TR 16 - EHE 1 FMFEEEE 200446 H 19 H
HLA-DP HUR# & ORRIESRSR
MLARE A PR S
A B HERMZ o BTREe LBULF ERER BEEERE +FEK
MR — BRI
REG &k JMDP #A0 U7 3E G HE B RSAE 1132 5EH
ALL 316, AML 283, CML 323, MDS 89, SAA 52. Standard risk leukemia 42%.
GVHD “FB5iE : 241 CSP+MTX # T cell depletion ()
HLA : HLA-A B C DRB1 DQB1 DPBL1 i#&fx 5 i iE
HLA-DPB1 #A ¥’/ ERY 15 45 891 ~7 —
HLA-ABBEBEFHMIY A7 i 15 5 891 X7 —

g S
1. 2PE GVHD 3JE & O
1) 2HEF
DP #&EGVHD Sidn  TEUE (p) ITEME (p) IMELE (p)
ke 445 71.8 - 39.0 - 184 -
1 HURAE A 408 77.1 (0.005) 46.1 (0.009) 19.0 (0.769)
2 BRI A 215 84.0 (<0.0001) _ 51.8(0.0003) 231 (0.138)

2) HLA-AB C DR DQ iz E A LS
DP #&E (GVHD 5) n TRELLE (p) TIELLE (p) TIEPE (p)

Ry 231 67.3 - 348 - 13.0 -
1 LR A 167 71.2 (0.006) 39.8 (0.195) 16.0 (0.401)
2 BURRE & 73 84.0 (0.001) 48.0 (0.026) 14.1 (0.770)
2. HfFE O
EREH HLA-A B C DR DQ &= A& A5 5
DP @A (FAEFE) o SEALER (p) n SEAGTR (p)
iy 284 50.6 - 137 52.6
1 iR S 628 52.1 (0.822) 246 57.2 (0.879
2 VURTES 220 49.4 (0.259) 67 59.4 (0.978)

i
Rh— & BRI HLA-DPB1 O FREER & 5 & IE~EYE GVHD ORIEHERHEIZ
B AN, HIE GVHD ORIEITITEE L2V, Fi2. ATFICHEE LR,
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19934 1 B £Y20004E R FETOMMIZIMDPEN LEITEH
T-EmBEMEMBENSE. BEEJURKF—ORBE#E
THLA-AB,C,DR.DQ locus D {EF R AL F#HBITLT
HDH269MF L FORROTFLTIHBFT LI,

ST N OBEGEFRIATYFEE. HLA-A,B,C,DR,DQ
locusMBEF R AL T HBITENTHEY, BRT7TUNER
WnBEFEASERIST Y FLTL DD & LT, (HLA-A, B
E—8AHEUHLAT YL EET)

Patient Characteristics
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AR YEIC &Y SRR P MR ARRTE HBICE TS,
HLA -A,B,C,DR.DQ locusDBEERRI B B 1k /A% 5 ZE
hiz.

@4 DalleleD BEFHIRATYFICBSITSBEKRHEER
MR T LEBEMTIEAEL,

CSE A LI EmEEME DR EABIEICSTS B
OBEFHIXTvFOBENEESHREIT 6.
IMDPD T =3 _—2 & B, LMARRDTF T2 %
Tz,

BEFR—EBEATYFOEE

[Gerotves n Gorotyse: n

miznd ich total L] — -~ enizma(ch tolal % - -
[Fui mateh s L

| p0001 0208 (1] 2.8 kil 32 |comn~cem 14 08 7 1
|r0s 020} 18 o8 10 & L1 3 ot

Jroana~020) 6 08 10 3 JCOT00-07D4 6 02

|s2s01-2802 Z ol 2 of

a201-28m) 10 04 8 2 [ DR0R0z-0000 3 ot

Azece~2e00 5 02 DOO30Y-00R 5 az

A1101-1102 18 7] [E] 0 {oomo? - 17 (3] 1 7
Ba20)-23502 2 ol [00m01-0003 1 03

|peoon-a001 4 02 lgowl-«m 4 02

B~ 4000 2 o [pocnos-osat 2 ol

Effect of HLLA genotype
mismatching on survival

Genotype
mismatoh n B | THEFHME) [p value
Full match 916 406 1816
AD201-0208 8 42 1216 |p<0.001
A02071-0207 16 10 1481 (p=0.19
AQ206-0207 15 6 1923 |p=0.62
A2601-2603 10 7 450 |p=0,003
ATI01~1102 15 5 1743 1p=0.61
C0801-0803 14 7 1751 |p=0.88
DQD302-0303 17 ] 1443 |p=0.38
Total n=2469




Effect of HLA A2 genotype
mismatching on survival

ERNEAE
&

YATCER,

e TRO1-0105

— oapr-0207

— 0308-6207

- fat} mstch

GG [Fetir Y FTRMBHIERIAL P wie
4001-008 69 42 1216 184 [fo00)
£0201-0007 18 10 491 3% [p=019
A0205-(207 15 [} 1923 N (0062
Ful march 814 08 1915 B4

Effect of HLA A2601-2603
mismatching on survival

100 = ful} eatch
-— 28B0}-280)
S w
v
w
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s 40
|
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0 W w0 W0 4
Tiae
= EESEE
6 |EA% DECE ORI (E)E wue
Fusy mvroh 913 40 1914
szoon -zec0 | 10 i 40| omd

Effect of HLA-A genotype

mismatching on aGVHD
Genotype
mismatch n AG2ERLE [p value AGIE L [p value
Full match 916 42.4 22.9
AD201-0206 69 56.9 |p=0.007 385 |p=0.001
AQ201-0207 16 438 |p=0.8 18.8 1p=0.71
AQ206-0207 15 53.3 |p=0.25 26,7 |p=0.62
A2601-2603 10 60.0 [p=0.19 50.0 |[p=0.019
A1101-1102 15 33.3 {p=0.37 200 {p=0.97

HEEL

~HaplotypeD FETFED =8 . 1D Dallele® & D genotype mismatch
[&18 < DallelefREMN T HENDLYDETH o,

* A¥0206-0201 A*2601-26037%:L 8 B35 H D TOversll survival,
aGVHD O REI - BEEF BT mismatch TEET B—H.
HCOBEFTCIEHELO0 . WETELLAREROHD
mismatch&FETEL =0

‘0S&aGVHDD #HEI-HBETREH T,
S HREPMERL. WETES HEZDOalleleD@ A BHEF

ARTAIEMDETHY., ho. BRAEEHVE T I
hHTEMREh D,
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HAKFMBERARFT SHRITYRI L ~T PIRB/ZI7IIV2R
Nature Immunology 5, 623 - 629 (20048)
Exacerbated graft-versus-host disesse in Pirb7 mice

Akira Nakamura, Eiji Kobayashi & Teshiyuki Takai
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BEMUBAENBEL80E L BIZEHHLA-A
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+¥ BX

FRIGECH 198 AHE

Hx-E80

‘EEGRERYARETIER (B AW ITLYEM@EERR BB EAIZENT

HLA~AB DNABIDY T2 &7 N BB 441 (N Engl J Med. 1998)

- JMDPOEEEIAT CHLA-A BIZE LY CONARE SR, 1= SR B OBz LY

BEINE FEEL T =A2A26,830,86 1,862 BISOAMRE (MPHESSCPIEESH)

IMDPEERRIGTEHISEE10F LYSBTHRISEBUHR. BEFREHNSHE

BUHZS BBMH S EANIE (BIZA24)

- BEAEHBEL-RIEE —XHRIT LHHLA-AB  DNA medium-high

resolutiond (& T EEFR

-HLA-AB DNAR T T 58 (P L BEFRIESMRIRELL. (b BAELHT

RIZDNAKRERE) @SR UBEH QP -8 TOYLIE LT 28—
ZE T HLASR 2T BEHAOBEETS.
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% H'Ig/!?/lﬁ‘HIGIS/m N=1697
allele N altala N alisla N=
0101 14 1102 2 22808V 1
240 %8 *2606 4
2402V3 1 *3001 2
w2403 7 #X3tol 174

1 3308 102
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e HEAR BT 27U
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B& HI5/9/18-H16/3/31 N=1401

aliolo Ne afiols N siale N afloln N
20702 14 2704 5 4002 479 5201 256
#1301 8 +2106 2 24002v4 1 45401 a7
21302 2 3501 188 #4002V 1 25501 1z
+1501 161 3701 [ 8502 ®
«1501V5 2 %3801 1 5601 8
1502 1 %602 2 <6603 1]
#1507 24 #3301 4501 68 w5604 {
«1511 41 902 24801 34 «5B01 26
#1618 18 *3904 <6101 138 6701 5
#1527 4 4001 6102 2

BRE —ZHEI—LBYSAE T EER N=01950
FEF—REOF—Fp-AEE

i HIgL Va1 T =
A24 Ax2402 A%2404 1
A24 Ax2402 As2408 2
A24 A22402 A¥2420 22
AN A#1101 A#1102 3
Al A=1101 As1toty 1
A blank A=0253N 1
A=0201 A%0201/0207 2

A%2601/2602 A%2601 1
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FERE% 2 FIA L2282 @ MBS EOER - Bk & BRI ARIOMETIZBI T 5 F3E) BE

2004.06.19 A HBRE-R+EHREHNGEE

KIEHWY A M A BRERT : IL-10 Promoter BRI & a-GVHD 4B
=1L-10 &5 WA a-GVHD 2HH4 25017 =

sk, ABRT —FRR. EAERA
FrEFRERIEBIEAN HLA BHFERR
REKFESE Mk - EHEAE

W ER+FHbE IR

XU dic

Lin MT GIXRIEMY A b A v ERMERFT
3 % [L-10 @ promoter Sl %% (A/C) & a-GVHD
DREE @A~
producer) ® & & EAE GVHD A&EMEIIEZ D2
EERBEL (2008), AT HAABRETIZ
T, IL-10 O promoter FEIS 592 DR (A /
C) L EAE/ a-GVHD RIEFR L OBEBIZ W TR
L7,

ME - Fik

& [IL-10 promoter [ES% 592 D BEIFH
fEE A (297) © DNA & AV vIL-10-592 D& R &
PCR-RFLP £% FAVVRZE L7z,

% IL-10promoter 592 £H *» a-GVHD D857
HLA identical B4fi~7 . 101 # (FTIZGVHD D
BERDP-> T DHELLENmER 2 W RICHE
AERRETE RV TH~ ) Kp—&
Livxr s b IL-10592 #REBRE L, Th
IO genotype BT a-GVHD (23, 2 2)DFAEM
EiriLl,

Recipient @ % A C (low

[Z2&,

B 2R 0)3& i 5 MR HE A IF AR
THHHEH

o GVHDO RHELAMEC, BREALB A DAL
s EEERBHEEOBRMBL 2 EDH@AHNL?

o BEEEBHEEMNTLOIL

o @ HiABROBBEEBONEL, HEIE?

- ERARBRHAE
- RIREH OFEFHELL
- BMXIR 2

BAADSCTTGVHDAVD IR

Evidence
- GVHDF I Jaka—in B L
o BARADHLAS AR Tl

~HLARES S AN TEEEITEBER
o BAERADEEMERHIGHEL wHEEHY
- AT —HRBEOBEEMNLL SNPsOdataiF b

s YAA(OBEEMBHE  TTEEHEHY
-~ BEGVHDIXY A A A~ L
Patient characteristics
{n=101)
Geondor : Mds/Fermade  43/58
Bga: 85 > 1W¥ye.,)St6y0.  yo.
Diagnosis: Stntys at $CT:
merignancy 82 CRICP 46
Ron mesignancy ¢ oithor 61
GVHD Prophviuds
CSARLP %6
ATX 17
CYRHPATX 55 Crétioning ro gimon:
FHAMTX 2 TBf regimen 63
@PLeCyAd 4 nen-TBE regimen 38
cifver 7
ATG conbinod rogimen 3
non-ATG conhined regimt 8
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T 2 ) U 7= s B M SR RE REODSE A - B8Rk & FRBRBLSRIAI OE L 1T B Y B Wi, M

2004.06.19 £ HEE-HR+FRETHNHE

The aesociation of i.-10 poeltion 582 pelymerphlem ln
Reciplents and Donore and Grade il or IV Acute GVHD In the

101 Treneplants (HLA ldentical elbling palr)

The eeeoclaion of IL-10 poeltion 582 pelymerphiem In
Reciplents and Denors and Grade H or W Acute GVHD In

the 55 Traneplants uelng CyA+MTX for GVHD prophylads

Jagmnees Roclplord Donos Rocinion D
Incidence ol GVHD (odds) Ineldenss of GVHD p—

v Incltencs of GVHD (odds) R o
£-10 8ot oot = -
position-6 ’ = = = " iL-10 6ol 24 24 o am za

peslilon-882 Reciplents Donsss
Alh ot AIC @ 2% (1.6 8% 80 7% 2% /A o AIC 48 29% (1.0) 2BR(LG| 47 6% 2B%
cie 92 BO% (1Y BROADN| 11 6% 18% [+ 7 2RB% (145) 426% (17| © 6%  25%
P02 5 <0.05
The essociation of iL-10 pesttion 502 polymerphiem in

Recliplents end Donore end Greds ) or W Acute GYHD In

lap end Amesicen Traneplents (HLA identicel sibling pais) Gene Frequencies of IL-10 promoter
Reclplent Doner polymorphism (position 592)
neldenco ef lneldsnoe of
BVHD % end GVHD % end -10 promot
odds retle odda relio mp;:m mw
GonotiPd Mool . Oddo| Mool . Odds
go2 Reclplents refto | Denore retle Nureber axpested
tested A [+ (o)
Japanese AA 40 75 10| 48 5 1.0
{n=101) AIC 49 0 0.0 44 9 1.8 d@panese 207 0.84 0.38 0.13
CIC 12 25 83| # 0 0.0
American NA 52 12 05| 48 13 0.6 American 570 0.28 072 0.52
(n=570) AC 222 13 05 | 204 17 0.8 high low
c/iC 296 23 1.0 | 298 20 1.0 producer  producer

> REUY A DI ERBER T CHHL-100
promoter fiig position 592 (A/C) D & R4 - B fE
GVHDSE D% R 1=,

» B racute GVHD () BEHEIILET U
MIL-10 promoter ERC/CHIFE . AIALAICIZEL
~BEIZEN = (p<0.05),

> |L-10 promoter $E# position 59200 & RIA (L& 5E
Y 1 hA LRERTF0high producers., C i
low producer&iEBI T B EMVREEN 12,

» BARADIL-10 low producer 137 AUS A LYEH
ETH->1-.

AZA&A: Chomo.: 13% (gene freq. A= 0.64, C = 0.36)

FAMIAA:C homo.: 52% (gene freq. A= 0.28, C =0.72)

» B ELGVHDIZC/C (low producer) IZE 4 THY.
CIC MBEIXT A)HBNIZHLT, BEAIZBHE
THb.

» K ILHLA identical sibling T S BB EHB D
10RO FHHT—ATHY, F—280EmLIE
mBEBETORIESDLETHD,
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JEA S B E e T/ SR BT
FBRZEEFBARERLITIES Y v~ FHE
REE, JREANNE
RERFEEFHEREF RO FEMFEHE
FRHEWF. TR
IR R B & B F LAt BE T S HF5E)
1. HROER
B AN TOE MERHERBRE IR & Hhik UA BHE S AEST

RS, BB SB LA BRT 5. B

WEHAOHE & L COMABEIL 30~60%DRmEEL &h o :
BM. FERYMEDIHAPHETH S idiopathic pneumonia ;_‘ém : =
syndrome (IPS) 1% T~11%% b 5HMBMATHETDH 3 8|k
B. IPS EGERH 1ML HERBEAPETHEH, 0 !g -
P, SR SR TR, BRI b AR ”ommfé S
T B 15, BILEMA, WME, 126y BEo TBI, BEH P

DOLEWREE, GVHD ORELZR L LBAERH D & THMEN
2V, — BRI E LCHOMENELERD., B Genotype I o bo

. ﬁ € i Serum immunoreactive ACE concentrations (ug/liter) for
individunl with the 11, 1D, and DD genotypes, respectively, shown in

ATHBENC BAL 21T D BBAMEWN T L 72 ENT X Y BUITR  ien, middic, and right pancls. Sold vertical bars indicate moan con-
BB L BTSN B T L BB, BRERICROTIRR

D ST L Angiotensin converting enzyme (ACE) &fx-FIZ 60 - (538)
HF1ETH Insertion/ Deletion OBEFHLHIMNEEE LT
HEDMENDH D, TOLEMIL Figl. TR X DIZ ACE
MARECEELREL, BloMkELicEET 5
Angiotensinll DM HFREREL 25 LBE I TWD,
¥, ARDS TId Fig2lZ/R$ & 5T DD &2 #-DMER T
BNPEL Role, IPS IOV TE~HEFR T HLA matched
siblingl18 BI&MRFS LILfER ACE D & € THROEHT Genotype
ENLAS O ID, 1T OEER L Y b 0dds ratio 5. 19 (95% CI; Fig.a. Monality rate in ARDS patients by genotype:
1.66716.01) [ THBEIZ IPS OBERPE o7z, Tablel.

TDZEMNL ACE BRFEEUEIL IPS BED YR 7708 —ThdLEXLL DD, DEH
TOMAT T Y REBRE, BILE. GVHD 72 &L OBBERE LN TEMREZEC LRI SRET

Hb, THETICMHEHERE L BEFRUEELRHTIHRITZZIHEHEA V=X A% 8

Mortality (%)
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T 2 L THIBD TEERNETH D,

ASE, EEREHEL b7 b BARRENEER [BHS LR LR 21E g
TRBREOER - B & BRARPRAEE ORICBE T 2058 BAFSE & L CEM BB RS b
ELET 5 BEFEUMMBR 2TV T L IBREEZERT D,

Tablei. Odds Ratio for IPS after HSCT in Patients with the DD Genotype

Odds ratio (95% Cl)

DD (%) ID+11 (%)
All subjects 19 (16.1) 99 (83.9)
Patients with IPS (group A) 7 (41.2) 10 (58.8) Odds ratio=5.19,
95% Cl;1.66 - 16.01"
Patients without 1PS (group B) 12 (11.9) 89 (88.1)

Odds ratio were group A vs group B. Cl, confidence interval. *P =0.0021

2. B ‘
2-1. EMEMBEBERSSIHEREICE LT ACE BRTFEEMNEETE0E 5, H
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Status of PBSC donor registration

* Gumulative number
{As of Dec., 2004)

3,1 43 GaseS (including 73 cases of twice donation)
232 institutes

Status of Day 30 check recovery

* Cumulative number

(As of Dec, 2004)
2,551
Recovery rate: 2,551 / 3,143 = 73.8%

Acute adverse events occurred

within 36 days of PBSCH, jndged as
relatively severe by the harvest team and
reported to the JSHCT center: 52

Rate of acute, relatively severe adverse
events: 52/2,551=2.0%

Adverse events which were urgently reported from
the corresponding institute and were informed to
the participated institutes in this system (1)

Event Case Numbers
Thrombocytepenia 13 (25%)
Liver damage 11 (21%)
Fever, Infection 7T (13%)
Vagovagal reflex 2 (4%)
w 2

Tetany 1 (2%)
Ascites, Pericard effusion 1

General edema

Precordial discomfort 1
Anorexia, Nausea, 1

Vomiting

Adverse events which were urgently reported from
the corresponding institute and were informed to
the participated institutes in this system 2)

Event Case Numbers

Hypesthesia of extremities 1(2%)
Back pain
Hemorrhage of the leg
Headache

Angina

Disc herniation

GU

Hypoxemia

at et P e e
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Adverse events which were urgently reported from
the corresponding institute and were informed to
the participated institutes in this system (3)

Event Case
Numbers

SAH

Cholangitis, goat attack
Hemosputum
Retroperitoneal hematoma

LR e )

R S ERar S —0 ARME R UGERIZ BT HRA%E (RHER)
[ ABEAARE]

AR EEESRRARE S - SR - —
SEI * 1 :31

Tt RS 128082

gl 11

B/MME— B K442

B FREAOFF—(G-CSTAB L L S SR eid—)
FERB =2 12445

) B E 6.8:12.

il 7

BME~B K126

[ERAERRDREO 6 DERES]

A FNMEEHERSMNEE SN - RITE M MR - —
eI 31

TR 19419

thyifii2

BV~ B K807

B:ERADOEF —(G-CSFAE LS &N =2 FF—)
FE{HH 2445
LB S R

Adverse events which were reported from the
annuat heakth check team and were judged as
relatively severe by the team or JSHCT Center (1)

Event Case Numbers
Hematological Malignancy
AML
MPD
Other Malignancy
Breast Ca
Gastric Ca
Uterus Ca
Brain Tumor
Pharygeal Ca
Thyroid Dysfunction

—" -

N = et Pk s R

Adverse events which were reported from the
annual health check team and were judged as
relatively severe by the team or JSSHCT Office (2)

Event Case Numbers

Myoma Uteri
Rheumatoid Arthritis
Cerebral Infarction
SAH

Vain Thrombosis
Catarrhacta

Eye Bleeding

Atopic Dermatitis

b e e B9 R W

coem somes

JI

Adverse eveuts which were reported from the
annual health check team and were judged as
relatively severe by the team ox JSHCT Office (3)

Event Case Numbers
Ubeitis 1
Bronchial asthma 1
Diabetes 1
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Severe donor events after stem cell donation

A. Gratwonl, Y Kadera, H, Baldomera, G. Favre, A. Urbano lspizua, N. Schmiiz
JACIE accreditation committe

Japanese Society for Hematopoetic Cell Transplantation JSHCT

- Background
* Transplant Numbers

Results: return rate
EBMT

624 teams in EBMT activity survey (2003)

S

338 teams with allogeneic HSCT contacted
~ 1990 - 2003:

- 63 666 allogeneic HSCT; 40 192 BM, 23 474 PB

* Methods
= Results » 221 teamns replied: 65 % return
» Conclusions ~ 1880 - 2003: ‘
« Outlook R - 44 566 allogeneic HSCT; 28 134 BM, 16431 PR
CFED
Conclusions

EBMT

« Mortality linked with HSCT donation
- 1in 8 000 to 1 in 3¢ 000
~-PB=BM?

- Severe events with HSCT donation
~ 1in 1000 to 1 in 2500
- PB>BM?
* Hematological malignancies
~ 1in 3000
- PB=RBM

Results: return rate
JSHCT

o 378 feams in JSHCT activity survey (2003)

« 203 teams replied: 54 % return
- 1993 - 2003:
- 10 701 aliogeneic HSCT; 6 927 BM, 3 430 PB
{ Certain autologous might be included )

Resulis: donor events
JSHCT

PB BM
¢ Deaths 0 « Deaths 0 (1)

Results: donor evenis — SAE-

JSHCT
PB BM
47 Unknown
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Results: donor events
JSHCT

PB BM

« Hematological malignancies

Conclusions
JSHCT

« Mortality iinked with HSCT donation
- 0in278410 {1)in 6,927

- PB<BM?
2 2 . .
* Severe events with HSCT donation
- 17 in 1009 to unknown
~ Leukemia 1 2
-~ unknown
- MPD 1 0 . c
- Hematological malignancies
~ 1in 1000 to 0.3 in 1000
- PB =BM?
Discussion (1)
SAE . .
1t Is the eysential prerequisite that a donor must be healthy
at stem cell transplant, which is a therapeutic mancuver to create
J SHCT EBMT two healthy persons from one healthy person. At bone martow harvest,
(Prospecﬁve) (Retrospecﬁve) anesthegiologisty, who are the experts of life-saving and are out of
hemntology tenm as the third party person, usunlly checl the suitability
k. of each doner candidate for marrow donstion, and whole the procedure
Capture rate =100% 65% o ) )
is performed at operation room, where life-saving apparatus are prepared.
47/2,784 16 /16,431

Discussion (2)

On the other hand, PBSC harvest can be performed by hematology team
alone at apheresis room ,as the results, the objective decision

for the suitablility of donors and the preparation for life-threatening events
of donors might be spoiled.

Allogenelc PBSCT is an admirable technigue ¥ of its easi of

stem cell harvest at donors and of hematological vrecovery at patients,

but I also wirn that each tology team reconsider to keep
the donors® safety if they want this technigque continnes to

be an admirable one.

Discussion (3)
Prospective follow up system for allogeneic related PBSC donors

is providing the information of the relative safety as swell as of
the potentinl risk of this technique.

Prospective follow wp system has been also proved o be

an tial sy for catching the accurate status of donor

events therefore, is recommended also for marrow donors.
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