FRATEEEESRHITRCM /L BEESSHRER

[REL RS ERAULE BN S hANSEORR - BRI EERRE
SIOBLBWIZRF—BUL LI DR BB LQOLE HIH T 55,

FERHE MRS EOT A% & EmBEHA
DERICEYT 3HR
(Al1o-BMT vs Allo~PBSCTSE Nl ESLERDIR)

TARPEZHRRR ABREEARSR
RERR, RERE

AEOEFRRHAST

. Comparative analysis of clinical outcomes after
allogeneic bone marrow transplantation versus
Zzx  peripheral blood stem cell transplantation from a
: . related donor in Japanese patients

* British Journal of Haematology Volume 125 Page 480 - May 2004

, PBSCT (n=214) vs BMT (n=295)

aGVHD @Gradell) PB = BM (37% vs 32%) P 0.454
Ext cGVHD: PB > BM (42% vs 27%) P < 0.01
Overall survival PB = BM
PB = BM

Allc-BMIT vs Allo-PBSCT Phase I Trial

= HH):LFSEOSEEHMES B &L TAllo-PBSCTEAllo-
BMTOEHIEEHEL . BREICERFF—&LPBSCRI—
DREFELETD

s NEEHR: FEBEAEREGLE516-508 0B M
(AML, ALL, CML)O BE CHEREHEL

BRATY v SHBEARAETESENEB (SELEA
ICkBEFRILEER)

v BEEH% 3505 (121708)

u WYL IRHEHIR : 2002456 B LY B 224 ERAAMI24E0

Allo-BMT VS Allo-PBSCT Phasell Trlal

EfagRERR
20034E 1228
20044 1360
20054 aff

E1y 204

ERE 29/340 (8.5%)

HEREBRTSnORARICET7yy—asE

BIRBOREAGEOA TS NESRIC7y—b
AEETT-1-(2004%118)

BENERSIICRELEN 0.
TEOLWTRLTTH

0 10 20 30 40 50 60 70 80

BEROES
BASHEER 42K (93.3%) LY EEFTEL V- OaEM
H200447 A R ETICBESh =S H2ofh e @FF—RnEeh
FEENTHE GEHDEHh
BB TR R BRI =S ML CTE A >7-99
@D
BN THEELE, dzoft
Fr—ROBEOBE , F3—EBMT. R BeU AR
PBSCTO ELLERRENELED B ERSIB RN T,
HFARSNICEEAGOAZNEBRIZZIZRF—S (I
g n W w Emésaaﬂ(ﬁwmf}f =
DBMT BEDOEBRELTBMTEPBSCTOZIRIL, 328  40BiEX
@PBSCT EREYITEMNT=

EREMSEMORBEEMRBRBAICENTIE. EI2F
FTARELFHNCREARBROFEERRLTINS

BIH LMEICRBET3r—RIEBLA I~ BIZAET,
RCTOERO— BT REEREBALSTREI RS
iz
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Allo-PBSCT vs Alic-BMT for Hematologle Mallgnancles

individual-Patlent Data Mete-Analysis

BOSBEICNTS HAESRRRELARERSH-TE
BHOBERAICETIHANRGREN

B BRANMRBIESR SEPET—4—RZEALE
#®AEBRMSRE

B TREREE T84BT HRLTS
e EBHMtanE. 2 fEamAE.

i a3 pited=Rite
© HLAEI & N — LY BHEZ
© 2000-20054E IR Z =k
OER19ELL L
All cGVHD cGVHD Extensive
§ {— BOUCE = B o m-Pq - [-— SOUeo & BM e wm-Pﬂ
3] J— P | gl
- f/ =
i;—‘ -’_/...4-—'—"‘“-“—
8 // N
l [
8. .. }{ p=0000s! 8 | _..._/ £=0.0003
ST @ 0 om0 100 6 20 40 o0 0 100
enalysis timo enslysia tma
OS for Leukemia
o~ b source = BM source = PB

l““u,uu
3 N"m"a“ﬁuu.
= %'\ﬂmmm{".
uy
(\! =
o
§_ ] p<0.0001
0 500 1000 1500
Days after transplantation

EventPatients Stgtistics Ofendes% Ci  Odda Redn.
pascT BRT 0-8 Ve (PRECT : BNT) {S0)
Survivel 2077544 224583 135 996 = [
Oissose-frop aurvival 22544 ZTO/SSA 240 1099 A e oPe @
Relzpon SWB42 135S -185 535 o= 2000 (920200 1
Relapan mortatty EX2) THES -132 NS -] %5 2Pa 02
Norrelaga modally  154/544 135583 04 718 - [
2QVHD {t-1V) 250 1WBH 127 953 =3 S zre 2
©GVHD (extensiva) 1897483 1221420 308 81t o 1028 < 500
Neutrophi] engrafiment  510/530  528/555 984 632 - % 26 < a0t
Plasiatengrattment 471532 47Q554 867 1315 2 0%y 2P < 0001
o1 1.0 100
PBSCT euT
Bettar Battar
(8tem Cell Triafiata" Collaborative Group, JCO 22:5079,2005)
aGVHD 2-4 aGVHD 3-4
2 g
-~ [—-———— SOUCD 7 BM e soum-Pq - I——— Sourca m BM e source=P4
2 8
o o
g g
E S
8
-]
o —
8 { ™ p=0.0005,
3 % 4 e & 100
enalysia tme
Relapse
8 4
- e SOUICE = BM
--------------- source = PB
@ |
o
Q
|{J_ -
o
ERUNTEDL A SHVE-TIT) WU
0 pp AP S i pm PRSI -
Py s
ﬁ M
84 p=0.032
Q = T T T
0 500 1000 1500
Days after transplantation
Ao L0 (AR RARE)
Ao
(J Clin Oncol 23:5074-87,2005) AR
EF 0.87 1,47+
RALER 0.80% 1.26
BR 0.71* 0.98
aGVHD(I-iV) 1.4 1.86*
CcGVHD(Ext) 1.89%* 1.89%
Neutrophil -
engraft 0.31 0.59%*
Platelet engraft 0.52* 0.55%
HRERREL KYRELEBMTOHAPBSCTLY BT
*p<0.05, **p<0.01

E30)

8 £ARMFBAICHOT, BLBICHTSHLABEREM D
OBEFELTORBEREODBRMIBD LEE{ToT=.

B EREFERCETOIUFRIUMAEGVHD, Bt
GVHD, B, £%. AL BT BRBEsCRE
mEHERBEE LB,

B EFICEIETSRAIELCHEEGSSh = A2RITOR
BL2GROHERREH . BABRNTERRICLS3E
EEOERORFENEILND,

BREREEATVSERBTFORELNBE, £, WIHRN
TEL RIRYBEEERLND,
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WNRIZET 5 T HRERERSFHIBHEE X O NIMA A —EFEREBE OB
-7 —MAELY —

NNl NG S EUESS

[z U iz]
T, BFEREERADOEE L L T fetomaternal microchimerism 23 AV 541,
W72 R — 0 RHBERVWEEFICS U, HLA 23 2 FELL EAR—FKORTRBHES
NIMA R—E[FRFEBHES THRERET CHITSND L 2227z, L L,
INETDE IAZTNLDOHEFNIDL | FI/NRTIREDEEBITIRAT
HbH, SH, NETORBHEOBEIMEELEMERITTDHZIEEEBNICT V7
— MNRE AT L7,

[R5 & HiE]
2000 % 1 A5 2004 4 12 A £ TOMIC HLA 25 GVH F Wi 2 LA ER—3F
DFERAN Fr— (RE. BE. FIE) 26 T MAERECELSMREBEYZ
T2 20 RO BEEFENRLE Lz,

[FER]

FERIIIEESEMER 11 4, EEMEE 72 4] (MRIEE 68 . EIEL 4 7))
ThHoT7,.

<FEfEBMER B>

RETELESE : 54, SSRERERSE : 36, RHEHBEE : 340,

RN —i3f38 : 10 B, NIMA ~—%7fa : 1 i, Fetomaternal microchimerism

L6 B TREII. 2FlIBETH -7, GVHD Fi5i26]T tacrolimus+MTX

o) Thoto, BiEZ IFNIAEZLZRD, 1HIXAEERE, 160 iﬁﬁiﬁﬂit

Grade II LA EDZAMEGVHD 1T 1 HlIC DO AFED -, 18 GVHD 1% 5 HlIZEE D -,

AF LT IBIZEpIEF LTS (BELFS~45 v A, TRIE26 % A),

<[EHMERE >

BREBIT ALL : 3241, AML : 19 ffil, ZOfh : 21 4,

AR EARR - 1961, FEEMEA : 53 fl,

N —I3FE8 46 ., NIMA R—EFE 13 #], NIPA R—¥FEiE 4 6], RKH 9

I C&H o7z, Fetomaternal microchimerism [IHE 7= f&E 33 4 30 1,

NIMA m—ZERRE7H&FBETH-7=, GVHD FB5ix 61 T

tacrolimus+tMTX (+o) Th - 7z, Bk 6 PINEZHZRNICELFET L, 65 4l
WZAEFER DT, Grade III LLEDOEME GVHD I3FHEFTHEZR 64 Bl 21 BIIZER
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iz, 18P GVHD IRl R 8E72 37 Bl 27 BlIZEE o Tc, BRI L 12 EH)
TIEHBERIT o720y, FEEMREH TR LIERI TIX 27 FINERZ R LT,
FAEREE T 2T RINEMETFL TND (BB 4~45 v A, PRAE 26 v A),
A FERITETT UTER] 36 FlOFERITEUR DS 22 F1, 2 GVHD 4 4, &M GVHD
1, RCYMSE 3], FEVEMEATZ 361, TMA 2, LPD1#ITHh o7z,
L BN CABEREESM GVHD @V A 7 F+13 tacrolimus & MTX O#H
HEDLEEEEMR GVHD T8, B0 U X7 RFIIERRMOBE L ATG
OFER. B0 27 BAFI3EEMB OB L tacrolimus & MTX DA ED
BEEE2V GVHD PR CHo7z, &M GVHD, B%., EC &b FF— (B
H vsNIMA ~—EFfE vs R BU/NIPA R—E[FIR) . HLA ~—8UEZHT Y 2 7 K
F & LTHEBETIT ol

[Z%£]

W72 K —0RHE2VNREEICBWTR-FHBE, NIMA ~—BfEiE
acceptable 72 1RHIE & E’bﬂé Z)> GVHD IZi+ 72 EENMETH D, F72,
RF-MRHE, NIPA R—ERIRIBHE b FARIZHIT LS D FTREHELRH 5, 5% b
ABEOEDE L BEMEHER L TS RERH 5,

— 226~



BEFBHEVRELS/ L BEEFRFHER Feb. 3, 2006
(B, RHOBEHALE-DSENTENRERBENER FRLBERBENOR
THURIFF—RULIE I FOREERLQOLA LIS 2RI

mEEEHLAL SRS —BIE
BEERE VI BEE

RKEXENFESEAR LHNE
EREMKXFIIRRE NMIEE

ES7ETN

- REBEEELERES
~ BUNR T ch2EER (200549 8)
- REREELHHERRQ005F98)
- REER XK (20055108)
- BEEH
-~ MEETEL
- BRERZEOESR
- fﬁﬁkﬁ)@%ﬁ%kl:%éjmﬁﬁﬁh (ChAiEgs
D—BF

ol —EEEE

- 1. HRESOHK
EgY /BB

o 2. WREHDIEK
LBEIZEIF(60BET)
18R KL E3SERBICH T HEEOIEM

RITONRES

ETE: BHICBSTAERNEGRHOCRENDE
1. @EEREang
S @guLEBoEEY. BOY. st
ERENER(ERELEREEGIRBELESR)
2 2iEEEEans
AN-SRENBoREY. 9RERBATE
EERNBERELEFNEAMNR@RBEELESR)
3. Ay ERhS
S Sugit BEoRaY. 9EEEEATE
EEBRERSLECFEENREBBELESR)
Ph(DALLOCRICHFHEZICEELUTLVELH
4 BRHRERERR
#H1:IPSST. INT-2&High

BHEINEBICHT DB ()

- ¥ N: S AWKy
~ #A& A indolentT £ D 1L BEL
= Highly aggressive lymphoma (T-LBL, Burkitt,
NK/T75&)
- Aggressive lymphoma (DLBCLAEE)
* ATL,
= Hodgkin lymphoma
- B BRBIEOBLICELSAELVERIERED
EHET D

DREE: UTOSHULThAOEBENDEREEERNITRE
BEh TOSEHR GEERIT OO TIEWHOS BIZHES)

»>precursor B— and T-cell neoplasms, §44>% | precursor B~
lymphoblastic lymphoma, precursor T cell lympheblastic lymphoma
»mature B-cell neoplasms®—38, T724 5 . mantle cell lymphoma,
diffuse large B-cell lymphoma, mediastinal large B~cell lymphoma,
Burkitt lymphoma, intravascular large B-cell lymphoma

»mature T~cell and NK-cell necplasms®D—%, 3745, adult T-cell
leukemia/lymphoma, extranodal NK/T-cell lymphoma, enteropathy~
type T—cell lymphoma, blastic NK~cell lymphoma, angicimmuncblastic
T-cell lymphoma, peripheripheral T-cell lymphoma (unspecified)

> Hodgkin lymphoma

DUTOVTNSDEUEBTER

> MEAR(E VEE B)TPRICELLVVEHR
>EBREOEIERNE ORRFUETPRICELEUEM

> BEREOER
FENMARBRAEERBICELSRVENEILERA
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3. Performance statusASECOG D HHE COFE (L1 D FEH)
40E. W, TR BRCERECRBREN S UTOEESE
Hf-FFER
1) OEBERRE T, REFF ODEjection Fractionh® 50% Ll E
2) BRI E TOMRMEBRAMENI%UL
3) ISFHEYILE A 2.0 mydiBt T2 MEASTIEA KSR
ERLEBO2LSEUT
HMBFILTFUELNBRES LEBOLEUT

W REE DK ()

135 L LOOBELLT

2 18U E3SHEARB T, BBES - R AEORE.
BRGOLEESNSBMaEEETSOERIC
&Y, BHMIBEMITLBICLSBEOER LG
VARV STy Rt

WERRE: MFREBHBE—F+FER)
BIRBER: AR E->REERAS

Zaka—LER DHERLHFREED
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TE JELRThRER )

& BORE KRS FEEZRLHKE)
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N R M(HER) MER—(EBAE)

SHRNER : GBI KRS ERHEHE)

Protocol for HLA-haploidentical minitransplantation HEROBH
1. EEFEHS
e - g [ KRBT, BEBEUROBERREE S E (K —
Flu ! - Bk &890% Ll L) Fprimary endpoint&d 3
30 mg/m’6 | 0% KRBT, BIEH 1008 O N TOEE R Eprimary
l}g : ! § E endpoint&9° %
ﬂ ﬂ ﬂ ﬂ v 2. BIRMFERE
0 B 8 7 € 5 4 5 2 a1 0o 1) BiEGVHDDEELEFE
2) {8{EGVHD D HiE L B BE
ﬂ ﬁ ﬁ ﬁ SETE R NBHBIFEOESATOEER, GFLER
TR 4 BERIEDROEREER
5) BEEEE - HE - 9L A TOMOREHE
s éggdg&géﬂ-;%@PBSC 6 i@#ﬁ&o)ﬁﬂ@ﬁ
SRR BEARNTOI=BHEOES

(DEORBBEER
BENR(n=26) BiEER
AML 7 CRI(Ph+) 3
ALL 3 CR2 4
CML 2 CP2 2
MDS 5 PR 2
NHL 7 pon-CR 15
Myeloid NK 1 (autoPBSCTOEH S 4)
ATL 1
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iImmunosuppression

HLA=Unrelated
Cell Therapy
ADV
HLA=Unrelated
vzv
HLA=Related Self imiting W %’;
d

HLA peptide motif search of Adenovirus

User Parameters and Scoring Information

Echoed User Peptide Sequence
Adenovirus type11, hexon

fength of user's input peptide sequence
948AA

HLA molecule type selected
HLA-A 2401

length selected for subsequences to be scored
el

number of results requested
20 Ve ﬁ#

SQRLMLRFVP VDREDNTYSY KVRYTLAVGD NRVLDMASTF 101 FDIRGVLDRG PSFKPYSGTA
YNSLAPKGAP NTSQWIAEGY KNTTGEEHVT 151 EEETNTTTYT FGNAPVKAEA EITKEGLPVG
LEVSDEESKP (YADKTYQPE 201 PQLGDETWTD LDGKTEKYGG RALKPDTKMK PCYGSFAKPT
NVKGGQAKQK 251 TTEQPNCKVE YDIDMEFFDA ASQKTNLSPK IVMYAENVNL ETPDTHVVYK 301
PGTEDTSSEA NLGQQSMPNR PNYIGFRDNF IGLMYYNSTG NMGVLAGQAS 351 QLNAWDLOD
ANTELSYQLL LDSLGDRTRY FSMWNQAVDS YDPDVRVIEN 401 HGVEDELPNY CFPLDGIGVP
TTSYKSIVPN GDNAPNWKER EVNGTSEIGQ 451 GNLFAMEINL QANLWRSFLY SNVALYLPDS
YKYTPSNVTL PENKNTYDYM 501 NGRVVPPSLY DTYVNIGARW SLDAMDNVNP FNHHRNAGLR
YRSMLLGNGR 551 YVPFHIQVPQ KFFAVKNLLL LPGSYTYEWN FRKDVNMVLQ SSLGNDLRVD 601
GASISFTSIN LYATFFPMAH NTASTLEAML RNDTNDQSFN DYLSAANMLY 651 PIPANATNIP
ISIPSRNWAA FRGASFTRLK TKETPSLGSG FDPYFVYSGS 701 IPYLDGTFYL NHTFKKVSIM
FOSSVSWPGN DRLLSPNEFE IKRTVDGEGY 761 NVAQCNMTKD WFLVQMLANY NIGYQGFYIP
EGYKDRMYSF FRNFQPMSRQ 801 VWDEVNYKDF KAVAIPYQHN NSGFVGYMAP TMRQGQPYPA
NYPYPLIGTT 851 AVNSVTQKKE LCORTMWRIP FSSNFMSMGA LTDLOQNMLY ANSAHALDMT 801
FEVOPMDEPT LLYLLFEVFD VWRVHQPHRG HEAVYLRTP FSAGNATT v gﬁ;

+x

CHED

Scoring Resuits of peptides of ADV for HLA A2401

1| 482 KYTPSNVTL 480.000

2! 366 SYQLLLDSL 360.000

3| 641 DYLSAANML 360.000

4| 469 LYSNVALYL 280.000

51| 696 VYSGSIPYL 200.000

6| 889 LYANSAHAL 200.000

7] 788 | nvniGvacr 180.000 e § ;;

5
8 | (37 ply YFNLONKF 158.400 P

}\(} ﬁ’Pgﬁ' etramer ID*24-8

Day 14

Irirelevant peptide Hex-P5
Day 28

IFNy-FITC
TYF-Tetramer

CD8-FITC

CD8-PCS

—-231~




.y
Ag

Day 14

Day 28

IFNy-FITC

3 Tetramer ID*24-8

Irrelevant peptide Hex-P3

CD8-PCS

P3-Tetramer

CD8-FITC

y

EEDH

HLA-A*2402 M1 AVEERNCTLIE b— TR T FFE
AFBEEREITEL . MHC-Tetramerl S TCTLOBHL TR T L=,

SEDTE

VEYOBBATFROBEH
vEEMERNTAIY CTLEBRHTEAIDRE
VBERBMNERNTORE ¥y ¥
VHLA-A2TDIE M—T8% ér{

P

AR,

o HEHLA A2401% B0 MBEABEBIC g
BRiEREL-BIEEETS,

o Fik: AU HRE M IOmIEMBLEIR BHSSRY T
GR=TFoEAET5. BARICESMIZSRLIZEY,

f..u'.?i;‘.*

R

% P
% 1=k BCTLOGE PFIOAIAIITT S
Feu TLORR AREEETaR

Fa
% BRIZESCTLOSE

ADVDH J LDEEETS.
o ADVEEAERShI5, 28MEICH7 v EHi
EEBRAINERETIETEHT S, HCD28Y )
HEBRE—-XIZLD
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Information regarding the access to
hematopoietic stem cell products

BMDW (Bone Marrow Donor Worldwide)

Total number (x million)

Total Number of Donors and CB Units
Annually

10

9.5

8.88
819

124
874
0.16 040
T

1989 l‘)‘)ﬂ 1891 1992 1993 }994 1995 1996 1997 ]9‘)8 1999 2000 2001 2002 003 ZO(M 2005
Year

Surveys for G-CSF Stimulated Stem Cells (2005)

@ Donors may be asked to donate G-CSF stimulated stem cells
YES: 52/55 (NO: Ireland, New Zealand, Japan)

@ Donors may be asked to donate G-CSF stimulated stem cells
for second donation
YES: 1/55 (NO: Japan)

& Donors may be asked to donate G-CSF stimulated stem cells
for compassionate need only
YES: 2/55 (NO: Japan, New Zealand)

Information regarding the access to
hematopoietic stem cell products

BMDW(Bone Marrow Donor Worldwide)
(1) Ten million donors and cord blood unit have
been listed on BMDW file.
(2) Survey for G-CSF stimulated stem cells
(3) Debate with regard to donor IDs on worldwide
basis (possible collaboration with EMEDIS)

Information regarding the access to
hematopoietic stem cell products

BMDW (Bone Marrow Donor Worldwide)
WMDA (World Marrow Donor Association)
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World Marrow Donor Association (WMDA)
— Current Activities —

. Accreditation of donor registries

~France, U.S.(NMDP), Wales, Czech, Caitlin Raymond/ABMDR
have already accomplished the accreditation

—JMDP is about to submit the documents by March 2006
. Donor as a research subject: Final draft has been submitted
. International working group on donor safety and donor follow-

up
. SEARs/CIBMTR Donor follow up Projects

. Collaboration with ( or oversight) the local regulatory
activities

International regulatory subcommittee

Technical Requirements for Tissues and Cells
(EV)

Collaboration with JACIE/EBMT to encourage
harmonization of regulations

Regulations in each country have been collected
and summarized at the WMDA web site

Information regarding the access to
hematopoietic stem cell products

BMDW (Bone Marrow Donor Worldwide)
WMDA (World Marrow Donor Association)
NMDP/CIBMTR (National Donor Marrow Program

Center for International Blood and Marrow
Transplantation Research)

NMDP Mission Statement

Extend and improve life
through innovative cellular
transplant therapies

Transplants by Disease

2002 2003 2004 2005

2000

2001

U AML 2 CML B ALL B MDS T NHL |

Current Distribution of Source

Cord
% Marrow

EPBSC

—234-




BMT CTN Protocol 0201
A Phase III Randomized Multicenter Trial Comparing
G-CSF Mobilized PBSC with Marrow Transplantation from
HLA compatible Unrelated Donor

Results of retrospective study; overall no benefit
(PB=274 BM =618)
After 9months, TRM (p= 0.01), DFS (p=0.03) in
favour of BMT
Current study is suffering slow accrual rate and
donor and recipient declining rate (30% each)

CIBMTR

A research collaboration between IBMTR/ABMTR and
NMDP to support clinical research in HCT & related
fields

Clinical Research includes
Observational Studies (including Immunobiology correlates)
Clinical Trials

Health Services Research

CENTER FOR INTERNATIONAL BLOOD &
MARROW TRANSPLANT RESEARCH

Research Activities
-Kodols for TX

Tech Transfer to
Medical Literature

POSEIDON Proposal

Procedures for Organisation of Secure European
Integrated DONation Chain in Unrelated
Hematopoigtic Stem Cell Transplantation: Technical,
Organizational and Quality Improvement; Legal,
Ethical and Social Issues

Not supported by the EU grant
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Actual acute adverse events

Definitely severe: 7 (/3,262=0.21%)
1P ( 2), Anginal attack, SAH ,
Cholangitis. goat attack ,Vain thrombosis
Retroperitoneal hematoma
Probably G-CSF related, temporally: 26 (/3,262=0.80%)
Thrombocytopenia (1.8~6.6x104/mL)(13),
Liver damage (10),
Ascites. pericard effusion. general edema
Hemosputum, Anorexia. nansea.vomiting
Probably apheresis related, temporally: 17 (/3,262=0.52%)
Fever. infection (6), Vagovagal reflex (2), Tetany,
Precordial di fort, Hypesthesia of extr i
Back pain, Hematoma of the leg, Migraine attack,
Disc herniation, GU, Hypoxemia

Rate of acute, relatively severe adverse events:
50/3,262 persons = 1. 5%

A) Acute adverse events occurred within 30 days
of PBSCH, judged as relatively severe by the
harvest team and reported fo the JSHCT
center: 49 persons

B) Acute adverse events occurred within 30 days
of PBSCH, judged as relatively severe by the
JSHCT center through Day 30 report except
A): 1 person

Categorization of late adverse events reported through annual

health check for maximum 4years (2001,4 ~2005,3)
(1,370 persons, when one had pleural problems, the main one was picked-up)

A. No event: 1,021 (75.6%)
B. Any events: 348 (25.4%)

1. Exist before donation: 97 (7.0%)

2. Appeared after donation excluding 3.: 132(9.6%)
1) Obviously temporary: 45 (3.3%)
2) Accident: 4 (0.3%)
3) Pregnancy: 11 (0.8%)
4) Hypertension, DM, ete: 21 (1.5%)
5) Surgical operation, Psycholegical: 51 3.7%)

3. Appeared after donation excluding 2.: 119(8.7%)
1) Non-malignant: 110 (8.1%)

2) Malignant but not h logical: 8 (0.5%)
3) Hematological malignancy: 1 (0.07%)

Actual relatively severe late adverse events

Hematological malignancy:
AML (1)

Other malignancies:
Breast Ca. (4), Gastric Ca (1), Uterus Ca (1),
Brain tumor (1), Pharygeal Ca. (1)

Non malignancy: Thyroid dysfunction (6), Myoma uteri (3),
Rheumatoid arthritis (2), Cerebral infarction (2),
SAH (1), Catarrhacta (1), Eye bleeding (1),
Atopic dermatitis (1), Ubeitis (1), Bronchial asthma (1)

Late adverse events found at annual heaith check and
judged as relatively severe by either health-check team
or JSHCT center (Al belonged to the category B-3): 28

Rate of the late, relatively severe adverse events
28 /1,370 persons = 2.0%
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Relationship between the JSHCT standards for donors’
eligibility and the frequency of acute and late adverse events

Acute adverse events Late adverse events

In the standards 44 cases 35 cases
3,196 cases 1.4% 1.1%
QOut of the standards 3 cases 0 cases
66 cases 4.5% 0%

Tentative conclusion- PB vs BM
JSHCT

» Mortality linked with HSCT donation (within 30 days)
~ 01in 3,262 to 1 in 5,921, Per 10,000=0:1.7
- PB= BM

* SAE with HSCT denation (within 30 days)
50 in 3,260 to 21 in 5,921, Per 10,000=153.0:35.5
Definite SAE: 7 in 3,260 to 4 in 5,921 , Per 10,000=21.5:6.8
~PB >BM

> Hematological malignancies (anytime of post donation)
~ 1 in 3,262 (Registration-base) to 2 in 5,921, Per 10,000=3.1:3.4

or in 1,370 (Annual health-check base), Per 10,000=7,30:3.4

- PB =BM

Tentative conclusion- PB vs BM
EBMT

» Mortality linked with HSCYT donation (within 30 days)
— 3in 16,432 to | in 44,566, Per 10,000=1.83:0.22
- PB> BM

« SAE with HSCT donation (within 30 days)
16 in 16,432 to 12 in 44,566, Per 10,000=9,7:2.7
—PB>BM

* Hematelogical malignancies (anytime of post donation)
~ 5 in 16,432 to 9 in 44,566, Per 10,000=3.0:2.0
~ PB =BM

Discussion (1)

Pre-registration system for allogeneic related PBSC donors
is providing the information of the types and the frequencies
of acute and late adverse events of post-donation,

which is assumed te be more accurate than retrospective
questionnaires.

Although certain numbers of acute SAE occurred within

30 days of posi-denation, no mortality nor morbidity cases

have been reported through the system so far, and this might be
a positive effect of the pre-registration system which made

the surveillance for the safety of every donor possibie.

Discussion (2)

The standards for the eligibility of donors was effective to
reduce the frequency of acute adverse events but not of the
late adverse events.

The tentative results of the study to compare the risk of
PBSC donation to that of bone marrow donation suggested
that the frequency of acute SAE might higher at PBSCH.

On the other hand, the frequency of occurring hematological
malignancy is not high at PBSC donors.

Discussion (3)

Pre-registration and long-term follow up system

is considered to be an essential system for catching
the accurate status of donor events therefore,

is recommended for all the HSC donors.
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* Patient’s (& donor's) preference

* Physician’s preference

ISHCTEREEHEEICLS
FEHEELHARBELF—ORRGRESED

RinonSib
uice
uBM
R/Sib

JSHCTHEREEHEICLS
REE BB AR —ORIR (ERA HHE)

Related Unralated
Siblinge Others BM CB N
1999 46% 7% 42% 5% 1272
2000 43% 5% 45% 7% 1486
2001 43% 8% 42% 7% 1680
2002 43% 8% 42% 6% 1593
2003 34% 9% 42% 16% 1486

HLANTOZ AT T14hIL &R
ENBURBEOBENREICETIHEE (8]

R ISHCTR BRFITSMLTWSBEI= v
HE:RUELTREATRE
FUEEWA:

* EFNELBEAICHTIBEEE. RERY-ADRREL,
GEB-HHH

* PERAICSO T BEAGHNHIMNa—F oA —FaTHEGHLA
HMRYAR—H @S -HLA—~ B nRE FRERIN TGN
BHOERER .

= BEIEMICSVCHLAR R U L F—-RD@EHSDBHEIT
Eo-BH @R .

# BRET—EIF—=T AU DHORERNY /— A ORI,

—238—




FRAHIMEHAIBIZHE Z 17 o /o SRERIE 3 6

BARKEUEXE UITTF - BEHEAR
MEENEZ. ReEl. S8&R

EEAREERR mEAE - eREN
AR, TSR

(B8]
LHVELERARLEH L, PRFANTHENGRESMIO
WELE (SSC) ICHT 5 BERMMRMRMBE (A-PBSCT) 0%
Rtz RN 3.

[(Fi& - xR]

FRRERASOHIN£2E/%.
TREATF LRI MCETESSCEFICHLA-
PBSCTZ1To =,

(B&M(CIEmobilizationiz > 2 Ok AT 7 I B

(CPM) 2000mg/m &G-CSF# ALy, conditioninglTld
CPM60mg/kgZ B V=, )
A-PBSCTICIZCD3 4B %E ML vz,
SREBOZEFIIFT, EFVIRESR 1 FROS0EAME, i
PR2ZERER 2E0O27TRLE. EASIIRER 1 E05S98ENT
Hol,

Exclusion criteria
1.&E
2. Concomitant severe disease
1) BEIERFE>50mmHg, DLco<40%
2oL 7FZHUT 5 R<40ml/min
3) EBEBHE<45%, HiEBRSKELBED.LEEE.
A2 PO-LERTOAZVLEBETER, LF2CHET
BLEERE
4) Transaminase*®Bilirubin/$TE# RO 3 &L L
5) MmmEE
6) BitET. FHREHEGROEE
7) WBC<4,000/ nl. Plts<50,000/ 1. Hb<8g/dl
CD4+ T lymphocyte<200/ ui
8) arypR—ibENTHNZWEMESE
3.TU, TBIERE 2074 RA77 2 RESLT7VEFVEH
(ZEBRRESgL L, £02mg/Kg3 »BLLE) OBEERE
4. HHEEAFESLARLEDD

—239—

SARZRE (£ BEE(LEE)
Systemic Sclerosis

MERE | REEREnEERE
b4/ —0% BERE. BESOELE
BMELRE . B - BRASCBBLATERRTS
HEE. Mg, Sl
REG-E{-S00 SR ICTFAS R CETT S
ADL, QOLOEZEHSEL WL
B LB RaEs e

inclusion criteria
1. €8 : 168~608
2. SScDACR-criteria 2 EE7T5
3. 255, Rodnan skin score>15, BERREEATOEE,. b
6 ¥ ALSITA8EES
1) DLco and/or VC<70%, MEBEXHETOTE
2) EmEEE : BP>160/ and/or /110mmHg
BHRESBERE (o0, LR, BEEAS) |
Microangiopathic hemolytic anemia, & L 7?F=>
MEHEREZEBRS
3) SIS - MELARE, FEER. . IESARIED
BE7Ovs, LE%
4 AT7x—AF averb

[FEM1] S6&E it

[EFR] REEL

[EEEEE] Sismal
[EREE] HR BEHYO<F

[ EE]
2003F1BHELY L1/ —fK, 200356AHLY
HE. THROZEHRE, AESZL. FELYELCR
SEEREL. A, RSc-7OMSIBER LS &
U, BRESBEEhE,

T EDVRYI10mgh EREE NS LHBFNEED
S8, 2004%2H 198 ¥Rry1EE,

2004%5A 17 8 B RISNBEMBBHEAMNIICT,
MERMBEAE AR S o 7,



EX0

[BREE]

[REBI2] 27w &%

R Rt
[BTixEE] BER(ZE).

[RREICZL

2003F7AELUMFRE, B<UBHPTVILL
K[T0<. 2004F1BtEKY LA/ —fEIRHIR. 200551
ARBRYMOERMBRITSLDICAY. 1A19BHRERN
B2, piREs, RBERMRALLY, BEES

B ENni,

20055613 BERHMBMMBEEMICTARE

mol.

ARFEZZAAT (%)

PBSCT

(€10 EEHIT REH 2 AR 3
FEMR | S6m —E | 278 " |59 B
PBSCTOESH RERIFE | RERN2E RGNS
417014 =3 B "
ERMERE MBIEL HRAEU 249
18 B TTEE ? MEHY P MRHY 7
VA /- ? HRHY? MRHY 7

—240~-

%DLCO

120 v T

100 G

[AEBI3] S59& 5

(EHF1RB/EL

[BAEE]|RERFH(175E). BELEEEH(2004588)
BME. BiEmAE

[RIRE] 8 WEF

[BRRE]

200458 &Y Lo / —fEIK R,

200551 A& Y BELRE, 2005538 B A%
B2, BEEEBEENhE.
2005E7H8HRMMBPMRBEEFEIN. BREY

B
020

20059 ASHYRIMENFAR Ao k.

AR ERBE

[£&L0]

O3l &b EBBILDNEZRDE,

ORENHEREDAHTHREBEITERE
L7,

OFEFTIIZSRERR. BREBEREL
7=

O3/ & BHPBSCTERICK D EELSHIE
[IRDIEMo 7=,

OMKREDORBELICH LT, A-PBSCTIZ
BRBEBEED1I DEEZ OGN,



21. BEREFMEIC K5 GVHD flHl0o9 FHEE BT )5

B —th. BlF BHE.

F RE. BH —B. NE BB

BRERAZE MR

1=
B =

o EMEBMREIEICS LT, MERMMEMSC) (X5
DEFRAE, BHEROGVHDRIEFHR BEAOK AN
BEShTWLS,

* Le Blanco 3 IEMEER BB ERICHAMERMGVHDE
HELBEFITThird party BSEDOMSCEIR S L, FHAA
GVHDMHIZI R ERE LTz, MIEKE Osiristt CILERRAER
BEITLTNS,

- MSCIITHIRAOEIENHISEERSENMSA TS,
HFELTTGF-B . HGF, PGE2IE D4 AV ER&E & TLY
M. —EORZEIBONTESLT . HMIXEALHTEL,

T RABERBMAIZLAGVHDIEIZE
D EFERRE

MSCI&! 2/ BRE & RIS Smitogen|Z & A TIRBIETE R S
FMHTAIEMNMENTIVD, B4 Idin vitro TOEFERY
B OMSCHES REIFIEFERF L,

characterization

activation marker (CD25, CD69)
cytokine production (IL-2, IFN-v)
cell cycle (CDK, p27kip1, JAK/STAT)

Characterization of mouse MSCs

CD29

Adipocytic differentiation Osteocytic differentiation

MSCs suppressed CD4 and CD8 positive T cell proliferation
induced by PMA plus fonomycin

& control

PMA+lonomycin

2 PMAHonomycin
+MSC

Incorporation  x 104 cpm)

Thymidine

CD4

cD8

Whole SPCs

T- cell receptor complex is not a target for the suppression.
MSCs influence signals downstream of protein kinase C and
Ca?* influx.

CD25 and CD69 expression of activated T cells
in the presence of MSCs

MSC

CD25

Ccbeg

CD4 CcD8

Intracellular IFN-y staining of activated T cells
in the presence of MSCs

d a7 08

cb8

IFN- 7 (pg/mi)
%

=
w
O
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STATS is required for IL-2-induced cell cycle progression

%
g 2

Stncod gy R
Inhibition of stat5 phosphorylation in the presence of MSCs.

Ch 48h

MSC

p-stats

stat§

NO production in immune system

L-Arg+0O, ——— Citrulline+NO
NO synthase

« eNOS. nNOS. iINOS?®3DDisoformMH Y., REMY
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NO production in the presence of MSCs

induction of iNOS in MSCs

40 co-culture co-culture
= MSCs SPCs MSCs SPCs MSCs SPCs MSCs SPCs
=Y
8 .

g = INOS iNOS
B-actin £ B-actin  wgpus g e g

0 RPMI SPC MSC MSC MSC

+Con A +Con A +8PC +8PC

+Con A
s
2
)
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CD45 merge
(x 10%cells)
Specific inhibitor of NOS restored T cell proliferation .
and stat5 phosphorylation ConCluS|On
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activated T-cell
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