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A B G LR EREL, FENE 0K
MBI L A, &FE#H|o pharmacokinetics,
cell kill effect NFF R+ E8E - L 72 $HI6H
W, L TXESTHELZIZLoET2MEE
B ln#ES L F->TEL(ERLODH
B3ZLIREIETLLV. HEBLKED SHIH
H{bi#%i3 S-phase specific T time depend-
ency #~Y ¥%l, ¥ % b b Cytosine arabino-
side (CA)Y &, phase non specific T4 cell
kill i 35 v> T dose dependency % =¥ HIEEH
#4098, Daunomycin (DM)?, Adriamycin
(ADM)?®, Neocarzinostatin (NCS) 4.5 7¢ »
LR EERELHTEN, L1210 =728
MR % Hv 72 preclinic;al screening T4 DM +
C A + 6 -Mercaptopurine (6 MP), NCS +

CA+6MP r Y fRIC B W THEMR 2T T
EXEHINS, T T 20MBRREBEKRRARICE
WwT b DCMP %", NCMPH#&HEDOr L THE
BINTn3,

19714 LIkFK 512, DCMP two step ik
T, BRASHEIRY oo %w (ANLL)
50Blic B VT ELEREFES6%, BRGNP R
f#56:8, £ HIM b R(E86:A & ftkHDCMP
RECHLESTT CRBEE BE L Tw»
310712 = o) = ki3 RN BER AR LAY, Skipper
513 n“Total kill of leukemic cells”, #L T
X Holland® o & 9 “Early aplasia is good
and late aplasia is bad” & \v»9 Hfm{eEgRE
DESEERLL, S51c&ER5 22—,
BEBLL(CHDUBFBTRERMERL T3
LERTLNTHAS.

STHZICBWUL, FRTEARI NS
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HHEWE NCS 24065 TE F EHMKRNILE
FREICEALY, ZoOMREEREBEICBNT
BT 5 L RICSRIGFRARE A AATEHR
BEFENELEFERLTEL, TOHEREED
BAKL L > TEESERFIMRICILLELCH
LU 7ed, —FEHRPMIREEGE»S, Z0
BRICHEBEENEEIB(LEEIND EIATH
68),9),16)~19).

4EFEHIZ, KA ANLL T 2 {b#EN
HEXBBEL, NCSHBLEE, #5247V a
—nEhrz2bEEHIC, DCMP two step ##:
|2 # |2 7: NCMP two step#itregimenl, 2 % /ERX

L, ZDBRBRORE 2T->2DTHET S,

1

CHARACTERISTICS OF PATIANTS TREATED

WITH NCMP TWO STEP METHOD

B E #

KIG1118TH Y, F4RAIRSE & 072,
HSESA Th - 72, TEREBAREEIO I AR
RIFELERTMCTH S, M, 616 (AMoL,

‘B, 63F4) (F2) 13, ARET CICARE
HReEAHLTE N ATERHAL LI LHE
L 722, ABEH29H BRI B L 72 TR
KIEIC THE L 227280, ERBREOHEL DB

L7z, B> TEBDNRENITI8HITH B,

NCMP two step |ENR G 24 2 2 — Vi3,
DCMP two step #i: (E4EE G MRMAI NI
FffE7 o b a—n)Mic# L T, NCS s
B #5245 a—NERICL2ZZOD 7O}
a—NEERLEZ. T4b bR 1 DO Iststep
&L, NCSi31,400u/m/B4#E1B LN &4
B % TH#H SEEE (regimenl ), 7213 4,000
u/m/B % %18 » $20 &iEEE(regimen

2) ¥ L7, CAi260~100mg/m/H %1

No. of patients: 19

Types of leukemia: AML: 16, AMoL: 3
Previous treatment: none

Sex distribution: Male: 11, Female: 8§
Age distribution: 54 (15~72) y/o

B2Eic4TE 1 B &0 E B SEEE

6 MP (360~100mg/m'/B %#551H L &
B Of5, Prednisolone (Pred) (320
~40mg/m/B%2FE1 B L N EEEOKRS
& L7z, Fgm A f ke, 200/cmm LA

HEMATOLOGICAL FINDINGS BEFORETREATMENT

1) Peripheral blood

T LrEHAZMIE (NCC) 15,000
/ecmmbiF % target point A *EH, 1
st step T14 BREILINIC 7 & By target
point A (23T 5 L ) iICHRE5ERR A
L7, (REHRE 3 ~ 7 BRNE, K
Bl E L CBHAAROBREL VLT
NMEBEL 22, 1) BRETOHOAMKHE

RBC 235  (139~397) X10%cmm
Hb 8.0 (5.1~10.8)g/dl
WBC 17,100 (2,000~94,600)/cmm
Leukemic cell 52 (0~86.0)%
Platelet 43,000 (7,500~ 310,000)/cmm
2 ) Bone marrow
NCC 316,000 (82,000~1,000,000)/cmm

Leukemic cell 78.8 (7.8~98.5)%

B2 5 %L (M1 marrow)2? o) i E &5
EEERAT. i) B TOAMKMIES

MENBL LU IR E

*EERF)I21976E108 £ V1978411 £ Tic
BILAZSE 2 At s L UBREREEIC ABTL 728K
ABMIE) > otkg i (ANLL) 19EH T2
Blkia#REITH S, R CRBEERIEENL
% (AML) 164, Bt Hekitmm#A (AMoL )

3BTHY, BEREHEDMA (APL) 13D

Mic ¥ RIS B RS20 5 R4 2 L AED b
NTw s LHSEONRER L VRS LL. B

%A TR M A mEkE1,500/cmm LA
T, NCC20,000/cmmblT 78 % target
point B X L, Z/KEAT, 2ndstepZRAfsL
7. T bbb, CA15~30mg/m*/H %18 1 |14
iHEgE, 6 MP30~60mg/m/H #&E0O0%k51L, 3
~ 7 HREGEGHRE L7z, i) BT A fEHE
B 5 %Ll E, KM A mERkE],500/cmm L L,
NCC20,000/cmmpLi E326H & 172 B3 1 st step
#RMELZ, 2L TN Mi-marrow EE%
10 MMREL, WESHHEEL L T, NCS 1,400
u/m'/H, CA40~60mg/m’/H, 6MP40~60mg/
m/H, Pred10~20mg/m’/ 8 % £ H4H 54
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. PATIENTS TREATED WITH NCMP TWO STEP

METHOD

No. NAME AGE SEX TYPE THERAPY

ResULTS DEMISHION suruvaL

1 TK & M AML Ist~ist CR WM+ AOM+
2 S5 H F AML ist~Ist CR nM UM
3 Y.F B F AML st CR WM+ M+
4 HY 15 M AML Ist~Ist~ist~Ist  CR ] 5]
5 RM 5 M AML Ist~nd~Ist - e 13M
6% KK 6 M AMoL Ist - e 1M
7 HO 52 F AML Ist~ist - 3™
8 NO B F AML Ist CR 16.0M 2™
9 MF S M AML Ist~nd CR 108M 151M
0 HY T M AML Ist~lnd~Ist PR ]
I T.E $§ F AMol Ist~Ist~Ist CR 1M ™
2 HO T F AML Ist~nd CR M 50M
B LY % M AML Ist - o™
WOLK % F AML st CR Y] 125M
5 1M 4 M AML Ist~nd CR 120M 1M
B MY & M AML Ist~ind - e 13m
N Y.S & F AML Ist~ist CR sM nM
W TM & M AMoL Ist - e 115M
5 Z.6 3 M AML Ist~2nd CR 1.0M 126M
¥ . Inadequate trial

No.1~No.12 : Regimen 1, No.13~ No.19 : Regimen 2.

— : Failure case
1 st : First step, 2nd : Second step.

% NCMP ik #320— 2 EMiL 72. 2 ERD
Hitt(3, RROHTEEDCHES L2 bIcEBR
o AR 5 UL T % EA TR R & lF
L7, BAfk, #smEr L 6MP40~60mg/
m/H%EHEOHS5 L, CA30~40ng/m %%
B 1 EEEREL, R EnSEE 3,000~
5,000/cmm {CHEFET 3 & & LICTE{bRE 2 E
HEELFE—NT7O b 23 —NICT1.5~24 B8
XICEMmLE, #, EBIC k- T, R
LT, NCS#DMIicEEL 7> DCMP/ 4 H
MAE L EML 7.

B x A &

1) G

NCMP two step #ik % #ifT L 72 &5
*ER2ICRTT 5.

NCMP two step EN T L& EHE (T
regimen 1 T3 1161 %865172.7%, regimen2
T2 THIH 4 FI57.1%TH ), TEEESE
7o ELTEMREIL185]126166.7% Th - 7z,
REF Tl AML 1661 411%168.8%, AMo-
L 2 B 1 BI50%\c EL BB E1Ez, F£45

3

Tix, 49F LAT A7 6l 6 5185.7%, 504
Ll kT2 1165 6 $154.5% I B2 TR % 5
72(%&3).
HENSIL, 1st step 1 I—RDA
YEML7ZDI2 66, 1st step DNH
2nd step #EML 2nid 56, 1st
step % 2[E#NELANIZ4H], ot
A TH-12(F4).
TLERF N EHFEFEL L D M marrow
Bl % CHOHK % regimenl, 208
WTRET S &2 RIET27.5H,
248, WEEAOLEDLLUHETH- I,
Nt L N ELEREZEEL THE
#x, regimenl TH R{E42H, regi-
men2 TIIFR@ES?.5 8T, MEES
bE b E4BTH-, TEEBEBIIC
BOYWIHERKBLI YV ELERIEL T
DEFERALL-ERNRLRSEZ PR
fET#HETT 2 &, regimenl Tix, NCS17,000
u, CA1,540mg, 6 MP1,490mg, Predl,430mg,
regimen 2 {3, NCS28,000u, CA1,730mg, 6
MP1,560mg, Pred 840 mgTHh - 72(F5).
FLER B 126N T L BRI 1.0 ~
39.5+ 4 A (FhRIEIL.55A) TH), T2E
Bk, BRLZERIL7H (58.3%) T, &
ERRHIN3.4~16.05 ANBERLRLZLOT
hHol:, 3B (25%) »ELEFREPICIET
L7z, $hbbEG4E, 15ANELERD
BRBEER #1C TIEL. EPI12034. 10 ANELE

1st step 2nd step

Neocarzinostatin (NCS) 1400u/m?/day (Regimen 1)
4000u/m?2/day (Regimen 2)
Cytosine arabinoside (CA) 60~100mg/m?2/day
6 Mercaptopurine (6MP) 60~100mg/m2/day

Prednisolone (Pred) 20~40ma/m2/day

15~30mg/m2/day
30~60mg/n/day

l J,f;:t;:“ —’H?h'&'f
NCS (Regiman 1) ¥4 4444 j ST |
Regimen2) +¥ i
CA [ ]
6MP C ]
Pred [

2nd step,!
37dave )

H
H
i
1
|
]
]

4 4
A B

Target point A: WBC <1,200/cmm, NCC< 15,000/cmm
Target point B: WBC< 1.800/cmm, NCC <20,000/cmim, Leukemic cell>5%

X 1. TREATMENT SCHEDULE OF NCMP
TWO STEP METHOD
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# 3. RESPONSE TO NCMP TWO STEP METHOD RELATED TO
TYPE OF LEUKEMIA AND AGE
Total No. Adequate Complete Partial CR
Trials Remission Remission Adequate trials
Type of leukemia
AML 16 16 11 1 68.8%
AMoL 3 2 1 0 50.0%
Age
15~19 1 1 1 0 100 %
20~29 1 1 1 0 100 %
30~39 2 2 2 0 100 % o
40~49 3 3 2 o e6.79%) 5577
50~59 6 6 3 0 50.0%
60~69 4 3 2 0 66.7% ¢ 54.5%
70~ 2 2 1 1 50.0%
Total 19 18 12 1 66.7%

% 4 . COURSE OF NCMP TWO STEP METHOD

Total No. Ad.e quate Comple.te Partl.al. Failure

Trials Remission Remission
1st 6 5 . 3 0 2
1st~ 2nd 5 5 4 0 1
1st~ 1st 4 4 3 0 1
others 4 4 2 1 1
19 18 12 1 5

1st: First step, 2nd: Second step

fRO% S REMEFIEIC TIET, EH21333.3%
ROZLEBOBEBEBTALICTET L 2.
19804 2 AZitE, ELERMEFNEDIL 2 )
(16.7%) TH ), ELEBHMIL, ThEh
39.15RE39.55ATHAH(H2).
MR OEFRMIL, TEERIFTL.2~

41.0+ % B (hR{E16.45 A) THY, 244%
#1267 4 B (33.3%), 3 EAEERIZ12(
th 25l (16.7%) ThH-1:. EERHI2EH
SEFNSHI AR, 1.3~41.0+ » A(H
RIEI2.15 H) TH-72. %40.25 8, 415 H
FRBLA2EPIIRELBEFHPTHL(HI),

% 5. RESULTS OF THERAPY

Regimen 1 Regimen 2 Total
Total No. 12 7 19
Adequate trials 11 7 18
Complete remission(%) 8(72.7%) 4(57.1%) 12(66.7%)
Days to M; marrow 27.5(9~60) 24(17~31) 24(9~60)
Days to complete remission 42(22~89) 37.5(24~62) 41(22~89)

Total doses of NCS(u)
Total doses of CA(mg)
Total doses of 6MP(mg)
Total doses of Pred(mg)

17,000(8,000~30,000)
1,540(920~2,520)
1,490(650~2,240)
1,430(850~1,660)

28,000{12,000~38,000)
1,730(1,200~1,780)
1,560(1,120~1,680)
840(675~1,350)

18,000(8,000~38,000)
1,600(920~2,520)
1,560(650~2,240)
1,270(675~1,660)
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ocontinues in remission
edied in remission
Xrelapsed
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5
6 12 18 2% 30 36

months after remission (1580.2)

X 2 . REMISSION DURATION OF PATIENTS
TREATED WITH NCMP TWO STEP
METHOD

100% |
oalive

(Responders)
ponders)
(Total)

M
(1980.2)

509 -~

Percent surviving

{Non-resi

18M UM M

months after diagnosis

& 3. SURVIVAL OF PATIENTS TREATED
WITH NCMP TWO STEP METHOD

M 1M

2) MEBEFEEE)

EHMEAIC BT 5 MEFEHZE6 ISR
¥ 5, WBEC BT 3RO A AR NORIEE
{3160~6,000/cmm ( H2{#550/cmm), i&#ER
W%BENRIRESZ THOEFEERKIZ11~738 (PR
fE24H), 3,000/cmm L EIZEEYT 3£ THH
¥13122~120H (FIME4TH)TH -7z, Kl
W ER B D IR ARAE L 0 ~1,900/cmm (P R &
80/ cmm), EEBAL ) RIKESZ THOEKIZI0

~750 (fPRfE24H), 1,000/cmm ELEic
EE$ 5 % T B2 22~ 100 H (H RAiE42
H) Th -2, MM & 1K & 3 200~
21,000/cmm (& RfE4,100/cmm), &G
15 & D RIRMEE T BIZ12~488 (PR
&198), 100,000/cmm kL Lic EET % &
THHKIZ22~88H (PRIEIH) TH-
7z, EEIC & 5 BHEALMRE O RIEER
2,000~ 16,000/cmm( # ${#5,750/cmm),
BEBItE & D BARfEE T BT 9 ~608
(pRfE24H) TH-1,
regimenl, 23l BT 5 &, RifMH
MmERE, ke, m/RE, BREASH
Ko e &3~ CERARAE AT regimen 1 (T HbE
L regimen 2 »¥{KfE % & M 2R L 7247,
HIKEEES COHBUIZIZIZRL TH - 72,
MR G mEkE, kg, mMREO
E{5i%, regimen 2zt ) BHichmE
HRH LI,
3) BIEREVICAHHE
NCMP two step HEic L 2 EiEE AR
DEIER 2 RET 5 L, £5HBEHI(42.1
%), BETIRIG (68.4%), Euls, WEH: 4 )
(21.1%), BE1H (5.3%) EHLSBER%
ELEfE B LN, GOT, GPT o
LR 2L - FBMEEEL 46 (21.2%) <8
Hon, 3FlicETE, BETH ) »OWH
MThorzp, 1FITREBEEL, TSLEREPI
BERRCBITLEC L., TVAX—RiGE
LT, R2F, L3 v 73BN ih -
fz. ¥, TRk, BEEZHEIEFLZHLN

3 6 . HEMATOIOGICAL TOXICITY OF NCMP TWO STEP METHOD

Regimen 1 Regimen 2 Total
Nadir of WBC(/cmm) 700(200~600) 500(160~10,000) 550(160~6,000)
- Days to nadir 24(11~37) 24(14~73) 24(11~73)
Days to recovery(=3,000/cmm) 51(22~120) 41(34~66) 47(22~120)
Nadir of Neutrophile count(/cmm) 80(0~1,900) 50(10~200) 80(0~1,900)
Days to nadir 23(10~75) 25(11~37) 24(10~75)
Days to recovery(21,000/cmm) 44(22~100) 37(33~66) 42(22~100)
Nadir of Platelet count(/cmm) 5,500(1,000~21,000) 4,100(200~11,000)  4,100(200~21,000)
Days to nadir 19(12~45) 17(13~48) 19(12~48)
Days to recovery(=100,000/cmm) 39(22~88) 32(33~69) 38(22~88)
Nadir of NCC(/cmm) 6,750(4,000~16,000) 5,350(2,000~13,000) 5,750(2,000~16,000)
Days to nadir 25(9~60) 24(17~40) 24(9~60)
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# 7. SIDE EFFECT

E H

COMPLICATION

General fatige 8/19
Anorexia 13
Nausea and vomiting 4
Hair loss 1
Liver damage 4
Renal damage 0
Arrythmia 0
Allergic reaction

Shock 0

Skin rash 0

Fever 0

Lol

DEE, BREAFDAHEICOVTRET
5k, 126 (63.1%) 38°CLLET48B5RILL L
Mt L o RE8E2RD, TDHH 76 (36.8%)
ICRBHEDN AL RBD LNz, £ 5 bbitid,
Ftide 2 61, Whigs & B A6 2 6, Brife 1
B, Fof ERERPESF 26 TH -2, M
o DR Tl BERERI MY 35 L UKBOHE

coer B il ool

1) Fever episode(=38C, =48h) 12/19

2 ) Infectious episode
Pneumonia
Pneumonia + Sepsis
Sepsis
others

3 ) Major bleeding episode
Gl bleebing
Intracranial bleeding

4 ) Serum hepatitis

5) Steroid diabetes

6) Renal failure

RN DN DD M= LN NN~

WENERELEE Lh, BRPEHFFER S %L
> 72BlIEBH b - 72, MAMRDR A
Wil R 2EEs S, JHLE I 1 #1(5.3%),
SHEN MM 2 B (10.5%) »RH LN, EE
A 2 Bz & i Mi-marrow |23E L Tw
A IEEEMEE MEAGRIE L 1 A E TR
Ll > IERTH - 72, NMEF 44°2%1(10.5
%), AT a4 FEERR 26 (10.5%)i2

WU LA VoS
»—1st step—y Consolidation(1) Consolidation(2)
NCS 2000u —3] 2000 - [ 200 D [
A B0mgiE———us ] coli——1 CoMi—1
6MP100mg———y o 60 IFI 50} Il
Pred 60mg n
Blood - EE N EEEEEEEEE]
PRP Yy 4 &
¥ Granulocyte Transfusion
NCc(x16) 289 a7 04 2.3 17.5 129 7.5 9.9 9.7
10 92 rane
60 [ ]212 166
BM Blony ]
1 bl @zn I
53.6 [ 20.4 ; 28. 14.8 124 10.8 8.0 n.2
0 1.2 D%.’é oy as oy 1.6 =1 o
WBC
6000
4000
2000
Complete Remission
il
RBC(x1 Th(x'l?f"
400 20
300 15 gee
200 10 Th
100 5 —\_
0 0 # v v v g
1 10 20 30 40 50 days

B4 . COURSE OF THE PATIENT TREATED WITH NCMP TWO STEP METHOD

(Y.F 33y/0 Female AML)



BEA MR EREARFEICET 2R 7

Lhz(&T).

4 ) Regimen1l, 2 /&

T CICAEHICB VT regimenl, 20
BT A, INET B L ELEEEI|L regimen
1, 2 TENENT2.7%, 57.1%, ELEBRI)E
BfihR{ET42H, 37.5H, KM HmERE,
Bk, M/MRE, BRI TNT
regimen 2 TIR{E % R $ER TH "), regimen 1
BT 3 KBSV ESRRIER I N,

5) fEFIZR

fEB) 3 1 334, ik, AML (X4)

Zim, EH%EHKRE L TI9765F118 AR, A
Behf, KM TId, ARMmERF186X104/cmm,
/MR #41,000/cmm,  H fmEk#7, 200/cmm,
Z N5 LERFERHS3%, BIEHEKHST %% A
Bz, —FEMER TIZ, BHALMEE29.9
X104/cmmT, %0 HE§FEK3.6%, BIE
#HEk23.2% % Bz, WM FFET 5 &3k
NCS2,000u/H, CA80mg/H, 6MP100mg/H,
Pred60mg/H (regimenl) (=T 1st step% [
5L 72, NCSi34 BInAFER L 72, i6 BT
%108 BN EMER DKM T, FHEAKMIRE

4,000/cmm, & #H3F5K0.8%, BB #Ik 2.4%,
(My-marrow) & 7%V, KM Tld B mEkE

1,000/cmm, fu/)Mk#3,000/cmm &AL 72,
Target point A, Mi-marrow D¥|%EIZ TIKRE |
Zo%UEFTRIZIEFRICEE L 22H BiIcE£E
fRICEREL 72, REHIC 5 MBk$H400/cmm, @
/MR#$52,500/cmm & FERICEA L A2, Z DMK
MDA % BH A RKBEDMEWE DK,
2 MoFEREREMIC & DERL . XAFT138
Lo M MRE L, 4,200mendmm % LB L L7z,

% Njg NCMP3 2 — z |z TiE & # ik & HEAT
L7z b:BEE, BREHEIRIC THERRRE, it
BELRATL TV575% 19804 2 ARETLE
kR TH B, TLEBYM.14 A, £F
HIf40.2 5 A% £5EL T3,

fEBI 9 : 547 B, AML (X5)

Bm#%FaRe LTI9774 5 A ABE., ARk
ML T, RmEkE161X10*/cmm, A mEk$
4,800/cmm, 453 THEHFBR3T%, RIEHHER20
%% 3, Mm/R#I210,000/cmm TH - 72,
BEHZER T3 EMALMEE22X104/cmm T,
BREFER39.2%, RIEHER4T.2% TH 72,

l— 1st Step —— k2nd | Consolidation
NCS 2000u —] c— 2000 C—)
CA 120mg G — 40—
6MPL80mg; V=] B (=) SOi=—o)
Pred 40mg [ = = 20 2
Blood 200ml CI T o !
PRPSu y 4§ Complete Remission
L 2
NCC(x10%) 22 19 n 18 20 2.0 14 09 17
10 1 !
Bone Prom: %
Ery-bl
Marrow 4 [l 472 490 G“E D D Dn';-s 34 73.6 395
ol Wl Moo Bise e BncLizs O U Uy
WBC
4,000
3,000
2,000
1,000
0
RBC(x10*) Th(xf0*)
400 20 A
300
200 10 1
100
0 0

1 10 20

30 40 50days

X 5. HEMATOLOGICAL COURSE OF THE PATIENT TREATED WITH NCMP
TWO STEP METHOD (M. F 54y/0 Male AML)
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In » 3¢z NCS2,000u/H, CA120mg/H, 6MP
80mg/H, Pred40mg/H (regimenl ) {C T 1st
stepZ BfE L 72, NCS (31415 4 BEInAEH,
CA x5 HHLE " 160mg/ BICHEE L 72, G HRBALE
# 8 H BN ERZFH CE A LML X104/
cmm, FHFIK17.0%, BIERER6T.8% % 58,
ILEMENMEARTET N6, 9 BE & HNCS
2,000u/B # B U4H B EmMikE5 L7, 128H,
B mEk¥1,000/cmm, [M/~x#24,000/cmm,
BHAKMEK].5X104/cmm, E#%FEk4. 8%,
BB fEEK56.8%ic7c N, target point A » ¥|%E
L 1ststep #FIELAREL . KEZKTHED
FHEHIC CEMALMEEE20,000/cmm, &
BEZFER 5.6 %, BIBREEK3.8%TH ), BMEKE
1,200/cmm, i/ R#1386,000/cmm T - 7z,
target point B * #/% L, 2nd step & L TCA
60mg/ B, 6 MP60mg/H, Pred40mg/H %4 B
%5 L7, 2nd step # T RN ERZER] T3 BRE
Hi%A£520, 000/cmm, B#EFIR3.2%, IEE DR
E85k22.4% (Mir-marrow) T '), Bmskiiz
1,200/cmm, i/ MR#EI387,000/cmTH - 7z,
PRSEAR A B M EREE500/cmm,  11/)MR%EL 23,000/
cnm F TER L 2720 HBEHEEFIE L 7227,
ZOEIFCAHHELIH LN T, RIGMAE, FHEFT
RELICNEFICEEL, 2nd step#T#16BH,
BERA S N39E HicELERICTZEL 72,
7Nt NCMP |2 T 33— X DB sh ks % i
TL, 1977468 Aic:BREL 7. BBEfk, HRIC
THEFER L, SRIWEEZHITL Twds, T2
EFRAEL.8 5 AOEBONLEEL, Z0k
DIERFCL b5 T19784E 9 BICFET L 72,
EHEHARIZ15. 75 ATh - 72,

1 X

EE, SHaLmoLERED BRI, Ski-
pper'¥? 5 “Total kill of leukemic cells” %
EHL, BRCEFELOEBEZIINEZ L%
B LEB70 b a— N 2HLTHIEIC
H, TOBMICE > THE DHAMLFKE
RN, TnbEzlladbe/l SRIGAEE
PRIEINTEL, ZhbERN7ata—
NEIL, EFRVBOERORELZHCZ L %
By L, ¥AHRSRERE5HME L TURE

T

B2 B b —BICREL T2, Zh
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Induction chemotherapy for acute leukemia
Part 1. Clinical trial of NCMP two-step regimen for treatment
of acute non-lymphocytic leukemia
Masaaki TOKIOKA
Second Department of Internal Medicine, Okayama University Medical School

(Director : Prof. I. Kimura)

The clinical effectiveness of a new protocol, the NCMP (N:neocarzinostatin C:cytosine
arabinoside M:6-mercaptopurine P:prednisolone) two-step regimen was studied in 19 patients
with acute non-lymphocytic leukemia (ANLL). All patients were previously untreated and
ages ranged from 15 to 75 y.o. (median:54 y.o.). The ratio of male to female was 11 to 8.
The doses and administration-routes of antileukemic agents were: N, 1,400 ulmzlday, was
administrated by i.v. drip on day 1, 2, 3 and 4 (Regimen 1) and N, 4,000 ulm2 /day, i.v. drip
on day 1 and 2 (Regimen 2). C, 60—100mg/m2/day, was administered by i.v. drip and M,
60—100mg/m2/day, was given p.o. daily. P, 20—40mg/m2/day, was also given p.o. daily.
As the first step, antileukemic agents were administrated until peripheral blood cell counts
and bone marrow nucleated cell counts decreased to less than 1,200/cmm and 15,000/cmm,
respectively. Treatment with or without N as the second step was started about 3—7 days
after the first step treatment.

Eighteen patients were adequately treated by the NCMP two-step regimen and 12 of 18
patients, 66.7%, obtained complete remission (CR). On the basis of the types of leukemia,
CR was achieved in 11 of 16 patients with AML, 68.8%, and 1 of 2 patients with AMoL, 50%.
The ratio of CR was higher in younger patients (less than 49 y.o.) than in elderly patients
(more than 50 y.0.). These ratios were 85.7% and 54.5%, respectively. On the basis of thera-
peutic regimens, 8 of 11 patients, 72.7%, achieved CR by Regimen 1 and 4 of 7 patients,
57.1%, by Regimen 2. The duration of CR ranged from 1.0 to 39.5+ M (median:11.5 M).
The survivals from the diagnosis of leukemia were from 13 to 41+ M (median:12.1 M) in
all patients and from 4.2 to 41+ M (median:16.4 M) in responders. As toxic manifestations,
digestive side effects such as anorexia, 68.4%, and nausea and vomiting, 21.1%, were marked,
but were tolerable.

These results indicate that the NCMP two-step regimen is an effective induction chemo-
therapy for ANLL.



