Pyruvate Kinase M2 Mutations in Human Cancers: Effects on Enzyme Function
Illil- ’E‘ William J. Israelsen, Vivian M. Liu, Aaron M. Hosios, Matthew G. Vander Heiden

FOR INTEGRATIVE CANCER RESEARCH

Massachusetts Institute of Technology Koch Institute for Integrative Cancer Research, Massachusetts Institute of Technology, Cambridge, MA 02139, USA

ABSTRACT

Cancer cells must regulate metabolic fluxes to meet both anabolic and catabolic needs. An
important point of metabolic regulation is the final step in glycolysis, which is catalyzed in cancer

FIGURE 2 PKM2 Copurifies with Bound Fructose-1,6-Bisphosphate (FBP), an Allosteric Activator

cells by the M2 isoform of pyruvate kinase (PKM2). Mutations in PKM2 arising in human cancers A. Single-step IMAC Purification Does Not Remove FBP B. FBP Activation Can Be Observed After Refolding Without FBP
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FIGURE 1 PKM2 Mutations Occur in Human Cancers
A. Missense Mutations Cause Truncations And Substitutions FIGURE 3 Mutations Tend to Reduce PKM2 Activity and Can Affect FBP Binding
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FIGURE 4 Looking for PEP-Dependent Protein Kinase Activity
A. Generation of Pure *?P-labeled ATP and PEP B. PEP-Dependent Protein Phosphorylation Requires ADP
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