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PART 2: Review Comments

Reviewer’s comment Author’s comment (if agreed with reviewer,
correct the manuscript and highlight that part in
the manuscript. It is mandatory that authors
should write his/her feedback here)

Compulsory REVISION comments 1- Patients and methods line76:” ....All patients received
also 100 mg NER IV bimonthly for the first 18 months,
infused in a 0.9% saline solution over the course of 150
min. “Reviewer’s questions:a- the authors must add the volume of saline solutionusedb- the authors should explain why a 100 mg bimonthlydose was used. Actually, in the study of Braga et al.(reference n. 9) the dose used was half ( 50 mgbimonthly) and the 100 mg dose is usually administeredin Paget’s Disease of Bone ( only 2 infusions)  or inOsteogenesis Imperfecta ( but only every 3 months).
2- Results: lines 89-93: “.... mean lumbar BMD was
significantly increased (mean T score -2.8±1.2 at baseline
vs.-2.6±1.4 at 18 months, p<0.01)……Reviewer’s request:The results cannot be reported as comparison of  theaverages of T-scores in the studied population, they mustbe reported as percent changes from baseline at thedifferent times of the observation. It would be interestingas well to evaluate the percent changes in BMD since thebeginning of intramuscular route of administration.3. Discussion: lines 113-114: “...the lack of radiographic
evidence of vertebral fractures suggest that this
administration regimen for NER may reduce vertebral
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fractures “Reviewer’s Comment:This is a non controlled study therefore it’s not possibleto estimate the effect on fracture risk.
4-Discussion : lines 127-130: “..this study provides the first
data on the efficacy and safety of NER in patients with
postmenopausal osteoporosis …”Reviewer’s Comment:The study of Braga et al (reference 9) including 78postmenopausal women evaluated the efficacy and safetyof  IV NER in 2003 while the study of  Adami et al(reference 16) including 188 postmenopausal womenevaluated the efficacy and safety of IM NER with clinicalplacebo controlled trials. Cascella et al (Effects ofneridronate treatment in elderly women withosteoporosis. J Endocrinol Invest. 2005;28(3): 202–208.)evaluated the efficacy of intramuscular NER too ( notcited). Hence the study reported in this manuscript  innot “the first”.
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Minor REVISION comments

Optional/General comments This is a non controlled clinical trial on the densitometriceffects of neridronate in postmenopausal osteoporosis. Inthe manuscript are collected data regarding 164 patientsaffected by  gastric or esophageal conditionscontraindicating oral bisphosphonates. Other 3controlled clinical studies have already evaluated theeffects of EV and IM administration of neridronate. In thiscase the interest concerns the subsequent differentroutes of administration. The Authors must perform amore rigorous statistical analysis and emphasize the factthat the study is “not placebo controlled”.
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