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FR14E11A11 B8

I —#Hi, Imatinib Mesylate

HFRITR D59,

2. Abl tyrosine kinase®competitive inhibitor T
3 %, Imatinib Mesylate® 5., Z OFEH|IL12
ME MBI (chronic myelogeneous
leukemia, YL FCML) OERMEHIHF 2EHE ¢
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CBC: RBC 507x10¢/ ul, Hb 14.5g/dl, Ht 42.5%, Platelet
34x10¢/ u 1, WBC 136,800/ 1 ( Blast 62.0%, N Seg 22.5%,
Eo 2.0%, Ba 1.0%, Mo 0.5%, Lymph 1.0% )

Bone Marrow: markedly hypercellular, Blast 56.4%,
Promyelo 4.8%, N Myelo 10.4%, N Metamyelo 3.0%, N
Band 9.0%, N Seg 5.8%, Eo 4.4%, Lymph 0.6%, Baso Ery
0.2%, Poly Ery 5.0%, Ortho Ery 0.4%, M/E 16.75
PO(-), PAS(+), Esterase()

CD10 85.4%, CD19 98.9%, CD34 97.2%, HLA-DR 97.5%

Chromosome:
46, XY, 1(9;22)(q34;q11) 13/20
47, idem,+2 6/20

46, idem,t(11;21)(q13;922) * 1/20

Genome: Major ber-abl chimeric mRNA(+)

1. ABRO MK

k¥t CTldperoxidase, esteraseldB&¥: CTPASIZBY
B TdHo72. Flow cytometryTiZCD10, CDI19,
CD34, HLA-DRDBBHETH Y, ThoDEE LD
precursor-B cell ALL, FABZETIZL2& 2 L 7=,
FHMBORBERBRETIZIZ 4 STV T 4 THE
K, t (9522) (g34;qll), %13/20ICB®D7=. &
ZF DKMiFE Climajor ber/abl chimeric mRNA
(bz2/azt) i) % gRed7=.

FRIR#%#8 . ABt#Japan adult leukemia study
group (JALSG) ALL977u b a—) (L-7 A/85
FF—ERERLMWEEREROCEYILE VY OLER
®7:9HHIE), cytosine arabinoside (Ara-C) K&,
methotrexate (MTX) K&, etoposide (VP-16),
JALSG ALL97, JALSG acute myeloblastic
leukemia (AML) 9770 b2 — % ¥i2 k 51k%
BEZH 1 EMICOT TR B LT L7225 Bl
PRI IZ A 2 & & THFHEIFI230 - 40% 8L EFRAE
L, L REICL 2EBEIBRATH -7, HLA—
HOFREPBY), FAEEGFHEHED REEDO—DEL
TERZD, (1) kEHMRETHHI L, (2) B
KEDLEREFOBE L 20b 5T, ERICA
LRI LIIHTEBERANOKHB S A=
PREL, FE 5% KRBIAERERTSBEY
WAt COBMATLEIC X 500, FEZE~DHE
BB ORECREBEIST L, 2EICLY
FIHEE R OMGITIXRE & HR L. KDY ICH
MEOHRELZER L -I=BHOBRZEZ, BE, .

HoEE#To 7.

PBSCT

Pre=C’ Dum-c o VP-16
gl [foee 9o 0o 10

Cy-Avehort term MTX
(%1007 ul)

1. KRS

Pre-CT: pre-conditioning treatment, PBSCT:peripheral
blood stem cell transplantation, DLI:donor lymphocyte
infusion, Ara-C:cytosine arabinoside,VP-16:etoposide, Cy-
A:cyclosporine A, MTX:methotrexate

B TED I ARORHRIIBlastD% % RT.

RRORE, B OENOREERLOKALE:,

ZOBRDBRZBZK 1 ITRT.

IoBH I ERISSE3 A6 BICBRERITL. B
RATALE X - 6 B &£ D fludarabine 30mg/n’, 4 H
i, Ara-C 2g/m’, 4 HRM, idarubicin 12mg/m’ 3
HE, z#&5 L7 BELSHICFF—&D0,
Haoo-——j#EF2H%5 UCEA Lz, FMmeE
fA2 (mononuclear cell : 2.8 x10", 4.3 % 10°%/kg:
CD34:2.05x10% kg, CD3:1.49%x10%/ kg,
CD4:0.91 x10°/kg, CD8:0.83 x 10%/kg) # &k L 7=,
B OREMNH Zcyclosporine A (Cy-A) +4
HMHAMTX#E TiT o 72, Cy-ADE I BHRH - 1
H&XY+55HF CTiTo 72

- BRERORE D GREEFEIEED 2D o2 B

#BH2HEAMTHEELRD L. BHESL > AR A
MmywfREEA L, BHTH28%I2TTRL L.
SUEBIUBEBHA MEER (graft versus host
disease, GVHD) ORBIIB DL o2, B
158 H ®@short tandem repeat (STR) 12k B F %
U X 5 OB TIE58.6% A recepient type Tdh - 7.
ZoHBamBEMRIEmLC& 0, FF—y >
/3ER#7E (donor lymphocyte infusion, LA FDLI)
ZBM#%36H B IZHifT L (mononuclear cell
24x108 3.6x10%/kg, CD3:21x10¢kg, CD4 :
17x10°/kg, CD8:1.0x10%/kg), BLAraClg/
LAALEHPH49HEOF 2 X
A DRPTTIX100%recipient typellZeo7=. #2 »
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ARBAMFRHAREMZZ2ENTEY, TOEH
UL CE-7-0, BUBHKI208 BIZIZIZMH
LMD L 1 247 - 22 A SRR ORI
RARAHIERTELENPoN. ZOHVP-16, 100mg/
BEz#&kE L.

SATWL VI, BE, FERIHHAZTVREERZ
BTKkELVEAEAL, Imatinib Mesylate,
400mg/B, D5 ET-7:. £ 2 » BRI MK
M oRE T H  hEFTR BRI —BiX
4%IZETRALA, COHBUHEML, BHZ
ERR144E 1 BICiR%Z & LET L 7.

% ES

Phl1BtEALLIZR A DALLD#20-30% TED
han, 9%, 22FaAOHEEREKOERAEL
Abcr-abl@ABEFOFLEL, Fis, BMRML
EXVLEHIEBRLETFHRARDETFTH A2, %
FIOEALFEREICL2EREARINTILTDH S
2, S EMOEAMFBEFRIXISZUTTHY, B
R A RE CRABRCE S b o ERTIER
DILEREOATRIRMAEFILZD 2V, FREE
HBHIERPHRECE2HERED—DOTHA.
International Bone Marrow Transplant Registry
(IBMTR) 2 & 2 & MO REESHBHEOME T
X, H-ERYTIR2EMOBRERIIM%, HERE
M I1342%, EREHFE (leukemia free survival)
1338% CThH o720, L LIERFATIIZENLIZ
& 4%257%, 42%, 25% TdH o 72¥. Fred
Hutchinson #ffZet » ¥ — CHOFIMBFH R OB
Tix, 18FI 5 PIEER T, 4PIIEHETRECL
720, FALEBEICRRED 5V I HRRICEHE
L7210805 5 BIASHR L7245, BFERICIT-o/2841
TREFCHRIZBD OG-0 ThbHDH
Eix, $1 ERWICET 5 mEEHR B X UENEE
MLV OBFHBHIIEBEREZ DO TWENEYDH
5%, BAALKRHRYS VIHEERFICE N TIZHE
BENE L, TOFHRIEFRTHHIEZRLTY
539,

ALLICB I3 I=BHOBMEMIRTZL v,
BADEPNCBITE I BT, BHEELl AR
A LAEHERERS L, BRhTH28%IC% TRD
L7, FAVXLOBHFHTH—KMIZIEmixed

chimerism®DRBIZ K - 722, TOMREIEHREE
TAMmMMBMREECRML TE& TELlrecipient
typellis o7z, DLI% 2 ELEEM L =23 € DRRIT %
o7z, Collins 52 & EDLIDO A ¥ 3184 & B
HEAMBOBUEHOBTRIZEVTIZ70-100%D %
BEFBME SN TSI, HEH, Sf&HTR
ZN51E30%, 17%EET L9, F/ZAMLTIE
15%, ALLTIZ18%ICHARD S/, ALLICH
WCRIBRICDLIORI R OBRFICHE T 2HENDH B0 W,

ALLIZBWTGVLDIER A3 %e & % W IZDLID
MEILEVEEE LT, ALLAMKEMROHE,
¥E S F, co-stimulatory molecule, MHC class I,
NEDRBDOFEAEZ LMD, 5B WIZGVLE)
ROBBIZEHr BEETB-OREFICETIZ
Zh S DOREMIRERT 5 LHIC B LM O hEAH
BhrolnERDERAOLND.

PhIBEALLICBIT S I —BHEOFRICH T L5
fliid K722+ Tidev., GVLRRIZGVHDDRE
BT 5700, RENHFIORSDa Y ba—
i HBEBREOGVHDORE, BXUHERARIR
DLIiC & D, GVLEZRIRMICHFETAILAERT
HbH.I=BHIIDLEL L DEREEFTGEID 2L,
BREB L UBMBEEND ZEMICBVTERREI
BIhH)ILNTED, WREOWESL L UEAD
ERIPLETHS.

B OCMLIZImatinib MesylatelZ X { JKiS L
MEBEFRRRIZIZEC, MEBEEHDIRDLY
60%ICRDHNB?. —HCMLD ) ¥ 3tk Eatk#zit
BXUPhIBHALLTIZ, HOHfFEhTnw-0L
Riph, —BRICIZHT70%ICMEFORIRIED S
nBds, BEAEDOEMTHRSEHRITITVWTLHER
L7:®. &4 OFEHF TldImatinib Mesylateld#y 2 »
AREIZAMBAREMNEZDDIZEITH - 7225,
ZOHAMBMILIIFORML 7. BEDOHETIX
Phl1BtEALL Tl % #0i3Imatinib Mesylate (RIS
LTHZDHIAELEDEFIIBNTI NS DOEAITH
TAHMEIEERAM Sy BURNICRAE T 5129,
ChoDHWEDORBEOBEAFE L L Tmultidrug-
resistance protein (MDR1) ®#WERR,
microarrayll & YV BIEFRB IO 774 VL B
Bruton's tyrosine kinase, ATP synthetase D558
A3 b, —JFproapoptoticilifzF Cdh 5BAK1
& 5 IMRAMREIEF Th Hpl5 INK4bDFE
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BOZEWHLRETHRDON2, 72, ber-abl@é
HHDATPH & pocketd & Uactivation looplZ B}
A Thr315Iie, Glu255Lys, Glu255Val, Tyrosine
253Histidine, Histidine396ProlineZs & M Z2RZE R A3
WMEShizsw, ZORRERIZIFF 6 FICED
L= 2%, WEHRAIZEERDOoNEro720, &
CBRILIZH HRIEOPhIBGHALLOFEMIC BT 28
MR L, ZOE5ERICImatinib Mesylate®
BE 2T BMENH B2, ThOEOPHRIZVTH
D ARO—KHEDDOTH o729,

ZhoOERIE, Imatinib Mesylateid BTt
Ph1BHALLO EHRBROEFEICIZ 4 23R I3
RTELEWILEZRLTWAS, Berabl@&&Aa b
LU ZDOTFTROMI Y 7 F VRSN D RE AR
EHRECEHE LTSRN H L. Hyper-
CVAD (cyclophosphamide, doxorubicin,
vincristine, dexamethasone) 2 X 2{bS#Ek &
DB X Y Imatinib MesylatelZx43 5 A5
RENEHITH-7-LDHFEDD DY, ZhoICH
THBRMENLETH S, FAMBMBOSF
EMFENRBOMEOHEL, TNISHIE L7-EE
BEORENILETINS,

T & O

LEREIIARED T 4 57N T 14 7 Betatkbytt
BV Y EELFORE I LT, BRIERIER
BIALEC & 2 FERM MR ERE (I =8 %
AT L7-. BHHRERBESEIZOTH1 > AM
X BRI OB % 329, mixed chimerism® ik
B o 22 0%AmBmMARIERmL, Fr—y
YOSNEREHEREBML2AS, ZOFBRIBD SN H
o7z, FDH%Imatinib Mesylate D¥%5-% 17 - 7= 25,
Z o MBEMBEA R 2 » A B 7228,
TOBRMMLI:, FEFTRIINSDEHRETIE—
FERICIZBIRIIRD O NBFN S 3B L 2 h -
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| Mini-Transplant and Imatinib Mesylate were
Temporarily Effective in a Patient with Phl
Positive Acute Lymphoblastic Leukemia which had
been Refractory to Conventional Chemotherapy

Takayuki TOMINAGA, Naofumi F_UKUDA, Yoshitaka NAKAMOR],
Yoko SHIMOHAKAMADA, Akihiko TAGUCHI, Mutsuko MIYAZAK]I,
Kenji SHINOHARA

Division of Hematology, Department of Medicine,
Yamaguchi Prefecture Central Hospital,
Hofu, Yamaguchi 747-8511, Japan

SUMMARY

Mini-transplant was performed in a patient with Philadelphia chromosome (Phl) positive acute
lymphoblastic leukemia (ALL) which had been refractory to repeated courses of chemotherapy.
Decrease of leukemic cells and mixed chimerism were observed during a first month. However,
leukemic cells increased thereafter, and donor leukocyte infusion( DLI ) was ineffective. Subsequently,
Imatinib Mesylate was administered and leukemic cells decreased for 2 months, however lekemic cells
increased thereafter. These treatments were temporarily effective for Phl positive ALL which was

refractory to conventional chemotherapy. The improvement of these treatment strategies and
accumulation of these cases are necessary.
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