#R= C-19
HEREMHBIEHERRBESE

Wik 2 34 3 H 31 AHUE

HEES 24303
MZEiER  EBHE B
HZEHARS - 2008~2010
REES 0 20390451
MZEEFEES (F130)
ERE MO
FEiEER (EX) The development of basic technologies for the cellular therapy of
corneal epithelial cells by the regulation of cellular senescence and epigenetic changes
HEREKRE

AT % (KINOSHITA SHIGERU)

RBMFILERKE - EEHRH - 4%

MEREES : 30116024

MEZLEEIEDS IR T4 v I EIEDOFHIHIZK S AR ERMBEED

FZERR R OB (F130) - ABFZE TIEME O AR LA 2 5= I TR S BT 52 Lo
BEMNLT D720, AR EEMROMEEILE Y 2T 4 v 7 ABICONTHREFT L, £
DRI DONTHRG LTz, AN LR OR RSB T Ch D7 7 F 1 2 13N E R
EOHBRICEEICRBEMET 5, 202 ik MAPK 22 XDy 7 FIuiniEE (b4 5 2 L&
RTHorN, BRELBIZZET = RT 4 7 AL BED ZENHII LTz, EiofilaEizo
WL pb3 #RI & Rb #2345 SV40 large T HUR OB s8I X - CTHHIA A[ET
boTen, MR 2 LSE I INEMO hTERT B8 FIEMHERA R Sz,

WFEE R OBFE (F30) : In this study, in order to establish the method to transplant corneal
epithelial cells which are amplified ex vivo from the limited number of autologous corneal
epithelial cells, we investigated the cellular senescence and epigenetic changes of the
cultured corneal epithelial cells as well as the possible countermeasures against these
culture-associated drawbacks. We have found that the expression of the keratin 12 gene
significantly decreased rapidly after the cell dissociation of the corneal epithelial cells,
which was found to be due to the activation of several signaling pathways such as MAPK
accompanied with the epigenetic changes of the keratin 12 promoter. The proliferation of
the corneal epithelial cell was found to be significantly enhanced by the introduction of
SV40 large T antigen which is known to inhibit p53 and Rb tumor-suppressive pathways.
Quite interestingly, when corneal epithelial stem cells were transfected with the SV40
large T antigen, the endogenous hTERT gene was found to be activated, which is thought to

be the risk to lead the tumorigenic transformation of these cells.
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