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EMmEBMRBESRIISET 1) 54

BHRSAEYY— BEREREXZRtEIY—KEK—-I

6A208 (1) FERI1B~TH

1. HEESMCET < ENGREEnBMARBIEORSRA EICEYT MR (H20-%E-—Aa%-014)
RRtEE BB Bt (BRRANSAELYS—RRIER) 13:00 - 14:30

2. FULVEMBMREBEXTOMRICMT MR (H20-RAE-—Aa%-019)
MRAERE HR (RAFEERIASRIBYE—BE) 14:30 - 16:00

3. BEMAKRE=S U VYICKBENBMRBERRORBLICETIMR  (H0-%&k-EF-029)
MEfEE KB AFE (BAEHXEMBIOWXERE 4 —) 16:30 - 17:00

4. BAAMEMBZERICHT A ENGEMOREEOBARBELOEIICET IR
(BAREMRSE L4 19-1) 17:00 - 19:00
MrRARE HFE Rl EnRSALYS—FRER)

6A21H (B) FATIR~128 159
5.7 VAYXT &AWV HA T—REEEO SRR ERAOEMEEARE K ENHRHARE
HEREBCHTIEMEBLARRROLODMA (HI19-FREE-——7i%-011) 9:00 - 9:45
MRAEE #E & (BAEMXEMEBSOWAEERtE 9-)
6. ARMESHELH S TREENRARBEROEFROM L BISTHRENAREDHRE
MR (H0-SABRER-—H%-019) 9:45 - 12:00
MuRAxE #E BE (EAIBALCI—PRER)
7. A THIBE DR ATL) 12333 2 FEiER MR EAGE DS & 0 HTLV-1 HIREBORAICET
R HI-BABRK-—KR-013)) 12:00 - 12:15
MRfi&RE BR (EmBEEAMBALEY 5 —)

68218 (B) FRI1B~48

8. BREOHAMHENIER (CX T 5RIEENBMARBHEER OV -DRMAKEEIICHTINAR
(H19- ABEFR-—#%-026) 13:00 : 14:00
MEREFRE &F HB8 @EAUDBALEYI—PRER)

9. AEXHOBERBELIIENGEMTTORAFOEY, ER. #NBBICRTIHAR
(H20-$ #e-—AR-017)  14:00 - 16:00
MRAKRE SH #— (BHERS—FtFHEk)



EMmMEBESRNRSE WRIAENT (H2 15£5)

1. HEESHICED CEnEEEShEMRBEORER LICEY SHR
(H20-%9&-—Ag-014)
MEREKE /B R (BARVAEUEZ—hRER)
MRESEE HF RE&E, BA RE. D RE. B R SREAR. B BER
(FMBBHEICHEITH FF—cBEOHA ZELOHETHHBEAMRRE ZORVVOIBHERERGICED K S
CEb>TLWAHhEBHLNHICIL, BHEAELZALIESTEZBMELT, JMP RELARKICHBBAERRNE

EhDCHBich, BRSWTOHAIHRETH D, ]

2. HFLLENRMRBERTORRICET SHE (H20-%&E-—/&-019)
MEREE tHE & (BIREM KSR ERE —HE)
MRSEE NG BT, RE RE. FE EH. —F RX. &N RBE. DI OBES
[AFARIITIZERDEMBHRBHERENTE B>, HLOVETZHARL. BREAICRITS, MRS
FLI-FRafRaiRaREN BRE) SEUABMBIERNT (I BM-BMTK) 28K L L. SHIIRETHIEL
FLOEWZEMAEL. BMTOBRBEZHAL BB TELATVWSEESAD-OOBRFEREERRT 5]

3. BYAREZ=S Y VUL SEMBHRBHEREDOR LICET SR
(H20-% & -3 F-029)
MAREKE KB AX (BAEHKEHMERIVE-EFERELECE-)
HERNMEE $FER K-, & AL, WX A=®
(AR TIE. BEENHHERBETERATSIERCOVNT, BULEHEVARREORE LIRS H DK%

ToE£bI2. BROBEICHLTAROBRELZRINDLZBELTVEY, REMNHE. HEH RO L
AHl. MEFEH) EhOKREPTT, ]

4. RABAIEEMBIEG(CH T 5 FMBEMOFMEDRMEBIEORL BT 555
(BATRBRE BE 19-)
RRAKE BB KE  (BORSALLE—BRAR)
BRAEE EA M-, 8B RE. KRB B GE K 0K G- 6% RE

MAx E—. 9f BE. PE K=, BN & R

[ATIRIEC A ABSNBE L ENRRMNSARBEOLER 2R OMT 5T L EREANET 5. A
BENBEOFEVIRROLE L | BREERE L BURERCORD £ BN L BEIARAZRET 3% 148
MERBEEEL TS, S610, WANBIELFNREMBEL OLES b KIS HREMEHR MR AR
OERAMOBTETS & £ 612, FMBBHITHES BHHE (O, RETL. BRELE) MRS ESLHOFH

REMEFARE L TEEL TS, ]

5. ZPLAYATITZ2AL: HAFT—BEEEOMSORBEREOEMTEALARS L UEnEH
MBIEEEIC RS T AEMTEARKEEO-OOWME (HI9-fE-——-011)
WRARE #AE 24 (BAERXKPHBIVEERtELE-)
HRSEE KI5 B, PBE E_-, FE X 20 &—. BEF #$#—. 54X 8. & H—M
[ZLAYXT T£AV: HLA F—HEEENSHEBEREOEMTEARS L UEMSARBIERALRICH
[+ AEMFEEAREEO-OOMEMTIE. FELTF—T L LTFLAYXT T2 HIV: HLA F—HEHEE N
MEBHEREOEMTEABRETHET AP TIRAEC, ENBEHRBIEZEORLSLEREDL-OIZ, SHEOBIE
B TOEMTEAROHY M -ICOVTERTHEE LI, HLA F—HBHIZHI DI AENLERREFTST
W3,]
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6. ;‘é‘ﬁﬁﬂﬁ%ﬁ#ﬁ £RLSETREEORERBHEEOEFEORM LE BETIRENGRAD
R  HI-DABRK-—A-019)
MRERE BE BE (EIrAtr2—PRHER)
BEAMEE A0 #—. F FFE. SR BR. #EB B HK 28 86 RE,
BE Rz, t& M. RE HAM. WO RE.HF BE. HAEB. & Hx
[GVHD RERAEA & DARBIES HHEX B/ NV ) PEEOLL ERE FF—h o OBERKIZS L. BHATEHE
hh TV ATG. MMF. FON 75 & DRI, AP TRHAEMMRBIEELTOBEGHLEN, FHARMTEIhLOXK
HOBXANHTIEERE - ARORSN - AUMCHETIIET VAR LBISHKRERET. ]

7. BA THIREEA A ATL) (239 2 RESMRBIEREOMSE & £ 0 HTLV-1 SIEREIB ORI
B3 5% HI-HABRK-—AR-013))
mRiARE B @ (EXARBBBAMSAE LT —)

FRSEE PSSk HE LE R & B=H 88 RE FHE A A0 &, BB B
F RE. Bt I, SR BE. 8B e Wh MEF

(R 12 ENOBREBATL (AN - o/ BEY) (Cd20GERHEMEBESMRRTE URKRAREH

Lt CAETO 2B (B 14) D, RISTORSMER T LRAREE LTOBEMEEMBA L. FEsva

mELTOAMEMEERL., BE,. B3URABR MBEREMICLHE2HE) . BLUFLBEBRICLDE 4

MR (F148) E2XEPTHD]

8. BREOHAMENBIENICH T 5AIGE NSRBI LA MROARARTICET 5
W% (H19-ASABEER-—#-026)
HRARE & M-8  (ELsAts I —hRER)
WRAHEE BEHH K-, NE Bz, PR K. WK B WTF St &F RA.

ALK WX, MH AR
[HH%E/EBELNRBE PO L LLBERREREL . SO SMMIBHERNICAL S W SBEITARE, o2
MEHE EOBERAOI AR EHIT B EBETHRNTT . SEOHUKMTE, Shrhb0TOba—L
FROBE. 556 VIHFARRREORREFELTOET, HALRL Y. FroHEORENHAISHHI

BHoE I, ]

9. FEFAMLHWERBIEEZFNREMTTSBATOESY. ER. HSNERICHT IR
(H20-$ & -—#-017)
HERiERE BEH #H— (BEHEE—-F+HFHEM)
BERMEE NF RM. B Hz. @K E—8. @b FE, RE R, AH 6
(AFRTRELFBHHPHE (MBERERHENEEE FH—(CBHIRE TERSh FF—0OR2ME
£(Z, EMBERFEOBERBEEST TEONBIRT 202, Fr—@gdE BREE DENTR

MAEGEEFRL, BOMIINEZBBTIES. ER. HMBEREERX D, ]

Lk
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RBET UINF-RBET - ARAREE
MAGESHIc B I<NSREENBMARBEOMRRRE LICET MR ¥ (H20-%&E-—#k-014)

TR FE H1EARAMSE 054
2009466 A 20 B (1) 13:00-14: 30
&8 BRMRVPALV I -ERERZTHAES— A R-N

B HAEE

1 TIEMBEMBRMBEICE I IHFTRCRETE HA BTESESGDEOMRI (1045)
¥ T #E BAB FE T : BPRRSAEVS-
BHE B— . ER&Ft+FES-

2 IFEMBENSHBELSIIAEZELYUSBULTES HA-CWIFRMN CTL OBKRMEROKRE (104)
¥E HF FH B : AHEXY® mMEAE

3 TAFFBAOHANTOAS A TICDNTY (104
ik Bk ABRHRF: BEIEEBFEBIEA HARRXA

4 TMulti-SNPs BIRICK D HLANT OS A TOREEOKE] (1049)
HE BT HBE Bl . BHRPALVS—
M EE . EEKE
EA fE . ERERtrY-—

B MUEE

5 [Screening of the immunogenome with microsatellite markers in pooled DNA for non-HLA genetic
associations with GVHD: Preliminary results J (1043
Christian Harkensee, Makoto Onizuka, Akira Oka, Hidetoshi Inoko

Division of Molecular Life Sciences, Tokai University

6 MBHEKERGEBIEFSIUORENR (10 53)
BR BR : &RXPEMERAER mENH - S0

7 TNK RS RE, U4 A VBEFSEOBITRUHA S E S EOIRL (109)
B TxEl MM B— TR OEFE BT BT . ER{KTFOLEECS-

# HEFSHINS BEEERSHEVY-—HREREZ 68203 11:00 - 12:30
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2009 £ 6 A 20 H
RETUM -RBFFH - ARMRSEMASESHICE SGENBEMEMEE
RRBIED R LICET 2RI BSEEH

JEm &M BRBHEICE TS

HEURTREFE HLARTESHS EDKRE
NEEFQO) REREBEXEO) WHEE—(2) HBRHEQ)
1. BRMBSAEA—REFR EFETFIHEE
2. REHF+FMELEF—
3. BHMRSAEVA—hRFER IiK- BlagELR
(EREEARRVORRELT, BRBMN\VIEZNL-FELGER BHBHE
(UR—BMT) OETICKY . HLA BEFEFESHEELAM GVHD DYRIRU
FiROBBEEZHRELIz (Blood 2007), CORETEERE GVHD HEVRIEFE
ICEREES 16 D HAFESHEEGEIRITESHEINBELMERGH] -, &
SIZ.CNODTBEELX R OB TIMNIEES M GVHD D FRIE - #4EF & IZHERAL .
HLA —8F—HFF—RBROBOEELGHTWELG>TV S, COBWTIIFIRY
THEESHEEUNOTESHESEORICHIBT LOFIRIZKY, FETFTEEMR
SENBETITEMEERLTV . SEFFTHELATESHSEERITEIL
ZBEMICBRINZT o=, [F&]JUMDPAE At LI-=UR—BMT5210 IS EERFTD
FEZRAV. BIRITEAHESEHEZRELL HA —BEHBLUESTESHES
HOEERMY GVHD FJE') X (Hazard ratio (HR)) LU 5%EFRER (95%Cl) %
BHU -, SHIT HLA — BB LETHEHEE D HR, 95%Cl FELEHREIL, SF AT
BESHATESHESEZREITHBLE AT, [FERIHLA-A ETIE HLA —B# A
HR=0.38 (95%Cl: 0.28-0.52) $%4MITxtL . A2402.2420(FF—5H% HLA-A*2402, %
A HLA-A%2420 % DT E A E ) T HR=0.32 (95%Cl: 0.16-0.66) (P=0.002),
A2601.2602 T HR=0.36 (95%Cl: 0.14-0.89) (P=0.028)&. SFr B AIREA T EESHEEED
RIF LY BHEEEN 2 $A7F7EL 1=, HLA-B, C, DRB1, DQB1, DPB1 EECH 4RI
BREIL-5R. BHOMEEHE 23 MFEEL, [(BIE1SE ORI CHB TS
FEESHEEZIRTLBLIBN RIS, 5% XRTEREZLLC. BHETR
[CRATHBEMLAHETHRIL. FBTEGEGFR HA TEEHEEIINTS
AV Y RERML HA —8BF—BrFF—BIRO7 LTIV XLEBHEETLHL
[C&Y. BIEBER R T —ZIE RS ELBNTELLEZI LN,
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JEASHERIFIIGE T RBETES - 1R
RSB AT 35 < SR s i SRl O R Lic B4 2058 Bt
Rk 21596 H20 H

[FEM g BRI A ) - 8 X 0 458 L7 R4S HLA-Cw 5R#) CTL ORRERAY
BEEOWE

A EBRERHRELRFRR i - FEENRE

KASST, HHE W

HLA-A, B, DRB1 #{x 7RSS K—75b OFEMBREEBFHIZIT 5 HLA-Cw 1iF
&3, BEAM GVHD OREMRES R SE5—F, AliUROBRRLETSEL T
ENRE SN TV D, GVHD 5L ONGVL 27 E OERESERAZRIGNT, EELTF
F—T VoS k> THEEND, Lh L HLA-Cw HURIZ— o hiiakmE LR L
SULIMEL | B TEFDOHFIFEMMENEE X BT 5, FE, HLA-Cw TEEHEE
2 A OFEHC GVHD F72id GVL hR0580 - BE DENICEW T, TEE Cw
BT D T UL SBRGEISENFHEI N TN DN E D DDV TR L E 7S
RENTURLY,

F#~ 13, HLA-A, B, DRB1 #4&., Cwl ERES (BF Cw*0303, F7—Cw*0801)
DIEMB R F— S B EBEA %1 . GVHD B LU GVL 2hR A& ) v Ma M
JREREDOFRRMAS CTL 7 v— %538 L, in vitro T 21T -7, 85, Zh 60 CTL
7 a— 4%, ZOFREE HLA-Cw*0303 573 F &7 F MERIFMEIZEEE L T 2 & & H
L1, AE., 5o CTL & GVHD $ 5V NI GVL iR & OBEIZ VTR L, B
FRHBEEORTE & DI O THRET 3,



AARF|HAD HLA-A~DPB1 7 Y VEINT 0 & A THRE
== MKIEFHBER LOKED HLA i BIIE VW1 ? ==
EiaER, LEHRTF
HLA BFERT

& MR 331 28 AL, HLA O—E7ZT Tk, ~"Ted A 7—BRLEHETSH
5 (RBBF D). NKKIR U ROBHEBEDOBLEN G HLACE#EMNERIND L itk
. HLA-DPB1 BEAMABHE THRIZEZDHENERINTWS, /-, OiEEE (AP
&) MRIEABICHEABRADWER CORGARRERBOON, TALOBEELIRKRT. &
BFHAMAEREVFIREEN TR IND, BFE2ED HLARIET — 40 onT o s THE
&L MAMEE, B{AFHEERM L ZHE L, AMFREEL X UREIZEW T HLA ERHE 8
RAEBENE DD ERGET D,

(Ve (OREE ]

1, MiREFEEEFKRDO HLA N7 o & FTHREIREARE R 25, 2, MiKEREBERED

HLA FER A H 2 FIXE W, 3, MikhEEAF I EORIa L b HLA FERHE AR Z ERE, 4,

¥ & B8 0> HLA FERHE A 2 RITEN 220,

(A%} - F¥E]

i E A R — K EZENE LI HA XA E L 2 ERLEFERD I b, ~Tad o
THE (BEEH T2 biK) ICEHVW D2, HLA-AC,B,DRB1 : 1,389 5%, HLA-A, C, B, DRB1,
DQB1, DPB1 : 727 % CTh 5,

LA R RIZOWTIE 1, MBREEEE L S0 3 4 U LR R LNFEKET —4 (A-DRBL:
480 #F%. A-DPB1: 401 %) o Ty A THEY, BEHREE AT s THE L I
B, 2. FERIMAMZ R, BETFRERM (M) 2HEL, BE#RT —# Lk, 3. BE/ @¥HE
fafds X ORF/ #-FRIOMABZ RE B LT,

[RER - BE] (R=DRB1, Q=DQB1, P=DPB1)

1. ~"T'a ¥4 7HE, HLA-A-R T 1,389 %% (5,308 haplotypes, 1,552 ff) . HLA-A-P JET
727 % F%(2,826 haplotypes, 1,460 fE)D 7 U AMRINT a2 A THEMTORE. by 716 %
£ 1(A-R) LF 2(A-P) IZRT (RX—2), HHIRFTOR—LX—TpnT o & L THEL
7 UV 2B LTV 5, hitp//www.hla.or.jp/hapro/ftop.html. 5% 47— % & 4 L EH
BHCTH L7z,

2, AQTax A THEE BEBETRR) HBERREANTa L T EHFEZRY, AP, QP
NTa s A TRETHERMNRR EBIITHTH B,

3, #z-FIEEE (cM): A-C: 0.47 (0.6-0.8), A-B: 0.57 (0.7-0.9), A-R(Q): 1.35 (1.5-2.0), A-P:
2.74 (2.7-3.1), C-B: 0.10 (0.1), B-R(Q): 0.78 (0.9-1.0), B-P: 2.06 (2.2-2.5), R(Q)-P: 1.28
(1.4-1.5), BES{EE AEZARDAV, () PIEBEHTE,

4, BE/ EEFK A% 2R 0dd ratio: A-P: 0.957 (p=0.896), A-R: 2.05 (p=0.08), R-P: 0.242
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(p=0.039),
5. 7/ 97 AL E Odd ratio: A-P: 0.33 (p<0.001), R-P: 0.10 p<0.001) ,
[#aw]

1. BAFIE MIEEIRE SN TV S B8 ELo) HLA - ACBR N7 0 # 4 THEL,
RS AT 8 A THEEL KERL KRB LIRERNEND, LoT, BohinTusd
A FHEEX. BAFIBAOHEEL LTRIATE S, 72720, QP ~"FaZ A4 7250 T,
BESEE AT — 2 B SHOBRBLLR D,

2, MikREgRE RO HLA ERR{EFERT. BEHEENR (@ LAKRE) . RE 2 3
EHTE B, LoT, MikEEREOFKIZHITH HLA ERMHABR I RITE LTV 2R
v,

3., MiEMEERE L ZOFMEO AP BABRIBIIEN L, K 3 IIEHIND, FENIZ
BWTHEZFO HLA EEES R BAEO LIV AR, 72720 QP A L, @FEH
KBWTEY (p<0.05), SHORFARETH 2,

4, BFFIE. HTPLVEBBEZERFEIZAE (p<0.001), L~ T, EH 4 3FEHSHh, HLA
JERRBBZ T O B A T, BERAT 2 A4 TR DTV,

F1 n=1, 389 %2 n=727

NE HLA-A,C,B,DRB1 BB % J& | HLA-A,C,B,DRB1,DQB1,DPB1 ;/
o

1 *2402-*1202-*5201-*1502 8.57 1 *2402-*1202-*5201-*1502-*0601-*0901 6.90
2 *3303-*1403-"4403-*1302 4.31 2 *3303-*1403-*4403-*1302-*0604-"0401 2.83
3 *2402-*0702-*0702-*0101 3.50 3 *2402-*0702-*0702-*0101-*0501-*0402 2.62
4 *2402-*0102-*5401-*0405 2.43 4 *2402-*0102-*5401-*0405-*0401-*0501 1.98
5 *0207-*0102-*4601-*0803 1.98 5 *1101-*0102-*5401-*0405-"0401-*0501 0.92
6 *1101-*0401-*1501-*0406 1.28 6 *0207-*0102-*4601-*0803-*0601-*0501 0.89
7 *2402-*0102-*5901-*0405 1.06 7 *2402-*1202-*5201-*1502-*0601-*0201 0.78
8 *1101-*0102-*5401-*0405 0.77 8 *1101-*0401-*1501-*0406-*0302-"0201 0.71
8 *2601-*0304-*4002-*0901 0.77 9 *2402-*0102-*5901-"0405-*0401-*0402 0.67
10| *2402-*1402-*5101-*0901 0.72 10 | *0207-*0102-*4601-*0803-*0601-*0202 0.60
11| *2402-*0801-*4006-*0901 0.68 11| *2402-*0702-*0702-*0101-*0501-*0501 0.50
12| *3101-*1402-*5101-*0802 0.66 12 | *2601-*0304-*4002-*0802-*0302-*0501 0.46
13 | *2402-*0102-*4601-*0803 0.56 13| *1101-*0401-*1501-*0406-*0302-*0501 0.46
14 | *0206-*0801-*4006-*0901 0.55 13| *2402-*1202-*5201-*1502-*0601-*0501 0.46
15| *1101-*0702-*3901-*0803 0.53 13 | *3303-*1403-*4403-*1302-*0604-*0201 0.46
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RET LIF—KEBETP - WHIAEE HRESTEICED < J ik F 8 & i 84 A B4 O A )
LB 54K B (H20-%8E-—RR-014)

Multi-SNP fBHTIZEL D HLA haplotype DREE DR
ZERFQ, NMNIFEE(Q), WHEE—G), EAREW), REREQ
(DEBEHEBAEY— QEERE Q@FEAEABRTFOHEF— DEBEEEZ>S—

(#=]

RIEIOBEREITT, B4 1L IMDP ® HLA ¥ ¥ 757 —4 KU HLA i, 4.9Mb #ipH D
multi-SNP 57— ZHWT, HEAEEDOHW HLA N7 0% 1 Fi3dEmBERICB N T
H HLA allele A DOFERBEDTHEICREFIN TSI EERLE. 51T, HLANT
0% A FIZH¥K Y 5 genetic background 232 GVHD ORIE LB T S ulfEMEE R L 72,

4lEl, & 51T multi-SNPs 77— % O #IE 25V, HLA N7 0% o T OREME % Bt
L7z,

(51£]

JMDP %41 L T UR-BMT 23 {7 2 7= 6188 XY (12376 A)D HLA-A, B, C, DRBI1, DQBI,
DPB1 DEGEFHZRE L=, TOHT 1810 XY (3620 AN)D 6 FZAKEB D 20 - 46 Mb
I D 1310 SNPs % Affymetrix GeneChip mapping SO00K array CHRRIZE L /z. Homozygous /&
common HLA HP £ D{fl A(HLA-A, B, C, DRB1, DQB1, DPB1 %34 C homozygous allele) % #fitt
L. SNPs O homozygosity #&1 L 72112, £ HP IZH1T % SNP D consensus sequence & IRFE L
72o E 51T, HLA allele BN SFEE L7=D72< &% one copy @ HP ZFFDE AN consensus
sequence ZHFHIMEICHTEME D MRETL /=,

(#52R]

Ho EHHEDE Y homozygous HP-P1 (HLA-A*2402 -Cw*1202 -B*5201 -DRB1*1502
-DQB1*0601 -DPB1*0901) 72 A® homozygosity Z#atL =& T 5, 65 Ald HLA-A 75
HLA-DPB1 @ 33Mb T#EHitED homozygous SNP ZH L. 51T 32 AL 6.9Mb IZJE-T
(HLA-A & D 3.6Mb telomere f#/ % T). homozygous SNP ZEHMEICH L Tz, ZD 32 A&
TT, nucleotide 29414635 (HLA-A @ 0.6Mb telomere fil)% 5 nt 33187790 (HLA-DPB1 @ 2.4kb
centromere )£ TIXFE U allele ZFH L TWW/z, Nt 29414635 M5 telomere filid 2 D D subtype
IZ clear IZ7HF % Z EIRTE, 32 AD 35 24 Al subtype A Z. 6 Al subtype B D HP TH
> 72 . Homozygous HP-P2 (HLA-A*3303 -Cw*1403 -B*4403 -DRB1*1302 -DQB1*0604
-DPB1*0401) @ 10 AD S5 9 Ald. 7.6Mb OB T—B L 7z 8%t D homozygous SNP & H
L TWW/=. homozygous HP-P3 (HLA -A*2402 -Cw*0702 —-B*0702 -DRB1*0101 ~DQB1*0501
~-DPB1*0402)id 8 AH 5 AT 3.3Mb O#IPH TEAEME D homozygous SNP ZH L TWe, £D S
H D 1 AT 25.4Mb TR SEVWEEL T homozygosity 2D 72, CORFEIDRE L 2% HP IZ
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BT consensus sequence % one copy ® HP 2FDEANETHNESHZERFMLIFRZ
Fig.1 IZ;RY

Centromere Chromosome 6p

Telomere
é_____..
pp DQDR BC ?
34 33 32 31 30 29 28 27 26 25
_ Conserved region in each haplotype =655
7777 77 777 77 7772727277 A (62%)
=233
I P n
I B ooy
Pl < 3.8Mb >l
(n=1053) l/ >i
6.9Mb
I 1005
(95%)
- | 3.3Mb -
B e ] n=283
| ’ (73%)
7.6Mb
=306
P2 n
= g 80%
(n=385) | —E | (80%)
n=258
< o (59%)
P3 6.9Mb
( n=440) e Y n=381
| P \I (87%) F 1
3.3Mb 8.
(F &0 EEE]

1) HEANIZHEEDO®EW HLA haplotype I, 472< &% HLA-A 725 HLA-DPB1 @ 3.3Mb
DT HLA allele LA DFEBLED TAER TREINTIBD., ILIREINT
WBESIL. HLA-A @ telomere fIICELSFET A ENHLSM LR T,

2) HP-P1 D telomere BIDFEERIZ. FIZ 2 DD haplotype 25T 53 T &5 BIOMEHTT
ANHTHE M 2o Tz,

3) 4. GVHD ORIE b F DK BEZ M & HLA haplotype LD BEEBET & DOBEFRER
AT, B<REINEAFEBLEDEEMNEETH S,
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Screening of the immunogenome with microsatellite markers in
pooled DNA for non-HLA genetic associations with GVHD:
Preliminary results )

Christian Harkensee, Makoto Onizuka, Akira Oka, Hidetoshi Inoko
Division of Molecular Life Sciences, Tokai University, Isehara, Kanagawa

Background

Graft-versus-Host Disease (GVHD) remains the most important barrier to successful
haematopoietic stem cell transplantation (HSCT), leading to significant morbidity
and mortality. While clinical factors (i.e. conditioning regimen, age, gender, GVHD
prophylaxis regimen) play an important role in GVHD pathogenesis; these factors act
on a genetic background that is not only determined by matching of the HLA
antigens between recipient and donor, but also by genetic variations in immune
response genes.

To date, around fifty non-HLA genes have been implicated with GVHD or other
HSCT outcomes, using the candidate gene approach. This study aims to undertake a
more comprehensive analysis of the immunogenome (the gene set of the immune
system) in relation to GVHD following HSCT in japanese patients with acute
leukaemia.

Methodology

The methodology has been described and presented before (JMDP meeting 17
January 2009 in Tokyo). In summary, we are studying 1220 donor and recipient pairs
for genetic association with GVHD using a three-step screening and confirmation
process. The first screening step, which has been completed, involved 460 pooled
recipient-donor pairs, which were typed for 4000 microsatellite markers. Analysis
included intrinsic risk of recipient and risk from donor for severe GVHD, as well as
risk from mismatch between donors and recipients. The second screening step, which
is currently in progresss, replicates the first step, but independently on a separate
set of 460 recipient-donor pairs, typing only markers that were significantly
associated with GVHD during the first screening. The third, confirmatory step (on
400 pairs) will study the associated microsatellite loci applying individual typing of
SNP markers.

Results

Here we are presenting the results of the first screening step, representing the
preliminary results of our study before confirmation by second pooled screening and
individual typing.

In the first screening, each of the four directions of analysis (comparing each
recipients with GVHD 0-I with recipients GVHD II-IV, their donors accordingly, and
mismatch between donors and recipients GVHD 0-I and GVHD II-IV) yielded a rate
of approximately 20% positive markers. This high proportion is expected because no
multiple testing correction was applied in order to achive a high sensitivity for
potentially associated loci in the first screening. Hence, a total of 1994 GVHD-
associated markers are currently re-typed in the second screening, which will provide
the required specifity by the independent testing on a separate set of 460 recipient-
donor pairs, and application of multiple testing statistics.

We will present indicators for validity of the first screening results, which include
highly significant p-values, clustering of marker associations at specific gene loci,
and individual SNP typing of selected loci.
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