BxXc—19

HPrHARBEMAER (RrHRERER) HRARRSE
PR 2 44E 373 1 ABUE

HEREEES - 17501

MZEiEE - EBHE (0)

MEHR : 2008~201 1

EEXES 20591920

EZFEL (FIX) FERNBEEDORFREMRBALH LVMERIZED CGABREDHEL

EEEL (EX) Studies on the pathogenesis of endometriosis and the development
of novel medical treatment strategy

HEREKRE
%7 RF (NASU KAEI)
RKHRKRE - BERE - AT
MEEEE 30274757

WFZERR R O (Fn30) -

FENBIEIL T ENED D5 WV IEF OELPFRE N T2 CREMET D EETH Y | FHEER
TS D, OFIEFIEI STV 23, 2007 41215 NIEYE TId DNA O £ F LAk
MEDFRIEICE G L TVD EORENRR I, TR T 4 v 7 RBENERESND LD IT
eole, FaIZEA M OT BT IARICIER L, K52 15 PIRE M ZEha AR AR 2 VT
histone deacetylase inhibitor (HDACI) ®ZhEAZO>WNTRET L7,

Z OFER, FEANBIERZMIICKIT 27 v F ke 2 b H3, HA IRIEH 15 PR R A
WL TRWZ & 23937 o 72, HDACTs (2 LY HEREARIT IS Shv, Ml E o ks O
RE—v2ARFEEI N, £72, HDACIs (2L Y, ple™i, p21Wi/Civl - po7kiel - cell cycle
chekpoint kinase 2 (chk2) MIEIAFHE X, B-cell lymphoma/leukemia (Bel) -2 35 & OV Bel-X,
ORBIDIIH S H7=, —F5. HDACTs I pl6™e, p21%fl/Cisl  pogkinl  ohko 00— b — & — BE G
IZBWTE A R HS, HA DT B F M bEFHE LT,

ABFFEIZ L0 . HDACT 23 PN RUIE 1 28 i ] B Rl oD At i B8 A B afil) . 4 e J81 340 oo 42 1k |
apoptosis ~DFFEIZEIE L TV D ATREMEDSRIR S T2 HDACT X e A DT B F b4 FHE
TH1D, BIEFOWRENEML L, MIaEEEmE, Moo IEs X7 R h— 2558
EEITEHN S, XY, HDACT 1T FERNBYEDH LWERABFICESSIREELE L
THE®EELEZDND,

WFFERR O (330) -

Accumulating evidences suggest that various epigenetic aberrations play definite
roles in the pathogenesis of endometriosis, an estrogen—dependent, tumor—like disease.
The aim of this study is to investigate the histone acetylation status in endometriosis
and the application of the histone deacetylase inhibitors (HDACIs) for the treatment of
endometriosis.

The levels of acetylated histones in the cultured human endometriotic cyst stromal
cells (ECSCs) and normal endometrial stromal cells (NESCs) were evaluated. The effects
of valproic acid (VPA), suberoyl anilide bishydroxamine (SAHA), and apicidin, on the cell
proliferation, cell cycle, apoptosis of ECSCs and NESCs, and the expression of genes
related to these cellular events were investigated. The effects of HDACIs on the histone
acetylation in the chromatin of the promoter region of the pl6™ p21%fl/Cirl = hogkirl = 4nd
cell cycle checkpoint kinase 2 (chk2) genes in ECSCs were also investigated.

The acetylated histone H3 and H4 protein levels were significantly lower in
unstimulated ECSCs than in NESCs. VPA, SAHA, and apicidin inhibited the cell proliferation,
and induced cell cycle arrest and apoptosis of ECSCs. The effects of these HDACIs on NESCs
were marginal or weak in comparison with those on ECSCs. These HDACIs induced an
accumulation of acetylated histones in total cellular chromatin and in the promoter
regions of the pl6™4e p21Pali/Civt - no7kiel © gnd chk2 genes in ECSCs. HDACIs induced the
protein expression of pl6™4e p21Y%fl/tisl = o7KiPl  and chk2, and suppressed the protein
expression of Bel-2 and Bel-X, in ECSCs.



The present findings demonstrated that the aberrant histone modifications are present
in endometriosis and that HDACIs reactivated epigenetically silenced genes, resulting

in the suppression of cell proliferation,

induction of cell cycle arrest and apoptosis

of ECSCs. HDACIs are considered as promising agents for the treatment of endometriosis.
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