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Table 3. Multivariate analyses for NRM, relapse and overall mortality after allogeneic HCT based on age and donor source

All patients Related HCT UBMT UCBT
N =23308 N = 1448 N=1164 N =485
HR 95% CI P-value HR 95% Cl P-value HR 95% Cl P-value HR 95% Cl P-value

Patient’s age at transplant: 16-49 years
NRM

1997-2000  1.00 1.00 1.00 ‘

2001-2004 0.80 (0.63 -1.01) 0.06 0.93 (0.62 -1.40) 0.74 0.64 (0.44-0.92) 0.02 1.00

2005-2008 0.52  (0.41 -0.68) <0.01 0.79 (0.51 -1.24) 0.31 044  (0.30-0.62) <0.01 060 (037 -0.97) 0.04
Relapse

1997-2000 1.00 1.00 1.00

2001-2004 1.02 (0.85 -1.21) 0.86 0.83 (0.64 -1.06) 0.14 142 (1.07-1.88) 0.02 1.00

2005-2008 1.13  (0.94 -1.35) 0.19 091 (0.70 -1.18) 047 145 (1.10-1.92) <0.01 1.28 (0.87 -1.89) 0.22
Overall mortality

1997-2000 1.00 1.00 1.00

2001-2004 090 (0.77 -1.04) 014 088 (0.71 -1.08) 0.22 092 (0.73-1.15) 0.45 1.00

2005-2008 0.79  (0.68 -0.92) <0.01 0.88 (0.71 -1.10) 0.26 079  (0.62-0.99) 0.05 068  ((0.52 -0.90) <0.0f

Patient’s age at transplant: 5070 years
NRM

2001-2004 1.00 1.00 1.00 1.00

2005-2008 0.87  (0.68 -1.11) 027 091 (0.59 -1.40) 0.67 075 (0.49-1.13) 017 083 (054 -1.29) 0.41
Relapse

2001-2004 1.00 1.00 1.00 1.00

2005-2008 1.00 (0.80 -1.25) 099 097 (0.72 -1.30) 0.83 1.04 {0.66-1.64) 0.87 139 (0.82 -2.35) 0.22
Overall mortality

2001-2004 1.00 1.00 1.00 1.00

2005-2008 0.95 (0.80 -1.13) 053 096  ((0.75 -1.22) 0.72 0.81 (0.60-1.11) 0.18 113 (0.75 -1.72) 0.56

Abbreviations: Cl = confidence interval; HCT = hematopoietic cell transplantation; HR = hazard ratio; NRM = non-relapse mortality; UBMT =unrelated BMT;
UCBT =unrelated CB transplantation.

Year of allo-HCT (1997-2000 vs 2001-2004 or 2005-2008 among younger patients; because of the small number of HCT performed in 1997-2000, we
considered 2001-2004 as reference vs 2005-2008 in subgroup analyses among older patients or those who received unrelated CB transplantation), disease
type (AML vs ALL), patient’s age (16-29 years vs 30-39 or 40-49 among younger patients, 50-59 vs 60-70 among older patients), patient gender (male vs
female), donor source (HLA-matched sibling vs other family donors, HLA-matched-unrelated BM, mismatched-unrelated BM or unrelated CB), and
conditioning regimens (myeloablative vs reduced-intensity) were considered as covariates. In the analysis for related HCT, HLA-matched sibling vs other family
donors were considered as covariates in donor source in addition to the other five factors. In the analysis for unrelated BMT, HLA-matched BM vs mismatched-
unrelated BM were considered as covariates in donor source in addition to the other five factors. In the analysis for unrelated CB transplantation, the five
covariates were considered other than the donor source.
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Figure 2. Change in causes of NRM among different time periods in younger patients who received allo-HCT from an unrelated BM donor (a),
and younger patients who received allo-HCT from an unrelated CB donor (b). Because of the small number of transplantation performed in
1997-2000, we considered 2001-2004 as reference in patients who received CB transplantation (Figure 2b). Cumulative incidences of death
associated with GVHD (solid line), infection (dotted line) and organ failure (dashed line) are shown in each time period. Significant reductions
in the incidences of GVHD-related and infection-related mortality were observed among younger patients who received UBMT (a, GVHD:
1997-2000, 8%; 2001-2004, 5%; 2005-2008, 3%; P = 0.01, infection: 13%, 7%, 7%; P=0.04, organ failure: 9%, 12%, 8%; P =0.58) and UCBT
(b, GVHD: 2001-2004, 6%; 2005-2008, 1%; P = 0.04, infection: 18%, 7%; P = 0.02, organ failure: 3%, 4%; P = 0.77).

Bone Marrow Transplantation (2013) 1198 - 1204 © 2013 Macmillan Publishers Limited

— 262 —



NRM after allo-HCT in non-remission :
S Kurosawa et al @

1203

leukemia in non-remission, using a large nationwide consecutive
data. In subgroups that showed a reduced risk of NRM, significant
reductions in the incidences of GVHD- and infection-related
mortality were observed. We also indicated that there has been
no decrease of NRM in older patients or in related donor transplant.
In addition, our study showed that non-remission ALL continues to
remain a major challenge. As none of the subgroups showed
improved survival without a reduction in the HR for NRM, not only
the control of refractory disease but also effective prevention,
monitoring and treatment of transplant-related complications may
be necessary to improve outcomes after allo-HCT in non-remission.,
Our findings may provide a foundation for future studies to
improve outcomes of allo-HCT for acute leukemia in non-remission.
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TRk 25 EEES 1 ENE MM A R BERS 20134ETHTH
THLA Rl & & MBS EOR 2R L OBEZMER LD 7 ORERIBTZE] BE (B3
BB -R+FRRE N BEE
THLA & BBHEOBURGHT & 5% 05 M)
SEERKYE mEAF
SRS, A Fifd

HLA $4%(~7 1)L, post-transplant cyclophosphamide(PTC)REEA K T
R LT, IR, W2 O C & 7z, FERANZIL, Perugia (£ # U 7). South Carolina
(T AU B T HREREBHIZIAE Y . Beijing(FE) D& AR ATG %512 L 5 in vivo
purging %#% T, Johns HopkinsCKE) Ti&E 72, 4 B D PTC(cyclophosphamide &
& % in vivo purging i E > 7z, T HOBHEIL, EARIZIT alternative donor % 3K
TIThh72bDTH D, EBR, HLA ¥ AEBBEL HLA #EaFRMABMEE ik L T,
& BV X 2 unit cord blood transplantation & f#R L CTH, BHEREICHEEOEX 2D
Sl RO TS, b HLA Y5 B, FF—THilg% . in vitro “C@
FERNICBHEA 2 HEE L T O, BHERIZ in vivo TRET 5 D10ENEH S H
DD, FF—T M2 A0 MITERICEET S Z & T, BE GVHD ORJE & [E#ET
EBHZEERL, LAL, B0 0BMETIX, GVL RSP E VL WIFFEITHTE
20y, GVL ZIROEWFETH S N F—T Mz, HFHICKELHBMLTLE DT
i%. tolerance Z##EHE 35 Z LiXTX T, matched sibling donor &z 5 &\ GVL
PREERHTI LI TERVWEEZ S,

—7F ., A TiX, HLA ¥ A EBHEIC, @V GVL IR %KD 2 EmB3H, s,
WD HLA ¥E6EBE L OREREETH D, —F bDBF L & 7o THEM L7 NIMA
REE 7 NVBHIZB W TIE, £ T advanced FEFI TH A IZ LB BT, 3ET 40%I 0
RYAEFRENEON7-(Blood 104; 3821), #IXOH T, GVLZIRMBE &V 5 KBUX
SNTWRWE, ENETRELT S data THD, FAItik, HLA FEEBM, GVL %
RBBNENI ZLE, WS OPORIDOPERHER L TE i, FLE, A< L bBHE
E#%IZ1X, FK506 (or CSP)+MTX @ & 5 2@ % > GVHD FF5Tid. GVHD 2SfE % T
LE &M, $72bb GVH Kit >> HVG KIGD settings BUE L E 2 5, BIEMHT
FOL YA FlutCA+Mel+TBI(3Gy)+Thy(2.5 mg/kg) % v /= RIST Tix, day 3-4
IZiZ, 3 TIZ 100% donor chimerism ZFER L TH Y . T, BHEERLH bEVFIE
BRROFEHIZ OB BHI1TTTHD, —F., mechanism k., D LEBENTHET ST
DEERAY2 GVHD 2% L Tk, 2ED AT 24 FA| (mPSL: 1 mg/ke) % FHHEIC RS

1
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TBH5Z LTS, AT A ROFHESIZHT 2 negative 7238 x OBHEE b2V I3,
EBE, vV ADATRBHEORTIX, A7 04 FAlIX, BIZE1T % adhesion molecule
(MadCAM-1, ICAM-1). RIE cytokine (IFN-y, TNF-o). chemokine receptor
(CXCL9-11, CCL2-O)DFIH L~ % FIF 5 &\ 5 #HiEHRDH 5 (Exp Hematol 2011; 39:
238), 2FYV, AT A FiZiE, FFH—T HEOB~? homing 215 2R 18H 5,
ki, ZOBEHBDOED, L D cytokine-blocker, chemokine receptor blocker 733
ShpdZ itk Bbhsd, ZoX5ic, F—THEZENICHEIE 72Tk
<. £® GVHD #ZERl#ES ~? homing 2455 Z & T, GVHD & GVL Ofghf,
521X GVHD Z 72V GVH ZIROFEBBAIREIC 2D & B 2 D,

EBROBERDOBICH > Tk, Fhdko HLA R EBBMEICRBT 5 M —THIROT n i
&:ﬁﬁﬂi\ HLA #EBHETIXT o LTRALNRWIEE, BNbDTHD, LirL, &
DEELVEBNCERATHIET 2138, BRADZHRT 2, —F5. &I 1T 5 HLA
HABMOFEMPOBIHET — 713, REIERAR, 1020% L |ESNTEY ., F
S LTHE LW D TRV, FEREMPFIHT 5, HLA BE&FIREBHEICE T 21854
HHOMETIE, REAFERIL, FEEIZ 1020%ETH A, 3ETII%EWVI HD
bdHoT, NTVXNRHD, GVLHRDOME ZmT 51003, £F G2 VITEFRICEL
TFRETFEEOEINERD D, FIEBEOEFICERT IETF & UT, R,
P, FERREPBTONLIN, T CRBELRDDIIRHITH D, [FEEM oPic
HEMEMRH Y, BAERICIE, BHEAMOFERXPBIERERICE 2 D2HEIZOWT, XD
MXTHMEINTND, TOPITIX, K 12000 T ORI D BE ORAEIL. CRHIL
EbbRWEWIRENDH S (IJH 2013; 97: 640), F7o, ZFEK 20%% cut-off &+ B
3, 25%% cut—off LT RN bdHo T, PRI THIFIR %% cut-off LF5, 0%
DEME/FEEMTELHZ LT, FEURLITHS, £, FEK% 106EMTHZ L
. BREPABICEF LTS EVWIRELDH D, —F, AN TIE, 20 LD
RF—ZIIFEELRVE S ICBbh S, Lo T, 272K &b, AML/ALL IZB LTI,
TRUMP D7 — & % JTiZ, BAERIZFERD & AR/ BRR L OBRREFALNCIL TR Z L
DBLETHD, ThiZL->T, 4%, HLAFSEBHEEZHD ., HFx RBAER, BEEX
DOHIEENRZH/R DO OLEIEVNTE S,
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FRR2SEHRET LN —HBF T ARARER
THLAT B & ARSMBHEOR2EE LCABERLOHOBENTR 11 (EH)
H—-EFRESM (2013457A78 K EHBEH—F-HEHR)

BFMAo03A) X LORKEROFRE
~ERFAY X LD UROY IS E T S ERDB~

—F RX
LEEHRE MRAH
LERAEFRER 0Kk EHERHFES T

aeen Sancess tmoty sviduttesiting PLOS oxe

Distant Mesenchymal Progenitors Contribute to Skin
Wound Healing and Produce Collagen: Evidence from
a Murine Fetal Microchimerism Model

ke Seppansa’, Erbwige Roy", Rebuced B1is’, Geurgo BoreGharios™, fichotes M. Bk,

Hineash Bhnscotebyan™

fote] cottaz ¢

{@Chimerism Symposium on Chimerism

o

Graz, Austria, May 30th & June 1st, 2013

ORGANIZING COMMITTEE

Peter Sedlmayr (Univ. of Graz)
Thomas Kroneis (Univ. of Graz)
J. Lee Nelson (FHCRC)
Will J. Burlingham (Univ. of Wisconsin)

Seppanen , PLOSone 2013

Trans-maternal cell flow leads to Ag-experienced cord blood
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Diersethuis, Blood 2012

B LBHICE BT/ o0X A X A(M)ENTBH-YHR?

Male CB Unit

wl maternal Mc
Mother | ‘ :

Mc: anti-HY CTL (+) M—M
CB: anti-HY CTL () or F—M:
Vi
Female CB Unit ' :: : ;ereGI a ;'sl:;
Mother —— L 1 HY().:
Male sib

: an CTL (1)
CB: anti-HY CTL (+)
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MBI 7 0T+ R 7 7 T FEAVWE HA YA BB 3510

SRE i, TEE B GUEKFEEZERRMEAR)

HA EEEBESHE T, N7l 1L, HASEWE K —2S0R2ngaes 4 3 7 L <JEm
& M —ME b W EMERBERE IR 2FERREOV LS TH D, ~NTuBHETIE, EER
%, EER GVID, FfFSSuRIEIC L ARBYYEDTRIFEECH Y, e DHENIRA LNz, I,
BiE% RSO 7 a7+ A7 7 I NG (UT, BHlKC) 2HSEDE T oBEOA AR
WTHESHLTWD.

Luznik & 68 &lZxt L, EHEFEHERIRTALE & BRER CY 2 VTN e BilEE1T2\ )y, 24E 05, BFS
IXENEHL 36%, 26%& $EE L7z (BBMT, 2008). FEAE GVED (III-IV) (X3 6% Tho7izas, 1 4EFHE
X 51%CTh o7, EBHER O ZAWNT o BHEORGE, HA —Biffk - #HHJ?M&CMEWZQ
ELHE B HD (Bachey, JO02013). ZD—F T, BHEFEMEABHEE AR CY T, &VE
REHHECTh o7z, OB AR E LT, ALEDMES Bif 5 Z L3R A 6N T 5.
%13 Bacigalupo Hid 50 BIDMET, 45 FITAERFL, SHEGID (II-IID X126 22 7 ARFRTO 08
i3 68k (EIfEHASHE), 37 GEEMEIBM ThY, BRFEIX 260ThH-7 (BB 2012). 7z Solomon
B b R B BEREATRTLE % FAV V2 20 Bl N7 B fBHEC, 14E0S, DFS IEZNEh 696 L TR50%, &
PEGVHD (II-IV) 4 30% 14EFFZERIL 4068 VO BB ZHE L. WA OBEIZIWT, Bk O 2 H
W TR BHETC, AVE OREE EiF 5 2 & CAS, GVID, TRY & B3R %ML TE AR EIvRENT-.

%2 TH4 L, Bacigalupo S0V HE%, RLEBOMEZIEXBVZEE, BOETHET LT
W& ICATMEOFEF AR L CERT 52 & & Lk

FEEEY, FRESENERBEESOH 2 ENFEREE T, 8/7T £71X8/8DHA T LA—EDM
BB L USRS K —% 8 &9, 4/8-6/8 DHAT LA—EOME N —%2ET 558 Th5. Bila
— AR IEE, BHOWTRLHAET S, AENL (1) 25BEHRRS (12 6y/6 Fr), U
BILFS L 150mg/id) E7-1% (2) BET 2L 7 72 (12.8mg/ke), U VBRI AE 5 € (150 mg/nD),
SEHSHRES Q0 DVTNOEIERES L OREERIC LV EBRT 5. 7 R 74277 3 FE day
3L day 51250 mg/kg 30 2 HREHRET A2 L L L, SBEHHFIE LT 7 a xRy v (day -1
DOEEEE) BLUMF (day -1 75 day 30 £T) 2000 mg/ HEAWDZ L& LTz

A, FHxITERFIOERLEDWET 5.
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alemtuzumabtotal

Age(ﬁﬁ

 TBI2x2 Gymay -
- Ly 80 mglkgiday -

g
MTX 10mg/m2 day1 ‘

i ik e see NEFINCOY
e aiemtuzumab 0. 25 mglkgiday
. 'PBSCT ‘

‘ Age>=55 v B9 6.543.2.10
'Fludarabine 25 mglm2 o
. Mielphalan 40 mglm%day - :
TBI2x2 Gy/day
aiemtuzumah 0.25 mglkglday
‘PBSCT :
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nﬁfwvmw
kﬁi’l) : EBV(

‘ zﬁawefca dayZO ‘

: i : ‘ CMVﬁﬁmEﬁﬁﬁﬁﬁﬂﬂDHPG Erng/kg or valgancyc!ovaOOmgﬁ%’E
EPIEOER . - s - SAROACRIEE
S Emﬁtiﬂ*ﬁﬁéﬁiﬁ . : .
8: dayﬂ(ecsmﬁimlﬂma day 2T m=3) ‘ E}ﬁﬁmtmm& )
i MVrﬁmﬁ&ﬁﬂlﬁ <FA (GMV ease%ﬁﬂfd&) .
EBV-LPD’EY%% :
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- Alembuzumab 1 B2 5 B IH AR LY SI2 TINBA,
BaERE ﬁ‘day‘ﬁ.}‘b&&‘)ﬁ‘l&&ﬁfJ‘ﬂ”Cl-ﬁﬁ?"‘éﬁTb‘ét&)?ﬁ‘
infusion reactmnfiﬁ&h& Fﬂﬁﬁ&&b&b\
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FRR25% I 116 @I &m 8 &

@EHER—F+FHR WoBME(013F7H6EB~78)
RETFULX—RBYPH - ARARBR BBE

THLATE R EMERORLELLUAMER LOHDBENTHRI

BEYsEIOIYLERNE
HA—HRFESBHEOMARKE R

~ ARG MRS ER SR OMERRE~

BURERRERER
SWEEEREYS— OEH
e g

2EFR
(VSRR TS M H vs. 8/87) LASTEMEBH)

k]

z 1.00

28075

b4

g 3 050

8 o2

23 :

T " 0.00
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Time after transplantation (years)
wmmmimees 818 MUD (0 = 452)
RD/1AG-MM-GVH (n = 327)
= Related donor with 1 AG h In the GVH dil
SEFRE, 8/8TVVEREMRPEBMEBLLBIL,
GVHA M RRTEA NEEMBERTHRCETTS,
Pl SERMBATIZTRIEROM

Kanda J, et al, Blood. 2012,119(10):2409-16

FL—F3-48teVHD B LUARBEIE TR
(GVHA PR A MG vs. 8/67Y LB A FFMIRE)
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GVHA RN RFEA MBS MBIEI T, JL—F3-4BHEGVHD
PLUARMERCEOFTELCLRE2RHD,

—> BEGVHDD B -ATGIR S XYERITHBETS?
Pil: SR ERITI TR R OW

Kanda J, et al. Blood. 2012;119(10):2408-16

TL—R3-4846VHDE LU L4 HR
(GVHE P IR A M3 ATGRM R R vs. ATGRLRIES)

JU—F3-4ffEGvHD ) SERE
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FL—F3-42EGVHDD SEREIZATGERABRICELTHEICEL,
ATGERBL, REARCEBLEFRATVVERIZHS,

Pill: SRAMRFI-THELOM
Kanda J, et al. Leukemia. 2013,27(2):286.94,
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WIhLATGEE AR CERENE?
Pill: SEBRAKICTHIESRDE

Kanda J, et al. Leukemia, 2013;27(2):286-94
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BIREE (1)

S AML, ALL: FEHA IR ALY,
=L, Bif- RN P DOFBR<50%
SATL R SR DAL,
=L, B Km0 EEMR<50%
SCML: BRI DR, BTH. SEiRH.
HBANE2BEDTKIZFailureDEEFI
f=fZL. BH- KM PDOFRR<50%

<» MDS: IPSS; intermediate-li/high, WPSS; high/very high
FITEREROBRED
SML EBEE LRREIERYE. BRBEROBR

hEME B ERE. E_ERMLBROTLERY
BB MO ERY, T2 BRI :

BIREE (2)

S16EELLEESR LT
“HLA-A, -B, -DRELRE & O MBENFELAL

% B¥/ Y (THLAA, -B, -C, -DRB1 8/8EEE & DR —154H
ALEL BLEFEREY BRI L 0B - R4 M
BHRREEFEFCOYMOBERIEOENIRETHS

“GVHAHHLA-A, -B, -DR—IARAEE D LB ESNEET D
SRF—DEHA 6B LLE6SE LT

< PSHYECOGD EHE TO, 1FE= %2

<0 E. . . BRICEETRBEEL LN

MRopELEE

SRF—RBRBOHAREABETHS
SHBSUR. HIVILED IBIETH D

SAUrA— LR RERMERERL. RBR~OSM
MEE LSS

< 0ER IR EEIRL TV B AT REEA B Bt
¢ EMEOEEBEORE
SAVPO—ILFBLEEHEORREORSE
SATGITH S BERETLILF— OB

BIER

BT SEEIAIL B, RELBEMEBOLThTE
AET B, LGS —THRREREEROEL,

GVHDF[5i%

Tac+MTX+HAES T

1) Tacday-1~;TacEH4EMARE 12-15 ng/mi

2) MTX10mg/m? day1, 7 mg/m? day3, 6
FERE R R BE R 51 [ddayll MTX 7 mg/m2 DX 5 T

3) Y4/ESOTY 1.25mg/kg/day day-4,-3

BAERTALE

BEMLER. TEADERT S,
EELB2OHER- 2SR5 REHORERE, BHOF
2;\;?%&?& REOERICKYRLD-HEERDFGEIZ

A BHIRMATLE
(a) TBI(12Gy)+ CPA (120 mg/kg) + Ara-C(2-12g/m?)
(b) ivBU (12.8 mg/kg) + CPA (120 mg/kg)

B BAMAIRILE
(a) FLU(120-180mg/m?2) +ivBU(6.4-12.8mg/kg) + TBI (2-4 Gy)
(b) FLU(120-180mg/m2) + MEL (80-140 mg/m?) + TBI (2-4 Gy)
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day 303/ Hday 100+ 3% T, #EH1E. Mmighes
A JLADNAEPCRIEZTERT 5.

BARITHBSRUZTRIES 5. (BERAISHCT
BRAIREARHAE)

PTLDIZ, M#EeHEB™D A JLADNAD LR EEEHLL
SO ERICEDFEFHIBIICE>TRES B,

SHIEE

FETMIEE: BEIE G OABEMRINE
BHEAZIELAICUTOVWTAIZLERELELME
BICAROBMEHAET,

(a) BT

(b) HR

(c) TL—F3LLEDRMEGVHDDRIE

(d) NIH ZEZIZ K EBEEDEHEGVHDD RE

ARERIXEHEROASICHES, EOIR 395
SHRDTFE
BAgnMiBERR T EOMKRHR
v TOrLER ossnoTRERYARENA
)
" v JSHCTESERHIRZARD an-n
Joba—jLLEa— EREEE TR it
e csone P i h o S — -
v F—&tr4—(C- R e T TR
b e s m«;wm:w g;?@* é&mgmmq% O )”1’”*
) o TR :
HAEAS R ER L S— il W™~ *% Sl | e e

BEUISHCTOMBER AR TOFE GETH)

20134E8 HEEMNCEAIATIREL LD FE T,
CRAPELALLBELELEITES,
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