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Dear Review Editor,
 
On behalf of the coauthors, we are re-submitting the revised version of the manuscript entitled: 

“Detergent Free Decellularization of the Human Pancreas for Soluble Extracellular Matrix (ECM) Production”


for the JoVE collection on Experimental and Analysis Methods for Biomaterials and Biomechanics

We are very grateful for the comments received from the Review Editor. We believe that addressing the comments received we are able to improve to meet the high standard of the journal and that the EIC will seem it suitable for publication. 

Sincerely
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Giuseppe Orlando, MD, PhD, Marie Curie Fellow
Associate Professor
Department of Surgery, Section of Transplantation
Director of Translational Research
Wake Forest University School of Medicine
Wake Forest University Baptist Medical Center
Medical Center Boulevard
Winston Salem, NC 27157-1095
Email: gorlando@wakehealth.edu 



Dear Editor,

We are really appreciative of your comments and formatting to the article we submitted to your attention.

As requested we addressed individually the editorial comments in the manuscript. You will be able to find the track changes. Please find below the comments addressing the modifications requested:

· An ethical statement has been added as requested.

· We included details regarding the surgical dissection and clarified details of the decellularization step as requested 

· Regarding the number of centrifugation tubes used per pancreas decellularization: per our experience the number of centrifugation tubes depends on the size of the pancreas. We observed optimal freezing and lyophilization when the amount of tissue does not exceed 25ml of volume in each centrifugation tube.

· Regarding the volume of the lyophilized material: we noted that the volume of the lyophilized material depended on specific properties of the organ therefore it was variable on specific weight and characteristics of the pancreas. We have not recorded the volume of dried decellularized tissue before cryo-milling.

· We included details regarding lyophilization, cryo-milling and solubilization as requested

· A paragraph included in the protocol was deleted as not appropriate per journal guidelines as noted by the editor.

· Details regarding the histological process and stainings were added

· We expanded and added details regarding the sections “Human Islets encapsulation with the ECM and culture” and “Glucose Stimulated Insulin Release and DNA measurement” 

· We updated the section regarding the Statistical analysis as requested

· Details in the figure’s legends were updated as requested.

· The Discussion section has been revised addressing the Editor comment and requests.

· The Acknowledgement section was updated.

· A Disclosure section was added as requested.

· The Table of Materials has been updated accordingly after removal of brand names from the manuscript.

· The article has been proofread and clarity has been brought where needed.

· As requested part of the protocol was highlighted for the video production 
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