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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

Introduction

. In your first sentence, you tell us that reference #2 "acknowledges”
an association.... Is acknowledging the right word here? Should this not be
something like "suggesting”, “proposing”, "indicating"”, etc.? Otherwise, it
seems like a fete accompli rather than the beginning of a dialogue to know if
there is a causal relationship. For that reference, does "Med Med" belong
twice in the naming of the Journal? Just glancing at your reference list, | see

that Teitelbaum is misspelled in reference 20.

. On line 27, would it not be fair to say that at excessive doses
etidronate inhibits matrix mineralization?
. On line 31, cite the references that support your statement that the

metatarsal fractures resolved upon cessation of etidronate administration.
Presumably, etidronate was given for some good reason, therefore how do
you conclude that the insufficiency fractures were "etidronate-induced”, as
they resolved upon cessation of etidronate administration?

. On your line 32, were none of references 2-5 refereed?

. On line 34, | suggest that the bone density be described as high
rather than "very high". For other osteosclerosis, including osteopetrosis,
much higher values can be seen.

. On line 46, osteopetrosis should not be described as a "syndrome"
(compilations of unexplained findings), but instead it is a genetic disorder.
There is no need to tell us it is a human genetic disorder. Perhaps no need
to tell us "in these individuals".

. On line 50, if you are going to abbreviate bisphosphonates as BPs,
then be consistent. Since osteopetrosis is used frequently, why not
abbreviate it as OPT?

. The long sentence between lines 49 and 52 could certainly use
"referencing” to defend this important discussion of osteoclast failure.

. Similarly, the notion that similar fractures can result (as in the
sentences on line 53-55) has been discussed when considering the
osteopetroses.

. On line 58, there is no singular genetic defect underlying the
osteopetroses. Indeed, approximately 10 different genetic forms of
osteopetrosis have been characterized.

. The authors of this paper should be interested to know that there was
a 5-year follow-up publication of the patient described in 2003. This would
help to provide referencing for an in-depth understanding of bisphosphonate
effects on bone resorption, suppression of bone remodeling, fractures, and
reversibility.

. On line 64, it might be better to more clearly tell us what you mean by
"in such individuals". Is this bisphosphonate-treated individuals, or those
with osteopetrosis?

Materials and Methods

. It would be appropriate to give the websites, etc., for each of the

"tools" discussed in the first sentence.

. Is a comma necessary somewhere in the sentence on line 837

. On line 85, what is meant by "cases"? Does this refer to instances of

metatarsal fractures?

. The sentence that begins on line 85 is confusing.

Results

. Surely, the abbreviation MTFS for metatarsal fractures on line 91
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could be used earlier in the manuscript.

. In seeing how the authors on line 92 talk about MTFS preceding
AFFS, the authors might like to read the literature about how this sequence
typifies the onset of the osteomalacia of patients with hypophosphatasia.
Here, would be awarning that MTFS may be a harbinger of fracturing
elsewhere, including in the subtrochanteric femur.

. On line 95, use the abbreviation that you created 5 lines earlier!

. On line 120, it would be interesting to know whether the metatarsal
fractures healed slowly, if there was bisphosphonate treatment beforehand.
Discussion

. The sentence between lines 136 and 141 is along one, and the
authors might like to see if it can be split in two for an easier to read
message.

. On line 169, you could be using your abbreviation for atypical femur
fracture. Accordingly, you must check throughout your manuscript to get to
the use of abbreviations correct.

. On line 169 is this not Jennifer Schneider and associates?

. On line 178, rather than "the present authors", it might be better to
say when we published,....

. For line 189, and throughout the manuscript, rather than talk about "a
recent”, you might as well put the year instead, as this would improve
accuracy.

. On line 51, cite a reference that tells us bisphosphonates remain in

bone "very long".

Minor REVISION comments

Optional/General comments
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