II.

U/ NREES B R T iaEemms ) > E (ATL/L)

| ATLICH 51 4—7x0>a+
L hOvr L ABRIOUED T

A T MR E R - Y /3 (adule T-cell leukemia-lymphomat ATL) &, Jul - driil 5
FHRLDETAEBEHARICSHET 2 THREEE L LT, 1977 LGRS Ik > TIRBE N
RS TH Y, 1980 EROBDICIFEETIANZAELTL FEY A LA TH 5 human T-
lymphotropic virus type I (HTLV-1) #¥R &N, BAETHE, HTLV-1 707 4 L AHATL
MlE®D DNAICH 7 o — R AR 00T 2R T MBS 2 ATL L E#T 5. ATL
DEFWREI HINRES, Vo HilER, & LDH IUE, & CallifE, HARBRRE, RE
S BBBREELEBELLOTHLY, ELOHTEHEETHI I LBHIONTVS,

FRETE LT, Fin, 2FRE (PS), BWER, & CalllfE, & LDH MAESEETH
52, FRETFR LERRECRE, S, A, BEEE, & LDH IE, & CaiiiEDH
R X DRESESRIBE A, THERRRNEROBEELZBE L S0, EEHR P SE(MST)
BadR e #H, Yy @R 104A, BERa A H, (THRVEN3EM ETHoRY,

ATL EHRICA TS, BADAACRIELRRT 7Y A E LAY 7R TOREIIRS
N, HERBBRROREMTH S, BV vl /ABO S P CELOTHPLBERTHY, ¥
EE o BENERINAERABREEET 50 HAMACEEEETH B, BE, HARIE
100 AABEO HTIV-1 ¥ v U TBEET 2L ENTRY, Z204p5 56 112 1,000 A2 1
ADEETATLZFRET 2L ENTw 5, FHOooHE 20 RROBELELHTENT, 30
MOV ORAICBESEMNL, 60BREY—2C L THRLCHAT S, 1 AO HTLV-1
FyUTH, RETATL2RET2HAUNSUBELEZ SNTVR 3,

ATL OFFEEMIE, 2001 FICIHTHE 61 R TH > 70D, 2010 FloEPRB 67 R EREE
nTEh, BEOEBILIEATHS, HTIV-1 ¥ v Y 7OEBILIBEEI LTV 5,

HACTI, aggressive 2B EH/ Y v N ER/FERARET2H 7 84458 ATL i, CHOP-
14985 £ 0% 3 HHBRB O R 5 VCAP-AMP-VECP R : S h3?. Ll
FOIFEEFHAIN BB ERRTHL I DS, GATLAIR XYY LMENREIN
T 3 AEENSMRBHANEE llo-HSCT) bENRM L LTHREIATLEY, 4,
indolent 2 T B/ FPRARKF2E I L WIBEE ATL 3EBRETL-BIZB4EET 2
B, B BEED ) LICAERLL, 20RO aggressive ATL LEERTH 5. BHEAYR
WIS OEE, PEARRT % b 7%V indolent ATL ERHEELT % # Tl watchful wait-
ing 23RN & & 39,

(COPY) 498-12576
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ATLIN T 2 EEERBI OV COBRRBOEE IR N TS, TO LI &lkd, 20094
12 ATL IS 3 RIS 2V T OEBIAESTBR S 1, ] Clin Oncol EIZAE SN (#
D9, EEIEFVALRLOBOREIPRORD, THEFA FI A4 tidnd, ZRT
NREBRPFEOHIRC OV TARL 2 Y2 Y Y AL K- b CH B, RITRT IEN/AZT L,
THOZEFY A TRT VL 2pOWEIC Lo TORE - MO 3% 59, ATL D4R TH
HHEREE T LRI 1 2 LTAEL AL SNTL 351D,

EEE v 7-7xura (IFN o) LEESEREENOY P72y (AZT) ® ATLICH
T BERZIRZHS DT B,

BRI E 221 VSO ATL IS L AZT 1000 mg AR & TFN« 500 7 \> L 100075
B T2 AT 2,

BB Aggressive ATL 19 B (5 % 7 BUISTE%E - B5R) © 58%HSHM (581 CR & 6 H10 PR)
AN,

VRTI AV —T7xz0 oD, REEFSSATLIELDREEHET D
DT, FEBOBBEEEUVTESEFMEENZNRETH D,

BRI 4> 9—7=zuva (N o) LMEEHEHEMNOY P79y (AZT) © ATL I2x
T AR ZHE S T 5.
BB okl (594), #E (134), Martinique (P84 > FEBHEO 7 7 v R#4E; 111

f| 49812576
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%), 77 v AEE (67 4) D250 £H0BR A EHENEOREZIT - 7.

el FRTRIRE -7 ATL 231 4D 9 5 207 BICIREENER S LTz, 75 A HIERAE
ELUTIFNa/AZT FEE2Z 0T Y, £FHRPRE 17 28, 5 8EHFHG 6% LR
R Cchotz, 35107, IFNa/AZT BEZZ I ¢80 8, 88 17 40H% %
RET B L, BEMEPRMES 4T 10 FEFHEY 100% ThHh- i,

FeilD SEOHESBTEREINETO/NRELERETOAZT L IFNOBVWEMEEEBHRL
THED, ZOHBERERMELE ATL ERT2E8NEBERBTHIEERIESNEAN
ETHD.

EE g AL S ATLIEN L THEEREINTwE A vy —7xuva (IFNa) &P FT
v (AZT) RS2 HAENCHRTT 5. |
el 3HADBERNEE U/MEABELTIAS R oM EC T L IRNETH 505,
IFN/AZT BRI & D 2 ATL IR ZR L 7,
[ 85 HATOSBROATL RAEOBRLEBRT 2 &N 5.

IEN/AZT BRI T O LROWMED S BEYETH 24, MEBELE M 224
oy FRBERLSHROBREHEC L IHABERTHY, LLTHOBOWIEF VA
EITHTL b TERY, YYD NEIMENOREFRLAGICES L 20898
MST 124D JCOG-LSG Tt S btk L h TH- T 2 ed 6, HATI O
ERABMCRE S Ao, 18 IFNa/AZT RO R S8Rk L T 3 &
BHMA b H D, BEOHABIERE2 L LI, BOEBAE L NCONHA FI4 T,
ZEF VALV EGDY o ERDAO ATL IO UCIFN/AZT BHEZHER L T35, L
L 2I0WETIE, IFN/AZT SR CoBRFEI At L v 3 3HEICLiikie L b
b EElo T, BEEATL 08T 286 OWEREORFRE R, BATOFEFEOK
BEHARTTH> TR (J1), —F, B TR BT, EfRE L 0LE008l%
R RE s ECRBIMVEREL TR Y, EREZOWBCOER T LB I N TS,
ZORERE, RN Y 3 BACO Warchful waiting D 54, 104, 15 L FHIA1E 47.2%,
25.4%, 14.1%TH D, EFEMBICT I P —@hb ol IR TEETH W,

IFN/AZT #ikix, REIC O3RN LETCH D, BEL L TERBRERL L0285,
BIMEE L ESRRTH 558, (LPBEEP allo-HSCT IR THEERBO L RES TR 3.

IFN/AZT #H02, FEDIC ATL IO L THYERBIETH 208, TNE ToOHENToONE
RO L BT EINTIC & B evidence level 250 Chwv 2 Lo, BTl —RBHE
CREEINSZ L, BB, IFN, AZT L3 cBEELMEIIC B 2 ATL oW 2 ERERIk

»: 408-12576
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A Chronic and smoldering B Lymphoma
10 S — — 10 - Antiviral therapy
n=17 5 .
% ok 5-year OS, 100% g 08 Chemotherapy
505} S 08 P=009
zg n=6 g m
Z ) 2 n=71
@ S-yaar 08, 42% v S-year OS, 18%
% 02 b Antiviral therapy “g 02 ;
% {} - C gfmfa}yi i, i 3 i i 5 G 3 M@, 7 i’?’m&s‘ i i 3 k{ §
0 12 24 36 48 60 72 B4 95 108120132144 156 168 0 12 24 36 48 60 72 84 96 108120132144 156 168
Foliow-Up (months) Follow-Up (months)
C  Acute D JC0GEBO1T A
- 10 e B rbingd 10 m, Hazard ratio=0.751(85% C1, 0.50 10 1.13)
g e ey 09 [-l\One-side p=0.085
08 v 08+
é 8 o7k ~— VCAP-AMP-VECP (n=57)
% 08 S 08 — CHGP“?@{GWGQ
£ n=45 % ol MST=13M
04 - o, 04+ o
s Median, 9 months, 5-year OS, 28% 805  Byear 08 (%) =24
E nm R
§ 0920 1.P=008 | Median, 6 monhs, 02 usT=11
S gl i5-year 08, 10% ., . o Bvear 08 (% =13, ~ y
0 12 24 36 48 60 72 84 96 108120132144156 168 s 1 2 3 4 5 6 7
Follow-Up (months) Time After Random Assignment (years)

00D KE, B, RRICBIS ATL ICHT B IFN/AZT SERELEIEIC X 52BN ORBRILLE
A) BERB LU TRUR (Zi#h 4 £ 10 &WEE. 3IM)
B) U/tER

C) R

SEMW:

D) BEICBEIRP Ty YT ATLICHT B VCAP-AMP-VECP #6E& CHOP-14 BEADHBRRR COSEREE

v, BfEDLWETIE, indolent ATL 4T 5 IFN/AZT #8E & AR RORBIZEE: (Ww) &
DHEABSFHE X T 5,

IEF VAT ATLICHT 5 IFN/AZT SEEIC DO TORRZ @S L 7258, 51 indolent
ATLIHLTHETHS Z 26, WW LOBFE O >WIORMOBIENEENS, —HE
BB ATLICN L CIRBLIMICSH 2 X 0, BhLbeiE, alo-HSCT 2 EMERE - &
h, EREROBGIE, ¥ CCRA VA L oFENERH &N S, IFN/AZT Bk AdRzE
WTEFGHARIEEE v, BRIEAINNEZORBTFPREIRBFLREIN T
%, —H Y v ERNCABRESER LI QWP & LU C ps3 BEOBBESER I T3,

BT, FFSREICHCERZEM U7 IFNa/AZT/M e BOFREED, BRI ATL 2 NRE LA
HIHRE (104) DERIEEIN, 74ICCR, 3AICPRBBSATVE D0, BHEM

(ICoPY] 498-12576
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Mok BIIFSEH O TR, X5 CHEEIR IFNa/AZT SERFHE IR TP > 12 2
L, HEBO FETOBRIINAZVEELSNSEY,
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B A THilEBmE - V2 /\EE
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o, REOME, nEREErE?

A) BK

BT JIEEAEY 789 (ATL) i, & b T U vosskifEy A L2 T8 (HTLV-1) Reifan
JEEIC L - (BRI AR THIREE 5 5. Cell to cell infection 1Z &5 HTLV-1 D&
guighe e UCik, &3, B, MR ELRSOTH LM, ME ATL OFIEIZRFLIC X 5 RS
BIEL D, ATL OREERIEH 60 BRETH Y, HTLVI RGP 5 ATL OREF TIRWE
RMZET 5. HTLVIF v Y709 5 ATL 4 FAE T 5 DIEERM 005 ~ 0.1 %R L FEA o T
3,

KM OREE Y VBRI SHER, RS hEORELED, KEETHRY Y/ IETH S
ZEMFEHE Y, Mg HTLV-L PR B4 & IXMERAIC ATL L2l X hd. XISy
Ty b AR EGCT HTLV- B0 € 2 & v — F LA i SR ifigms L 2 5. &7
vy AMER BRBRMETRETSZ I L35 5700, BHERE LTENTILENS 5.

 B) KB

o ATL &R, RESTETY, MRS ERETT 5. ATL R, Bufift, Y VISR, 2R
| ENBN, % CalldF, % LDH IS & ORMPBECISUT, B, V> WL, 81, <35
 DEOARRICAEENS Y (B1). AWMLY VSENO ATL B2 RFRANIEE ) ¥ KR
FRDBN, 2NIMAT, SEEEE, 8 Ca ESEEEO 2EU LOLDHOLAEZET S L
MEV, —FT, BHRL S THRDEO ATL CRERLRLRE, WREIED SR, MoisEHE
R Ca MfE, HiEEO 2 HL EOBE LDH MEE 2 X v, AFHEGRIE MST) 3, 2862
KA, VyoER102 A, EH 243 7R, <TEDA A EEBEXIRTNS,

Q) aEiggt

MR Y v SERO ATL ZEBIOET LY RARE 20 B R bFREOMIG L 5 5. F
HARRBATF (fisf LDH, BUN, 7473 YOWFNIrARE) 2HT H1EHHO ATL 3 FRART
HOEEEOHEIBEEZ L bR TWE, —F T, <TX0MR PHABET 4/ X onigEiio

? 49801767 265 —
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15 AmERxE

5 ATL BB QBB
{TAYR BEm U g SRl

3 HTLV- R + + + +
2R (x 109/ <4 = 4° <4 *
BETULHAR = 5% +° =1% 40
T~ —A— %5 0feiEis BA BF4 No +
LDH =15N =2N % %
H#IE Ca (mEq/l) < 5.5 < b5 R #
o NEREA (FRESPICETEEE) No % + %
R

4 % % % % %

Y I3 No % Yes %

i No # % #

B No 3 % 5%

kit o3 No No E3 %

B No No % %

BEK No No % %

Bk No No * %

SHLE No No ¥ %
N E%ERR
% EOHERE L.

)% BOBEEFBASANERFARTCEEWV. LA UEHAOERR U /38 5%BUT DB
ARASRNICEI N EBESREEREL T 3.
aT UL NERIER (3.5 X 10%IBE) 232 EFDE,
b RMMORE ) o NES S%BUTOBAFHEPRNCHBI W BESRUALEELT 3.
(it 2 #4E)

ATLIER TR A 72 8 3 - DEARCEREER X L5 2 L %Wy (Watchful waiting)., U2 L,
BRI ANELT 2, 2ORIBANE - ) VSERO ATL & RS PHRAR & - D%
MG A5, BHRP TRV THENEBICRB L TWABAIE, A7v{ FONEE RN
RENRRENB 2 e2%0. TRDEPEHEID ATL BEORM Y » v —DHR, Zhbofic
BEMEGETAEMIFET 22, 10EH B L T s BB LT AERMS S o7z, — /4T,
SHIMTHC T SEMERY, ERE U TEDOTHRIEIST LU RIFTR VI ARG I TED,
5 OFEIIHT 25 7 2 IR O RD b T g 9,

RAVE B L CEROBEMEIL L33V 2y AV — P BERSHh, RESLHRESNHO
recommendation %, RFRE A 5T B BEO response criteria IZOWTR O ENTHY, ATL
OBIRIPRLTCBHITE S Y,

— 266 408-01767
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....................................................................................................................

EFEDRRS ?

SR, Y VEY, PRARETEETAEEEO ATL ICH LG, FEi3IE Hodgkin U Vs
JEIZA BARIBICHE C - S REARA S N T E 2B MST IRV 8 2 AR Ch - 4,
Z UK U, Japan Clinical Oncology Group @ Lymphoma Study Group (JCOG-LSG) ¢id, VCAP.
AMP-VECP & (LSG15/mLSGI5 #@5) ZBEF L, REREOUFENRESI N TS, ZO%HRE
Tid, G-CSF zftRH¥ % Z L2 X 0 ik & M U IGRMS oMM ey, ATL OLAIMERR
# HI8 LT Carboplatin/Ranimustine 2 AR A TS, X 51T, ATL T 2 i@ ma o
LTI EENEA LR L O S (F2). 70 3R TC, performance status S 1 BB
=N I=RREILH LT mLSGIS & bi-weekly CHOP FED Al & B IT X h, BHE 72% (5
EERA0%) vs 66% (25%), 1 MBEAFHA 28% vs 16%, 3HEEEFEA 24% vs 13% &,
mLSGIS IREIC B W T BRI AR EREA L 3FREFFIANRE LTS Y (M), KRELT
ARG & 1D 2 0, mLSGLE SRR BT ATL 0 2 B o ik L £ 2
LT3,

—HT, ATL T, 70 EOSHER, RN, S ESREELRROENN DL, 6T AR
B, Zho OEFNCHHT A BN ABEREIEY UCnkn, R4 ORER T, mLSGIS k% 1/2 ~
2/3 BIEEICHE L COHRETY, BEL LSRETERER ORGSR, HEETHIE 05

KO- 20 BEICFHRL, 6 3—XBIIET. MIX 15mg & AraC 40mg, PSL 10 mg OBEE%: 2, 4, 6 O~
ARGICELET 5. FhIRED 1,000/ui RH & LT 5,000/ul (CBE$ 2 £ ¢ G-CSF 2T 3.

day |1(234667 8] 91011121314 |151617] 1819202122232425262728 |29

VCAP

VCR i mg/m? O

CPA 350 mg/m? |O n

ADM 40 mg/m? |O e

PDN 40 mg/m? |O X
AMP t

ADM 30 mg/m? O

MCNU 80 mg/m? O

PDN 40 mg/m? O ¢
VECP o

VDS 2.4 mg/m? O u

ETP 100 mg/m? OO0 {

CBDCA 250mg/m? O s

PDN 40 mg/m? & 00O Al
G-CSF trrett S S A A ttttrttttttt -

: 498-01767 , 267 —
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0.8
0.7
0.6
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0.0

— VCAP- AMP- VECP {n=57)}
------ Bi- CHOP (n=61)

1

3

1

0 1 2 3 4 5 6 7
SEERhRE: 1148, 3ELEFEE: 13%

BI-CHOP BAEOEFIRbRE R 11 7B, 3ELEHFEHAIR 13%
TH - 1=DICH LT, VCAP-AMP-VECP SExOEFHEhREL 13
HB, SESEFRSEL24%TCH - .

ALK TEBHEENEEL) MEEHSEL, BE chdhids bRY FOBRRIICE 0 B 4505
BAOBTEEET XIS U TEY, FITHRBETFELRD TS, R bRV FRYITVEY vk
EOLBEVIRESEHTH2 L OGS 5 5.

ZOMOERREE UTHE, FIEERTCHEFDR TS, A V2 -7 2uVa b4 NAFITH S
VR TVvoitERE IEN/AZT R 255, SREOBAFHOBMOMAR T, S48, 8%
B T4 AL ERD AFEICH L TEITH 5 —F T, Y VvERTESEAZ LVHE
F|EXNTHB Y, T30 MRS HOBFEREILIRMNEN 1) % watchful waiting DEE LD &
BETHOEHICET S, —4 T, WRAXRBROMRTILNI L, SRS T 288 iIE mLSG15
%528, IhoOEFIFF TR ATLICNT 2 REEBIEL A TN &, 2 ZOMER
AHd., ZOREERYC, RYEITH IPN/AZT FEOBERRBREBIS AT CEHSED b hTn
5.

ATL Tid, mLSGI5 D & 5 B EFIPHALERE C—HERL k> TE 2L OBAERLEAD 5. B
FHFNCT 5 salvage BRI DWW T E & & o BRI EATRHE T Tnkn, BADHER T
mLSG15 I T 5 REIEHTC, ERBROBBHIHLT, AV I/ FAVEV AT IF Y OHH
FEE TV, FPHHEBEVSOOBNE H2% (REEH 7%, HMAEMBL%) LHREEDT
na,

%317, mLSGI5 MEDHEART.

- 268 [E0BY} 498-01767
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a), b), ¢c) POLEIAREE, 41BE1 I-RAELTEE6 I-REHET 3.
=E Bk H= fEHH
a) VCAP day
EX o) X+ 1 mg/m?, v 1
SOORATERR 350 mg/m?, div i
FEUnEsy A0 mg/m?, div 1
PAVE eyl n b% 40 mg/m®, po 1
b} AMP
FEunrsy 30 mg/mé, div 8
STAhRF 60 mg/m?, div 8
WAVE Syl u B 40 mg/m?, po 8
¢) VECP
gy 2.4 mg/ne, iv 15
IMRVFK 100 mg/m?, div 15~17
HILFETSF 250 mg/m?, div 156
A R e i m R 40 mg/m?, po 15~ 17

- 2,4, 6 3~-2FCBEE (2T E 2 4d0melbody + 4 R L&Y — 1 15 mg/body
+ 7L Rzva 10mg/fbody) #175.

- BWKRTSFOEHEBIE CoBILBUTHET 5.

- AP 1,000/mmP RBOBEE, AER B LT ORNERSHIER ganulo-
cyie colony stimulating factor (G-CSF) OB T %1Tvy, ##+hIREL 5,000/mm® 11
EEHNIE G-CSF #4k3ET 3.

» BEASAN, WMEBEPENSBELRIAOTE, ERCIERL CEERMET 3.

.................................................................................................................

& MEFHARASAE ODE D & SRER( 7

ATLIZHE B LEREORBREIRA EL TW3 00, KBHNER LGRERGEE &5 7
O, WREEOBEEE B8 U CEsMiElREARAa s htn s, BgEiseiliaibis S L
RAEARUSRAI OV T, BREAE CAREIRD shtnzy, —F, RSl
{allo-HSCT) Tid graft versus ATL BT X 2 AFEOWENFRF I T3, ATLIZNT S
allo-HSCT DE B %A RN OFE, e Ll B2t /Y Lakoiiie, 34
SRR B EEPERRE SR TS ?, Bl (> 50 ), B, TR CORMESP, HLA
— AL K- b OFHE & R U OISR B TSR T - 7. JCOGLSG Tid ATL I
X9 2B BERENY allo- HSCT OASMEZ BRIET 2 =D IS X BRRB 217 - Th D 2 ORI EH
Ehd, ATLBEMFLSWERTH S Z L2 6, BHEIEBIBRRTLE % AV 7z allo-HSCT 1220
THHERABRRTDbhB Y, HFdh s d,

Z DX I alloHSCT BRHEHFEMG 2 2 HENRREE L oh T3 H, —HT, P
BERAE, BRRIGELRE, BIRSADEMCBEIET R TR 4 2R T2 08NS 5.

GCOPY] 498-01767 269 —



18 AiRRER

O, fiHR, SllROY - 2k, RESBHERII DO TSR ERES Y, fIAIHTLY1
Fy Y FRBEF—& 7 Va0 7 G FF —OUFhERRT 321 00nTi, BHTLVI £
7 BT - b ORI ¥ — RO ATL 2 RE L2 L OHERS 5 Y. ReOMRTE, F
F— 0 HTLV-1 SR OISE, ¥4 Y 70y b LT HTLY-1 BEaD € / 2 0 — 5 L RIEA
W EEHERLTHL Fr—L L TWw5, BiEEFHOBEBEAREEZIIIZAWCILRARELT
%<, —HTRARORE CLERICER LR CUEREFOTEE L ME S h T 51D,
KEOBMENRE U CEFAEA YT+ — A FI YUY} RBETE B,

...................................................................................................................

BHEDZS, EOXRIICEEINIERLD?

ATL BT, RRICHifaE @& T L7 compromised host T 1, HNMRBGYEOAHIEER
HETHS, PTPEELON, HERYYE, =2 —EY x5 2if% (PCP), ¥4 FAHur{
(CMV) MizeTdh 5. EHAPLTRDMOBEL AHRBRYMEL AT L5 5. (LERED
BFIZBLCIE, EFERYUELHLTTPARFY YV B, JAady—N, 4 337/ —-NEED
THNIREZT 5. ERRYUEOTES H - 2BAIE, BENICEBZINE XU SD v v A
BHERBOMBROREL TV, RIZISCTCIAIF V=N, A 52TV, 3HT 7 VRV,
RY AP =, YR =2 T LkTF Yy BREOHHEEMBET§T5. PCPIZHL T ST AHID
FHAIRE LT . PCP FERICIE ST FARIDAEMNIRA & @Y dite v 5. AR/ ERARKSIE
DIERR, BB AL 20, CMV BEYEL SR, 1958 CT iftrh CMV HURHIE & B
T4, CMVRUEDOABHCH L TR Y Yo u e EET 5, MEENZ - O AMREEOS
PERIS, ATL OREECHURAIL 212 K5 ZANMEMA L EN T3 0B SV EREET 5. HHOK
HOHBIEFCIEA V=T Y FEFHEICERT 3.

AR ATL CIREHEIE Ca EQAPER® 5. & Ca FEIST LT, ATL 123 5 (L2355
HWEAS LB, Wi Zh VA, YASA R - VEBIEERT 5.

Bz, PEAWIROMI R
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The Lymphoma Study Group (LSG) of the Japan Clinical Oncology Group (JCOG) was
initiated in 1978 by five institutions and now has 47 members. JCOG-LSG has focused on
combined modalities, dose intensification and the incorporation of new agents for major
disease entities of lymphoid malignancies. More than 30 trials including 10 randomized trials
have been conducted for aggressive non-Hodgkin’s lymphoma (NHL), adult T-cell leukemia—
lymphoma (ATL), lymphoblastic lymphoma/acute lymphoblastic leukemia, Hodgkin’s lymph-
oma (HL), multiple myeloma, NK/T-NHL and indolent B-NHL, and correlative epidemiological
and pathological studies have been performed on human T-lymphotropic virus type-1 and T/B
cell phenotypes. The first trials for aggressive NHL revealed significant differences in the
prognosis of ATL, non-ATL T-NHLs and B-NHLs, establishing a subclassification of ATL, and
leading to the establishment of standard therapies for ATL and localized nasal natural killer/
T-NHL. Recently, for B-NHLs including diffuse large B-cell lymphoma, mantle cell lymphoma,
and indolent B-NHLs, regimens incorporating rituximab have been evaluated. The JCOG-
LSG trials for HL led to the approval of dacarbazine for the National Health Insurance in
Japan. The multicenter trials by the JCOG-LSG combining new modalities such as molecu-
lar-targeting agents will contribute to further improvements in the treatment of lymphoid

malignancies.

Key words: clinical trial — lymphoid malignancy — Lymphoma Study Group — Japan Clinical
Oncology Group — T- and B-cell lymphoma

INTRODUCTION

Lymphoid malignancies consist of B-cell and T/natural killer
(NK)-cell neoplasms, which are clonal tumors of mature and
immature B cells, T cells or NK cells at various stages of
differentiation (1). Paradigm shifts in the management of
lymphoid malignancies have been achieved by the discovery
of new disease entities, revision of classifications and devel-
opment of new agents. The diagnosis of lymphoid malignan-
cies improved significantly in the 1980s mainly with the
development of immunophenotypic analyses using monoclo-
nal antibodies. This resulted in the discovery of several new

disease entities. Among them, adult T-cell leukemia—lymph-
oma (ATL) was first described in Japan by Takatsuki and
colleagues (2) in 1977 and was found to be associated with
human T-lymphotropic virus type-I (HTLV-1), the first RNA
retrovirus associated with human diseases, in the early 1980s
3-5).

Treatment of lymphoid malignancies has been improved
by the development of standard combination chemotherapy
such as CHOP, secondary in association with the advances
in diagnosis and classification described above, and by the
development of new agents and modalities such as
an anti-CD20 antibody for CD20-expressing B cell

© The Author 2011. Published by Oxford University Press. All rights reserved.
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malignancies, autologous/allogeneic (auto/allo)-
hematopoietic stem cell transplantation (HSCT) with the
prophylactic use of granulocyte colony-stimulating factor
(G-CSF), and thalidomide and its derivatives and proteasome
inhibitor for multiple myeloma (MM) (6,7).

Along with these advances in research for lymphoid ma-
lignancies, JCOG-L.SG, which was initiated in 1978, has
conducted more than 30 clinical trials including 10 rando-
mized trials to establish new standard therapies for lymphoid
malignancies (Tables 1-7 and Fig. 1) (8—10). In this article,
we summarize the development of JCOG-LSG with the
results of clinical trials.

HISTORY OF JCOG-LSG

Conducting clinical trials for the development of standard
therapies requires investigators, a coordinating center and
committees under the support of grant providers (8§—10).
Now, LSG, as in the case of other cancer study groups in
JCOG, is conducting trials under the organization of JCOG.
At first in 1978, following the success of multi-institutional
clinical trials of oncology in the USA, a directed research
project entitled ‘A Study on Multidisciplinary Treatment for
Solid Cancer’ was started. Several disease committees

including LSG have been supported since then by
Grants-in-Aid for Cancer Research from the Ministry of
Health, Labor and Welfare (MHLW) in Japan. LSG was
initiated in 1978 with only five institutions chaired by
Masanori Shimoyama, MD, and included the T- and B-cell
Malignancy Study Group as a subgroup to conduct epi-
demiological studies of ATL. It then grew to 17 institutions
during 1980—84 to perform virological studies on ATL,
resulting in the discovery of an etiological retrovirus called
ATL virus by Yorio Hinuma, MD, in 1981. Meanwhile,
LSG has conducted clinical trials for non-Hodgkin’s
lymphoma (NHL) and later formed the Lymphoma
Clinico-Pathological Panel to evaluate the reproducibility
agreement rates of the pathological diagnosis of NHL. Then,
the Autologous Bone Marrow Transplantation Study Group
was initiated by Kensei Tobinai, MD, in 1990, which was
later integrated into the LSG and the Breast Cancer Study
Group in 1999. [LSG now consists of 47 institutions as an
active disease committee in JCOG.]

Along with the development of standing committees and a
statistical center, the multicenter cooperative oncology group
was named the Japan Clinical Oncology Group (JCOG) in
1990. JCOG has now a common Data Center, a Steering
Committee and each of 13 cancer study groups including
LSG. JCOG-LSG has conducted consecutive studies for

Table 1. Results of the JCOG-LSG trials for advanced aggressive non-Hodgkin’s lymphoma (NHL)

Protocol Regimen Patients risk category = Phase  No. of patients ~ %CR and uncertified CR ~ MST (months)  Survival (%) Reference
JCOG7801 VEPA All I 100 52 NA NA 11
JCOG8101 All I 163 12

VEPA 81 52 17 27 (4 years)

VEPA-M 82 62 24 37 (4 years)
JCOG8701 LSG4 All il 267 72 39 48 (5 years) 13
JCOG9002 All I 447 67 NA 56 (5 years) 14

LSG9 230 70 91 57 (5 years)

modified LSG4 217 65 78 55 (5 years)
JCOG9203  VEPA/FEPP Elderly i 45 60 52 42 (5 years) 58
JCOG9505  upfront ASCT HI/H R-II 70 56 12 42 (4 years) 18

CHOP-14 35 60 NA 42 (4 years)

DE-CHOP 35 51 NA 42 (4 years)
JCOGI506 HI/H I 43 NA NA 58 (3 years) NA
JCOGI9508 CHOP L/LL 1| 213 NA NA 74 (4 years)y 17
JCOGI9809 All I 323% 74 (2 years) 19,20

CHPO-14 162 67 NR 55 (8 years)

CHOP 161 62 NR 56 (8 years)

VEPA consisting of vincristine (VCR), cyclophosphamide (CPA), prednisone (PSL) and doxorubicin (DOX); VEPA-M consisting of VEPA + methotrexate
(MTX); LSG4 consisting of VEPA-B, M-FEPA and VEPP-B, where VEPA-B consisting of VEPA + bleomycin (BLM), M-FEPA consisting of moderate dose
of MTX, vindesine (VDS), CPA, PSL and DOX, and VEPP-B consisting of VCR, CPA, PSL and procarbazin (PCZ); LSG9 consisting of dose-intensified
mLSG4; DE-CHOP: dose-escalated CHOP; CR, complete response; MST, median survival time; NA, not applicable; NR, not reached, R-II, randomized Phase

II study; ASCT, autologous stem cell transplantation.
*Number of enrolled patients until the early termination.
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Table 2. Results of the JCOG trials for adult T-cell leukemia—lymphoma

Protocol Regimen Phase No. of patients %CR MST (months) Survival (%) Reference
JCOG7801 VEPA it 18 17 5 0 (3 years) 11
JCOGS8101 oI 54 28 8 8.3 (4 years) 12
VEPA 24 17 NA NA
VEPA-M 30 37 NA NA
JCOG8701 LSG4 I 42 43 8 12 (5 years) 13
JCOGI109 LSG11 I 60 28 7 16 (2 years) 31
JCOGI303 LSG15 I 93 36 13 31 (2 years) 32
JCOGI9801 Jite 118 33
mLSG15 57 40 13 24 (3 years)
CHOP-14 61 25 11 13 (3 years)

For abbreviations, see Table 1. LSG 11 consists of 2'-deoxycoformycin, VCR, ETP, PSL and DOX; LSG15 consists of VCAP (VCR, CPA, PSL and DOX),
AMP [DOX, raimustine (MCNU), VECP [VDS, ETP, carboplatin (CBDCA) and PSL], intrathecal MTX + PSL, with each intensified by the prophylactic use
of G-CSF (granulocyte colony-stimulating factor); mLSGI1S is a modified LSG15.

Table 3. Results of the JCOG trials for lymphoblastic lymphoma/acute lymphoblastic leukemia

Protocol Regimen Phase No. of patients %CR PFS (%) MST (months) Survival (%) Reference
JCOG8702 LSG 5 I 46 78 NA 14 15 (7 years) 38
JCOGY004 LSG10 1T 143 83 26 (5 years) 26 32 (7 years) 39
JCOGY402 LSG16 I 108 81 28 (5 years) 21 28 (7 years) 40

For abbreviations, see Tables 1 and 2. PFS, progression-free survival; LSGS consists of VEPA-L [VEPA with L-asparaginase (L-ASP) and intrathecal (IT)
MTX/PSL] and M-VEPA (moderate-dose methotrexate plus VEPA); LSG10 consists of induction by LSG5/consolidation by DCMP (DOX, AraC, VDS, PSL,
IT-MTX/PSL)/MEVP (mitoxantron, ETP, VCR, PSL, IT-MTX/PSL)/maintenance by 6~-mercaptopurine (6-MP)/MTX, with allowing HSCT; LSG16 consists
of induction by VEPA-L/consolidation by DCMP and CCMOL (CPA, AraC, 6-MP, VCR, 1.-ASP with IT-MTX/PSL)/intensified maintenance with allowing
HSCT.

Table 4. Results of the JCOG trials for advanced Hodgkin’s lymphoma

Protocol Regimen Phase No. of patients %CR PES (%) Survival (%) Reference
JCOG8905 C-MOPP/ABVd I 79 84 73 (4 years) 85 (5 years) 41
JCOGI9305 ABVd Il 128 81 78 (5 years) 91 (5 years) 42
JCOGI705 ABV +R 11 72* 72 49 (2 years) 92 (2 years) 44

For abbreviations, see Tables 1—3. C-MOPP consists of CPA, VLB, PCZ and PDN; ABVd consists of DOX, BLM, VLB and dacarbazine (DTIC); ABV + R
consists of DOX, BLM, VLB with radiation.
“No. of enrolled patients with eligibility until the early termination.

lymphoid malignancies since 1978 with the help of the
Central Pathology Review, the Radiation Therapy Quality
Assurance and the Central CT Review Committees.

The research on treatments for lymphoid malignancies by
JCOG-LSG is now supported by four grants for the principal
investigators of the LSG studies by MHLW and
Grants-in-Aid for Cancer Research (23A-17). JCOG-LSG

has conducted more than 30 clinical trials including 10 ran-
domized trials for several entities of lymphoid malignancies,
meta-analyses of them, and correlative epidemiological and
pathological studies on HTLV-1 and T/B-cell phenotype, re-
spectively, providing several standard treatments, classifica-
tions and prognostic indexes for lymphoid malignancies as
shown in the following sections.
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Table 5. Results of the JCOG trials for advanced multiple myeloma

Protocol Regimen Phase No. of patients %RR (no) Median PFS MST (months) Survival (%) Reference
JCOG8906 COP/MP II 69 51 13 39 51/27 (3/5 years) 48
JCOGY301 I 210 49

MCNU-COP/MP 107 56 23 50 38 (5 years)

mCOP/MP 103 44 16 44 40 (5 years)
JCOGO0005-DI  VAD and up-front auto-HSCT I 16 NA NA NA NA NA
JCOGO112 MP/VAD with IFN + PSL versus PSL  III 347 50

VAD 16 44 NA NA NA

MP 17 47 NA NA NA

For abbreviations, see Tables 1—4. DI, Data Center independent; IFN, interferon-a; COP consists of CPA, VCR and PSL; MP consists of melphalan and PSL;
mCOP/MP is a modified COP/MP; VAD consists of VCR, DOX and dexamethasone.

*No. of enrolled patients until the early termination.

Table 6. Results of the JCOG trials for indolent B-cell lymphomas and localized nasal natural killer/T-cell lymphoma

Protocol Regimen Diseases Phase No. of patients %CR/CRu (no) PFS (%) Survival (%) Reference
JCOG0203 Indolent B I 300 52
CHOP-14 151 76 43 (6 years) 88 (6 years)
CHOP-21 149 78 41 (6 years) 87 (6 years)
JCOGO0211-DI DEVIC/50 Gy Nasal NK/T it 33 77 (20/26) 67 (2 years) 78 (2 years) 56

For abbreviations, see Tables 1—5. DEVIC consists of DEX, ETP, ifosfamide (IFM) and CBDCA.

Table 7. Summaries of the JCOG-LSG correlative studies on trials for
malignant lymphomas

Protocol Trials Disease No: of Reference
patients
JCOGO108-A 9305, 0705 Hodgkin 167 45
JCOGO108-A 9002, 9203, 9505, 9506, NHL 1141 55
9508, 9809 DLBCL NA
T/NK 136 55
JCOGO103-A NHL 499 59

For abbreviations, see Tables 1—6. NHL, non-Hodgkin’s lymphoma;
DLBCL, diffuse large B-cell lymphoma; T/NK, peripheral T and NK-cell
lymphomas.

CONSECUTIVE AND ONGOING TRIALS FOR
MAJOR LYMPHOID MALIGNANCIES
BY JCOG-LSG

ADVANCED-STAGE, AGGRESSIVE NHL

Since 1978, chemotherapy trials have been consecutively
conducted for patients with advanced-stage, aggressive NHL

in JCOG-LSG (Table 1 and Fig. 1). After the completion of
JCOG7801, a Phase II study of VEPA therapy (vincristine,
cyclophosphamide, prednisone and doxorubicin), with prom-
ising results, JCOG-LSG started in 1981 a randomized Phase
III trial (JCOG8101) to evaluate VEPA versus VEPA-M
[VEPA plus methotrexate (MTX)] for advanced-stage NHL
(11,12). The difference in survival between the two arms
was not significant; however, unique pretreatment variables
predictive for efficacy were found. Three factors, leukemic
change, poor performance status (PS) and T-cell phenotype,
were negatively associated with both the complete remission
rate (%CR) and overall survival (OS). In addition, ATL was
found to have a much poorer in prognosis than non-ATL per-
ipheral T-cell lymphoma (26).

In 1987, JCOG-LSG initiated a Phase II study
(JCOG8701) of a multiagent combination chemotherapy
(LSG4 protocol) for advanced aggressive NHL (10). The
LSG4 protocol consisted of three regimens: (i) VEPA-B
(VEPA plus bleomycin), (ii)) M-FEPA (MTX, vindesine,
cyclophosphamide, prednisone and doxorubicin) and (iii)
VEPP-B (vincristine, etoposide, procarbazine, prednisone
and bleomycin). A central pathology review revealed 84
patients with T-NHL, including 42 with ATL, 151 with
B-NHL and 33 with NHL of undetermined lineage
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Figure 1. Consecutive studies by JCOG-LSG. HL, Hodgkin’s lymphoma; LBL/ALL, lymphoblastic lymphoma/acute lymphoblastic leukemia; Agg-NHL, ag-
gressive non-Hodgkin’s lymphoma; Ind-B-NHL, indolent B-NHL, ATL; adult T-cell leukemia—lymphoma; NK/T ML, localized nasal natural killer/T-cell
lymphoma; MM, multiple myeloma; DLBCL, diffuse large B-cell lymphoma; MCL, mantle ceil lymphoma. LSGI, VEPA, consists of vincristine (VCR),
cyclophosphamide (CPA), prednisone (PSL) and doxorubicin (DOX); LSG2, VEPA-M, consists of VEPA plus methotrexate (MTX); LSG4 consists of
VEPA-B, M-FEPA and VEPP-B, where VEPA-B consists of VEPA plus Bleomycin (BLM), M-FEPA consists of a moderate dose of MTX, vindesine (VDS),
CPA, PSL and DOX, and VEPP-B consists of VCR, CPA, PSL and procarbazin (PCZ); LSGS5 consists of VEPA-L [VEPA with L-asparaginase (L-ASP) and
intrathecal (JT) MTX/PSL] and M-VEPA (moderate-dose methotrexate plus VEPA); LSG6 consists of C-MOPP/ABVd; C-MOPP consists of CPA, VLB, PCZ
and PDN; ABVd consists of DOX, BLM, VLB and dacarbazine (DTIC); LSGS8 consists of COP/MP; COP consists of CPA, VCR and PSL; MP consists of
melphalan and PSL; mLSG8 is a modified LSGS8; LSG9 consists of dose-intensified mLSG4; LSG10 consists of induction by LSG5/consolidation by DCMP
(DOX, AraC, VDS, PSL, IT-MTX/PSL)/MEVP (mitoxantron, ETP, VCR, PSL, IT-MTX/PSL)/maintenance by 6-mercaptopurine (6-MP)/MTX, with HSCT;
LSGI1 consists of DCF, VCR, ETP, PSL and DOX; LSG12 consists of VEPA/FEPP, where FEPP consists of vindesine, etoposide, procarbazine and prednis-
olone; LSG13 consists of raimustine (MCNU)-COP/MP; LSG14 consists of ABVd; LSG15 consists of VCAP (VCR, CPA, PSL, DOX), AMP (DOX, MCNU,
PSL), VECP [VDS, ETP, carboplatin (CBDCA), PSL], intrathecal MTX -+ PLS, with each intensified by the prophylactic use of G-CSF (granulocyte
colony-stimulating factor); mLSG15 is a modified LSG15; LSG16 consists of induction by VEPA-L/consolidation by DCMP and CCMOL (CPA, cytarabine,
6-MP, VCR, L-ASP with IT-MTX/PSL)/intensified maintenance with allowing HSCT; LSG17, CHOP, consists of CPA, DOX, VCR and PSL; LSG18 consists
of CHOP-14 followed by up-front autologous hematopoietic stem cell transplantation (auto-HSCT); LSG19 consists of CHOP-14; LSG22, ABV + R, consists
of DOX, BLM, VLB with radiation; RT/DeVIC in JCOG0005DI consisting of VAD (VCR, DOX and DEX) followed by up-front auto-HSCT; Maint-IFN/PSL
in JCOGO112 consisting of MP/VAD induction therapy followed by maintenance therapy with interferon plus PSL versus PSL; R-CHOP and R-CHOP-14 in
JCOGO0203 consisting of rituximab plus CHOP and rituximab plus CHOP-14, respectively; MCL-ASCT in JCOG0406 consisting of R-high-CHOP followed
by CHASER, LEED and auto-HSCT; DLBCL-R-CHOP in JCOG0601 consisting of weekly rituximab plus CHOP versus R-CHOP; BD/TD in JCOG0904 con-
sisting of bortezomib plus dexamethasone versus thalidomide plus dexamethasone; ATL-allo-HSCT in JCOGO0907 counsisting of mLSG15 followed by
allo-HSCT; DLBCL-ASCT in JCOGO0908 consists of R-CHOP-14 versus R-CHOP-14 followed by CHASER as induction therapy prior to LEED and
auto-HSCT.

(U-NHL). After a median follow-up of 56 months, the esti-
mated overall 5-year OS rate was 48%: 60% in B-NHL, 45%
in U-NHL, 35% in PTCL and 12% in ATL (Fig. 2).
Unfavorable factors influencing OS that remained independent-
ly significant in Cox’s analyses were clinical diagnosis of
ATL, total number of involved lesions >4, C-reactive protein-
positivity and Eastern Cooperative Oncology Group PS > 2.

JCOGS8701 led to the following conclusions: (i) T-cell pheno-
type was an important pretreatment variable for aggressive
NHL in Japan, and (ii) LSG4 protocol was effective against
B-NHL. Since the clinical diagnosis of ATL was an independ-
ent unfavorable factor, ATL patients were excluded from sub-
sequent JCOG trials for aggressive NHL, but LSG has started
clinical trials specialized for ATL since then.
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Survival rate

Months
Figure 2. The Kaplan—Meier estimate of overall survival for all patients

treated with LSG4 in relation to disease entity. ATL, adult T-cell leukemia—
lymphoma.

JCOGY002, a randomized Phase 111 study, evaluated the
dose-intensification strategy for doxorubicin and cyclophos-
phamide in the third-generation multiagent combination
chemotherapy, LSG9 (VEPA-B/FEPP-AB/M-FEPA every 10
weeks; three courses, 28 weeks in total), when compared
with second-generation combination chemotherapy, modified
LSG4 (mLSG4) (VEPA-B/FEPP-B/M-FEPA every 14
weeks; four courses, 54 weeks in total) (14). Planned dose
intensity (DI)/week of DOX and CPA was 1.9- and 1.5-fold
higher in LSG9 than in mLSG4, respectively. Median actual
DIs of DOX and CPA were 1.6- and 1.2-fold higher in
LSGY than in mLSG4, respectively, with no difference in
5-year OS and the %CR, revealing no survival benefit of the
DI strategy.

In 1993, an intergroup US Phase III study revealed that
CHOP remained the standard therapy for aggressive NHL
when compared with second- and third-generation regimens
(15). Also, the international prognostic index (IPI) for
patients with aggressive NHL was developed (16). Based on
these findings, JCOG-LSG changed the treatment strategy
for aggressive NHL from the multiagent chemotherapies to
the dose intensification of key agents, and initiated several
Phase II studies of regimens based on CHOP for patients
divided by IPI risk grouping. Among them, JCOG9508, a
Phase II study of standard CHOP every 3 weeks for low and
low-intermediate (L/LI)-risk patients with advanced aggres-
sive NHL, revealed that the full dose of CHOP was feasible
and effective for Japanese patients as for westerners (17).

JCOGY505, a randomized Phase II study of CHOP every
2 weeks (CHOP-14) and dose-escalated CHOP both sup-
ported with the prophylactic use of G-CSF in high-
intermediate and high (HI/H)-risk aggressive NHL, revealed
that the former was more promising with similar %CR and
progression-free survival (PES) rates, but lower toxicity (18).
Following the results of JCOG9505, a randomized Phase III
(JCOGY809) study comparing CHOP-14 with CHOP-21 in
patients newly diagnosed with advanced-stage aggressive
NHL at all IPI risk was conducted (19,20). A planned
interim analysis revealed that dose intensification with

interval shortening of CHOP did not prolong PFS in
advanced, aggressive NHL, resulting in an early stop to the
study (19), and long-term follow-up confirmed the results
(20). There were no remarkable differences in PFS or OS
between the two arms. Secondary malignancies, including
myelodysplastic syndrome, were significantly more frequent
in the CHOP-14 arm.

Since around 2000, rituximab (R), an anti-CD20 monoclo-
nal antibody, has changed the treatment strategy for all
CD20-expressing B-cell neoplasms including diffuse large
B-cell lymphoma (DLBCL), follicular lymphoma (FL) and
chronic lymphocytic leukemia (21). Six to eight courses of
rituximab plus CHOP (R-CHOP) every 3 weeks
(R-CHOP-21) is now the standard therapy for DLBCL of all
risk groups (22). To evaluate the efficacy of DI of rituximab,
a randomized Phase II/I1I study, JCOGO0601, is now ongoing
comparing the standard with weekly R-CHOP for DLBCL,
based on the results of a pharmacokinetic analysis of rituxi-
mab monotherapy in a Phase II study for relapsed or refrac-
tory aggressive B-NHL (23).

High-dose chemotherapy (HDC) supported with
auto-HSCT has been evaluated after induction chemotherapy
to improve the prognosis for poor-risk aggressive NHL.
However, the results have been controversial in the era
before rituximab (24). The US intergroup has conducted a
randomized Phase III study evaluating the efficacy of the
addition of HDC/auto-SCT after R-CHOP for high-risk
DLBCL (25). Considering the next step in the clinical trial
for poor-risk DLBCL, JCOG-LSG is now conducting a ran-
domized Phase II study of R-CHOP every 2 weeks
(R-CHOP-14) versus R-CHOP-14 followed by CHASER
(cyclophosphamide, cytarabine, dexamethasone, etoposide,
rituximab) as induction therapy prior to HDC, LEED (mel-
phalan, cyclophosphamide, etoposide, dexamethasone) and
auto-HSCT in poor-risk DLBCL (JCOGO0908).

Apurt T-ceLL LEUKEMIA—LYMPHOMA

JCOG-LSG has consecutively studied the treatment of ATL,
which was discovered as a new disease entity just before the
establishment of LSG. The earlier trials revealed a poor
prognosis of ATL when compared with the other aggressive
NHL (JCOG7801, 8101, 8701) (11,13,26). Then, a nation-
wide survey in 854 patients with ATL in Japan revealed that
the major prognostic factors were advanced PS, high lactic
dehydrogenase (LDH) level, age of 40 years or more, more
than three involved lesions and hypercalcemia by multivari-
ate analysis (27). Also, a classification of clinical subtypes
into acute, lymphoma, chronic and smoldering types was
proposed based on prognostic factors and clinical features of
the disease (28). This subtype classification has been
reported to be reproducible for predicting prognosis and has
been widely applied for treatment decisions. Recently, a
treatment strategy based on the clinical subtype classification
and prognostic factors was suggested, including a watchful
waiting approach, chemotherapy, antiviral therapy,
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allo-HSCT and targeted therapies for clinical trials and clin-
ical practice (29).

The disappointing results with conventional chemothera-
pies in the 1980s and the proposal for a subtype classifica-
tion of ATL have led to a search for new active agents
focusing on aggressive ATL in JCOG-LSG. The first Phase
II study of combination chemotherapy with pentostatin
(2'-deoxycoformycin, an inhibitor of adenosine deaminase)
was conducted exclusively against aggressive ATL, based on
the promising results of pentostatin monotherapy for relapsed

or refractory ATL patients (30). However, the results were:

disappointing with a median survival time (MST) of 7
months similar to previous studies by JCOG-LSG (31). The
next Phase II trial (JCOG9303) consisting of vincristine,
cyclophosphamide, doxorubicin and prednisone (VCAP);
doxorubicin, ranimustine and prednisone (AMP); and vinde-
sine, etoposide, carboplatin and prednisone (VECP) intensi-
fied with the prophylactic use of G-CSF revealed a
promising response rate and MST superior to those obtained
by our previous trials, despite considerable hematological
toxicity (32). Based on the promising results of JCOG9303,
we conducted a Phase III trial comparing modified
(m)LSG15 (VCAP—AMP—VECP) with CHOP-14 both sup-
ported with G-CSF and intrathecal prophylaxis. The longer
survival at 3 years and higher %CR with VCAP—AMP—
VECP compared with CHOP-14 suggest that the former is a
more effective regimen at the expense of greater toxicity,
providing the basis for future investigations in the treatment
of ATL (33). However, the MST of 13 months still compares
unfavorably to other hematologic malignancies.

Allo-HSCT is now recommended for the treatment of
young patients with aggressive ATL (29). To evaluate the
promising efficacy of allo-HSCT, possibly associated with a
graft-versus-ATL effect, especially in view of a comparison
with intensive chemotherapy, a prospective multicenter
Phase II study of mLSGI15 chemotherapy followed by
allo-HSCT, comparing the results with historical control in
JCOGIY801, has been initiated as JCOG0907.

A combination of interferon-a (IFN) and zidovudine
(AZT) was reported as promising for the treatment of ATL
in small Phase II trials in 1995 from the USA and Europe
(34—36). Recently, in a worldwide retrospective analysis, it
was reported that this combination might be effective espe-
cially for indolent ATL when compared with watchful
waiting (37). A prospective Phase III study evaluating the ef-
ficacy of IFN/AZT when compared with watchful waiting
for indolent ATL is to be initiated (JCOG PC908) under the
highly advanced medical technology assessment system
because IFN and AZT are not covered for ATL by the
National Health Insurance in Japan.

LymproBLASTIC LympHOMA/ACUTE LYMPHOBLASTIC LEUKEMIA

Lymphoblastic lymphoma (LBL)/acute lymphoblastic leuke-
mia (ALL) is a malignancy of immature T/B lymphoblasts
and takes an acute and aggressive course affecting relatively
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young individuals. Treatment of child ALL/LBL has much
advanced. In contrast, advances for adults have been modest.

JCOG7801 and JCOG8101 revealed that T-LBL and ATL
had a poor prognosis compared with other NHLs. Then, a
Phase II study of a short-term, combination chemotherapy
without maintenance therapy (JCOG8702) for LBL/ALL
revealed that a fraction of adult patients with the disease
were curable with a short-term, six-drug chemotherapy
regimen (38). The next Phase II study (JCOG9004),
G-CSF-supported, intensive post-remission chemotherapy
and subsequent allo/auto-SCT, revealed that survival and
PFS were improved from JCOG8702 in adult ALL and LBL
(39). The next chemotherapeutic regimen with the intensified
induction and post-remission chemotherapy with auto/
allo-HSCT in JCOG9402 was feasible; however, this study
failed to show improvements in long-term follow-up results
when compared with the historical control JCOG9004 (40).

To further improve the therapeutic outcomes of adults
with LBL/ALL, novel strategies are warranted such as
risk-adapted treatment for ber-abl-positive poor prognostic
ALL with abl inhibitors. Partly because of the relatively low
incidence of LBL/ALL, JCOG-LSG never activated clinical
studies after JCO9402.

HobckiN’s LympHOMA

HL is the most chemo/radio-sensitive malignancy among
malignant lymphomas, and clinical trials for the disease
have steadily produced standard therapies. However, trials
are less frequently conducted in Japan and other Asian coun-
tries because of a low incidence. Sequential Phase II studies
for advanced HL (JCOG8905 and 9305) of C-MOPP (cyclo-
phosphamide, vincristine, procarbazine and prednisone)/
ABVd (doxorubicin, bleomycin, vinblastine and dacarba-
zine) and ABVd, respectively, both with a dose reduction of
dacarbazine (250 mg/m?®) because of severe emesis in previ-
ous studies in Japanese, confirmed a similar efficacy to those
from the USA and Europe (41—43). Safety and efficacy pro-
files of dacarbazine included in C-MOPP/ABVd and ABVd
led to the approval of dacarbazine for clinical use covered
through the National Health Insurance by MHLW in Japan
without industrial trials.

The next Phase II study of ABV deleting dacarbazine with
increased dose of doxorubicin followed by IF-RT
(JCOGI705) revealed at the interim analysis that the 2-year
PFS was significantly inferior to JCOG9305 (ABVd), sug-
gesting that dacarbazine is a key agent for the treatment of
HL (44).

A recent meta-analysis of the two JCOG studies in HL
revealed two independent factors for OS, male and an ele-
vated serum LDH, after a multivariate analysis
(JCOGO108A) (45). Partly because of the low incidence of
HL in Japanese, JCOG-LSG never conducted clinical studies
after JCO9705. Recent studies from westerners revealed the
efficacy of further risk-adaptive treatment for HL, lower
dose of chemo/radio-therapy for those at low risk and more



