Reviewers' comments:
Reviewer #1: 
Manuscript Summary:
This protocol describes preparation of a mouse model of breast cancer brain metastases. The protocol appears relatively straightforward to follow.

Major Concerns:
none

Minor Concerns:
none

Response: We greatly appreciate the positive comments, thank you very much. 

Reviewer #2:
Manuscript Summary:
The manuscript describes a cell line model of inflammatory breast cancer to develop brain metastasis. This cell line is HER2+ve, which shows high propensity for breast cancer brain metastasis. They used tail vein route to develop brain metastasis. Which is quite easy and will help scientific community for testing novel drug combinations.

Minor Concerns:
Although they clearly mentioned that 70% SCID mice develop brain metastatic tumors, they did not mention %age of lung and other metastasis.

[bookmark: _GoBack]Response: Thank you for your suggestion. Following tail-vein injection of MDA-IBC3, the percentage of mice that developed lung metastases was about 20%1 while those that developed bone metastasis was 0%.

In the literature, there are some orthotopic xenograft as well as syngeneic models have been reported, it would give strength if they include these models in the discussion.

Response: Thank you for your suggestion. The advantages and limitations of existing orthotopic xenograft and syngeneic mouse models of brain metastasis has been previously reviewed2.   In the discussion section of this manuscript, we have described the limitations and strengths of our model in relation to existing models.

1	Debeb, B. G. et al. miR-141-Mediated Regulation of Brain Metastasis From Breast Cancer. J Natl Cancer Inst. 108 (8), (2016).
2	Lowery, F. J.  Yu, D. Brain metastasis: Unique challenges and open opportunities. Biochim Biophys Acta Rev Cancer. 1867 (1), 49-57, (2017).

