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|FM180R45% S 147-18 UD-BMT =4I (D24 |
| FMIS0RTA R

Flu 125mg/m? + Mel 180mg/m?
Tacrolimus+sMTX (day 1,3,6)
UD-BMT \

Melphalan
90mg/m%/day

Fludarabine
25mg/m/day

Disease States Transplantation ontcomes

before HLA Trior Disease
No UPN Agey Sex DX Tramsplantstion Disparity chemo E states Suryival, 4 Canse of death

1 447 48 M CMMol nCR  DRserolmm Y Y CR Kl Infection (viral}
2 461 59 M MDSovert nCR  DRBIImm Naive Y CR 691+

3 481 36 F RAEB CR1  match Y Y CR 555+

4 482 33 F  ALL nCR  DRserolmm Y Y CR 186 VoD

5 505 3 F  PhALL nCR  match Y Y CR 331+

6 515 47 F  MDSovert nCR  DRB!lmmn Naive Y CR 123 TMA

7 516 55 M AMLM4Ee CR1  match Y Y CR 262+

8 520 35 M AMLM2 CR2 match Y Y CR 251+

9 522 38 M AMLM4Eo CR2 DRBIlmm Y Y Relapse 214+

10 530 55 M MDSovert nCR  match Y Y CR 178+

11 532 57 F  PhALL CR1  match Y Y CR 164+

12 533 61 M MDSovert nCR  DRsero Imm Najve Y CR 164+

13 537 35 M AMLM2 CR2 match Y Y CR 129+

14 540 38 M AMLM4 nCR  match Y Y CR 108+

15 548 33 M DLBCL nCR  Agenolmm Y Y CR 51+

16 25 42 M MDSovert nCR  DRBlUImm Y Y CR 332+

17 28 62 M ATL nCR match Y NA. - 19 RRT (renal failurc)|
18 35 57 M Follicular L CR2  match Y Y CR 67+

SAOYMEBOEED |

O FM180 BiAERICEY LRI 2 REEORUVER.
DRIVEEMF—HBEEFHE SO ML ER
RIEFERATET,

O Day100 TRM ; 1/16 (6.3%), total TRM ; 4/16 (25%)

O Relapse ; 1/16 (6.3%), DFS ; 11/16 (68.8%)
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© AML, ALL, CML, MDS, NHL, HL, & O MEEMSERITESL.

UD-BMTUHCIRHEFESNRAENGVES, ELAREREE- VY

NEANFEODEEZEATFTERHIERN TS,

BEICEAMICIO—ALLEDBAEEREEOHIBE

40EERL E6SERB CUTICRTEEDSE— DR LIZSTIEELZLED

(2) PSZ2 HBUMEKSST0

(b) BBHERT14 B LN DB S TEELICCIA Bk

©® HLAHETFEAB/IDRB1 6ESEE—HELIIHLAABEEFR—
HDORBUBEFE1EF—HOEMBRF—EFT 5,

© WMEENRARBETHD, TAHLLRARICARBIE BEBHEEZT-
TNV &,

® HA-RAEXHFICEIEENESATND,

Nagoya Blood and Marrow Transplantation Group
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Endpeint

@ Primary Endpoint
Day28 CORFF—REMDEEFATERIT+HHEALT Y
SuEsE
© Secondary Endpoint
NEmMEEETOHME
2REEES
)RECVHDORIERE -BEE
4)BHECVHDDRESRE -EEE
SR BREFYMN
e)BlER S EFHM

Nagoya Blood and Marrow Transplantation Group

Modified Continual Reassessment Method

©® CRMIZHEREMS-3-6T5kDphase EREITHA, LYBBEHAEFHA
veLT
(1) MLEOENEBICEEBLTWSEHRICH Lover treated D BE
HERBNITH
(2) EILEOEHunder treated D BEHERMN=TS
(3) REFA—BKIIDBERBERER/NMTS
ZEEHMELTO Quigley & YIREBEN A% TH D,
% [ElLGoodmani 292 E L 1=Modified CRMERIL V=, ZOFEICIE
T ORBENHS,
(1) —ATOTELBADTN—TZLIFHEETS
(2) Initiating data (pseudo-data)Z AL %  BIEER. MOV EER,
EREREREL DR RICHAT S,
(3) ThEhOT—RIHLCEAENMTHIEH T
Goodman SN et al. Stat Med 1995;14:1149-61
Piantadosi S et al. Cancer Chemother Pharmacol 1998;41:429-36

Modified CRM

B i
L {:‘.:.E@ P R

Gaodman SN of ol. Stot Med 1995;14: 116961
Plantadod § et &, Caneor Chemother Pharmacel 1998,41:428:36
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Nagoya Blood and Marrow Transplantation Group
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REELEZETHAERERGEEBER
B X iEIcx 9 BRituximabD 32

AT I ER KR ME AR
BET=

e

=8
H =

RAEMBIFERE ORI F3E L H(cGVHD)
EFRTRTHY. ELELIBEOQOLEETIES, A
FAAFEHEcGVHDIZHL TH ZLOEFINEHAL .
HEEEOFNENREIN T DA, RFRTIBRKR 5 5
THIESRESNLO R E—RIRELTHESH
3LDIE%0,

JEE, Rituximab B EOBDREREZLATAAE
ERECCGVHDIZEMTHAHEMNMESN TS,

WREFE
EES

Modified Rodnan Total Skin Thickness Score

R37 1
*

R IDE AR LI

BREYTHSENICRERILEE T SAREERY @, B
cGVHD D34EH . ) o o1o: o3 9 1 1 3
1 S T B B4 mooo 23
ﬁ:;i . TS oo 1 K 2 = i 3
B ;
Rituximab 375mg/m?%581E, H4EHSE (B5H0 e )
RENHFIIBRSEEEBLEN), mo o123
123 > 2 S U
I B N F
EEBEICOWEEEELY (m-Rodnan TSS)H K UMESE . -
FRYICEHEL Tz, EfRAEMY Bk, HETOTY -
. N S 4T fe
COEBEBEL. SHHEDFEET o1z, P
BRTHIERD
i R
S REH—F
Case 1 2 3
Case 1 2 3 Skin score* 34 — 16 21 — 14 34 — 19
Age/Sex 42M 35F 33F Skin Bx improved  improved  improved
Diagnosis  NHL ALL NHL Others no changes no changes no changes
SCT (time) MUR(9/02) MUR(6/98) MR(7/00) Lym (u) ~ 492—-96  4368—960 1727—935
GVHD Px  SMTX+CsA sMTX+CsA sMTX+CsA Beell (u) 10—nd 728—2 2032
cGVHD ext/progres ext/progres ext/progres r-gl(g/d) 0.14—0.12 0.94—0.62 -1.24—1.00
Site skin, eye, oral skin, liver  skin, oral Complication pneumonia fever interstitial
fiver, lung sepsis hypoxemia pneumonia
Skin core* 34 21 34 H. zoster
Tx FK0.4,PSL25PSL 5 PSL10 QOutcome  died (d140) well well
(septic shock)

* Modified Rodnan total skin thickness score
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Change in m-Rodnan TSS

Skin Score

Case 1

Pre-Tx Post-Tx

R EROBHELOvER,

FED

NEHcHEHB#2-3h B CBREMICRERLOWE
MAHiLT= (skin scoreDHE) , RBEBITHBN
TH2l (Casel,3) CHBBMWTIELEDT -, (141
[&EF )

QRBEUNDEFHEICHUTIE., BMEERERTER
iz,

NREBOBERIIHLNEMN T,

HEHITHRLE, RREEDL AEFLORBRVEZA
DEREZEEEZET D,

cGVHDIZ% 9 BARituximab®D$hE

Response
- Protoc -
n Eligible Protocol i Side
skin
Age L ors effect
Criteria others
Ratanathara- 8 | notmentioned | 375mg/m2X4 Sicea, CAD, not
thora V 435 | (extensive cGVHD MGNOUHH] i
s . = & o 4 nt
(Michigan Univ.) with scleroderma) RCEEY entioned
2003 BEMT
Murijke R 6 | not mentioned 375mg/m2 X 4 Yiver enzyme | Infectious
Utrecht Univ) | 355 | (extensive <GVHD | (:375mgim2 x4 | o ST complications
2004 Bivod not responding 10 | if incomplete 516 1 wtonntivody | )
3lines of therapy) | response) 23T
C(;J[“S)C 16 :\wns;w CGVHD | 375mg/m2 X4 oral and tnfectious
(DFC 125 | Steroi TS me/m2 X 4 o complications
2004 ASH >0.5mg/kg/d X IM f{ - ;,?;;‘ m 10/16 | ocular Gustrocnteriis 3
if=PR) NR Conjunctivitis 1
Hepatitis B 1
Bacigalupo A 12 | cGvHD 375mp/m2 X4 aut 32 not
{Genova) 47 | not responding to e y i e
2005 EBMT 2 lines of therapy 9112 |sicea 54 mentioned

SHORE
NHREFIORE
cGVHDZ BRIt ¥ HE N f-grading systemMHE

2) - EMRARELORE
HEHE. MRFEHE

FRBE~DEE?
NBLFEHOBRKRYE (REFREOHE)
S D REGEEO LS, HEIZOLTORE

HERBFRE

A E

FrepF ., INEERIA
BEARZER

wE ¥

FAF L ER A TR
AR S ER A TR

REFIIEMEEREELR
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HUWBHBEAE (“EBRE + "SHASHEBE" )
DE FREBEGRNSFAIED

EEERKFE HBRE

A BEt Sy —
BEEFERBRE 5 —
BRRE 5 —

T T =

NEV (RUA, Sy b, UBFE) EALEINETOLERERENS, 7TOOERBHE T, BHAERS
WERESEO LN BBREOFETH D ZEMHBALE. £ FOBRKRA T, SFEBEZ =Y 2H
WrERBREZHEL, 100 EOYILT, Z2EEEYEEREREL. E L 2H 9HI, BN (PE) OoFEFE
BAKZHBESKREONIBOChunfu Li B #5070 — 7 &#kFT, BEOBMTTIIEETERN 8-
thalassemia major®&IE (6F) ITRHLTRE (3 7F) OBMMEEERETERL. IBM-BMT&HEfT L
JZDT, ZORRIIDVWTOFHZHEL, MERESBROBEZ DWW TER LW,

[1] BonBELER
ERE OBR5T “BHMAEEEE NEET. AP THDL LN P TRES L.

D “EERE CELTIR

OEENSTY, FMM (THE) ORARLUICEEMIEIERTTE (THI<6%) TH5,
Q@ErREE (1FFELIR) TEEDFETH 5.

B RF—cxLTaEEN Y (BH, H#5TE) .

@EMBMBOARE T, HERBHRLENNTETH S,

2) “BENERBE ELTOI
O EIREANEBME (0.9 X 108/ke)ZBHE L7720, BHEBI2EHOL Y FOBENSHERLZEH
MpEE, FISH
TR3RMEBEIC RF—RINEHL Tz,
QEBERETSHED, RI—U D /NBRBEOLDZ2EERKL =25, BERNICS, EEEBOERTHEED
GVHDOFr B8 ® o iz o 7=,

[2] RES
1) Conditioning regimens®#st
Q5GyEHBERIH & 2 HECRBHE GGy x 2 L TW58, 0.07Gy/min& &l dose rate 2MER S = /= 8,
one shotiZE T3 L6Gy U T ENSERBORFICHYT S,
@ATG (FEMiasiE) 2%EEHIC, FRARFLEE L TERATRETH =,

2) 2B ODUZBHICTRETH -,

[3] S&D7ms

“HEFREET & “BRMANENSE 2EATRETACH T, FOLIREMAEBIRL. FOXDITERTS
MMIDWTEEL =0,
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A E—AD

Information regarding the access to
hematopoietic stem cell products

a Global trends/standards/accreditation

2 Regulatory issues

& Information systems such as EMEDIS

g8 WMDA activities

& Continuous collaboration among Asian registries

Surveys for G-CSF Sumulated Stem Cells (2004}

@ Donors may be asked to donate G-CSF stimulated stem cells
YES: 49/54 (NO: Canada, Ireland, Italy, Japan, San Marino)

@ Donors may be asked to donate G-CSF stimulated stem cells
for second donation

YES: 2/5 (NO: Japan, San Marino}

@ Donors may be asked to d G-CSF stimulated stem cells
for compassionate need only

YES: 3/5 (NO: ltaly, Japan, San Marino)

World Health Organization

Ethics, access and safety in tissue and organ transplantation
issues of global concern (Spain 2003)

Global consultation on regulatory requi for b cells
and ti for transpl ion (CTTx) (Canada 2004)
Other regulatory bedies

FDA Council of Europe, TGA, Canadian Standard Association Z900

World Marrow Donor Association (WMDA)
— Current Activities —

1. Accreditation of donor registries
—France, U.S., Wales, and Czech Registries have already
lished the accreditatt

—~JMDP is planning to submit the do by March 2006

13

2. Donor as a research subject

3. laternational working group on donor safety and donor follow-
up

4. SEARs/CIBMTR Donor follow up Projects

5. Collaboration with (or oversight) the POSEIDON proposal
proposal

POSEIDON Proposal

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




MADO

Optimisation of typing policies for
European MArrow DOnor Registries:

socio-economic evaluation of molecular
techniques & recruitinent sirategies

C di Anne Cambon-Th . Foul

WWW.euromado.org

2 To izpd

Specific Objectives of POSEIDON Focusing
on EU Dimension in the Global Context

1 Te identfy strong/weak points in terms of Evropean

integration and subsidiary in HSC donation system, regarding
best use of resonrces, and safety

P P of the di
standurds of quality wad safety for the th
tissves and oclls ie the domain of HSC

tve 2004/23/EC about

tic use of |

ty

3 'Ta idensify the ohstacles of legal, ethical, sacial technical,

1

vrt and I natore that play agaist a better
EU coverage, sharing and integration of this activity, for safety
and cfficiency

Specific Objectives of POSEIDON Focusing
on EU Dimeunsion in the Global Context
4 'To identify key points to strengthen the position of EU across
the international pictase in this activity

fessionals and other

5 To produce integrated guidelines for pr

o2 ved 1

donation chain

6 To increase immunogenetic diversity in donor Regiotries
a ding to European diversai :
2 fnfe 3 \? T,
f ol ’ 4

project

e 3 1,
R X
¥ 4 14 &

of ios produced in the MADO

of imm etics

7 To improve networking and guality i
taboratories across Eurepe

5

in paigning and precessing the steps of the

Main Objectives

MADO
Optimization of Haematopoeitic stem cell
& Registries in Buorog

BY potentiaf volunteer donor file and
the needs of patient

Increasing the proportion of donors
bearing rare HLA combinations

What was MADO and what is to be expected
Following MADO?

éAm Lol 'rl' v Ly ; t

© MADO was not a ceordinated action involving all
Registries in Euvrope

& It tests some new ideas about possible Registry strategies
for typing and recruitment but does not make operational
choice and does not implement them

© End results are scenarios and models that aeed be provided o

Regisiries and relevant health policy makers
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RRAMLER B — ORI BEE L QO L M LD
FMEEMBEBE R — & OLBRFTICHET 285

HHBEEEME RF—R2%BS&
WIALFDARL  BLFE

PEEEMBRICB W TR SN/ nEERNSNSMEBME R F—0QO LA LICHT 25
FEREHEA, MEEHBER T DO VRADAEEEROMAEERET 5.

MAEEFERM MR ERR R — B L T TICEREE 5 EFRORBHEENBITENT
B, BEEREEEROREDRINTNS, —F, IEEMEHEEE R —DBEAITI,
VEEE DINBEIEIC B W THERE 30 H B ETEFLICRF I NN, F4E, NEEMIHS
ERF—ORBEROZDDORGENHBAIN. INSORBET—F XD, 9%, EHIC
DEBZRF—ORRIETLZT—FOEMMBHF{FINDIN, ABICINETORF—AD
FENS D, HOIBEOHERIIFELSNDH BDEEZ S,
EHFNBOEMIIOESFEEERORAER. TTREHEZERIN RF—ORFERE
DIEBOA TR, SBOERAEOEEC R —BEHECHTI2HBEODICHLEL
ELD,
SEHEERINDEMEE R —0EH 7 x0—HEDL RF—R2EBL L L THGRBEHT
LHFETH B,

Tk
HHBEEETH 2B CEMZER I N kLG R F—exd 57 7 — NAZE.

F I
7 27— bORT. AR DN TEREERITTH

HEROERBEZELRITET.

TE
EITEFERE

R RE A
BHBEHEMFEL TOEEBETNEMN?
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s PUr—bDMETT. RBIZOVWTEEEE
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c B EHBEF 0O RIVES
DHEEROHEEEZRET S,

c CNETORF—~DFAENMD. HHE
EORRIT/ONDILDEERD,

- BRIEBZORMAICOESEEER 0O
#HiE, T CICEREERSNIZET—OR
BREOREDAHTES, SROEETA
EOREOFF—BEMFICHTHHAD
EOISHBEEERS.
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WEESHiE
o 1989 MD2002E 12 AETCIZHRTEN

EFERESNMEEFF—
- BEXOBERE
o EiE
o W 18945
o FMETICKDRER 62
o BE 83/127 (65%)

WERE

- BHEDEE
 BEMEREOEREEODEH

e
F 9 ENEOBEIETEH)
& 74

ERDEE
A 18 (FF—LizBLBTIhD) - R
EiE 64(3) kil 1 - BEBEREMBELTOEHETRE
DESFEE 2 Q) LiRE 1 9
TER 1* BB 1
KR 2 Ro—yhfEE 1
A 1 (D) AZIT—E 1
TEBE 1 EmEEE 1
EaLXFO—)LMngE 1
66
%Eg LIEIVNDETIZELEED
! BRERICHTHIEE
R 63 T

PONERN DT/ EBBELNALLY 20

P<0. 0001

D ELHEBLRALLY

DESLL
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REEFED o DEEMICE T HE
BB N — OB TR
-MBAEEERBHE N~ BT 2B8EERRELD-

HEEREAUGRS ARICRFEER RER TR OREL @& EHig

FHFIEOREBAEIL, BRKIZBWTIE, BFTRE: - KRR - @FRBEFE IS
FESRBE SN TS, KT, MEAZTHERBEOEMRIUIELEE L LRRCEK
DERL LT, BRED-DFEREZIT - 2 FRB T ICEMEIEIT) L)1k o7,
4@, s -fIc LS [MEEEEHBE N —CBT2REFRME] (LT H1T L1
T) CEREOMFEHEREEREHRIEORBAEZT v r— MAELZOTZOA
Bl FRSEIZEHNY 7 REMBEMREEII LITo T 7 — MRAEKER (LT H8 &
Bd) rhELEET 5,

B - A% N —  H8 A&, FAEML 96 axMER P 61 MEM»6HEDH N, N
Yo FF—-BIUM&E FF—WEEFHRICAE, H17 #AE. 286 BEFICT 7 — MK
#8152 SREMEE 39 FERREME & ) B, M&E N — e RICHE,

SRR | H8 Tl 40.6% D sk CHHEEDRIURE: 21824 L T\ 7z, H17 TIIRRE
MATEL L REBEA > O EET CHYT 28613, REMX. ERAERZ TENEN,
73.7%., 79.5% & KIBIZHEL, MBELVZED FF—DREICEE L TV AT ) 2
Bhhb,

FREL T HS CIEEHREMCHE T O v 70 L T2k 17 ik 32%I2580 b
727, TREURBHEBIELD 95% I & FMEL T, 750 DA 5% (I TERSLRREY - FEHERREE THRELS
NT7z, HI1T7 T, BIRBRE: - R ARREMC L 22 5MREL 25 L T 5 iE%A° 191 ek
TFORTHETOy 72 5H L T BHEERIE 16 fiZ 7.8% A L T a1 RO AE
BRELDANDOFETERNL TV, [REBEICOWVT, H17 Td 97% DMk CREMHEL
AT SN TEB Y RIURBORKEHm EICHFS L Twb,

HARBAZEEPOARINA [BHNS V7 FF— I TIREEBIZOVTOREE
(H13/10/16)] #MEFHEICEM SN, MEE FF—DORBIZBNTH FF—0X2EHD
EEUSEERREFNIEASNTELEREEZ LN,
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BESBHENREL /A BEERSPRER
T RE. FAH M 2 R R U 205 007038 mAARRIS I OB - 8 2} EERERIRER PRI D
BB F~RULIEIVFOREBBLQOLE LISHT 2HR I
FREHTR
FRRITEE B1EMRE(FRITEIALE)

E MRS ER O MR REZ BN
ELfza—7aL)roniEs
A ER AR IRR, EEARY

REE . EBH—-B. AT, KIBEE, SRR,
WL, BEER, KFE. NMNEFH

GnRHFRRIC L DI R BEE DR

GRiL L7 p
40 42 NS
28 10 \$

26740 (65%) NS
14/10 (35%) NS
14~40 xS

18728 (64%)
10728 (36%)

26/42 (62%) xS
1,882 = 1,993 NS
B NS

14740 (

5, <0
26740 (65%)

0.1

Blumenfcld Z. et al. J Soc Gynecol Investiy, 1999.6(51290

Qocyte collecti on

Case Age  Disease  Chemotherapy  Duration betwe ¢n Pre - medicati on§_ Collected ooc yie

(years) v bers chemo the rapy and fum bers
collection (months)
7 27 HD 3 2 1
8 35 MDS 0 0 4
9 23 NHL 8 0.3 [
L. AML 13 2 5
noow FA 9 0 2
2o ALL 6 2 [
138 AML 0 0 9
M6 AML 12 0 [
15 24 AML 15 2 4

# ontherap y with all-rans retinofe acid; €, ovulation stimulant.

Nagashima T et al. Med Sei Monit 2005 . 11(3):CR91

Ja—TaLy 5RO REE

¥ R AML 41, ALL 145)

Myeloid/NK precursor AL 141

F 8] 2178 (16
BEE 7.7E (6
HSCTHETTHI 3/6

HEPREDY 15 RERTETI 14

BRICkBET 14
HSCT3ER4THI 3/6

BREE 20 (1B cHEIRER)

FRIZ&DET 141

R

RS, Ya—TJOoLY oEBETARIE
2k > CHBBENBERSh S TRENTRES
;hlf:o

- ENRMRBENONEREEZRFTS LI
&oT, BRITELWRESTEEDS LBhND,

- Ya—TJRnLYy o oREEEREERL RS
RIS, BAREOEARWREFELT
AT
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BU/AraC/ICYRILE - X B RBIEZ O INE#
BRI L TITo=5FEMOA7 7T RERIC,
EELIREHEL-ANMLIM2)ZEF]

RERESRROARRE D, RERT, FRC=
MEXFESHNMNEN RBHEE, RE0E GEIHR

fE] : 85%, IR
RS0, MOsh, RETIE, T

RIEE: FFEE(RFER), BERFHES), ANE)
BEE HR T ASILELEERRER

MHE 198942 A 168 KYRE, i, BRTESHY. 2R 18R TG
MHYEB . EERBLILF=U15mg A SN UERBEET .
RO cHnRREEELEESh2A20 ABXFESE/DRAIC
R ATz,

ARSI  SBIRHE, 55840.0°C, BRI, @BITEBHY, g
HIRFEEL. 25REIESY., ULoN\GEREL. FEBEZESUT
IZ4cmfhsL =,

MEERBRED

Peripheral blood Blood chemistry
Pletelet  7.5x10%/ 41 T.P. 63 gl
RBC  339x10%/u1 GOT 69 Ui
Hb 10.6 g/dt GPT 18 Ui
Ret 6 %o LDH 2340  UN
WBC  12.8x10%/u1 ALP 24 U
neutro 0% Y GTP 14 Ul
eonino 0% T.Bill 0.4 mg/dl
baso 0% BUN 7 mg/dl
Mono 0% Creat. 0.6 mg/dl
Iymph 1% UA 4.1 mg/dl
blast 99 % Fermritin -~ 1600 ng/ml

Lysozyme 34 ug/mi

Serology Coagulation
CRP 19.2 mg/dl APTT 489 sec
1gG 552 me/dl PT 13.8 sec(38.5%)
IgA 110 mg/dl FDP >100 4 g/ml
IgM 94 mg/dl Fibrinogen 407.5 mg/dl

DEERAE R

Bone marrow Surface markers

hyperplastic bone matrow (BREFHKFDER)
NCC 58.6x10%/ul CDS5 0.0 %
Mgk 469 /ul D7 0.0 %
blast 80.6 % CD10 0.0 %
promyelo 10.8 % CD11b 312 %
erythloid 2.8% CD13 96.7 %
lymphoid 1.0 % cD14 00 %
CD19 0.0 %
Chromosome analysis (G-band) cD22 00 %
BM cells 46, XX (20/20) CD33 9711 %
KORP-77 1.0 %
Character of blasts GPIWMa 0.0 %
POX ® Smig 14.8 %
o -NB-Esterase (-) HLA-DR 865 %

@ -NA-Esterase (+)
FAB:M2(SMEMRE ALY

| #%EMD auto-PBSCT ETOARKER |

1989. 02. 23 1990

Febl Mar| Apr | May] Jun Aug | Sep| Oct] Nov dJan| Feb

ADR  ADR DY D¥ DM ADR ACR ADR ADR ADR  ADR
PLED prr mt by

CPH PR
HD-

AraC  AraC AraC AraG AraC Afﬂcﬂ]]
| $
VGRi VGR‘ |

Wl Y 1

PSL PES:LI P?L PSLEL Apheresis<f rBSCT
Y O | 1990.1.21

b

HTL
(\DIC Sepsis
] 1stCR N N
BY exam. EM exam.A ABM exam. A B exan. ?:ac,,&,;p

GHP  6Mp 6HP 6HP
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A

Auto PBSCT DFEHIUFER
- HRCERHR AMLM2) IREBOBRR S E-REHEE

- BREALE BUS(16malkg) + AraC{18g/m?) + CPM(120mglka)*

*CPMITHT B FCI2395mgim2 5 3h TS,

- R’ R4/ CFU-GM 26.8 X 104kg”

*PBSCIXSEIMEMRETHL, BEORA T BIIZER.

« iR G-CSFEA Filgrastim : 400U/m? (day1~day10)

F BHMBEHEIHE BRIAEILLL
- BHBRES
- BHIBIEESE  WBC>1000 :day10, Neutro>500 :days,

HY/ IMEEHGEEHY (PAIgG R i)

PIt>275 :day4?, Pit>57 :day110,
Reticulo>10%. :day15
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Auto PBSCT & DERFRIZIA

.1990 1991 1992 1993 1994 1995 1996 1997 1998 1999 2000,2001,2002,2003 ; 2004 |
1ttt 1 T

=
F S
_ E&/\ﬁ 3 ey
% d Hi&?{] ey Harmutl;lee rr;ﬁéacemem & &
@%@ﬁ“{& :
I 1996,7.31 ~ 2001.10.4 i i
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90
ot (Esi)
50 . L
50 e B ESH
40 ! TEL
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20 i
9 N )

Auio-PBSCT O KEZE

- 1990.01.21(85F 30 H) : Auto-PBSCT, therapy off
+ 189512 27(15F 250 H) : BB EREY LH 29.4 1U/ml, FSH 76.6 lW/mi,
E2 < 10 pgiml, IGF-1 440 ng/m!

LH 19.9 {U/ml, FSH 91.6 1W/m!,
E2 14.0 pg/mi

+ 1996,06.07(15F 71 A) : BRALHIC
HEEM-2A0, sagRey

LH 21.8 IW/mi, FSH 75.8 iU/ml,
E210.6 pg/m!

- 1997.07.31(157 91 F) : BsuRET
FABEMEET - FEISOLTES.
NIV RIS T B,
remarin) 20days + Prog {(®Hysron) 10days
Mk, 2%&@&1@%‘%0 SREMBEEIIEALKE,

+ 2001.10.07(20F 1115)
- 2001118 (21300 8)
+ 200112, 26(21:?27:)51)

: SERENHRISH T 22 AR L Sk,
L AVIRGEEPLELTOALEBHNZEMSBY,
:S&?ﬁﬁ‘%ﬁkmﬁ 9&&&%5&9& ‘4‘6

< Bl 2
t - —')’-&iﬁs&i&ﬁé&ﬁ?’ %2?4%§L 71'77?/
ﬁi{-azmxﬁhu-& ﬁﬁbf‘

Byt =821, 0, =B=T=b,=5,-4,-3,2,~1, 0,

LSt/ SOT #20%R WH- FSH oZ@dE

LH (Female) FSH (Female)

Shscore
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VE/PAN sz HOVAC gt @) 9 G
’ g ° :
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(BHEEORME 74+ 0—7 v FIHBE) MS& e oters BUS T8I €oms w0 o BS T8I
BERTHOBIR Testosteron, IR B2 QEHE
Sbun;. Testosterone (Male) iﬂu;r’-- Estradiol (Female) ER
T g o : T AH
[}
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o o 2R LTSS ER QDI I AR RICRE LR
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o o Nz  EHR#EIToh, BEHICBIT2H97TUEED
| e ‘ | . 8 TEMBANRHENIETHEEEADNL,
¥ N 't L v - ¥
{EREE KOVAD Bl;s 1Bl (@t BOVAC  others BUS 8!
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1. FMBEEMBRBIEDNCVLIER
ARRAIHLA, KIREDBEHE

RERE
HREE s

HLA-CHRE&
EEMNCUCIDEZEE C2OTERTIAELNORF—D
KIRZDL1ISENKHIBRASE SN E ?
F+— (HLA-Cw3/Cw4) #B% (HLA-Cw3/Cw3)

Target cell

e ek
KleDin\s\?“ <:‘* i.&f:g:;ﬁ@

{:\( KiRzDLY = % Mw‘ C2

\\M ..... B /{__:L\\\w// 7

Gurraet Opision i Immunciony

NK ool

KIR2DL ligand matching in JMDP pairs

Donor Recipient
Match 2130 pairs, Cle CloHAc
(87.9%) % &2 &0 epitope
1933 Cle CleHlAC
epitope
i c2 c2
Mismatch
GVH 143 pairs Cle
(5.9%)
HVG 147 pairs nk G2
(6.1%)
Both 3 pairs yy ——> o
vectors (51%) (& Cl

KIR2DL ligand maiching and acute GVHD

<Muttivariate analysis by Cox regression models>

A-GVHD (grade 2-4) A-GVHD (grade 3-4)
HR P HR p
KIR ligand mismatch
GVH vector 142 o.005 1.79 <0.001
HVG vector 0.98 0.879 1.24 0229
Significant HLA allele mismatch
HLA-A 1.26 0.004 1.38  0.004
HLA-B 139  0.004 144  0.012
HLA-C 1.32 <0.001 1.51 <0.001
HLA-DPB1 1.38 <0.001 1.24 0.038
Significant clinical Pt. age Donor age Pt. age Donor age
factor Stage of leukemia Disease
GVHD prophylaxis Stage of leukemia
GVHD prophylaxis

KIR2DL ligand matching and leukemia relapse
<Multivariate analysis by Cox regression models>

HR  (95%Cl) p
KIR ligand mismatch
GVH vector 1.66 (1.01-2.71) 0.045
HVG vector 0.72 (0.38-1.31) 0.278
Significant HLA allele mismatch
HLA-C 0.72 (0.53-0.96) 0.027
HLA-DPB1 0.69 (0.56-0.86) 0.001

Significant clinical factor

Disease
Stage of Transplant

KIR2DL ligand matching and leukemia relapse
<Multivariate analysis by Cox regression models>

AML(n=538) CMLn=627) ALL(n=657)
HR p HR P HR p
KIR mismatch
GVH vector  0.98 0.979 1.99 0.165 2.31 0.025
HVG vector 0.53 0.307  0.53 0334 1.08 0.852
Significant HLA allele mismatch
HLA-A ns 1.97 0.017 ns
HLA-B ns ns ns
HLA-C ns ns 0.52 0.007
HLA-DPB1 ns 0.39 <0.001 ns
Significant clinical factor
Pt. age Pt age Stage™
Stage™ Stage*

* 1t CR or 18 CP versus more advanced stage at fransplantation
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Days after transplantation

KIR2DL ligand matching and survival
in leukemia patients (n=1868)
<Multivariate analysis by a Cox regression model>

HR P
KIR mismatch
GVH vector 1.66 (1.29-2.13)  <0.001
HVG vector 1.04 (0.79-1.36) 0.778
Significant HLA allele mismatch
HLA-A 1.37 (1.17-1.58) <0.001
HLA-B 137 (1.11-1.68) 0.003
HLA-C 118 (1.01-1.39) 0.037
HLA-DQB1 1.27 {1.04-1.55) 0.335

Significant clinical

Pt. age Donor age

factor Leukemia risk
GVHD prophylaxis

KIR2DL ligand maiching and survival
in HLA-C mismatch leukemia patients.
<GVH vector>

1007

807

5 year survival
KIR ligand match (n:512) 41.0%

607

Survival(%)

407
P<0.001
207
KIR ligand mismatch (n:121) 23.4%
) T T ] 1
0 1000 2000 3000 4000

Days after transplantation

Patient missing KIR ligand model
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Patient missing KIR2DL1 or KIR3DL 1ligand
<Multivariate analysis by Cox regression modeis>

Lack pf patient A-GVHD Relapse Mortality
KIR ligand HR™ »p HR™ HR™ p
HLA-C related

epitope (C2)* 1.91 0.031 1.18 0.457 1.33 0.060
HLA-Bw4** 1.11 0.331 1.06 0.662 1.16 0.040

* HLA-C match (GVH and/or HVG vector) pairs ** all pairs.

** Adjusted for age, sex, donor age, sex-mismatch, disease,
GVHD prophylaxis, TBI conditioning, and HLA matching.
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Leukemia Survival
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KIR ligand mismatch
in GVH vector
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