
Lay Summary 

We studied the role of a metabolic enzyme, methylene tetrahydrofolate dehydrogenase 2 (MTHFD2) in 
acute myeloid leukemia (AML).  We determined that suppression of MTHFD2 with genetic approaches 
promotes the differentiation of AML cells to a mature state, and then the AML cells fail to grow and 
ultimately undergo cell death.  Suppression of MTHFD2 also impairs leukemia progression in mouse 
models of AML and prolongs survival of the mice.  These studies support the need to test drugs 
targeting MTHFD2 in AML.   The Stegmaier laboratory has recently established a collaboration with a 
company that has developed the first chemical inhibitors of MTHFD2 and other related enzymes.  Over 
the next year, her team will test these compounds in models of AML and other leukemias. Successful 
completion of these next studies could form the basis of a clinical trial testing these compounds in 
patients with leukemia.  


