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Abstract

The term “epigenetics” is defined as “heritable changes in gene expression that occur without
changes in DNA sequence’. Recently, it has been revealed that DNA methylation and histone
modifications such as acetylation and methylation are epigenetic mechanisms according to this definition.
In addition, disruption of the balance of epigenetic networks is known to cause some disease states such
as cancer. To date, DNA methyltransferase inhibitors and histone deacetylase (HDAC) inhibitors have
been developed and utilized in clinical practice. In this review, isozyme-selective HDAC inhibitors and
histone demethylase inhibitors discovered by us are presented. These inhibitors are expected as next-
generation epigenetic drugs.
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200344 H 2 b7 ABHIDIEGEE T HYE
317z DNATHEHASRNA IZiRE S, &6
W28 YN EANFIRREN D L) P IV R
FRIHED &, v N ARYIOFHEIZ X Y
ftRE 2 ) T R_TD L 237 AV iudE
HEFTRTCHFECTE 23T TH L. Ly
L, FEBIZIZ DNA O3ERES 721 CI3HEE T
ERVAEGBRIIE CHFET S, flzE, —
DZFEIND S DML D3 TH A, FTTOM
fe i A CHEEES  DNA % 3o T b 124 B
bbb, B LIERERHEE L FOoMlg~ L 51k
LTw<. T, DNA OFFERLHI A LT
HoTHRBT BT OMEEN R H720T
HbH, WEOMEIZLY, BAFMYDAF )V
b, 7 FAL, ) YERIL, X F LR
DNA O * F VA7 & OISR ISR AKAT
HTHZTFOFEBL G2 2 L 2HEL 22
%o TCEIe. TOMRBERRIZEMHIC LY HEE
FHBESHEE NS Z LIRS 5 E(Z%H 5
WIISFEWFOMRSEIL [ 2D = AT 4
7 AJEHEN DY, ¥ 22T 1 v 7 il
2ITHALEWIL, AGBREMES 5720 0E
BRI —NebTHAI L, TEI AT AV
7RI EORRY b 6T 2L L5
M- TWABEZ Enn, [REE LTUBHT
ELReMEL BB, FERIZ, DNAD X F VL%
84 5 DNA * F Vi E % (DNMT) TH
EHF| D azacitidine & decitabine 12, BHIEIEHK
SEBEREER L LT, B A M YT EFIVL
P HEHAI O vorinostat & romidepsin 13, FZJE T
MIBBE G SR & LT, BRIRIGH S iTw 5.
HifEFk 41X, DNMT [H5E%] & HDAC FHEHC
kMR AT 1 v 7 Fov 7k L
T, 7A VYA L3R HDAC [HEH], v A &
YA FAUEERIHERNCAEH L, Wigtx D
TWh, AEHTIE, 215 O HEHS ORI ET
IOV TR T 5.

71 ¥4 LFERK HDAC [HEH
HDAC %, B A b o N KigdE#D 7 & F L

N S

bz v Y BEEEZ T v F VLT DEEET
HY, T AT 4 v e RBIES
TAHHHETH ALY, HDAC 2, 11O T
£V H A 2 (HDAC1~11) 2"HI5NTHY,
HDAC 7 1 V1 L LIRRED BT & 55 il
ENTVBEY Lo T, 74 VA L%
A7 HDAC FHEHNL, BIVER O 7 W iGidE
ER LT EDPIREEINTVAS, L2 LGN D,
A A 2EREY 7 HDAC FLERA O3t 41 14
Dl Feald, FHTERRT OGEEY BHig
L, HDACS6 sERFHEHE, HDAC3 ERAIHE
# HDACS FEIRWHERL ORI 2 1T - 72.
1. HDAC6 Z#RHIBAEH

Ferix, 74 VA ABIRTEEZ RS 20
HDAC BHE#] vorinostat %) — F{b&W & L7z
SF IF AL LY, HDAC6 3#=IRY
FHESE NCT-14 (X11) & R L7279, NCT-14
\Z, HDAC1, HDAC4 12k} L TH & % 40~50 15
OFERAET HDAC6  FHE L, ZNHIEBEFD
HDAC FHZESETIZR 5 172 Wisvs HDAC6 334
PCTd -7z, NCT-14 13, HDAC6 DILE ¥ > /%
SETHD a-F2—7") e ERICT T
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Ll T EATRIEE N

E52Fk4 1%, HDAC6 / v 7 77 b= A
BHAIREIZH L LR BT & & DI,
HDAC6 #ARFHER] NCT-14 DSHIALVER %
HETHZELWHSMIILZY. s DfEED)
5, HDAC6 Z#IRIBHEHI2PL) DF L LTH
HTHBZ EAIRENT.
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TG & 7 2 iR TR RE 22 LSD1 38R
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2. JMJD2 Z#IRFIPEEHI & PHFS ZFRAVEE
#l

JHDM 1213 21 FEFEHOD 7 A V9 A A D5 &
NTVED, WOPDT A VA ATHEAIZ
ME4 52 L s Tnb JHDM O 7 A
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