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19824F.{= French-American-British (FAB)
group (2 LARTL DATEMRREEL LT E L2 6
T2 &K BE% Myelodysplastic syndrome

(MDS) & L CH#RuEL 72V, MDS (3 ZEEMEE
B~V TRERRL MO 7 o —
BAEICEDOCRETH Y, HEnikONEE, 5
1t, BBICRER & 29720, DERORIH &
HEATHE A D IE BRI IS HE D MERI A 19RO E
HELLTBN, 2ORBREE» LBENHE
BICUGLICC (, EREBRERRDIEL»LE E
T35, MDS Dk T BB ER DM
KA 3 High-risk MDS Tl 8 S B8k
B (AML) ~oBf7% v L, EERPEES
HLE, PEEER~DRML X DEFHALIC
LBICTHE L, 1ZLA EDERIL 2 E£LIFIC
FCTHEELNTWSEY, $/2, denovo D
SHERmFEIc kL BEISHECE, 2K
MRICATHON 2N L IERELBITL CLE
HEHHIABIEL, ZORIIFIENESHNLT
W3, BEARMEMY SIZfTbN T
androgens®, glucocorticoids® % & #{#F H L7274
#iEl3 High-risk MDS 23t TiiZ & A &%
R nwiadnTesl, ara-C PEEEICRE
ENZHEBEBE TR O NOHFEINS
BEHLENTE LN, KBENESHER
EHUWETEREDH LD, F o LFE
BikLidnz, BoEmEcB TdRWEiE
Wi 2BHOTEY, LT LIRELIBREIBE
WLy, B E Tl Highrisk MDS o347 3%
#“#EE LTk } IgG & melphalan D#EAMW T

947

H5 K18 nFRHKEEREL TE72202% &1
KR T 1565 14 (6.7%) = complete
remission (CR), 4 #1(26.7%) i good response
(GR), 1%l (6.7%) i minor response (MR)
EWSRERTHY, BEALEWER2RO
o7z AR I Nz, K18 DERABFIC DWW
TV EZBREICIN T WD, 2%l Ed
% NEhEI3 melphalan BKICEET 2 EE2 5
7. BE&Y, 4EEFEZGEHBEICET S
High-risk MDS i2#f L ¢ melphalan 228
AT & & bic, FOERBF2HEAT S
BeycEEMEnREHR (CD33,CD34,CD13)
NEE D ERF T 12D THRET 5.

MR ECHE

1. Low dose melphalan #¥#&:

FEFNIE1990F 3 A & V19934E12A F T 4 5
iz, BHEIC BT refractory anemia with
excess blasts (RAEB), RAEB in transforma-
tion (RAEBt) ¢ 2ZMf3 Nz BED 5 H50ELL
F, performancestatus (PS) 3LUTTH 5L

%1 RAEB, RAEBt x4 2 K-18*DERERKIE

Number of Patients

Complete remission (CR) 1
Good response (GR) 4
Partial response (PR) 0
Minor response’ (MR) 1
No response (NR) 9
Total 15

Total response rate (CR+GR+PR) 33.3%

*K-18 a human IgG-melphalan conjugate
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NDEWREL, 193FEN12AXKE TIC18FINE
EHBEEINT:, FHII58ES, H83EE TTH
$65. 9 ThH-72. BLHIZI3: 5THY, &
%43 RAEB 6%, RAEBt 128 TH -7z, PS
120, 1451360, 2, 3258 TH-72. F2
melphalan #5- LI {68 & 21T 72 & DITER)
11%% ara-C LEFE 2 ZIT T efulcid b -
7z,

#5553, melphalan 2mg% EHERICE
o5 U7z, %55% 2:8M - LiIcERER
2TV BREEARFR CHMEL /2. B TFERD
W% B HE, 23 RmEkRS HEIC
o f2igA, BE5EFHRLLE. BEHRIZEHE
F 7 myeloblast @ HEE, it O iF Bk,
Mm/MR#, hemoglobin (Hb) {E# parameter

B i

LT, B2 (SM-108) DiaHEh R E

(£2) ik WH=ELR.
2 . EHMREHR

EffianRzRminE, CD34, CD33, CD13iz
DNTRERICEIEL 2. BIEFER, T8
B 2 ~2%) >~ Tmlinic C 3mBREXL, %
phosphate-buffered saline (PH=7.2, Ca &
Mg #& %%\, LT PBS) 17ml% 12 #F20ml
DR L L, Ficoll-Hypaque (HISTOPA-
QUE 1.077 g/ml, Sigma, St. Louis, MO) &
ICERLLERLE (4502, 20508 1 TF
Bl B ARG % A BERILL 72. PBS C 2 Bk,
ERBZIRIC 1 ZIRENERRME (fetal calf
serum ; FCS, Flowgeneral company,
McLean, VA) #iPBSIz T 1 X10°/mlD kR

£2 MRHEEE (SM-108)

TG FEHI ey gt

1) BFHPFERE [ 10%LLE 5%LLF 255,
10% Lk 5~10% 15
5~10% 3I%LUT 20
5~10% 3~5% 10

2) HemoglobindE : 3g/dILl Eo>iEm 25
2~ 3 g/dinm 15
1~2 g/dlnsEm 10
WLE D AN 10
(ATADEFLLT)

3) HFhERE 2 1000/ w12 B sgin 25
500~100/ w10 3&H0 15
(7272 L, E&HAI3000/p1Lh EORFIEEET)

4) /R D5/ ulbl EosEhn 25
3~ 5T/ ulniEmn 15
MAMREIM D AHAREE % B 10
(72721, WBIATIST /Il BRI HERT)

0~94 > no response (NR)

10~24 : minor response (MR) (i A 2 AL L)

25~49 . partial response (PR) (FEiHAM 2 BLLE)

50~ : good response {GR) (FrisAm 4588 )
50~20, EMPFRS BUT, KEMmMFPFKO0 %,

mea&10g /diLil, HFHEk$1500/.1L0 k,

M /MRE1075 /w1 L

. complete remission (CR) (iR HAR 4 BLLE)

FRERIFER - PRS- MUMRED b S EETRE ORI
BNEANAGAEE 4/ (4 —HETHREER #7122




B R RUEREIC 51T 5 melphalan B

B i 5 % L, Fluorescein isothiocyanate
(FITC) #=3 & n./: HCD34#H14k (Anti-Human
Progenitor Cell Antigen-2, Becton Dickinson,
San Jose, CA), 7r\»L phycoerythrin (PE)
IR 2 L2 HICD33%R (Anti-Leu-M9, Becton
Dickinson, San Jose,CA), # %\:i3 PE #Z3%
S N 7- BLCDI3 B 4K (Anti-human Leu-M7,
Becton Dickinson, San Jose, CA) #5012 T4°C
TIFHA X2~} L7 201 % FCS
JIPBST 2 M#k&E., 1%/ X7 HRKNLLTLTE
FMPBS% AT 1 X10°/minlgiBEic 7 5 &
JiziFBE 37944 + £+ ) —(Epics-Profile
I1, Coulter, Hialeah, FL) % B> T#iH210,000

949

iz S THIE ST 72, % BERI1EEIIE D
TITHCD34Hitk, #CD33HE D two color &
Wk d7o 7o,

] #

1. BRERE

HEEFE R I ITRT. MREFICEITL2
WiEFORAGILIZ, FRMER, HIMER, MAMED I
L1 RRDEDBLERT LW 1H (5 %),
2%HH 3B (17%) T, 3FZRMEDWBDLE
NMERHRAKEDEH14F (718%) & EH
o7z, FRIBREIF150~ 352X 104/ k], F31240 X
104/.1, Hb #i36.3~11.6 g /dl, F#58.0g/dI

&3 MNREH
Peripheral blood Bone marrow  Morpholo-
Age . Pretre- - .
Case o Diagnosis PS RBC Hb WBC Ni/Blast Pt NCC Blast Biopsy ~ gical  Chromosome
(0/ut) (g/dl) (ul) (%) (X104D) (X104 (%) abnormality
1.H.H. 58/F RAEBt 1 - 150 6.3 1600 14/ 1 2.6 12.6 24.6 hypo E***, 46XX
MgK,M
2.T.N. 62/F RAEBt 3 — 246 8.7 2500 55/ 2 1.6 3.8 22.4 ND** E, 46XY,—12, + mar
MgKtttt
3.H. S 60/M RAEBt 1 — 253 8.8 1600 36/ 1 10.7 12.5 34.0 hypo E, MgK, 46XY
M*tttl
4.H. K. 62/F RAEBt 2 — 157 5.0 80037/ 0 5.5 0.9 23.6 hyper E, MgK, 46~64XX etc.
M
5M.N. 65/F RAEBt 3 — 276 6.7 11500 13/ 4 45.0 37.5 28.4 hyper E,MgK, 46XX, t(11q+;19p—)
M
6.5.A. 4/M RAEB 2 — 186 5.9 2900 31/ 4 4.8  42.8 12.0 hyper E, MgK 46XY,5q—
7.8. 1. 73/M RAEB 3 — 213 6.3 1900 4/ 0 2.9 14.1 6.0 normo EMgK  46XY,—7,+21
8.R.T. 75/M RAEBt 1 — 269 7.8 2900 13/12 1.5 69.0 15.8 hyper E, M 45~51XY etc.
9.T.T. 67/M RAEBt 0 — 293 11.2 1200 49/ 0 6.3 2.5 24.0 hypo E, MgK 46XY
10.Y.Y. 60/M RAEB 0 — 323 10.3 3000 48/ 0 1.0 7.5 13.0 hypo E, MgK, 46XY
M
11.LH.K. 8/M RAEBt 1 LD 261 8.9 130023/ 0 2.8 1.9 25.2 hypo E, M 46XY
araC*
12.H.0. 58/F RAEB 0 — 191 7.1 2500 24/ 0 19.2  34.3 9.2 hyper E, MgK 46,X,Xq—
13.T.0. 68/M RAEB 0 — 215 7.9 1200 8&/ 2 3.0 1.2 15.2 hypo E,M 46XY
4.T.Y. 60/M RAEBt 0 — 306 11.6 2000 42/ 0 5.1 2.3 21.4 hypo E, MgK 46XY
15.T.M. 7I/M RAEBt 1 — 201 7.0 1000 36/ 2 21.4 12.6 18.2 hyper E, M 46XY,4p+,-7,
—8,12q+, +2mar
16.1.N. 72/M RAEBt 0 — 254 9.4 210053/ 0 5.1 16.0 21.0 hypo E, MgK 46XY
17.K.M. 5/M RAEBt 0 — 170 6.6 3100 23/ 0 10.9 3.425.0 hypo E M 47,XY, +8/46XY
18.N.S. 63/M RAEB 0 — 352 8.3 4800 38/ 1 5.1  48.6 13.0 hyper E, MgK, 46XY5q—,+3,—12,
M —16,—17,—19,—-20,
+mar

* LD araC ; low dose cytosine arabinoside
#%%kkMgK Megakaryocyte

*#% ND not done
**%xkk M Myeloid series

*%%E Erythroid series
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ThHY, BmILEMCELEL Tz, BHILEK
$i3800~11,500/x], 32,660/ 1 T B MEKkE
21661 (89%) ¥ KFNEFITEHIL Tz,
b BRRENEER L 5 FPEREID
80~1,800/xl, E#730/ul T, 500/ul LT L&
Bl LTy aERR7H (39%) Rosnre,
BmEkAHEmML Tz ol, EF5 0 18D
A TH o D RMMNFERIL 4 % L% il
BL Twied o 7z, mAESIZ1.0~45.0X10%/
ul, F#I8.6X 104/ p1 T, MAMREA 10T LLT 0
FEFNT13B (712%) THho1:, KBMFOEHE
EROWBSAEIL 1 ~12%, Fi41.6% TL7H

(94%) »°5 BLUT, RAEMIZFERHE ( HBE
LTnwieh - 28R 98 (50%) &b EH
-7z, :

BHEh FEKIZ6.0~28.4%, FH19.6% TH
-7z, e BIER 3 i3 AR B TOIFBRH34
% &30% ZHBZ Tz, KEMTHFERDE
221 % LABENAT, A2 EDOEME

% B i

TIi325.2% TH ", FNHROZBBBE, BURE
75 RAEBt Lt ZHid iz, BHERIIGE L

DIRERE N, IEREL 16, B 75T
Em#mt b os9l (50%) Th 7225 WE
N EREZH ) nucleated cell count (NCC), clot
BAIC X % cellurarity 13, B®EK 5%, EEK
56, EERSHITH 7. LBERTERRE
2RL7Z 9B H 3 HlizkEA 6 NCC, clot
BATIRIERRKTH -7z,

MERFEREIC BE % o7 b nid, RILBEKRIS
B, ERZFERRIG, fHFPEGRIIGIT, 2 %K
CRER2EHH L0120, 3RHICREZIED
5L06BThH -7, FEARETIEEHITIIE
ERETH - 1255, 10032 2 REZIHH
BLTwi,

2 . FRIRZHE

RS R &R 41T, 661(33.3%) #CR,
1 %4+ partial response (PR), 4 #%* MR,
7 #1#% no response (NR) T CR, PR 2% b

#=4 ERRER
Case Survival duration Cause of death Response Total dose Side
(day) (mg) effect
1. H. H. 1066 Overt leukemia CR* 130 —
2. T.N. 72 Overt leukemia MR** 78 -
3. T.S. 885 Overt leukemia CR 148 -
4. H. K. 88 Overt leukemia MR 134 —
5. M. N. 189 Overt leukemia NR*** 80 —
6. S. A. 342 Pneumonia PR**** 84 -
7. S. 1. 169 Pneumonia MR 43 -
8. R.T. 59 Pneumonia NR 40 —
9. T. T. 943 Overt leukemia CR 124 —
10. Y. Y. 232 Overt leukemia NR 72 —
11. H. K. 814 Ouxert leukemia CR 176 -
12. H. O. 868+ Alive(Overt leukemia) NR 142 -
13. T. O. 88 Overt leukemia NR 48 —
14. T. Y. 535+ Alive CR 140 —
15. T.M. 89 Overt leukemia NR 72 -
16. 1. N. 320+ Alive CR 140 -
17. K. M. 184+ Alive MR 72 —
18. N. S. 105+ Alive NR 84 —
*CR complete remission
*% MR minor response
*%% NR no response
**%% PR partial response



B EMEERREIC 51T 5 melphalan 2L 951

W7 RRNEII38.9% Th - /2. HE5HAMH, B
SR TRIEXRLEWER # B ERIZ b -
7.

melphalan N FH# 5 £i3100+41mg, CR 1
T13143+18mg, JECRBITI380+31mg TH - 7=,
CREITHOMISTEIERE 12 2 Bk 4 51, 3 M2
BITH- 7. B RE Tlitie 2 REHIHRE
AN, EEERERLZ8HIH66I(75%)
HCR &L - 2 RERE R L2108 T2 PR

1%l, MR 4T CRBlIZ %4 - 72, CRBIOK
B L) 0BHAERIZLH, FRERRILEBEE,
LIEFEZRL Cwizhisetke L CdERKT
Hote, WELLOBHEFRIZ L S NCC, clot
EAD 5 ) cellurarity Tiz 3 Bl &R T 3 i
IFIERRK TH - 72, Z 72 CRHIIZ LB RAEBt T
» N BB OFBROEEIZEH25.0+4.7%, I
CR#1I216.8+6.8% TH » 7. flicCRH & JECR
BICHRBBIOER, REM, AL¥ERFTRICER
-7z, PR, MREITIIRGmFr R iEZ
ALY, BHMPOFEROBLNANDRTPR,

MR 5 7z, & 72 R BB e 5-p (EF e,

FEROBEM 7 H, WAOBRBSSBTH - 72,

X 1z Kaplan-Meier #i2 & 2 = F %7
T. £FHMohRERBEREFN LR S
&, CREESI 8508, PRI T DHER TI2137H T
CREFICBWTHEREFHMILEREL Tz

(Generalized Wilcoxon test, P<0.01). CR

(%) CRE
100 <

RGEHEIL, shenlss A, 2348, 194 A,
12%H, 145A, TH»R+THYVFHISA AT
Hotx, 194F 2 AKRE T2, CR6FIDG H 4
BIHEZF L Overt leukemia & % - 72, PRUTF
D12BITIE, 7 HIH Overt leukemia & %1,
I B BEGHE DI HIET L 72,

3. MlakEe—4—

% 51 2 FlOCRER COIBHEBIZ L b )
EH-—A—0FRERT. ESIIIHRS 28
Blz i3 ZFERA21.4% 2 512.4% 24 L,
CD34+#ia443.9% S N19. 1% A L7z, &
72 CD13, CD33ic>wwTix, 288 s
LZNEFNRRTETH T NELL T,
fEFI1613 two color AT T5 722, #5 2:8H
THIKIZ11.2% 5 b4 . 4%ICBP L, RO IE &
S22 5 CD34+CD33— i35 2 B T14.4% 5 5
4.6%I12FRB L, CD34+CD33+ #1523 20.6%
55.0% LA L7z, 4388icd CD34+CD33—
MRRIZ1.3% £ 2 LI L TWw B Y, CD34—
CD33+#Hfgis ML T3, (M3 777 TR
T) ZNEFNDERT, BT OFERNBANC
o T, HIEHERD LAERIRIC LT THRB
HMIRDWEMHz R LNz, 12, FRoOBD
2RO U b EHBI TR ER— A —DERY
bALNE» -T2,

4 . CRBINEEKRLE
18FEBIH 6 BiA* CR Th - 720, 6HlE L E

6)

80r

60 F

LB

40

20 F

JECRE (n=12)

O 1

500

1000 (H)

X1 CRE:IECRE Kaplan-Meier ki & 5 £ F G
EHFEAE O hREIZCREET850H, JECREETIZI37TE Th - 72, CRERIC B WTEEIC
EHFHRAIER L T 72 (Generalized Wilcoxon test, P<0.01),



952 =3 o)

%5 CREFIC BT b EFHMBERE~— 2 —0EE)

fERI4 (T. Y)

CD34¢ CD33 CDI3 NCC Mybl  Pr My Mt St Seg

(%) (%) (%) (X10%/xl) (%) (%) (%) (%) (%) (%)
TAEERT 43.9 205 325 2.3 21.4 2.0 1.4 2.4 5.0 4.0
d-14 19.1 16.1  18.7 3.2 12.4 4.2 2.8 2.6 4.0 3.2
d-28 8.7 16.2  16.3 2.1 1.8 3.2 3.2 2.8 7.2 8.2
d-42 153  19.2  17.7 8.5 1.6 7.6 6.2 10.2  14.0 2.2
d-54 8.6 10.4  10.1 11.0 1.4 7.2 4.8 6.8 15.2 9.8
d-69 11.8 222 22.6 25.0 1.4 6.0 7.4 13.0 13.8  13.0
d-84 5.0 19.3  10.3 5.6 2.2 7.4 6.0 14.0 12.4 7.0
d-97 9.0 24.1  17.2 34.0 1.6 7.8 80 11.0 12.6 11.4

FEM16 (N. 1)
CD34+ CD34+ CD34— CD13 NCC Mybl Pr My Mt St Seg

33— (%) 33+(%)  33+(%) (%) (X10%k)) (%) (%) (%) (%) (%) (%)
TR 14.4 20.6 3.3 31.9 8.0 11.2 1.4 2.0 26 24 1.8
d-14 4.6 5.0 3.0 9.3 8.2 4.4 20 12 36 3.6 2.6
d-28 1.3 3.6 15.7 17.9 7.2 0.8 2.8 3.0 58 84 5.4
d-42 0.9 1.2 12.2  15.2 3.5 1.0 52 4.2 7.6 88 12.8
d-56 1.6 0.7 16.3 13.6 5.5 1.6 50 6.4 6.8 82 10.4
d-70 1.5 2.4 13.2  15.8 7.5 1.6 6.6 3.4 56 88 9.4

R A s B aEHE] 2 5853, melphalan Dl
B i RAY AT RS+ B 2. G
%, BHPOFRIS FUT &L - 72D E
¥R21+7.7TH T, FNFNOMIK L RBME T TD
HiRNZ, MAMKC¥#20.7+£2.7H, Hb i3 ¥y
30.5+6.6H, $FHBRKTCI3IFI2.7+8.6H T,
AN M/AMROBEMAR & 1, %\ C Hb, e
BROBEMAHR & iz, KA ILSBES* plateau iz
ET 5 THOFEHHAMIZ, M/MR50.0+£9.3H,
Hb 86.3+27.2H, {F¥EKk61.8+6.8H ThH -7z,
CR BA#% 6 Bl FHL, BRSO bR
1.41+0.3%, M/M5825.4+9.0X 104/ ], Hbi&
13.1+1.2 g /dl, #PER$E2, 600+ 800/ 1 TH -
7.

CRIZEATE R S HLIEF 1, 1612 D
TB%X 2, 3icmy. 6111319904 3 A
288 & ) melphalan &5 #6344, 2:8%I1i3
BHPOFHRL S FLUT @A L, Kigmtko
BHFERAN R L 2 0/, LOBRBESHE
ftiza 6N g, BHIHORRIES LN
3:BB» 5 MAMESL, 4 BE»LIZHEM
B, HbiEAEM Lk, 638 B3 m/Ess

-7z,

2917/l XML, 7:8RIZi2 Hb E4510.3
g/dl, FoEk#i31,600/pl i TEIEL . CR
I2% A%% 3 melphalan 25§k 2% 5L TWwizds,
7 8B MRS A, 1038 Biz iFhekigd o
72728, 65H BT melphalan W5 % tik
UEBHEL 72 & = 5, ikt 3 AR ClME,
IR E LICEE L 2, ZOEMIZ, mBK3 %
MICEBREEL2AD T 5%, CREELAHOE
BERELRDHZ. 35 ABNBHTIIREEE
TR L Tz, %51, BABBEL
T/ #9914 2 RIS BREPOFERDY 4 %I
L T&7726>, 19914 3 A melphalan #36H
ME®RE L ZHABUFRERI L2, 20
%, 19914 7 AIcHUB.8% & FERDIEIN% 856,
80 H f#5Bn LRk R 6 44, I
RS, HIIREUIWE SR LN -2, CR
R AR5, A TH - 72, 19924 2 A27H
izAmibL, AR TS 72519934 1
F28H, 2Wit£365 A TR L 722,
$EF16i219934F 6 A29H & D melphalan #5-
R L, 2:BERBICIIERIOFRS S FUT
A L7z, 3:BHD 5 /MR, Hbfl, Hmsk



BEREEGEGEIC 31T 5 melphalan L BHEE 953

Melphalan 2mg/ day
P.O. daily (65days)

vz

126 23 101 112 176 41

Mybl (%6)
Pit Hb
(X10*/ue) (g/de)
40 20

36 53

NCC (x10*/ug) 36.0 29.0 ZZZ 288 21.0 [17.0 92 !

Erybl (%) | I
248 2 A

Melphalan 2ma/ day
.0. daily (36days)

Y,
6.

105 1 85 138
248 ﬁau 34.4 ﬁzv.o Hm
16 44 zo 88 24

Melphalan 2mg/day
P.O. daily (80days)

V772222222222

o

=3

30004 WBC

M2 R

-

///////////

GRRN O] 1

FEBI 1 i385 2 BRCIX BBPOIFRSY 5 RLUT IS L ehsi s i BRENFI O RIZEH b N ad -
fz. 3B»HM/MR, AmLEKE, HbEONEcHmML, 6:BB M/ MEA29.17 /] 2 THEIIL, 7

sEHICiz Hb #10.3g/dl,

MRS, 1,600/ulic % CTRIEL 22,

CR i# A% 3 melphalan # 51§t

XE LTz, /MR, FhEkiE 32726, 658 T melphalan D5 2 ik LEBBEEL

fe& %, btk 3ERTH/AME Foake L BRIC

B bwmliahre, BEETIX I/ MRAT.37/
wl THotes, 6BRICIZI/IMES14.17 /ul &
THEML 7z, Hb B2 AMRT10.7g /d12 5 758
Bici314.0 g /dl, fFHhekiid 1,800/l i & TH

Bl fiofEf Ak CR CEA%D
melphalan # 51 & %5 L7245, 6B 51

/R, B MEKARA L #5870 B [ T melphalan
DG ERIEL, BBZOEFTIEIRE~Y—
H—DREHATZRGB L 72, #’EP 1%, F8
BEL T 22 KBE8E s MR R L
L&, 199346118228 L Y melphalan #57HH
BHRE LERBREFTH 5,

% z

BN E = 5 Highrisk # MDS (RAEB,
RAEBt) icHESZ & Nz iHRRIZ % <, WilLoH
EME Y LI & B FRRERERICE L TR
TR, A o4 RS SCAEERE,

EIEL 7.

b, BB EBITIN T3

RIVEVEERECIBR > H%EE HigL
7zt T, EAURMLIEA % 7D androgen 35
AETREROUORMIRANGE L HIJICHERS
naZ L%, Najean 5213907 RAEB,
RAEBt »#Eflizxt L C androgen #fRH L,
7% ICHMOYEDY, 17%IFPEROREIDHS,
19% i M/MROTEIA RS 15 b DD EFH]
HMoBEL KR LN T, Bagby 5%
34fi= glucocorticoid %/ L 724 3 flic &
PRLONZICGEET, REELWHIEENLND
FEREHOM TEFERARICESR LN
Tipocl LTwWa

AL A4 EETE, REBRREHENT
& 7z granulocyte colony stimulating factor

(G-CSF)'?, gramilocyte-macrophage colony

stimulating factor (GM-CSF) 1314,
erythropoietin'®, interleukin-3'9, % ¥ "4



954 =2 B [ iE
Melphalan 2mg/ day p o dally (70 da s)
7777777777777, /////
NCC (x10*/u2) 10 o o 82 72
Erybl (%) 4216 /156.2 510 Psio Paso 170 302 380
% % % %
b M i I
Mybl (%) 21.0 1142 9.0 4,4 oa
Pit Hb
(%10*/u) (g/de)
15 15
10 10
5 5-1
WBC (/u2)
4000
3000
2000 % WEC
1000 Neutrophils ///////////
//////////////////////////// //
xE7—n—(%) 1993 6
204 CD34@CDIZD °,
CD34@CDIIC & ™.
104 :
CD34©CD33D e o
3 fEHIL6

FEFIL6I3 G 2 ARICIZFREPOFIRY S BUUTICHED L 72,

3:BHE» L M/MR, BmEkE, HbfEs

B UG 2, 6B B I IZ M/ MRA14 .15/ ul 2 THML 72, Hb i3 738 H1214.0 g /d1, $Frhak#id 1,800/

 plicE CHAEL 7z, CD34+CD33—#iiass 2B H Tl4.4% 2 5 4.6 %ISR,
438 HIc13CD34—CD33+ MfaAsm L T 5.

% 65.0% &L 7z,

FHA T ERCEEBENTHORTWE, b
NHELIT, Low-risk. MDS T3 MEKIE M HRIFR
3% % 7H%, High-risk MDS T3 SFEROEM % /R
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¥R SR Y 7T eRIEEREE DI,
FELEVFRLNATHUBERE L L TIEEE
B AR L 218 5 T vy, All-trans retinoic
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%7 MDS Digiic BT, TOUEES
FHET 5 Z b idfboEmEREA L ) WL Z
»EC, HRUEERICDOLRE L L 57,
S AW HEERIT BT OFHRNFL, Hb

BB, FrhakEosgin, mMEorEme
INZFNOMEAYUEEICIG L e ER DADNE
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ATRA DANFERATIR 1 ELURNICHERT 3492
L EEBET, BREEEICOWTLEN LIS
BELZEHERL LT L 5w Bbs,
LIk, low dose melphalan ##k#% High-risk
MDS ic AT L, TLEHEII.3% 2772, BH
Ak, EREARCEHEIHERE LW
LR T, BEARLHMSRERED L, fio
HIEHIRH A b A A Bk BT, L

%6 Low dose melpalan G

#E5% 2 BENERE
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Low dose melphalan for myelodysplastic syndrome
Seiji T AKABA
Second Department of Internal Medicine,
Okayama University Medical School,
Okayama 700, Japan

(Director : Prof. I. Kimura)

Myelodysplastic syndrome (MDS) is a disorder of multipotential hematopoietic stem cells.
There is no effective therapy for MDS, especially for MDS associated with an excess of blasts,
such as refractory anemia with excess blasts (RAEB) or RAEB in transformation (RAEBt).
We previously reported the effect of K-18 (a human IgG-melphalan conjugate) in 15 patients
with RAEB or RAEBt. The overall response rate was not high, but no side effects were noted.
Although the mode of action of K-18 is not certain, it was suggested that the effect was
associated with the activity of melphalan itself. Therefore, low-dose melphalan therapy was
initiated in elderly patients with RAEB or RAEBt. Six patients with RAEB and 12 patients
with RAEBt received 2mg oral administration daily. Median age of the patients was 64. Six
patients achieved complete remission (CR), one patient showed a partial response and four
patients had a minor response. Total dosage of melphalan for patients who achieved CR was
143 + 18 mg. Median duration of CR was 14.5 months. Serious toxicity was not encountered
in any case and neither marrow suppression nor pancytopenia were observed in cases that
achieved CR during the administration of melphalan. Changes in cell surface markers (CD34,
CD33, CD13) were examined during the time course of CR in two cases. CD34 + cells deereased
rapidly during the first two weeks and CD34—CD33+cells increased after four weeks of
melphalan administration. Studying the clinical course of CR with cell surface markeg‘ analysis
provided evidence that melphalan therapy induced differentiation of transformed hemopoietic
precursors.

We conclude that daily chronic administration of melphalan is a useful therapy for elderly
patients with RAEB or RAEBt.



