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August 17, 2020
  Dear Benjamin Werth, B.S. Science Editor of JoVE
I am enclosing an invited manuscript for consideration for publication in Jove. The manuscript is entitled “Intestine/Liver Microphysiological System for Drugs Pharmacokinetic and Toxicological Assessment”. It has not been published elsewhere and that it has not been submitted simultaneously for publication elsewhere.

Because the Microphysiolgical System (MPS) is a developing technology and there is a range of different types of it, we consider it very important to become known and established the pharmacokinetic parameters obtained specifically in the 2-OC MPS in a consistent way. This study shows the results obtained with paracetamol and highlights the crucial role of the presence of flow in the physiological response of MPS. The MPS emerging technology based on microfluidics device integrated with 3D human tissue culture models has great potential in providing data much more accurate and closer to human, capable of reducing the divergence, the time and the costs in scientific data, as well as encourage the availability and the diffusion of alternative methods to the animal use in research. The knowledge of the pharmacokinetic (PK) properties of a compound is crucial during the pre-clinical drug phase. The MPS that allocates the integrated intestine and liver organ models are the first bet in obtaining a high-quality pharmacokinetic dataset since those two organs are the critical ones in the process like biodistribution and bioavailability and other parameters like intestinal rates of permeability and absorption as well as hepatic metabolism. This article describes the detailed protocols to perform the emulation of the APAP intestinal absorption and hepatic metabolism and respective analyses in the 2-OC MPS composed by the human intestine and liver equivalents. The article also described the proper human tissue functionality and toxicological analyses necessary to validate the PK results. For those reasons, we considered this article of a very interesting for the scientific community.
The manuscript has undergone some changes suggested by the reviewers. We strive to balance compliance with all reviewers' suggestions and requests and compliance with JoVE rules, guidelines, and space limits. I inform you that new results have been included in the manuscript, figures 2,3,4 and 5 have been reformulated, as well as several parts of the text. Text changes are highlighted in gray. The parts of the filming protocol highlighted in yellow. 

We are grateful for the careful review of the manuscript and the important considerations made by the reviewers, which have resulted in a significant improvement in the quality of the work presented and we are thankful for the opportunity to resubmit the revised work.
Thank you very much for your consideration.

Yours Sincerely,

Dr. Talita Miguel Marin
Brazilian Biosciences National Laboratory (LNBio) 

Brazilian Center for Research in Energy and Materials (CNPEM)

Tel.: +55-19-35175131; Fax: +55 19 3512-1004
E-mail: talita.marin@lnbio.cnpem.br
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