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Mechanism of TLP as a mediator in p53-p2l1 pathway
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We first examined the significance of p53 binding of TLP. We found that the p53
binding of TLP prevents p53 binding of MDM2, which destabilizes p53 via ubiquitin-proteasome system. This
p53 binding of TLP results in concentration of p53 in the nucleus, which is antagonized by MDM2, and
potentiates various p53 downstream genes. We suggest that TLP potentiates p53 both in transcriptional
activation and protein stabilization. Second, we examined the significance of TFIIA binding of TLP. We
found that the TLP binding results in inhibition of Taspasel-mediated processing of the precursor TFIIA.
TLP potentiates transcription of TATA-less promoters but represses TATA ﬂromoters. Moreover, mature TFIIA
is preferentially used for a preinitiation complex for TATA promoters. These mechanisms can explain why
TLP inhibits TATA promoters. TLP may work as a molecular tuner for genomic gene expression. We also found
that TFIIA stabilizes TLP, which is degraded by ubiquitin-proteasome system.
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