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I. EUBIC

PhiladelphiaZ @ {kBPE D T Y ¥ P A Il

(Philadelphia chromosome-positive acute lympho-
blastic leukemia ; Ph-ALL) REM#s{b %k L 7218
PEEPE AP (Chronic myelogenous leukemia in
blast crisis ; CML.-BC) (3t AL TOHERE %145
et THEETH D, EIMERHIHERERE DA
EEIEEEAZ SR TOSY | #illfay — 2L LCH
e JEIfLR N F — A 5 O[] R 3 1l T A A 23 47
NBH, TNHISHEIN FF =R E5NAnEGaItid
Jifsie MFEAE  (umbilical cord blood transplantation ;
UCBT) 2%#EIRE 5. UCBTIZHGE I FEAH % S it
CT%, Human leukocyte antigen (HLA) —3(% D
BRI G AN 7=0fR0E FF— & U TR ZED, Bl
FEREC AR ML M T AL Al & FOse U C RS P FEAE D 1]

BHEO.

TR ARE, WEOEEIZFer v F 7 ¥
FHEEHE (tyrosine kinase inhibitor ; TKI) HHFH &
NTH 5, FBEREHTICE Epolymerase chain reaction

(PCR) 7T & PhitEfk Dl #{5 FBCR/ABL %
Bt U s oy AR A Ef# (major molecular re-
sponse ; MMR) (ZZ[ET BB L T 5. fiEk
Ph 55 13 RS % P57 & P52 H A1 R piT L iE
(LT 5 2 LB L0 o5 7h, FHZUCBT TIERH
B PESLC QMM & STz, FERERGIC
KOBFECVEEERENFOND T LEHD, ERML
TV C O (A FE ML ¥l A il & 1T b T 5.

GGt (total body irradiation ;s TBI) &cyclo-
phosphamide (CY) 0 F - Rl B ALIE % % F
WU MR A2 FE L, —REEARRERKL
28 H CE LIRS U 7= Phid @RS T R s 3612 D>
T, HBETIHE S N7z A RE R & o Ful 2 47
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FEIL 605%, ZPE Ph-ALL

e HYEER 2 FANC B H R E. AR
M7 15 ¢ HRAMING % 528 7= 7= 9 M FHZ fif 2.

Japan adult leukemia study group (JALSG)
Ph+ALL 2027°0 b 2 —)LIZ#E U CE M A F
(CY 1200mg/m’x1H, daunorubicin ; DNR 60mg/
m’x3H, vincristine ; VCR 1.3mg/m?/#x4, pred-
nisolone ; PSL 60mg/m’x21H, imatinib 600mg/
H). fb2e#diblia %30 H BisdEmmliiE L, ik
DAFER2.5 % DI # I FEMF % 1372, imatinib% 5
124 PG DB B A Cluorescence in situ hy-
bridization (FISH) %, %E®EPCR: CTminor BCR/
ABLEEME# R L, MMRIZEEL 72, [W 7@ b
I — L OHE DD (methotrexate 3 MTX 1000mg/
m’x1H, mPSL 50mgx’/Hx3H, cytarabine ; AraC
2000mg/m*x2 H) % #kfc. [Fide & OTH ATy~
JIZHA N — <, MMRAMERF L 2285 2l & D
126 H HIZUCBT % 92 L 7=.

KEBI2 52, Yt Ph-ALL

B NI, RIS A ERE. IS PEOEIEZ S L
FIILER G N & /IR A % 526 72 728, @k IR
FEVCTURHI T 2.

JALSG Ph-ALL 208IMAZ' 1 b 2 — LIZ#EL T
R AT (CY 1200mg/m°x1H, DNR 60mg/
m’x3H, VCR 1.3mg/m”/i#, PSL 60mg/m’, ima-
tinib 600mg/H) . fL#EEAEMA#40H H I [0]
B, BHMAECFISHY, nested PCRYL Cminor
BCR/ABLREME#HEE L, MMRICEEL 7=, KM
IFEAZED 72 VCRIZ1H O A, imatinibid33 H D%
5.Cdb 57z, F807 s ISR A3 E K T & 72 &l &
N7z 7= M D FREII TN U 7 o> > 7= i, JEIL
e ITEA P —M<, MMRHMER: L 2228 6 52 W
X530 HIZUCBT %92 L 7-.

JEMI3 23, 59 CML-BC
I, WEBHEE & 24 H T10kgll FORERKA % T 5F
RS2, FAIMER>2x10%/ 1210 7= D i &b &
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PR LU TYBEIcEIT 2.

dasatinib 140mg/H, PSL 100mg/H WK T fif
AFEEBASG. JALSG Ph+ALL208IMARb[E 3 #7412
LT (MTX 1000mg/m’x1H, AraC 2000mg/m’x2
H, PSL 50mg/H) FZkitk, dasatinib 100mg/ H ik
fot. ALEREEPRRATR 109 H H O B A T i 1
IS 22 28, EPCRYL Tmajor BCR/ABL
1£10%opy/  gBRNADTRAF 4 388 7=, IfiL#%, JEIML#
EHIHEA N -, B A MEREL 25
2k 01350 HICUCBT %29k L 7-.

1, F202 EASIEHI OB W R A AT R AR L
7z. UCBTIEM % KERANKR L 7= R3DFE Y F 5 %
fracd 5. REFILIZCD13, 334 £ OBEHERO KR
PURBAMEZ B UKL A F o & — Bttt T b
0, ALL (FABZHL2) &L 7-. Phjttalks
GOBMER A E > T 2=, FEGI213 B8 2 Ph-
ALLOEI~ — 5 — L RERBRERRTH - 72, IiE
Bil313Gor g CPh ik A R &7, FISHL, PCR
% CMajor BCR/ABL##9 %, bW % Masked
PhTh -7, HFERMN Y VSR EMEPURE 2R L,
FISHEE TldAfFhEk % &6 72 R ER 12  BCR/ABL
DEEETH D, EHEMAHER h TR WP
CML-BC (lymphoid crisis) & #ZlrL 7-.

®1 DDEAHEMA SBERERER

i1 (No.6) fiE 112 (No.10) $iE 13 (No.11)
WBC(/ul) 23150 38820 176100
Blast(%) 79.5 75.0 3.8
Promyelo 0.0 0.0 7.8
Myelo 0.5 0.0 12.5
Meta 15 0.0 5.3
stab 0.0 2.0 15.8
Seg 2.0 4.3 50.3
Eosi 7.0 0.0 0.0
Baso 15 0.0 0.8
Mono 0.0 18,7 2.0
Lymph 6.5 0.0 2.0
RBC(x104/u) 489 313 376
Hblg/dl) 14.3 9.7 11.8
Ret(x10/ul) 4.3 1.2 3.3
Pl (x10%/ul) 13.5 0.3 14.0
BM NCC(x10%/ul) 224 Dry tap 72.0
Meg(/ul) 31 Dry tap +
Blast(%) 90.6 90.8 53.8

BM ; bone marrow, NCC ; nuclear cell count, Meg
Megakaryocyte

3 Y THEMBHIZUCBT & 920 L 7= 1 11
il 2 FLHEMELZ 7. FHAE R E O3 I a8 39 1] 2 i
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iy cERT 5. AT THLA4/6 Ll E—3K,
MM K2 x 107/kgld E i A3 fehi X 7=, fH#E
e B O3 I 0118 & SR U 7= 3151 C 13 F% Hi 46 il i %,
CD34/5 1 EMIBE L, colony-forming unit granulocyte-
macrophage (CFU-GM) X\ 4 & 2RO EL
FTH 572, HLAD M6 —FD%ERIT (No.
6) (dalleleCE&6HUH—HL THD, »DKECFU-
GMED ZWFFlilz BTl b, KL
U TR MIOSRMEIZR OS50 5 7.

x2 MPFFIRREME, RE(F, BCR/ABLARERR

HEf (Nos) i fill2 (No10) fiE {1l (No11)
FACS gating)
€D10 (%) 98.6 99.5 98.7
cD19 99.2 99.5 98.4
cbp20 6.2 97.4 72.9
€D22 90.2 97.7 95.2
D13 58,7 20.4 8.3
€D33 4a5.2 0.6 7.1
CD34 99.6 98.4 85.6
cp3s 100.0 99.3 69.2
HLA-DR 100.0 99.7 89.5
CD66¢(KORSA) 58.4 42.7 21.3
G-band ATXK,+7 46XY, 46XY,-5,9,
19;22)(q34;p11.2)  1(9;22)(q34;p11.2)  +marl +mar2
+10,
add(17)(p11.2),-20
BCR/ABL minorBCR minorBCR MajorBCR

*3 LB O BT MBAE D MARES OB &t

Patient  Age(years) Disease HLA Gender Bloodtype TNC cD34 CFU-GM
/gender match match  match (x107/kg)  (x105/kg) (x103/kg)
1 52/M Ph-ALL  5/6 MM Match 213 0.18 10.63
2 29M Ph-ALL  4/6 Match Match 214 0.26 138
3 23F ALL 4/6 MM Match 2.58 0.86 205
4 52F AML 4/6 MM Match 29 0.73 11.8
5 2am AML 5/6 MM Major MM 225 0.56 NE
[ 60F Ph-ALL__ 6/6 Match Match 2.31 1.84 62.7 ]
7 16F ALL 5/6 MM Minor MM 2.67 0.72 29.8
8 21F AML 6/6 Match Minor MM 3.21 0.73 1.9
9 56M AML 4/6 MM Major MM 3.16 0.69 275
m 52M Ph-ALL  4/6 MM Major MM 23 1.15 27 ]
[11 23M CML-BC _4/6 MM Major MM 3.08 0.93 51

MM ; mismatch, TNC ; total nuclear cell, CFU-
GM ; colony forming units-garanulocyte macrophage

PR E D, GVHD VI RO H &2 R412HE
AT 5. EHICY (1800~2250mg/m*x2H) % Fw
7o EREWE IR RTAVE & 1T > 72, CYIZHN A 8%2310
~12GyDTBI%Hvy, 9 53 Tthiotepa (TT)

FA AR IR BT LR

200mg/m*x2H, 1l CAraC 3000mg/m*x2/H x 2H
ZOFH U 22 AT VE R 2 2 L 7=, TBIZ Hwis
W3 T 1IFI 2  E 16mg/ kgD, 201 TidiR
#12.8mg/kg DIFHHIDbusulfan (BU) % Hw 7=,
HAgE U 723 Bl o R 1T H IMERE > 1, 000/ 1P E%&
ek Lm0 H &2 L& H & L, BRI
BAZHWT, FFr—/LyExy FREBEAR—K
DR CTIF S ERFISHEE, PE—BFHE Tldshort
tandem repeatiiz T¥H Z % - 7z, 11 7HITHE H
s b7z, No.9ZHM%21 H H OB #iTE @k
FISHZETI7.8% WL v ¥ v FHHFROXYZER L,
Dt o\ mERE M % 588 ¢ —KAEEAR L2 L
7o IM/MREEARISEZ 2L, A3 E L ORI
TIMEREEGR LR 5Nz, BAE#KIOHEH A 40 p
7 27 & < — ¥ Stenotrophomons maltohilialZ & 5
lize, SPERFIRGSERERERE T L 7.

x4 LROEHEIEG O HEDQ DREGORLE,
GVHDFRhiE, BHEfER

Patient Conditioning  GVHD WBC Myeloid  Reticulo  Plt> Plt>

regimen Prophylaxis  >1000/pl Engraft >1% 2104/l 5x10%/pl.
(Day) (Day) (Day) (Day)

1 TBI/TI/CY TAC 33 Yes 58 81 18

2 BI/TI/CY CsA/MTX 26 Yes 38 19 94

3 TBI/TI/CY CsA/MTX 2 Yes 3a 58 101

4 BU/CY TAC/MTX 33 Yes 38 61 101

5 TBI/CY CsA/MTX 28 Yes a9 58 58

6 TBI/CY CsA/MTX 32 No 39 52 273

7 TBI/AC/CY  CSA/MITX 25 Yes 33 33 33

8 ivBU/CY CsA/MTX 26 Yes 3 46 52

9 ivBU/CY CsA/MTX NR No NR NR NR

10 TBI/CY CsAIMIX 20 No 22 27 27 ]

11 TBI/CY CsA/MTX 40 No 50 85 NR

TBI ; total body irradiation, TT ; tiotepa, CY ;
cyclophosphamide, BU ; buslfan, AC ; cytarabine,
CsA ; cyclosporine, TAC ; tacrolimus, MTX ; meth-
otraxate

A FRER & X, CML-BC®No.11 (GEfI3) Tk
HOE M TORTEIZELE L T 55, ftho2flTids
MERRA & & AEF BN 5 a5 & ¢ Rk BRI A3 [[]
HL T3, FRHOEMREARICHE D HREE bk
75 72No.10 (GEMI2) TidMisd TR A 7 3 1L (0] 75
ERLTOBA, BAl%22H BT - 72 BB O Pk
GIRFISH #T13100% TXY %R L, —&KAEBHEARE
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HoOACEMPETH - 7-.

Phe@fh % 0 5 M5B O 4 %5184, &
R A I 1 TKIA - & A A5 i i 27 1) 6 i -C R it
w1 7z, 3BITHAE R OPCRIETBCR/ABLER
MRBHER I TS, EFO206TIdfhiE TIc
MILL EAFhER <500/ 1 1535 < ‘B AN 2 ok 4
TOAL ARG & ERIN TV, BRERTLE IS TT &
Mz <t Tz, ZHuxt LIEGERT T3k
FEEIIE A D 75 <, BiALE & REHERY 725 38 ¢ 2 &
N7z, HLAPURRRA & 9266 L 2226l ¢h & Bk
2R, LI WEEAEERL 2. BFIEENC
38°C LA LD FEh A FRD 7= A8, TR 1G58 Je OIS 21
BATASIR, PUAEAIZEAO RIS A 5 %5 I IERE
PMEOREEE Z SNtz REDRBIFIT A2
Bl < & NIEHEOIHITHIAL 5580 5 h Tz,
FEFIL R O3 TIa Bl CIMER & 215 % 588 7243, JEfl
2TIFHCEIMA ML 2ICHE L T ARBRIER
N7,

R5 EREEAET MBAEOPhE MFSTE ] O F

Patient HLAmatch PreCBT CTx Pre-CBT  Molecular Anti HLA BT>38°C
allele TKI remission Antibody (dayat onset)
1 a6 3 imatinib  NT nt 1
2 4/6 2 imatinib  Yes nt 14
(3 6/6 ) matinib___Yes nt ] ]
[10 3l6 1 dasatinib__Yes Not z ]
[12 2/6 1 dasatinib__no Notdetected 8 ]

CTx ; chemotherapy

REGI LIS RN T2 54F- UL AkaH U BEF R A, AEf
213UCBT#14ETH. YIRIFMEZ1E102 H TH
Fohd LB R CAAT R T d 5. REGISHNIHH#E,
BER DB ARSI 23 AT, il A 2E TR Am %
170HEL B LT D, HLARS A S OfHF
Mgz FE L Ths.

m £ 28

F36] S 38 L A e A% it Ak [ 28 2 0 — T O W T
&, TR RENG 1T s b o 72 IS MR R 2445012
B cHOEMMIE L 22161 % B & 2F»see L,
EEAREZROEAAWIB P IEIZ20H (3~177H) T
Ho7" . SEHRO3FTIZUCBTH I @ T
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A A A C 7208, wdth g T o F i a8 A ok
L7zZ ETRIMAETL T30 MRTH 5.
Ph-ALL, CML-BCIIME ERED A TORBIEAF
FIREETH D, BRIGHEE LT o [AfE S i
BhECEWTE A Haal@EN{oh ks>
7z. BCR/ABLOf#) & % ¥ § % imatinib % FEAH I
ZHOW SN TH S IFEO BT A RN R X
h, ZhULITE e U CBR% O BRAEGE, &
HAFRL QICWENEONDE L5112k 5727 . ima-
tinib, dasatinibZF TKIZMMRIZZE]E 9 5 (X E DHiUlE
BEARNM RSN B0 &2, AMEMIEABCR/
ABLZARIZ K ZME2 AR L3~9r HTE < 233
XTT7 . Z07=9HIJALSG Ph+ALL208IMA 7 1
PO UiE, CERREEA B 00 W] 38R0 e 7[RRI
wlleRFEEE 2 Y 27 Mirbhz, A HE
B AR ORI A HEIZ L Tl b, EEffl
THh AT E TOME D FENE A 1Bl & LT
%. PUESIRO L2 6 & TKIIZ &K O EEPCR TR
PEAL U 22T, MRS D BB N & 5 56 7« 5 il
BRI OFHMIZEEETH D, T—F 4 % — bR
B 2 WUCBTHITIIEL A THEE 6 3805 & 4 1 iR
S e MhlAE SR L 72, ISR RIS /E T B
O3 1 B SEA T O EEREEA & b 2 Hb [ 60 FRVA RN
6, IR AN DRI 2 < FERERTIARE % %
TURZER, ERETER RTLE I % O I
W IR 2 2 HAEIMMI{E 4 4726 Lz—
EEZEZLNS.

imatinib=Xnilotinibidstem cell factor receptoriZ X}
UC & Mmoo e oo )i 1 2 PR 4
% 75, g i o CD34R5 M D 445 % P L &
WZEAHE XN T AT | imatiniboD iR
WHIZ18HERITH v, ik L Th 5 RifALE R L6
HE LW Z & TS Thb 729, BlEsh
T MMANDFBIZIE LA E B NWEEZEZ LS.
TTIEBRRTLERE LTRSS BEH I T
2, AHTIE2009F1C FhEIRTE A b X A b
HZ0EL OER TR L LB AraC, X
etoposide & Il & 7= AL RITALE 1 & ITbh TV 5 |
£ O] FE A 0D 3151 C 1 A A i 1 2 S H R 2% 3 1 T & T
W78, HTLE R E A DHER IO AR O 1A 5
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TBI/CYIZ & % BEHER) 2 AT ALIE 1 TR % 17 5 72,
TTH5eH %O TEMHUCBTRERITIX, HulE D H
Sz iR & K U 72No. 7D AAraC % il A
7o U AL E S 2 Y, RAF R & RO 5
RSN TS, TBI/CYRBU/CY HijALE 81
il A R L T b Z e b, UBEOUCBT
2B W T AL AT LE LA AR ITE RN T e
EEZ 65N7z. MoscardoHFDOWE TIE, HAILE
WO A RET 15 TR T2 14 H OB flifR & T
7 — HRAMNE 2365 % Al D355 T & - 7z6{5Hh 441
(67%) = —WEHEARERLTHBEY . Ly
v b HIR O G AP H 8 & U CRiLE Rk
OHEMAMEIREENS.

TakagiF I3 HEIEBIRAATLE I K 2 UCBT#
119%5 20051 (16.8%) D wEiAHE 12 LBk & BriE R HE
ERREL 722 ENHREL TS, 206119615 TAC
DADGVHD PR TEhThk D, MERE A RIERFD
BT N — ML T b > 721851 14051 23 445
AZERLEY D SRR U 72 E O i o 34
T, EERIED e BEBRTHICRESR SN TE
D, HEAEGITIX PRSI MERE E L E > T
Z M X NS,

A REIEBER T LE R TBI/CY, BU/CYIZ & % i
WETEZHOMED B D BIFSEEINREIN TS
2%, FEAEPIE & U CRrlE I bR 2 e ) v
%M A 7zregimenX° B4 % O GVHD 7B lZmycophe-
nolate mofetilZffffH L THE N b fEikd £ < /A5
NNz

G AR AL (S FEAE B2 PR BN R0 REGSRE RGN oD [A]
ToBEE N, TE SR ANE Y O E O
R TIREA Z MG ¢ XEFEEELOND.

V. # &8
TKITEMEA & 7= PhF5M: A 05 8 301 T
WA —RAEBFEAREEC 72, 3L & 7 W0
EICEMEIE CALEL TWB A, T ORERT i3
1) 75 BRI O RTALIE 1 C H AR 3 Mo 28 AR+ 55
ThorzeffEfllEh, ERIBMIZ W TS EEHE
Lo 7-»@bailE ks Wb REEFLI6N
7.
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3 Autologous Hematopietic Recovery Cases after Primary
Graft Failure following Cord Blood Transplantation for
Philadelphia Chromosome-Positive Leukemia

Jun Taguchi, Satomi Ito, Taisei Suzuki

Hideyuki Koharasawa” , Yoshiaki IshigatsuboZ)

Department of Hematology, Japanese Red Cross Shizuoka Hospital
1) Department of Hematology, Yamato Municipal Hospital
2) Department of Internal Medicine and Clinical Immunology, Yokohama City University
Graduate School of Medicine

Abstract : We report 2patients with Philadelphia chromosome-positive acute lymphoblas-
tic leukemia and 1 patient with chronic myelogenous leukemia in lymphoid blast crisis at
diagnosis underwent myeloablative single unit cord blood transplantation from unrelated
donors. The bone marrow chimerism analysis at the time of granulocyte recovery re-
vealed that their hematopoiesis were autologous recovery after primary graft failure.
The first case is alive in disease free for more than byears, the second case is alive with
engrafted unrelated bone marrow transplantation underwent 1 year after rejection and the
last one is also alive more than 6month without the second transplantation. At the time of
transplantation, all 3 cases were in the first hematological remission induced by tyrosin
kinase inhibitor combined chemotherapy. The cord blood grafts contained at least 2.0X
10"/kg of nuclear cells, the each number of CD34-positive cells and colony forming units
were more than those of the engrafted cases. Compared with successful outcome patients
with Philadelphia chromosome positive acute leukemia, the fewer chemotherapies have
done before transplantation, the less intensive conditioning regimen used and the earlier
onset of non-infection fever occurred among these rejected cases. For the patients in re-
mission by tyrosine kinase inhibitors, it seems to be necessary to add anti-tumor drug or
immunosuppressant to the conditioning regimen to improve engraftment rate of cord blood
transplantation.

Key words : Prostate cancer, retroperitoneal Bulky mass, CAB therapy
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