Dear Editor,
Thank you very much for all efforts that you and reviewers made reading our manuscript: The distribution of genetic polymorphism of CYP3A5 A6986G, CYP3A4 A392G and ABCB1 C3435T in patients subjected to renal transplantation. We have carefully read and discussed all the comments and suggestions and found that we can follow them and incorporate in the new version of this paper. 

Answer to the Reviewers' comments:

Recenzent B:

1. Language of the manuscript needs editing.
The objection is accepted and supplemented in the text of the manuscript. English language was corrected. 


2. Several parts of the manuscript, including abstract and introduction, need shortening.
The objection is accepted and supplemented in the text of the manuscript.


3. The authors would better use the * allele nomenclature for CYP3A5 gene polymorphisms. Please remove “-” prior of SNP nucleotide position since “-” refers to a promoter polymorphism.
The objection is accepted and supplemented in the text of the manuscript.


4. I would say that CYP3A5 expressors (*1 allele carriers) need higher tacrolimus doses rather that CYP3A5 non-expressors need lower tacrolimus doses. Please correct where appropriate.
The objection is accepted and supplemented in the text of the manuscript.


5. Did the authors look for linkage disequilibrium among the studied polymorphisms?
We didn’t look for the linkage disequilibrium between the sudied polymorphisms because the number of previous studies demonstrated a strong linkage disequilibrium between the CYP3A4*1B and the CYP3A5*1 allele. Previous reports also demonstrated different distribution of CYP3A5*1 wild type allele among races. We underline that the allele frequencies reported in the present study are in concordance to previously reported data on Caucasians.

6. Were genotype and allele frequencies in Hardy-Weinberg equilibrium?
For CYP3A4, ABCB1 3435 and CYP3A5, the observed genotype (allele) frequencies were in Hardy-Weinberg equilibrium (p>0.05). The objection is accepted and supplemented in the text of the discussion.

7. The authors should also discuss the effect of other SNPs that were not included in the analyses (such as CYP3A4*22 and POR*28) on tacrolimus metabolism and dosing decisions.
The objection is accepted and supplemented in the text of the discussion.


8. Data indicate that CYP3A5 genotyping both in recipient and donor is necessary for establishing a personalized tacrolimus dosage regimen. Please discuss.
The objection is accepted and supplemented in the text of the discussion.


Recenzent C:

Authors said in conclusion that this study was for the first time conducted in Serbia.
The objection is accepted and supplemented in the text of the conclusion.

Sincerely,
Authors
