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BiEI—xy, KIS R, BEEREDOR PABORICI>TREO S 0. EFICLIZKERED.

Table.1 Patients characteristics

Age meantS.D. 466+£125 Conditioning CST 21 cYaBl 6
range (27-66) BUCY 13
Gender male 24 ArC/TBI 1
female 13 AraC/ICY/TBI 1
Disease leukemia 25 AML 18 RIST 16 FiwBU/TBl 4
ALL 3 FIWBUWATG §
CML 4 FlwMel/TBl 2
MDS 5 2CdABU 2
lymphoma 7 ATL 1 2CdA/BUMBI 3
DLBCL 2 Donor related 6 PB 5
FL 1 BM 1
HL 1 unrelated 28 BM 28

LBL 1 code 3

MCL 1
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Clyac (Likghhr)

012

010

008 |

0.06 |

004 7

002 |

0.00

012
o female
o male
010 | PY
H °
[+] — (o]
£
g 008 [
[ = [
o 3 Q s d
: o 8 006 | %0 ® °
! =
8 004 | o om ®
(e] 0 o) le)
(o}
oo o © o o o °F
° ) °© [ ] 0
. 0.00 ‘ ‘ * *
Female Male 20 30 40 50 60 70
Age (yo)

Fig.41 CL,, tH3l- SHLOERE

CL [T BREQHMB oAt (BEMSHP=003, HREP=0004) , CL., LEBEOMIZH

MERARSNT. THERLEZBHOINEI 1,

20




012
010 °
H
o
o 008
§ ° o 'Y
= 006 o o L
g . ¢
.}
0 ° . .
004 1 g ®0 o
o
° § g 8 . @ female
002 o° 1) o male
0.00 * t L - -
N D CQ\ N & .
é@ é@ \‘;5 O‘& & regimen
¢} G QO\ <%
AN G
Q{o Vs
Fig.4-2 CL,  LERBELIAEDBEE
FABORE - TBINERL LR THERLEBHOAEM 1=,
012 1
y =0.6204x + 0.004
R2=0.3313
010 ®
[ ]
o)
£ o008y
2
S bt
g 0067 fo) R
8 Cn= Clyge (1-e%%)
004 1 o] o
o e 1
890 o8& o female Clrac= T“Rw(he*e")
L o male
0.02 oO °
000

000 002 004 006 008 010 012 014 016
1./ Cas4-1ac (ng/mL)
Fig5 ClL,..&1/C, .1 EDBR. BIMIRE
RSEBICEIPRERNS. KeAHIBE—ETHILEEHIZ.C, ., LCL  HREADBRR(TL

b, C,, ., DERECL,, MEFOBE) -H5EEEL THEDERMEREL . HEOHERMEIIRH
Bht-(P<0.01)A%, BRI EC(R2=0.33), ng,TACI:J:%;Dose-Adjustmentliﬁﬂﬁfﬁ)éﬂﬁﬁﬁb%6.,

21




BAEFBHFRRERHEIS NABKHFEE
ARG E
I FES SRS EIC ST 2 aLEREROENEYBBROMRYT - THATNEELORRE )

sSHERtFEE  WTF =

AR ENAEEE, MR NE K5

MAEE

IS BHERLEIRDRE LT S.

HE, FEZBWTERINAZEHET AN 7 7 > HANCET 2 BKRR 2 51l &k OVEH
T2, TOHWMEL TR, DEET AN T 7 CHAERW=BHELE DR 2R ER)
PR DA, 28T 2N T 7 BRI E AW -BHEALEICBIT D T2V T 7 > OERNEY
ENEDBIT S AR OEE R S EORE, )FFETANT 7 HMAERWRENDED

A. BEEHB

[EfE A SRR SAE R B R BT 2R
RZTIR L E L THAL SN TV S, ZFOBMEFTLEIC
13, DERGET 2EEMRONME, 2BFEOREKES
KT EICKBBER DEEDRED=DDR
LB 5. B REMEEICNT 2 FEE Mg
HOEERNBHEATLERICBNT, 727 7 i3
HEREROD—DTHD. T2 T 7 AIREOEHT
HB7=DITT DRPUZIIBEARENSH D, ZDFEFREL
THEUA2MAPBEDOIIS DEN, ABEFECEHE G
EWRIHAIHEORIEICBIGT5 LN Tk, EE,
B THEE T AN T 7 CEEI Eh S, YR
DIESDENREIND ZENHFINTVS. BH
FIZBWTIE, B8E 7 AN 7 7 >8R &R\ - B
WEOZEZWREMEEZTMEL, ENE T AN T 7 >~
R 2 W -RBBERTLEBIZBITS T2V T 7 > Ok
NEDFEDOET 28 L THAERN OB B RGEER
MTBEELIZ, BHET AN T 7 S BH ZE R W - B
ATLEREZBRFETS. INSOBEKMEEELCT, &
BATLEERE L TOBET AN T 7 >R ERE
MOBEMTHERTZZ EI2X0, BFICHIT 2 [EfEiS
MM OB EREDN LICET2 I 288
95,

B. WA
BIERTAERE L THERSNIEETANT 7>
HANCET2ERAREHBRUIERT S, BET
2T 7 CERIERHWEBEIILEDZ 2R UA
PHEERAT2ICHZ0, FMEEBEEL T, AER
IEDOFRIER KL OEEE, BiagRHOEER

ERBITOoND. 8ET AN T 7 8B ZRWE
HATMBIZBITD T AN T 7 > DERNEYEEEZ
RIS HI2H7=0, BRENCT AN T 7 > Ol
EZHlEdT5EEHIZ, MEEHE LT, Tt
BEICRET 2HE, AERGORBER K UNEEE
RENET .

<fREEH ~\DRCE>

ARFRIZBWTEHE RN EM S N5 EREARIC
DWTH, GCP MNTERRRBRITE T 2 fmEfast
ICHERL TEREND.

C. Broekss
HIETANT 7 BRI ERAW-BHELEICEET
HEFRARBRTO NI EERPTHS. Bz,
YR BRI BT B KA M PIBERE O FIER, T
2V T 7 > DERNEYRBICEET 2 ETERIC
BT AR EICDWTHRESIHFTHS. EROKEDO
TN T 7 o BHE R W BRERLE DL EREE
MY 52017, sk CERELIELARRD) 128
IABBRATANT 72074 AT7 7 RER
= RS IR HE DR S 2 B AR
L7z, WBAER| 338 fi (EfpRIE 38 5%) D 5
FEEERIT 58.8%THD, standard risk #iI
62.0%, high risk #13 38.5% TH > 7. 50 FAMD
BOLEHFEN62.0%THDDITH L TR LD
BO2EBFERIT 33.6%THo7-. MEIEFIDIERID
MNERIZ, HH 30.8%, GVHD26.3%, BEH 24.8%7%
ETH-o7z. Sinusoidal obstructive syndrome 1Z &
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BHIETIE 3.0%, FOMOIBFEEIEIET A 6.0%IZ58
HHENTz. B0 ERFEOH TIHBERICKAEELED
%<, 50 LA EOB TIIRTYEIC L A ERRE T
Holz. iz, BELBIZBISEETANT 7
SEROTAINT 7 > OEHNEERGE BERIC
BOTHRAEMICHERI L. 8ETZANT 7>
IZBWTIE, RhlEREE &S 0O BEAE B ORI MDS
BEHL TWD—H4T, HFEEOEEENE VRS
mH LNz,

D. 8

BB ELTROT AN T 7 &2 007 %
A7 7 2 RE&AW RS 8 AR DOEK RS
mS, COBEFLEISEHRER TOHREENH S Z
EAVRREIND L EBIT, BRIBHEREICKERE
EBEARIIIRRATHS ZEAVREN. £z, BAERI
WBIZBIZEITAN T 7 > EROATANT 7>
DEHNEEREORRICBNTIE, BHE7 AN T 7
COBBERIGDTOT 71, pekOBEOT AV T
7 o DFNEITET RS FIREMAVRE S Nz, fHE
TANT 7 BRI ERWBEMLEBICBWTE, 7
ZN 7 7 > OBIERMHBENE S NS Z EHE
N, BHEALEIZ LS+ EEREIC X 2 BHRE
DIERTFIZ DR BEEZ NS, £z, BETANT
7 EROTANT 7> ODBEERGEOFRBROMEIZ
DNTIE, 5 DRI RNERZEIC L > THS M
TEHEVRENRHDEZEZLNS.

E. &&®
HIETANT 7 BB ERW-BHEGLEIZELS
] A I A AR RS AR I BE 9 2 BEERBF 78 & R T R VR
M3 5. HEROBOTINT 7 > ERAW=BETL
BIZET2RAHEMNMIEORRICEDZX, ZOHEFE
RO T SRR BN ORAIC L o THHEBRED
M LT B AREME AR SNz, BHERTLBIZBTS
BIETANT 7 o EROTANT 7 > OBEERIGED
RBOMEIZDWT, AHRMERFRICK S8
DILETHS.

F. BEEHER
BAE A

G. MM EHEDOHIE - B&IRH
FMEBIHLL
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BAEFBRFEHRER S  SABKFFEER
SRR E
I BHAEDOIVARBRYE R IV AR MEBERR I T 2 RYIEORL )
SEREE R RF O UNKHREBL MK - BENE B

MAEE

75 /4 )VX (adenovirus; ADV) 12X % HlnttEEbt% (hemorrhagic cystitis; HC)
i N URD FREE MEBMRBEICAH LT <, TOBFERELL THa., Il
KEFMHE - BERNE TE B Mag#EEo ADVICES HCIZHT 2V AEL RY
# E)l(cidofovir; CDVRER DHAE Z H A HRICHT Lz, UFT, 1141w LT. CDV
IZLDEEETo/z. BETH. &5 4. FRPRES0F (17~62F), 2 TOEH
AV ADV IZ X2 HMmERERR TH -7z, BEFEIZHT S CD34 BtEfilassE 1 EF. 7R
11 BIIFEEBHETH -7z, BHSET L/ 1 62BN L. 10 EFI Tl 217072, fEfa
N-BREEZPLETLEELREVERIIRZ I N o7/, FHERTRE 10 #ld 8 Fil THEK
FERDE. 10 HIl2F TREMN S D ADV Dk %2 L7z, CDVIZADVIZX5 HCIZ

MY DHRBEE L THERTREND S,

A. BIZEEN

SRS, miREEs & OBIRMERBIZN
THBBHREEEE U TREL TW5, AfEEnes
MipsREIE. YPHLA—EFRE R+ —& L TiTh
NTWED, ZO%. FEMGN 7 RF—. .
HLAFR—E#k K F—72 E0 S OBEITHON S &

T80Tz, ZOTZDHBHEBRDRFERENEETHO.

A RERRE DRI EE/LBETH 2. BHE O
mtEEERE% (hemorrhagic cystitis; HC) @5 BEERK
BB E 25 DO, BtEk. £ERNSFIET D
ZEDEN, BREHOHCTH S, Z<OHE. U1
IWARBRRIEIZE B EEZ 5N 5, (LR BOdE
eI OREHH SN, REEmEHasE.
BriCBER NEER (graft versus host disease:
GVHD) ZFELAT0O1 RKRIEOEEZTH
TWBHKRR T TOHCOREZRD L BRI D, K
I NAELTIE. 75/ 71)VX (adenovirus;
ADV) . BKUAI)IVA, CMVUA I AR73EDHEMN
HEM, AL TEHZVWDIL, ADVICXSHCTH S,
ADVIZXBHCIE, N1 U R RIS RIS I
BHL T ZTOBRBEIHEILL TWah, 58K,
ADVIZ X BHCIE., sEHIRIRB X OBEMRERIZ X DR
FRITIEEINTEZ, LI LS —HOESI T
Bt L. BEELAENHO. RHIFMWTH S, ADV
12X BHCIE. JEEML DD d 2HLA—BFERaLIA

NSO RF>F—, HLAR—8ufg 8 F—. e/ N>
7 RF>—, BH 0 SBEET O HEHEmT 5, Lk
25T, ADVICHT 2F RN T 1V ABREDOREL
ISERMICEETH S, KMRTIEINT IV AE
cidofovir (CDV) DADVIZXBHCIZH T HL et s
Bttt = A RRITRET 5.

B. WA h &

HEY : & imBRiassEEoN-T U A0 ADV BEYE

LT, BEFHLD CDV 28&5L. ZOEE

HEMEL. dOETEEKMIRBICH T ILA

YER 23G9 5.

HMIEE : CDV #5155 EFROHEE. &HFE

E. CDV #5112k % ADV BRPE OB HISE.

CDV #5112 k5571 IV AEH

ADV RBREHEDEF :

1. HmERBHAZEREL. RED ADV 23RS
n=84

WIRAIMLER Z £F D W PERE & & Fehe L7235 &

MEZHEL T RETYT/Fz v I THRNS, Z

NTHEHEDOER/IE. ADV 2k HimfEERA &2

W95, LEORETREOHSIE. K ADV #£#

PCR. R ADV > = )UNA 7). RV 57 B,

s ADV #@ER PCR OBREZE{TH., Winh
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5 DBRE T ADV R Zhnid, ADV iz &5 il

K - 2Z2HT 5.

2. MR, HE. BR. WHEELEZREL. BRE
L TADV BREYEN R b 5. b L <I3EE
Lz8Ba

fi%Tid, WERWK, %K. BALE. 4. B

RTHEE, BIUERBGRE, KEEER TIIB®K

M5O ADV RIENLEE LW, FEEZEEL T, Wil

EBEMRADOGEG LR UAZREERTS. LML,

DEREENBEER T, M+ ADV 28 PCR THEDEA.

EERZE & LT ADV REEEZHT 5 2 &idnl &

ER-E

(FYS o

1. SETEE mEZL7F=>>3mg/d

2. TAANENOBRERDOHZEHCDV OFH
AR T B TNNH D)

3. HEMEZEZ HLEUIIE>bmgdl. £/
GOT>500 IU/L  (7=72L ADV IZXBHFR D
BRI OEEEIIER L 7z0)

4, BEOHHEEZEDOHDHBE (=/ZL ADVIZX
B INBERE A DA Z DEHEIITEIE L 72\)

5. 7 LIIVF—BIERE. EWaAsEE T SiER

BEHIE

1. CDV 1mgkd/day x3 /week 2595

2. HIFIER CDV#5HIZ. 2500ml/m?/day LAk

DREWMREHERTS
Prehydration $5-3~0 K] £ & 500ml div
CDV i34 #& 100ml IZEfR L T 1 TR S
CDV #5888, £ & 500ml/3hr x 2

3. JOKRZY R#E

CDV #5-7if 3 F#f1Z 2g PIAR
CDV#% 51215/, B L U8KFRHIZ 1gMAR

<@EE\DOEE>
BEIINETI O IF—LR -2 FEHE
+T. CDVIiZK5IEEZRBL-.

C. BFFRsR

WHRT 11 BIZH L T.CDVIC LB BEETo 72,
Bt 7 . L 5 4. ERPRIE 50 F (17~62 F).
2FlHt ADV 12&% HC ThoZ. BEHICHT S
CD34 [t MifafAE 1 fEF. &0 10 AIFRESHET
Horz, FERBIL, BHEBEEALE 1 6], SHHR
FREERE 1 . &Y > MEaimm 1 6. 5T

EREE 1 F. BtE) O NE 15 A THIREAm
24, BEAREEM 3 6. BEE 1 FITH o 7=,
BAERBRMHEN 2 EFAICBWTH B/ aTY >it
FRINTW=, 7BfxN/- ADV i3, 11 % 8 4.
35814, RIERE2HTHo7 .

ATL IZX$ SE# I HC & RAE U 7 iEp
3. CDV #5B815% 5 OBICIEZEZ A LIETL
7=DT, BOD 10 4 THMmZET> /=,

HC OBHEFZBERFERBIIHRMET 46 B (17~
126) ERFEIR NS CDV £ 5-ORRIXFRE 3 HO
~19 ). 2 #iIH AraA IZ X BBBREDR TH - /-,

CDV #5iIzL2BEEZEOBERIIRREN
ahoiz, AT O0XRRY RIZLDELEHIZ
WL TOMUEENNETH o=, 10 FiF 8 I T
BRIIZ HC O®ENF SNz, 10 FlEf TR
50 ADV Ok &R TE/=. CDV &G54 34T
CMV A1 NAFURMENBEETH O, 2 FiHt HSV
IZEBORREEH LT,

D. &

CDV 3. AIDS B2#FIZBIT5 CMV HERDIEHE
FEELTRKTHAINAATIIRREFRDERTH
%, CDV B35 BKFHIOIMNRAE 2EETSH
Licky, EEN ORISR EEELRFD. BE
HOBRYWOERIIEAREME L7 FfEDOL
BThD . BEEZ#MET 5 & Fanconi FEEREIZUZ
RECHERETEMEENEINZBEHTTL S,
COEERFRELZERT S92, CDV # AR
S HMBE/KOAER & TOXRR Y RGEMRMEN
50 CDV O zMETD)RENFRIND. B
XF U312 DEETESHENE. T RT3
MG, B, L)Y £ U, BESHIE N
TWb. O CDV OBIER & L T, 5 ERBME.
K WL, IREET. a17 RUBER, BELREN
WEXINTWS, UL
http://www.aids-chushi.orjp/c4/nif/162.htm K O 5l
H. —EZ). CDV O ADV RHYEIZMT 2 B30
DWENHD, RHEEABERIBEETH S,
Sl EMEE. HC &2 TBEIL. #EH
#, ME#HHA, £ HCZObDIZXLERE., 2
EMHB I EMNEN, CDVIIHESH & Smgkg 8
1EH 5T 2 EINTELEN. BEEOEMNEHHE
LT, Imghkgx3BOHBEEETORENDHD . Rx
% 1mg/kgx3/l % 3 BT OERE LT /2. WFIF
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R&LT, CDV#5HIZ, 2500mVm2/day LA E> | F. (REEHIER
FREFEREHRL 7z, BARIZIE, #5-3~0 KiEIiC ZUEBHRL
ARREIK 500ml AiERS. CDV IZEREAEK
100ml IZ¥MR L T 1 R TG, TOREHEBEK | G. ANHEROHE - RFRNR
500ml/3hr T 2 A [ G Lz, TOXRZY Rigs FEBHRL

3. CDV #5451 3 BfIZ 2g WAR. CDV #54% 1 K
. BIUSKRIC 1gNARE L7z, TORR T R
BEREIZED, Z<OEFITEMEHNEE, Hitt
RoBESELEE L,

BT N/ZCDVICX A BRFIIER I N o7z,
104148 THCOEKRIER DSENE SNz, L
L7526 TIIHCOSEII G SN, EEALRHCT
IIBFERBEOBENBEETH S I LERBT ST
REEZTNS, CDVIZCMV, HSV/iZ EIZxd 54
DA INAENRE TN TSN, AHETIICDV
BEHIZCMVEIEIAE,. HSVORNADEEZ I N/,
5mg/kg/x1/week % 1mg/kgx3/iweek IZHMET S Z &
IZEKOFNNVRABIA VAR NETE L 7= vThEtE
M5, FIHPTHE108] 8% THCEKRIER DhEMN
BoN=ZENS, 1mgkgx3/week OCDVIZADV
HCIZH L TERBBBETH D I L2 L T\,

E. &

BB REIL. MIEREL EOEETERBIZ
M HBRBHTIEEEE L TRREL TV, REE
MMM, 4% HLA —8FE % R>-—& LT
fThhTWien, 0%, FEm&E/N>T R>—. B
H#r 1. HLA R —3ufik R —72 &0 5 OBEMTH
N5EHi1T7o7. ZOROBHEEORERENGE
ETHD, BMERPEZENZEMETHS. U
AINABEFEDS B, ADV) 1IZX% HCIZ. N1V
A7 FESEmBHEEEICEH LT, FOkE
EORNE, EmBMEEEEl0RRIIBIRD
F=HOEERFBETH S,

JUMNKZME - EERNF TE M Mg o
ADVIZEB HCIZHTBHIVAINAEI RT7+E)
(cidofovir; CDV)IE#E DA Z 1 AR L 72,
fERIN-BFEEEPOETLIEELRIVERIIEHER
X Neho Iz, M FIEE 10 #1148 Fil TEERE R DK
& 106126 TRPH 5D ADV DL EHR L7,
CDVIZADVIZLD HCIZXH T I5BEE L THE
7EvReENH 5,
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SHEPEH

BAGERFMARENS SABKHAEE
SRS E
I NRIZBIBZEHRATANT 7 > OEYEHE )
W ZX BERERFRFRERFREVARNEIFEEREREFIE 8%

MAEE

18 MR M ETROFNLEBEE L TOT AN T 7 3. RENREREZEEESL T
2 SRS (TBY) ZEHE L 2 WASECT TIZTBL 252137 2 &M% % 2B LABED
BHEEBFIZFHINTE 2, MOEENEER SEEDRVERIN. AT TRON
WRERGEINTELTANT 7 > THBH, HILENLSORREARNTORAEND 2
DOMPBERETERNH D, HIVNZBETITOEBRGRDOREITE L OBIEMND
o7z, AMATIIRORKICHE L THANICOTBEZRH TEIERAT AN T 720
INBEFIZBITLEYEEERF Lz, TOHRT, hEHZD 1.1 kg, ARmEHZD 24
mg D5 TH AUC A% 2,350 £ mol * min/L iZ3E U/ fERI BB L 7=, & Ml s
DTANT 7 PDREBEEOEERAEEREL TH#IRMAZFEIE (veno-occlusive
disease : VOD) &HifEETH S, IS5 OEWER & MMHBEE - AUC & OBEfRIIBARE Tz

WHOD, RERFGITIE % DBEORYBERINPBELZEEZ SN,

A. BIEEK

& MR EN ORIORII 2 DH S, —DIIBHE
THHBEOREETHD. I —DRIBHEMLESE L
XS G HIFReE RBEEARAEREDRBIRTH S, &
ENE EREEDROVWTNICESAZEINEVD
ZEREBIZE D TREDS, TANT 7 o KEFE
(16mg/kg/body)id 20 LA ERTHD S 2 B BRI Gt
(12Gy) ICICET 5 R MGIER EHiBEEIR Z
DIEBHSNTHY., BEMMULEDOF—RIv T &
LTHRMIZERINTERE, LML, KB ERH
HARmMBEDOL D 2SR BIRERES U THRHE
IN-EEIL, DPEEZMEL TIRAT S LD IR S
NTHD, BHEALESE L THWA=DIZRAR TN
HDTII RN, FOEHHREINTNWEITANT 7>
BOFEKIT 1 BBET, 2EZTHEEN 30kg D/NET
131 30gD¥AREZE 1 H4RE4 HEARA LT
Fiz oo lz, —REI/NERHBEBR THEELST
5LZR1EEZE 1g BEIRETLONERTD
0., BERMNICTAINT 7 > OFOEORRICIIEE
2D, £, BHEEHEOISICEICHEAESCHE
HEEHMBERES SN TWAEE T, HERIREN
Faic@h iz EDBELRTNE 5 hnT &,
KEREIZLDEREZFNITHEDENIZ X ZREEL
MEOEENHE LW AL DORENRD > T~.

27

T MASHSNTWETZNT 7 > ORIVERIIRE
PR3 & DG E T H 28, EmMaB R O
BE U TEMARBENERINDS L DT> TH
5%, TBIGF A AT & keI be e U THF 59 IR BA 225
VODDORERENE < 725 L a sz, FFERiRA
BHifafEEICER T 5METH S EEDNTNDA,
TANT 7 CEMOBEE L THRT 5D T,
FBr DEFNCLIEEDEHETHLEBEI NS,
AR TIIAESRTA—T 7> BRIy T EL TRAS
NEEHBATZINT 7 > ONREBEICBIT 2 EYE)
BEZBH ST U BHATE/ NS IEE B3 O Ml SE
WNERENDOEMIIERTEDILEZBNELT
Wa,

B. A&

BRERERENEBTTANT 7 280K
AL E T M AR AT & Ji1T 9 2 /NREBHE 2 MR
12, TG EROMHAPEZS ) 2 TITOWTHHALRE
NESNFZBIREWNRE L, BEHEIIRRKTORE
PRRERICHEL T 2 RO sk & L. B 5-RI3ERIN
BIUVERNTO/NZEERRR GEfTH) ERICHKEH
720 0.8~1.2 mgIZRELZ, S5t 16 ERET 5D
LOEIEBEFEIEMBIZ, TAINT 7 AEHEDE



i, 5% 6045, 12043, 15043, 180 7. 36047
AN oAb & U T Z R L. EBiIZELLT
Mg %8, 40CIZHBEREL . nEhn TR
N7 7 DBERB—HELTEREI O N S T2
WTHIE L= BEYHEE L THE 9% DT AN T 7
> (P TR 2R L TREREER
L7z

FRBNCEHEHATANT 7 > DBAILL> Tl
BEZLZEITRZIENTE, BOUTANT 7 TH
Bz 3N/ VOD BERMNEA TS &Nk an s,
FNEHERTHHEUET— 5 DIEREZ BRI, RERDBE
O72ZNT7 7 > 23OilE THHEEEEERL /-
HAANBEHFIZHBITS VOD FREXRE, BA/NIMm
BB MMREEEE2OT—YERAL THH
Lo ZOAEITKSHEERIT VOD OZKEETH
57, ERMICERINTE/-8E,. FEX. FOE
. AREENEIC K DERSHEEEZ B W,

<fREmEADORE>
BAMSEATHET AN T 7 JITDODWTIRAE
ORI OEREL TH D LMD, EXIFHOHA
WEE ORBRSHOE TERL. TOEDEELZT
& —9%Z EIZDNWT, GHTETH THh SRR
BBREFUNBEOHHAZ L TXEIZLZ2EEEZ X,
INBIMEF 2 OEMAIBHE T — 513, F2OMmMEE
T L Jedto TEBERREALLOT—F &L TR
HrEN L7z,

C. BIFERER

SEREVERERNTEZDIX4HT, 256 14
5% 1 BRBROMDBESRIETERNS72DT,
AUC OFtEMSHELZ. KO 3FDDE 241138
AN T L. 1 BB HEATOEYEEMERELL T
BRELAELZ. 3BIORGE. 5% 60 ZFOMmP
BELS 1EHZESRO AUC 2% 11TRLU .

T oskms omer 0% L
% MmHBE
(mgkg) (ugml) O
min/L)
fiE
#l 1y J MML 1.2 1,092 1,004
1
$E
# 7y Medulloblastoma 1.1 3,460 2,353
2
fiE
# 16y AML 08 1,390 1,491

AUC O TEiaho7z 1 FlEED 2 FOFRE
B TEREICHREIT <. VOD 280 AMHEIRZD
720 T ER 213 B SR M MR A T 5%,
Btk day 62 DSMBENMAZEZSHEL. BHEE day
135 IZffi@ MEREICER T 5 2B/ A2 THLE L .

—F, BHETFT—IR—AIZLDAENNEBIHEEE
(n=195) VOD FJEIX 10.6% TH Y, FEFHAD TBI
BEHRBRERL DA ZEH L Z2BHEBE0=622)D
4.T% B L TEEIZEN - = (p=0.011), £EHERIZE
3R SNLN 72D T, BETROEBEWVITIH S0
OTZANT 7 >R E5FROBREIL VOD THD I EhH
HRTEZ,

D. E&

BRINDEERRBR TIHEFRAT AN T 7 58 OH
¥ AUC 13 900-1,500 £ mol*min/L TH 5 EmE I
TW3, /NEBITOREINDIsWEDIZ, J OHBHIZ
AUC BAS7ah- 725G mMeg iz 060
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Prospective phase Il trial to evaluate the complications and kinetics of
chimerism induction following allogeneic hematopoietic stem cell
transplantation with fludarabine and busulfan
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This prospective trial assessed the safety and efficacy of allogeneic hematopoietic stem cell transplantation
from a HLA-matched donor with a reduced-intensity regimen (RIST) consisting of iv fludarabine 30 mg/m?
for 6 days and oral busulfan 4 mg/kg/day for 2 days in patients older than 50 years with hematological
malignancies. Cyclosporine alone or cyclosporine with short-term methotrexate was randomized for graft-
versus-host disease prophylaxis. After 30 patients had been enrolled, an interim analysis was performed,
and this report focuses on a precise evaluation of the toxicity profile and chimerism kinetics. Sustained
engraftment in all patients, no severe regimen-related toxicity (RRT) within 20 days, and no transplant-
related mortality through Day 100 were observed. T-cell (CD3+) full-donor (over 90%) chimerism was
observed in 22 of the 30 patients, while the remaining eight had mixed-donor chimerism over 77% on Day
90. Thereafter, five subsequently converted to full-donor chimerism without donor lymphocyte infusion by
day 120 (n = 4) or Day 180 (n = 1). Two showed persistent mixed chimerism without relapse through Day
180. Grade IV acute graft-versus-host disease and extensive chronic graft-versus-host disease occurred
in 10% and 73%, respectively. With a median follow-up of 1.5 years, overall survival and disease-free sur-
vival at 1 year was 83% and 62%, respectively. Seven patients hematologically relapsed overall, and five of
them had myelodysplastic syndrome with poor prognostic factors. In older patients, RIST with fludarabine
and busulfan was associated with acceptable toxicities and a satisfactory antileukemia effect, regardless of

the early chimerism status. Am. J. Hematol. 00:000-000, 2007.

Introduction .

Allogeneic hematopoietic stem cell transplantation (HSCT)
is a potentially curative treatment of choice for hematological
malignancies. However, many centers limit HSCT to younger
patients because of the threat of a higher risk of treatment-
related toxicities including graft-versus-host disease (GvHD),
nonrelapse mortality, and lower disease-free survival (DFS)
in the older population, although the median age of onset of
chronic myeloid leukemia (CML)} is in the sixth decade of life,
and the peak incidence of acute myeloid leukemia (AML)
and myelodysplastic syndrome (MDS) is in the seventh
decade. To overcome this obstacle, allogeneic HSCT with a
reduced-intensity (RIST) or nonmyeloablative conditioning
regimen has recently been explored for patients who are
ineligible to receive conventional myeloablative HSCT
(CIST) due to age limits or comorbidities. Many studies sug-
gested that RIST is a reasonable option for older patients or
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patients with comobidities with acceptable treatment-related
complications or morbidity, while preserving adequate anti-
tumor effects [1—12]. However, these studies mostly pursued
different variables including disease types, stages [1,4-6,
8,12], donor type [1,2,5,10], graft source [1,2], conditioning
regimens [4,5,7,9], and/or GvHD prophylaxis [1,4,9]. This
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