Response to Reviewer 1 Comments


Cancer cells exhibit a dynamic metabolic landscape and require a sufficient supply of nucleotides and other macromolecules to grow and proliferate. The cancer metabolism field mainly focused on central carbon metabolism and less on the cancer-dependent nucleotide biosynthesis. In this review Villa et al. review summarizes well our current understanding of nucleotide biosynthesis in tumors. This review segregates between the acute and long-term regulation of nucleotide biosynthesis. It finished with an overview of the role of nucleotide biosynthesis as a target for cancer therapy.   This is a very helpful review that summarizes the recent work on the nucleotide biosynthesis “do novo” pathway in cancer.

Point 1.    In row 182 they introduce the term “purinosome” however they elaborate on its definition only on row 328. The definition should be on its first introduction.

[bookmark: _GoBack]Response 1:  We thank the reviewer for this very nice comment. We have amended the text and added a short definition of purinosome on row 183.

Point 2: The sentence in row 197 (regarding the role of NADPH as a cofactor in cancer) needs to be referenced.
Response 2: Thank you for this comment. We added two references. One from Dr. Diaz-Munoz group (PMID: 29599747) and another from Drs. Metallo and Vander Heiden review (PMID: 23395269).
Point 3:   Some of the sentences are written in a different font, (e.g. row 130, 156)
Response 3: We apologize for this. We actually wrote the entire review with a Times New Roman font, but after submission the formatting from the journal must have created some font discrepancies. We have corrected the font accordingly.
