October 16th, 2012

Dear Editor,

Please find enclosed the edited manuscript in Word format.

Title: Future Trends in Insulin Therapy
Author: Subhashini Yaturu
Name of Journal: World Journal of Diabetes
ESPS Manuscript NO: 491
The manuscript has been improved according to the suggestions of reviewers:

A. Format has been updated

B. Revision has been made according to the suggestions of the reviewers

Response to Reviewer’s comments
Appreciate the comments from the reviewers to make the manuscript better. Here are the responses to their constructive criticism.

Response to Reviewer No.1 comments:
1. The Authors report in the Introduction that “The major drawback of current forms of insulin therapy is their invasive nature.” Although the subsequent chapter explains that the need to inject insulin is among the major discomfort (according to the Author’s view) related to the need to use exogenous insulin, in the current form it is not completely clear the meaning of this sentence.

Response: Revision has those comments at appropriate places while discussing non invasive methods of insulin delivery.
2. In presenting the various options for insulin preparation that are on the way of being available the Authors report historical information and preclinical and clinical evidence without a clear structure in the text. Presenting data should be organized in a clear manner. Furthermore, in the text the available evidence are presented along the open challenges. 

Response: Revision has more organized fashion.

Response to Reviewer Number 2 

Nice review, I only point out minor issues as below.

1. Page 3, 1st paragraph, 2nd sentence ("This insulin forms soluble multihexamers after subcutaneous injection, resulting in an ultra-long action profile with half life more than 24 hours."): Please cite the reference by Heise T et al. (Ultra-long-acting insulin degludec has a flat and stable glucose-lowering effect in type 2 diabetes. Diabetes, Obesity and Metabolism, 2012, 14(10): 944-950) 

Response: Appreciate the reminder for omission. Citation inserted.

2. Page 3, 1st paragraph, 2nd sentence ("Phase 3 clinical trials in adults with type 1 DM [5] and type 2 DM glycemic controls was comparable to insulin glargine at one year follow up and less hypoglycemic episodes. Insulin degludec is not yet approved by FDA."): The citation of reference 6 is absent. In this sentence, " type 2 DM " should be changed to " type 2 DM [6]".

Response: References cited. 
3. Page 3, 1st paragraph, 2nd sentence (same as above): Insulin degludec was recently (28 September, 2012) approved in Japan (Ministry of Health, Labour and Welfare); so please add this fact.

Response: Added
C. References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Diabetes.
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