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Changes made according to the editor’s and reviewer’s statements are in italics.

Editorial and production comments:
Changes to be made by the Author(s) regarding the written manuscript:

1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues. The JoVE editor will not copy-edit your manuscript and any errors in the submitted revision may be present in the published version.
The manuscript has been carefully proofread again and spelling as well as grammar issues have been corrected to the best of our knowledge.

2. Please submit each figure as a vector image file to ensure high resolution throughout production: (.psd, ai, .eps., .svg).
The figures are all produced as pixel graphics and contain images. Therefore it is not possible to provide a vector image file.

3. Figure 1: Please remove “Fig 1”.
4. Figure 2: Please remove “Fig 2”.
“Fig 1” and “Fig 2” have been removed from the figures 

5. Title: Please shorten the title for brevity. “for research, training and 3 individualized treatment planning” can be removed.
The title has been shortened in the manuscript and the video as proposed.

6. Please rephrase the Summary to clearly describe the protocol and its applications in complete sentences between 10-50 words: “Here, we present a protocol to …”
The Summary has been shortened and modified as follows:
“The protocol describes the fabrication of fully colored 3D prints of patient-specific, anatomical skull models to be used for surgical simulation. The crucial steps of combining different imaging modalities, image segmentation, 3D model extraction and production of the 3D print are explained. “ 

7. Please ensure that the references appear as the following: [Lastname, F.I., LastName, F.I., LastName, F.I. Article Title. Source. Volume (Issue), FirstPage – LastPage (YEAR).] For more than 6 authors, list only the first author then et al.
The references have been modified according to the JoVE EndNote style provided on the JoVE website.

8. Please include volume and issue numbers for all references.
The references have been modified according to the JoVE EndNote style provided on the JoVE website. For some references this data was not available.

9. Please cite at least 10 prior publications.
Additional publications were added to the manuscript.

10. For in-text formatting, corresponding reference numbers should appear as numbered superscripts after the appropriate statement(s).
The references and in-text formatting have been modified according to the JoVE EndNote style provided on the JoVE website.

11. Please revise the text to avoid the use of any personal pronouns (e.g., "we", "you", "our" etc.).
All personal pronouns were removed.

12. Please include an ethics statement before the numbered protocol steps, indicating that the protocol follows the guidelines of your institution’s human research ethics committee.
A statement about the ethics committee’s approval was inserted.

13. Please provide a title for each figure.
A title for each figure legend in the protocol was added.
“Figure 1 – Volumetric vs. surface colored 3D prints”
“Figure 2 – Workflow for volumetric coloring of 3D prints”

Changes to be made by the Author(s) regarding the video:

1. Please ensure that the video title matches the article title. We suggested changes above.
The shorter title has been integrated in the video as well.

2. Please repeat the title slide at the end of the video as well.
Title slide was inserted at the end of the video again. 

Reviewers' comments:
Reviewer #1: 
Manuscript Summary:
The manuscript is well written and protocols are clearly explained. Topic is of high interest for 3D printing techniques for biomedical purposes.

Major Concerns:
the hard material described is good for a bone drilling simulation. However it is not suitable for other tissues simulation (vessels, soft tissues). It would be interesting to know if the authors are planning to work also on this kind of tissues.
The following paragraph has been added in the Limitations section of the paper’s Discussion:
“To simulate e.g. the brain tissue it might be necessary to either print this with a method that is able to produce soft materials directly or to print molds that can be used to cast soft objects e.g. from silicone rubber. In one test case the latter method was used to simulate a soft tumor. 
The limitation of this procedure was that although the silicone tumor was very flexible it is always necessary to have enough space to insert it into the 3D printed model. Furthermore it is not possible to create inner structures such as a blood vessel.”

Minor Concerns:
I would enclose and discuss the following references for discussion:

Quantitative evaluation of different far lateral approaches to the cranio-vertebral junction using the microscope and the endoscope: a cadaveric study using a tumor model. PMID: 29479657

A workflow to generate physical 3D models of cerebral aneurysms applying open source freeware for CAD modeling and 3D printing.

Both references have been enclosed in the Introduction part.



Reviewer #2:
Manuscript Summary:
Congratulations on your manuscript, the results in the images are great, the method is straightforward and easy to understand with some experience in the 3D printing area

Major Concerns:
None

Minor Concerns:
There are some minor grammatical and syntax errors in the manuscripts, mainly repetitive sentences which should be addressed.
The manuscript has been carefully proofread again and spelling as well as grammar issues have been corrected to the best of our knowledge.

