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PR 14 4R ARECRFFHEE AN B TSk &

Wl = > 7 VN> A BRI D A & BEIRIFIEEEAND S H

% H &

FEPRIRIE, —EERAET % LiRlhNEETH O, HEE
JiE « BOIE « AR - BAR - DS 7R E OB HEZ
FlERTEHEREBEMRE TS 5. F, Hilzxh
PRIGDSEUREIN 7 T a—F- & LTA VA V=D
9% [E B A N AR EABRN TR S B TR L &
9 &9 5 HEREIC X B HEIRIRIAEEOUGEEIC K E T
FMHAXEENTED, ZOEDITFFEHKOFEE « 21k
MRS A EMANRTHD EEZBNS. K5
&, EinrRE Y A HOTHEBORE « 2{kD L
S REDFLNVTHIAL, X SICHRBEGREE His
LT FAEEBROERDN SERICHNEREES &%
HinE LTWa.

FAEEERIC X D HERIBE 21T 51, K B A
Ok ZRBEENTaI Y ba—)L L, FRE LD
T FEZ NS B END D, bHLHR R B A 1 D
Neurogenin3 (Ngn3) (XN HIAE - B A E RO FE
BICEETH D, FITHEOTHIERIE TR R
WRHHEND. DT LIdNgn3ZFEH9 % a7z [\
ETENL, BRI Z B TE 5 L2
L TW5. ZCTHELIX, 2EADCEHR L 2EE
FRES T AZERL, AkE X UEERE N Crii
B 5 B IR EDE =2 ) > 7 % AlEEIC T 3R
TS AT WEHEST LTz, SO AR, K
i A 73 0D i B U R BRI 6 B 9 % Ngn3 i AL 1
ORI R Ik aaE X > 8278 (GFP) & AL s 1
SV40 T —ITHUR (SVD) 2, EHICA VA Vil
O RIS HREOENE R 7878 (DsRed) ZHBT % 2
, GFPTHGE U 7z niBiHifez £ RN TSVTIC X O 1
T & % &I B /b T % LR tED e 2 7T
DTV T IVEALTHE B Mk 8 4 Ofifia L
NIV THHTESZRETHS. TNHDIT ZDMFEND
R, LS ORI RO IR DM D1EIED
BIEEN, KMBEREDIK T EES VT IUN A ED
HOMRER AR BIR S Nz, S HICHRENT &
IZ, 554D B354 VOEERIMERIERICE
WTA0%LL R THBH T AL, B -+ f5lEI
I RARHOCBAMBS IS R T GFPRIE D IS ORREIE ik
MEHHN, HITEM - FIRORK & & &I g

A AT (g RERRE D A AR E)

DI F 172X EREDIE R E N (AR S N, il
AR O AR R DR R, NS DAL
SVTHiAS X CHINgn3HUA TREMETH % T & DR
SN, A VAV URCA19-97% & DIERKN s E 72
I AR B I HRE RS> Z DD NG~ — /71—
DFBZRDIV. H1E->T, T EDEEMIA KD
AR RIIIC R L T B T eI T D, &5
I, 2EHDAEEROBEE T ZE < 7 A3k D GFP [
DsRed B2t DM 2 ifa i DB, —aF 27
2 NEE N ORI #7217 - 72455, DsRed
MO BIRE Nz, 3kbb, CDT Lidfk
NTHE T % 1 B AR b2 B E N TY 7V 2 A L
THHTERC L ZRBLTED, B %
fToTW5.
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2 Matsumoto, M., Hisatake, K., Matsumoto, H.,
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(D SVT/EGFP l (H) DsRed2

anr |
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&F
<
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=1
>
(@]
<

RDHE. O FROFOER ISP (GFP) F SV AV 2 =w
(Ngn3pr-SVI/EGFP) ¥ 7 A D{EH D~ ADNgn37%
FET ZuiERAALIE, GFP & ARIE{LilE 15 7-SV40 5 — P THi
i —EBYEIC R T 272, BAGE U 7= B sk AT 2 S 4 ik
HE (VY —%— FACS) THHEST 2T &N TES. &5
WCCre AV F—VEREHTZT T/ IA4 IV A R[NV
Cre-LoxPY A7 LEHWT, THiE & GFPEEF2YIRT %
CETIEFRBMBOMEENRETEZEEZONS. (DR
Ot 2 > 7878 (DsRed?) (Ins.pr-DsRed2) < ™7 X OEH

A VA VBIETF ORI T T DsRed2 % 3B 4™ 2 385 Tl 2
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=7 A KD B L Rk maic X o BANT, F
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PRI AARGERRFHEEEMITE B Mt &

CHIF# ™ A )V A (HCV) Icxid 5 CTLY 7 F > DB :
HILA-A2 transgenic, H-2 class I knockout mouse %z f U 7= HCVREE Y
CTLEA S L DS

H &

pavi
>
7

[#8 S)CHFRYAIVA HCV) BEYIEICHB WV T,
MRS EMETHINE (CTL) & A )V ZABRE IS L7
WEZHS. ULHL, ZOPUREEHIEN S X U
HRENEMTH %78, HCVERMCTLZ R X <
RET BT IFIEEE RV, FLlE, HCVICHT %
CTLY 7 F > 7z[i%d 5 HIWT, HCVHREMCTLZR)
RELFET ZRETEEITATHRAT LTS, &
A& E, w7 TURTERHIIE T H 2 BRIRAIT (DC)
I, A2 T T/ 74V A (AdV) Z W Cin vitro
THCVHBRZE F—T7 %R EEE, ZODCZIT A
ICRIET B ENERTH S T &r L7z (Vaccine 21:
211-220, 2002). L/ L, TOJjiEE, DCEHHET %
L& FMDBINS. T T, DCEREbRWEE L
T, DNAUYVF i3 &l Liz. DNAY 7 F
E, RS L MR RIS O S 2 EE T X B,
fiff ek ik LCTHEREZBUTWS. LML,
RIERENRENE L JTERUET A2 0END 5. I
T, FUREAEFHT 2DNAT—XGE L, [HUHiR
BT HHAZ T AINVAT RGBT 2, T54
Ls T—RA MUBEDBFE I NI, 2D 51, DNA
TOF DR UAEL DML L, HIVIEYYE
TIRBICEREBDRE > T s, L, 518
Ra X85 d, HCVaAV EAERET S 75
A REThIMfEZAET SIL-12R 75 X2 R iR
BTk, “XGEL, HCVa 7 EHZFBId % AdV
TE=RGET AT ET, R KX SHCVa 7 REECTL
MWAETE % T & &M LT (Vaccine 21: 1629-1639,
2003). L FOEBIZEFEO I AZH W28, <
7 ZOHCVEFRN CTLM G2 iR Tzl E e, Kk
WEROEFEE LT, BihofuE ik Te hOHCVERR
MCTLENR X FFETEZ N E S hEFAXRZNE-
S 7z &, N A — USSR © Lemonnier {8 113~
RN N G

2 i BRI G R R R 220
HEIRFTeE R Bk

TAMHCY S A1k 24 7aszma7 ) (f2m)
/w7 LYY AL RMHCYZ 9 A1 D—D
TdH5HLAA*0201 £ b b B 2mizFEWVNT b T
VAV Zw IR AL HHD~Y Y X) . T
D= A THERIGTEDN E < EEOHLA Y
AL RS VRAY 2= I AT LWREEMED
STOHCVEFIC N LT & HLA-A2 it D CTL K it 7%
FETBHLENTES. ORI ARHANT, AL
TIEA) LW A S, IL23, IL-270DODNAY %7
FUCBTZT I a3 MHIRICOVT, KU, B RE
SRS & N7z 24 50D HLA-A*0201 B HCV R T Y
— T ORPEEFE DV THRET L 7z,

A FLWY A MAhA Y, IL23, IL27ODNAY 7 F
BT BT Y a3 FEIFRICDOWT (. Virol. in press
2004)

(B8 EER] B, 1112 & HER - BEREMICHLLS
294 Ay, 23 IL2TH 3R E Nz, IL23 L
L2713 1012 &[RRI, MR PR % 1 B 7 Th1 Al
ZRET 50, ThIfifdDZNZ N % LR IC
AT 55N T3, Fiz, L1213 CTLAEICE
EhEE 7235 L 3E L DML TRENED, 1123
EIL27TIEDWVWTIEHE D Dh > T, FHiald, L
WD T T AL T— A MIBEICEA L T, 1238
K OIL27 WHCVEF R CTLEEBIC N LTV 23
NN BB E 5 R L.

(MR EAZEID) TR0 FROHHD Y A% #[ L
7. 2) fudE c HCVEHAF B 77 X 2 R & 1112, -23,-27
R I A ReZnZREC2hfiL, Z0t%,
HCVEHZHHT MU ZT T/ TAINWATT —
AUz 3XRTF R BEHIDOHLA-A*0201 B # HCV
HRARTF R7EEZ M Uz, 4) CTLIEM: @ fuyi
2— 331, MHIEZ in vitro TXTF Rl L, *'Crif?
BEERER CHIE U7z, 5) CD8(+) /M IFN- y [
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fa o g~ PRI X T F R b B SRR
L, 7a—Y A A MY —TH#lE L. 6) ELISPOT :
IFN- y pEAE MR %% ELISPOT: ClllE L7z,
((EREERIHCVEARK TS AI ROATHRIEL
e AT HR, 11412, -23, F£B-2058 TS5 A3 R
IR G L= AT, HCVE S CTLOAED
WERE Nz Fhe, 112, 1123, IL27 #REYT THRET
BT ET, HENART I aNY FIRAR BN, &
5IC, 1112, -23, £72E27RH 7T A 2 RO Bz FHhi
I S (prednjection) LC, HCVEHZHIHT 3
AR T T/ IAIWATHRIEST S &, HCVEREM
CTLOEEMNMER I NIz, Hit> T, 1123, [L-271C 1112
FREHCVE A CTLEAEIC S W T 7 Y a3y MR
MHBTENREN, TIAL « T—AMUPEECE
FA1L-23, IL27 DR ED RS E N .

B) 24fEHDOHLA-A*0201 B HCVHDR T ¥ b — 7D
JEEMEICDNT

(B8 EEHR)HCVOCTLY 7 F YV FDI-HIC, &
FTEZLOHCVEHKIZE h—T7HEE T NT. FFic
HLA-A*0201 iZ A MICIR B RE 2T =K 7 U —)ILT
BB, 30fHEE < OHLA-A*0201 B # HCV Hisk =
ER—=7HEDh>TW5. LhL, hROINWT Y
FUCT BoIE, REEEDOHOWTIY h—7, F
BOBRIF YR N—=T M REND B, A
7T, HHDY U AZAWT, BHCHRE TN TV 5
24 DO HLA-A*0201 Bi#H HCVH R T ¥ b — Tl D

T, CTLORSM, KUIFN-y FRIEMIIEE & » Wt
L, RIF Y PIE b—T 2L

(M EAZE] D VA : HHD Y AEH W, 2)
XU A EREIE %2 GM-CSF & LPS THi# L DC %
EE LU=, FUTC, A RZ T T/ A )V A% in vitro
TRBETE THCVEHZ RS, U AEENIC
HEH LTz, 3) XRTF R BHIOHCVHER T F K 24
f#¥H (core, 3; E1, 3; E2, 3; NS3, 5; NS4, 7; NS54, 3) &
Wiz, 4) CTLY w1 @ g2 — 3%, HMildZ in
vitro TXT'F R L, *'Crilffihs © CTLIG %
7 U7z, 5) ELISPOT : % U 7z~ A RAIHa 2 5% L
NXTF RTHIM LT, IFN-y LM% ELISPOT
ETHIE L. 6) ffMNIFN-y @ fs Lz A
A& T F R & —HEIC SRS LT, CD8RMEA
FINIFN-y BFPEfiia 2z 7 a—4Y o4 ~ X b U —CHlE
L.

((EREZR] 4FFHORTF KD S BN, &
CTLIEMZ R LTehy, KGOS TRV Y h—7
EBAEAEAE LTz, T i, ELISPOTY v+ A 2 Flow
cytometry DFEH L 1ZIF—E LU zH, 7ahicid—8 L
BNEDOEFEL. BIEHHD 7 F <X —T&EHIC
ftih TH 5. HCVERIZEARTHEZEICEH S IGED
HHTEMMENTED, TOXSITEBDO RISV
LV =% LEZLTHCVEHDD DICHIHE
ELTHHTENR, RIS LLBETIFICED
2% ElbNn%.

© 2004 The Medical Society of Saitama Medical School
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RES
TR 14 ARGCRRIIBEADIE B IR &
KHEREICB I 2T ARART T I V2562 %
FEE IR P A I DR )
2 H OB OKH E— GGRERRAN S - HEAREAEE)
WEmgeE S =, ok B0, we?
= TH Tl PGIZAKICHRIAV AN Y RTHB Y7

FEATOA RREREFA (non-steroidal anti-inflam-

matory drugs, NSAIDs) IZ {3 73K D HE 28 $8Im 1E A LAY
I BRGSO R s O FE A 2 i 9~ A ME R AVl &
hfwé.mmmm7n1777///@®Am%
RKTHH ¥ ruaAtF27F—E (COX) ZHfl L,
B ZBHES 5. NSAIDIC X % B Kk %ﬁ%rﬁ
AIIHNC PGEKINHIMN ED K S ICBD > T2 M
B L Cldiamh d 0 EOBMIZH S M TN Ty
B, BEMEDOCOXTH B COX2LhEE LM &2 LT\
HENREEINTVS. DNDONWEIKEZTTELE
DRTFEIRZNC BT 5 COX-2 D oy T 72 ik b 272 H
WTHET LTz, & 52 Z ORRENI R E|7% cell line 7 [
WTHET L7, DLMIC SN S OO EZ /RS, AL
AREL RS AP B DB 72 4 5 .

oEhER

1L.H & RGORHERAICIB T 5 COX-2DFH

KIGHEEOHIEIRZE TH % b N KIGIRIEIC BV T
COX-2 3 &m FOMEMIRC~ /a7 77—
ﬁ%ﬁbfwt KIG TR RERY =132 < D

BNE S NHBINYIBRORFRICE S RV EN S, §
@ﬁ%ﬁ&ﬁu 7&ﬁ@®amzﬁﬁ%ﬁﬁbn
BRI B OMIE R ) — 7 ClEORIGIRIE & [F
OREGER M FOMEMIEIC COX2 3 & 7R Tz DIt
U CHIRIE TR ERB B I o Fo. EICHEH
fia 7 S AR ARG U 72 COX-2 R BTMflE ~ &7
07y —T LifiE il & #E A 5N,
2. AR 72 B 7 s i 8 A2 - VEGF O PGIC K %
JE A

PGEZEP, - EP,PGXZ &A%/ L TU937HIME (&
*o7a7y—YDETIV) DVEGFELE 2 Z I JiiE

D) WEERRSAHEEDS - FHEARAAE, 2) REERREREER
Ptz > 2 —WHEEM

ToAreAa7aANERNICIIIOAT 77— D
VEGFEAZ i X &7z, PPARy DV H Y RTH %
PGJ,iFE KT~ 717 77— O VEGF L7 BIIC T
HEEZHT=H, PPARS DV 4 R TH 5 PGLiAE K
C DIERMED S Tz, KIHEMIOR Tl PGE 2731k
PGIZAMAKD ) 7> R Tld7% <, PPARy & PPARS D
U A Y FICHEOVEGF A TTHEFEANED SNz,
&ﬁﬁ%%T%%bA:EFQWGxa%%ﬁ?%ﬁ
A N A 2 PEE IS S Z I E

LRIV R@EHEMCcE~ a7y —JickBir3
VEGF LT UHEIC B R 5 2 o T, LI LEDS
PGEIC X % e ARSI U7z, PGLAAEIRIC X %
BRI R 5 Z 7ah > Tz, [AREICPGODHEZ A
K29 BIL-6 - IL-8DFEAETUEIZINHIT % N2
BRENTBTNEDTA A1 2 DOEAETTEICIT
B 5 Z2Iaho Tz,

TIN5 OFERD S MBS FEE LTz COX-21d K
TIEKRGIRIED S KE\OE A E Tl IRET
7 GEEREER Y — 7O LERICE S5 L TWaH
WRMBENTz. Z O & U CidigEiie & Mg
ZNZTNOMBCFEE UMl - N PGRAEKZE
9 % VEGF EATTHEN I 5 U T 5 ATREEAVRIE &
Nz, JiEEHETH % LN € RIFPGOIRZ A
A LI VEGF A THEZ G U, KB 07t

e IS 2 ATREMER D 2 78, FHARREHE S 1% DRRE
THs.

MEREK

(D) F=assF

1. Ota S, Bamba H, Kato A, Kawamoto C, Yoshida Y,
Fujiwara K. COX-2, prostanoids and colon cancer.
Aliment Pharmacol Ther 16 Suppl 2:102-6,2002

2. Bamba H, Ota S, Arai S, Ban S, Shimizu M, Imai Y,
Kawamoto C, Yoshida Y, Fujiwara K. Expression of
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Cyclooxygenase-2 in hyperplastic gastric polyps. J
Exp Clin Cancer Res 22:425-430,2003
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Yoshida Y, Fujiwara K. Effect of rebamipide
on prostaglandin receptors mediated increase
of inflammatory cytokine production by
macrophages. Aliment Pharmacol Ther 18 Suppl
1:113-118,2003
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1.

Bamba H, Ota S, Kato A, Tokuyama K, Miyatani H,
Kawamoto C, Fujiwara K. Effects of Rebamipide
on Prostaglandin Receptors-Mediated Increase
of Inflammatory Cytokine Production by

Macrophages. 5 103 [0k [EVH{b2siR 222 (2002)

. Bamba H, Ota S, Arai S, Ban S, Imai Y, Miyatani H,

Kawamoto C, Shimizu M, Yoshida Y, Fujiwara K.
Promotion of angiogenesis may play a role in the
pro-tumorigenic activity of COX-2 during growth of
human hyperplastic gastric polyps, but not human
gastric adenomas. 5 104 [0] 2K [E 14 1L #8752 &
(2003)

R

1.

PEGHE, KEE—, Ik, A S, FRIEFE],
AT MfEE - RN T AR TS5 YV (PG)
ARIC K B I N 25K 7 (VEGF) PEAE D]
18 62 H AR =822 (2002)

AR, KHE—, higeE, b, =ailss,

NIAR S, SHATHE, BRI 0 X275y
> (PG) 2B A 5 I N HE5HEK -+ (VEGF)
FEAETUEMEICH T 5 LN ¥ RO, 5880
HATH L aRim 22 2522 (2002)

AT, KHE—, higks, By ilss, JIIARE,

AT, BRI KRR I8 B Il -
MNTaRA %75 0T 0 (PG)ZARRIC K S IME
A Bz B 5K 1~ (VEGF) 2 AR il . 55 13 0] H AT b

A FE A S AR (2002)

AL, KHE—, B8, SR, fFHE—,

A, JIARREE, &5 WATHE, BEIE A E5
MIfC BT M - MNT R AR TSPV
(PG) 3Z75AIC X % IS N B H9%E K 7 (VEGF) A
Hill{E. 25610 H AR 3822 (2002)

HEEARE, KHE—, higks, By ilss, JIIARE,

HHATHE, EFEA:E R REEICBT S
cyclooxygenase-2 (COX-2) DOZH|. 5 44 0] H A
{bdwis P RE (2002)

AT, KHE—, BN IS i O34

HEFRIC 3313 % cyclooxygenase (COX)-2D 7|, &
89 Al I ASTH L 289 F=H8 22 (2003): T—2o > g
T RIED D OFE SR R A M A D

|

AEEARE, KRHE—, higks, Baviliss, S5,

NNIAREE, fE7GEA, & HTTHE, BRI KIE
FELEHNHNC 351F % cyclooxygenase (COX)-2 « 71
ARG S 2T (PG)ZERDILE]. H514 [ HA
T b AR FE A 22 23 22 (2003)

AEGARE, KEE—, Hr -, A, s,

SHsErd, AR R, E/GEA, &5 T TIHE, BRI A]:
5 745 1 B 1) B cyclooxygenase-2 (COX-2)
FH & IME . 55620 HAKE FZ23 K023 (2003)

AR, KEE—, SHTEE: HEERo T €

TRy g BT B E LT Dcyclooxy-
genase-2 (COX-2) D . 5545 [0 H AWML sk
R (2003) NIV T 4 AA w3 V8 Kk
DR EL T ET IRy gV

Q) AR
1. Hiromi Bamba and Shinichi Ota. Roles of cyclooxy-

genase-2 in the development of gastrointestinal
tumors. Recent Research developments in
Recent Research developments in Biophysics &
Biochemistry. pp345-362A. Gayathri. Research
Signpost, 2003
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PR 14 4R ARECRFFHEE AN B TSk &

HAEARMAEMICHSIT 2%

JREERATICE Z %

H &
Al e &

KT I

SR

\

N

[E BIHEASRMEEI AA) O T1#%IE e Hfi ik
DA K D WFE LD, —EORERN BRI
MGk B 7 9 % 2B 86 s (AML) S5
iR ERE(RE MDS) ICB1TT 5. S A, Kb
HEAALIBI O F R 2 0 RIS, T RIARERIC BT
BREURRZE D — 1 — L #E Z 5N % Premature
Chromatid Separation(PCS) ™ H! B4 & & [ 4% FISH
B X %1,6,7,8 17 Gk D FLE M & DOFHBY %2 Mt
Uiz, FER, Ttk W nic B = ED -
BEA341) T 1ZPCSIZ24.24+9.0 % T, (- D7.0+
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T 5D, ROEEEONRIEEEMET-6142%), —1
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+1(16% ) Th v, 7a—MWREBITRICIFHT S
REREENEZ o7z, LEX D AATRYIZIFLD
RaAARZEMRIC K D BV 7B EEDRETVS L
EZzbNhiz.
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DL M E NI, ROfREE ONGRIE—7:501 ;
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DFEFITIRAERSATIC /e > THREREE D IR
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Table 1. Patient Characteristics and Results of Interphase FISH and PCS Analyses

Patient No.|Age,y [Sex |G banding Severity |Therapy RestoTx | WBC |Neu Hb |[Plt |RBC |Ret |PCS % [No.of Meta |Aneu |+ 7(%)|—7(%) |+ 8(%) | —8(%)|+6(%)|—6(%) [+ 1(%)][—1(%)|+17 (%) — 17 (%)
SM-P1 68|F  [46,XX[20 non S CYA NR 2400/ 960| 7.5] 1.5| 202| 5.25 2 50|no 0 0.2 1.1 3.6 1.1 3.2 3 3 0 10
SM-P2 64|F  [46,XX[20 non S ATG+PSL _ [ND 2460| 934| 7.3| 2.4 212| 4.35 7 102|no 0 0.6 0.5 4.5 1.5 8.5 1 3.5 1 11
SM-P3 83|F _ [46,XX[20 S CyA NR 2240 531| 5.7] 1.2| 152| 1.98 10 20[no 0 0.2 0.4 8.2 0 3.8 1 4 0 10
SM-P4 77|F  46,XX[20 S CyA NR 1270] 240| 5.3| 0.4| 173| 0.62| 15.4 26|yes 0 0.6 0 9 1 10.1 1 5 0 12.5
SM-PP1 5F  146,XX[20 non S BMT NR 5170| 1225/ 7.1| 3.9] 208| 2.13 20 100|yes 0 1.9 0.8 3.9 1.6 5.4 5.5 3 0.5 7
SM-P5 21|M  [46,XY[20 S ATG+CYA |RES 2880 345 4] 0.7] 119| 0.96 27 44|yes 0 1.3 0.3 8.5 0.3 21.5 0 3.5 0 16.5
SM-P6 51F  |46,XX[20 S ATG+CYA |NR 2380 595| 6.1] 0.8] 179| 1.29 5 30Jno 0 0.8 0 4.5 0 7 1 3.5 0 11
SM-P7 32|F  [46,XX[20 S RES 1570 471| 6.8 0.9] 193 5 20 50|yes 0 1.1 0.5 3.5 0 4.5 2.5 2 1 6
SM-P8 71|F  46,XX[20 non S CyA RES 2440 854| 8.1| 2.5| 269| 5.7| 37.4 91|yes 0 0.4 4.2 8.8 2.3 8.3 2.5 3.5 4 11.5
SM-P9 74M  146,XY[20 VS CyA ND 1070 43| 4.5 0.5 129| 0.4] 30.6 49|yes 0 0.6 2.5 5.5 0 15.5 3.5 6.5 0 11.5
SM-P10 47|M  146,XY[20] S ATG+CYA |RES 670/ 312 5| 1.6] 159| 2.04] 19.2 47|yes 0 1.6 4 4.9 3.6 7.1 1 4 1.5 8.5
SM-P11 68|F  [46,XX[20] S CyA NR 2700] 493] 7.1 0.9] 242|0.097| 30.2 63|yes 0 0.2 1 2.8 3.2 3.7 5 3.5 3 9
SM-P12 45|F  |No Analyzable Metaphase |VS ATG+CYA INR 1050 73| 4.8] 0.3] 185/0.389 0 8|no 0 0.4 0 9 0 13 0 2.5 0 12.5
SM-P13 71|F  46,XX[20 non S CyA NR 4390 1360| 7.6| 2.3| 262| 1.73 23 61[no 0 0.8 0.5 4.4 0 5.9 0 4 0 12
SM-P14 61|F  [46,XX[20 VS ATG+CYA |RES 1440/ 115] 5.1 0.9] 163| 0.88] 33.3 24|yes 0 0.4 0 12.9 0.4 18.4 1.5 5 0 15
SM-P15 42|F  46,XX[20 non S ATG+CYA [ND 2850 660| 7.5] 0.7| 244| 4.94 15 20|yes 0.7 1.8 2.5 7 1.5 13.5 1 5 1 12.5
SM-P16 66[F  [46,XX[20 non S ATG+CYA |RES 2750/ 853| 6.6/ 5.7| 190| 3.09| 25.5 55|yes 0.8 0.4 0 13.1 0.5 22.3 1 13.9 0 17.9
SM-P17 38|M__ |No Analyzable Metaphase |S ATG+CYA [NR 1580| 284| 7.6| 0.7 251| 0.3] 6.5 62|yes 0 0.8 0.5 14 0.5 25.1 0.5 10.4 0 19.9
SM-P18 34F  |45,XX,-5[1]45,XX-19[1], |nonS CyA RES 2090| 690| 3.8/ 1.4/ 103| 2.47| 34.4 29|yes 0 0.2 0 7.4 0 10.3 0 10.4 0 11.9
46,XX[18]

Severity was defined according to the EBMT criteria. VS means very severe; S, severe; and non S, non severe. Res to Tx means response to the indicated therapy at the 9th month,
evaluation was performed according to the EBMT response criteria. RES includes both CR and PR. ATG indicates antithymocyte globulin; CyA, Cyclosporin A; ana, anabolic
steroid; BMT, allogenic bone marrow transplantation; WBC, number of white blood cells per 10°/L; Neu, number of neutrophils per 10°/L; Hb, hemoglobin concentration (g/dl);
Plt, number of platelets per 10*°/L; RBC, number of platelets per 10*°/L; Ret, number of red blood cells per 10*°/L; PCS means the percentage of metaphase with the premature
chromatid separation in the total metaphases analyzed (indicated by No. of meta); Aneu (yes) indicates the presence of aneuploidy of chromosome 1, 6, 7, 8, and 17. Percentage of
nuclei with triple signals or single signal in at least 200 nuclei studied by interphase FISH analyses for chromosome 1, 6, 7, 8, and 17 are shown respectively.
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27.0%) FWVWINEFHEHEPISTRISEZIT5.0 % 1<
JKRLTED, 9 BIHIZAAFHMEHICPCSOH 5
(34.5%) ZFBDT-. FIISTICH LTRSS R UTNE
B TILEPCSEE DM it LTz, £ 1202 HEPCSH0% T
B o TEBNZ, ISTAIGKE, 46% I ERLI10 7 H &
WD R O NI B G R B 72 £ 5 MDSIC AT
L7z, MDSKEA7#13PCSIEK R L€ L7z (Fig. 4).
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Fig 2. PCS Metaphase of Bone Marrow Cells in Patients
with Aplastic Anemia and Healthy Volunteers. Box plots of the
percentage of PCS metaphases are shown. The boxes extend
from the 25th percentile to the 75th percentile, the lines
indicate the median values, and the whiskers indicate the
range of values. Statistical difference was evaluated using the
Mann Whitney U analysis.
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Fig 3. Rate of PCS metaphase are significantly higher in AA
patients with aneuploidy in comparison with those without
aneuploidy. Box plots of the percentage of PCS metaphases
are shown. The boxes extend from the 25th percentile to the
75th percentile, the lines indicate the median values, and the
whiskers indicate the range of values. Statistical difference
was evaluated using the Mann Whitney U analysis.
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courses of patients with AA.
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EDOHE N E D > T2 (Table 2). F 72 —6 3 RIEHD42%
CEVWHETRED SN F-W2RPCSHY34.4% &
FAHE T B o TEH] TN T & T 1 7 BEED
RHHENTz. THICFiE. 3TRT K1, PCSE BE:
ORBRZMETT 5 &, fRFTREARDWNT NI EEE
TR T REA3H]) TIEPCSIZ24.2+9.0% T, (—)EED
7.0+88% I U THEICE M > 7z (p=0.007).

(ER-EHR

S E O E S, AA D K F TPCSH & il
(>20%) Z/R L, IBHEIOHITIEPCSME RT3 T

Table 2. Summary of results of Interphase FISH Analyses for
Gains and Losses of Chromosomes 1, 6, 7, 8, and 17

Normal Control

Chr. No. of Pts (%) Range, % Cut off, % (mean+/-SD ,%)
6 8/19 (42) 10.1-25.1 8.9 (8.0+/-0.9)
-1 719 (37) 5.0-13.9 4.3 (3.3+/-1.0)
-7 5/19 (26) 1.1-1.9 0.8 (0.4+/-0.4)
-8 3/19 (16) 12.9-14.0 10.0 (7.9+/-2.1)
-17 3/19 (16) 16.5-19.9 13.6 (10.7+/-2.9)
+6 719 (37) 1.1-3.6 1.0 (0.7+/-0.3)
+8 419 (21) 2.5-4.2 1.3 (0.7+/-0.6)
+1 219 (11) 5.0-5.5 3.6 (1.9+/-1.7)
+17 219 (11) 3.0-4.0 25 (1.0+/-1.5)
+7* 0/20 (0) - 1.0 (0.7+/-0.3)

Cut off values are shown as mean plus standard
deviation of positive rates per at least 200 nucei for each
chormosome aneuploidy from 6 BM samples from healthy
volunteers. *indicates that the values were obtained by
the highly sensitive dual color interphase FISH method
for chromosome 7 aneupoloidiy. No. of patients means the
number of patients whose BM cells are positive for each
chromosome aneuploidy.

ENHS MR T2 1,677,817 FE G AAD VT N
I BB R RO TER TIEPCSHEED E DME L,
PCS & Rtk SBUEIC A Z R MHBEBRMNED SN
7z. LU E & D PCSIZAAIC BT % RO A ARL @M% R
TY—A—LEZLNS. LEIARET BRI, 4°C
overnight TIR1E L 7o A TIEPCSIZFEDH S NEWN T
ES, RO FREDRIK TPCSERIMT % C
EEHREWC LICERTNNETHS. MDS°PNH
&V o fz clone MR R T T LIEHIR2 IR PCS K AE T
H > 1= MDSHATERNICPCSD A2, BB
PUEAA TIE PCSEMEDIREEN R L TV B T &5,
BRI HIHI TIEPCSIC X % Rk R E N BIE L
clonal evolution DV A 7 WX % & THENS. 5%
IFPCSIC & 2 Ytk AL e M clone MEIR BFE T D i
FRIAFICIR D 5 B0, SERIZ LR LSRR 2Tt &
L THETT 208N H 5.
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ZoLlisgaos &, bbIdMBEEL X U
BEHEDBILH T O 217> T &z, £9, MENK
BE5iE K1 (VEGF) ICiEH U7z, VEGF & & #EEH
DANCE, s@)7aiE &M roEER, AR Ric X
% IMEMZEIGEENZE L TED, MIEED3 DO
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bhbhid, ALR2, eNOS, MTHFR, PEDF (ifi &t
IR, TGF-B1OJREIEFIC DOV TEMEL

# S sl GG RERRZENDMW - BERIEAR A=)

7z. eNOSEEFICDOWNTIE, 27bpiE iR LERIB X
U'T(—786) C ZRIAHENEIEICIZBE Lis W & O DB BT
JELITEEICEEL TP, 27 bpisR LUREdH 25 %
ZWVE TN ERWVESINTIC B % T(—786) C 2RI
FRAEMIC 12 eNOS D RBUE FAD GNHEENTE
D, WNEZHIIED 5 EAE T N5 NO DK RO EBEEDFR
JEICEAG 95 2 EMWRMENS. BIfE, bhibhidE
SIS FH 7R AT 72 LB IRRL & O EEZ e LTIT> T
W5,

X #k

1) Awata T, Inoue K, Kurihara S, Ohkubo T, Watanabe M,
Inukai K, Inoue I, Katayama S. A common poly-
morphism in the 5’-untranslated region of the VEGF
gene is associated with diabetic retinopathy in type 2
diabetes. Diabetes. 2002;51(5):1635-9.

2) Lambrechts D, Storkebaum E, Morimoto M,
Del-Favero J, Desmet F, Marklund SL, Wyns S, Thijs V,
Andersson J, van Marion I, Al-Chalabi A, Bornes S,
Musson R, Hansen V, Beckman L, Adolfsson R,
Pall HS, Prats H, Vermeire S, Rutgeerts P, Katayama S,
Awata T, Leigh N, Lang-Lazdunski L, Dewerchin M,
Shaw C, Moons L, Vlietinck R, Morrison KE,
Robberecht W, Van Broeckhoven C, Collen D,
Andersen PM, Carmeliet P. VEGF is a modifier of
amyotrophic lateral sclerosis in mice and humans
and protects motoneurons against ischemic death.
Nat Genet. 2003;34(4):383-94.

3) Awata T, Neda T, lizuka H, kurihara S, Ohkubo T,
Takata N, Osaki M, Watanabe M, Nakashima Y,
Sawa T, Inukai K, Inoue I, Shibuya S, Mori K,
Yoneya S, Katayama S. Endothelial nitric oxide
synthase gene is associated with diabetic macular
edema in type 2 diabetes. Diabetes Care, in press.

kR RERKAN W - BERGEANR 2B
© 2004 The Medical Society of Saitama Medical School



