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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

“Anecdotally, in the past, some authors attempted renal auto-transplant (re-transplant) as way of addressing resistant and malignant hypertension.  Doe the authors think that renal denervation, including the one of the afferent nerve fibers played a role in the anecdotal success in these cases”

When considering renal autotransplantation in the treatment of malignant hypertension, we can only speculate about the importance of renal denervation. We did not find any specific data that argue in favor of that plausible hypothesis. Nowadays renal autotransplantation surgery is associated mainly with renovascular disease. We did not want to put together these concepts, renal percutaneous denervation and renovascular hypertension, so we decided not to address it in our paper.

“With regard to the safety data… what would be the safety rate for femoral artery catheterization for in other procedures (e.g. renal angiogram, arterial line placement, cardiac catheterization vs. diameter of the catheters), when the femoral artery is accessed ? I understood that the current published literature states only very limited rate of hematoma-aneurism formation, but the total number of procedures (denominator) is also small…” 

We assent that the small number of procedures does not allow a strong conclusion to be made about the periprocedural safety of renal percutaneous denervation. Nevertheless, considering that the technique and the diameter of catheters are comparable of coronary angiography, we think that femoral artery local complications will likely have an incidence similar to coronary interventional procedures.

 “Would be worthy to review and quote some of the original investigations of Gerald DiBona form Iowa, who performed some of the groundbreaking investigations on renal nerve activity in hypertension and salt retention”

We agree that DiBona group had major contributions to this field. We followed the reviewer suggestion and quoted some of their original papers. See the edited final version please.
“Minor comments; Page 7, last row: “…filtration rate inferior to 45…” would change “inferior” to “less than” to clarfy statement”

We followed the reviewer suggestion. See the edited final version please.

REVIEWER 2

“nice overview

some information on the other systems would be nice”

We believe that the other systems under development will improve and simplify the percutaneous renal denervation procedure. In our paper, we decided to write about the Symplicity system because it is, at the moment, the only catheter with clinical studies and recommended by European Hypertension Society. 

“preclinical data on the renal denervation, concerning the level of energy needed, the data on animals are not mentioned. is this because they don't exist?”

We did not find any published data regarding the level of delivered energy.   

“some information on responders and non responders would be nice.”

We followed the reviewer suggestion and wrote a paragraph about the non-responder patients. See the edited final version please.

“what are your results in your practice, how to you select?”

We follow the patient selection recommendations from European Hypertension Society. Our results are encouraging but because we still have small numbers we decided to not include our data in this review paper. 

REVIEWER 3

The authors have reviewed recent development of approaches to renal sympathetic denervation, which might  play a role in clinical treatment of resistant hypertension. I have several major concerns regarding the present version: 

(1) Part about "surgical sympathectomy" should be removed from the paper because this is a more general topic than the renal sympathetic denervation; 

We agree that surgical sympathectomy is a quite different topic and acknowledging the reviewer’s concern we added a paragraph to the text where we explicitly note the differences between these two procedures.

However, we believe that mentioning the impact of these procedures on hypertension is important to characterize the existing knowledge on human sympathectomy before the development of the percutaneous renal denervation procedure. 

(2) A recently published review (J Clin Hypertens Greenwich, 2013; 15:75–84) should be cited; 

We followed and thank the reviewer recommendation. 

(3) Proofreading by native English speakers is required. 

We attach to the email the editing certificate of the American Journal Experts, an editing company.

(4) Quality of figures should be improved, in particular for Figure 1.

Both figure 2 and figure 3 aims to give an insight about the macroscopic features of the catheter and its appearance inside the renal artery. We think that they fulfill this educational goal.

On the other hand, Figure 1 is just an example of normal renal arteries assessed by CT angiography. We are open to remove this figure if required by the reviewer.

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