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HFFE RS OMEZE (Fa3C) : Rhabdoid JEEHHZ IS 1T D depsipeptide OFMIANET BT IZA— K7 7
D—=0E5 L, AIF OENLI hay R 7 ~ORFEENEE 35 Z &, depsipeptide MidH(LIC
ERK > 7 FABEE425 2 L2l Uiz, ~ v A NBAEBRZ B L,
R° CPT11 THiaEE 2 il T & | invasion bl S5 Z & &2 fLH L7z, /NE AML T T AR
[KIF- & LT BAALC exonb, BT RAFIRT- & LT CEBPAZE R A [RIE LTz,

zoledronic acid

e B O (F530) : We reported autophagy in malignant rhabdoid cells induced by depsipeptide
and found that AIF translocation from mitochondria to nuclei has been related with this autophagy. We
also analysed resistant mechanism of depsipeptide from our depsipepside-resisitant cell lines and ERK
pathway was activated in these resistant cells. We established mouse osteosarcoma cell line which is
easily metastasize to lung and treated those mice by zoledronic acid and CPT11. CPT11 inhibited
invasion of osteosarcoma cells and inhibited lung metastasis in vivo. We also reported that exon 5 of
BAALC as a new poor prognostic factor and CEBPA mutations as good prognostic marker in child acute
myelogenous leukemia (AML).

SRR
(SHEHEAL - M)
B R R &
LAY 20 4R 1, 300, 000 390, 000 1, 690, 000
LR 21 AR 1,200, 000 360, 000 1,560, 000
SRR 22 R 1,100, 000 330, 000 1,430, 000
o
[
i Er 3, 600, 000 1,080, 000 4, 680, 000
DFJESYBF « I fhrsy

B D58 - ME - WESREEIRES: - /WNEREE
X —U— R EEE M R R fEﬂH@ZfE TRIN—=VA, F—FT 70—,
K] 7 fE T

I T



1. BRSO 5

HERME MR B, BB AE L D 72 8
FEIZE DT, FETUHERIRC 7 TR EIESE D B
EPMETH D, T OFHHESOmE R, =
Bl o TS AIE A in vivo (2T
ARASEIZ R D3, E OWFF O Z 2 DB RIED
BRFSICEB W TIILEDIIZE Th 5, ek, AImiFE
(29 % in vivo TOHFUEAIEREFILT AR h—
VATHDEINTE RN, I, BEFERICS
WCTEA— 77V —, 7=V A, BRxEY
AL WS TeT R b= ALISOHIFESED in vivo
DRTHEHINTWD, Fio, HEPEMEE DR
ITHUERI O, BENEELZMETHY | #
FFOfEROMIENMETH 5, IR A IR O
FRBTH L 2MEFHME AR, T8, 85T
B RLBAR TIHBLEN TRIK 7 & L THE D FER
WTEY, 2K WHO I bitd S, A
AR EBI, BEREIMBICD A o250

TEK T ORI S HE R ETH 5,

2. WtoHBY

BV I RIS R R D FTBURIRIE DB FE D T2 012

PLFD 3 SO THIZEE4T 5,

(1) FR 0 TR ESE & autophagy BHEH O
BRI & 2 SR I IS R BB k3 2 BT R TE
EOBZE

(2) BB PNHIEAE ORENT & BT RIRH L O B %S

(3) AML O Fi#l P& 1 OfEMT & 85 TG %L
D BR%E

3. WD HE
(1) Rhabdoid fEEAH Ak IZ HDAC BHE A
(depsipeptide) % in vitro & OV in vivo 28T
b5 L. MR ER T 2R O, B Kk
ONFACS, fEdets (LC3) western blotting (Z

XV E L7z, $£72 autophagy FAEHKE 51210 |

FMARSEDBETR T 2 E D oA — 7 7 UV — D%
FIZBET 501 (AIF 72 L) otz FACS X
G IS LV AT L7z,

(2) Fidler ¥EIZ XV v U 2 H RWEAFEERB L 2 A
% L. luciferase B % EA L., Z DLz C3H
~ U AR T L. Real Time Imaging % F >
TEEE CCD H AT T, EETEEDOTTAD
BN E R L, R 2 RT3 5 R %
ST L7z, Z D3R T zoledronic acid X CPT11 %
B G U TR INEIZ R K O (migration, Hlifd
WPESE) ORET AT 72,

(3) /NEAMLO9 7' 1 b =t — L EERRIRIZ 33
W, BAALC 38l % £ & PCRIEICTHIE L
oo ETIEFEROFHTHRRTRREDOTD,
BAALC isoform } U8 CEBPA Z# % ¢cDNA ®
V=7 T AR THREAT LT,

4. #FZEEE
B MEE T EYS rhabdoid IEEICHEIT D in

vitro & % in vivo T® HDAC [H % #)

(depsipeptide) (2 & 2L ORI A —
N7 7 U—0NEE L, AIF OS5I by
RUT~DORENA— 7 7 U —IZB5F
5 Z & (IntdJ Cancer 124:55-67, 2009) %
(=0

28 (x1,500)

S !
o :
o L
2% & R 1
N g% b
o ’%' e = > P
% ) % A 3
g £ 5

¥ 7=, depsipeptide MR 22 U, AL
O & L TR oS Tnd p-GP
DI 5, ERK 7 FAnflEa4+ 52 &
H & L 7=, (J Pharmcol Exp Ther
328:839-848, 2009)
A (doxorubicin) 5% DLFHIE~ 7 A
5 LBV T, G-CSF % doxorubicin % 5-H
BN DEGT D &, LA OMAEIED BH] S 4,
FRlZ X b MU 7ieERESE (BEMIK T, MFE
W EH complex TV FRRIHEREIRT) MM S
L2 EwEHE L, (Am J Physiol Heart Circ
Physiol 296: H823-H832, 2009) £/} > il jiI3E 1%
tunnel YeafZMETH D . TR F— ALSOH
JRFE L & 2 B, G-CSF #5112 LY | invitro, in
vivo 312 doxorubicin $&5-1 & 5 MR SE DS ]
SNtz £, HiERLHITH S EUK8 &~ 7 A
DIIE % 23 L 7=, (Circ J 73 :2125-2134, 2009)
FRICE END I T X 0 M B 86 A s
AR IC I A=V IRFET R b —v 2 %
P52 LA L7, (Cancer Sci 100:
349-356. 2009)
RS OFENT & L ClE, ~ v R 'E W lEAf 65
BERZBISL L. in vivo ([ZRUWTRREFRYIZ it
IR 2 Bl53 CX 5 RICB W T, zoledronic
acid DN A T D b WME LT,
(Cancer Lett 274:271-278, 2009) CPT11 #
Hloky, U2 EFRBEEE S IE S, in
vitro DR IZIE VT, invasion 23l &S B Z &
Z R L7z, (Clin Exp Metastasis in press)
BN B E B A (AML) TP %ARRKE 7
LW ST BAALC R BLE (S BN TR
H) Z/hE AML99 7'a b 22— LK D normal




karyotype 29 2 DWNT . BAALC B BIRE & K
FEEARET 0S L OVEFS Z st L=y, /N T
HEEICAEZ 2RO o 1=, RIT BAALC
isoform DT %17 - 7=, fi#HTFIHE Td - 7= 29
BlF o 3HITIE, 1-6-8 LISz V5 &E
Fp 1-5-6-8 isoform N[EIE I iz, 3H L& HIE
THEM T, =7 Vb Z&T isoform DT %R
BRFELTOEENTIBRINT-, £72MA
ML TPEBHTHAZ ERRESNA TS
CEBPA 72 BT $ 47V . normal karyotype 49
B 4 511 (8. 2%) (2, B D CEBPA K A [FIE L
72, Double mutationl 5, single mutation 3
BN b EMEMTHY . NIRITBWTH
CEBPAZERLIE, THEAMUK T ThHDH T &N
Sh7-. (Int J Haematol 2010, 91: 831-837)

A i-i—l—l—-—i—l—m

Exon

R _
287 bp —

B
|€ (- . Sl - (] < b S < T G
Exon 5¢ Exon 6 \
A A 7 | f
\ /‘/\ ‘ }\ | \ A (\/\ YA
VAN /\ \/\” N \/ A N\
' LAXY VV_AX KA X XA VAN,
C - BAALC
BAALC isoform patterns Expression
g Il iee-o
Exon: 1 6 8 Low (n=16)
[ l—un
Exon: 1 6 8 }&gh((n 12))
- - on
Exon: 1 5 6 8
5. Tl Eam
(WFFEAERE . WFFE s R OV EENF 08 12T
T
CdERERm ) B 17 14)

1. Yui Y, Watanabe K, Adachi S et al.
Mesenchymal mode of migration participates in
pulmonary metastasis of mouse osteosarcoma
LM8. Clin Exp Metastasis #t#t 4 in press
2. Morishima T, Watanabe K, Adachi S, Heike
T et al Neutrophil differentiation from
human-induced pluripotent stem cells for disease
investigation. J Cell Physiol #:#:4 in press

3. Kanezaki R, Adachi S, Ito E: Down
syndrome and GATAl1l mutations in
transient abnormal myeloproliferative

disorder: mutation classes correlate with
progression to myeloid leukemia. Blood

# 3 In press
4. Fujino H, Watanabe K, and Adachi S:
Ring/marker chromosome derived from

chromosome 7 in childhood acute
megakaryoblastic leukemia with
monosomy 7. Int J Hematol &EHA in

press

5. Mizushima Y, Watanabe K, Adachi S:
Prognostic significance of the BAALC isoform
pattern and CEBPA mutations in pediatric acute
myeloid leukemia with normal karyotype: a
study by the Japanese Childhood AML
Cooperative Study Group. Int J Hematol &
A 91: 2010, 831-837

6. Nishinaka Y, Arai T, Adachi S: N-acetyl
cysteine scavenges singlet oxygen but cannot
protect cells from it. Life Sci ##:A 86; 2010,
808-813

7. Kubota M, Adachi S, et al.: Characterization
of chronic idiopathic thrombocytopenic purpura
in Japanese children; a retrospective multi-center
study. Int J Hematol #£5Hif 91; 2010, 252-257
8. Kato I, Adachi S: Successful treatment of
refractory donor lymphocyte infusion-induced
immune-mediated pancytopenia by rituximab.
Ped Blood Cancer #F#if 54; 2010, 329-331

9. Kawakami S, Adachi S, Shimizu T et al.: The
antioxidant EUK-8 prevents murine dilated
cardiomyopathy. Circ J 7 %t A 73; 2009,
2125-2134

10. Awaya T, Adachi S et al. ; Successful cord
blood transplantation using reduced-intensity
conditioning regimen for advanced
childhood-onset cerebral adrenoleukodystrophy.
Pediatr Transplant # 3t/ 2009 May 30 [Epub
ahead of print]

11. Kanda J, Adachi S. et al. ; Long-term
survival after HLA-haploidentical SCT from
noninherited  maternal  antigen-mismatched
family donors: impact of chronic GVHD. Bone
Marrow Transplant 2 #iA 44: 2009, 327-329
12. Iwasaki R, Adachi S, et al. ; Catechin, green
tea component, causes caspase-independent
necrosis-like cell death in chronic myelogenous
leukemia. Cancer Sci £t %t A& 100: 2009,
349-356

13. Hiraumi Y, Watanabe K, Adachi S et al. ;
Granulocyte colony-stimulating factor protects
cardiac mitochondria in the early phase of
cardiac injury. Am J Physiol Heart Circ Physiol
At A 296: 2009, H823-H832

14.Matsubara H, Watanabe K, Adachi S et al. ;
Involvement of ERK activation in human
osteosarcoma cell resistance to the HDAC
inhibitor FK228. J Pharmcol Exp Ther #t#t
4 328: 2009, 839-848

15. Koto K, Adachi S, Maekawa T et al. :




Clinically relevant dose of zoledronic acid
inhibits spontaneous lung metastasis in a murine
osteosarcoma model. Cancer Lett #FHif 274
2009, 271-278

16.Toki T, Kanezaki R, Adachi S,et al.; The key
role of stemcell factor/KIT signaling in the
proliferation of blast cells from Down
syndrome-related leukemia. Leukemia ZHiH
23: 2009, 95-103

17. Watanabe M, Adachi S, Watanabe K, et al.:
Induction of autophagy in malignant rhabdoid
tumor cells by the histone deacetylase inhibitor
FK228 through AIF translocation. Int J Cancer
A HiA 124: 2009, 55-67

(FERF) GE8fh)
1. J@Sph—; MR B8 D Hlast
—THRR =V RAREAF— T 7 U— FEHGE
%5 17 [9] Nagoya 77K b—3 AMf%E4
20114E2 H 3 B 4=
2. BArH— /NS MR IC BT S
v u AR 3R EEE S Cs =
2 T OAEREORE 55 28 HA/N
IRMRFERE F2 6 M HANERASF
DANES 2010411 H 19 H KB
3. BarH—; #AMEmMERABICBT DT
RE—=vRAEF— 77V~ HpBlI#EHE
%9 MR iES 7 +— 7 & 2010 4= 2 H 26
H Hfi
4. ByxpfH—; /NE ALL, AML (2% 5 %)
(B RS AR O fEAT—/NRB A D K — > —
AEIND b L FiX 2 Which Stem Cell
Source i1s Best for Pediatric All and AML?
Retrospective Analysis of Pediatric ALL
and AML for 1t SCT. % 32 [5] H A& i A fa
BiFERE 201042 H 20 B ERH
5. @ ap— mEERICBITHIA— T 7
U— B 7 1B ARMKFEFRES
2009 4F 10 H 24 0 5UERT
6. e oib—; EERMEEEEE 21
eiE EEMTES  FEREEE 2009 4
bS

~ =

A 18 B kLWEwT
7. BAH—; #AYEA IS, EIsEIC BT
BT HRI =V RAELA— b 77— #8210
HASKB PSS T LV RY 7 A 2009 4E 3
A 16 H FREf

8. BIf— : AML |Z81F 5 dysplasia @
R P 7 RRORIME SRS 2009 4F

2 H27H

(X#E) G 14

At —  AESA N A s O TR E
MigZETx A — K Vol 1. HIMWLIHE
2009 4F  108-111 H #E#229 H

(PESEIA PEHE]

OHfERI GHo M)
OFAFIRYL GHo )
(Z Dfh)
R o B
http://www. hs. med. kyoto—u. ac. jp/ac
hieve-mtl. html

6. AT

(D) AT I

N7 — (ADACHI SOUICHI)

AR « REPEEFIER - B
W78 2% 5« 10273450

Q) WFFe s 7e L

(3) R

I fd—EB (WATANABE  KEN-ICHIROU)
AR E: « REBEEZFERL - GEAT
FFEE% 5 20324634


http://www.hs.med.kyoto-u.ac.jp/achieve-mt1.html
http://www.hs.med.kyoto-u.ac.jp/achieve-mt1.html

