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Cell death is one of the most important systems for the maintenance of multicellular
organisms. In this study, we performed the development and mechanistic study of cell
death control molecules, i.e., inhibitors or inducers of cell death. As a result, we obtained
some cell death inducers having unique cell death inducing properties. By using these
compounds and modified probes, we determined some binding proteins as potent
candidates of target molecules.
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(cell death inhibitor/inducer profiling).

T XY BEEOMasERIEEERE & o B

PEO, A =X DHERIDMT 2 27200 TR <

B LWNH A 7 OB SER A /i A 2 7
T ENWIFFTE D,

Z DEBR A JTITHT LA AE A o
BRL, SIS Bz i = &
WL ZFoiEtEE R EXE5, Bon-Els
PE DKL SEHI AN RSOk o 2 7
REREAL, ZhiaYy— & UTERER
R D D,

AR TIE, TEDHETEL DAY DIE
PEFARD DIz, RSS2 i
Lf@ﬁ%ﬁbto

4. WFZERkH
WFFEDHTHABR P T I, BEAE O HM i 5E 35 574
/PHIEID 5 BEEAFIREZ2 & O % A < SCHAR
T EIL, TXAETD W CREAI O
JAFEFE GRS 2N I T X DA G DY
ZRAHTZEenTEl, EO LT, Thb%
wf%f@%%miﬁ% f%%kiv%
LR E OMMIRSETEEIEM: 2~ 7,
T FNENOALEWE L CRET 5,

(1) HL— FiFils

MRIZEEND DT F E@j?‘o HUBIEMED
WA &N TV 5 ECG 3 L OVEGCG (2 @4~ o ik &
LCHL—MIERL, ZOFHEEROPHRENEE
@%Lto%®%%\U—P®mo%mm;D%
BT AR b — U AFFEIEE A R T L O BT 2
ENTE T, £2. ZHROVNAKA R L AESL
TTARBIP—=VAZFELTWDHZ ELHALNTIL
7=,

OH

OH OH
HO o @: HO O

oo T

(-)-Epicatechin-3-gallate (ECG)

U

(-)-Epigallocatechin-3-gallate (EGCG)

0 0
R\o OH R\H OH
OH OH

OH OH

novel type of apoptosis inducer

(2)chaetocin JEixA

BHEO RAEHEY & L CHBES - KEY
chaetocin DML MR ent—chaetocin IZBI L T,
KXW % BRI AT R b—v AFHEREEr RH L=,
EHICZNE. BASN—P 8 ERHALES hay
KU T7IHEEDORKZIT L TWNWDZ L HH LN
THIENTEZ, ZL ORI har RY
TEHOT AR b — AR EFIH L ChuEiE %
R OITR LT, B LUV T OGRS 17
TEHEEZE2HND,

HO O |, H
SZW
e \" ”\ .Me

ent-chaetocin

chaetocin

(3)fusarielin A
PAEMAHTEY & L CHEES L2 fusarielin A
ITkEA AR A B LTS, FOHRT, TR

b= ZAFHEEME & iE AR ETEMEICE B L
DR LAPONIT L & AFtm Lz,
SIS RS XER L 727 7 =T 4 —E—
R RAWTHEEG X VBT 2a—T V)V BIOT



I F o aFETDHIENTEI,

FSA774ZT74—E—-X

(4)x*7 v —Y A5 NecroTrigger

(NT) {b&#

AT A A A 35 5 A 5 X ORI A &2 17 9 it
T, b bAMFHIGN HL-60 I WTh T 7
UOREAIE L TR &I TWS CATI-1
BRI — AOMBELEZFEST L L
FRHE L7, 20Xy o— Z2REOMNIEIX
BEJ0 D AR SEAM A TIZ b B Z E N TE
T E<H LWHIEERE 2T L CnWb Z &
PFEINT-, £2T, u—T{ba2 {15
WL TR~ SR 21T, K0 iEEO &N
F 7 va— U AFHEE S NT LB OB
HhLtz,

5. E7pFEIGm L
(WFFEFRAE . WHIE5HE M ORI IE4 |12
(=)

EEERms) (G efh)

1. T. Noguchi—-Yachide, K. Dodo, H. Aoyama,
H. Fujimoto, M. Hori, Y. Hashimoto, H.
Kobayashi, “Identification of
binding proteins of fusarielin A as
actin and tubulin” Chem. Pharm Bull,
2010, 58, 129-134. (#@eh)

2. Y. Teng, K. Iuchi, E. Iwasa, S.
Fujishiro, Y. Hamashima, K. Dodo, M.
Sodeoka,  “Unnatural enantiomer of
chaetocin shows strong
apoptosis—inducing activity through
caspase—8/caspase—3 activation”
Bioorg. Med. Chem. Lett., 2010, 20,
5085-5088. (& #Hif)

3. M. Sodeoka and K. Dodo “Development of
Selective Inhibitors of Necrosis” Chem
Rec., 2010, 10, 308-314. (&&FHAH)

4. K. Dodo, T. Minato, Y. Hashimoto,
“Structure—activity relationship of
bis—galloyl derivatives related to

(-)—epigallocatechin gallate” Chem
Pharm. Bull, 2009, 57, 190-194. (&FiH)

5. K. Dodo, T. Minato, T. Noguchi-Yachide, M.
Suganuma, Y. Hashimoto, Antiproliferative
and apoptosis—inducing activities of
alkyl gallate and gallamide derivatives
related to (-)—-epigallocatechin gallate
Bioorg. Med. Chem., 2008, 16, 7975-7982.

(&EHA)

6. T. Misawa, H. Aoyama, T. Furuyama, K. Dodo,
M. Sagawa, H. Miyachi, M. Kizaki, VY.
Hashimoto,  “Structural Development of
Benzhydrol-type 1’ —Acetoxychavicol
Acetate (ACA) Analogs as Human Leukemia
Cell-growth Inhibitors Based on QSAR
Analysis” Chem. Pharm. Bull, 2008, 56,
1490-1495. (& h)

(Fa%R] GH1740)

L BERE, HWEE. EREZF, ST
FRIRAG k. MERE, thidsg 7, X&YW
chaetocin®B T OFDEZIED T R h—3 A
A N = X NRY], AR PRE 1 3 14
& (B 201 143H31H)

N

ok, BEEZFE. 0B EKE —
SLIE R, MR-, BB SE P O R
TEVEAERS, AARIMFTRH 1 3 144 (HH
201143H29H)

3. S. Sato, K. Dodo, Y. Teng, S. Kamisuki, Y.
Hashimoto, M. Sodeoka, Development and
mechanistic study of novel cell death
inducer: elucidation of the molecular
mechanism of oxidative-stress—induced
necrosis, Pacifichem2010, Honolulu, USA,
Dec. 19th (2010)

4. Y. Teng, K. Iuchi, K. Dodo, E. Iwasaa, S.
Fujishiro, Y. Hamashima and M. Sodeoka,
KW chaetocind L OF DFRFIKRD T R
— U ARFEA T = XL, 5 33 [ A ARGy
TSRS 8 83 [ ALE LS RS
AlRKE (WP 2010412H9H)

5. K. Tuchi, Y. Teng, K. Dodo, T. Shimizu, Y.
Mori, and M. Sodeoka, i %E#]Al IM-54
DI by NU THEREREICKT 2 MHIE




10.

11.

12.

13.

14.

H, % 33 BIHARGAEMFERES - F
83 [Ml A RAEALFEE RS BRIKE (WP
201 0812H9H)

FoKkfE BT, (L0 S EAKE
—HLEEk, whRdERT-, BT R SEE A
Indolyllactam (IL) &5 E AR DA ik B,
F29MAT 4TI AR —
VIRYUL (FEEF 201041181
8 H)

Vel —, & 8291, IBER, #uEiin
AR —, w1, BrlIasEasE A
NecroTrigger #Y —/L L L7 a—
VAL, ARSI 1 30
M (M 201 04E3H29H)

FoKfEIEAKE, BERZEEST, — LBk,
ffif52+, Indolylmaleimide (IM)&5E AR
Z M AL & U 7 BrBURE I 58 H ) 751 o 1
EREE, F28EAT 4 F A I X b
V=2 VAR A (R 200941
1H26H)

Vepkip—, BIEZEI, BERE, EA—,
T, %7 10— 2 D4y TR R
% B e L7 ir B sk Emsl o %, H
RIr I NAA Fu v —548 A4
HEELS (FE 2009450 18H)

SRS, FHILEES, AR T, HEEZE
IJr, ENNRRE, wHiElsE, KIESL, &
X WO — 1’ —Acetoxychavicol
acetate (ACA) & UV — L& & L7~
v A Rowa— L TRET RR I e HE 0 il
DORIBIE, AAEKZERE 1 2 9FR
(7# 200943H28H)

Vepkfp—, BIEZEIT, BERE, fEA%—,
MR-, %7 10— 2 D4y TR R
% B e L= gr i sess sl oal, A
AFFREL 298 (F#E 2009
H£3H26H)

—JLE Rk, WEKER, BERS, BEEZET,
Wi, 7+ 8T 7 4 =T 4 —F Y
YT ERWEIMGEEERO X —S Y N &
YR EDRE, BAREFRE1 2 94
2 (H#E 200943 H26H)

fRENE, EIBEZEIr, EAKL, ARG,
) 57, HTBLAR IR SE RS IM-54 DEH]
BEIPfR, BARIETRE 1 2 9Fa (O
# 200943 H26H)

BIEFIr, EARE, AR, MR,
il B R -, BT ML M R SE I I A

Indolylmaleimide (IM) FEARDBAZE, H

15.

16.

17.

(]
1.

(7

AFFREL 2 942 (W 200 943
A26H)

SiERERR, HILEES, HInEdT, BEEZFEST,
VellFRz, =EHBlsE, KigEL, BAH—,
1’ —Acetoxychavicol acetate(ACA) & U — K
{bEW) & U 7 5 5000 e B8 58 B0 ) 71 o0 Bl B b
8, W2 THAT 4 F NI AR =2
RYTA (KK 200841 1H26H)

B2, INpEsEss, R, MIFERTT, 6
KA, mREELL, fhkEseT-, HrERIRR SN
FHlIndolylmaleimide (IM) F5EARDBEZE, &5 2
THRIATFT 4 F NI AN =V R Y Y
L (KB 2008411H26H)

Vel —, [HEZENY, BERE, S —, #h
WEr7, LS AR iR E B L723E7 R
b — 3 AR S A O RIRAFSE, F2 7
BIAF 4 F NI AR =V RI T L
(KB 200841 1H26H)

£ GH1F)

[l 2T, fhREEET R 7 o — s R
DA% : MIASE R 7 = X L OB % FHE L
T AuF LAY, 46, 478-482 (2008)

SEY PERE)

ORI (G0 )

OBASIRIL (G0 )

(%
ZAS

D)
L

6. WFIEHLR
(D) WFoEfikE

gL

241 (DODO KOSUKE)

WSIATBOE NBYEAORERT - whli A 1% G b0t
JesE - WFIER
20415243

(2) WH7esr i

L

(3) HLAE T TEE

7L



