BERBHPARELY /L BEESETRESR

TREBNEHAL-SRAE N AR EOER.

BErEERBAMORIICHT SRRIE
PHRISSEEE—OARERE S/RISFETA12B

NKEZ2EHKIROBERE~DOBE
R LB KR ES EGVHDIEEE

WREFTF OB 4—
BgER. E£hEm

KIR TEF—TB &1 LBIEGVHDUIIY) H G ERBEICEIT DKIRE SR %
KIR T¥ b~ F@S:GVHDA e
HLA-A, B, DRI & B '

QHLA-C FEBRY KR FASE (e30)
DOHLA-C FRERUKAR ES (2o
(DHLA-C B (r952)

Acute G B —IV (0

=z BB 838 IENE

L2 ¢ 3:1 o BA&S, 2003

fZHT189RT

ALL 54 NHL 8
ANLL 52 SAA 13
CML 45 HD 4
MDS 13

KR Tzt BE F+—n GVED R =Z#%

F1] Gi1G? G262 20
GiG1 GIG1 0,
Filis
GVH R
GIGI GIG? 12
HYG ()5 A
GiGl1 GIGL 4
HE GGz GIG1 |} : O . 2 :
GlGl c2@: 3 GVvHD N2 Qv AN avHD  ERN
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ALA-C

KIR VA E(TIE B

GVHAROKIRIE 7R ASORE

Fe—

HLA-C

ERICHIR

80% 3

F+—KIR2DS2&GVHD

0% F
80%

40%
308 [
20%
108
ox

QVH{48)

mismatch(128)

HVYG(80)
match(22)}

@ avHO

-
*

<0, 00
*

PO G4

7

BECICITF+—GIG2(GIGL), 2052 Ettlis A LU OREE

KIRIE b~7R&FAE

KIRLE b—7RRARE

208
oy B N Flhet
=
zpszRMME | B8 esa

BA
= {5

C2:0wl, wd, w?,

C1:Cwl, wh. wh, w

8A

'Bxx 2%
119

HEH
EM{LDR2D52 BERFF—EEOUHFTBRINRIVF—F2RER
/M TITRBGVHD (3~ E)OREH BT, ZHIZE+—zG2 B
BT SNCRESRLGVONCRRATEY Sl HA Hh i (GVHANIGRT
=7 FREDNE) TOMRE SR,

SOTHERMENK RS ERLENEE,
B OHLARR OFR AN EELGVHDEBEYT L L B L TG,

NKMROTOEE EREGVHDES S RIFTI-GVLARE LD LBR S
hTubot, SEOMR > LEWELYH U OBS S # IS5 TRGVH
DRESERIY TEMRRERT,

k-1 14

HLAAARIZNA, KRXUF—T R+ OB 4R ELUKRR -T2

IYF—-RORSEERRTEEARGVHDREEBR T ST OEAM
bd.
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TRk 15 EEEEHENEWNE b M LA - BEERSIIREE
FEREE 2 RA U8R RS nSHIREEOER - B& LERUERER O
BESLICBET A M BRI

RAHFSA4 ve—h—2HWEY ) AT A4 RiRMEES R FOMRR

R RFEZH-FLEGRRER
£, B "R

fek. MMEBHREHEC BT 2E8EA T OWTIE, HLA ¢Boshiz~v A1 F—HR
DEBRICHRONA TN, R4l ¥/ ATA RIZEELERN 30,000 @O A 2
o754 be—h—2HWTEEFERBN 2TV, LYYV Me FF—DERIDE
RY¥. GVHD L)V EMREHEAOICEINT 228 T, GVHD K5 T2LEIHNE VA
F—HBBEAENRRET2EBE T2 L 2BME LT, 2E-BEOBMEITH. 23§
Gkl VB WTHEBEA M S T2 BETF 2 TR TRANCAE TSI L 2lHT
Wdo
REFCEBHENSNV 7 2B TCHRTIN NG EMEFHEHEREDO S 5. HLA-
AB,CDRDQ#ED 321 LI OWTHENEIT O FPETH S, B, TDHH» S DNA Y
STZVDAEDNERTH o= 100 I DNWT, 56 REMk HLA BZTFHRBN. BLUE
22 REEITDWTHIFZ 75T 5, |
FIHOFEEIEDODNTIE, HLA BBICREINEYA 70T 514 b~v—h—2H
WT. B GVHD & —H—D—BREZMIT Lo

HABGRERIEIS FF—. LIETY bOTA0
: B354 b BEO—REIL DL TOBHR

B hT4 P AR AN EETIORE

HLA-AB,C,DRDQ BEDELRARBARTH 1008

HLA-AB,C.DR.DQ R&OJEMMA B HNTH

2£44GVHD
oxX 944
[ 5 11811
nx 728
mnx 2448 : &% ‘
; 35 RS
v 164 HLAMIEIZ S 2 R LoD T A 2 OHF5 4 hT—H—Iz
[ 1§ 3z ;;‘_‘C&&&#&ﬁ-u\ FF=—tLY Py bO—-BEAER
2
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HLAE h%ﬁﬁkbwé_f— V/EI/F@?J&DT

Y5754 FBRO—BEICDWTORIF

SMGVHDER <% —h ——BFE

Marker AG=0(n=25 AG=1(n=25 AG=2(n=25 AG=3/4 n-=25)

7=, 822 BrEkicon Tk, RELED 13.0Mb 5 15.5Mb OBLEHTCHEI L=
4209754 b~—h—8 BWEAWTISHBN 2T o/, B 22 BREKICIE. #iED
HEINTWRWHHEBRTHERELELTBD., 2OMMEOYA 700554 bv—5
~—4 $E(13.0Mb, 13.3Mb, 14.4Mb., 15.0Mb)iC DT DB EIMAT Cld, BB —BE & GVHD
SIEE EOMBRE Wb o, . 15.5Mb HEOT—H—T, B L BHHRME
DA 70754 bERDO—BHS < RBITDON. GVHD DFEFE DI T2 5 [ b
BHENT LB ULRDS 154Mb (FEDOT—H—TRR HANERZEH. X 5I215.5Mb
DPOFUAPHAICHHELRL. BEIEZIT>o>T\ 3,

FEEID
"-SI&-

—_cy . N
e R S S R g

R
g




BAERBBEHRE L7/ L BEERSTRASSE
(GRS ZHALADROLENREHMBEOIR - PRLEBEABREFOWMICHMT SHR] B
ERISETAZE FRISEEFEWRILE (BN 4HEH—KRT+FRE)
EmHMAKBE: HSESHARTS

THLA-A24 M EM YA +—HE ACC1 A BHERBCRETEERORE
EHEAA LYY — R - BEAGES FELEH. ABfkt (REHFEAPREED)

1. RIS

B2 GE HLA-A*2402 12 L - TRRENS A F—HRIE — 7T F F (ACC-1)
¥ EE L4 L7 (Akatsuka Y, Nishida T, et al. J Exp Med. 197:1489-1500, 2003), ACC-1 13
EMAMRICERMNICRET S BCL241 OF 19 BEHOT7T I /BOSRIT L - THEE N,
FOULVOBRESTHEEEEL., YATA YOBAETRAEE LW, BEFORBNY
—Vh B HA-l R4 F—HEOBII EIRICHNTI2EMEnARBHEOE FHERED
ERr LTHERALEZANZ P, EEOBHAKO GVHD Z0BRZABIZ5 2 2BEIITY
THd, TITR*BFEMZEWBEE T - QMR IES + HLA-A, B, C, DRBI, DQBI it
{ZF8—3, HLA-A*2402 HRBEED 430 R7IiZ2WT, FF—BEHEMHD ACC-1 XHE L
BERBIOLEBNT ET -0 THET 5,

2. A&
ERBMEEEMEZECTI993FE1 ALY 1998FE 4 AFTOMIZELBEEHBMET
b 1,090 R7 EDNFIIZITEBINAEZDNARBO S b LD RGEH-TTIC
DWT.ACC-1 DBEFIAC Y I &Tl 12,9 4 € ZIZ1% TaqMan PCR 12 & % Allelic
Discrimination #£ % f W 7=,

3. B

HIESME GVHD ORIE, BRE, BRETR,. £FRELY, BEBLUFF—-0 ACC-I
DABEIDPDBEEZERED LM, > 7z, Standard risk DAMBKIZ AN T 2 HHE T
Kaplan-Meyer 352 L 2 BBREFEILATAGH TOPRIFLEmAEDONIL, FEER
e oiz, T, 2EBMAMTIIACC I THEARITFRATF LR 2D » T,

4. EE .
EWODBERMASFETEN TS HLA-A*020] BHAoREEMAREBHEIZEITS
HA-l OFHEDEEE, HESHE GVHD ORIEIZFS T2 7r2#HE L. BRERAETVE
THEHEHFEABETH D, SEHOFRTR, IVEBENOERBALIVEALKOYE L
EMmMFEMBMIZET S5 ACC-1 DTRHFEOEBEERF LA, BIEETOELI A ACC-I
DFREEHEFBERL GVHD 2 MT 32 WO ERIIEHTWRW, FLEMNROHMIZERD
IWRET D KI440223 BIZFIZa— F&Xh 3 HA-1 5 GVHD OREDENHE NS5 &
i, BEORERRMEF/SHBHFETISBERRHTR, LA ENAMBIIHRROIZR
BRe27A4 -5 TH->TYH GVHD OB E 5 HREEZREL TV 5, HA-1 28F
GEREOENE LEERWRLBRBCISA TV RETRENTEY., ACC-l #EMEX L
BFREHEL. BEBPCEET 22T (ThLEBHESMIZIZHSE L) GVHD
EERTLIIEUKHEBBREFHT I eNTEDEEXILND,
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Patients Characteristics -ACC-1

ACC-1 Compatible __ ACC-1 Incompatible 5 yaiue
Total No. of patients 285 55
Modian ags (rangs) 25 {1.50) 26 (7-50) and
Gander (donor / patient) ' 987
FIF 33 (14%) 8 {15%)
Fim 58 (22%) 11 {20%)
MIF 88 (25%} 14 [26%}
MM 102 (29%) 22 (40%)
Disauss 25
Standard fisk lukemia® 118 (45%) 22 (40%)
High risk teukemia ¢ 115 (43%) 26 (4TW)
Others (MDS, NHL) 22 (12%) 7 {(13%)
Preconditioning regimen .B62
with TBI 224 (85%) 50 (93%)
GVHD prophylaxs - 274
CyAbasa 232 (88%) 51 (93%)
K base 33 (12%) 4 (%)

*-ALL 1% CR, AML 1 CR, CML 1% CP

# :mome advanced staius than standard nisk

Probability of acute GYHD —ACC-1

100 Grade ll.iv
8D “Incompatible (n=55)
“~Compalible {(n=284)
&0
40
0 p=0,362
0

0 20 40 80 80 100
Days sfter ransplantation

100 Grade IIHY
8O Incompatible (nu55)
—~Compatibla (n=284)
6O
40
p=0.453
20
0
0 20 40 80 80 100
Days after transplaniation

Probabifity of relapse —ACC-1

Standard risk leukemia

100

High risk leukemia

Disease free survival —ACC-1

—_1 100 ACC-1
£ \ - - Incompatible (n=55)
Z 80 -~ Incompatible (n=22) gg - Incompatible (n=26) 80 — Comgatible (n=265)
a2 — Compatible {n=118) ~— Compatible (n=115) £ B
B & 80 3 O Tt
B R > T -
Z 40 40 P £ 40 L
3 p=0.858 / : 0,839 w 20
B 2| e B, = p=0.734
0 0 0
0 1000 2000 3000 O 1000 2000 3000 0 1000 2000 3000
Days after transplantation Days after lransplantation Days after transplantation
Multivariate analysis for factors affecting clinical outcome
Disease free survival —ACC-1 —-ACC-1—
Outcome and factor Hazard risk (95%CIl) p-value
Stand ) ! o risk | ) Grade 11-IV acute GVHD
100 tandard risk leukemia 100 High risk leukemia ACC-1 disparity 0.908 (0.520-1.577) 726
g\ Incompaible(=22) g [\ ZeemPaible (72 Reiapse
o mpatible (n=115) ACC-1 disparity 1041 (0.506-2.143) 014
=60 e W, 80 |
3 Compalible (n=118) I\ p=0.141 Risk of leukemia 3.1685(1.781-5.623) <001
Z 40 40 L ST
a o Disease free survival .
20 ACC-1 disparity 1.001 {0.648-1.546) 996
. p=0.176 o Risk of leukemia 2127 (1.507-3.002) <001
0 1:00 2000 3000 0 5 1?(00t Zﬂ:ﬂﬂm_ 3000 Pallent age 1.019 (1.005-1.033) 008
Days after transplantation ays after transplantation Donor age 1.026 (1.005-1.047) o7
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WRE 15 FEFEEAESHBEME v F Y L BEERSHAT R
TEEE% 2 F A L HRE 28 MBS OB - 6L EERREN ORSIICETOHR) #®
R 16 FEB—[EATFTH M
PR 16 7R 12 B

HLA-A24 #sitte~ o« - —HBE A EHUR (ACC-1) O@E# L GVI/GVH & DFEl
ABBT 1 FREM L, —FRR EEA ., FERE L HRAG L Engxe
HLA BF%ER 1, RRRMSAE L 5 —THFFT BPHMEEE 2 R RLE I BARE
MAERRAR ., BRIANAE 5 —ABE Mk - ABRRIARE ¢

A& AR LEE OB HLA-A*2402 M3MED <A F—HAEE IR (ACC-1) 23RRS
2k DREENR, BT RERE~OADTHEA TR SN TS, MEOHFESTACCT O
ffi{# 72 DNA typing ¥ & F OB ETHEES L UGN - H7H - Rlaf ToTEeEELHE
L7 (BEicHEE), SH. HLA-A24 #{#8 3 5 HLA-identical sibling & fu g2 MBS (45
#) To, ACC-1 848t & acute GVHD (Zpradelll) BERE L URESP L OEBER~:,
fiEbT X &

HLA-A24 #{2% ¥ % HLA-identical sibling [f3EbLEF#IR B4 T CyA+MTX % GVHD T8
EE L2iEm3EEER (N=45) #ffruRs L,

#EYT 7L

FEFIEAS 45 Fl &b le\ Tz, Sl - R - BIE LT L, MRS GVH S
MOES - FESH T gradell LD GVHD RIEL LS L UCBRBELHE L,
bR R
¢ Acute GVHD (Zgradelll) & #HE

ACC-1 7% GVH KB &iE 390 6, RiESE (ICH) 21686 Y. acute GVHD (=) @
RERITCHTT7% (3/39), ICHTI16.7% (1/6) Thot, MEEHICHEREIIRI T,
¢ GVLBEELDEE

M TOBRBLERETFRLRLL,

GVH FERBAHLI 6 IEFITHH DN, 2FERIEL 7, —HFEEHCiL 39 £l 9 Filic
BENE LR,

238 M BAEAE 6] (N=45) BHER SR A IR a-GVHD (=1I1)
GVH FaAE&E 6 0% 83% 16.7% (1/6)
GVH HFEEaE 39 23% (9/39) 69.2% 7.7% (3/39)

FHREEER (AML, MDS, CML; N=27)
GVH FiaFiEas 3 0% 100% 33% (1/3)
GVH 5FrE&e 24 25% (6/24)  62.5% 4% (1/24)

EZR

ACC-1 ® GVH FMAFAEEH T GVLHIRAGE LA HAMA A LA, LM LB LS EOR
WTIITESEAERD 2 +DRBIHNCIEL 2o, SHEFAEHTL GVL/IGVH &0
HEZRBT T OLENSH D,
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PR 16 EEFATMBEME v 7/ b - BAERSTRER
MERES & FIA Ui/t M MBI OB A - B& L BRRBREE ORTICET S5 5
Try 16 FEE—EIRT L E 25 .
‘ TrE 167 A 128

ALLELE - ALLELE ALLELE FHENOTYPE P ACC

TYPE OBSERVED . FREQ. FREQ. : FPHENOTYPE
aa | 22 A 0.516] 80.2% | ACC-1 ()
oG | 19 G 0.484 771% |

AG | 55 (GIG) © 19.8% | ACC10)
Total | 96 1.000 | ] |

ACC-1 OBEFHE - REBME (BERANRERNL ERE) n=96

ACC-1 T &FRE=R

Un-related
Pair

Sibling | 0,105 (10.5%)
Pair incompatible
HERX

X: allele frequency, Y= incompatibility .

@ Unrelated Pair : Y=X"2(1-X72), (Max: X=0.31. Y=0.249)
@ Parental/ Offspring : Y=X"2(1-X), (Max: X=0.33, Y=0.148
@ Sibling pair : Y=X*2(1-X)(3+X)/4, (Max: X=0.31, Y=0.136)

ACC-1 ZEM L 27 o B RIEIL, A*24 ORBFEES 45.8% L TD L &,
MBI TS 2UNBE XA,

BTET 5.5%.

1 FAfE T 4.8% 0

- NTICEATRTHD,.
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HERBDEPARE M/ A - BEERSARER

MRS EHALAYENTESORAREEOER - BROEERAGHONMIICMT SR M XERRE
FRISEEA—-ERRMAEIR 200378128 (L)

hFERE

B REER—&+FaEfdme

R+ —RIBET A F—REUGTZBIIORES L KT OBENEHIC AT 5485
LEEALAEE mEAE HE B, SAEAN. EE25E. BTN

F=RPET A+ —HREVGT2ZB17DRE
BLUEOERNDAIBT SR

BERALRFR DEAH HE W

€08 Cytotoxic T Lymphocyte (CTL] Clome PL8
o EMARISAD B Rt E@iidieninn
L2t FAlY )

V-translommed B cells (LOL) IZHL TIZERA R
M. B =EBVACLIEIILTHERM LA
ETIRV

HLA-229ICMEQETT

BAARLUSIGLAOHLA RS RERVACLO S 6,
21 (-8gc) L HLERISTADETT

Location of the Antigenic Reglon of
UDP Glycosyltransterase 2 Famity, Polypeptide B17 |

L
Coned DA .

YT

Gererane UGT2857(DAS o
LGIZEA7 oroen N X 4

Corsirpet | 152433
Lonstnet il 153593
Sprsirt 112973 363)

Immunegenicity of UGT2E17? Results from Diterential
Transcription In Recipient versus Donor Cells

SOty Afusy

I Rt ot LY
~ Do~ LOL
“# Lunos LCL - UG T78IT

3
E Tl

Reclipient Antigen Presenting Cells Stimulaie PLB CTL

Why Aubbass Aseay

FSP-PCR for USTIB T ANK

ey 1! |-
tiaibe 25 ||
3;5.;_;?833; E
IS
m’”"m * None Ri - Donor Act B satrs
LCL LCL twda ©OC
[ — e — — | Sormasater

Intraduction

T F - IBRET SR (mHAgs)
<BEERE NP RE
-BEFRRICLUSEREF S -MTAAS

FE/HRRIEND
*MHCEIKERENSATFE

RHELEERISAT 5 30vHDA BLL
GVLMEORMERY IS

cDNA Expression Ctoning of mHAg

Aecipmnt EAV-LEL  EONA SDMA Library Presmd vector
il — AERLTE cncsemg HLAATY

, =
Dt e
- - ~ N

e ro

o -

Antlgenic Epitope Recognized by PLOACTL
. Lty S

In Vitrg Cpiotomaity o Donor LGA
Pt ulluted with Synthelic Peplide

IEERE T T
Pepar toocariabon {bh

Absence of UGTZB17 Transctiption is Due to a Gene Deletion

UGB ee 3
P
S5P.PCA Prrgrs ioo wrov 1421
ey
558 PR Brmps e 1) He -
. . =
cT e spata e P

x ox .

wer

uaTiBtT .
)

Lre

GAFDR e ——— i —

Discussion

1 KRE ;- 747 -RBUGTRIIEGVHDMA T A —ERT RS
SesHEcTEan

PRALEUWTZRTE e LIS A TULLTF -
Gene Deteton Tyna Frequercy
CYPZAL Lvepage -
CYPDE CYP2
GST"

EREPF-DTRMARZACC L INALT L7 Ar -1 RN

LhASLLAY
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Malr SgeC5 M
T

[scfation of ¢ONA Clones that Canfer Antigenicity

¥ by perehictme ol PLA

Antigenic Epitope |3 Unique Compared with
All Other UGT28 Famity Members

Wembeny Gl rumoers  Homohogy Prpldes

uGTIaTy ATHTEN0 e AELLMIPELY
UGTES 4M75A 97 6% 1358 159%) AELFNIFFLY
uGTzan 4507822 B5 9% 11268 15931 ARLLNRFVY
uGT2N 45678 BEZ. (1158 15931 AELFNIFFYY
A507RZd BE €% 3611593 AELFMIFFYY

12860940 a 13571530 SELLKIPEVY
SIS w1332 t59y AMLLNIPFYY

59734 1565 6621 nor avalable

1558 kb ot Avaiksbiy

ot Bn U able

1598 723t ol availabig

€36 M2 113

UGT2B817 mANA Is Sefectively Expressed In the
Organa That are Targets for GVHD
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Introduction
CD34+ purified autologous peripheral blood stem

cell transplantation for refractory rheumatic Autologous hematapoietic stem cefl transplisntation(outo—HSCT) has
diseases recently bean developed s n potential treal_m:nt for refractory
rheumatic disease in the fight of the evidences such as remission of
coincidental rheumstic discase after HSCT for hematological disease
and the effect of HSCT for animal modets of rheumatic disesss. -
Here we report the results of CO34+purified autologous peripheral
blood stem cell transolantation{auto~PBSCT) against 4 cases with
refractory rheumatic digeases.

Medicine and Biosystemic Science, Kyushu University Graduate
Schoot of Medical Sciences

Kaji Nagafuji, Mine Harada

Clinicel course(Gase 1}

Decadron 0.5 me I e L 16 my
Case 1 Cinlo0rg  Prme—
oY 2.5 m g 1 50me m Q-CSF 450ug
[osse1] R.O. 54 yo. female I CY 2 3p BN ACVIN0ug

[Chinical course until CD34+ purified nmo-F‘BSCT] {| PASCH

She was diagnosed as SLE based on photosensitivity, DLE. positive
anti-DNA and positive ANA in 1980, She was also diagnosed as
systamic sclerosis dus to skin sclerosis, interstitial pneumonia{lP} and
positive anti-Scl 70 in 2000.

PBQCT

WBOEL 1)

PHixLP 1)

Since her digital uteers and IP were pot
responded to conventional intravenous
cyalophasphamide, she received CDJ4+
purified

Hb(g/di)

11 m2 wan ozan

auto-PBSCT in Feb. 2002, e ol
M-8 2178 — B0 (e
Pully 505 = 89 (atnl
—ES m= 1

Summary of 4 cases with 5S¢ Cage ?
[Case 2] RM. 54y0. female
came! oum? oased caved {dey 300 {Ctinical courss until GD34+ purified auto-PBSCT)
O H B4/ 55/ 68/ S4/F The patient was admitted to our hospital due to fever and skin rash and
mimtlw Diu:I uloer /P l“;ﬁ ol ;“ o :;m“ wae disgnosed as smyopathic dennatomyositis (ADM} based on the
Yislds of COMs 20, 0x1DMig P T T P ST Y PR T typical skin rash and interstitial pneumoniallF) in Jan. 2002,

. mrity/recanry 49, T9/66. 5% 2. 20/64 0% BA.TS/22 3% 95 A%/112.1% Since her 1P was progressive and refractory to conhventional therapy
Infused (D34 cally B 410/ 4oae 2204y 2 1x10ee with corlicosteroids and immmosuppressants, she received CDM+
NoutS00/u | Day 2 Day ¢ Pay 10 Dey 11 auto-PBSCT in
PIU¥ExEd /pd Day 20 Py 10 Oay 12 Day 16
Sin woore 161t 157 217 30~11 Apr. 2002,

ANALLY tor) 32040 0—40 %0 S40—4a0

Anti-5cl-10 17816 54—20 =) 120—74

KL-60/=0) 21751080 1650—013 HN—1050  §55-=E00

Pott-trmpint [« o 1Y ) oY emie o ol
Lorplication ADY cystithe
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Clinical courss(case 2)

Cuh |PmH]PSCTl

Case2 Immunological reconstitution

1om
PBSCT
———
"0 —0— O
—— e
——CONe
= & .
a0
=
0
»
ey
N /
A
rs
L]
[ X ‘orem @en [:-BliFi] o
Summary of a case with ADM
Conclusion

purity/recovery RE.I%ST08%
Infusnd CDM4 calla 4 BxT0/kg

Gase
age/ ez S4/F

Complicstionn |
ACD3s + 0.7

Yiatdy of COMs  49x10%y

Nt 2800/ ml Day &
PIOSx10* fmd Day 10
ANA(titer} -
PabAmmHg 80.2—93
KL-8{U/ ) ATe9 M0
Complication CMVartiganamis
Livtariocin

1. CD34+purified suto-PBSCT was feasible for refractory rheumatic
diseases.

2. CD34+purified suto—PBSCT impraved the skin sclerasis of SSc
and the progressive IP of ADM.

3. The optimal conditioning regiman should be established by large~
scale randamized studies.

4. The snti—virs! therapy was necessary for the severe
immunodeficient states by T cell depletion,

Discussion

1. CD34+purifind euto-PBSCT was fesuible for refractory rheumatic
diseages.

2. CD34+colls were highly purified by CliniMACS.

3. The optimum conditioning regimen should be establishad by lerge—
scals randamized studies.

4. The snti—virsl therapy was htcessery for the severe
immunodeficient state by T cell depletion,

Conclusion

CD34+ purified auto-PBSCT is feasible and effective for

refractory rheumatic diseases.
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WA EMBRFHRE N L BEEREFEE S
MBS EF AL DR ENRERBEOER- SR ERREHOMTICBToHE)
4 O HBERE M F AR M

PRISEHE—CHRHEE
B EEI5F7R128(L)
W AR EBE— R+ AR

R I 4B 58 2= B IR INEF AR B IZ 35 (T SR MM circulating immature cell
count DBADIEICRATIRK '

RPRIPRFBRE MR

MEEE RO

BXFHR Wi

MEHNN ARBEER SHEBIE

R KRRl - R - (LR 3R

RIIRE MFEE BRRE TAXE 8FXXE

[HE)RHEOBHEEBENERRICTI341CX+ 9 BRORME OB EMPBSCIH RN T 4R
HHbd. B2IZRIZEC PBSC EHFMBHMOREIZH 1T HRIEM circulating immature cell
(CIC) count DEYMIZ LTS L TLyS(Transfusion 42:1514, 2002), SRIFE <13, G
PBSC ERRIBFRAORFEIZE THFIHIM CIC count DBEEIMEICOLVTIRELL:,
(3@ - 775511995 S5 2002 FOMIZBH T G-CSF 29 AL T PBSC ZBMLI-BB AN T
—57 BI(FRIE 27 §1. & 30 FHEXHREL . FEH B OFRMM CIC, WBC. CD34 BHEAERI K
% LIRER CD34 BB MR L DRIEE retrospective [THRILT-, B EHIARHTIZIL Pearson’s
rank correlation analysis % -, A

[RSR 1N RAEBIOER DR IMIL 30 BT, apheresis EMILH 123 ETHoT-, (ZHNL B DFH
1 CIC( x 10ES/L)IHREN CD34 ERTE MRS x 10E6/L)E TR VAR R R L 1=(r=.338, p=0001), @&
HERER CD34 Bt MRAMF 20 x 10E6/L LBEL1-1/S . KMIMN CIC count O cut off {H%E 1.7
10E9/L &9 B& sensitivity 64.7%. specificity 7758 T#hot=, -
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G-CSF-primed PBSCH HpgEsERTIOoNn &8 0 G-CSF-primed PBSCH
g?sﬁﬁlBﬁl’5lﬂilPBSCHﬂn :iéslrm{:nsnjakmapggcmn
- 10ug/kg 4-5days - 3 —_ e Saector 0 Adave
Cobe St BILE->THREF—DR2 L i
NI imean DENSLRLOPORE | ]
MNC 3.91121.71 "}g'.:K . 5
MNC/Kg 6.7623.20 X
. Y ’ 1010 S 5 % —_ ot ‘IAI,I--_-h__-_.l.
Dces 150051 :}3:’“ MEBSTIEIEAEICAZ> T A
CD344cels 2462231 X
bty sy i | H5Y. BERTORAE

o7, A& BUIBABRTIT - /-REXREMEFR 35 % retrospective ICEH L. G-
CSF i 10ugskg % 4-5S BEMETEL. Cobe Spectra ZA VT 100ml-200ml/kg #AE L
THERU /. RIRO—BIIE G IZ CD34,

|’z 2 ek 7
@ECD34+ WML EMmEHR CD3, GM-CSF DMEEF o/, BE : 8
MM &L TIE 6.76 £ 3.20 X 108/kg.
AN > 500/ 3 | o PRS0 0507 3
;" s 'EE 3 CD34+#iln& LT 4.18+3.87X108/kg @
51‘, J«\\ RMASEES (R 1). 3 BRERERLAES—
It . H ‘
ilemeTeoeamel L ke T AlXE<. 2 BREBMLEDEI 10 . BY
T T 25 I3 1 BTRIMARTLE, LL, B

DEBOMBMEERAE AR@ET 2.36 X

10%/kg (WBE 1.21~18.92X10%kg) g,
THY (B 1), 2x10%/kg UFOKF HECD34+ R & &l Bl

— % 1SEFELL B2 CRT LD,

BiXU7 CD34+MMBEFPIE e f:_‘.;.‘;‘f?_f}%[
500/ u| RUIM/MEE=50000/ 1l &0 oy o
HETIE. FPRROEEEICTHEMM aLjﬁ ] ZLL _________ |
BHoNL (R=0.242), BiE&hi Rl T e

CD34+#fa% 2X10%kg Ll k& 2%
108/kg FETHPEE D/MROEEERE
ICEER2R0uamo/z (B 3). ER : G-CSF HEICLIFEMBEMIRMTIE. FOHRN
TESHERKICEXENAEO, BONOREEGELA CO34+MRICIISFVERSARD SN
745, BOOEEEEICIESBOHONAN o/, ZORBRIT 1 BROVEADERTHY.
SEHREABERFEOBPHRFLABS, SHERICLIEBATORINABTS S,
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Secondary Malignancies After Autologous SCT

(N=4771)

@ Incldence 101 cases 2.08%
@ Median time to develop malignancies
38.8M

® Diagnosis of malignancics
Acute myeloid leukemia 23
Myelodysplasia 40
Lymphoma (including ATL.) 6
Solid tumors 32

Cumulative lncidence of AML/MDS/MPD
After Autologous SCT in Adults

Risk Factors for Developing Secondary
MDS/AML After Autologous SCT

os — Univariate Analysis—
081 Variables P values
0.7
g of] Age (155 <30, 305-<45, 455) 0.042
:§ :’s Underlying diseases (lymphoma va others) 0.041
B .4
034 Source of stem cells (PBSCT vs BMT) 0.011
:-:- 7% Time from disgnosis to SCT QY S vs2Y<) 0.001
Y Time to platelet SOK (IM X va IM<) 0.031
12 24 36 48 60 T 34 96 108 120 137 144
Month
Risk Factors for Developing Secondary Numbers of Autologous Transplants per Year
MDS/AML After Autologous SCT o (Adults) et
— g - umors -
= Univariate Analysis— 19 en . > e
O ALL ey
Variables P values Lo FHL gty b i
g {4 L Ly
o not L - T
Disease status at transplant (CR vs Not in CR) 0.121 -
Use of alkylating agents (35) for conditioning 0.671 j = j =
Use of TP for conditioning 0.4463 oo .
-»
Use of VP-16 for conditioning 0.621 _
. - »
Purging (Yes vs No) 0462 "

No of CD34* cella infused (2% 10¢< vs 2 x 10¢5)  0.071

99 1997 1998 1% Dhie ed
Yeur Year




Retrospective study for Secondary MDS/AML
after Auto SCT
(Proposal)

® To determine the incidence of secondary MDS/AMIL
after high-dose therapy and autelogous PBSCT

® Patients with lymphoma, leukemia, and myeloma
who received high-dose therapy and autologous
PBSCT from 1991 through 2001, and followed
without further treatment for underlying diseases

Retrospective study for Secondary MDS/AML
after Auto SCT
(Proposal)

® [ata will be collected on :

1. Pretransplant treatment (radiotherapy, alkylating
agent dose score : AA]), topoisomerase inhibiter dose

score : TID, use of G-CSF)

. PBSCs collection (chemotherapeutic agents and
cytokines for mobilization, timing of collection)

. Current status of hematepoiesis (Mead cell counts
and karyotypes if available)

Unrelated SCT using Oversea Donors
-Summary-

m The transplant cutcome is comparable to the
transplants using JMDP donors

n Sclection of oversea donors based on HLA allele
disparity is recommended

» GVIHD prophylaxis using tacrolimus is
recommended

Unrelated SCT vsing Oversea Donors

-Summary-

8 The transplant outcome is comparable to the
transplants using JMDP donors

® Selection of oversea donors based on FILA allele
disparity is recommended

= GVHD prophylaxis using tacrolimus is
recommended
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