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Xueyao Jiang, Jing Wu, Boyu Tan, Sulan Yan, Nan Deng, Hongyan Wei* 

Dear Editors, we are pleased to send our responses to the reviewers’ comments regarding our above-referenced manuscript. We appreciate the generally positive evaluation that the reviewers have given to our manuscript, and the opportunity to submit a revised manuscript for consideration in Peer J. The following are the responses to the reviewers’ comments, as well as descriptions of how we made modifications in the manuscript. 


	[bookmark: _Hlk110498297]Reviewer: Thanks for your positive evaluation on our manuscript. Regarding your specific comments:

	Experimental design

	1. The author added a schematic diagram of the experimental design. I wonder why you didn’t have the groups treated with vehicle in your design? Please explain.
Response: Control group was treated with vehicle and depression group was treated with chronic unpredictable mild stress (CUMS) in my design as shown in Figure 1. Then the effect of chronic unpredictable mild stress (CUMS) - induced depression on the activity and expression of liver cytochrome metabolic enzymes and clopidogrel pharmacokinetics in rats were explored.

2. Please added your explain for estrous cycle and behavior test in the manuscript.
Response: Estrous cycle and behavior test has been added in the discussion of the revised draft and marked in red.

	Validity of the findings

	1. The authors have modified Figure 6 and 7, but please check Figure 1, and modify it as Figure 6 and 7 (with individual dots). Text size in Figure 3 and 4 is still too small to read.
Response: It has been modified as required.

2. The sample size is confusing. As you mentioned, with the death of three rats, it should be six. Why there are nine dots in figure 6 and 7? And in behavior test, it’s also nine in raw data.
Response: Although the three rats died of blood collection after administration of clopidogrel, these rat livers and other tissues were collected and carried out CYP450 enzyme expression and activity tests. The behavioral test was carried out before the blood was drawed from rats after clopidogrel administration. Therefore, the results of nine samples in raw data were shown in Figures 2 and 5.

	Additional comments

	1. Information about Table 3 “The distribution volume (Vz/F) and clearance (CLz/F)” showed in legend of Figure 5. It’s confusing.
Response: The distribution volume (Vz/F ) and clearance (CLz/F) increased significantly in Table 3, which indicated that the metabolism of clopidogrel accelerated and the distribution volume increased in depressed rats. In Figure 5, the blood concentration of clopidogrel in depressed rats was lower than that in the control group, which also indicated that the metabolism and clearance of clopidogrel in rats were faster. So the information about Table 3 “The distribution volume (Vz/F) and clearance (CLz/F)” were consistent in legend of Figure 5. The previous study also confirms this problem (PeerJ. 2016 Jan 21;4:e1611).

2. Please reorganize the figures and tables, especially figure 3, 4 and 5. In my opinion, four or five figures totally is enough for this manuscript.
Response: Figures 3 and 4 were merged into the Figure 3, and Figures 6 and 7 were merged into one figure 5.

3. English language could be improved more.


Response: English language was modified and marked with red.

We again thank you and the Reviewers for giving such careful attention to this manuscript. We have revised the manuscript based on those suggestions and comments. We hope that our paper will now be acceptable for publication in Peer J.

Sincerely,
Hongyan Wei MD, PhD. 
[bookmark: _GoBack]The First Affiliated Hospital of Hunan Normal University, Hunan Provincial People’s Hospital, Changsha, Hunan, China.
