WM EFIEEE - [LFRE - A

hol. 1HEBVWTREARELATRITER L. BREFRTIEA
o) ywFEFLr VA 70T YA L, C4BLERL, B
REVERE & —B L, BRI AH R oh, BEEOSHIRd o7,
BB IR MARAE & B2 ETRBEREERERI1HAOBEIIB T
B, TEMCIZBWT, U vEi v 73Ty QBT EE IR
bAREPOENLIEHFETHLITMRENSH L, HLDE5EDER
RECBTA2EFOBELLEANGR L IVALIPTTILDIILE
REMNLETH S,

EMEBMIEBEEZ I MRS LUEERAZHRELRE, &£
A R XFOD AN ABREANDFEFEEROEIEE UTORIY)

&=/ HAmRBNA M & pp65 HRME

Prospective I7E{ES

Cut AEEBA—TYSNIVEHER

Human cytomegalovirus
immediate-early
mRNAemia versus pp65
antigenemia for guiding
pre-emptive therapy in
children and young adults
undergoing hematepoietic
stem cell transplantation: A
prospective, randomized,
open-label trial

Gerna G, Lilleri D, Baldanti
F et al.

Servizio di Virolegia, IRCCS
Policlinico San Matteo, via
Taramelli 5, 27100 Pavia,
[taty

Biocd

2003, 101: 5053-5080.

MBI (HSCT) BFicBiiae v A OO A LA (HCMV)
B DL HR (pre-emptive therapy) @ L h Lwro b a— £ BiEL
T, HURIESE L HCMV #7418 mRNA (IEmRNA) % i&H 3 2 HEHE
LEFE (NASBA) L OHERRLES G XMW L 2. [EmRNA BT,
2 HES IEmRNA AR SR L STy A VARER AL,
EMAETE T, pp6s BIEBMERAT2/2 X 10°#1fadh s iz 2 BEEL T
BE—OBMEMRFHER SR E ZICRGE L, ML 20ERKT
BHERIGONAL ECEELREL, &EMAHSCTE3» A
o y—8h, —RIVFRA Y MEHHCMY BHEDHIMTdH - 72,
ST OB O/NREE (41 BIATIEmRNA BE, 39 FUAHURMARE) 4
M#%dH 5 vIdIEILE FF— D2 o B L 2, RBRETTEL L, HOMV
B B % B8 L fERIE D 2 2 o 72y HCMV ERB:E, IEmRNA B
THEMERE L D O EEEICED LR (80% vs 51%, p=0.0069), ih
LTI -BELBRETH -2 (66% vs 4%, p=0045), LD2L,
BRELAMLIETHEREE 2BHCRE Ch o/, BEH/AHO
Mo h Rl EEE Tk d oz, BLEIZE D, IEmRNA
HERUEREDSE BREREBOERHET b2 S kv, FERET
X LF[ D3 5 NASBA IZ £.5 IEmRNA FIRPURMAEE ISR EICT -
THbhdZ LRI ENT,

25
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Interaction between
leukemic-cell VLA-4 and
stromal fibronectin is a
decisive factor for minimal
residual disease of acute
myelogenous leukemia
Matsunaga T, Takemota N,
Sato T, et al.

Fourth Department of
Internal Medicine, Sapporo
Medical University School of
Medicine, Scuth-1, West-18,
Chuo-ku, Sapporo
060-0061, Japan

Nat Med

2003, 9: 1158-1165.

Low expression of the
myeloid differentiation
antigen CDE5s, a feature of
poorly differentiated AML in
older adults: Study of 711
patients enrolled in ECOG
trials

Paietta E, Neuberg D,
Bennett JM, et al.
Immunclegy Laboeratory, Our
Lady of Mercy Cancer
Center, New York Medical
College, 600 East 233rd
Street, Bronx, NY 104686,
USA

Leukemia

2003, 17: 1544-1550.

26

BnfE#E VLA-4 & X FO—Y DT « 7D:?~95°JGD$EE{’E
HiZ, AML OfVI\VRTFRZEDRENAEFTH D

LSRR O AML EF TR EBMABERE (MRD) 5 HEAHE
Z A5, EE G, EFEHMELB MM LD very late antigen (VLA) -4
FEBA NI -0 74 7437 FERETAI LT &R
g LT Lize VLA-4 BRI anoikis (FIREHMZEH & oM
bR THIRETAIL), /0, VLA 714704527 F Y OME
A TERILENBRATZ P FINAL /T b= 3 FF—¥ (PI3K) /
AKT/Bel-2 ¥ 7T VEEBB A LLERZREOT R b — L AT
BIEMEABEELTWAZ N bhofz, ZOERNEIR VLAAEEY
HAETHE S, MRDEFVT 7 2% RAWRTR, %5 Y (Ara-
C) B S TIRERSDTH LAER SN do 20123 LT, VLA-4
BEAONA T An-CHAKRS TR 100% DEFEREFEL L, EHI
101D VLA-4 BEWEERO 5 FEFEH100% THD, 15610 VLA-4H
PHEESITIL 44.4% THAH I L Db oz, Bl 6, HltHMAE VLA-4
tAte-—<filato7 s 70 s FyOMEEBITERMRD £ L
TAMLAERKCEETHLLEZ OGN,

BiES{LHE CDE5s DRFERIITEMBEORI L AML D
TH2D—ECOGHERICEREN 711 IEFIDFRE

CD65s IXBTERMEFAIUE TH 2 CDMAFHE L T LHERT 2 2 &2 5,
DT T MEEKCYDHREIER EMARMESMEOERA L RT 2
LEATRIEENT WD, FE ST 720 Bastern Cooperative Oncology Group
(ECOG) AML &L T4 7 (1986 ~ 1999 4F) LB 7= 711 4]
2B\ T, CD65s OFEHAME (CD65sPY) AML FEFI O EH L 40
L7z SHBDH 5 1986 (28%) ATCD65s™ AML T o 7z, Ik
Z# F, CD65s™ AML fE%id FAB 3 TR/ OMEERF TdH 5 MO /M1
EnbEHALNE (p=0.0001), REIFTERANBIILE TH 5 CD34,
CDITELTH— 3+ h TV RAT 2T —¥id, CD6Ss B5T (CD65s"e)
AML fEH & b b CD65s™ AMLERIT L { A bR (p=<00001), 3
O~ F L8 — Fld CD6Ss SEFI DB EEFRO D EiT AR L A2aR,
L OERBLABRAMMEIETH S CDIS, CDIbRIZEA LR ENE
Motz (p=00001), LAb, AEOBEICREMAEENTHRTS
F-BHORToOSHREAMERTTH L PEESORERIIENL
o 7o CD65s' AML FEFIIZE 5 21T CD65se AMLERI L Y & B
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Tholz (p<00001). 3512 CD6Ss Y FEFIDRERIER SOBLT
T2% THHZOIIHLTIORULETII67% &, e &b ic#@imL
Tz (p<0.0001), #LT, SSEULEDERIZBI 252%EE (CR)
FEORITH, CD65s" AML EHFI D 44% 1234 L T CD65s™ AML #E61
TiX33% THo7% (p=10055), LLEA 5, CD65s™™ AML 3 RIEHE
RERRDEZERTHY, BREIRBELLS TV, KIFENAEE
A2WIZL TS, CD65s™ FER L 55 MU LDEFROAIZA GRS CR
EORTIIMEANNSH ) £ ThH 2,

Z BRUBHBICODIRENES/ LREOERN, E¥7PH96
o/ B |

Clinical and biclogic
implications of recurrent
genomic aberrations in
myeloma

Fonseca R, Bicod E, Rue M,
et al.

Division of Hematology/
Internal Medicine, Stabile 6-
22, Rochester, MN 55805,
USA

Blood

- 2003, 101: 4569-4575.

ZRMEHE (MM) TR, IgEH (IgH) OEE* &L —FORER
REAREFERNIEI o Tva, MM IZBIT 5 IgH DR ITER
EFOREREREFIERIL, t(11514) (ql3:932), t(4;14) (p16,g32), t{14;16)
(q32;q23) L AbBND, ChEDERORENECHEY, BLUz
WS PREMIE (PC) ORHIIBIIRETHELWIRRIIESE,
INLAFEYEY, BRAOZBEIFS LTI LEILN, X5
2 13q14, 17p13 DRI, EFHEOEREICHAS T 2T RESELS
iz, FE bHid, Eastern Cooperative Oncology Group =X 2 FRRiAER
E9486 /9487 {2 B s h, AEOLFREE 2351 FIcowT, M
REAg 2NV ALEGRBNOEN insiu N4 7Y T4 ¥-T 3
YERWTRIE (13q14, 17p13.1), BLUIgH DEEEHRE L,
BEILELEARYEETS ), REFOFED—HIHEL TV,
t(4;14) (p16;q32) (426U, 26 vs 454 H, p<0.001), t(14;16) {q32;q23)
(1560, 16 vs 412 B, p=10.003), —17p13 (376, 23 vs 44% A, p=
0.005), FLT—13q14 (176, 35 vs 51% H, p=10.028) DL,
HEMHOERICES Lz, BER T TRCETEIBICSTI, F

- BAREE t(4,14) (p16;q32), ¢ (14;16) (q32;923), — 17p13 TH D,

PREE-13q4 & L, FRODALRIFEL Lz, BOBODEEY
BORRIENE 247, 423, 5054 HTHolz (p<0.001)s ZDFFH
MENSETEER : TFHRRRE, PEE BFRCSETELE
Whdol, SHIEELRIEE, MMBYX  ABREIZE - THES
MEHEEFTHEREATVE LWL HERETEL0TH 5,

27
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Ligation of OX40 (CD134)
regulates graft-versus-host
disease (GVHD) and graft
rejection in allogeneic bone
marrow transplant
recipients

Blazar BR, Sharpe AH, Chen
Al, et al.

University of Minnescta
Hospital, Box 108, Mayo
Bldg., 420 SE Delaware St,
Minneapalis, MN 55455,
USA

Biood

2003, 101: 3741-3748.

=4
D =
Ex vivo induction of
multiple myeloma-specific
cytotoxic T lyrnphocytes
Hayashi T, Hideshima T,
Akiyvama M, et al.
Bana-Farber Cancer
Institute, 44 Binney St.,
Boston, MA 02115, USA
Blood
2003, 102: 1435-1442,

28

2 0OX40 (CD134) OS54 5—v 3 vizAEsSHBEEED
GVHD &IB{EEERE R L TV

OX40 (CD134) HEHL THRERCRBELTEY, #0UHY FTH
5 OX40 ) F > F (OX40L) (IHiRAAT, BAMIEE, S LAEMRELICR
BHLTwd, OX40 £ OX40LFEEAATGVHD I ED L I k88T 5
PEHRETLOKE, EELERERPETHAMOXW0 T/ 20—F 0
Hifk (mAb), L7213 0X407/7 Fo—, T2 OX40L/" LI EZY b
TOREMRA LA, EOFETS GVHD BREREORI VBB S,
OX40 #GVHD HIz5-8 L 72 CD4*, CD8*Y THIRAIZ B W TRIBLHET
BLVIHEER LI PLLT, OX40 T4 ¥ — ¥ 3 ¥ D ERERHIL,
GVHD L X EFNADTHH BT CDA THROTURETH Y,
CDB*THIRE® 7 O RIS Tit4 v, OX40/0X40L BB DERTIZ L 5
GVHD #3liZ CD28 ¥ 7 F MEER LEL L v, W 2P DIFRET,
OX40 i3 TN =2 (Th2) BUEORFEICATRE ShTwd, LiL,
in vivo T OX40 / OX40L &8 D HERFIL transcription-6 '~ (Stat-6 ™'~} (Th2
Ki8), Z7:=idStat-4™/~ (Thl KIE) MHCA—EOBHRBED L 7+ b
FSUYRTa—H—, TIFN—-F—-DELLPIIYFEEAR
GVHD ICX BFECEEFFEL S, T L, GVHD 2R ESEA
KFRid Star4 7213 Stat6 ¥ S FNVEEERLBEE LW EERIET 5,
OX40L AEMAL THIR LK RBLTWA LBESRTWAIZL Db
BT, BLDETFNTIZOX40L™~ & OX40LY T THIBE SRS Wiz &
B GVHD KB AHBREHE S Wb o/, THODHRRI
GVHD @ OX40 /OX40L \Z L AR b 2 BT Il oW TRIER 52
BHDTH5B,

== ZRESHESENHERESEET U2V /GRD ex vivo TDEE
¢ & |

ERWEHE (MM) 1, REIHICE o THET SR 5 BT RE
LREHREEE ChHL, AMET, EELIES (BM) mMEDICH
COHMMEELTIMEITAEFERAZEL, ex vivo TMMSERABRAL
EWT Y 9%k (CTLs) 2 FEAFZHEICO2WTHRIT LA, FESI,
MM EEOBMILEFRAMB LU THREM 2 bTPrEHET 0
ATHBI LS, BRI (DCs) nHFEFNFITI L2 R L.
MEAEARBEERT (anti-VEGF) X 0/ i3 IL-6 (anti-IL-6)
MR oMHzhREFML, 2% {Ld—8T, VEGF L IL-62°
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Evidence for expression of
early myeloid antigens in
mature, non-blast myeloid

cells in myelodysplasia

Xu D, Schultz C, Akker Y,

etal

Montefiore Medical Center,
Department of Pathology,

North 4, 111 East 210th

Street, Bronx, NY
UsSA

Am J Hematol
2003, 74: 9-186.

10467,

MM BEIZB 2 0EIHIKEASE L Twas 2 & 2 L7z Ex vivo T
MM 83 RE) CTLs #3558+ 572012, GM-CSF, IL-4 # &85 T
Bt s HREERL, #M2DCs2FH L, £0H, TNF-o« F
ETFRTR =T AMM/MEE 3 HEEEEEL, TLoORAREL.,
HTBM & 5 WK MEZAIIE 2 h 5O DCs THEARB S 1,
DCs ¥V AT A0V 6 A MM AL IZ 5 2 Mg A Mot
EENT, TR =V AMEERFEL/-DCs (THIME/DCs 2360 : 1
THRIBIRE (SD) 12 232] i3, MMMIEOATHB S h7e THIME (SIid5.6)
2 DCs T OBHE (S1i29.3), MM lysate-pulsed DCs {SI4313.5) [kt
AT, ERICTHMEEE R L MMEZF,PLDIN 5D CTLs i,
HOO MM AR U TYs R REEEER (27227 & —f /6
BOMIRALL (E/T L) A% 4011 T247%] #mRL7. Lo T, LRFFETI,
MM BEHRECTLs R EFEEME ML CHEELF | ERI T &t
RENL, MMBEOTHEUETZ2H LVREFEORMAIRES
iz,

B RO RRGES IR S BRI ICH T 2 RS EMERE
FIR

MDS ¥, LI LISHRAEFNRE 2 70—+ )V el eE
EThb, TORBEFEDIVIIHRBIIHELTREL ) 5, MDS
OFFRIZ OV THIEA B ERTE 2D, RRIEFRE R
{NBMCs) 7 ZOWTOMERIZEAL RV, FELIL, retrospective <
SEBIHRIIE & 4T o 720 MDS 484 & BB 2AIOFHFD
NBMCs % P FEELE (SSC) F ¥ VA AL ERELARKERE
NEREFAW:, SEE79—%4 F A ) =2 X DT LA, MDS
R, SRACEHRECESWTEIME SN, EREE O MDS
BEONBMCs 12, #BELETHLA-DREEFSFEICTELTY
72 (p=0.034), FFLERFHRE LY, FRFIR 5% UL LD MDS
BFEONBMCs 1, WBEEL T CD34 8 L FHLA-DR BHBHEIC
TLHELTWz%5, CD10 & FHSSCF v v ANVERIEMETH - - #l
BEFHREOERCETELNO 22725 (p>0.05), NBMCs T
@ CD34 BIIL, FHEMDS & H<2 LIEEEEE MDS THEICTUE
LTWwiz (p=001), ZHEDF—FiE, MDS O EEHFL NBMCs 7%,
RENEREICEED LR WERAME R 0T LERRL TS,

29
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ALL LUV NKEERICHB D DM7 AN FF—ERNEoRE

ot RS e ST

Evaluation of immunologic
crossreaction of
antiasparaginase
antibodies in acute
lymphoblastic leukemia
(ALL} and lymphoma
patients

Wang B, Relling MV, Storm
MC, et al.

Department of Hematology
and Oncology, St. Jude
Children’s Research
Hospital, 332 N. Lauderdale
Street, Memphis, TN 38105-
2794, USA

Leukemia

2003, 17: 1583-1588.

LERERICEABEREF RO, TEED Loz ALLY) 23
BEFICBWT, 1 BEO7 AT FF—EEAIIT oKL T,
DT R FF—EHACH T ENBFOLANEORETHTEE
HAT200%FMLIz. FAIZALL /030 i e B s hihg
245IBWT, FHEHOEREAFE L BEREALEO—RE L
TORBHET 285 ¥+ —+ 10,000 U/miE%EA3 0, io@aozs
&, HRREORYO T AEICH 1, & 71ROFSIZOVWTHEL:,
BEREAFREONEBTHOEY » TV 28D 72, 245 6 BlUTEERR
FICHER L eho7 (REICEH) OT, KBERNOAZHRE SN,
TUVE—RIGZERI L2186 (RIGH) I22WT Erwinia 7T 285
Fr—EOBRSIYNBEALEIS, 1PN TFT74 75V -HELE
BILZOT, FYZFLryY)a—N (PEG) 7 AT FF—H¥is
EN Bz, ELISABICE Y, 3EETRTOT AT FF—¥icH
THHBL AV EHE L L, EARBRGRORGE T 54, K
FGEE (0.063 £ 0.066) IZBVTHREIEEH (0.019£0.013) XY dHEDd-
72 (p=10.03), BEAFERDR Erwinia 7 A5 ¥+ —BHAL,
BUGEE (0431 +£0.727) 25RRICE (0.018 £0.009) L W b HFIZE -
72 (p=10.007). MBS NAMKRBEET AT ¥F—YhkiE, QA
RiEtk r=0714, p<0001) BIUEFEEASER (r=0914, p<0.001)
VTR S N AH PEG HiGE S 4B L 70ht, SASRER (= 0119, p=0580)
BLUEZLAEER (r=0078, p=0716) \ZBE S N7H Erwinia 7
ARG FF—FHEL BB LEd o0, ZO¥EIG, BEORA
W7 A287 9 — BHED BRMER LITPEG 7 AT ¥+ - ¥
HIR & DRI ZERICEL S B D5, i Erwinia 7 2735 F+ — V&
BB REEESE NI LRSS,

HLAESER FF—2Z2BUWaSMEFHEREC B LT, B

Pea)
e
T

G-CSF given after
haematopeietic stem cell
transplantation using HLA-
identical sibling donors is
associated to a higher
incidence of acute GVHD
l-1v

30

1 ®ROG-CSFOESE I~ IVEORE GVHD OSEEDEMIC
= RLEDLERSH SN

Huddinge AFIHERIZE VT 1993 ~ 2001 £ F CIZ HLA HE R K+ —
I hEmEHRBA (HSCT) LTSz 155fico &, BRI
5EN5 G-CSF OB LA, MBERELEOBEOA LS E
L7z, AILE & LT N8 Fic & S REHRIBE (TBD) 17w, 37Hic 7
ANT 7RG Lize GVHD FHiDzdIz, @FlcA b F L 34—
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Remberger M, Naseh N,
Aschan J, et al.

Clinical Immunology,
Huddinge University
Hospital, SE-141 86
Stockholm, Sweden
Bone Marrow Transplant
2003, 32: 217-223,

M+ 7R AFEY CEFEHRES L, 1558109 5 66 81 (43%) T
HSCT 12 G-CSF I"#t 5 3 iz, G-CSF 25 S R7ER T, T
ROEE T TOHMIEECE L7 (p<0.001), G-CSF D51,
FRIMERES M M/NMEO AR, BREECIBREFED O 2o/, L
»L, G-CSFOERELZA-BERTRRELZ T 2o A BERIC
HL, I~IVEDEHGVED DHEFEERIIE» 72 (34% vs 9%,
p<0.001), FEEBFHTIE, G-CSF DFIRH U ~ IV EN 2 GVHD @
BoBEMD IV A7 77 75— L3 LTwAIZ EHRENT, GVHD
ILEBTH, 2HIZBWTERFRAF L 26ITED LRI (p=006),
B ER LT, B GVHD, BR, BERLEGORMBAERI2
HHTEFTho7z, #Hiws LT, HLABAEFIEM 23135 HSCT#
DG-CSFHRSBN~IVENEMGVHD OBl 2E0IE T4, B
FERSEFEIC IR L vy,

o ARSI DS - TN DA —
ol TRICHT BABTADNR

Relapse or progression
after hematopoietic cell
transplantation using
nonmyeloablative
conditioning: Effect of
interventions on outcome
Bethge WA, Storer BE, Maris
MB, et al.

Fred Hutchingon Cancer
Research Center, 1100
Fairview Avenue N., Seattle,
WA 98109-1024, USA

Exp Hematol

2003, 31: 974-980.

Boy : BRGEREN R EAE MR (HCT) BICEREEIER - &
TFLABRIT 2BEHIA LB LIERNMADHEERIT L2,
ik Em AR EMES O LT HCT R 2 2 2224 610 3 LERSE
DERE - EITOH LA 81 HIZ 2 T retrospective I HFIT %17 o 72,
TARTOEGIL 2Gy DR FHETRES (TBD) ©&4, F 7212 2Gy @ TBI
EIANYSYSTORMBREL, 327/ —VEETFALEY SO
ARY LA BHERREMEEELZT . KR BR - £745
12% AOeEFRiI36% Thot, BR - ET0ALRAZIHODS
L ISEHTBRBEAAE T LD o724, 535 RANREOLITIZINE
TL, 380 (20%) 2"EELTW5, 81% IXH 725 66 FIAME & DifHE
AAREZT 7 (2 A RENRF OFIE, 136285~ 2/ 8kEE,
21 BIALERE) . 661 204) (30%) HEELTEY, sHIELE
B, 4PV ERE, 1FIPARETHY, 105 TIIREFET L,
BAADEEHDRII2I% Tholz, HENMALTZITEND I L 46 5
(70%) DT LM, 2OELRARER - E#{T7Tho7, BE - &
THICEBENAETZT 2o LROBE | FAFRR15% THo 120
LT, BEMATZTAER4UD THo7, BENATILE
OEFFRICHES LETH, BRI (p=0002), FEE (p=0001),
B2 BRETOHE (p=0.0005) Thorl, ke BHFERES
HCTHRIZCHER I BT LABEOFRIEELELTARTH B4,
RERE LALZREORR 2 EOEHRA A AT R UET L TiEN

3

— 144 —



Abstracts

BdH b,

== AZ1E GVHD IS KD MAMRRAMED 2 FEFllC SV THSNIEER

=

Thrombopoietin
concentrations in
peripheral blood conrelated
with platelet numbers in
two patients with
thrombocytopenia by
chronic graft-versus-host
disease

Hirayama Y, Sakamaki S,
Tsuji Y, et al,

Internal Medicine, Higashi
Sapporo Hospital, Shiroishi
ku Higashi Sapporo 3-3,
Sapporo, 003-8585, Japan
Am J Hemato!

2003, 73: 285-289.

32

= 2 HHm hOZRR A TFVRE L MUIRE & DBSE

R fE, 1B GVHD (cGVHD) 1B aEHRERD 122 L
THONT WS, LPLeds, MAKEIECERIHETE LW
ERPFET 5, 4, B8 (BM) HEMRBERXD MO YRR, LF
Y(TPOYE, /MR -ERERBRDO L 5 VA7 4 —3 v/ R T(TGF)-3
P, EANICB 2ERRELEDRIZESBLIUEOHEETFE L
TRESI, BB SIL, BMIZEIT2 TPO BEDRI D cGVHD BF
KBTAM/MREPED—HTH B EDEHRELTH, LT, D
FiIFETid, HLA OFEEG L RED> o oB%MRBH L%, FladHnT
HEOM/MMRIRAE % £ cGVHD 2 B4 L7z 2 Bl 2tk B EE I
BWT, KM (PB) & BM (28} 5 TPO & TGF- § DRFE & #EHIC
gL, TOEE, M/AMREIZTPORELEELTEY, 72, %
DREXPB I L BMEBWTEFHIIRWI EAFARENS, BM &
PB @ TPO DA X M/MRE A & 2 ITIiRA L, BMHEE® TPO
EERFMARRIELHZEL TV ISR L TWAE I L TR
L7zs TGF- g DBREE, TNTOHESRBRICBVWTEETH o722, L
rDEELOERIZLD, GVHD BE BT 2 M/MERIED 120D
B3, BMARICL 2 TPOEERORT TH A I LATRE S iz,
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R X5 VEPERE

I/MME R RE T

T4 TFTNT 4 TR

T4 RNATINF

RIEER M B RRSE

pokeweed mitogen

AR M~

BERRE Y v T

VXA LS Tye4 (BEGEAEE
PR

BEMGRETSE

F 7 ARiReT kY oA

28 )7 F— 7 A ARSI

T HfItES KR Y RIS

BRFAF VA7 vAd F FIEREER

EFEEFERT

HET SR /2 B LSS

BELEY FYEYH

von Willebrand -7
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— 146 —




e HoTHEELWY/LOREH
) NN

HEF 84T

JIM

w14k £ 25 FIR
20044 2 H15H EfT

EEEER

— 147 —



,iﬁdﬂataiku&/b@mﬁ

5 B B

M 5

1§mwffﬁmrfﬁh

Q N/ LAOBRBHER - ERCHRSTREEIE?

A L DEBEORE - EROXHZZILD, TNETICHVWAY—KTRBEENTN. 512, oh
SOARERIC U UWESDES. DEABLUAIENRESINB LS IIHS. |

Keyword : pCRi%, &'/ L4 RZAOU—~=UF, DNAF v,

R M AR L LB, B rod
DEBEFEy FFHELIICEVOORE, BH
Hea2—-FLLVWEBETFIEORED L iR
TATH LY, BEEEEL RN LEETOE
T THREENS B IR, 2] HROEE -
RREIZZOBRLZE M AERICE > TAES
E¥shsrHifesns, HESBREINRYL
EROBERMEII NI TICAVAY — FTRE
ENBEEZ bR, FTRICEVEROBEE &
MEDRELEEREELSINBETHAS S, &
HIT, BEFREFRIILAFLVESEHEZOE
#*&, THOZEEIREOIDOZEETHSHSH. &
WTE, SHOEHOBIIBWTHHS L #E
FEMBELMATHE LD, DNAF v 750
BELEH LW I 72 AFERICoWTHRAML
A

Polymerase chain reaction (PCR) i%

PCR i, REOBETHEBRERBEOLHITE
DO TREICHEET 2RENLFEHTHY, B
MORKGT 100 FREELOBERELB8s2 L4 H
BT, EBICE, BIEL 2w DNA ERoO
PSR ETHE DNAKRH (XS54 <=—) 23k
HEZ5ME0DNA LIEFIL, DNA SHREE

110
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rErED. THE, 54— KFHELT
DNAMGHENTWD, ZITVvozARE
BLEhl, RSN 2EH DNA 2S¢ 5.
FOBL Y 1ESRPTIEICLY, HhhTs4
TDREVEL, BUDNA SREEL B
BLETTIA4AT—HIo0FLVERINRE 2,
ThEnEl#RYETE, BRANIKE TS v—TH#
Fhigih 2 g s s Lo a(E 1),

PCREGHTAI LT, ELICIR [(FELE
W] AREORBOAT [EETA] 5%
DNA/RNA Wi R %, b TERE»EENS
BT A LMNTEL, PCRIZE HBHED
WRHBE IR D, 722 A TR EORET I
HLEREDORLRVFETHS ). SHOEHKICS
WTh, PCREFHWAZ LT, BEECCH
FFRIANAESOOTRIER{RINT S 238
TE5.

BEBROB TTHhITw3 PCR O EIE
LT, [RENEOREAERE] OREMEL5.
ok ZiE, BRESEEIRORIZENE L UR
By CAERIBRO—BIZBWT, 9 Rk
22 FROEOMEEETH S ((9;22) HBDHH
N, TOHRBCRBET L ABL BIzFLOME
HIEFBCR-ABLYELAZ LiIThD, 520
BlERE T/ LHITBCR & ABL W fRTHIC

0917 -138x/04/%¥500/ 55 3L/ JCLS



754 v—%iEL PCRKIEZIT) &, MR
TFOREEYOALEIBIRTHE. BREECS
Wit 0FE 22 F R ARYENIICOLN T
Wiz PCR B fEb iz, I/, Ch
FeplEo [S288] 3 [EEEchBHFR
B5UUTFLAFEELRW] Il TERS
RTE7DS, PCRABWRE, L2100 5E
OMmFABHIZ 1ET L AIFEARAR> Ty
REHTER0ZEY, BETRINLIKLT,
BATRFHIMBAAE XD THEEIIRNET
X, PhifllBESADEBREBREERETSC
EAMEETHAB. B HITRTIE, real-time RT
(reverce transcription) -PCR #, TagMan RT-
PCRERZ Y, BETRERT ERMICHET S
PCRELELHVWLND LI IThoTw A,

27 UL

IBk® PCR i, ¥4 > 70y Fi:(DNA 24

m¥2), 2—Fr7ay bik(mRNA 2#HT
5) RN 1 ~HHEHORGF Bk
EOH) OB EERELZEFTHD, Lz
W1IECREOEN LR T 5 2 LA TET
Hotz, LHPLIEE, b M/ alREEENA
FTHELFT LR HES D05 5.

B DNAFv T

7oL ZIEDNAF v/ - DNARA 207 LA
(BF, DNAF v V2 HwbZ LT, HAHHEH
LI eBETORARLMECHETS
LLERBIZR T &, DNAF v 77X, A5 4
FH G AREDNSLIEERECEDD THERID
DNA K HAWiRAVITIXZ LA F FEEREL
HOT, 1EOEBTCIRLTRTORETD
REBRPERTHETHL (2. 1HORAFAF
Fiz3aFmE Lo ME{ETTRTD cDNA %
ty bThE, 1EAOERT [k FEHEETOR
WA ) —=v 7] ) B0 L) LEFTAT6E

HIIIIIHHIHIIiIIIIIII_HIIIlIIIlIIIHIIIIII

B =zt

TITTIT IS T T T T T T T T T T T T T o T

NN EERN NN SN AR ER TN AN NNNNNNNEEANE
B usr~—omn

[EEANNNNNEE RS EE NI NNNN A S L ANRNNE 19001101
5' DNATR L) X S -td
[pyricy) M
T T T TR T T T I Tver e e e

won oo AT T e
t 4
COBEEMEORINTHEC, nBEORLCHEICEREND

B1 PCRZEQAN=XL

L7 DNA 2 8IH#, 754 v—£BHML DNA &%
BEAERSEZILT, 742 oML
DNA HEAHT 5, COBRRER-T3{w—DHKG-
DNA &) 20:EFCe T, BUEMERKE TS A=
—TRIL-EARTAREATHETRTHS. RNA
CELTD, MEEEE TV oA DNA ETAHZLT,
RERCHRTE 5.

ks, ThbL, € MIBTAEEOMIRE &
VR B A BETRETe 7 74 VUD 2R
w, BEKRTAZENTERZONE, 2L 2E,
IOk e VEEFF Y TEACT, HEHE
BOBREZ0LEREFE 0[O0 TV ELRET
Aok, EBREEIIBVWTOAREN LR
(BAVWRET)TL2RETFHERAETELTHS
5. ZhooBEFIZBHARRET~—7—&L
TEhbHDTHERETTRL, REREHROKE
WeZoTwAAERLRV. 861, ZhET
RENSHICERLTWHEBEREA LB,
BERRTLILT, HLOBIELIRTES
EFEEhD Y,

J1 BEFRREIOIF7AI

EEOREFIIHTLRAR, 3 ELOERD
28R — i EPOERRERTT A S8 AER, E£EO
R RS BT 2 T A TORETFICET 2RI
(=r57R2VF =2 CowTHHVWLRE L
B,
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] Mo THERWS S AOHIE

DNAZFw =F
1READMRNAL D i cDNAZE 1ERY '
-200—839-1T17T
ABAA
coee
gcee H@BACBICBTDEEF
cesd REBOHEFEENCES
-OOC—O0-0-TTTT Co o
—AAAA sCew
[eJoloX ]
FEISBOMANA DTS DNATE (57

B2 DNAFwvwIIEROFRE

HGALBLOMTCREFRATO 77 A VERBLEVWES, $THBALBEIREILDS
HBROmMRNA 2HETS, RTINSO mRNA SSHF ) FAT ¥4 v—EBESERERTD 2 H
WL cDNA 28R T A5, FORBICENMELETHS Cy3HHWVIE Cyd THML 2 dUTP 2 Fh £
RIZMABZET, FHEREED cDNA * RS- AAZCERTS. TORRDNARSE
WA, DNAF v TENL TN F A B =3 g B85 LT, FAKy MZED cDNA BEST
5, TOER, £EOARy P LOBETFICHTIARA LHEMB BT LRAROKIL, Cv3

& Cyb bHAMEORTRINL I LIRS,

LaL, DNAF» 78 E0OHF LAY —% &
bRECXLZREE, HEBO4HE] BHEEFEE
HBTEHIETRBWEAI D, LR, £<
DEIFOMBOERY BTNV —THEEE
NWTERN, DNAF v 7EHWBNICE-T
(T 2 RI0%] B2 RET 28ETFH
BEWTHTHL L, ThoRETOREARIER
LABETOREROF LVAHEESMEBEINE TH
A, I o TIEMDT, [HEKBHIIEH
ShBMEDNAF v 7] PREOLDIIRL L
Ebhab.

B BET SRR

b bRk EICIRBERENIC 1 oREORE
TEVOLEHHENSDY, 22 TH 1EEDOSE
(single nucleotide polymorphism : SNP) #3%3%
WThs, HLREFOIRE—F —FF| LI
SNP ZSEFES UE, £ ORFIERE L 221 Tz
FRUABHFETAIENTFRERS. A
SNP 2% v ¥ Eicdhiid, mRNA OREWS,
I F4AEAEORFIBRICEET RITT I
bbb, TOLH)BSNP ERESWIHETS
Bk, SEAOEFEDRFE O P58,

FOMRBMED T EERLLTWD L FHEATS
D, whif [BEnAEk] 2HeTsEZL06N0
5. '
EMa s LT 4 FTHBNT 55000 288
#LTBY, TagMan PCRiE, Invader Bl LS
FEFRAENLL AL TS, /-8NP
BAEHODNAFy 7hHEESRTED, Zh

SOEWEELT, EBEKBESNP ORESER

PeRBMEICHEASRL TV E Y,

1) Ben-Yehuda D, et al : Molecular follow-up of dis-
ease progression and interferon therapy in chronic
myelocytic leukkemia. Blood 90 : 4918-4923, 1997. )

2) MB4T : DNA F v 7. SiBEFGE) [ mix -
BHE BT~ =27V, pp70-75, 7V 274 A LR,
2002.

3) Oshima Y, et al : DNA microarray analysis of
hematopoietic stem cell-like fractions from individu-
als with the M2 subtype of acute myeloid leukemia.
Leukemia 17 ; 1990-1997, 2003. :

4} QOzaki K, et al : Functional SNPs in the lymphoto-

xin-« gene that are associated with susceptibility to
myocardial infarction. Nat Genet 32 : 650-654, 2002,

FO O30T
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Key Sentences

ODNA A AP LA Il L5 BETRB IO 77 A I - TROFOFF LRI A BIEE =4 5.
ORETRR7O7 AL EFETAIIET, BERCHEFITESHTLWWEBRIL—TPEETE S,
COMEFHEREMIFT I & TRENSANFAREORER T BEAAMMIRBIETE S,

SHEEtamnm, TV NS, SRUEEE, 6ST

LSS

£ 30 AN ITB I AL V¥ AOBBRY] E uE
TLHRRBREETHZ Ly /7a7adar b] 0
WIZZ003FF4 ACRTEHESZT, e M REKD
euchromatin FEOIZITT 2 L HERFRE SR
{(http://www.nchi.nlm.nih.gov/genome/seq/}. I
NORS ECRET ) FIMEENTORTED,

E FORORIMETREBES (3 FHNIETHIZR S
EFHEINTWS, BB TERETFTN 0y S5 20
MEZEORE» LEBOEEEFHEOREICRF
MDD LN, POTETHok FOERETFT—
VOERPOLVEALIILEAIELTVS,
IhPo® [FRA MY/ A1 BRIZBWTIE, S0
ERENOBERORECKEDYTAILIFTFHSR
5. fIZERBOSE AF L) —lionwTh, [HED
BIEIIRELFS LT b 0IRGEEETbE &

Genomics-based medicine for leukemias
*  Mano Hiroyuki @ BRERKAZY / LBEERTTEEE

% - &fF - B8 Vol9 No.2 2004-4 (181) 55
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AML IZ51F 2 FHRESERAGT

VDACT? ZYX
ECGF1 HOMER-3
BsT1 STK17B
APLP2 CYLN2
TIALT ATPBF
GABARAP NFKBIA
ECE2 BZRP

VAT? NPC2 AZut
PGD ENSA TKT
CDK8 RAB32 PTP4A2
oGT HNRPD POLR2H
NME1 GRIKS CD14
GCN5L2 HSPE? LBR
XPO1

BIMEMRORRENER] Thorz LELBZIZS
NETOGETIEE—O [HIFE] EEXO6hTwd
DTH, EFEOBF LAGE D OEFSHEIEZRE L
Rud, HAHEFATREMBMEIToTHHEHNM oA
BIFROBRIELS—FH, OB Ti{bEETHE
RPERP L6 END. SBROEFIIBVTE, ¥
J 37 AF R RE L 7o KB B R oS B B R
S, IHERICLUAH LRGSR M
fFehs, BEZOEMSHOENERER TS
LHEEORELURICLLZTHAIL, TAPLINRE
DFELE LWL > THELZEEROHE - BE+TF
WML LMETIEIEVTHALIH?

#;LWKRBOMRE

EEREARO YA+ v 7 iz T ELZ I T LS
4 LB L, WBOTHRICUL LGNE - BHED
MEDOLTIE, DNA S 7207 LA 2 L-#E
WEFREMIPHETH 22, FIZIZAMENS
METI5E, BRCRLETHERZO~AVE £
¥—¥, TRAF5—¥hEOfkE, @ FACS A
WitiRARE ~ — 7 — O, ORETFREOHTEDH
(fZE7o07) YUEFL TAREOAZEREETFO
PRk, BCR-ABL #{ZT, PML-RARe REFLE®
), OFEhEORN, Lroff@RzHceshLsn
DEBITBIT 5 FAB I ToCa v, Theie
HICIRAT4 5 & & TR H BB ¥ 7 LBl
RDHY, LEOBREZETITIORAEETH IS 0
MEGLLELTSE. —F, BIAE—-HODNATA #

56(182)
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(XM 5 & WEE, 318)

o7 L4 eHwbs I ETHEOFETH LN AIENAT
ATHIMTRE & i, BT L @@z o R
Lol B TOBEO—EEL ERTLTHSS.
CDLIRDNARAZaT LA 2 HEB0RA
& LT Golub L, 6817 #fEF*EEL/ZDNATA
FaTULAIBRATOT 7 4 VST, At
BATEH IR (AML) & 280 » B imss (ALL) & % &
BF RIS OV T Lz, AML 11 #, ALL 27
FEZODNATA 20T LAY TR LR,
#1050 FOBETAHAML £ ALL OB TR TRELT
WHEIENPLHIIIh oI, FITINS “informative
genes” L 20 HOAERTFEZREFFNLORBIEOR
DOREFZME L bDICERORBE Y Mibbe
GHTBILT, TREROEZD AML %5403 ALL
DAL LS # MLz, REREHIIBITH AML
& ALL OEEJZEISERALTA& S E 38 fld 34 HITIE
Lyegliiyirbi, 1HFH, 3888RBTHo7. L
Lo THLREDHEILGLI®R-TDNATS 7O
TULALDESZEHFAETHLZ b o,
—HDNAZA 207 LA BRITIEHLWERES
KEOMRIZOAMTSH L. Yagi &13/HIR AML B8
54 22T Affymetrix T GeneChip HGU 95 A + »
TERAWERETFRAMBI 27, AEAMLATOT
BRMIEERREL 2 TUTERAAEToTNBEY,
LOY Uy PUVATIEULEERBFHEL T2
)9 B & W EE AR AT RRL L =561 9 Bl T o3
WA R 5 REF IS EHMB L (R, =
N FHMEMZTFORALZLELT, BEaki: 2
way 7 3 A F ) ¥ ESH S5 I supported vector

M7 - ©FKF - BE Vol? No.2 2004-4



o Aipatients |
GC B-like
;_E" L 19 patients, 6 deaths
R 05 oo
2 7 :
T L
' Activated B-like
21 patients, 16 deaths
P=0.01
0.0 T | T 1 T

Overall survival {years)

H1 UEAMKIRR Y /I EOTFE
UEAARBYTRY L AEREE, Y ABORETRERTOD
AAp5 [HIPLB Y S/ BICRR S — 7l - TAE(GC

B-like) ] & [EE B Y 273 {8l /- B¢ (Activated B-like) | (241,

BENESTFHE TS 7 (Kaplan-Meier B I L 7, H#THFFHREICT
BRRETHEIZ bR B,
(&ke LepE, 51

machine (SVM){EIZ & - TRIMELZ:, 208RED
LOFEIZE > Th AML ATEGTFEIRELHF TS
=T eHHTEIEIIRI LTS, T obbRiaT
RR707 7 A MERILHLWRESM BTN
PEREhAZ &I h B,

WD Iz owTh, Alizadeh SIEDNAT7 LA
AT Hodgkin ) »/SED 12 THEUFANKR

M) Y NEQFH 2 FETIEOHREEZAA TS,

ZOR, UTABKRMRY Y lciziglah.LB Y
YIRRICBEFRBENAY - VAU TV B EELERLB
VU RBRIIP T B ESFETAILMREN, Lid
MHENTFRICEELEFROONL AWML -
Fro ThbaiEH{EB U w25
YAEEDS FAETFR(16 %YTEBP LB Y V2R
ARG L) Y EREDEN(TE %) ICHA
THERKEwWI b o2 (F1). 2O LiZTDNA
<4 207 b 41l & 284 T¢Ik Hodgkin EEY 3

Rk 1 7/ LBIE

DI T 7V —THPRERTELZZE, Lo bEDS
WO TFRIECHERLNRE GRS E2RRELTE
D, SHROBERDIHFIIBETLZDNATL 707 L4 D
LA R LA DO LTERERV.

% 54 B BilE (multiple myeloma ; MM) & CD 138
BRI AR O THSH, Zhan B2 MM P
DFHRIFHEARTFCENT S ENT, CD 138X
TET74 274708 TEGEZMLLT LA
T2 {To T ah, RAEMICHESH 318, MGUS &
BSHBIUMM BE T4 ok b REMBE &
#{t L, Affymetrix #£® GeneChip HuGeneFL + v 7
(~ 6800 MIETFIIT L B EBRET o7z, THHRET—
FEECIMM Y 7L OREREEETLE, B2
RENZEHIKEMAELEEOY TSV
(MM 1~MM4ZPINBZ EXFWPonIZho7z, L
% MM 1 i monoclonal gammopathy of undetermined
significance (MGUS) IZft bV ilfZFEH 07 7 4
VESB, —FMM4 7L — 73 REMR R R b
HERLFazrAvEbo2l EbRahi. Tabb
MMRAGIRLHTE 4 T7HEBEOTHRIZV 7T 5
MREERPRBRENT-OTHS.

BIZF Z RIS

M ADRIAESE - BHICb O T HE 0 ER
REAOEOLERNLY ) WO - BEORETH
9. MY AORFIEFBEAMTESICFE L CRR
{, MrErrruagryrra—h 7T AN
RELEERFOEVIFETLIIEFMONS, £
B2 EE CHARAONT L HIC & - TEA OIEEES]
OEEFHY, BHICHIMICRERR, FAILEA
OEMNEBRXHLEEbR S, —HELH (single
nucleotide polymorphism ; SNP)#3EEIZ LD 2 &A%
£ws, TSNP 2 FURETFRIIOZEFEAD
BENEEZRELTWLETFHSMS.

SHONMKREERICBT 2 METFERUSRFORELE
#id, BARTHDZCEEAORERAREOTAITH
Zen, FREFTI/ ) o FRANOBEREIE

IGE - 820 - R Vol9 No.2 2004-4 (183) 57



mmmmmmmm
NNNNNNNN

b =

W M0

_______

P

TraTowey

T MM3

MM4  C—— > MMieH

2 MMBREHIAOBGEFER/QT7 71 ILICE SR8
MM 22 74 BI00EES CD 138 RS C 51 5 MEERB IO r A A ERIEY L FLORBEEERLALZA, MMI~MM4 ETO4HEOY T4 1

FILKEHHANBIENFTRENE, THMM 12 MGUS O CD 138 (i8R

{ILEHD.

BICHEED S 59, ERRSONEEESELLOERTD
A —WBOBEORTHE, FHALEFTOER125 K
V— A RNARIEFIZAISSS GERNSH S L EEDH
BARIFETHZ EMbhoTHY, Z0LILEHLED
LA LOBRET LI L TEEHORERR/ARIZE LD
LM ATHAI.

—HATR MR & BIRT A LT BIEFSEIEER
BIEMIEA Ve LB THSS . HRMIETHICERIER b
VAZEGERTWARETSH ), EEERIZEIOL
3 HEBALIRED SHIZ T 51k 4 R A D S A LPFET
5., FORENLGLORIVSFF L EFBLLERETR
<Hh, LHTh glutathione S-trasnferase (GST) iXE
EARNEELTVBY, GST IR EERITT # b —
AWTFTHY, HESLMBOEMRIZBWTIZTEL
72 GSTiEfkIC & W MA A WA %5, LA GST#t
EF773)—REEFEREARERIETIHLRT
BY, HEFORIRE, RE2SEEESIUERFAIEE
PLATEMELTWD, RO IERRZYE - AR
BEFERCHTAEANHRSANENZETA—FE
Lo THMeZITh, L) k)RR LEDrLTHN
LOTIRBWIES I,

3)

58(184) % - S - BB Vol9
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PAREIO7r AL ERS, MM4GBMBERGE LML TOT

(3TmA 7 £HTE, 3R

o C ) bl

b AOTEMETIHER LTS, FICHFET
ARIEFOSHER I ATHCHRASA T2, h
3 C EET] IR0 b [HHE 22— FT5 7]
YEZOHRTWRY, B L ARKK% mRNA *
- THEB % I— FTHHMERF 2 [EEF]
BOTELHEET I L bbhoTELY, TR
b OO microRNA L IFIENR D 20-30 ENFE W
RNA DG B o EHARELFH-THEELTVE S
L., eI a7u¥ ey PORREZER - LE~
TA—FRy 7y AWMERF MG T TNV TH D,
COFHFOHERIZBNTEDLYVENSE L OTRASR S
haZbafiflion,

X #®

1) Duggan DJ, Bittner M, Chen Y, et al © Expression pro-
filing using cDNA microarrays. Naf Genet 21 | 10-14,
1999

Cheung VG, Morley M, Aguilar F, et al | Making and
reading microarrays. Nat Genet 21 . 15-19,1999
Bennett JM, Catovsky D, Daniel MT, et al . Proposed
revised criteria for the classification of acute myeloid
leukemia. A report of the French-American-British

Cooperative Group. Ann Intern Med 103 | 620-625,

2)

No.2 2004-4



4)

5)

6)

7

1985

Golub TR, Sloenim DK, Tamayo P, etal : Molecular ¢las-
sification of cancer : class discovery and class predic-
tion by gene expression monitoring. Science 286 © 531-
537,1999

Yagi T, Morimoto A, Eguchi M, et al © Identification of
a gene expression signature associated with pediatric
AML prognosis. Blood 102 © 1849-1856, 2003
Alizadeh AA, Eisen MB, Davis RE, et al  Distinet types
of diffuse large B-cell lymphoma identified by gene
expression profiling. Nature 403 . 503-511, 2000
Zhan F, Hardin J, Kordsmeier B, et al : Global gene
expression profiling of multiple myeloma, monoclonal

M - ®fF - BB Vol 9 No.2 2004-4

8)

9)

RE 0/ LEH

gammopathy of undetermined significance, and normal
bone marrow plasma cells. Blood 99 : 1745-1757, 2002
Roses AD ° Pharmacogenetics and the practice of med-
icine, Nature 405 . 857-863, 2000

Relling MV and Dervieux T : Pharmacogenetics and
cancer therapy. Naf Rev Cancer1 © 99-108, 2001

10) Tew KD : Glutathione-associated enzymes in anti-

1)

— 156 —

cancer drug resistance. Cancer Res 54 © 4313-4320,
1994

Ota T, Suzuki Y, Nishikawa T, et al : Complete
sequencing and characterization of 21, 243 full-length
human cDNAs. Nat Genet 36 . 40-45, 2004
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