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VERSION 1 - REVIEW 

REVIEWER ROBERT COLEMAN 
University of Sheffield,  
Sheffield,  
UK 
 
Lead for ongoing EBCTCG meta-analysis in early breast cancer 

REVIEW RETURNED 23-Dec-2014 

 

GENERAL COMMENTS Protocol for a comprehensive study level meta-analysis of 
randomised trials evaluating the effects of bisphosphonates on 
cancer recurrence.  
 
I dont think it is appropriate to combine different diseases eg breast, 
prostate, NSCLC.  
 
The authors do not mention the very large individual patient meta-
analysis conducted by the EBCTCG meta-analysis group on all 
adjuvant trials in early breast cancer. This meta-analysis has 
presented results and formal publication is anticipated shortly and 
will make the results of this analysis less relevant. The EBCTCG 
analysis has shown a highly significant effect on bone recurrence 
and breast cancer mortality in postmenopausal breast cancer. 
Results in prostate cancer and lung cancer will however still be of 
interest.  
 
The authors do not consider the disadvantages of a study level as 
opposed to an individual patient meta-analysis.  
 
Analyses by type of bisphosphonate, underlying disease, treatment 
duration and dose intensity should be planned.   

 

REVIEWER Antonis Valachis 
Department of Oncology, University of Uppsala, Sweden 

REVIEW RETURNED 01-Jan-2015 
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GENERAL COMMENTS This is the protocol for a planned meta-analysis about the role af 
adjuvant bisphosphonates in early cancer. Several meta-analyses 
have been performed on this topic. The vast majority of the current 
randomized trials have been investigated the role of 
bisphosphonates in early breast cancer. There are a couple of 
studies in prostate cancer whereas no published data exist on other 
cancers in adjuvant setting.  
The authors are planning a meta-analysis of all randomized trials 
investigating the use of bisphosphonates in adjuvant setting. 
However, the meta-analysis will be mostly based on the data from 
early breast cancer. The Early Breast Cancer Trialists' Collaborative 
Group's Bisphosphonate Working Group presented a meta-analysis 
of individual patient data from randomized trials of bisphosphonates 
in early breast cancer. The first results have been already presented 
ta the San Antonio Breast Cancer Symposium 2014 and the full-text 
publication is ongoing. The individual-patient meta-analysis will give 
answer to all the questions the authors of the protocol are asking in 
their introduction in a better way than by using cumulative meta-
analysis.  
As a result, I do not think that this meta-analysis will add any new 
information on the current evidence. 

 

REVIEWER Branko Miladinovic 
University of South Florida College of Medicine  
Center for Evidence-based Medicine 
USA 

REVIEW RETURNED 09-Jan-2015 

 

GENERAL 
COMMENT
S 

Major:  
 
The main criticism I have is that the study objectives are not clearly articulated, and are 
in fact missing from the Abstract. In general, systematic reviews can be of interventions 
(to summarize evidence from studies of the effects of interventions for a particular 
disease/condition) or systematic reviews of reviews (to summarize evidence from 
systematic reviews of the effects of interventions).  
 
To conduct the former is unnecessary (unless an update is warranted with the inclusion 
of new trials) and quite labour intensive given the number of possible studies accross 
the multitude of cancers the authors list. What authors describe sounds to me like the 
latter (with a caveat of Trial Sequential Analysis). I suggest they refer to the recently 
added Chapter 22 to the Cochrane Handbook on Overview of Reviews.  
 
http://handbook.cochrane.org/chapter_22/22_2_preparing_a_cochrane_overview_of_re
views.htm  
 
for further guidance on why and how to conduct such a review. Note that if you want to 
compare interventions for which no direct comparison exists, you will have to use 
Network Meta-analysis.  
 
The authors should note that the Trial Sequential Analysis software they cite cannot 
handle ratios on the hazard scale and should refer to the following manuscript:  
 
Miladinovic B, Mhaskar R, Hozo I, Kumar A, Mahony H, Djulbegovic B. Optimal 
information size in trial sequential analysis of time-to-event outcomes reveals potentially 
inconclusive results because of the risk of random error. J Clin Epidemiol. 2013 
Jun;66(6):654-9. doi:10.1016/j.jclinepi.2012.11.007.  
 
Minor:  
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1. Title page: the first four authors are asterisked and the following statement is 
included "These authors contributed equally to this protocol and should be considered 
as co-first authors." I have found this highly unusual.  
 
2. Page 3, Introduction: please reference the studies that have shown bisphosphonates 
could decrease recurrence risk of various cancers.  
 
3. Page 4, Objectives: it is not clear if are you only interested in bone metastasis?  
 
4. Page 6, Outcomes: There are two outcomes listed for Primary Outcome, namely 
recurrence events or recurrence-free survival.  
 
5. The written English is poor in many places and needs to be edited.  

 

VERSION 1 – AUTHOR RESPONSE 

Replies to the comments raised by Robert Coleman  

We are extremely grateful for your great patience and for your considerate suggestions that do help 

us to improve this manuscript. We have carefully considered all of your suggestions and comments, 

and accordingly implemented your suggestions and comments in the revised manuscript. However, 

there may remain some deficiencies. Please tell us directly if it needs further corrections, and we will 

be very grateful and truly appreciate it.  

 

Comment: Protocol for a comprehensive study level meta-analysis of randomised trials evaluating the 

effects of bisphosphonates on cancer recurrence.  

I don’t think it is appropriate to combine different diseases eg breast, prostate, NSCLC.  

Reply: Thank you for your comments. As you stated, it is not appropriate to combine different 

cancers. In this systematic review, we aim to quantify the associations between bisphosphonate 

treatment and different cancers (such as breast cancer, prostate cancer, and so on), and compare 

associations across different cancers, which is not clarified in the first version manuscript. This is 

added and clarified in the section of OBJECTIVES (See lines 57-64 on page 5). We are very sorry for 

making this misunderstanding.  

As of cancer induced bone metastases, it may be appropriate to summarise and combine all the 

evidence for different cancers. As you known, bisphosphonates are widely used for the prevention 

and treatment of osteoporosis and are recommended as the standard care for bone loss or skeletal-

related complications caused by malignancies. Additionally, a majority of cancer survivors develop 

bone metastases after lesion resection. We therefore deduced that the potential biologic mechanisms 

underlying the associations between bisphosphonates and bone metastasis may be similar, 

regardless of the types of primary cancers.  

 

Comment: The authors do not mention the very large individual patient meta-analysis conducted by 

the EBCTCG meta-analysis group on all adjuvant trials in early breast cancer. This meta-analysis has 

presented results and formal publication is anticipated shortly and will make the results of this 

analysis less relevant. The EBCTCG analysis has shown a highly significant effect on bone 

recurrence and breast cancer mortality in postmenopausal breast cancer. Results in prostate cancer 

and lung cancer will however still be of interest.  

The authors do not consider the disadvantages of a study level as opposed to an individual patient 

meta-analysis.  

Reply: Thank you very much for your considerate and kind suggestions. We did note the results of the 

very large individual patient meta-analysis conducted by the EBCTCG meta-analysis group on all 

adjuvant trials in early breast cancer presented at the 36th Annual San Antonio Breast Cancer 

Symposium (SABCS) on December 12, 2013 (Effects of Bisphosphonate Treatment on Recurrence 

and Cause-Specific Mortality in Women With Early Breast Cancer: A Meta-Analysis of Individual 
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Patient Data From Randomised Trials. Abstract S4-07). As you suggested, we mentioned this high-

quality individual patient meta-analysis in the section of INTRODUCTION of the revised manuscript 

(See lines 43-47 on pages 4-5).  

Indeed, an individual-patient meta-analysis will give answer to all the questions in a better way than a 

study-level meta-analysis. Unfortunately, we could not conduct such an individual-patient meta-

analysis, even though we extremely wanted to do so. We mentioned this limitation in the revised 

manuscript (See lines 232-233 on page 12). However, we will provide some new information based 

on our systematic review. For example, we will compare the effects of bisphosphonate treatment 

across different cancer sites. In addition, we will also assess how long could the effects of 

bisphosphonates persist and whether these effects disappear, attenuate, or become pronounced with 

time by using of subgroup analysis and the optimized trial sequential analysis outlined by Branko 

Miladinovic (Miladinovic B, et al. Optimal information size in trial sequential analysis of time-to-event 

outcomes reveals potentially inconclusive results because of the risk of random error. J Clin 

Epidemiol. 2013 Jun;66(6):654-9. doi:10.1016/j.jclinepi.2012.11.007).  

 

Comment: Analyses by type of bisphosphonate, underlying disease, treatment duration and dose 

intensity should be planned.  

Reply: Thank you very much for your considerate suggestion. As you suggested, we have added 

these subgroup analyses in the section of Subgroup Analysis in the revised manuscript (See lines 

192-193 on page 10).  

Ⅲ: Replies to the comments raised by Antonis Valachis  

Thank you very much for your comments and suggestions that do help us a lot to improve this 

manuscript.  

 

Comment: This is the protocol for a planned meta-analysis about the role of adjuvant 

bisphosphonates in early cancer. Several meta-analyses have been performed on this topic. The vast 

majority of the current randomized trials have been investigated the role of bisphosphonates in early 

breast cancer. There are a couple of studies in prostate cancer whereas no published data exist on 

other cancers in adjuvant setting.  

The authors are planning a meta-analysis of all randomized trials investigating the use of 

bisphosphonates in adjuvant setting. However, the meta-analysis will be mostly based on the data 

from early breast cancer. The Early Breast Cancer Trialists' Collaborative Group's Bisphosphonate 

Working Group presented a meta-analysis of individual patient data from randomized trials of 

bisphosphonates in early breast cancer. The first results have been already presented at the San 

Antonio Breast Cancer Symposium 2014 and the full-text publication is ongoing. The individual-

patient meta-analysis will give answer to all the questions the authors of the protocol are asking in 

their introduction in a better way than by using cumulative meta-analysis.  

As a result, I do not think that this meta-analysis will add any new information on the current evidence.  

Reply: Thank you very much for your considerate suggestion. As you stated above, the majority of the 

current randomized trials have been investigated the effects of bisphosphonates in early breast 

cancer or multiple myeloma and there are limited number of studies addressing the role of 

bisphosphonates on other cancer sites. Nonetheless, we will summarise all the current evidence of 

the role of bisphosphonates on different cancers in the present systematic review and we will update 

the evidence for different cancers based on this protocol when much more relevant studies are 

eligible in future. Additionally, we will use optimized trial sequential analysis to calculate the required 

information size (analogous to the sample size of an optimally powered trial), to assess whether the 

current evidence is conclusive for any particular type of cancer and to compare associations across 

different cancers.  

 

In this systematic review, we aim to quantify the associations between bisphosphonate treatment and 

different cancers (such as breast cancer, prostate cancer, and so on), and compare associations 

across cancer sites, which was not clarified in the first version manuscript. We are very sorry for 
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making this misunderstanding. We have clarified this statement in the section of OBJECTIVES (See 

lines 57-64 on page 5). As of breast cancer, we did note the results of the very large individual patient 

meta-analysis conducted by the EBCTCG meta-analysis group on all adjuvant trials in early breast 

cancer presented at the 36th Annual San Antonio Breast Cancer Symposium (SABCS) on December 

12, 2013 (Effects of Bisphosphonate Treatment on Recurrence and Cause-Specific Mortality in 

Women With Early Breast Cancer: A Meta-Analysis of Individual Patient Data From Randomised 

Trials. Abstract S4-07). This large individual patient meta-analysis is better than study-level meta-

analysis and has presented results and formal publication is anticipated shortly. We mentioned this 

limitation in the revised manuscript (See lines 232-233 on page 12). Based on our systematic review, 

however, we will provide some new information. For example, we will compare the effects of 

bisphosphonate treatment across different cancer sites. In addition, we will also assess how long 

could the effects of bisphosphonates persist and whether these effects disappear, attenuate, or 

become pronounced with time by using of subgroup analysis and the optimized trial sequential 

analysis outlined by Branko Miladinovic (Miladinovic B, et al. Optimal information size in trial 

sequential analysis of time-to-event outcomes reveals potentially inconclusive results because of the 

risk of random error. J Clin Epidemiol. 2013 Jun;66(6):654-9. doi:10.1016/j.jclinepi.2012.11.007).  

 

   

Ⅳ: Replies to the comments raised by Branko Miladinovic  

We are extremely grateful for your great patience and for your excellent and considerate suggestions 

that do help us to improve this manuscript. We have carefully considered all the suggestions and 

comments, and accordingly implemented your suggestions and comments in this revised manuscript, 

which do help us a lot to improve the quality and clarity of our work. There may remain some 

deficiencies. Please tell us directly if it needs further corrections, and we will be very grateful and truly 

appreciate it.  

Once again, thanks a lot for your thoughtful and detailed suggestions.  

 

Comment: Major:  

The main criticism I have is that the study objectives are not clearly articulated, and are in fact missing 

from the Abstract. In general, systematic reviews can be of interventions (to summarize evidence from 

studies of the effects of interventions for a particular disease/condition) or systematic reviews of 

reviews (to summarize evidence from systematic reviews of the effects of interventions).  

To conduct the former is unnecessary (unless an update is warranted with the inclusion of new trials) 

and quite labour intensive given the number of possible studies across the multitude of cancers the 

authors list. What authors describe sounds to me like the latter (with a caveat of Trial Sequential 

Analysis). I suggest they refer to the recently added Chapter 22 to the Cochrane Handbook on 

Overview of Reviews.  

http://handbook.cochrane.org/chapter_22/22_2_preparing_a_cochrane_overview_of_reviews.htm  

for further guidance on why and how to conduct such a review. Note that if you want to compare 

interventions for which no direct comparison exists, you will have to use Network Meta-analysis.  

Reply: Thank you very much for your considerate and excellent suggestions. We mean to conduct a 

systematic review and study-level meta-analysis of randomised controlled trials (RCTs) to 

comprehensively summarise evidence from studies of the bisphosphonate treatment for difference 

cancers. We have clarified this in the section of Abstract (See line 4-7 on page 3) and Introduction 

(See line 52-55 on page 5) of the revised manuscript. We are very sorry for making this 

misunderstanding.  

After preliminary searches, we identified several new eligible RCTs, which were not included in the 

previous reviews. For example, as of the association between bisphosphonates and cancer 

recurrence risk in women with primary breast cancer, we identified two new RCTs that were not 

included in the previous reviews, including a trial conducted by Von Minckwitz et al. 2013 (Von 

Minckwitz G, et al. German adjuvant intergroup node-positive study: a phase III trial to compare oral 

ibandronate versus observation in patients with high-risk early breast cancer. J Clin Oncol. 2013; 
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31(28): 3531-9) and another by Banys et al. 2013 (Banys M, et al. Influence of zoledronic acid on 

disseminated tumor cells in bone marrow and survival: results of a prospective clinical trial. BMC 

Cancer. 2013; 13: 480), and one updated final results of a RCT (Coleman et al. 2014) that was 

included in the previous reviews (Coleman R, et al. Adjuvant zoledronic acid in patients with early 

breast cancer: final efficacy analysis of the AZURE (BIG 01/04) randomised open-label phase 3 trial. 

Lancet Oncol. 2014; 15(9): 997-1006).  

As you suggested, we have carefully and thoroughly read the Chapter 22 of the Cochrane Handbook 

on Overview of Reviews. We took your kind advice and we will conduct a systematic review of 

reviews of the effects of bisphosphonates on difference cancers in another new work plan.  

We are grateful for your reminding us of Network Meta-analysis. In this review, we will focus on the 

following comparisons: bisphosphonate treatment compared with placebo controls, observation (no-

therapy) controls, or other non-bisphosphonate controls. Studies with control groups that are 

denosumab treatment controls, other bisphosphonate treatment or delayed bisphosphonate therapy 

controls will be excluded from the present review. Additionally, we did not plan to conduct a network 

meta-analysis given a limited number of studies addressing the effect of bisphosphonates on a 

particular type of cancer. We will take your kind advice and will conduct a network meta-analysis 

when much more relevant studies are eligible in future, and it will be a meaningful work.  

Thanks again for your kind and excellent suggestions.  

 

Comment: The authors should note that the Trial Sequential Analysis software they cite cannot 

handle ratios on the hazard scale and should refer to the following manuscript:  

Miladinovic B, Mhaskar R, Hozo I, Kumar A, Mahony H, Djulbegovic B. Optimal information size in 

trial sequential analysis of time-to-event outcomes reveals potentially inconclusive results because of 

the risk of random error. J Clin Epidemiol. 2013 Jun;66(6):654-9. doi:10.1016/j.jclinepi.2012.11.007.  

Reply: Thank you very much for your considerate and kind suggestions. We have thoroughly read 

your article that you mentioned above, which will help us a lot in our future analyses. As you stated 

above, the conventional Trial Sequential Analysis (TSA) can address only binary and continuous 

outcomes but not time-to-event outcomes (hazard ratios (HR)). In the first version manuscript, we plan 

to analyze time-to-events data as binary data. This will lead to the loss of power, as you stated in the 

paper you mentioned above. Based on the optimized trial sequential analysis method, the a priori 

diversity-adjusted information size (APDIS), we will perform an appropriate and optimal trial 

sequential analysis for time-to-event outcomes (HRs).  

 

Comment: Minor:  

1. Title page: the first four authors are asterisked and the following statement is included "These 

authors contributed equally to this protocol and should be considered as co-first authors." I have 

found this highly unusual.  

Reply: Thank you very much for your considerate and kind suggestions. As you stated above, this 

review will be a quite labour intensive work, because that we will quantify the associations of 

bisphosphonates with the multitude of cancers. All the authors listed as co-first authors in the 

manuscript will contribute equally to this labour intensive work and contribute considerably to the 

writing of this manuscript of the protocol and should be considered co-first authors.  

 

Comment: 2. Page 3, Introduction: please reference the studies that have shown bisphosphonates 

could decrease recurrence risk of various cancers.  

Reply: Thank you very much for your suggestions. We have referenced these studies addressing the 

associations between bisphosphonates and recurrence risk of different cancers (See line 32 on page 

4).  

 

Comment: 3. Page 4, Objectives: it is not clear if are you only interested in bone metastasis?  

Reply: Thank you for your considerate comments. We are primarily interested in any recurrence 

events (including bone metastasis, non-skeletal distant metastasis, local recurrence and regional 
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recurrence). Bisphosphonates are widely used for the prevention and treatment of osteoporosis and 

are recommended as the standard care for bone loss or skeletal-related complications caused by 

malignancies. We then deduced that bisphosphonates may have a stronger protective effect on bone 

metastasis, if there is a protective effect of bisphosphonates on any cancer recurrence. Therefore, we 

listed any cancer recurrence as well as bone metastasis as the primary outcomes. It has been 

clarified in the revised manuscript (See lines 57-64 on page 5 and lines 109-114 on page 7).  

 

Comment: 4. Page 6, Outcomes: There are two outcomes listed for Primary Outcome, namely 

recurrence events or recurrence-free survival.  

Reply: Thank you for your patience. In the first version of manuscript of the protocol, we mean that we 

will use recurrence-free survival as primary outcome when recurrence events are not provided in the 

original studies. We have moved the outcome of recurrence-free survival into the section of 

secondary outcomes in the revised manuscript (See lines 110, 118-119 on page 7).  

 

Comment: 5. The written English is poor in many places and needs to be edited.  

Reply: Thank you for your kind comments and suggestions. We have rewritten those sentences that 

may lead to some misunderstanding, checked the language completely for several times and asked 

an English native speaker to revise it. 

VERSION 2 – REVIEW 

REVIEWER Robert Coleman 
University of Sheffield,  
UK 

REVIEW RETURNED 10-Mar-2015 

 

GENERAL COMMENTS The authors have addressed the concerns expressed by the 
reviewers and the manuscript is much improved.  
I have no new concerns  

 

REVIEWER Branko Miladinovic 
University of South Florida  
Morsani College of Medicine  
Tampa, FL USA 

REVIEW RETURNED 20-Mar-2015 

 

GENERAL COMMENTS The authors have addressed my initial comments.  
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