Editor's comments:

-The language of the manuscript should be seriously improved, since there are many grammatical
and alphabetical errors through the whole manuscript, e.g. in the ---

ABSTRACT:

1. At lines-15, 16, "This 69 SNPs were further analyzed" should be corrected to "These 69 SNPs
were further analyzed".

2. At lines-23, 24, "That can explain the variability in drug response and toxicity in patients
acquires this nsSNPs and treated with 5-FU" should be corrected to "This can explain the
variability in drug response and toxicity in patients who acquire these nsSNPs and treated with 5-
FU".

INTRODUCTION:

3. At line-32, "It encode" should be corrected to "It encodes".

4. At lines-43, 44, "has been confirmed in many research to be contribute to variability drug
response"” should be corrected to "has been confirmed in many researches to contribute to
variability in drug response”.

5. At lines-52, 53, "When Aspartic acid change to Valine in 949 position that causing a directly
interferes with electron transport or cofactor binding and strongly associate with grade Ill and IV
toxicity" should be corrected to "when Aspartic acid changes to Valine in 949 position, it
interferes with electron transport or cofactor binding and strongly associates with grade Ill and IV
toxicity".

6. At lines-55, 56, 57, "When Isoleucine change to serine at position 560 then the enzyme activity
will be (12.5%-25%), and will be more 25% when Aspartic acid change to Valine at 949 position”,
should be corrected to "When Isoleucine changes to Serine at position 560, then the enzyme
activity will be inhibited by (12.5%-25%) and by more than 25%, when Aspatic acid changes to
Valine at 949 position.".

7. At lines-60, 61, 'As bioinformatics resources (data bases and software) facilitate the
understanding and prediction of the drug metabolism" should be corrected to "Bioinformatics
resources (data bases and software) facilitate the understanding and prediction of the drug
metabolism, etc...".

8. At line-65, "this variants" should be corrected to "these variants".

MATERIAL AND METHODS:

9. At line-131, "interactivevisualization" should be corrected to "interactive visualization".

10. At lines-133, 134, "and hence-modifies the original amino acid" should be corrected to "and
hence modifies the original amino acid"", in a single (one) line.

11. At line-135, "Chimera (version 1.8) currently. Available at" should be corrected to "Chimera
(version 1.8) is currently available at".

RESULTS AND DISCUSSION:




12. At line-160, "this results" should be corrected to "these results’.
13. At line-162, "This finding reveal that" should be corrected to "these results".

14. At line-172, "rs2297595 (M166V) change in the amino acid Methionine' should be corrected to
"rs2297595 (M166V) results in a change in the amino acid Methionine".

15. At line-176, 'rs55886062 (1560S) change in the amino acid leucine” should be corrected to
'rs55886062 (1560S) in a change in the amino acid leucine'.

16. At line-177, "bigger than the wild-type. the charge of wild-type was neutral, the mutant residue
charge is negative" should be corrected to "bigger than the wild-type, the charge of which was
neutral, while that of the mutant residue was negative'.

17. At line-181, "rs67376798 (D949V) change in the amino acid Aspartic acid' should be corrected
to " rs67376798 (D949V) results in a change in the amino acid Aspartic acid".

18. At line-181, "There a difference" should be corrected to "There is a difference".

19. At line-186, "rs72549306 (V335L) change in the amino acid Valine" should be corrected to
"rs72549306 (V335L) results in a change in the amino acid Valine".

20.At line-196, 'mutant residue can located" should be corrected to "mutant residue can be
located".

21.At line-202, "When mutant residue is bigger than the wild-type residue, makes that the new
residue is not in the correct position' should be corrected to "When the mutant residue is bigger
than the wild-type residue, this makes the new residue not in the correct position"

22. At line-204, "SNP, this mutated residue probably will not fit" should be corrected to "SNP. This
mutated residue probably will not fit".

23. At line-204, this affect-in the stability of the protein" should be corrected to "This affects the
stability of the protein”.

24. At lines-208, 209, "The hydrophobicity of the Wild-type and mutant residue can differs like
D949V, The charge of the wild-type may lost by mutation, this can cause loss of interaction"
should be corrected to "The hydrophobicity of the Wild-type and mutant residue can differ, like
D949V. The charge of the wild-type may be lost by mutation. This can cause loss of interaction".

25. At lines-209, 210, "and this happens when There is a difference" should be corrected to "and
this happens, when there is a difference".

26. At line-233, 234, "That can explain the variability in drug response and toxicity in patients
acquires this nsSNPs" should be corrected to "This can explain the variability in drug response
and toxicity in patients who acquire this nsSNPs".

Author’s feedback:

OK.






