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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

1)

Reviewer 1: In their manuscript Wu et al. review the possibilities of therapeutic modification
of arterial stiffening. The subject is very exciting and in most of the fields authors managed to
reach good quality. However, in some parts it has weaknesses.

1. However chronic kidney disease is on the list of table 1., but the active role of bone
metabolism regulators in the development of arterial stiffening in CKD, a very exciting
pathophysiological process, would be worth to be summarized in a few sentences!.

Response: Thank you very much for your great comments. According to the suggested
reference 1, we added a paragraph describing the association between CKD and arterial
stiffness on lines 2-15, page 8.

2. The chapter "Measurement of arterial stiffness" discusses only two methodologies, which is
far from the reality. At least shortly other methods should also be mentioned, see table 3
of2.

Response: According to your suggested reference 2, we further mentioned other methods for
evaluating arterial stiffness on the last 5 lines, page 10 to the end of page 11. In addition, table 2
was added to summarize several currently used measurements of arterial stiffness.
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3. In chapter "Pharmacological therapy" authors should mention the phosphate binder
sevelamer, which was found in ESRD patients to improve arterial stiffening?. Alagebrium,
a AGE crosslink breaker should also be mentioned, as it is a promising agent, but clinical
trials were not conducted because of financial problems of the developing company. In
animal studies it improved arterial stiffness, which effect was missing in a small group of
older individuals* >. From this chapter I also miss the mention of any ongoing trials or
future directions.

Response: According to your suggested references 3-5, we described these pharmacological
interventions and some ongoing trials to improve arterial stiffness on lines 13-23, page 16.

4. Other grammatical remarks:

Page 5, line 17: "pathophysiology"

Page 6, line 6: "resistance muscular arteries"

On page 6, line 13 a reference should be cited about the changes of reflection point.
Figure 2 legends: "chemical stress"

Figure 2: There is a "u" character on an arrow.

In the legend of table 1 and throughout the paper: "lifestyle".

Reference 72: 56. is probably unnecessary

Response: Thank you very much. All these grammatical remarks have been corrected.
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Response: All these references have been cited in the manuscript.


file:///C:/Users/Farmer/Downloads/WJ%20Cardiol%20comment%2020150522.docx%23_ENREF_3
file:///C:/Users/Farmer/Downloads/WJ%20Cardiol%20comment%2020150522.docx%23_ENREF_4
file:///C:/Users/Farmer/Downloads/WJ%20Cardiol%20comment%2020150522.docx%23_ENREF_5

(2)  Reviewer 2: I have reviewed the manuscript by Ching-Fen Wu and colleagues with interest. I
found that this is basically well-written. I have following comments.

1. In the Introduction section, many descriptions regarding arterial stiffness should be
supported by citations.

Response: Thank you very much to your great comments. We have cited some references to
describe arterial stiffness in the introduction.

2. In the Measurement of arterial stiffness section, authors failed to discuss regarding
Cardio-Ankle Vascular index (CAVI). Please add discussion regarding CAVI and whether
pharmacological or non-pharmacological intervention can modify CAVI or not.

Response: We have added the part of CAVI following the pre-existed PWV methods on lines
9-24, page 16. In addition, with regard to the effect of non-pharmacological intervention on
CAVI has been added on lines 7-9, page 12; line 11, page 13; lines 8-10, page 14; and the effect
of pharmacological intervention on CAVI has been added on lines 4-6, page 16, in the section
of “Therapeutic modification of arterial stiffness”

3. In the Measurement of arterial stiffness section, please discuss merit and demerit of several
types of arterial stiffness parameters and consider to add Table comparing these arterial
stiffness parameters including CAVI. 4. In Table 1, citations should be added for each factor.

Response: We compared the advantages and disadvantages among several types of arterial
stiffness parameters on the last 5 lines, page 10 to the end of page 11 in the “Measurement of
arterial stiffness” section. In addition, table 2 was added to summarize several currently used
measurements for arterial stiffness. In table 1, the citations have been added.
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