#= C-19
HEHREMWENRARREE
VRt 23 4 5 H 15 HBUE

HEERZE= : 82606

MZiER : HFHEB)

WFZSEAR - 2009 ~ 2010

RREEE : 21790299

MRRER (FIX) #FHHA S EMEGFEN LIz pd3 BB EBEEGFREROIAOX b—7
HEERER (3EX)  Novel pb3 target genes involved in cross talk between oncogenic
signals and p53 pathways

MRARE

AK HEEF (OHKI RIEKO)
WITBCEABLNAE VR — - IR - BARE
HREES : 70356252

MR R OB EE (Fns0)

M ASEIGT Akt 135 < DN AW TERFITIEHE L L TEB Y., Akt IEHALIED AL Z TR AR
T HERDO—>TH D, Akt IZIEF MM TIIARAMHEESE T pb3 12k - T, EH LA HH &
NTWD, EZAR, DADIFEAED S D TIEIN AMEESE T pb3 DEERERENZRD H T
BO ., NAFIRTIE Akt 230 7 < 72> T 5,

oz, THVE CHEEAREITd > 7= PHLDA3 BIn 128, ph3 I X » T8 SN H B+ ThD
A HUNZ L, PHLDAS 28 p53 12 & B Akt il 240 5 BE R BRFTHLIEEZID TH LM L
776

F 72, PHLDA3 41 L7z p53 & Akt D7 1 A b= BN A DIH72 59, N AT EERME
X & LTV DAMREMES IR ST,

I BT, pb3 DBRFZA RS T Mdm2 X° Ras OFFRE & B L, BIRFZHUZ K-> TEH
HIREMN B2 D HENI ST o 72,

MR RO R (3530 -

pb3 and Akt are critical players regulating tumorigenesis with opposite effects:
While pb3 transactivates target genes to exert its function as a tumor suppressor,
Akt phosphorylates its substrates and transduces downstream survival signals. In
addition, pb3 and Akt negatively regulate each other to balance survival and death
signals within a cell. We now identify PHLDA3 as a pb3 target gene, which encodes
a PH domain only protein. We find that PHLDA3 competes with the PH domain of Akt for
binding of membrane lipids, thereby inhibiting Akt translocation to the cellular
membrane and activation. Loss of the PHLDA3 genomic locus was frequently observed
in primary lung and pancreatic cancers, suggesting a role of PHLDA3 in tumor
suppression.

In addition, we have found that cancer susceptibility polymorphism of p53 at codon
72 affects oncogenic signaling pathways regulated by Mdm2 and Ras.

Collectively, our results reveal a new mode of coordination between p53 and oncogenic
signalling pathways.
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