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                                                                                                                    August 1, 2019


Dear Editor:

I am pleased to submit the enclosed manuscript, “Multidimensional coculture system to model lung squamous carcinoma progression", for your consideration for publication in JOVE. The manuscript provides a detailed protocol for establishing a novel three-dimensional (3D) coculture system that enables mechanistic study of tumor-stromal interactions in regulation lung cancer progression. To our knowledge, this 3D model system represents the first reported evidence in lung squamous carcinoma that components in the tumor microenvironment could override cell intrinsic oncogenic changes in determining the tumor phenotype. This in vitro model system served as the foundation for those important discoveries and was recently published in PNAS1.
[bookmark: _GoBack]
The critical roles of tumor-stromal interaction in driving tumorigenesis have been increasingly appreciated in recent years. However, in vitro models that could faithfully recapitulate the complex and dynamic interactions between tumor and stromal microenvironment have not been readily forthcoming, especially for lung cancer. Therefore, several highlights of our protocol may appeal to your readership and production of video methods will benefit readers by visually detailing the complex aspects of performing these types of experiments. This includes:

· A novel system that captures the dynamic tissue architectural changes observed in human lung tumors in vivo as well as the complex interplay of tumor cells with key components in the tumor microenvironment.
· The system permits experimental manipulation on both the tumor cells and components in the TME to investigate the roles of diverse tumor cell-intrinsic and extrinsic changes during tumor progression with rich biological readouts.
· The system could be further adapted for monitoring the response of LUSC cells to drug treatment.

Together, we believe that our protocol bridges several gaps in the field and provides a valuable platform with broad application for LUSC research as well as the design of future therapies. 

I have attached the abstract of the manuscript for your review. We hope you share our enthusiasm for this important work and look forward to your response.

	


Sincerely,
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Kenneth G. Geles, Ph.D.
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