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Table 1. IFN vs BUS or HU

1) Ttalian Cooperative Study Group on CML'"

10 of pts %MCyR med TTP med surv

<HIOS> (mos)

IFN 218 > 72 72
BUS, HU 104 45 52
2) German CML Study Group'?

no of pts %CyR %CP at 5 yrs m(e;lrss>u v
IFN 133 179 (15/84) * 59% 5.5
BUS 186 3.6 (4/113) ** 32% 3.8
HU 194 44 (6/122) *** 44% 4.7
*: CCyR (6),**: CCyR (0), ***:CCyR (1)
3) Ohnishi K, et al. (Japan)'®

no of pts %MCyR (%CCyR) %CP at 5-yrs %5-yr suv
IFN 80 163 (8.8) 41 64
BUS 79 50 (25) 29 32

IFN; interferona , BUS; busulfan, HU; hydroxyurea,
MCyR; major cytogenetic response, CCyR; complete cytogenetic response,

TTP; time to progression, CP; chronic phase

Table 2. IFN + ara-C vs IFN alone'¥
Induction: IFN (5 MU/d) + HU (all pts.)
IFN + ara-C: IFN + ara-C (20 mg/m?2/d. 10 d./m)

no of pts 9%CHR %MCyR  %3-yr Surv
IFN +ara-C 360 66 41 85.7
IFN 361 55 24 79.1

IFN; interferon-a, ara-C; cytosine arabinoside,
HU; hydroxyurea, d; days, m; month,

CHR; complete hematological response,
MCyR; major cytogenetic response

HEBBEICHEBELTWDEEWVsTEWV, T72b5 1960
AEIZ Nowell 12 & o TARIEIZHFA bR R E RS
N2 ENPSHIET D (YKL 21 FHROBARORE L SR,
Philadelphia' (Ph') Heftfk & dysh S =A%, BIFEIX Ph
R E RSN D), FD 1973 4£12 Rowley 12 & -
TZOYRMREFIL 9 F L 22 FHO Ao BRI (t (9
22) (q34;q11)) Td 5 Z L DR S, 1980 4FARICA -
TZOMHEFEREIZ X - TH U7z BCR/ABL hybrid gene
DOEEE., FFRIZ X 5 fusion protein 2SR O F 1 ¥
FF—E¥THO, ZOBERICL - THIRERMARE ST
5 EBBIEDIIEINERII L b o Tnb 2 L AvH
L722ETH 5B,

CML 12845 % {61 1800 SRR OREFEANC & A IEHEC
HE D, BUED IMIZFE 2 T TSt (WS,
busulfan (BUS), hydroxyurea (HU), f % —7 =1
v—a (IFN-o) 2 X 2EWHak, BER Loz eh
A SNz, 1968 4£ & ) Thomas 12 & » TR S 7z
B EZBRWT, AL L TAREKEIZ break through
L7z BbNbDIZIFN-a DEATH S L W25, THh

Table 3. Phase I Study of Imatinib Mesylate"

1) Hematological Response

Dose (mg/d) o of pts no of resp (%)  mno of CHR (%)
25, 50 6 2 (33) 0
85 4 2 (50) 1 (25)
140 3 3 (100) 1 (33)
200, 250 16 16 (100) 9 (56)
300-1,000 54 54 (100) 53 (98)
Total 83 77 (93) 64 (77)

CHR; comlete hematological response

2) Cytogenetic Response

Dose (mg/d) noofpts CCyR or MCyR(%) Minor CyR (%)
300-500 13 5 (58) 2 (15)
400 6 3 (50) 2 (83)
500 6 1 (17) 1 (17)
600 8 4 (50) 4 (50)
750 6 2 (33) 0 (0)
800 8 1 (12) 2 (25)
1,000 7 1 (14) 1 (14)
Total 54 17 (31)* 12 (22)
* CCyR (7),

CCyR; complete cytogenetic response,
MCyR; major cytogenetic response

bH, RERNC X o THLEFI BRI RO AT L, M
R R 1 O NHIEBID D 5 2 & SR SNz
CEREHINEZETHo FLT, AFEHEZFNE
TOEENEYIRDETH>72BUSHHWIZHU £ Dl
BB HIT ENT W5, Table 1 IZRFEW A 7Y T,
FA Y, BIUOKTOHBREBROMREEZR L2, »T
N MBRIEER R, B X OEFEHMTIFN-o 12X %
WHREAED Z EDMHERENTWDS (72720, FA4 Vo
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Table 4. Phase Il Study of Imatinib Mesylate'®’

Cytogenetic and Hematologic Response
(n = 454)

Response no of pts (%)

Cytogenetic response

Major 272 (60)
Complete 188 (41)
Partial 84 (19)

Minor 21 (5)

Minimal 50 (11)

Complete Hematologic R 430 (94)

B3 HU & OB TIRIAAFIHICH BB 5 Tw
T, RFOREBETIZEEHOBMIc oW TR AEEEITE
DOENTWRW)TY, 2%, 75V ADT7)IV—T7I12&
0 ARSI B & ARFEH] & AKH & O cytosine arabinoside
(ara-C) OPEFE DL O BGABRANIEFT S 1, Table 2
RS &L, MR CR 3, MlgBEFNER=, £
HREOWTNIZBWTD IFN-a & ara-C & OPEHEEN
BoTWDLIEDPHERINTWSY, LIk, AfFH#EE
A CML KT A RMDEMTH S LB HINbrI L L
ol FOWH, EEREDHEBICEMGERZ KT Z
Elz oz IMAEA &Nz, ko BCR-ABL 1 &
YEF-EIIHCY) VBT A LI o TEDIER %
FHT LD IM IIARBEZ O ATP HAIAICHE LT
ETHILICL o TARBEDEHZHET L LS TW
5o REHIOHE T HRBIE CML O T IFN-a 12 &
BHIEHDHEAT & 3 A H LN 1 CR 235 51T
WRWER], 1ADDM ERZNRIR RO 51T
W WIER, F 72 IFN-o0 BSE R TdH - 7228 MIEF D 5
WM B RN EREZ R LES, &5 WidIFN-o
WCABEOERMZ G & UThiifT s, #5®1% 25 mg/
H#%5 1,000 mg/H  THA TS 2K 7RI 5E
SNTVRV, MEFENR)FEIE Table3 D DIRT I E
< 50mg/H X W BE#BIAA SN, 300mg/HLLETIX
98% CMEFM CR 2% 5L ThR Y, Mgz shE
& Table 3 ® 2) 127”2 & < 300 mg/ H LI LA & major
cytogenetic response (MCyR: Ph et {A2535% LLT) 28
Ao, EETIE31% I MCyR 26N, 9B 7% i
complete cytogenetic response (CCyR:Ph % f& & 2%
0%) TdHo72" #\TE IMHRBAIIT SN0 W5
IEBNIES TAHRAER & Mt T, #5813 400 mg/H THI4H
L, 3% ALUWICIIESN CR 235 5 e Wi id 800
mg/H F TOEARD SN TV 5, #EHid Table 4 |12
RTTEL, 60% I MCyR 252D 6N, 95 41% Tl
CCyR BME o TH D, MEFM CRIZ % ITRDH LN
P UL EDOMHEEN S, BiloZFnE TRIEE INT
W72 IFN-a & ara-C O F#H L L O KRB 72 BAEZ M
R ERATHE4T & 7z (International Randomized Inter-
feron versus STI571 Study: IRIS)» # # 1% Table 5 IZ 7R

FZE L, M CR %, MCyR %, CCyR %, ZAaM
DVBTNIZBWTH IMPEREIE > TV, kB,
RARBFORBBIZII BT, W T 12 # AL CCyR
DS N RER D 9 B BCR-ABL gene Oz E. L X)L )8
5 PCR T 3log UL LD R & M7= hEHI D 30 7 H
T progression free survival 12 100% T®H > 72D Z
LT, ZoOHP033log LLTOERFITIZI3% TH D,
DFLUNVTOMROEEEII/RRINT VDT, F
7o, REFRORMBERIIRZHAEL TR WbIFTh b
A, IFN-o¢ I2DW T O#HEADH 1), #2113 Kan-
tarjian 512 & A5 TIE IFN-o (2 & - T CCyR % 1572
JEBID 80 7 H TOAELFRIZI% #iBZTWDLY, Lz
Mo T, IFN-o OBEEZEICTHEIMIZL > TH H»
) RiF R R F B RSN 2 Lilh b, —F, FH
il 5 MR RIS BAE, ME— DRI T & 2 15#
EThLHI MRS, RIITPHDHHL VS, 72
2L, HBEEIEDT10~20% B 0, KRIBOBKHETIX 40
ARG OREBNZR 5> TH HLA —FD FF—2 5 OBl
THAFEAEFERIT70~80%, 4T HITEA L72IEmsE
F =5 OBRETIE 5 FAELERIL60~70% & SNTW»
A0 DLl XY, CML O1& M o i # EIRASHE &
HoTERD, BAEOLIA, #EFNF—%HT HEEH
THHT, IMICX 2882 A THSBMONGTT % et
FTRETHAHI LTLEAPHBLNVWZ L, TLTZED
HZl LT IM&ZLS#14EUNIEMCYR (H 5 Wi
CCyR) b w3 BA LB LZIE) L v
DT RN EEINT VDS, 7272 LHAE, S 4
R DWW T H Z DRI A S & 5 X BFE s
FoNTEY, IMIZL2RUBENSHBLE 2% F Tl
ZOWBRBIEIZ OV TII S T E ik BRI NS 2
El%AH 9,
II. Diffuse Large B-cell Lymphoma

AT F ) v (non-Hodgkin's lymphoma;
NHL) 2% { omENC G &5 %8, diffuse large B-cell
lymphoma (DLBCL) &% OFAESEEA R b B\ F 72
AREZ L E L72WhbWw 5 aggressive NHL 13L&
g 2 stk ot <, ARSI X 2R it S
LEETH DT & HREIINALFHEICE T 278056
TENTEZZE VST, §FIC 1980 4 LLRE, #EFTH
® aggressive NHL (2%} 3 % {b 22502 13 S AN 1E 0 v ik
FHME LTL D Z L o OER L X ) B, %A
L7210, dose intesity (DI) D822 3 X AL HAE AN o3
ok ER2METAENNRITONTEL, 2L T
1976 S S 7: CHOP "N O ICBIT 4561
A D b & LTRSS S5 2 1A%, 453
AL DL EEE T L DO SR & 7% > T & 72 CHOP
PEOMESA L L CE 3 BMEOHETH 5 72012k
FICEEOFMKE RTEMNNSLZ L, BXU10~
20% DFEBN AR OTIRERT I &k T
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Table 5. Imatinib Mesylate vs IFN + ara-C'®

IM (400 mg/d. — 800 mg/d.)

IFN + ara-C (= 5 MU/m%/d. + 20 mg/m? X 10d/m. (— 40 mg/m? X 15 d./m)

M IFN + ara-C
%Complete HR 95.3 55.3
%Major CGR 85.2 22.1
%Complete CGR 73.5 8.5
%Intorelance 0.7 23
%PD 15 7

IFN; interferon-a , ara-C; cytosine arabinoside, IM; imatinib mesylate,
HR; hematologic response, CGR; cytogenetic response, d; days, m; month

Table 6. Combination Phase II Study for aggressive NHL

1st. Generation 2nd. 3rd.
CHOPY M-BACOD?* COP-BLAM (1m)2”
m-BACOD* ProMACE-CytaBOM>'
ProMACE-MOPP2V MACOP-B%)
COP-BLAM?
%CR 40-60 69-74 83-84
%Long Suv. 30-50 55-65 70-76

NHL; non-Hodgkin's lymphoma, CR; complete remission, Suv.; survival

Table 7. Randomized Study by SWOG/ECOG (889 pts.)2

%CR  %RFS (3yrs)  %Suv. (3 yrs,) %G4,5 Tox.
CHOP 44 41 56 1
M-BACOD 48 46 52 5
ProMACE-CytaBOM 56 46 50 3
MACOP-B 52 41 50 6
CR; complete remission, RFS; relapse free survival, G; grade, Tox.; toxicity
Table 8. CHOP vs R-CHOP for DLBCL

1) Elderly Patients (60-80 yr.)?

no of pts %EFS %PFS %DFS %08
R-CHOP 202 47 54 66 58
CHOP 197 28 36 45 45
2) Young Patients (18-60 yr.)®

no of pts %CR/CRu  %2-yr TTF %2-yr OS
CHOP like-R 413 86 80 95
CHOP like 410 68 61 86

R; rituximab, DLBCL; diffuse large B-cell lymphoma, EFS; event free survival,
DFS; disease free survival, OS; overall survival, CR; complete remission,
CRu; unconfirmed/uncertain CR, TTF; time to treatment failure

LN Tz, 22 TH 2R L Vb B ILF#TIIE
FEEH 2 6~7 FENIIMR L, LMD W T & A IfE
EN B 2HIED regimen = ARA Y (ProMACE-
MOPP (methotrexate (MTX), ADM, CPM, etoposide
(ETP), mechloethamine, VCR, procarbazine (PCZ),

PDN))*, (REFOEEOHEAKEZN CHMTI4 HH
W E RN O 2 W bleomycin (BLM) ##%45- L 72 b (COP-
BLAM (CPM, VCR, PDN, BLM, ADM, PCZ))%?,

MTX % #45- L T leucovorin rescue % 179 & w9 Tk
23A 5 (M-BACOD (MTX, BLM, CPM, VCR, dex-
amethasome)®, m-BACOD*, ProMACE-MOPP?),

S5, HRMRER OIS % B < H 1Y TN B P % Bk
25 EINTWSEPCZ ZHlAANTY, MTX O RKaE#
FEBITTALVWIRANZ SN TV D (M-
BACOD®, ProMACE-MOPP?, COP-BLAM®), %7z,
8 3R L Vb LTV (LSBT XS &
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Hb 2 3H 2 IHENI D HRMARAIED (ProMACE- DFIERBE L MHL, TOREEZEN L T HEEED
CytaBOM (CPM, ADM, ETP, cytarabine, BLM, BREDPVWDICHETH AN E2WiE-THEVR D,
VCR, MTX)®, MACOP-B, (MTX, ADM, CPM, X [

VCR, PDN, BLM)®), ADM, VCR® DI # =720 1) Druker B ], Tarpatz M, Resta D ], et al: Efficacy and
(MACOP-B®), iR ORA 0P 5.1 % Fift 5% safty of a specific inhibition of the BCR-ABL tyro-
BT 2 TEA R SRTWS (COP-BLAM (IID™). sine kinase in chronic myeloid leukemia. N Engl ]

Lo 2 #3148 ® combination phase II study {2
X B KR TIE Table6 1283 T & £, CR, disease
free survival (DFS) =& 3 CHOP #i: & 0 & BIF 42K
BERLTWA, TNODOFFES L ZHA R BRI
BERER DS DD EAT S N7z A%, WHREC CHOP #: &
DHAEIENTVWE ZEIFFEHSNZ kol FL
T, SWOG, ECOGIZ& %41 At (CHOPY), %52
f (M-BACOD?), # 3 1% (ProMACE-CytaBOM®,
MACOP-B*') & KB 7 A2y e BGRERATHEAT S 7z,
FEHIE Table 71R 3T & £, CR 2, DFS &, Aff3T
#1, 2, SAMICHFEZIAD SN T, graded, 5

# M 13 CHOP”, ProMACE- CytaBOMzs) Hﬁ BLT
M-BACOD®, MACOPBY THEIZCHERIZH O L
2%, UBES L, oo NHL I8 2 MRy 2L
#iE CHOP i Th b & ShT &7z, LM LIEE, B
Mg 23D 95% UL IZFEBLL Twv 5 CD20 1243
5= AHROH CD20 Hifko 2 #HH & b Mk oHE

WHEE ZRVE L72F X FPRTH 5 rituximab H3H5E
ENAZERXEIDHLVERME AT TS, CD20 1
pre-B Ala 2 & Bk BAIKBIZIZZHILL T 528, #:fiig,
EMNETIIRBL T, M SH%EET,
PR ST A2 Lo THIAICBEI L 2V n )
HEEZD>TVDIEND, FOHKRIC X A EEREDT
MF I NnTwiz, KIEHl o DLBCL (23 % phase ITT
study E LCTREFT 75207V —7I12X Y 60 % L
o % ##E ODLBCL % xf % & L T CHOP # i &
CHOP ##i: 12 rituximab % il 2 72 R-CHOP ###: & o &
1@%&&%«%%#5@??5 N, #ERIE Table8 D NIRRT
& <, CR *, progession-free survival #, DFS ¥, A:ff
%@w@“h“( b RCHOP S A RICERTWE Z L
NHERINTWBY, HiwvTI18 & HIZ X 5 Interna-
tional Trial T # 4 & T % low-risk # (international
prognostic index®: 0, 1, stage:II~IV, B & UFstagel
Thuky WE % HT HEH) ICB > TTIEH 575,
CHOP-like #¢ = 0 A @ # & CHOP #3212 rituximab %
Iz 72 CHOP-like-R #8: 5 & o AR % LB R ERAS AT
BN, HFIE Table8®2) 1Z/RT T & £ CRFE, time
to progression ¥, £ T CHOP-like-R JiEREDH =
WS TWAZENRMEINTVEY, DX, BAEIX
DLBCL T3 CHOP #:12fib ), R-CHOP #fi:h i
MEEE o2 VZBTHA I,

Pk, g T@ii%@ft%#ﬁ(ﬁ@ﬁﬁ%qﬂ AN AW
7275, CML % APL 12 B1F 2 G H B O ARBERY 72 7] 113
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Hematological malignancies are presently classified into leukemia, malignant lymphoma and multiple
myeloma, and leukemia or malignant lymphoma are furtherly subtyped. Among recent development of
treatment strategies against these diseases, treatments for chronic myelogenous leukemia (CML), acute pro-
myelocytic leukemia(APL), diffuse large B-cell lymphoma(DLBCL) or multiple myeloma(MM) need to be
highlighted. In the treatment of CML, use of inhibitor for tyrosine kinase, which deeply relates the cause of
disease, drastically improved the response rate including genetic alterations and long-term survival, even
potentially affecting the indication of allogeneic stem cell transplantation for CML. In APL, strong impact in
therapeutic outcome have been achieved by the combination with all-trans retinoic acid, the agent targeting
fusion-gene caused by specific chromosome translocation of the disease and anthracycline. In DLBCL, CHOP
(cyclophosphamide, adriamycin, vincristine, and prednisolone) had been long evaluated as the standard ther-
apy for DLBCL. However, when CHOP is combined with rituximab, a human/mouse chimera antibodies
against human CDZ20 which is expressed more than 95% of human B-cell lymphoma, have shown statically
superior therapeutic effects to CHOP alone in CR rate, disease-free survival rate and survival rate. As for
MM, in addition to high dose chemotherapy with autologous stem cell transplantation, recent development
in use of thalidomide or proteasome inhibitor, each possesses the novel actions of mechanisms, had brought
this field to a new era.



