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Development of a Novel Treatment for Malignant Brain Tumors by Controlling
Polyglutamylation
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With regard to the molecular mechanisms of polyglutamylation regulation in
primary central nervous system lymphoma (PCNSL), we found that polyglutamylation is involved in
epigenetics. In addition, we found that the polyglutamylation rate and phosphorylated Tau protein
expression were correlated in PCNSL, and that cognitive function was significantly impaired in the
group with high polyglutamylation in PCNSL patients. It is well known that PCNSL often develops with

cognitive impairment. The involvement of polyglutamylation/Tau was suggested as one of the causes
of cognitive impairment in PCNSL. With regard to new treatments, the antitumor effect was enhanced
when methotrexate (MTX) was used in combination with HDAC inhibitors in vitro and in vivo to induce
MTX polyglutamylation.
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