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TREATMENT OUTCOME OF IMATINIB MESYLATE FOR
CHRONIC MYELOGENOUS LEUKEMIA IN 11 CASES

Atsushi Ishiguro! ¥, Tomoko Komatsu!’, Kazufumi Yamagata!’,
Yoshiko Tamai!’, Hideki Takami?®’, and Akihiro Munakata?!’

Abstract Eleven patients with Philadelphia chromosome-positive chronic myelogenous leukemia (CML) have
been treated with imatinib mesylate, which is a molecular targeted therapeutic agent. The patients were evaluated
for hematological responses, cytogenetic responses, and toxic effects. The median age was 54 years (range,
21-73 years) and the clinical stage was 8 in chronic, 2 in accelerated, and 1 in blastic phase. After a median
follow-up of 11 months, all patients have obtained hematological responses, including 9 of complete hematological
response (CHR). Two patients in chronic phase and 1 in accelerated phase who had no prior therapy achieved
complete cytogenetic response (Complete CR), and 5 in chronic phase achieved Major partial CR. Toxic effects
of Grade 3 to 4 appeared in 5 patients, including the eruption, the muscle pain, and the hematological toxicity.
The other patients without severe toxic effects could continue the treatment with imatinib, and patients in chronic
phase who were able to maintain the initial dose with less toxic effects had superior cytogenetic responses.
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T4, PUEFIC B W T FAEMFENITED
RIE « HHEICPI ST ARFEREL, ZORTF
DI 7% BRI BRI &3 50 FEERGEEN T
WL TCETCWA., AV)IVERA~<F =7 (imatinib
mesylate, AT imatinib) 3, 8H:E#MEEMm
% (chronic myelogenous leukemia; CML) &
KARET H 5 Philadelphia (Ph) #2412 & > T
< 51 % BCR-ABL @t &8 n FEY (P210%
H) ZENET 55 TEEERE LTESL
7", Imatinib D&M CML IZx4 52BN T
OF THEAR (FR{E:237H) W T,
92.3% DMK FHITE2EM & 64.1% DR
FHHENEON, BNIHENRINLY.
o, WCRDEEDE—EIRETHHA /Y —
7« 0 qa (interferona ; IFNa) Z#aHET
LZEAEICEH LT, FRIZEWVHILREENZ
BAVREINTEVYY, CML OF& « BEETR
RKOELWHELRGEIN TN S,

48], B2 IFBARTREE ST B R —A
BHIZC, 20014F12H 2 5200349 A £ TR
IZ imatinib #5-% Btk U7- CML11ES] (FF
f@:11» A, &5 8B : 4~22» B) OEHE
R, AEEZRIIOVWUREZIT- 7.

\\\\\

* %2 (R1)

FENI2RD D73 (FHPRAE : 54 D
Bt 6l LS HITH 7. FRIPIIEHEA 8
B, BATHA 2 B, 2R LI 1 BT Performance
status (X 0 ~ 2 Ch - 7=. BHAEREL 2 HTT-
IZCML & 287 U-EFNIZ 8 Bl (18I 7 6,
BITHLED) Tho-7-. BIRERND S 3H
3, AEERCXAEERAERZOEHE, H5
WIS HVER I IKHUE TRIET O ZBD N5
£1Z imatinib IZ X A1EEZBE L=

' 5 F &

5 B8 M 400 mg, BT - ZttER{k
#id600mg % 1 H 1 BIAMRE Lz, £8IRRE
DEY, EHMEOHRSDIVWIIEEFEES
DBV NiRkSE S L. HEFESS
BE OBEICIITTRE IR 0 BlE S X OHERTE
ZOER U AR % kst L7z,

HRAEREE

BRI OWTHEEDROHER, HHB X
U OEERRER TRV b N7 5 ZEEE IR
=40 Febhh, RO MKTHT S ER
(complete hematological response; CHR) &%

#1 BELR
fEGl Fin R et BRE Ao VBA~F=7  ARRE  ERERRE RiVEHERE
A) PIRREART () (mg/H)
1 57 M NS A 42 22 k% TR 200 HY, IFNqa
2 61 F P2 1A 16 15 PIRR AT 200 oL
3 46 M & 1A 13 13 PR Rk AT 400 £ L
4 35 M PSP 13 13 PIRR A% 5T 400 L
5 63 F EAEar 11 11 PIER Ak e 300 L
6 54 F A 11 8 REER TR 300 =L
7 1 M g 9 6 R (=) = U
8 60 F gt 4 4 PIRR Ak AT 200 L
9 53 M B 127 10 ke (=) HY, IFNqa, BU
10 53 M BITH 17 10 HREL R 400 L
11 21 F aMsEty 34 4 MR IR (=) HY, IFN@, Ara-C

DM, IDR, BHAC

HY: hydroxyurea, IFNa: interferonq, BU: buslfan, Ara-C: cytarabine, DM: daunorubicin,

IDR: idarubicin, BHAC: enocitabine.
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HIMEREL 1 5/ ul LT > EOIEFEAL, i)
B EB05/ul BAF, CML (2 B3 U 7= g K AE R
DHEK, OLTz 4BEU LEETS2bDE L
7o BT - 2RO CHR X DIF
Bk 5 %Ki, RMMOFIRER, KEMLOH
BR #1500/ 1 LA b, i/ iR 81075 /6l B L, &
AARIMFEOEM 2 L, O2T%x 4 BHEL_E#E
THLDE L £ BHEHBHANDMRE
(return to chronic phase; RTC) & XKML
BT D FERH526 AR, R X
BB BT D IFEER BT E BEERHY30%6 K i,
AT I3V) B UFHEIEERH320%6 K0, #E/ A1
WOEW L, O2Tx 48U EHMETSS
D& LT MIEEERFHER (cytogenetic
response; CR) 12 2WTid Ph i aE Dk L
bD%EFTEMBEEFENRR (Complete
CR) & L, fid PhREEBHEROBRE ICIN
CTCENZENGM L7 (1 ~35% : Major
partial CR, 36~65% : Minor partial CR, 66
~95% : Minimal partial CR, 96~100% : No
Response). MifaBE R FHRIRIZ B EER
#3 K U FISH 512 & 5 R #§1M1 Ph Rtk

= R

& ERRIHR

R2IIRT LD ICERRRETER G 2Bk L
IEG 1 a A, EHEHA8IESIZ VT CHR
& -7 BATHI 2 5E6IE 1 #15°RTC (GESI
9), 16 CHR (GEHII0) &ix-7. BtEE
LEATH > TEFIL UL RTC & 72 - 788, 4B
/NERHZ R BBz T Lz, 25
BN MRS SN, ZOEEKES 5
BN EEDD TRESEATS - -
HMISRLPRPR

HERBE O I WS 2 5E6] GEFI3, 4)
KEWT, EBHIZAHARBE®H» 56 » AT
Complete CR %3 ZR L7-. D 1&M:HA 6 fEBI
IZBWTH 5 BT Major partial CR, 16 (iE
#15) T Minimal partial CR & ZNZ 1 Ph %
EEOWLHRERINTD, BRATIEEE
Ph $ R DHERICIIZE > Thiel, BiTEERE
D HIER 9 13 imatinib HEH DO HHH Y No
Response T - 7=. fEHI10iZ imatinib AR+
(400 mg) 12V v/ EFERRME AR E BE L

Ru0tH U CGHEZ 1T - 7= 7= imatinib PIAR % 6 F U 7= % # BF R (L5
EafT LIFOCHR 2R L. E5I1Z3 %
AtoXRMmMZs PIZEHEEAREICT
#2  MECHOHR ARG
KEBI IRFRIBHR b RE N S
CEHEFTOHME GB)
1 CHR (—)*1 Major partial CR
2 CHR 5 Major partial CR
3 CHR 5 Complete CR
4 CHR 4 Complete CR
1S4 3A 5 CHR 4 Minimal partial CR
6 CHR 3 Major partial CR
7 CHR 4 Major partial CR
8 CHR 4 Major partial CR
BT - 9 RTC 4 No Response
At 10 CHR 2 Complete CR*?2
11 RTC 2 Minimal partial CR

CHR: complete hematological response: M FHI5E4L M.

RTC: return to chronic phase: {&¢:#A~\D[aliE.

¥1 IFNq 2T CHR R4 5 imatinib NDF)V 5 2 (FNa HEEL D).

2 imatinib (2 & #IHFA{L3F: (AdVP) §F (adriamycin, vincristine, prednisolone),
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Complete CR % U7-. FEMGRI & RERE
AT U-ESIINL, PhrekBEEXRIT
69.8% & Minimal partial CRiIZ& EF 5 7=,
FEEZ

National Cancer Institute-Common Toxicity
Criteria IZ¥8 UCHIE LB EERIL, 11609+
1061 (90.9%) IZ@RHHNT= (E3). KB,
VR, O, SRR, BAEE oL OFEMEEED
%< 1¥ Grade1 ~ 2 CTdY, imatinib Z{KFEF
BHZ &L, MDD WITRE DA TRHERIZ
FRBIEZITH ZENTRETH - 7= BHIE
BT Grade 3 LA L DIEM B BEIEIL 3 B FEFI
1,6 : K%, EGT  HiAMK HoT. KE
LTHEEZ»r O OREZ#R LR, RVE
(100mg) FVHMRZHERRA L. fEFL, 6&
HICHRFCL2EEAESFLOBHBIEAS
NTREFBBETTHS. EF7OHABIX
imatinib B&R 5 IZ X DR L, SHERICHIRIE
PR TI/ZFIVINVK VB ANV L
HANEEZ AT > N ED O GE2HIE L
Tz, I, RBAEZEUCTCHNETLCPKEL
RiZBZ SN 572, Grade3 Ll EomKkE
P AS M HIIEBIZ V) THE200 mg NDFEED
HATHIETE . BT - SEEIRES D%
HIIARDS 2 @i, BRESRLExZTY, ¥
RO ARZME L. Lo, EFMIR
Grade 4 QI HEEICINZ TRHESHIR U-7-

Gk Lz, ZBcEEMRERDIC
P 5 72 B RBRIMAE SR tumor lysis syndrome id
?g&) SY AWAG AT ol

Z 2®

CMLZ, Befafkinmait (9 ;22) OERET
LHIEBERN L REARRE WDOW S Ph R falk
DT 5. Z OB T BCR-ABL @&
BIZFEYIHERIN, ABLOFOy v/ *
F— BIiEMHE N2 CML OB RIZEES LT
%1% Imatinib DEEHFIL, FXKFov
V¥ F—CIENEETHY, LrH60Ll ELFTE
T5F0yyFF—EDS5 b BCR-ABL @&
BEFEHOFML, WIMERRERTZ
2k (platelet derived growth factor receptor;
PDGFR) » 5 WX # MBI 1 (stem cell
factor; SCF) ZBEICESd % c-Kit DF
VEFF—ESHIIHE L e & W S BN R
HEHELTNAE" Y,

REED CML EHIE, BT IFN o 2R3
EHETH S/ Fax 7 L7 (hydroxyurea;
HY) =EPAWONED, &L I32HE4~
5 - TIRFIEIIE & 2 VBT E R CakEt
HIZCEZARRTH -2, I bicakiribklx
ERENETCTEARNRTH S0, R
HLA —E F F =W nidEBB s co
EMHMEBEEE RN X £,

#3 HEREZ

HEEZ gt
(n=8)
Grade 1~2

Grade 3~4

BATHR - 2R LA
(n=3)
Grade 1~2  Grade 3~4

47 1
P

B

SRR
RaEsE
Cilat:s
BFRERIR A
§=Vii
/MR

W = =

—

2%
9%
9%

National Cancer Institute-Common Toxicity Criteria |Z #6495
X BERZHBOLODIRESE LE.
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FEBHIEGI D —BEIREIZIFNa GETH 5
B, MREEEFRSE /D ICITET 1 £
Chlb2EHHOERFZEL 2025
Complete CR ZZK LG IEFNE10%5512 9
ERNWEVWIBRBEHRTH -9, o TENNE
BE NI F GBI ESW-EYTH S
imatinib 1%, BEAFE%Z K& < kB 5 MKFHE
K OMIPBRGEHIIR T R U, B2, ZOXK
BRI CML Icx 3+ 52 B MHERR (FRx
fE:19 » 4)I23\ Tid CHR 95.3 %, Complete
CR73.8% & WO BN REZRLEY. ZD
xS F %, BUETIE CML GEDE—3IR
W& MR E D 5 imatinib N EZEB L T
TN 5.

4 E S4B CORBESHL CML ORERE
1, 7 %I+ 2 61dD Complete CR T LR ¥
KVEDI 5> 7=, ZHIIREHESIE S D e 2 &
iz BEMESRE’ 11 BEEWT &,
REEDH 5B REGEARE X BT T IR
MTD FISH DK THE LI-EERID H 5 7=
LEZONK. £, BEHrOBITH - 3%
AL AR U 7E G Tl BEFRIR R
Bonic<nWZ EAmEINTEYY, fEFI5
XVERRBAIARE D B MERE D405/ 1] TRAA M
NOFERHBRLEDHN, BEHITIIH 50
TURRETH -2 & HRBERBIRIZEE L
EEz 6N

T OIEFITIE, BT - StEELASIES]
GEF19, 10, 11) IZ imatinib IEHHEHLFRD &
Nz WHERROZHEM IR LTI,
Gorre 5V O IZHEV imatinib % —EHAREIK
ik, mAEB00mE) THMALZDRKREZMED
BIEZHAG LD ERTH > . EAIL0E
imatinib AR % OF A LU 7= 2 # O L F 8%k
(AdVP; adriamycin, vincristine, prednisolone)
wHefT Uie. —2, EFTIEIEMmEEE#E
B2 ER L - HERARICE T T imatinib
BRTHAE (800mg) ARNDEE, IFNa
E DB P B WL Ara-C (cytarabine) & DPf
BANESBEALNTWAH, BEZTHR K

BrrT@ERLRN. 5% FiRHEFOE
BEmsteET 5L Bbhi.

KEZHLU-EHEDOHFEFERIIGrade 3 DK
% 26, Grade3 OFRHELH], Grade3 ~4 D
Mgz 2 FICE 5 FEFICERD DNz, FEMEK
BEOLHITKRELGEIE, BRFRICESE
HLEOBEHBZ RO TIZHRITRE/S B 3% )
LXNB, KEPEHFEEV S -FEERITE
BHIZIOVBHE BOONI-HELHAS
nE® KBICEWCUIRED S X BT 55
R ABND. F, BEERODABN L
WA BEBST H1REMFTIC X D MRER RIS
RERBDOIIECOBEN L ABN DT,
B i3xAPE (100mg) LKVBKLEEES
OBEHBICER L b8 BEL L
T2 ICHEE L. B - SELPESIT
AO-MBHFEIZEE THOEMORELZEL
. Zhig, BT - SR TIRIEE &
7ua—YOMBRS S, FHMEHIEE
b, BEMtx XL, BEEOMBHEEI HBEL
lEEBEZBNEY. WThOER S ABREED
> Z RO % B U= H - i & OHE 7z < it
FERE T L=,

Imatinib I3 EHEEKFHRICE W TEHITH S
DPOFERESZHELAABNNY, Fr HE5R
LIESIIC B W TCHRERICEESFRZRIEL
7Z. L L, Z0%I3#EY)EE - KEH D
WIEHEBEIZ XD+ IC/HIETE DD DT
Hole. FITRIIHESIC SN TIE, 2FITH
RIGEMATDITRE T H - 7=. CML DEME L
FEYOENT-FOEERT S L, AEER
ISR U O TRE e R 0 ke i 59 X & FEH
ThdrEEZ BN

4 [a], # % 1 imatinib & 512 & VY £1145E 61
th 3 AEGIIC Ph R tafkidsk &> Complete CR
ERL, ZOMEISH10, AR E G
ER LB MEFER - B EFHRIRL
imatinib it HERLIZ & 0 ERIR LG5 e0
GG & - 7208, EBHDERTIZ 2z —E
DR IGENEFHHOEEN I .
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HEIZ RAE A CML 18443 & 2 M L, imatinib
WAR % BtA LI EBNE 3 A 20N MR FHY « A
FBEFHIRENE DN, SEFIEA D i
O EHFRIEHIIE TX ady 5 1228, BN M
BIEFHNRZE A IS OBRE TR 5%
Bt L, Wh A% 5 8400 mg ZHERFCX
BEMEVD T EDNEETHHEEZDN-. &
Tz, BPHIRRIEGICMZ T, FRIEVZER
EHLGIBMTHOVREROKEITRETH-
7o, 1SR IZEERD Z E RSN,
2 « BRIMLE VWV > 7S ICHIMERBE /2 £ D
REMELZEFHRINISGECE, I0HICERRE
Bax%2dsL)IliEE 562 L, £/, BRE
HEIIZ B W TIE CML O FTREME B LT &FICH
WTEZHZTITOH TN ZENEETHLHEE
Zbnr-.
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