

Response to Reviewer 3 Comments

The manuscript "Development and validation of new liquid chromatography-tandem mass......." is a good scientific work of its kind. The authors have developed the research with rigor and scientific logic and have produced good results both on refence  and real samples, demonstrating the goodness of the proposed method. Unfortunately these are some inaccuracies that the authors would have to take seriously  in order to ensure that the work can be published. The first point is the following: the terms that must be used are LOD (limit of detection) and LOQ (limit of quantification) these is no lower limit of quantification; second point: the term within-run and between-run....is non correct but must be replaced with inter-day and intra-day which represents the conventional term. Once these corrections have been made, the work due to its good scientific content can be considered for pubblication on Pharmaceutics.

Response: Dear Reviewer, thank you for taking time to read and evaluate the manuscript. We really appreciate your feedback. We have carefully analyzed your suggestions, however our method has been validated in compliance with the current EMA* and FDA** guidelines where the terms LLOQ and within- and between-run are used. The LLOQ*** is the lowest calibration standard on the calibration curve where the detection response for the analyte should be at least five times over the blank and in our work it covers LOD (limit of detection) as indicated in the manuscript. We agree that the FDA guideline includes the term Interrun and not Between-run in Table 3, which may be confusing, but elswere in the FDA and throughout the EMA guidelines, the terms within- and between- run are used.
We are willing to improve our manuscript, therefore we kindly ask for your opinion and justification for the proposed corrections before introducing changes to the main text.

* https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-bioanalytical-method-validation_en.pdf
**https://www.fda.gov/files/drugs/published/Bioanalytical-Method-Validation-Guidance-for-Industry.pdf
***https://www.sciencedirect.com/topics/nursing-and-health-professions/limit-of-quantitation#:~:text=The%20Lower%20Limit%20of%20Quantification,%E2%80%9Cacceptable%E2%80%9D%20QC%20sample%20concentration.
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