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Reviewer #2: 

Manuscript Summary:
The authors provide a protocol to establish a 3D spheroidal model of melanoma to better represent the tumor-stromal interactions that may occur in vivo. The authors propose that the culturing of melanoma cells with fibroblasts allows for the creation of the same types of interactions and production of extracellular matrix that would occur in vivo. They also demonstrate that the 3D culture system can be used to evaluate important signaling events that may occur during tumor progression (using the Notch pathway as an example) and how it can be used for drug screening.

Major Concerns:
No major concerns noted. The authors could provide a little more detailed explanation on the requirements for the establishment of the spheroids and less on how the microscopy was performed (this is standard).

Minor Concerns:
Some editing required, especially in the protocol so it reads better (multiple verb tenses are used making it cumbersome to read). It would have been good to show some data with other melanoma cells lines and spheroids formed employing human fibroblasts.

[bookmark: _GoBack]
Response:  We sincerely thank the reviewer for valuable comments and suggestions, which are of great help in revising the manuscript. 

Major Concerns: We have revised our manuscript and detailed the protocol for the generation of 3D spheroids. 

Minor Concerns: We have revised our manuscript and used imperative tense in the protocol. Although we only showed 3D spheroid formation by C8161 melanoma cells, we mentioned that other melanoma cells we tested, including MeWo, 1205Lu, are able to form 3D spheroids as well.


 
