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De novo nucleotide synthesis is a dynamic
process that can address the enormous
demand for nucleotides and other
macromolecules required Acute myeloid l
leukemia (AML) proliferation 1. 2. 34, Hence,

we hypothesized that targeting de novo
nucleotide synthesis would lead to depletion
of the nucleotide pool and pyrimidine
starvation in leukemic cells compared to
their non-malignant counterparts and impact (D J
proliferative and differentiation pathways.
Emvododstat (PTC299) is an inhibitor of
dihydroorotate dehydrogenase (DHODH), a

rate limiting enzyme for de novo pyrimidine

nucleotide synthesis that is currently in a

clinical trial for the treatment of AML.
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Objective

The goals of these studies were to demonstrate that emvododstat
effects on leukemia growth are due to inhibition of de novo pyrimidine
nucleotide synthesis for leukemic growth. A comprehensive analysis
mitochondrial function, metabolic signaling in PI3K/AKT pathways,
apoptotic signatures and DNA damage responses were evaluated.
Clinical relevance of emvododstat efficacy was confirmed in an AML-
PDX model.

Materials & Methods

Human T-ALL / Patient’s derived T-ALL and PDX were used for study.
Emvododstat (PTC299) used to target DHODH.

Flow cytometry based Annexin binding assay for determination of
activity of Emvododstat

Immunoblotting (WB) and Mass cytometry (CyTOF) for proteomic
analysis

Disseminated mouse model — tail vein injection of ALL in NOD-scid
IL2Rgamma”“! (NSG) mice for preclinical study.

Emvododstat exhibited broad spectrum activity in AML with IC5,s in very low Emvododstat alter the mitochondrial function/ dynamic metabolic landscape
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Emvododstat improves survival of AML-PDX mice
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Figure 5: AML was established on NSG mice and treated with emvododstat (10 mg/kg /5 times a week for 3
weeks. Shown are (A) viability of AML(B)differentiation (C)immunostaining of KU-80 and (D) Kaplan-meir
survival curve.

Summary/Conclusion

Emvododstat was broadly active against diverse AML with different
genetic abnormalities.

Emvododstat alters the proteins of Apoptosis /DNA damage
responses and downregulates PI3/AKT pathway.

Emvododstat triggers differentiation, apoptosis and/or inhibition of
proliferation of AML .

Emvododstat as inhibitor of DHODH show promising therapeutic
potential in preclinical AML-PDX model.
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