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VERSION 1 - REVIEW 

REVIEWER Xiaohua Liang 
Huashan Hospital Fudan University, China 

REVIEW RETURNED 16-May-2016 

 

GENERAL COMMENTS This is a great protocol which comparing the efficacy of EPO with or 
without iron supplementation.   

 

REVIEWER Joachim Aerts 
Erasmus MC  
Rotterdam  
the Netherlands 

REVIEW RETURNED 30-Jun-2016 

 

GENERAL COMMENTS The authors are planning an other trial on increasing efficacy of 
EPO. Although this is an interesting concept I have some problems 
with the design of the trial. First I would recommend to do a 2 arm 
study just investigating doubling EPO vs high dose IV iron. If this 
already in favour of one of the 2 arms this could guide further 
research. I also question rationale for 2 dosages is that an expected 
difference in the side effects between the 2 iron arms?  
An other isssue is the time of the chemotherapy, they now first have 
to develop (or already present) anemia which then has to be treated 
with EPO and in case of non responding sufficiently they have to be 
included in the study. and then the time towards the primary 
endpoint. SO I question whether chemotherapy is still continuing 
during this analysis. 

 

REVIEWER Jang, Jun Ho 
Samsung Medical Center, Sungkyunkwan University School of 
Medicine 

REVIEW RETURNED 20-Aug-2016 

 

GENERAL COMMENTS This publication is well organised artichle  
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name  

Xiaohua Liang  

 

Institution and Country  

Huashan Hospital Fudan University, China  

 

Please state any competing interests or state ‘None declared’:  

None declared  

 

Please leave your comments for the authors below  

This is a great protocol which comparing the efficacy of EPO with or without iron supplementation.  

 

Reply to Comment:  

Many thanks for reviewer’s careful review and good words.  

 

B.RESPONSES TO COMMENTS OF REVIEWER #2  

Reviewer: 2  

 

Reviewer Name  

Joachim Aerts  

 

Institution and Country  

Erasmus MC  

Rotterdam  

the Netherlands  

 

Please state any competing interests or state ‘None declared’:  

none  

 

Please leave your comments for the authors below  

The authors are planning another trial on increasing efficacy of EPO. Although this is an interesting 

concept I have some problems with the design of the trial. First I would recommend to do a 2 arm 

study just investigating doubling EPO vs high dose IV iron. If this already in favour of one of the 2 

arms this could guide further research. I also question rationale for 2 dosages is that an expected 

difference in the side effects between the 2 iron arms?  

An other issue is the time of the chemotherapy, they now first have to develop (or already present) 

anemia which then has to be treated with EPO and in case of non responding sufficiently they have to 

be included in the study. and then the time towards the primary endpoint. SO I question whether 

chemotherapy is still continuing during this analysis.  

 

Reply to Comment:  

Many thanks for reviewer’s so thorough review and the three comments made regarding study design 

and rationale.  

 

In our study, one of key objectives is to investigate and compare dosing schedule of IV iron 

supplementation with the control group among patients with chemotherapy-induced anaemia 

inadequately responsive to initial erythropoietin treatment alone. To our best knowledge, a cumulative 

IV iron dose of 1,000mg administrated in our study is frequently used among prior reports in an 

intensive mode (e.g. accomplish total dose in the first five weeks) or a uniformly delivered one (e.g. 
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for a duration of 15 weeks) and it should also be acceptable in our clinical practice. However, it seems 

that there is a lack of specific study to compare these various dosing regimen. As a result, we 

included the two iron arms of equal total dose into our study, which makes it possible to carry out 

direct pairwise comparisons with the control in a single clinical trial. For further clarity accordingly, we 

added the following sentences in the Introduction section (line 90) of the revised manuscript:  

 

“To our best knowledge, a cumulative IV iron dose of 1,000mg administrated in our study is frequently 

used among prior reports [32, 33] in an intensive mode (e.g. accomplish total dose in the first five 

weeks) or a uniform one (e.g. for a duration of 15 weeks); it should also be acceptable in our clinical 

practice. However, it seems that there is a lack of specific study to compare these various dosing 

regimen [31-34]. As a result, we included the two iron arms of equal total dose into our study, which 

makes it possible to carry out direct pairwise comparisons with the control in a single clinical trial.”  

32 Steensma DP, Sloan JA, Dakhil SR, Dalton R, Kahanic SP, Prager DJ, et al. Phase III, 

randomized study of the effects of parenteral iron, oral iron, or no iron supplementation on the 

erythropoietic response to darbepoetin alfa for patients with chemotherapy-associated anemia. J Clin 

Oncol. 2011 Jan 1; 29(1):97-105.  

33 Gafter-Gvili A, Rozen-Zvi B, Vidal L, Leibovici L, Vansteenkiste J, Gafter U, et al.  

Intravenous iron supplementation for the treatment of chemotherapy-induced anaemia - systematic 

review and meta-analysis of randomised controlled trials. Acta Oncol. 2013 Jan; 52(1):18-29.  

34 Mhaskar R, Wao H, Miladinovic B, Kumar A, Djulbegovic B. The role of iron in the management of 

chemotherapy-induced anemia in cancer patients receiving erythropoiesis-stimulating agents. 

Cochrane Database Syst Rev. 2016 Feb 4; 2:CD009624  

 

For the second question:  

With equal total dose planned in the study, we do not expect that significant differences in side effect 

due to iron supplementation occur between two iron arms. Even so, whether that IV iron 

supplementation increases the risk of disease progression and mortality, incidence of thrombosis, 

heart failure and serious adverse event, warrants careful investigation.  

 

For the third question:  

Any ongoing chemotherapy will continue in the study unless intolerable toxicities develop or 

discontinuation of chemotherapy is considered medically necessary at the investigator’s discretion. 

One potential goal of improving anemia with the use of study intervention is to facilitate any given 

chemotherapy plan to complete so as to maximize treatment effect. On the other hand, for controlling 

confounding due to cisplatin-containing chemotherapy (Yes versus No), stratified statistical methods 

will be used in the efficacy analysis.  

 

By the way, the reference numbers in the revised manuscript were adjusted accordingly because of 

the newly added references as above.  

 

 

C.RESPONSES TO COMMENTS OF REVIEWER #3  

 

Reviewer: 3  

 

Reviewer Name  

Jang, Jun Ho  

 

Institution and Country  

Samsung Medical Center, Sungkyunkwan University School of Medicine  

 

Please state any competing interests or state ‘None declared’:  
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None  

 

Please leave your comments for the authors below  

This publication is well organised artichle  

Reply to Comment:  

Many thanks for reviewer’s careful review and nice words. 

 

VERSION 2 – REVIEW 

REVIEWER Aerts, J. G. 
Erasmus MC 

REVIEW RETURNED 05-Sep-2016 

 

GENERAL COMMENTS I still have my concerns about the design but the authors have taken 
these into consideration in the development.  

 

 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-2016-012231 on 7 O

ctober 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/

