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(IFN)-a, hydroxyurea (HU) {ZT#HE#EZITD D
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FEBNE L W) B R 2 O MDSE LTHEL
Te SR FE W e BLERIIN % 1 ) CMMLA & R
7Lz, CAM¥Y:, VP16 85325 b8 BR %
HARERBRYEICTRE L. BREDATINL DK
BoOZW2ITH) OIEETR RV, FRNIZIESTF
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CA (cytosine
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¥ & LTHERR 2 HMIZ X 5French-Ameican-
British (FAB) #¥CH TAMFNEREMZ 5

P74 8 H29H 2 3

Ny ThHhsH2,
12 M5 B i Pk 9% B chronic myeloproliferative

- diseases (CMPDs) ®WHIF TH L85 HEEA

it chronic myelogenous leukemia (CML) Tit
Philadelphia (Ph) ¥fafkds X O'BCR/ABLREAH
ZFPRDO NS, LA LI 385
itk T dH 5 HPhBETECML & X h % 5 B AF
T 5., COMBREZWLIATIERL, LEdoT
KHROERD KZERE LmdBREIhTwas 2,

FTA-EHABERREEMF myelodysplastic
syndrome (MDS) ®—#Bid-5 BB mMEHR B O
LERAMITVRLEZOND L HITh ) FHERE
WAE BB/ R PE  (MDS/MPD) & 7B
hzry, THICIEEE IR A M#chronic
myelomonocytic leukemia (CMML) B & O°
atypical chronic myeloid leukemia (aCML) % &
PEFThb 2,

F 4 IZWHOBE TIZIMDS/MPD & 2#i L 7= 3 4
Pl BB L7-OTIMWEREZZDOTHET 5.
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cBC Case 1 Case 2 Case 3
RBC(x10*/ 1 1) 305 339 203
Hb(g/dI) 9.9 10.1 54
Plt(x10*/ ¢ 1) 2.1 14.4 0.9
WBC(/ u 1) 133700 100400 156600
blast(%) 5 15 7
promyelo(*%) 2 0 5
myelo(%) 18 8 105
metamyelo(%) 85 7 15
band(%) 15.5 85 13
seg(%) 435 67 225
eosino(%) 0 25 0
baso(%) 15 1 15
lymph(%) 25 4 8.5
mono(%) 3 05 30
atpical lymph(%) 3 0 0.5

Bone Marrow

cellularity marked heyper marked hyper hyper
blast(%) 24 2 2.8
promyelo(%) 64 5.2 04
myelo(%) 13.8 20.8 9.0
metamyelo(%) 14 14.8 1.8
band(%) 13.2 16.4 24
seg(%) 388 26.4 20.2
eosino(%) 28 0.8 0.4
baso(%) 0 0.2 04
lymph(%) 08 04 34
mono(%) 74 0 484
M/E ratio 37 6.8 35
Chromosome 46,XX 46, XY 47 XY +8
BCR/ABL M-mRNA(-) FISH(-)

m~-mRNA(-)

1 -mRNA(-)
NAP score 359 259
Vitamin B12  (pg/ml) 2000
Lyzozyme (ug/mb) 607.5(serum)

6255(urine)

T/ uleBOYMPHIREAEN 6 H FTHICHED 2D
AbEE % o7z,

ABEhe B2 R PR, R ER I B & 5Re 7.
W, WSRO o7,

ABRREBAES R (F1) | RKMmCciZgm, MK
BA, AIMERNINEZ RSO, SRAEREOBR KL X
OC#sE (K1 11-a) BIOESE (K1 :1-
b) kHhEROMBEA L ED . FHBRIIEHL BT
TH ) KA RO T HRRAM ORI % 58 72
(K1 1-c). HWPERTAAVERRAT 75 —¥
(neutrophil alkaline phosphatase, NAP) Z 27—
BIEETH -7, ROAKIEEZENTH - 72,
Major (M)-BCR/ABLE&mRNARXRBHTH Y, A
BRI BRI MR &2 KB L 72 4« -BCR/ABLA
AmRNADBHTH -7, VLK DI ENES
BEYE I MLH% (atypical CML : aCML) & 2l L 7=,
BEkRE (2) @ ARefCA [aclarubicin (ACR),
14mg/m?, 1 — 4 HRE, cytosine arabinoside

#5575 (2005)

1

1-b, M1, K, K53 (pseudo-Pelger
W) BRRLER

1-c, FEFI1, B8, FRBABREOBRIK

2-a, EM 2, KR, &Y XVERFERED
W FORFPER, MRE R % 3o Bk ER

2~b, B2, FBE, #BUIABRE O BN IR

3—a, JEBI 3, KM, ¥ ¥ NVEE & 3O B
IR, MIfE 0% fy0 HER

3-b, fEHF 3, FHE, HEROWM

(Ara-C), 10mg/mz 1 H2M, 1-14HRMH] #iE
BB LI L C 5 EIMIRELE 3000-4000/ 11 & & 5E
L, HUMEORI % B 7. ShRlbic T ikaB
LTW2e 259 HICHMIRIGERMA £ L0
BECAREZIT - 72035 I FIRD Lo 72,
Hydroxyurea (HU) 500-1000mg/H#5-\2CTHIL
HEoary ra—V#its9 L L22N/MLo %3
R %R L7729, interferon (IFN)-a 3007 H
W/ HOEEICERL, HILER60,000/ ul, HiL/MK
1-35/ulCHBLE. 2ACHLREOE LS
Winz @D, FEHCTICTHRBM%EZEH /-, AR
o U CAra-CAo RS (20mg/H) Z BT
2b, FRI16% 1 H 4 B2 AMmEkIZ231,900/ 13
TEAL, WMBIMIZTRE L.

ER 2 74 B

BEAERE (ARl L

HIHE | FRR15%FE 9 A T OMBBEZ NI T O 2Rk
ZEIBWMINYRHIBA S B ENBEENIZIOH T
A ABEE o7z,

ABER B ZAT R L RIEY Y OSEIEAA L 2o 7.
JL e % R 7.

ABERs AR (1) [ ERMmMTE&IMm, Hifisk
Rz 27z, KW A MER O 551 Tld & i #E
BOBRIRO MBS & 05 ¥ NUKR, FEREO
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2 R, FARRGA.
ACR : aclarubicin,
Ara-c ! cytosine arabinoside,
HU : hydroxyurea,
IFN ! interferon,
M: &%, L:Y Y38k, ERERK

Ara-C

Pit
(X107l (X109
8

300 [ admission

66

R3 JERI2, ERREEA.

BERHOREMAROMALRZD (B1 1 2-a).
BRI EP B TH ) £ RO R M
KowmzEdsz (K1 :2-b), NAPRa7TE
E#ETHY, vitamin B 12FWHEMTD - 7=
Yem KT EHEBER TH D florescence in situ
hybridization (FISH) TW&BCR/ABLBG Y 7 F
VigBetETh b, aCMLE B L7-.

Ba K #%8 © ABE# HU 500mg/H % B & 1%,
1000mg/H  THE L, FMmEREi310,000 - 20,000/
plizaryruo—nps8hTwisds, FRI6ES A X
D id i ER1240,000/ w1/ LA L, 6 BT
87600/ ul¥TLALZ7-DHARE -7, A
Bels 1 B3 i 5] A BERE & FRRICE L BR TH
D, FHMRTEIREEAREIZD O L o7,

ACR NN ACR HIR veis B I
Arac —— PR —
wac T

mono
Neutro

(X180
300

815

FISH 55.0% FISH 86.6%

Extremely
Hypocellutar

R4 FfEH3, BEREE.

BAR#O®E (K3) TiHAra-CHERRYS
(40mg/B) =35 daMERIZEML, 78 E
AIZIEEMmMER 355,600/ ulEF TLA LA, AraCk
200mg/HICHE T2 RMMEB 2L, CLZ.

FEBI 3 73R B

BUREE | PR3 10H, ARICTELZHHIhY
BHcifranz, BHBHBREORKSE, KBNS
TR EHMROMBRAIZ L7, ZOH%
LEMOKER L, FRISHE 4 AICHAER, M
fE, KM THFROMBZED L7204 AT
FARMAEE IS PHC AR Lz, RELBHEART
RS ROMHALEAD (K1 :3-2). &
BEZEfliZdry tapTH D, ERICTHRENLZZD
MDS with myelofibrosis & ZW L7-. AR#IZAIM
BR10,000/ 16 THBL, FHROWMMDBEDLH o
7oz DMK TRERBIE 2 LT 7225, “FIR16%F 6

AHXoEamIREBHL, MASIERSE R L7272
B, THFTHICABRE R -7

ABEREEZAT R MAERR, 8, S$F L, B
WCEE 2 cm KO BT > o Hi R 2 BERIRICE
B, EWLFNEZ RO OENICH v V5 R
O BE, BEWETED.

ABRBENR (F1) | KB TIFHLHM,

MR 285 & L BT, AMmEREIL156,600/
ulEFEHL, BIMARE TRD TR o72, #F
HAHT7.0%, HIRAB0%E WML Tz, FRERIHE
R TH Y HER2.8%, HIR4BA4%EHMML Tz
(M1 :3-b). PfERAE Titrisomy 8%20/203%
O, 7u—%4 X M) —i2TCD1le, CD13,.
CD14, CD33, CD56, HLA-DRABEHTH - 72,
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) VS — AT, REDICEMEEZRLL. B
Vg ERM M (chronic myelomonocytic
leukemia, CMML) (CBfTL7:d DL BRI L7,
Abeteitd (M4) @ HMERYL I L TCARRE
% BgH L 7228 ER12270,000/ w1 F THWML 72, &
D7z Ara-C, 200mg/mAZHRE L E 2 A HILER
WAHH LN, (LFHRERK 1 » HROF MO
SHE T, trisomy 8IZFISHIZT55%IC# A L 7.
9 H L& D IR O BERINIZ & 5 (3R
¥, FISHIZ X Y trisomy 8DIMAIA SN 728
FECABBEEIT - 7225, HMERIZ R
20,000/ 15 THML 7. DRIZmERkKka >~ b
— )V H W iZetoposide (VP-16) 100mg/ 8 P & iEH
G347 o 70, EBRERIRIEAHE X i 2L B AR |
T9H M E L7,
CHhHDEH 1 — 3 TRMBROAL O FRET
WL RBBR RO M E L LAKAMKEIZA S
N5 LD LFROFENLHEIMIBD SR h o7,

Z &=

MDS/MPDIZ 1) chronic myelomonocytic
leukemia (CMML), 2 )atypical chronic myeloid
leukemia (aCML), 3 )45 B8 H Bk B ML
juvenile myelomonocytic leukemia (JMML), 4)
MDS/MPD, unclassifiable, {2/ S 7zt 2,

aCML, CMMLiZ&#i4r %, FHMRoORER %
AR5 HTIEIMDSHKTH Y, HILER, FIROHM
7 EHMEE % A B TIXCMLE D o F i34
wE (MPD) ¢EzxHhb"2,

WHOG B TRFMIIBRSA TRV, Th
AR 12 French-American-British (FAB) 7V —7
X Y BCR+CML, aCML, CMML®EH D 7=dHITK
ML 3317 2 CMLERBIRER N D720 DH 4 F 5
4 v 5HHB (WFEER2BUT, HIR3 -10%2 L,
SR EREIEK, S5 BRIER10-20%, FER2%DAL) 12
IBENDOHF AL NS4 OBy fTbhis 0,
aCMLICA LM 2 R RBER E LT, ~KEHND
WA F 2k, K55 (Pelger-HuetBR4H), #
SE, ruxFOEERFEOSHE 2T,

FEB 1, 21 2BL T, Pheaihia,
BCR/ABLEAEBIZFREIETH D, HRAKREDOM
WIRZE FH L350k E REEIED LR,

UFRRER, UFEIEEROMINIE 4 {, aCMLEB#r L 72,
aCMLIZ B ) % ¥ 548 B % [ monosomy 7,
trisomy 8, del (11), HMHBE L EHBALNAH
EHIFRM 2 RE TR RV, EBRICAKER TIXIE
TR TH -7
BERMICCMLE B SN ZERMD S HPh—,
BCR + ®D#EHI B & O'Ph-, BCR-DJEBI A310%FE £ 52
DohBs o, ThHEaCMLE O BRRESE O &R
LbEETHS. WHOGEDHIOFT— 5 THh 528
Ph+CML & @ R 1213 B R ML #5F 1) Ze AR X 22 A o
729, Tho BN MR B OMedian
survivalidPh + BCR+ 373> H, Ph—-BCR+id60
B, Ph—BCR-1i325+ H, CMMLIZ9 » HT®
~72%, Ph—, BCR-CMLTI60LL LD HE#B
10U FOMMMOBIVEIFEARKFTTH
D, WL LTIk, CMLEEEIIZEED Hh 2 Bt
bk 8B 1 Bl & A7, ZoMloBHFTHETHED
i, MNORA, EW RN, WE, ODRHEEO
ABHEZ R, 2 PHIML/NGRA D B, 1
Bl IEYIE T LT L7z, aCMLOF#, ERFA
FHEBLA-BMEEIEVDYPh-BCR-CMLIZ#T 5
borBbhd, FiOREBITDIHHRERTICAIL
ROWL 2380, THITHE) BRI X b Rl
Muz#EI LA aCMLICH LTEBRAEL THERG
HHRSHIE V. A ORI TH AR L BREIE S,
PERAL#E, HURIFN-q O 52Tk = > b
T— %47 DRIKIETE e o7,
BRI I Z BRI IXCML, BN % mE, 2
M ERE R A% 7 & o B BRI B v
i\, Sultan & 1375 BERKESE % 1 9 MDSDJE Bl 2
#HELY, EADFEKRGESNZERLZY. CMML
A B BERREAE (3 PE R 1AL, BTG
Sk 2 XEoOMDSIZBVWTHIE I TW S D,
x4 OFEPH 3 1EMDS with myelofibrosis?* &
CMMLABAT L LM L 7.
CMMLD#¥20% DIEHIZ-5/5q —,
-7/7q—, +8, +21, i (17) % EDOMDSTHADH
N2 YR REIBE SN TE ) CMMLIZHRB
RAARE IRV, BADEMICBVTD +8%
A7, F72NrasBfz T Pmutation2SMDSD K
40% 2 A S, E IS O ¥R OB Dsecond-
hitla % 2 THEMEAE X Hh 59, Fex DRIV
TiZN-ras®mutation DBRFKZ1T > T\,
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CMMLIZ60~- 70 B RERE TORIEHLS .
R HEE L LCIE, e BBt R L W
PR FIPE B, Ara-CARSEERHU, VP16% &
DHAREFTORTVDEH, —BNICIIEHTFHE
BABTHS., BEBWLEHEL LTREER I
RS MR B E 2 O b 8RR BIIREE
W2 DIEIS DRIV v, Fer DIERICH
WTHDHERRERE I LD - 7.

IMMLZAFHERB S OCHIROMBM 2458 L LY
R, EEZOALNWIBMEEBTHIRAD
CML,CMML: &% 5%"», MDS/MPD,
unclassifiable & \» 9 ¥4 5 23 WO FH I3 8
THhYERITFT)—OLNICHBSRVWERLEE
AELE/LZWV,

B E BN EREO 5 HECMLICED. LifFrh iR
OWMEEB L T LEEGFPIRE MM chronic
neutrophilic leukemia (CNL) 4% 5728, Ziidfit
OHEBIICEREGHEICE-TARAONE I L2H
D, 3 TOWMEGTHHMREEZEENICclonality
R TEEMIV L EEMBICLY, o
BRIEHDOH AL v A4 P OREEAEICI VAL
BOWEEDLH Y, REIRYIHIHERE LTH
T HMILRFHAVES.

EEMPD O — TR R 2 Ml 852 % £
EHAEH SR, aCMLOER TIEt (45 22)
(q125 q11) »@EDH SN, BCRE 4 Ftatk Lo F
gy ¥ F—ERL 7% —PDGFR (platelet-
derived growth factor receptor) a & DR TG
BT Iz, F-BEMPDBE LU
BCR-ABL-CMLIZBWTt (5512) (g33; pl3) &%
Booh, 5FRBIKEOPDGFR B L12%F Heta ik
LYOTEL (ETV6) LOMENED LNz, 18
PEFMERYE P (CEL) /&5 M 3R 39 i AE % #F
(HES) BE D50 —-60%DHE TH LN 5 Yefufk
RELLT, $4RtRql2bo—-BHEARELEZS
\ZFIP1LI & PDGFR a W15 F25MA T 5 2 L H%3R
Hohw, F72CMMLO—EBORER Tidt (55 12)
(q33; p13) DYfutkRELEL, PDGFRB &12
FRBAOTELEEZFLOMERALNRLS, &
NOSOBRIZTFOMEOER L LTRR I -BES
YRZBREENCFOY R F—BiEtERBIL
HIMEROWHZ BT MY, FrY Y rFF—
¥4 ¥ ¥ —TdHbImatinib mesilate (Glivec*)

PR THOBEIIHMTH 72w,
HRBEOATINLORBOBE, 2HEITHO
BRETIRR., BEALKEOEF BT 5%
B, MEEF, BAHEES LTS,
YrFPVERE, MREE, TRV AR EORN
LT, REROFHIIMAT, DNABXT
proteomic microarray’s & % i\ 2z profiling D T
PIbhTwd, FRNIZIZERERORBIIBET
AATHEPFNREVBHEN, ThHEMR TE
BEOBSEMTELR, SHITRFTTFREICER
R BEREREPELI NS 2 LRI 5.
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Three Cases of Philadelphia Chromosome Negative
Myelodysplastic/Myeloproliferative Diseases

Yoshinori TANAKA, Kumiko MATSUI Shizu SAKURAG],
Noriyuki MITANI, Kazuhiro MATSUDA and Kenji SHINOHARA

Division of Hematology, Department of Medicine,Yamaguchi Prefectural Medical Center,
77 Qosaki, Hofu, Yamaguchi, 747-8511, Japan

SUMMARY

We reported three cases of myelodysplastic/myeloproliferatie diseases (MDS/MPD) which are
Philadelphia (Ph) chromosome negative. The two patients had marked leukocytosis with various
maturational stages of granulocytes with dysplasia. Philadelphia chromosome and BCR/ABL chimeric
m-RNA were negative in these patients. We diagnosed as atypical chronic myeloid leukemia (aCML)
for these patients. They were treated with a single agent and the combination chemotherapy, such as
interferon (IFN)-a, and hydroxyurea (HU). However, these therapies were ineffective and these
patients died of cerebral hemorrhage. The third patient was initially diagnosed with MDS with
myelofiblosis. Later it transformed to chronic myelomonocytic leukemia (CMML) with increasing
monocytes. The patient was treated with combination chemotherapy and VP-16. However, these
therapies were ineffctive and the patient died of fungal infection of the respiratory tract.

The classification of these chronic myeloproliferative disorders waits for discussion, since the
molecular pathogenesis of each disese has remained unsolved except for typical Philadelphia
chromosome positive chronic myelogenous leukemia (CML).

The progress of studies for these myeloproliferative disorders, and the development of the effective
treatment modalities including the specifically targeting therapy for the molecular abnormalities, are
expected.
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