firesh T, KFEZAVT, EMLB

W ORABR FETROFV CMV, EBV,

AdV DITANAEREERIT CTL ERKET-
720
C. iFFmER
EBV(LMP2, EBNA1, BZLF1), CMV(pp65,
IE6), AdV(penton, hexon)?® overlapping
peptide & FVVTHIEL . SHIT IL-4, IL-7
TR TAHILICEV(AET 12 HRTR)FR
B T R &7, MR E R & R T &
512 CD3 28 95% LA L THY . Fiz CD4 BME
fr&7ed, B T 5 LI TRRATL TV A
28 CD4/CD8 LR IIRF— 2 &> ThR&EL
HipoTD, REDHAIL
CD45RO+CD62L+CCR7+® central memory
SENZHY ., —ERH effector memory 47 H T
HHZEBRALNZ /2o TS, ENEND
AERISHRAE N IFN y Zefa 36 KUY ELISPOT
7oA TREMNTHOGFEERHLNIZ
7o TEY, AEHTHLIFIE BWREN R
FITHEIR, — 52 OMRFERF R THIRE
WORER CThotz, BARTOBREKIGH D
D3RS Bl TEMERERZTO,
RAFETO CTL AMEREL TITZAHTL
WZDOWTHRER LT,
D. %
ABITTNHO CTL O BRI OMIE
EIEMRERL., EHIZHB YAV A% HHVE
& BRKV ZM A -5FAICIEKTHTE ThD,
o, EERICEREN CTL B/ELNZNED
DIORFEITIE, HLA #RIEIZ DWW TORE
B THY, BUFE ELISPOT %2 AWVt
DERtEE BIEL 5, — T, BARIZBITS
CTL NUZBEIZOWTIL, BIEWSE LD
BRRH LB RAE R, XBEHHTL
DEELEZ TV,

3UAN AR THIAR ORI T EETIEHE
SEUTz, BN LHIRRIZ W T Z oK &
BBMIZL ., TR R IR EETE LS
BEVIFEEE/R OO D, BMIELS IL-4,
IL-7 OIRBE, RERBOHEALRY BE
FIZ2 5t IS RIZ DOV THREHZ IV 112 S
B23RESLL D05 B,

F. BFSEFER
1. IR

1.Kumaki S, Sasahara Y, Kamachi Y,
Muramatsu H, Morio T, Goi K, Sugita
K, Urabe T, Takada H, Kojima S,
Tsuchiya S, Hara T. B-cell function after
unrelated umbilical cord blood
transplantation using a minimal-intensity
conditioning regimen in patients with
X-SCID. Int J Hematol. 98:
355-60,,2013.

LERBRE., BRbr ., MBI,
e R BHBFF B5F RB
FER U ANAELRIIKHT DL T AV
AHEEE) CTL P15, The Japanese
Journal of Pediatric Hematology
Oncology 50(3):335-340,2013.

F. 589 B PEFE DO HFE - BEIRIL
AW



BA G BE R M e BRI RIT RS
(RET VX —REBETY - WM AEER BEERMAESE)

BE - BEREN Lo EEREER & OHERFAREE OB, #Hl GVHD iaRiE OB

W2 B3 A5

WrEoBE  RES
BB HRARZE ERFENSEET

MRES

ffE s B DG OFED—D T 5 GVHD DFRREMRET L IEFIE DB L. ARk
S EORBEEFRBEICHET N TWD, ABFFRIL. GVHD FHERIZ 1T VAR K 7R O BEfiF
AZERERE L. IO EEN L LIERs FRIE. S5 2T Al 0B B % £
TE2ZO#HEEL LTW5, SEEOHET, BHEE bIL, H LWBEILER O GVHD 1&%
TOFRAMEEZ RH L., GVHD HRBIZB W CTMKEERE - SERORETREZ TR L,

A WFEER

ARFFETIL, ELEBMRBHERLERD
FARREA . RO EDRIER Th D HiRMELS
2 MRS MR FR—GVHD JREBIZ 31T B -
B RRFHOBEMBITE Zh 2 AL L
EHHRS THREOREEZ BN LT 5,
B. #FGE

IEZZ% C57BL6 = U A DRI KR OVE
Hifaz  2HBHBREBHEDOFIANAT Y v
RCd % (C57BL6/BALB/c)F1 ~ & BuiE L.
BHEGVHD DETN< T RAERERS S, 22
IZHEEE L TOMFZR KT & OLRTR
T, H L < BISS SN AR R BAER Y0-2 %

EHEETHR L T ORBR SR ER L,

Mg, . B 8% O REMARIEAR O fER
& X ORERREE, SEEBMRKE <
—h — DI, 1M OFFE GVHD BIEY A k
A VBE, WP, RIBRBEREHESZR/E
L. BHERR. FILEBEORELE DA
PE GVHD OFRREIZ I 1T 5 BRVA R OHSEERENT .
ERRBEREERN E Lz GVHD D47k
DEZME, £ L CEHEERBE~DREY

A, F2n6 GVHD EF <7 225 L.

v U ARROEEMEOBELEITL, B
T RIS/ B S (GVT/GVL) SR~ D&
BHRD,

S HIZHEREIZHEWT, SERMRBEE
TAMR R GVHD BB ShzBEIC
SN, BEFIZ T O—RIRERTR., &
FEA N A R MMP, RS REERTEME,
MK - M O BHERRRE~— b —
DRBEEELEE L., 2N GVHD OEEE, R
RATR. EMAEREAE & RER & OBEE
EHLMNMIT B,

C. WFokER

LSEEEE TONERT, HFESHEE LT,
R GVHD BB D ik iz B8V T, FIEHH
DB ZEORBITIE T T, MRERE - BRIER
DOTLERRD b, ZHIZHE-ST, GVHD @
SRRBTE ARIC B 53 5 S FEAE KRS T DA
RAA W aEHIET 5 MP OFEMELE
TNF-o., Fas-ligand A4 V¥ —u A X%
BEEORIEME, TR M=V ZAFEFA H
A DOMPERED LERFEINDZ L
ERAOLMI LT, SEEORT, REKE
Hik, HEHBRBHEESZFIANLT Y v R




D= T AET ZEIT B RN K OVBME GVHD
OFHEZRKH L, AMEGVHD =~ 7 ZEF LD
MEFIZBNTHEEED MP D& & 3
A MIA VIMPREEMAED NS Z &
X 51 MMP BREH], N X T MMP &M% Lk
D OHIET ABMERET 77 A I v OFEHE
FEROFTEEGIZEY . GVHD IT X - TR E
N 3L OMBRE., iR, KM
HY UNERER, B - EEER, AR
WWKETHAZEEHALNILE, 72, 7
I AIVHREREOL O, Eif R
ORI, BB EREERIIRD LN
o lz, BREBARFEREIC OV TIIERE
MYEBITH D,

TR ARE BT, AV TR A
FFERT & DERBFEIZBN T, BERIZE
S CHRBEIENHIE S5 CDLb BBtEDHR
JasmE D 5 B, Jagged2 BMEDHIFEN, &
BN RE 2R L. JEEMIE OB RE 2 ]
HMLTWAZ LEHLNILE,

D. B

Ak GVHD OFFREIZIBV T, BEIE - BB
KFOEHEEA MMP V&, RIEWED A Fh A
UHWEBL, FOEEERCHBICELHE
HELTWAZ ENFRBRENT, T TR
I UIHERNC X A BREBERIEEOIHNL, MIP
EHEEERE LERORBEELEBEL
DNAZ R ERIET 5 FREEZR L TR,
FLWE A TORKIE, SEHIEEREE L
TOHEFELHE > TWVWS, MP FEERIX. &K
K TOBKIBRTHDL M E 2o T2 % OBEA
REWER» L, BKISHOENEE LA
SRR > TBY . RKIFRIZ. Zh
WA B HT T2 72 53 FAEHOSEBR 38 0 ERERT 5T
ELTHEERBREZET HLOEE X T
b, EEEREOHET, TTAIVHEE

FEDH DT, MIEEE, HSkEELRE
ETHIERIIRBO N 2T2Z &0 b,
RIEMEY A ML D5, BT R F—
VAFEOBEFIC LY EREE 2 mEI L,
REHICERABROBEIIFSTHL0E
RICEoTz, ZOT LIX, WERESLOMEM
HFOZWH. MERTLEIZ I > T LA
REFTDZ L, SHICHEFHEBOBAZE
T D LDOEEEETOERRBERLEBL
TW5, S%OWERT, 77 AIVORE
2. MELEEEROMEIC L OREREL
TWE 0, TREFOEFERGESLRZEM
WOWTHEEIIKEET ILERNDHDLE
bz,

ETHEFFRIZ L > TR LN RIZD
Wi, BEROTERRE 2, BE IS
EHEICEET 52 &, £ LT GVT/GVL %
REMHOFREMEEZ R LIEBDLE X LI,
E. #&&#

M R - B R R T OISR B GVHD
RBOBRIZBEESELTRY, 77 RAIVH
FANC & 2B R OTEEIHNL, GVHD DFF
ToiipiiE e L THIRr R 5,

F. HroeHR

1. R

1.Caiado F, Carvalho T, Rosa I, Remedio L,
Costa A, Matos J, Heissig B, Yagita H, Hattori
K, da Silva JP, Fidalgo P, Dias Pereira A, Dias
S. Bonemarrow-derived CD11b+Jagged-2+
cells promote epithelial to mesenchymal

transition and metastization in colorectal cancer.
Cancer Res.2013 ;73(14)4233-46

2. FRER

1. R@pEh, AREE. DARILEX, B
B, AL, TERAESE. WAR—
#, Heissig Beate, JREBIE—: 75 A I v
FRERNC X 2 RIEMBRBICKTT 55



B LR HAREER. F 13 EH
ABEERTS, REERSEE. 7.
2014.3.5 HRAHZ—
Yousef Salama, P8 FH %178 3 | Gritli Ismael,
Duoaa Dhari, Salita Eiamboonsert,
Y. Heissg Beate fRERIE— : EGFL7
recruits quiescent HSCs into active cell
cycle and expands HSCs, 13 [E] H AXE 4
ERTs. KMERSME, 758,
2014.3.6 HRAHZ—
A Sato, C Nishida, S Takahashi, A Tojo,
H Nakauchi, B Heissig, K Hattori
“ Plasmin inhibitor prevents acute
graft-versus-host disease 5 75 [B] H A<
MEFEFRES 20131012 4L
WE=CHE LRI P
PEEENESE, B Heissig , RIESEE—,
[ Mg/ RBEC IS T 5 MTL-MMP &
Bl R 7 ORBGRE] 5 9 BIELSE,
2013.7. 14 BIL HIE
K Hattori “ Protease activation triggers
the process of tissue regeneration ” The
8 th International Symposium of the
Institute Network. ~ 2013.6. 28 ZH<
fE. FUERT  (FEFrEE) PE
B E M, B Heissig, REFEE— TRIE
PERGIR BRI 35 1T B ML EEE - RRHER
VEARTR OMERERRAIZ DWW T 5 13 |
HIRKRFAEMBES VRO T A
2013.6.8, HHAZ, HHH, KA
& —
BEE . B Heissig, ARG — [MEKE
RIEWRARIZ I8 1T D MR HE SR VSRR
b DSRERENT] 5 13 SRR KFAE
MAEY R Y T A 2013.6.8 B
RE, R, KR F—

8.

10.

11.

A Sato. B Heissig. K Hattori,
“Pharmacological Targeting of Plasmin
Prevents Inflammatory Diseases Like
Septic Shock and Acute
Graft-versus-host Disease” XIVth
International Workshop Molecular &
Cellular Biology of Plasminogen
Activation, 6.6.2013 University of
Notre Dame Indiana USA  poster

D Dousa, M Koizumi, K Kusubata, C
Nishida,K Hattori, B Heissig

“The expansion of Mesenchymal Stem
Cell by the fibrinolytic system involves
a crosstalk with endothelial cells” %,
25 FEERIAKRZER I ICATRURFE
#&. (BN0)2013.531 R RR¥
B D Douaa, S Yousef, 5RAREM
PR D, Ismael G, TEHAEE. B
Heissig, AREE1E—“Pharmacological
targeting of plasmin prevents
macrophage activation syndrome in
mice” K 25 BRI K F ER A
FERTRL R SRR & (B —1)2013.5.31 3K
I RARL—

FEELBREEZ, BERE, HHAE
E ARSI NT VDY PEBEHE D, /N R EE
ZF A0,/ BILE, R —
5 HEE N7 T RERE
—[PAI-1 PLEAIC XD M H &K O
MR AERERIE] % 113 [\ B A5
FEXEHMFERES, 2013411, 18
[f] ARREZ—

G. MBI PEEME D HRE - &R

L



BEFBREMERME BRREBS RIS
(RET VN F—RBET - IGRITEFE BHEERMAST)
PR P HE RN [V T J T M ABAE D St A LD R A B & R 2 B4 2T 5t |
e BEREE

R LS o 7 DRESRAEAEIZ B 3 DB 5T

Mo EE @mHET
AT A ARt i i S A

MREE

AFROIE ML ] 1E AR I AE D 46% M3 4 MR ThH o 7= (20134F) , {FKITH Tz TR ER
PR LD BAEE RS AT, BIEOH /N7 OFREE RT3, E BB EO
728 DIEEP TSI, RFROPEHE ML/ 21X R EREER 0 X OO, REEITEET572
DITEFH MG EER LU COFRAIEZ/ILER DD, EBGOEFIZ OV T RHNESZ
BURETHD, MEEBRICBW U OBRENEL S OHBRTIFDLETHD,

A. WRER

Rz oo TREW RIS MO E
EHT A0, BEOHER I N7 DFRE
BEHETD,
B. M5k

T ORI DOWTIEREINELZ: (1)
LN 7 DR, (2) FEH ML/ S22 ORERE.
(3) BRI/ N7 DR B ST HERR DA
Ak, (4) B MERIER ~DXE., (6) K
HiliomEER, 6) B,
C. WFERER

(1) ARFRIL R ORIz ~T HLA B
ME-TEY, ) 2000 ARFET HLA-A, B,
DR JEE 4/6 & OEH ML 100% DREHRIT
o, #910,000 A PRFFE T 5/6 # A DI I
DK 96% DIEFI THLILLLETREINTVD,
2014 FEHBE DR FR AT REME 47 M 2K1T 18,000 A
A CHEL NS, (2) BRI AV 7IEE
BARIIFBEZEE T EFIT 4 DFTO R L
Ny BEEREILTIICE ST, [BHEICH
VND I I A A oD 8 B A HR Ak D HE T | B
DL | BHEITS L, &V 23 BEERFILE

DIFHBEZIT T, (3) R M/ N1
HEBHOADBEOFHWETHEICAEL., I
IR BER T 2EIZ 100 FBL7Z2W, BT
M7 DA B AR R+ FHBEI R F
EREWE M/ 7 OB ITITRER DK
FERPITIN A TR REEH R L3 bo
Teid | BEREFERERILRK DT A2
TOFHEATOLERD D, @) 2EICKH
100 HETOBREH SRR LA 2L 8 AD
RS AER R LT HHIIHEE DT DO JEH
ERBBIITOEILTERVRER S D, A
HOMEH MBEBEIIRZEBBRATHS
TeD IR EE R LIT A BERHY .,
BBRBRHDOETFT X—Ta MR ITIVEEIC
RBEMRIIND, S H%ITFEEE., B, i
ERERERIEBSG ORI IR T20LELR
SNTVWBOTERIBRGOFEERITEMTS
LEZLND, (6) RFADRHIME: 2o
X, REICTO VBRI MR EEEMRL T
LR RBREAT - T& T2, S4FEE DM
TH CVIEITFFA TEOR/R Th Tz, Mk
DD SHY , RIROMRERERIIDRVEEL




TEEB2OLND, (6) KEIXEWATDH
HMITE A RBIEER CONA NI, &
DEBER L, INETOLIAEBEN
(BRAK ) FBRE E &2 TG AT 55220 To
=i 1ne- A QAVAS AN
D. BE

(1) BRASB M fE R T E?‘;#Hﬂﬂ@%{@ﬁﬁwm
ZBIK 2,000, TEHLIE 10,000 AR TES,
EVODOBE—BIETHD, /NRIZDWTIL,
2O MRBOMES THEREABI L. HLA 5/6
HWELUEEBELL TNV YA REE XD
ERbhD, 2) FWEH A7 IXE O
2, WEENLIIHEEIL 25, (3) Rt
FEORE ORI H LA ORETHS
D3 BREUME 5% O TR AR VRS AR BN Lo THIRR
ITND, B[, X BE A, Kb EE
WZOWTOHFRPLETHD, D) BEH
FIHERR DIEMEAL D=0 IR RIEEN S ZH
Thd, RMEEEBZREEHRTHLE
WD, BELTERBUEHI O DITIT R IR
BRRENLETHD, (6) MEITITEHD
BEEAH, BBREE, HEATERLESZOR
ENEIND, FREEROLLET, IV
BREBRMTONWDSEHFENS, (6) B
OEFEIEIIIARIIME OLOLHY | FF3k

O i D EBEH 2 FREBICH o> THIEE &
RBHEHEML DD,
E. ¥

2012 42 9 B3I CE g ia B o
723 ORI BN I, £ OMEITIZHR IS
U CARFR D B 1 /o 7 43 K E PR i i %3l
ZTV5, MEFBRICBW OISO E B E
WL > OB TOEFPLETHD,

F. WF7E3esR
1. CHER 4
1) Pamphilon D, Selogie E, McKenna D,

Cancelas—Peres JA, Szczepiorkowski ZM,
Sacher R, McMannis J, Eichler H, Garritsen H,
Takanashi M, van de Watering L, Stroncek D,
Reems JA. Current practices and prospects for
standardization of the hematopoietic
colony—forming unit assay: a report by the
cellular therapy team of the Biomedical
Excellence for Safer Transfusion (BEST)
Collaborative. Cytotherapy
2013;15(3):255-262.

2) Yamaguchi R, Takanashi M, Ito M, Ogawa A,
Hashimoto M, Ishii Y, Mazda T, Tadokoro K,
Nakajima K, Minami M. Plasticizer
concentration in cord blood cryopreserved
with DMSO. Bone Marrow Transplant.
2014;49(1):157-158.

3) van der Meer PF, Reesink HW, Panzer S,
Wong J, Ismay S, Keller A, Pink J, Buchta C,
Compernolle V, Wendel S, Biagini S,
Scuracchio P, Thibault L, Germain M,
Georgsen J, Bégué S, Dernis D, Raspollini E,
Villa S, Rebulla P, Takanashi M, de Korte D,
Lozano M, Cid ], Gulliksson H, Cardigan R,
Tooke C, Fung MK, Luban NL, Vassallo R,
Benjamin R. Should DEHP be eliminated in
blood bags? Vox Sang. 2014;106(2):176-195.
2. FRER

G. FNEIRAEEMED HIRR - B EIR VL
2L



FAEFBREM R E BatRBETTIRI7EE S
(BT VX —REETE - BRI ER BHEERITESE)
MRS EEREE

FRABER MR BRI T 5 FMBRE BT OLBEOFNMEIZET TR

ki) BRH— AHERE R HTRELEAR - B

HREE . R LBEIIARMRIZIBNT HLA EERE R —0W2RWEBEFICRIT 5 RS @ fa g
V=R L L CEERFICER LEMGERBHBEEZ LOSBNWTH D, TNITEKERZHFEFTOF
MREENRTABIC L 2BENFREB I VCLRED LY R N —F — & 0% FEMEITIC L 0 &M H ik
TIXEFH L ERLIIREORBE ChoL I BRER LR oTWND, LL, ZOMEIIBEFOME.
A FENEERY, Zh b ORFHREERII® FHROFRCIIE#ECTH S, T2 CHeid, BHEE
FTHERBLTHO—EORMETCICERBE FTF— R Ro0 s BB EHBEEZ. ROonbRW0WiE
BEELBHEEIT S Z L ICT 2R RIERRRBR L S E LETHTH B,

A, BB &E WS B EOF M REFT 5

RN VA i B R I )9 B FE M
fa i o S . B oD A 2h M & BRAR D RS
BREPHLMNIT S,

. A

FE M 5 E [ AR & FE MG B
BEREHE & ORTF R R 21T 5 72,
BHEe ) 27 AR AEE CHRES LS
MIEBEOES L EZ bV =bFb

Tolz, 2E 45 FEsk 3B LU CHRRE
OAERRER 2 T L T B, TEABRGE
%k 60 Bl 5 B, 2013 45 11 AR TR
ek 192 i, REEK49FITHD, Bk
HfMiX, 20144 12 A3l BETETE
L. RIEEGIBRGEE L T\ 5, E=
&V e (201248 12 B 1 H )
EITV . HRZEMFMERICHE S,
REBESER, 70 ha— MEBERE LD

59 & K — D& bR T ER HWrEhi-Z L 2HER LT,
ZETFHEANCREG L B nBEOF H
HEBRET LD TH D, BREIEF DK D. £

PIIFEMBEREBE N —2Eoh 9
MEERBE L 2508, 2 b ORERIE
T FEC AT U R\ s B AE AT
Bl Lt U EOR AR RET 538k

RN BTG P W R 3 B 9k
1 g RS HF B AE O BRI BI 3 DT
78 (B IUARRER) OEBEIESIT . RBE
LIERLBEEERT S5 LR TEL

HE L o TWVA, JEBNIR 256% & D 7enotz, LsL7e
B ARBREE T X 2o A O 3 N Ik
C. MFsErER mEMEBHBEELER L TRV ., BIES

R B YR P f B R 6y B FE EEEBRR TIZRWA, 4%, HLA —%&



Mgk R —28WRWEEoRE N F—L
LCOBHFLOMBEMITERALNTTS
TEMTEDBEEZTWD, EFIRGEDOLE
BREITIZETFELBY TH Y, 2014 £
12 ARETILEETELHD L RIAAT
AT

E. ;‘\E%

MR A BEVA M MR B RE B 1 k3 5 FE %
F I MBHE O BT 2858 (B
DFRRER) | e S ¥, HLA —%Kmix K
Tt R AR Y — X & LT ORI
DALE-S1T %2 FEMBGEHE N — & Oz
BWTHLNZT B, FFEEZED T
B,

F. WFsesR
U

1. Tanaka J, Morishima Y, Takahashi Y,
Yabe T, Oba K, Takahashi S, Taniguchi
S, Ogawa H, Onishi Y, Miyamura K,
Kanamori H, Aotsuka N, Kato K, Kato
S, Atsuta Y, Kanda Y. Effects of KIR
ligand incompatibility on clinical
outcomes of umbilical cord blood

transplantation without ATG for

acute leukemia in complete remission.

Blood Cancer J. 2013 Nov 29;3:el64.
doi: 10.1038/bcj. 2013. 62,

2. Kanda J, Nakasone H, Atsuta Y, Toubai
T, Yokoyama H, Fukuda T, Taniguchi S,
Ohashi K, Ogawa H, Eto T, Miyamura
K, Morishima Y, Nagamura-Inoue T,
Sakamaki H, Murata M. Risk factors
and organ involvement of chronic GVHD
in Japan. Bone Marrow Transplant
2014 Feb;49(2) :228-35. doi:

10. 1038/bmt. 2013. 151. Epub 2013 Sep
30.

Kurosawa S, Yakushijin K, Yamaguchi
T, Atsuta Y, Nagamura—Inoue T,
Akiyama H, Taniguchi S, Miyvamura K,
Takahashi S, Eto T, Ogawa H, Kurokawa
M, Tanaka J, Kawa K, Kato K, Suzuki
R, Morishima Y, Sakamaki H, Fukuda T.
Changes in incidence and causes of
non—relapse mortality after
allogeneic hematopoietic cell
transplantation in patients with
acute leukemia/myelodysplastic
syndrome: an analysis of the Japan
Transplant Outcome Registry. Bone
Marrow Transplant. 2013

Apr;48(4) :529-36. doi:

10. 1038/bmt. 2012. 172. Epub 2012 Sep
10.

Kanda J, Ichinohe T, Kato S, Uchida
N, Terakura S, Fukuda T, Hidaka M,
Ueda Y, Kondo T, Taniguchi S,
Takahashi S, Nagamura—Inoue T,
Tanaka J, Atsuta Y, Miyamura K,
Kanda Y; Donor/Source Working Group
and HLA Working Group of the Japan
Society for Hematopoietic Cell
Transplantation. Unrelated cord
blood transplantation vs related
transplantation with HLA l-antigen
mismatch in the graft-versus—host
direction. Leukemia. 2013

Feb;27(2) :286-94. doi:

10. 1038/1eu. 2012. 203. Epub 2012 Jul
18.

. HIERSEEME D R - B ERRITL

2L



AT BFF RS ERRBE R EE

(T LN F—REETE - I6RITEEE BHEERITEOE)
ROBBEHREE
BEOLBEOEEMLEICETIHR
FaE ARE— ERABERIFEGESSEOMMBELENFE - M
B?%ET%?J% WAASE EFRABAELFHECESREOMREMLENF - ER

MAEE :

BLLTEoTWA

AFRT O MBAEITEEBEICLN TR BRE TN AEHA R H D |
BFHEEARD O, ZLOFERBKRBEZ THVWLL TV D23,

MREFOBRP D EEPOENRFIETHD I LBPRRENT,

A, EEE®
Fludarabine/iv
Busulfan(12. 8mg/kg) (FluBu4) iX. =it
R LB HAERRTAE & LTUR
I E B2 AV BHEIZ BV T LT E
BHEICER LSO HHILETH D, —
J5. FluBud % V724 MBREIZ B
T EWEBRREERREINL TN,
LRI BT DR IT R 2T T
FluBu {Z TBI % L < IZ Melphalan 0%
HZETRELEESELAERELN
5Z &, E£7- FluBud-based L' X ik
FEnE A ) X7 EEITF LTS, NRM
EEOT IR BRELET IS
FIREMEN IR I N, EEEERICES X,
BENRRICRBW TEEnE IF MR E R
RIEFEZ*RE L LT, FluBud IZ
Melphaln (80mg/m?) % MM % 7= FHT AR BTALE
W - R AR O Pilot Study 233
ITHTH %, AHFFED B #91L FluBudMel
ZRVWIEFELBEORZeMR X UE
P IRFEST 52 & Th 5,

B. Br3AIE
W% THa T L 7= FluBudMel % V72 i
r MABHE 52 1 % 1 HFARBTAEAT LTz,
AT LD EFHIMmEEELE
SOEBOYL & FEHE LT,
C. BFZTHER
4R 52 4l O F i I X 59 (19-70) 5%
HCT-CI 1% 3(0-6) score Th-oT-, FHEHE
IX AML 44 %5, CML 5 %1, MDS(RAEB-II) 3
T, 2FINFERYH COBHETHo2, B
FERIAAE & LT
Fludarabine (125-180mg/m?) +
ivBusulfan(12. 8mg/kg) +
Melphalan (80mg/m?) & V>, 2f]TH—fkF
HIm A e U7z, 51 B 46 B CiF R ERAE
EHRELIL. BREFPERAEFEIT 90.2%T
bole, EEARESHIONFIT. 3 FIAR
WOERHER, 2 AR EHEFTRECTDH
D, T ot EREBRHIEFITE
FEt% 28 BUANIZAEMB I ONT cell FHi5E
L RF—HF XY XARELNT, 24k
FERET (NRM) B L OHER O RFERIERIT

BIALE D
FOEBWCITHEARE LTE
o F & MBIF L7z FluBudMel ¥E1L. A%, BHEEERT. BRI LHIIEE




ZNEI 23.9%, 20%ThHol, EFEFOE
SRR P SRS 851 (391-2386) H
T2 FERATFRE X OEH EA TR RIT,
317 56. 5% ThH - 7=,

D. &£

AfENT TiE, FluBudMel L 30 X & AV
T B MABREIZ BN T, BV O I I A 5 =R
BREONDZ L, ThEEnE IR EMRNE N
FRIFEBIZHR L TH NRM 20T 2 L <K B
HELET S, BULEETERIBLND
AIEEMEA RIB A7z, FluBudMel % V7
B MR O &MER L OE M ICE T 5
e & R EZ R TH 2,

E. &

FluBudMel L ¥ A IR THhO>BR
R MM RTALEIZ 72D D B A[REMENR &
nr

=il
hai

F. HroessR
LR
1. Matsuno N*, Yamamoto H, Watanabe
N, Uchida N, Ota H, Nishida A, Tkebe T,
Ishiwata K, Nakano N, Tsuji M,
Asano-Mori Y, Izutsu K, Masuoka K,
Wake A, Yoneyama A, Nakauchi H,
Taniguchi S. Rapid T-cell chimerism
switch and memory T-cell expansion
are associated with pre-engraftment
immune reaction early after cord blood
transplantation. Br J Haematol 2013;
160(2): 255-8.
FERER
1. Hisashi Yamamoto, Naoyuki Uchida,
Kousei Kageyama, Daisuke Kaji, Sachie
Wada, Aya Nishida, Hikari Ota, Kazuya

Ishiwata, Shinsuke Takagi, Masanori
Tsuji, Go Yamamoto, Yuki Asano-Mori,
Koji Izutsu, Atsushi Wake, Shuichi
Taniguchi. A novel reduced-toxicity
myeloablative conditioning using
full-dose busulfan and melphalan for
cord blood transplantation provides
durable engraftment and remission
without increasing non-relapse
mortality in advanced myeloid
malignancies. ASH 2013.

2. Hisashi Yamamoto, Shinsuke Takagi,
Naoyuki Uchida, Kousei Kageyama,
Daisuke Kaji, Sachie Wada, Aya Nishida,
Hikari Ota, Kazuya Ishiwata, Masanori
Tsuji, Go Yamamoto, Yuki Asano-Mori,
Koji Izutsu, Atsushi Wake, Shuichi
Taniguchi. Severe pre-engraftment
immune reactions induce
hemophagocytic syndrome and
subsequent engraftment failure after
cord blood transplantation. APBMT
2013.

3. Hisashi Yamamoto, Naoyuki Uchida,
Hikari Ota, Daisuke Kaji, Kazuya
Ishiwata, Masanori Tsuji, Yuki
Asano-Mori, Go Yamamoto, Koji Izutsu,
Shigeyoshi Makino, Shuichi
Taniguchi. Anti-HLA antibodies
against HLA-C, -DP, -DQ adversely
affect engraftment in HLA-mismatched
cord blood transplantation; possible
implication of unrecognized
donor-specific antibodies. ACTO 2013.

G. AR EEHE D HIE - BRI
2L



AT E RS BAMRBE R EEE
(BT VAF—REETY - I6RITEEE BHEERTESE)
MR BEREE

BRI DFEAT & BRARFBROXE - BATICET 205

Mo EE  ILnRE
FTE ALK ZF R E F R 50

MEEE

BREERIZBN T, BROREEDOGER~DEELZ TR DB Cox DAY
— REF LR EDEIFETABHANONDE Z EBE, THHDETATIE, £EE
BB THNTL B E VI RWVREENEL T 5, o TZDRENEE TRVWEE
Wik, TN EFhoEZEEORFEZZBR L ZORE»HUICFTHMT 2007 Y 7
MUEIZR > TL B, RFRTIE, AT 74 VEEEIGHA L FEOFIRERET S,

A FZEE®

%< DBIEHZEICBN T, BESLLEE
DRIGEHA~OEEL TS DEICERET
NMBRAWLRE, TRHOET LT, 3
BEPHRE THNTL B EWVWHIRVRES
BELTE, o TIDREDET TR
BEWZIE., ThETNOREEOKE»ERE
LEZDEEZ BT MET H72DDET Y
VI WLBEILIR ST B, T TR, HE
BEOREBOBRBHEOREEZED T, RTT
A VBEERWNC /U RF AN vk
BEDIHREWET D HEEE XD,

B. Wk

UTTIX, SO DHEEEIT 122 L
TEwmeEDD WRIIESTHD),

mx O K 4 % B K
polynomial) T, #i/R (knot) Tm—1piE
BN EG R DE mMIRDRAT T4 B
LN, BODRBEERRT I HEL L
TESHAWLA TS, EBEDAT T A
BEH oot e LT, BUTFD 2 58K
<AwWBNB,

(piecewise

- IR E BRI X o RE
iRt t,. B DOMRDRAT T A
B S(x)ix, —EICKATEZbIE,

$()= pox)+ e -1,

i=1

22T p(x)EmROSER, 135
A—=FThD, £, (x-1, ) 13k~

BE%L (truncated power function) & FEiX
FOR

SO R

Thd, ZORBII, AT VBEEHE
fES 5 DITIXERIRFETH BN, TR
— & E RO DBERICHWDES FEKXHAED
TEEBERLOLRBZEREOEBEAMND
HEVFIFEIN TR,
BRI TZA VX BER

EBEDORAT T A BB S(x)iZ. R UK
DBRTITA L OBREHEET—RIZEZD
nd,




d
S(x)= Elaij(x)
£
2T B()BBRIIA v, a,pRT

A—BEHRT, BRATIA LV ERXHIHEE
DEBTIXE, BYORKMTIX0ZED,
Eio, S ETESS 11225 X 5128
IEENTRAT 5S4 VEBRTHY, AT T4
VEBBOEEATRRTHALOTHD, E
BOHBEICBWTBAT IS4 v E2HANWSZ
EIZEY, AT VBEBRORE LTHE
DAEREE 72 5,

AT CBEEOREE LT, Tl
LTCORESCIHER L OFREVNL, £
oo MENLMERE1D 3 KBAWVWLH
DI EBEN, 3 RORAT T A EEIT,

F—z 8 (.3 ) (x,.y, )2 HEET 25

ACHWLN B —EDSMEE - LBk
DT, 2 FEEREEKD 2 3/ )V LZEIME
THEVWIBEERTHEBIBELDLREHTHD
EBRMBERTWS, £, T—FRADFE
BILZIT O HE. AV DB ERT 58
DEREL LT

2 {yi - f(xi)}2 + /lf{f(z)(x)}zdx

i=]
BRAMET D f()ERAVBFER 1 DL L
TEToND (AXFEREATA—F), L
KOFMOEIIHEEEOH TITEV DR E
ERIoTEY, 2 FHOHIXIE O NI ITH
THERFNT 4 — %52 TS, ZOfFIX
—BIZHFEL, #ii% x,X,,...,x, [TFD 3
KD (BR) A7T7A4A VEETHDZ N
x> T3 (smoothing spline), Z M &
SR D, 38 MRS 74 VB ERND
HE LTS,

PEDRTS 4 v BEERWETFREF
AT B 1T > TV B ERAITHREIZHOWTHRE
#{To T,

i\

C. MR

C IR X SRR T T4 B OE A
Durrleman and Simon (1989) 1, FERY
FUBMY UANBEOREDEFICHT HE
EORBE WA — RETFTAEZRAVTR
FHLTHY., S()ELT3RDRT TS v
M#zEALTWS, L. x<f.
te <x TIXBEPBRIIZRD X OHIRE
Mz 5z LT,

K-2
S(x)= 2 B.x; .
¥ ON

X = (x‘ti)i _(x_tK~l)i(tK —li)/(tK —tK—l)

+ (x - tK)i(tK-l =1 )/(tK - tK—l)

i=1L..,K-2,xy=x.
L, BEEERELLEEOBE LR
RRICNRT A—ZDWENITAD L O ITRL
TW5 (restricted cubic spline),

FEATICIE, 1971-5 4RI NCI EH TfTh
#L 7= NHL Pathologic
Project (4 1175 ) ™ 5 H® DL-IBL VU
VAEDBEE 310 FIOT—F 2 AVTWVWS,
- HIRAE 3 KRR T T A4 VB E AW
— R = RDET VL
Herndon and Harrell (1990, 1995) 1. &
WRENRR B O BE OAFICHT HIEED
BEE, N—RX TP — RIZHIBRA &
38 WAT T A VB % H TID I LBINY
— FETFAZAVTRFLTEY, EbiT,
BRI E B (LFEEORIEOFE)
ZRADIOIIRL TV D,

Classification



*BARATTA U DFEM

Gray (1992, 1994) X7 v OFFREITT
HIEEEBEOEEL LT ORFINF— NET
LERWTHRF LTV,

logl(t,')&,ii)= log)to(t)+ éTﬁ + n(zi)
X; = (xﬂ,...,xip)T .
zZ; = (zﬂ,...,zis)T . 11(&)= Zf](zy) .

f(z)=0,z+ 20].,(3].,{(2)\ x, (px1) &

= = L .

z, (sx1)iEN i DEERAZ LT, %

DERITIENENDROBIGIEPRETE
5 &R, AT T 4 EK

f;() (.] = 1»---;5)%'_’%\/"C3E:f‘}1/{t%€:]: 5

HEBEET, B ()E3 kOB ARSI
VEETHY, MIZRAT T4 U EBORR

DETH B, 0,=0,.60,u) -

n=(6"610.6,",....0,,,8,”) L. Z0

EFAOHHRER I(n)eRT L. /55 2

—ZNIERTFAT 4 —FELE

L0)=160)-, B2 Y6}

ERAMT B2 LIcEoTEBRE. Th
i, B BATHI P, & AT

1< T
)= 1)~ % 4,0,750,
Jj=
LEXEED,
f#HTIZ1X, Eastern Cooperative Oncology

Group ¥MTo7==> b U —H#if23 1978-87
EThHI AN v ORBEEICETS 6 DD
ERRARBRIC SN L7 B3 240441 (5 © 1116
BIER) OF—FEFRHNTWE, BL0b
HILEEIT, BWRRICEBTDKEY v / Hi
EBEBEHEOR., EREOREI, =X bn
Frre7E—0RE, = F) —FEOE
. BRI, BMID 6 > Th b, £RR
BT BIREIEDE WV, BRILFI AT —

RERAWAZ L TRILLTWS (Boi
15, #FEIE 67-270 #l),

Sleeper and Harrington (1990) iXfE+
HFEEDT — 1T L B A7 714 An
TRRDET MEEIT o TWVBHR, T
T4 =T RVWEEZERET D LI
XoT, RIA—FEHELTWND

(regression spline),

D. £

AT 54 VEBERWEFEX, 2EE
DI TRHINTL B LWV FRWREZ MLE
ELRWeS, TRETFEIT. i, Ty
FRA YV FOREREICEREEZLND,
SBOBHET —Z~D S LR 5BEENEE
ns,

E. %

BT —Z OTFREFETICR TS, R
774 BEEERAWTEERET AV OBEIGIC
DWTHE LT,

F. WFoeRR

1. FRXER

Bz L

2. FERRK

RRIZ2 L

G. MM EHEOHFE - BERR

iz L



X. AFERROHTICEYT 5 —RX



HRABROTITICETS—ER

RREL WAL E REME BE | R—Y |HEE
doi:
Konuma T, Kato S, Ooi J, Oiwa-Monna M, Impact of sex incompatibility on the 10.1038/b
Ebihara Y, Mochizuki S, Yuji K, Ohno N, outcome of single-unit cord blood Bone Marrow 17.Feb mt.2014.1 2014
Kawamata T, Jo N, Yokoyama K, Uchimaru K, transplantation for adult patients with Transplant. ) 0. [Epub
Tojo A, Takahashi S. hematological malignancies. ahead of
print]
Comparable long-term outcome of
unrelated cord blood transplantation with
Konuma T, Kato S, Ooi J, Oiwa-Monna M, Yuji K, |related bone marrow or peripheral blood Biol Blood
Ohno N, Kawamata T, Jo N, Yokoyama K, stem cell transplantation for patients aged Marrow inpress | 2014
Uchimaru K, Tojo A, Takahashi S. 45 years or older with hematologic Transplant.
malignancies after myeloablative
conditioning.
577-592
doi:
Konuma T, Kato S, Ooi J, Oiwa-Monna M, Effect of ABO Blood Group Biol Blood 10.1016/;.
Ebihara Y, Mochizuki S, Yuji K, Ohno N, Incompatibility on the Outcome of Single- Marrow 20 bbmt.201 2013
Kawamata T, Jo N, Yokoyama K, Uchimaru K, Unit Cord Blood Transplantation after Transplant 3.12.563.
Tojo A, Takahashi S. Myeloablative Conditioning. prant. [Epub
ahead of
print]
396-401
. . . dot:
Konuma T, Kato S, Ooi J, Oiwa-Monna M, S;tnglgUmt Cord 1(3:1010(1 Trar}sp lalmt.atlon Biol BI 10.1016/.
Ebihara Y, Mochizuki S, Yuji K, Ohno N, after Granulocyte Colony-Stimulating iol Blood bbmt.201
. Factor-Combined Myeloablative Marrow 20 2013
Kawamata T, Jo N, Yokoyama K, Uchimaru K, Conditioning for Myeloid Malignancies Transplant, 3.12.555.
Asano S, Tojo A, Takahashi S. Nots 8 tor My e plant. [Epub
ot in Remission.
ahead of
print]
Pretransplant hyperferritinemia has no (110(1711(;7120
Konuma ’F, Kato S, Oiwa-Monna M, Tojo A, effect on the outcome qf myeloablative Ann Hematol. 93 07/50027 | 2014
Takahashi S. cord blood transplantation fqr acute 7-013-
leukemia and myelodysplastic syndrome. 1932-9
Tanaka J, Morishima Y, Takahashi Y, Yabe T, Oba |Effects of KIR ligand incompatibility on el64; doi:
K, Takahashi S, Taniguchi S, Ogawa H, Onishi Y, |clinical outcomes of umbilical cord blood | Blood Cancer 3 10.1038/b 2013
Miyamura K, Kanamori H, Aotsuka N, Kato K,  [transplantation without ATG for acute L. cj.2013.6
Kato S, Atsuta Y, Kanda Y. leukemia in complete remission. 2.
Mae H, Ooi J, Takahashi S, Kato S, Kawakita T, |-Cute kidney injury after myeloablative 181-186
Ebihara Y, Tsuji K, Nagamura F, Echizen H, Tojo cord blood trapsplante.ztlop in adults: the Transp! Infect 15 d0,1.10. 11 2013
A efficacy of strict monitoring of Dis. 11/6d.120
’ vancomycin serum trough concentrations. 38




486-91

Mori T, Tanaka M, Kobayashi T, Ohashi K, Prospective multicenter study of single- 10 (11811: 6/
Fujisawa S, Yokota A, Fujita H, Nakaseko C, unit cord blood transplantation with Biol Blood bb.m 2 OJI.
Sakura T, Nannya Y, Takahashi S, Kanamori H, |myeloablative conditioning for adult Marrow 19 212 607 2013
Kanda Y, Sakamaki H, Okamoto S; Kanto Study |patients with high-risk hematologic Transplant. ‘Ep.ub ’
Group for Cell Therapy. malignancies. 2012 Dec
16
Kumaki S. Sasahara Y, Kamachi Y. Muramatsa H. B-cell function after unrelated umbilical
Morio T, Goi K, Sugita K, Urabe T, Takada 1,  (0°rd blood transplantation usinga —  f pyproroir | 08 | 355-60, | 2013
Kojima S, Tsuchiya S, Hara T minimal-intensity conditioning regimen in
i ’ ’ patients with X-SCID.
The Japanese
g Y J 1 of
BELE, BRHR. NFEG, %6 |[BER YA VABRCNTEEUAL | g | oy | 33saa0 | 2013
g, HEEEFF, A Ky BEICTLFR A
Hematology
Oncology
Caiado F, Carvalho T, Rosa I, Remedio L, Costa l:;?se T:rrrfg::‘:irtﬁ];?afg ig::;ffedfi
A, Matos J, Heissig B, Yagita H, Hattori K, da b p prthetial to me . ym, | | CancerRes |73 (14)| 4233-46 | 2013
Silva JP, Fidalgo P, Dias Pereira A, Dias S transition and metastization in colorectal
’ ’ > cancer

High concentrations of L-ascorbic acid 02717
Kawada H, Kaneko M, Sawanobori M, Uno T, egci ﬁonﬁeni nﬁiiaoi?:hoe ;13:1(1)2 ¢ huni doi:10.13
Matsuzawa H, Nakamura Y, Matsushita H, speciiically Il the growth OLUman |\ py g ONE, | 8(4), |71/journal| 2013

leukemic cells via downregulation of HIF-
Ando K. 1o transcrinti .pone.006

o transcription. 2717
Torahim AA, Yahata T, Takanashi T, Hiyama K, i}ﬁiﬁg:n 02’11 aféza()gzzﬁ:f;ztg; id
Onizuka M, Dan T, van Ypersele de Strihou C, typ ty . P Stem Cells | Oct24.| 1577 2013
Miyata T, and Ando K and susta{nable hematopoietic
’ E—— regeneration.
Miyamoto M, Onizuka M, Machida S, Toyosaki ACE de}etiop polymor}?hism.is associated
M, Amaki J, Aoyama Y, Kawai H, Sato A, Hayama W‘ﬁ‘na high risk "If “"?‘““f;“m’“s | It Hematol,| 99(2): | 175-83, | 2013
N, Ogawa Y, Kawada H, Ando K pulmonary comp. ication after stem ce
> ’ P transplantation.
K . . Generation of engraftable hematopoietic

S N, Yamazaki §, Yamaguchi T, Okabe M, stem cells from induced pluripotent stem Mol Ther 21(7) | 1424-31 | 2013

Masaki H, Takaki S, Otsu M, Nakauchi H.

cells by way of teratoma formation.




Saka K, Kawahara M, Teng J, Otsu M, Nakauchi

Top-down motif engineering of a cytokine

receptor for directing ex vivo expansion of | J Biotechnol | 168(4) | 659-65 | 2013

H, Nagamune T h .
ematopoietic stem cells.
Kon A, Shih LY, Minamino M, Sanada M,
Shiraishi Y, Nagata Y, Yoshida K, Okuno Y, Bando
M, Nakato R, Ishikawa S, Sato-Otsubo A, Nagae
G, Nishimoto A, Haferlach C, Nowak D, Sato Y,
Alpermann T, Nagasaki M, Shimamura T, Tanaka |Recurrent mutations in multiple
H, Chiba K, Yamamoto R, Yamaguchi T, Otsu M, |components of the cohesin complex in Nat Genet 45(10) | 1232-7 | 2013
Obara N, Sakata-Yanagimoto M, Nakamaki T, myeloid neoplasms.
Ishiyama K, Nolte F, Hofmann WK, Miyawaki S,
Chiba S, Mori H, Nakauchi H, Koeffler HP,
Aburatani H, Haferlach T, Shirahige K, Miyano S,
Ogawa S.
Nakejima-Takagi Y, Osawa M, and Ivama A, [v1nipulation of hematopoetic stem cells |yt | 297 | 111-120 | 2014
or regenerative medicine.

Miyagi S, Koide S, Saraya A, Wegdt QR, Os{nma The Tif1p-Hp] system maintains
M, Konuma T, Yamazaki §, Mochizuki-Kashio M, |\ ;0 ional integrity of hematopoietic | oSl | o | 145152 | 2014
Nakajima-Takagi Y, Wang C, Chiba T, Kitabayashi stem cefl grity P Reports
I, Nakauchi H and Iwama A. -
Muto T, Sashida G, Oshima M, Wendt GR,
Mochizuki-Kashio M, Nagata Y, Sanada M, Concurrent loss of Ezh2 and Tet2 2627-
Miyagi S, Saraya A, Kamio A, Nagae G, Nakaseko |cooperates in the pathogenesis of JExp Med 210 2639 2013
C, Yokote K, Shimoda K, Koseki H, Suzuki Y, myelodysplastic disorders.
Sugano S, Aburatani H, Ogawa S, and Iwama A.

Current practices and prospects for
Pampbhilon D, Selogie E, McKenna D, Cancelas- |standardization of the hematopoietic
Peres JA, Szczepiorkowski ZM, Sacher R, colony-forming unit assay: a report by the :
McMannis J, Eichler H, Garritsen H, Takanashi M, |cellular therapy team of the Biomedical Cytotherapy 15@3) | 255-262 | 2013
van de Watering L, Stroncek D, Reems JA. Excellence for Safer Transfusion (BEST)

Collaborative
Yamaguchi R, Takanashi M, Ito M, Ogawa A, .. L
Hashimoto M, Ishii Y, Mazda T, Tadokoro X, 1: laitliézz’x:;‘xﬁggﬁgg cord blood B‘%‘::n?"}f;’tw 49(1) | 1578 | 2014
Nakajima K, Minami M. Tyop ’ P
van der Meer PF, Reesink HW, Panzer S, Wong J,
Ismay S, Keller A, Pink J, Buchta C, Compernolle
V, Wendel S, Biagini S, Scuracchio P, Thibault L,
Germain M, Georgsen J, Bégué S, Dernis D, Should DEHP be eliminated in blood Vox Sang. 106(2) | 176-195 | 2014

Raspollini E, Villa S, Rebulla P, Takanashi M, de
Korte D, Lozano M, Cid J, Gulliksson H, Cardigan
R, Tooke C, Fung MK, Luban NL, Vassallo R,
Benjamin R.

bags?




228-35,
doi:

Kanda J, Nakasone H, Atsuta Y, Toubai T, 10.1038/b
Yokoyama H, Fukuda T, Taniguchi S, Ohashi K, |Risk factors and organ involvement of Bone Marrow |,Feb;49( m t. 2013.1] 2014
Ogawa H, Eto T, Miyamura K, Morishima Y, chronic GVHD in Japan. Transplant. 2):. ’ ;
p 51. Epub
Nagamura-Inoue T, Sakamaki H, Murata M.
2013 Sep
30

Matsuno N, Yamamoto H, Watanabe N, Uchida N, |Rapid T-cell chimerism switch and

Ota H, Nishida A, Ikebe T, Ishiwata K, Nakano N, |memory T-cell expansion are associated
Tsuji M, Asano-Mori Y, Izutsu K, Masuoka K, with pre-engraftment immune reaction
Wake A, Yoneyama A, Nakauchi H, Taniguchi S. |early after cord blood transplantation

Br J Haematol | 160(2) | 255-8 | 2013




X. BFERROTIITH - BRI



e

Bone Marrow Transplantation (2014) 49, 634639
© 2014 Macmillan Publishers Limited Al rights reserved 0268-3369/14

www.nature.com/bmt

ORIGINAL ARTICLE
Impact of sex incompatibility on the outcome of single-unit cord
blood transplantation for adult patients with hematological

malignancies

T Konuma', S Kato', J Ooi?, M Oiwa-Monna’, Y Ebihara’, S Mochizuki’, K Yuji', N Ohno’, T Kawamata', N Jo’, K Yokoyama',
K Uchimaru®, A Tojo’ and S Takahashi’

INTRODUCTION

Several studies have reported associations between donor-
recipient sex incompatibility and outcomes following allogeneic
hematopoietic SCT (allo-HSCT)."? In the setting of sex-mismatched
allo-HSCT, male-specific mHA (H-Y) encoded by Y chromosome
genes could be immunological targets for allogeneic female T cells
and B cells to induce GVHD, GVL effect and graft failure. However,
most of these studies analyzed patients receiving HLA-compatible
transplants using BM or mobilized peripheral blood as a stem cell
source for allo-HSCT .2

Cord blood transplantation (CBT) from an unrelated donor has
recently been utilized as an alternative transplant method for
adult patients without HLA-compatible, related or unrelated
donors® ™ As the majority of patients receive an HLA-
mismatched cord blood unit, the impact of HLA mismatch on
the outcome in CBT has been analyzed extensively.'*'® However,
there have been no reports detailing the effect of sex
incompatibility on the outcomes after CBT. In this study, we
retrospectively analyzed whether donor-recipient sex incompat-
ibility affects the outcomes of myeloablative CBT in 191 adult
patients with hematological malignancies in our institute.

PATIENTS AND METHODS
Patients and transplant procedures

This retrospective study included data from 191 adult patients who
underwent unrelated first allogeneic transplantation using single-unit
CBT at The Institute of Medical Science, The University of Tokyo,

between August 1998 and February 2013. Donor-recipient sex compat-
ibility was categorized as follows: CBT from female donor to female
recipient (F—F), CBT from female donor to male recipient (F—M),
CBT from male donor to female recipient (M—F) and CBT from male
donor to male recipient (M—M). All patients received 12Gy TBI-based
myeloablative conditioning regimens and cyclosporin (3 mg/kg/day)
with or without short-term MTX (15mg/m? on day 1 and 10mg/m?
on days 3 and 6) as a GVHD prophylaxis, and cord blood units were
selected as previously reported.'*'® The institutional review board
of the Institute of Medical Science, The University of Tokyo approved
this study. This study was conducted in accordance with the declaration
of Helsinki.

End points and statistical analysis

The primary study end point was GVHD. Both acute GVHD (aGVHD) and
chronic GVHD (cGVHD) were graded according to the previously published
criteria®®?' The incidence of aGVHD was evaluated in all engrafted
patients, whereas the incidence of ¢cGVHD was evaluated in engrafted
patients surviving for > 100 days. Secondary end points were OS, relapse,
TRM, and neutrophil and platelet engraftment. OS was defined as the time
from the date of transplantation to the date of death or last contact.
Relapse was defined by morphologic evidence of disease in peripheral
blood, BM or extramedullary sites. TRM was defined as death during a
remission. Neutrophil engraftment was defined as the first of three
consecutive days during which the absolute neutrophil count was at least
0.5 x 10°/L. Platelet engraftment was defined as the first of seven
consecutive days with a platelet count of 20 x 10%L or higher without
platelet transfusion.

Baseline patient and transplant characteristics were compared using the
chi-square test for categorical variables and the Kruskal-Wallis test for
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