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Intercellular trading in nucleotide metabolism: an emerging target
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1. Abstract

Anticancer therapy is >70 years old, and nucleotides are the oldest target in cancer treatment. Despite its long history, f— knock-out models of de novo nucleotide synthesis
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techniques precluding identification of cell type-specific targets, causing toxicity.
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To date, the cellular sources of nucleotides in healthy and tumor tissues are poorly characterized. Can the complexity of in situ metabolomics
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personalized metabolism-based anticancer medicine.
2. Nucleotide metabolism: the oldest, yet elusive target in cancer 3. De novo synthesis is a major source of pyrimidines in tumors
A Flexibility of nucleotide metabolism Research questions:
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4. Pyrimidine production in tumor environment is tumor suppresive 5. Conclusions and open questions
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Mouse model of DHODH deficiency C Tumor growth of HKP1 WT cells
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D | E  Which cell type is responsible for the accelerated tumor growth? Single cell RNA-seq and flow cytomentry showed major changes in the immune cell
ﬁ endothelial cells compartment of tumors from EC-specific DHODH KO mice.
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Effectiveness of DHODH-targeted therapy on cancer cells may be compromised by its
impact on ECs that promotes tumorigenesis, possibly contributing to resistance.

How can DHODH KO cells grow without de novo synthesis of pyrimidines?
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How does DHODH deficiency in ECs impact the repertoire of immune cells in tumors?
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DHODH deficient tumor environmnent is more permissible for tumor growth: A, Experimental design. B, Whole-body mice
with inducible DHODHX® 32 days post induction. C, Tumor growth of HKP1 cells in DHODH WT and KO mice measured by
luminiscence. D, t-SNE plot color-coded for cell clusters in lung tumors from WT and DHODH KO mice (D) and for the sample
type (E). Arrowheads point to differences in transcriptomes in KO and WT mice.
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