Frzk C-19
MEMAEFAMEARARRBESE

Rk 22 £ 6 A 8 HEUJE

MEiER - ABHE (©)

HZTHAR : 2007~2009

FREE S : 19592036

HRRESL (F1X) Smad V) > h—HEE ) VERIED ER-FHERBITLREILTOREOHAR
e ER (EX) Investigation of the roles of Smad |inker region phosphoryulation
in epithelial-mesenchymal transition and tissue fibrosis.

MRRRE
ME "Xt (SAIKA SHIZUYA)
MRUBRIERKZ - EZE - HiR
MREES : 40254544

WRZER S OMEE (Fasr) M AE LAk ARPE-19& ~ U A KR b Rz Al e ik
a-TN4IZEB W T, TGFb1IRIMEEIZIEL, LRE-FIERBITICE > TSmad2k X U*Smad3 T,
CRUGENATLTI RV U —HD ) VEB LT 5 2 ENMER TS/, LavL,
CRMED U Vb By | FHETHEI ALY I —fHEKDO U L Z - TV b Ff
BEMEDSRIE S V7e, ZAUSMAPKRIAE S Tl S vz, MR mI, BRM B 0% % A
WM C ER-HERBITZE - L KEEREEME I, CREEL D B EHICI MY~
T —fE DY AN 5 TWD Z & A aERRL T TR TE T, CRIm U VB ki,
SERICIGIG T 7 F 2 Bt O il MR AE SR IR AR 12 28 (b U 72 /K d A b B2 R U B M B A
ST, Witk OBUSTEEEBRE IS 2 KRR LRI T, EREELZ MR L TV D ED Tk, CRig
DU b, EE-ERBITEEZ LTS Tk, CRIE Y v I —0MlED Y LD R
HEN7=, 7> hTOEBRNSL, INK, p38D I KU U —fEIKD U VRt ~D 5N " X
Nie, BEFEAE T IREIREE 7 LV & W2 E Tl BER-TERBATICREGRT 288 7%
BERBLARAXTHEERIN, EMAHRIEY TlESmadV B2y, CERu, X KU b
—fEi Ik icm SN, 7T S UA NV AR X —|Z L Hdominant negative-p38MAPK
OBFFBLT, I RV B —HEIERN T2 E2 57, ER-HERBITIEEGT 5
IRE R OB E TV EBRME, B LOEEMEOTGFLEL T, SmadDCRIHE I N
N T —fEEkO Y b S i, BE DY U O BRIER T~ OB 5 RIR
h-,

WFPEER RO EE (J230) : In cultures of retinal pigment epithelial cell line, ARPE-19 and
mouse lens epithelial cell line, a-TN4, TGFbetal addition activates phosphorylation of
Smad2/3 C-terminal and middle rinker region along with epithelial-mesenchymal
transition (EMT). Phorphorylation of Smad2/3 middle lilnker was observed even under
TGFbetal-minus condition and seemed to be attenuated with inhibitors of MAPKs.
Immunohistochemistry of human samples showed that EMT-lens cells exhibited
phosphorylation of Smad3 middle renker region more prominently as compared with
its C-terminus phosphrylation. C-terminus phosphorylation was not observed in
smooth muscle action-positive cells. Rat lens injury experiments suggested that
invlovement of JNK and p38 in Smad middle linker region phosphorylation.
EMT-related gene expression was overall detecterd in mosue proliferative
vitreoretinopathy (PVR) model. Immunohistochemistry showed both C-terminus and
middle linker region phosphorylations of Smad3. Adenoviral overexpression of
dominant negative p38 seemed to suppress middle linker region phosphorylation of
Smad3. Investigations on human samples and its animal model, as well as cell culture
experiments, suggetsed involvement of Smad3 middle linker region phosphorylation in
EMT-related fibrogenic ocular pathologies.
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