the breadth of information demanded which runs a risk of incomplete 

returns. Careful reassessment of the questionnaire is required to only demand essential data and not 

deviate into a "fishing exercise". It is likely that these qualifications of the proposed audit will be 

addressed and resolved during the initial pilot phase which is a very good plan.  

 

We agree with Reviewer 1 that this is a complex data set with the associated risk of incomplete data. 

We are piloting the study to ensure that the fields are all required and will remove those that are not 

considered essential. In addition, the REDCap database allows for complex logic such that only 

relevant fields are displayed based on the procedure performed. We anticipate that this will optimise 

data quality and that any issues, as Reviewer 2 suggests, will be addressed in the pilot phase of the 

study.  

 

To highlight this, the discussion, page 20 para 2 now reads  

 

‘The potential challenges to the success of this project require consideration. The proposed data set 

is complex and there is the risk of incomplete data. To address this, we will extensively pilot the data 

collection tools prior to study commencement. This will allow any redundant fields to be removed and 

any ambiguities clarified to optimize data quality. Furthermore, the REDCap data management 

system [47] will be used for data collection. This system has the functionality to include complex logic 

such that only fields relevant to the procedure or indication initially entered are displayed in 

subsequent forms. It is anticipated that this will minimize the burden of data collection for local 

participants.’  

 

Reviewer 2  

 

3. High quality protocol and proposal for a large multicentre cohort study addressing an important and 

controversial topic in breast cancer management. Study design appropriate and study team have 

strong track record in delivering similar cohort studies.  

 

We thank Reviewer 2 for their supportive comments.  

 

Reviewer 3  

4. The main question that I was left with after reading this protocol, is what affect does this have on 

oncologic outcomes? What difference does the potential delay in starting adjuvant therapy matter if 

we don't know the oncologic outcomes? I would recommend adding oncologic outcomes as one of 

your secondary outcomes.  

 

We thank Reviewer 3 for this helpful comment. We agree that oncological outcomes are extremely 

important and have considered how to evaluate this in detail. We have elected to ask all participating 

Trusts to link study ID number with NHS number and to store this securely. Proportional ethical review 

will then be obtained to collect NHS numbers from participating Trusts so that local recurrence, distant 

recurrence and cancer related death can be tracked at 5 and 10 years post operatively through the 

Cancer Registry and Public Health England to determine if delays in adjuvant therapy impact 

oncological outcomes. An additional section has been added to the methods to detail this phase of 

the study and the approvals required  

 

Methods and analysis has been amended to include another non-comparative objective (page 6 para 

2) as follows:  
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‘vi. Explore the impact of delay to adjuvant therapy on key oncological outcomes including 

locoregional recurrence; metastatic disease and breast cancer related death at 5 and 10 years’  

 

Table 1 (page 9) – Secondary outcome measures has been amended to include oncological 

outcomes as follows  

 

Long-term oncological outcomes Number (proportion) of patients with and without a delay or omission 

of planned adjuvant chemotherapy or radiotherapy who at 5 and 10 years following their initial surgery 

experience  

i. Locoregional recurrence, defined as a histologically confirmed breast cancer recurrence within the 

ipsilateral breast or axilla  

ii. Distant metastasis, defined as radiologically or histologically confirmed distant metastatic breast 

cancer  

iii. Breast cancer specific-death, defined as death directly attributed to the disease  

 

Data collection (page 10, para 2) now reads:  

 

‘Oncological outcomes (locoregional recurrence, distant metastasis and breast cancer specific death) 

will be evaluated at five and ten years following initial surgery by searching the UK Cancer Registry 

database. This phase of the study will be undertaken centrally by the iBRA-2 study team subject to 

appropriate ethical approval.’  

 

Data collection (page 14, para 1) now reads:  

 

‘Participating centres will be required to maintain and securely store an Excel spreadsheet linking 

study ID numbers with patient NHS numbers to allow long-term oncological outcomes to be evaluated 

at five and ten years post-operatively’  

 

Data validation and management (page 16, para 3) now reads:  

 

‘Following the completion of data collection, appropriate ethical approvals will be obtained to allow the 

spreadsheets linking study ID to NHS number to be collated centrally. Only centres with ethical 

approval will be permitted to contribute to this phase of the study. The data will be stored securely in a 

central location until five years following study completion. Oncological outcomes will be then be 

determined using a UK Cancer Registry search. This search will be repeated to determine 10 year 

oncological outcomes.’  

 

Study time-lines (page 17, para 1) now includes:  

 

‘• July 2017 – Ethical approval to store patient NHS numbers to evaluate oncological outcomes  

• Early 2021 – Assessment of 5 year oncological outcomes  

• Early 2027 – Assessment of 10 year oncological outcomes’  

 

Statistical analysis (page 18, para 5) now includes:  

 

‘The statistical analysis of the five and ten year oncological outcomes will be planned following 

completion of the initial phase of the study.’  

 

Discussion (page 19 para 1) now includes:  

 

‘The proposed assessment of loco-regional recurrence, distant metastases and breast cancer specific 
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survival at five and 10 years following surgery will provide much needed high-quality data to 

determine the impact of delays to adjuvant therapy on key oncological outcomes which will support 

decision-making and practice.’  

 

Ethics and dissemination (page 21, para 2) now reads:  

 

‘Oncological outcomes will be determined by searching the UK Cancer Registry database at five and 

ten years post-operatively. Following completion of the audit phase of the study, proportionate ethical 

approval will be sought to collect the locally maintained spreadsheets linking study ID number to 

patient NHS numbers from participating centres. These data will be stored securely on a University of 

Bristol server until five years at which point the first search will be performed. Only centres will 

appropriate ethical approvals will be able to contribute their data to this phase of the study.’  

 

We hope that the above responses and revisions meet with your satisfaction and that you will now 

reconsider the manuscript for publication in the BMJ Open.  

 

Thank you again for this opportunity to work with you and we look forward to hearing from you soon. 

VERSION 2 – REVIEW 

REVIEWER Prof Kieran Horgan 
St James' University Hospital Leeds, UK 

REVIEW RETURNED 09-Sep-2016 

 

GENERAL COMMENTS In this resubmission the authors have satisfactorily addressed the 
point raised in the reviews. I would mention that the stated intention 
of collecting oncological outcome data in this revised draft may 
prove interesting but will not allow judgements of harm or no harm 
by delay to be made as there are no standards for comparison. It will 
be of interest to many in the field to read the product of this study 
when it has been completed.  

 

REVIEWER Merisa Piper 
University of California, San Francisco  
United States 

REVIEW RETURNED 05-Sep-2016 

 

GENERAL COMMENTS Appropriately responded my concerns and modified protocol 
accordingly.  
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