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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

Reviewed by 01198134

CommentsTo Authors

This review by Dr. Su aims at presenting state-of-the-art knowledge on the role vascular endothelia dysfunction
in cardiovascular diseases and the pharmacological treatment for rescuing the vascular function. This manuscript
was well-written. There were some typos needing to be fixed. 1. page 17, para 2, line 10, it may be better to use
the word, homocysteine. 2. page 17, para 3, line 3, glutation should be " glutathione “. 3. page 18, para 2, line 10,
hindlimb should be “hind limb”. 4. page 19, para 1, line 17, atovastatin should be “atorvastatin”. 5. page 19, para

1, line 22, arthriti should be “arthritis”.

Response:
Thank you very much for your valuable comments.
As requested, the typos are corrected. All changes in response to your comments are highlighted by red color in

the revised manuscript.



Reviewed by 01196819

CommentsTo Authors

In this review manuscript, the author systematically and widely discussed the potential mechanisms responsible
for vascular endothelial dysfunction and endothelial protective effects of pharmacological treatments in some
clinical diseases. This review manuscript significantly enhances the information for the vascular endothelia
dysfunction and potentia therapeutics. However, the author should address some concerns this reviewer raised. 1.
The author mentioned that “Among these mechanisms, a reduction in nitric oxide (NO) bioavailability plays a
central role in the development of endothelial dysfunction”. Therefore, the author should give more detail about
the relationship between NO and other endogenous substances related vascular endothelial dysfunction in each
pathophysiological state (such as atherosclerosis, hypertension, diabetes, etc). 2. The author described that “there
are specific mechanisms underlying endothelial dysfunction in different diseases’. The author should give a clear
explanation about the discrepancy between “among these mechanisms, a reduction in nitric oxide (NO)
biocavailability plays a central role in the development of endothelial dysfunction” and “there are specific
mechanisms underlying endothelial dysfunction in different diseases’. Additionally, the author should clearly
conclude how and what pharmacological treatments are selected in each pathophysiological state, and give the
information about possible interaction among these pharmacological treatments. 3. Some cited references are

outdated. For example: ref 233. Please give updated information and definition.

Response:

Thank you very much for your valuable comments.

1 As required, more details about the relationship between NO and other endogenous substances related
vascular endothelia dysfunction in different pathophysiological states such as atherosclerosis, hypertension,
diabetes and smoking are now added in the revised manuscript (page 11, last 2 lines and page 12, 1%
paragraph; page 13, 1% paragraph, lines 6-13; page 13, o paragraph, lines 10-15; page 14, 1% paragraph, last
3 lines and page 14, 2™ paragraph, lines 8-16). For your convenience, al changes in response to your

guestions are highlighted by cyan color in the revised manuscript.

2. Asrequired, a clear explanation about the discrepancy between “among these mechanisms, a reduction in

nitric oxide (NO) bioavailability plays a central role in the development of endothelia dysfunction” and



“there are specific mechanisms underlying endothelial dysfunction in different diseases’ is now given in the
new manuscript (page 26, lines 7-15).

Also as required, in addition to those aready described in the previous version of manuscript, the statement of
utilities of pharmacological drugs for the treatment of specific pathologies according to the mechanisms of
action of drugs and involved mechanisms in the development of endothelial dysfunction in each pathological
state are added in the revised manuscript (page 17, last paragraph, lines 1-4; page 20, 1% paragraph, lines
13-15; page 21, lines 1 and 2). The information about possible interactions among these pharmacological
treatments are given in the revised manuscript (page 18, 1% paragraph, lines 8-15; page 19, 1% paragraph, last

2 lines; page 20, 1% paragraph, lines 10-12; page 20, last 5 lines and page 21, 1% line).

3. Thereference 233 is replaced (reference 292) and updated information and definition are given now (page 24,

last paragraph, lines 1-3).

Reviewed by 02737597

Comments To Authors

The work is interesting and well written, although it needs of more revisions, such as adding one of the most
important peptides analyzed, as the adrenomedullin (ADM), the main vasodilator peptide, amplify the section on
hypertension, and add more references as.
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Response:
Thank you very much for your valuable comments.
As requested, a section of adrenomedullin has been added in the revised manuscript (page 8, 2™ paragraph and

page 9, 1¥ paragraph) and the table 1 is accordingly modified.

The section about hypertension has been enhanced, especially about the role of endothelin-1 in pulmonary
hypertension, AM in hypertension (page 10, 2" paragraph, lines 6-10 and lines 14-15) and interactions between
different endogenous endothelium-derived substances as required by another reviewer (page 10, 2 paragraph,

lines 10-15).



Moreover, your recommended references have been interpreted and integrated in the revised manuscript (page 10,
lines 24 and 25; page 10, 2 paragraph, lines 6-10, page 19, lines 14-17; page 21, 2 paragraph, lines 11 and 12

aswell aslines 18-24).

All changes in response to your comments are highlighted by green color in the revised manuscript.

3 References and typesetting were corrected
Thank you again for publishing our manuscript in the World Journal of Cardiology

Sincerely yours,



