Dear Editor
We are highly grateful to you for valuing and sending our manuscript to the reviewers for assessment. We are also thankful to the reviewers for sparing their valuable time and reading our manuscript thoroughly.We are also grateful to the editorial staff for processing the files and data related to our manuscript quickly and efficiently. 
The manuscript has been read by all the authors again and we have also requested some of our coordinators to help us improve the quality of manuscript language. The manuscript has been revised by making the corrections and incorporating the suggestions by yourself and the two reviewers. All the revisions made in the manuscript are highlighted in red font. We hope that our work on revisions will satisfy the reviewers concerns and make our manuscript suitable for publication in your esteemed journal. 

Prof. Muhammad Sher
Institute of Chemistry
University of Sargodha, Pakistan


A point-to-point response (in red) for the reviewers’ comments (in black) is given below:  

Reviewer A:

· I strongly suggest the manuscript should be carefully read by all the authors to further improve the grammar and spelling or more better to request some native speaker for improvement.
· We have gone through the manuscript again to improve the quality of language and the manuscript was also improved by our coordinator who is a native speaker.
· Abbreviations should be defined when appearing for the first time in the main text.
· All the abbreviations have been defined on their first appearance in the text as per reviewer’s suggestion.
· Some abbreviations in the manuscript, including in the abstract are undefined and may lead to confusion for the readers. For example, ASA, Cmax, tmax, t1/2, Vd, Cl etc are all undefined in the abstract. 
· Dear reviewer thank you very much for highlighting this deficiency. We have incorporated the full names/ terms for the abbreviations on their first appearance in the text followed by the abbreviations in the brackets. 
· In the text Heparin should be written as heparin.
· The correction has been incorporated.
· Units for centrifugation shoul be written without any space, i.e. 4000 xg.
· Agreed and the correction has been made accordingly.
· In the section “specimen analysis” the sentence “Standard samples of CAS were prepared according to reported method” should be extended by adding the names of the authors of that method. e.g. ….. method by Barry E, and Borer LL. (2000).
· Thank you very much dear reviewer for this valuable suggestion and we have improved our manuscript as you suggested 
· In the section “2.4. Pharmacokinetic Analysis” the abbreviation AUC should follow the respective terms and should be in the brackets.
· The reviewer’s suggestion has been incorporated.
· In the section “2.5. copper analysis”, the instrument operational parameters should be separated using commas rather than semicolons.
· We are grateful to the honourable reviewer for helping us improve the manuscript. The suggestion has been incorporated as suggested by the reviewer.
· In the results sub-section “copper level determination”, second paragraph “concentration of copper in plasma increases with an increase in concentration” it is not clear about which concentration?
· Dear reviewer thank you very much for highlighting this deficiency in our manuscript. The name of the administered compound, CAS, has been added to complete the sentence.
· The last sentence in the conclusion section is not required here, however the authors may suggest the readers for some future prospects. 
· Agreed and the conclusion section has been revised as per suggestion of the reviewer.
Reviewer D:

1. It is important to define the full meaning of the parameters mentioned in the abstract e.g. vd, cl, cmax, tmax and t1/2
· We are grateful to the honourable reviewer for this suggesion. The suggestion has been accordingly incorporated.
2. A lot needs to be done to improve the readability of the manuscript. In some instances, the author's assume the readers already understand the text and omitted essential phrases e.g. in line 197 "copper acetylsalicylate" is missing after an increase in concentration.
· Thank you dear reviewer for the corrections. We have revised the manuscript acoording to your guidelines and guideline from other reviewers. We hope all such ambiguities in the manuscript have been rectified.  
3. The conclusion has to be rewritten to reflect on what the research article is about. Only the second to the last paragraph pointed to copper acetylsalicylate that the research is centered on.
· We are grateful to the honourable reviewer for thoroughly reading our manuscript and helping us improve the manuscript. The conclusion section has been revised.


