
Dear Editor, 

 

First of all, we would like to thank you very much for all efforts that you made to 

improve the quality of our paper. Also, we appreciate all the suggestions and 

requirements of the reviewers and want to express our sincere gratitude for their valuable 

evaluation of the manuscript. We hope that this new corrected form of the manuscript 

will completely cover all requirements and you will find it suitable for publication.  

Also, I would like to mention that we included two new coauthors (our colleagues 

from China), which comments we found were very helpful and impactful on the quality 

of the manuscript. 

 

Responses to the reviewer’s questions: 

 

Review 2: 

 

Comments and Suggestions for Authors 

Tetrahydrocurcumin is a natural product from curcumin. Josifovska et al. reviewed the 

neuro-related function of tetrahydrocurcumin and tried to explain the mechanisms of 

action. This work is very intriguing, nevertheless, I have some suggestions to make 

regarding the manuscript: 

  

Major issues: 

1. Please provide the structure of THC in the manuscript. 

Answer: The suggestion is accepted and a completely new Fig. 1 is included in the 

manuscript. 

 

2. The authors mainly focused on the studies of cell lines or animals. How about the 

pharmacokinetics studies? 

Answer: the suggestion is accepted and a completely new paragraph concerning 

the pharmacokinetic properties of THC concerning other curcuminoids is 

discussed. 

(Please have a look at Pg.2, from line 87 to Pg.3, line 96). 

 

3. Line 404, the authors mentioned that THC had a “limited oral bioavailability”. 

What is the progress in pharmaceutical preparations? Maybe the dosage form may 

affect the efficacy of THC via different mechanisms. 

Answer: The main focus of the manuscript was to point out brain-related 

characteristics of THC. But still, the importance of plasma THC concentration was 

mentioned in a few places in the manuscript. In addition, in references 6, 7, and 8 

from our Reference list, the effects of different doses of THC were discussed. We 



cited these references in the body text but didn’t pay special attention to them, 

because the basic focus of the manuscript was not related to the treatment. 

Anyway the dosage of 80 mg/kg body weight) was found to significantly reduce 

oxidative damage [6], which was the reason why we mentioned this dose. At the 

end of the manuscript in the Conclusion section, you can find an additional 

explanation that besides its application in combination with other compounds for 

better effects special attention should be given to its doses. 

(Please have a look at Pg.2, from line 64 to line 68, and Pg.12, from line 443 to line 

452). 

 

4. A review is a paper written by summarizing, analyzing, and refining a large 

number of original research papers on a certain topic at a certain time. Of 115 

references, there are more than 20 references were published 20 years ago, and 

only 6 references were published after 2020. Whether the research on THC seemed 

slowed down in recent years or the authors failed to present the latest research 

progress, the scientific value of the review is low. Furthermore, this review failed 

to analyze the previous studies and provided limited guiding significance for 

further study. 

Answer: To fulfill reviewer remarks we included 6 new references concerning the 

pharmacokinetic characteristics of THC, and discuss its properties based on which 

we draw a new manner for its clinical use. So, now the total number of references 

is 121, and a few of them are published in 2022.  

  

Minor issues: 

1, Line 151, [[38]]. 

Answer: the suggestion is accepted: 

 

 

Sincerely yours, 

Mitko Mladenov,  
 


