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Anti-aging drugs by targeting PTEN
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Two E3 SUMOylating enzymes (X, Y) and the deubiquitinating enzyme Z were
identified as PTEN binding and destabilising molecules. Knockdown of X and Y increased PTEN,
decreased phosphorylated AKT and reduced cell proliferation, whereas knockdown of Z resulted in
nuclear localisation of PTEN and increased PTEN protein. X and Y homozygous deletion mice have been
generated and their longevity is currently being investigated.

On the other hand, we found that WWP2, one of the 5 PTEN E3 ligases, has the highest PTEN
destabilising effect, so a PTEN-WWP2 binding visualisation system was established and chemical
compounds were screened. Six compounds were positive, but no PTEN increase was obtained. We are
currently screening for unpublished small molecules.
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