Reviewer A.

In the submitted manuscript authors have described and clearly presented the

current knowledge on the role of IL-6 in the field of cardiac surgery.

The outline of paper is well-presented and most of the data discussed

critically based on the available literature.

It would be useful if authors also discuss the potential role of IL-6 gene polymorphism on the outcome of cardiac surgery. 
Answer: The roles of IL-6 gene polymorphism in influencing circulating IL-6 levels, and in indicating poor outcomes of coronary patients and post-cardiac surgical patients are discussed.
Furthermore, it would be useful if authors can describe in brief terms other

attempts employed in order to reduce inflammatory response in patients

undergoing cardiac surgery such as removal of IL-6 using extracorporeal

cytokine elimination and not only early administration of steroids.

Answer: Strategies for IL-6 removal are added, including investigational drug use, anesthetic agent and techniques of choices, preconditioning and extracorporeal device use, in addition to early steroid use.
English language should be corrected.

Answer: English writing is largely revised.

Reviewer B.

COMMENT TO AUTHORS

Title of "Interleukin-6 in cardiac surgery" 

Authors described your aim as  " The aim of the present article is to make a

comprehensive review on IL-6 in cardiac surgery."  The question searched by

them is;  how is IL-6 affected by cardiac surgery. Whith this aim they

researched the literature comprehensively. They showed that the level of

IL-6 increased in the patients with cardiac disease during cardiac surgery.

Authors concluded that IL-6 predics the prognosis of surgical patients.

Early treatment with steroids is a way for decreasing the IL-6 levels.

Another alternative thearapies should be develope in this aim.

General Comment 

It has known very well that IL-6 increased during cardiac surgery. The aim

of this review  is too general. It might be constricted according to the

conclusions.
Answer: The aim of the review is narrowed as: “The purpose of this review is to present the current knowledge on the role of IL-6 in the field of cardiac surgery.”
Specific Comment

- Abstract 

Where is  "the aim of this rewieve"
Answer: It is also added here the aim of the review: “The purpose of this review is to present the current knowledge on the role of IL-6 in the field of cardiac surgery.”
İntroduction

- The informations were given in second paragraph are similar like following

sections. It has been repeated.
Answer: The potential repeated statement about coronary artery disease “and it is significantly elevated in patients with unstable angina in comparison with those with stable disease” is removed.
Literature 53 and 54 in manuscript; wrong sequence
Answer: In this version, the Ref. 53 becomes Ref. 36. And Ref. 54 is removed. I have made a check-up the Ref., and now it is OK.
Conclusion

What kind of potential alternative therapies ? Pharmachogical therapies? 

What about anesthetic agents during surgery? and another factors related

with patients (DM, etc. )
Answers:

1) “The potential alternative therapies” refer to IL-6 antibodies to be further develop, as the currently used antibodies do not show very good effects in eliminating IL-6.
2) “Pharmachogical therapies” are added as: “Dexmedetomidine, an α2-adrenergic agonists, was considered an antiinflammatory agent for preventing inflammatory reaction to cardiac surgery with substantial efficacy and safty [53]. Glucagon-like peptide-1, an incretin hormone, was found to reduce circulating IL-6 levels in humans [54].”
3) The “anesthetic agents during surgery” for removing IL-6 are now described as for the mechanisms and the anesthetic agents under clinical use.

4) Both types of DM are associated with elevated IL-6 levels due to at least low-grade inflammatory response involved: “This low-grade inflammation has been proposed to be involved in the pathogenetic processes causing type 2 diabetes. Mediators of inflammation such as tumor necrosis factor-α, interleukin (IL)-1α, the IL-6 family of cytokines, IL-18, and certain chemokines have been proposed to be involved in the events causing both forms of diabetes.” (Kristiansen and Mandrup-Poulsen. 2005). Besides, more literature-documented risk factors triggering IL-6 activities are now included in the text and mentioned in conclusion section.
Thank you very much for your most valuable comments.
