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VERSION 1 - REVIEW 

REVIEWER Roberto Petrioli 
Medical Oncology Unit, University of Siena, Policlinico Le Scotte, 
Viale Bracci, Siena, Italy 

REVIEW RETURNED 22-Jan-2015 

 

GENERAL COMMENTS This is an interesting review on ibandronate use in patients with 
multiple myeloma. I believe data presented, paricularly about 
comparison with zoledronate are useful for physicians who often use 
bisphosphonates. However I feel that, for easier comprehension be 
a reader, objectives and conclusions should be better clarified and 
described.  
 
Minor revisions  
 
1) Abstract. In ConclusionsI believe it is better to describe results 
about reduction of risk of skeletal events.  
 
2) Introduction. The action and activity of osteoclast ...... The 
pathogenesis of bone metastases should be described before to 
speak about oteoclasts and osteoblasts.  
 
3) the English style should be revised along the text  
 
4) Introduction, page 6. ....vascular problems preclude... The term 
vascular problems is not appropriate and should ne better explained.  
 
5) Page 6-7. The authors should write that Few studies been 
performed on multiple myleoma, if the objective of this study is on 
thsi disease.  
 
6) Outcome measures. Osteonecrosis during bisphosphonates 
should be described also in Introduction.  
 
7) Discussion. I belive it should be interesting to say something 
about eventaul diffrences about oral and intravenous ibandronate in 
term of side effects and efficacy.  

 

REVIEWER Dr Victoria Allgar 

 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-2014-007258 on 2 June 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


University of York, England 

REVIEW RETURNED 11-Feb-2015 

 

GENERAL COMMENTS The primary outcome: incidence of skeletal-related, shows a RR 
0.87, 95% CI 0.80 to 0.96, P = 0.003). This was only based on 5 
studies, without explanation as to why the other 4 were excluded. I 
would like to see the forest plot for this and a funnel plot. The 
subgroup analysis (Fig 3) is based on 6 studies.  
 
Only two studies reported data on the mean change in bone pain 
score  
from baseline but results are not presented.  
 
Figures need titles so they stand alone from the text and numbering 
should follow the text order.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1:  

 

Reviewer Name Roberto Petrioli  

Institution and Country Medical Oncology Unit, University of Siena, Policlinico Le Scotte, Viale Bracci, 

53100, Siena, Italy  

________________________________________  

 

1. Abstract. In Conclusions I believe it is better to describe results about reduction of risk of skeletal 

events.  

Response: We have described the results concerning reduction of risk of skeletal events for both 

comparisons of ibandronate vs. placebo and of ibandronate vs. zoledronate.  

 

2. Introduction. The action and activity of osteoclast ...... The pathogenesis of bone metastases 

should be described before to speak about osteoclasts and osteoblasts.  

Response: We have added relevant content to the Introduction (page 4).  

 

3. The English style should be revised along the text.  

Response: We have thoroughly revised the entire manuscript in collaboration with a native English-

speaking professional editor.  

 

4. Introduction, page 6. ....vascular problems preclude... The term vascular problems is not 

appropriate and should be better explained.  

Response: We have revised this (page 5).  

 

5. Page 6-7. The authors should write that Few studies been performed on multiple myleoma, if the 

objective of this study is on this disease.  

Response: The objective of this study was to compare ibandronate with zoledronate or placebo in the 

treatment of both metastatic bone disease and multiple myeloma, which we try to explain at the end of 

the Introduction (page 6).  

 

6. Outcome measures. Osteonecrosis during bisphosphonates should be described also in 

Introduction.  

Response: This content has been added near the end of the Introduction (page 5).  

 

7. Discussion. I believe it should be interesting to say something about eventaul diffrences about oral 
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and intravenous ibandronate in term of side effects and efficacy.  

Response: We now present the relevant data (Table 5) and discuss them on pages 14.  

 

 

Reviewer #2:  

Reviewer Name Dr Victoria Allgar  

Institution and Country University of York, England  

 

1. The primary outcome: incidence of skeletal-related, shows a RR 0.87, 95% CI 0.80 to 0.96, P = 

0.003). This was only based on 5 studies, without explanation as to why the other 4 were excluded. I 

would like to see the forest plot for this and a funnel plot. The subgroup analysis (Fig 3) is based on 6 

studies.  

 

Response: This review includes comparisons of ibandronate vs. placebo and of ibandronate vs. 

zoledronate.  

The first comparison comprises 6 studies, only 5 of which reported data on the incidence of skeletal-

related events (Diel 2004, Menssen 2002, Body 2004, Hears 2007, Hears 2009), and these are the 

studies included in Fig 2. We have added a funnel plot based on these 5 studies (Fig 3).  

 

The second comparison includes 4 studies (Barrett-Lee2014, Francini 2011, Choudhury 2011, Body 

2007), of which only 2 reported data on the incidence of skeletal-related events (Barrett-Lee2014, 

Francini 2011) and are therefore included in Fig 4.  

 

2. Only two studies reported data on the mean change in bone pain score from baseline but results 

are not presented.  

 

Response: These results are presented in the section on “Mean change in bone pain score from 

baseline” (pages 10-11).  

 

3. Figures need titles so they stand alone from the text and numbering should follow the text order.  

Response: We have added figure legends and renumbered the figures. 

 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-2014-007258 on 2 June 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/

