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The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated

2 Revision has been made according to the suggestions of the reviewer
Reviewer 1

This is a nice historical review on the development of the RANKL/OPG system. I have only two suggestions. 
1. Please add a transition when moving to introducing the three animal models. Currently, there is no flow from the previous section (i.e., justify the need for these models). 

Thank you for the comment. The following paragraph was added in the manuscript. 
To investigate the effects and functions of RANKL in vivo, transgenic mice overexpressing mouse sRANKL (sRANKL-TG mice)[24] and RANKL-deficient mice[21] were generated. They are useful animal models but it takes several months to interbreed them with other TG mice or gene-deficient mice. Alternatively, we attempted to establish three animal disease models by treating normal mice with either sRANKL, adenovirus vector harboring mouse sRANKL cDNA (Ad-sRANKL), or anti-mouse RANKL neutralizing monoclonal antibody. It takes two to 14 days to make these animal models using normal mice. Thus, the establishment of these quick animal models could help accelerate research on bone metabolism.
2. P5: “On the other hand, the GST-RANKL-induced bone loss model was successfully applied to C57/B6 male and female mice, ICR mice, and Fisher rats.” This sentence doesn’t follow the previous sentence as OVX has also been successfully applied to mice and rats. 

Thank you for the comment. “On the other hand” was changed to “Moreover”. 
Reviewer 2
Can author expand the last section of the manuscript focusing a little bit more on clinical implications of the discovery. What clinical applications? 

Thank you for the comment. The following paragraph was added in the manuscript. 
At present denosumab is clinically used for the treatment of osteoporosis and cancer-related bone diseases in Japan, Europe, USA and many other countries. A phase II clinical trial for rheumatoid arthritis is ongoing in Japan. The future treatment option of rheumatoid arthritis thus looks promising.
I would suggest author to slightly modify the title of the article. No mention of osteoprosis. I would probably mention osteoporosis in Title to give readers (orthopedic surgeons for sure, possibly clinicians, not only scientists) the main subjet of the work. This may attract readers not familiar with the RANKL/RANK. Overall very interesting paper, well written. 
Thank you for the comment. The title was changed to “RANKL, a necessary chance for clinical application to osteoporosis and cancer-related bone diseases”.
Reviewer 3
In this review article the authors have attempted to describe recent advances in RANKL-related research based in their previous experience. This is a well written manuscript on a difficult issue. The authors have used appropriate references and figures. 


Thank you for the comment.
3 References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Orthopedics.
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