#R= C-19
HEREMHBISHERRBRESE

V2 248 5 H 31 BEUE

MRER : BHFHR (B)
BAZHEAR . 2008 ~ 2009
REES 20790580

MRFESL (1) MEMEOKRHEE~DEELEGF I FIICKETGF—BYTFIL
SRE AR D ARAT

Role of lung cancer cells to fibrosis and regulation of TGF-beta
signaling by EGF
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WFER oS (Fnsr) © EGF #li%ic L v TGF- B OfifaN > 7 F W si#Es T Smad 77 IV
—D U U h—fEEO ) VB E SN D, Smad fEE X %7 Pinl RV o h— Vg
(LA Smad IZFEATHZ 2R L. 28 Smad @ Smurf2 2% F 2 U F—FIT Xk
HatxF oAb e FHE L, TGF-B L 7 F A2+ 5 L 2L L, Zhizky
FHELICBIT D EERY A N A THDHTGF- B 7 FAnNEMETOEc 72 EGF L 7/ F v
BEICL VB ZSZ T H—2D AT = XA RIB ST,

WFFER RO (3530) : We identified Pinl, a peptidylprolyl cis-trans isomerase, as a
novel protein binding Smads. Pinl interacted with Smad2 and Smad3. This interaction
was enhanced by the phosphorylation of (S/T)P motifs in the Smad linker region by EGF or
mutant of its downstream protein RAS. (S/T)P motif phosphorylation also enhanced the
interaction of Smad2/3 with Smurf2. Pinl reduced Smad2/3 protein levels in a manner
dependent on its peptidyl-prolyl cis-trans isomerase activity. Knockdown of Pin1 increased
the protein levels of endogenous Smad2/3. In addition, Pin1 both enhanced the interaction
of Smurf2 with Smads and enhanced Smad ubiquitination. Pinl inhibited
TGF-beta-induced transcription and gene expression, including connective tissue growth
factor, suggesting that Pinl negatively regulates TGF-beta signaling by down-regulating
Smad2/3 protein levels via induction of Smurf2-mediated ubiquitin-proteasomal

degradation.
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