BE =X VBHERELRIERSE (MDS) (XY 2EA=
Ara-C + M-CSF FEED1&5T

Feli  Wih ik =R AN
—E T Y B =%
R FEbE Rk

E F

) A7 BEEHERIEBUEERE (MDS) I3E#E I W TFROANR T, TTREZ %6138 il Bl 25428
NTWBEH, BHEIDH R RN BIEFEREDITV IR WERASIZE AL E 50 TS, K& Ara-C+M-CSF #i:13
TETREOKWGEEL L THAHMERE SN TEBY, BFIYEHCHEAT L 72 EFIC DWW THRET L7z, 3851220004 1
A X )20044E12 7 £ CoOMRI T, 4 FAB 4% RAEB, RAEB-T %7213 WHO 4% RAEB 1, I &2 L7-HEET
AML ~BAT L 7-ER % & £1661C, Ara-C 15mg/m*X 2 J T 14 H R$%5-7% (2 M-CSF800/3 HiA7 14 H [ i #iE % 47
Vv, 1 ~4 7 — VAT L7z, FH4EEIZ65%. RAEB 1 5 RAEB I 6 51 C, AML~NOBITIZSHBITH > 7. G
#F1E CR2 61, PR3 MBI, NRILBIT, Zah#%31.3%, HiHHE12.5% CTdh -7z, FHAEFHEIL19.622H THh - 7. CR
D260, 1BD17T2HBICHERE L2, 320 HBEFEHRT, 16113382 A#% b CRTH 5. PRO 3BT 1HIH9 2
AT L, b2 B s % T ESAT TH A, NRIIBI 7 61120240 3 BAICFETE L, ‘B BEIRBE 28 10 Aij AL 1
2 & 2k MR RAE (RIST) BRICEM L7 16x G0 4B AR TH o7z, RIBICBIT AL BN, R,
FRIRE QIR R o 7228, FHEGFHMIEERETH - 72, FERIER L MEREA & iHFER R & OBBIZH S »Tld %

{, PHROARGZEOERE DD LB THRPZ Lo 72,

DYFEDIMFTELBHETHLLEEZLNT.

Fom—

NR BT b MiEE ML ENRPHESNB S H Y, QOL

MR RE R, AMWERERIE, Yy Iy, v rzu 7y —Yan=—flERY (M-CSF)

U BHIC

G REREEEMEE (MDS) & mismiE o 7 a—
VPR EFEREE LT, MERO R & mRhE I X
B ILERGRA, SMAMIR~NOBIT 2L 35 FHED
AREEETH .

EBETH A 2 744 (IPSS) VTl mEkK A D #,
Yt R RH, FERIERICL 5 T420Y 27 BT
b, %2 T Intermediate- 2 X° High 125725 b D
) bITTEIVELS, FHEFNEIEEAZN1.2
E0AFEICT ER WY, T b OB MDS O Rl
DR TIINERD FAB 43° Tld RAEB 3 &£ O' RAEB-T
HEFEAEZLDTBYY, SHHVWLENLTWD
WHO 73 T3 RAEBI, RAEBII B X V25 gk
HMp (AML) [CHE T 2HELOFG) AZHETH
LEEZLND., INOHIIKT B EE G

w5 A7 TEEBRIEBGERRE (MDS) 123§ 5 fRH

6 B AraC + MCSF BEOBES

. ENZ LTS Y, & MR Al A —
OIEHRIEEY L2 5N Twh,. LE LD SIE
BlD% { I IEHECHROEREEZEHTLIDHEL(,
TE MR OIS & 72 BIEFIIR S T b,
AML & IR D 5877 7 2 #I1BF AL 75 0 1306 9 B g
HOHEIC L 2 REIEERIE W &R, BRI L
FHUEIAENZ L0 b Z0MIIERE S N5,
—77, &M= Ara-C BE GBI EAPHEN D 7% <
REDRVHIETH 545, HMEDE TIESLFHREO A
AT A L R THEE L AFB OERIZFRD 5
Ny, ROENTIEF CORAERTHLLEEZLNTE
72 L Lo kR o = —fERA T (G
CSF)Y%~v/7 07y —yauo=—#l#%HKF (M
CSF) "W L o3& MK F & Off I X ) Bk 5 X
DERTH L LT HMED ALY, MEFHCE
FERL QOL I T 28R HOTHWEEEI NS &
I o, 22 THRHIBWTHIEME Ara-C+
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M-CSF ## ik % fiidr L 72EB IS D TR GBI 6

Wi & TROME & B2 ko7,

HRBLVFE

20004F 1 H & D 20044E12H £ T 5 4E MO BRI A 12
MR CHEEIT o772 MDSIERID 5 5, FAB/HET

RAEB % 7213 RAEB-T, WHO 5D 4
12 RAEB-I %2\ L RAEB-II, /-1 MDS
£ 0 AT L 72 208 B 31 10 % (MDS-
AML) LWL, H = Ara-C+M-CSF #
B T L Cwzlefl g e L7z, 40
DORETIZYG 72 ) R B £ OEBIER O
TR T HBF L, BOBOOIEFOIFER
% WHO 3" T — L, IPSS V) A 7 % f#&
L7

K1 & Ara-C+M-CSF ##: 14 Fukuhara
5P JiEc#E L, Ara-Clomg/m*X 2 &
THZ14HB B Z % o 7214212 M-CSF800H
HAL & 14 H B AEEE L 72, R —vid
FEBI Z & DRIBEIC LD 1 ~4 72— VO
BNz b7z 0 iGEE it L7z, mRICE S
AR, BRECIEERDTS % AR LG
AR IEF I L 20 0, G FR R 251000/
uL LL kB X IR E 251075 /ul Bh FiZ
[ml45 L7234 % CR(complete remission)
EHE L. BT OFERD A A750-95
WIZEEF D, FPEREA1000/ul DL EB
L MM EAS1073 /ul BLEIC AR L 7235
4% PR(partial response) & L72. 215
DVFTNIZH H72H %A 1E NR(no
response) & L CHIE L, B BRH= A
FHIENZ DWW TS L 7=,

7 X

164 1 0 3% %1 12 WHO 43 % C RAEB 1
5%, RAEB I 6 ] T, AML~ @ ¥ 17
(MDS-AML) & 5 ] C& - 7z. F 11661,
ZYEOBITTNTHETH - 72, FI4Fi
F65 TdH - 72, FEFIDORBIT B X UMM
Fril, BHCOFREFEZRLIIILOL
7. AEBI 3 1L BRI X U G [N #ET
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Holzlzd, FHELZFERILEOREIITEY, it
M X VB L2ERTH - 72,

TBIC) A ELR2IZLOLL.

ZAEH D PSS A 2
MERIEAZ 0

F3 100D 2HT, 2F72E32FDH D14

Bl Az,

72, G CIIEAER

BREERHE T RROERICEELZEFOROSNS
Poor 7% 7 #ll, Intermediate 7% 2 #], Good 77 I T -

¥ 1 Clinical Characteristics of Patients

Case|Age/Sex| Diagnosis | Hb |WBC|Neutr] PLT |BM blasts
(g/dD) | (/uD) | (%) |(X10%/puD)| (%)
1 | 61 M |[RAEB-I 6.2 |28730| 76 5.7 15.0
2 | 52 M |RAEB-I 8.8 | 1530| 38 2.5 14.0
3 |55 M [MDS-AML| 6.9 | 1100 2.3 biopsy
4 | 83 M |RAEB-II 9.4 | 5140| 42 0.8 14.4
5179 M [MDS-AML| 8.3 | 4830| 63 0.6 28.0
6 | 59 M [MDS-AML| 6.1 | 2390|50 2.6 32.4
7 | 67 M |RAEB-1 7.7 | 9140/ 94.5| 23.3 5.3
8 | 75 M |RAEB-1I 5.0 | 5100| 36 1.0 8.8
9 | 64 M |[RAEB-I 5.5 | 1920| 26 8.5 19.3
10 | 56 M |RAEB-I 6.1 | 2200|40 1.4 9.5
11 | 67 M |[RAEB-I 6.8 | 7210| 35 5.1 16.0
12 | 68 M |[MDS-AML| 6.0 | 3050|25 1.6 41.0
13 | 47 M |RAEB-I 6.7 | 2680|19.4 2.3 9.2
14 | 81 M |[RAEB-I 7.0 | 6300| 29 42. 8.3
15 | 57 M |RAEB-I 6.0 | 1310| 22 11.1 15.5
16 | 73 M |MDS-AML| 9.9 | 1410|24.2 3.2 37.5
# 2 IPSS score and risk group of Patients
Case|Age/Sex|Cytopenias®|BM blasts|Karyotype T |Score|Risk group
(%)
1 |61 M 2/3 15.0 |Poor 3.0 High
2 52 M 2/3 14.0 |Good 2.0 Int- 2
3 |5 M 2/3 biopsy |Poor 1.5 Int- 2
4 {8 M 2/3 14.4  |Good 2.0 Int- 2
5179 M 2/3 28.0  |Good 2.5 High
6 [ 59 M 2/3 32.4  |Good 2.5 High
7167 M 0/1 5.3 |Good 0.5 Int-1
8 |75 M 2/3 8.8 |Poor 2.0 Int-2
9 |64 M 2/3 19.3  |Good 2.0 Int-2
10| 56 M 2/3 9.5 |Poor 2.0 Int-2
11 | 67 M 2/3 16.0 |Poor 3.0 High
12 | 68 M 2/3 41.0  |Poor 3.5 High
13 |47 M 2/3 9.2 |Good 1.0 High
14|18 M 0/1 8.3 |Poor 1.5 Int- 2
15|57 M 2/3 15.5 |Intermediate| 2.5 High
16 | 73 M 2/3 37.5 |Intermediate| 3.0 High

*0/1,no or 1 cytopenias; 2/3 2or 3 cytopenias

T Good, normal, -Y, del (5q) , del (2 0q) ;Poor, complex (>3
abnormalities)or chromosome 7 anomalies ; Intermediate, other ab-

normalities

) A7 BEMBEEBUERERE (MDS) 12353 41K
H+& Ara-C + M-CSF #iED#Et

7



72.1) A 7 #E R TlZ High 5381, Intermediate-27% 7
T, Intermediate- 11X 1 HlOAE T TV,
HERBEAEYRIICLDT. CRA2H], PRA3H
T, NRAPIBITH -7, HE—IVEITI 2w 2
=B ENENTHE S 5L DL L, HERELE
7= VEIZIZH S DR BEIE AL N h o T, iR
12.5%, Z%)=31.3% T o7z, IPSS ) A 7 #E L ik
BN ROME 2K 41RT. CRBLUPR & HIZHK
BB nb OO High) A7 BEFEENTVD., —F
NR %112 B\ T & Intermediate- 2 256 {5, High #%5
BlAONDZE XY, VAT T —T L RKBEDIGE
B E OIS 2 Tld otz 72, BT O
FEERILF L O TIE (R5) FEERDTL0% Al DFER]
TNR2Z4BIRSENE—FHT, 10%LLLEDFEH T CR
1B, PRAEIBIASND 26, FERILE LGB
LICEH L TOREEII WY o7, L LGEHAS
Fe B R HE TlL, Good ¥ 7213 Intermediate TITZER)
FEBIDSH S5 N5 DIZHF L, Poor ® 7 #lid 3 -XTNR
THY, THROARGEOAERE 2H LIEMNT, b
HENRBZ LW A L7 (3£6). IMEREA X
2F I3 RMICBLATIERANIZTEAETH 727
DEEIIAHTH 72 (FT7).
BHRBEOREERSIZLO L. CRO 26 (EH
7, 16) T & DITAEFFRT, JER 713380 A% b EiE
REETH 72, 1) A7 7V — 713 Intermediate- 1 T,
et R b Good DIEFITH - 72. PR D 3Bl
AW AT167 H Kl & o 72 b OO, FHEEEL

% 3 Clinical response of Patients

Case |Age/Sex| IPSS Risk | courses |Response
1 61 M 3.0 High 1 NR
2 52 M 2.0 Int-2 1 NR
3 5 M 1.5 Int-2 1 NR
4 83 M 2.0 Int-2 2 NR
5 79 M 2.5 High 2 PR
6 5 M 2.5 High 3 NR
7 67 M 0.5 Int-1 2 CR
8 7 M 2.0 Int-2 1 NR
9 64 M 2.0 Int-2 4 PR
10 5% M 2.0 Int-2 2 NR
11 67 M 3.0 High 1 NR
12 68 M 3.5 High 1 NR
13 47 M 1.0 High 2 NR
14 81 M 1.5 Int-2 1 NR
15 57 M 2.5 High 2 PR
16 73 M 3.0 High 2 CR

) A7 BEEMBEBUERTE (MDS) 1233 %A
£ Ara-C + M-CSF #EiEDOHES

D& L7 & 0 A4 Ta o 72 NR O 1145113741
H320% H LLNICAE LS LT B 0, AFF14AB1 & ERESI M o
VIR T o 72, FEBI1013565% & D Iy # <,
fBE 72 HLA —ZKUi% N+ — DA L7272 0, [F s
Mmiglafetz 5 17, ME—mFAfF P Th o /2.
Kaplan-Meier #2112 X 2 £ FHEEZK 1L ICLO .
RN F419. 6 H TH o 72, ZHBINL 7wz

¥4 IPSS and response

IPSS Low Int-1 Int-2 High Total
CR 1 1 2
PR 1 2 3
NR 5 11

Total 1 7 8 16

%5 BM blast and response
BM blast (%) <10 10—20 20< Total
CR 1 1 2
PR 2 1 3
NR 4 4 2 1* 11
Total 5 6 4 1* 16

*Case 3 diagnosed by biopsy specimen

# 6 Karyotype and response

Karyotypes Good Intermediate Poor Total
CR 1 1 2
PR 2 1 3
NR 4 7 11
Total 7 2 7 16
%7 Cytopenias and response
Cytopenias 0/1 2/3 Total
CR 1 1 2
PR 3 3
NR 1 10 11
Total 2 14 16
%)
100
80 Mean 19.6 month

60

40

20

0 5 10 15 20 25 30 35 40
(month)

X1 Overall survival

Tokushima Red Cross Hospital Medical Journal



B, BN ENOEFROEAT CIEK 21 LD Lz X
912 CR BILIAL T 3L IZ D Sz o 7.

z =

WS BUE R (MDS) 1 3& AN 42 & H AL % 4
WL LIETFHROARLGEBAETHY, HRBIIAL L
IPSSEFHAITORY A7 0OH DL, RAR
RARS 2 % ¥, 3 A 17 ¥ 1 13 low T5. 74F,
Intermediate-1 C3.5ETH A Y. TNHELY A7 #HD
HEEE LTIEATa A M, ATGHAHWIET 71
AR SN X BREIHIEL, ¥ I K2, D3 %
EWZEBPT R b= AEE TN, —EDARE
WD SN TV B —7J5 Intermdiate- 2 % high
A7 #:13 RAEB-1, RAEB-II B X OV&VEE 861 H
J5 (AML) SEGIZSIZE AL TH Y, &M ESH a4l

(%)

100 T
- CR (n=2)

80 -

1
60 I PR (n=3)

40

20
| NR@=11)

0 5 10 15 20 25 30 35 40

(month)

2 Survival by response

% 8 Outcome of patients

DAMCRBEN R EEREO R VIRETH Y. Ui Lk
WHIEBDZ I 3EThoRBREZSHLTEY, |
6% O S L7z 2L R0 3% M el R Al oD s
ERBRERIIL RV, Lo TEHLDEZHIZBWT
ZEFRBEEGPHED ) A 7 OFWIEFRE LD b, il
WD 7 & DM RSB R R QOL 123§

LUEMNREIRKDOONT WS,
fEH & Ara-C+M-CSF # % & Fukuhara 5212 & 1)
ZRIH61%, EIRHR39% & FEN 7 I ERBGE T &
M, HEMESIED LW L L) bbb Ok
IZBWTH RAEB-1, -I&H 5% W MDS & ) BIFL
72 AML FEBNIx L CRBAICAA T E 72, 4ok
P CIEERNE31.3%, EHEI2.5% L EKWRERTH -
72h%, MEREAD OREECHFERE L I L AJERE LT
I ZAES] & L ARRES R > TB Y, —#IIHEHEK
ERL->TnE EITvwnEhizwv, FEFRIIBV
TIFH9.602HTH Y, BIZFEEDOHERTH - 7.
BERE L O E ) A 7B, SRR OFIRILE, g
AR O, BRI ORI L D RIT L, b -
EHBEATED SN0 AR TH o7z, B
BRI TR B S Wb b etk BEFITH -
72, F70, BHERIRE LR EOTFHEAR L SNDYm
RIEFHNLTRTNR T, ek oHE SNtk
FH L TPROBED MR SN2 E A 7%
W2 EbHY, o ERLEREEDOBEIIH L TR
Molz. L LB LAEFERIF) VF IV OHE L FH
BETH o722 LITAFELED QOL 1233 5 HxhME %

LOLTWD DD LR,
—7J5, AFEFEIZBWTNR T

Case | Age/Sex | Diagnosis | IPSS | Response Outcome & o JHEBIION &9 (2 MLfx F
1 61 M |RAEB-I | High NR 3M A F— D5 S N2 72O B REIERE
2 gé M &%@B&L int-g EE 211:44 é EEAYRTALIE (2 X 2 75 M e R

- nt- L s HH <=
4 83 M |RAEB-I | Int-2 NR MDS—AML | 6M A m<mmv%MﬁL§§j%
5 79 M | MDS-AML | High PR 1M A FRAAFE LT 2T b REBR S
6 59 M | MDS-AML | High NR 10M D 72. RIST |3 & 8 i 35 A3
s | mou mapml |mez| Nk | [Gwop 7 ToROEERAGHL

- nt- .
9 64 M |RAEBI | Int-2 PR 16M A AL 2 BHOBEIL L % 5 %
10 56 M |RAEB-I | Int-2 NR CAG, RIST |28M A 2o T REBINC b AT 0T BE 7 B AR
11 67 M |RAEB-I | High NR 2M D FEDTHY, EREIE L %
12 68 M | MDS-AML | High NR 5M D Li>2 MDS B 12 51T h,
13 47 M |RAEB-1 | High NR 20M D » o . o
14 81 M |RAEB-I Int- 2 NR 10M D At D TTHE e M A I FEMR A (24T
15 57 M |RAEB-TI | High PR 9M D IRETHLLEEZ LN,
16 73 M | MDS-AML | High CR relapse 17M | 32M A
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Treatment with Low-dose Ara-C Followed by Administration of Macrophage
Colony-Stimulating Factor in Patients with High-risk Groups of Myelodysplastic
Syndrome and its Leukemic Phase.

Keiji OZAKI, Tetsuya GOTO, Kazuhiro MIKI, Michiko ICHIMIYA, Osamu FUJINO, Ai MIHARA
Division of Hematology, Tokushima Red Cross Hospital

Myelodysplastic syndrome typically occurs in elderly people, and prognosis of its high-risk subgroups remains
unfavorable. None of the current treatment option other than hematopoietic stem cell transplantation has
curative potential. Aggressive chemotherapy can induce complete remission in some patients, but the incidence
of severe complications and morbidity is high, the majority of patients are not optimal candidate for these
therapies. Treatment with low-dose Ara-C followed by administration of M-CSF has low incidence of
complications and applicable for such cases. Sixteen patients with high-risk subgroups of MDS (RAEB I, 1)
and leukemic phase (MDS-AML) who were admitted to Tokushima Red Cross Hospital from January 2001 to
December 2004, were included in the study. Therapy was consisted of Ara-C 15mg/m’X 2 per day subcutaneous
injection for 14 days, followed by administration of M-CSF 8 million units/day by intravenous infusion for
14 days, repeatedly treated for 1~ 4 courses. Median age of patients were 65 years old. 5 patients were
classified as RAEB I, 6 as RAEB 1II, 5 as MDS-AML according to the WHO classification. The overall rate of
response to the treatment was 31.3% (5 patients), including CR 12.5% (2 patients), which were lower than
previous reported studies, whereas median survival (19.6 months) was almost equivalent. Two patients achieved
CR, one patient relapsed 17 months later and alive after 32 months, one alive in CR after 38 months. PR was
achieved in 3 patients, one died after 9 months, two alive and undergone supportive therapies. NR was
observed in 11 patients, 7 were died within 20 months, 4 patients are alive in which contains one patient in
CR after reduced-intensity stem cell transplantation. Percent marrow blasts and numbers of cytopenias are not
correlated to the response. No cases with complicated chromosomal abnormality respond to the treatment.
Although in the NR patients, less requirement of blood transfusion were observed in some cases. These
observations suggest that low-dose Ara-C with M-CSF would also contribute to improvements in the quality of

life of patients.

Key words: myelodysplastic syndrome, acute myelogenous leukemia, cytosine arabinoside, macrophage colony-
stimulating factor (M-CSF)
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