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14. AT Hl2EMmES - ' >/ iE

A T Mg MG « 1) > 73 E adult T-cell leukaemia-lymphoma (ATL) i, &
b T MM E MY 4 VA T humanT-cell leukaemia virus type I (¥ 713k
FT U o588k m#E > £ v ZA18 human T-cell lymphotropic virus type I)
(HTLV-1) oEBEICX 53R ST THREEE CHS. DD TEE
LTERRERB L OB# % L 5720, H—0fRBFERE TS TE R, UTIZR
RLEHRG], VAZHOEREZZEZ LTI LV, SHICEFIRERE
KEICHY, BMRBRIHETHRET LI L DD X ), BT ST 7 &S
FEXT RALETH 5.

72, 2009 4RI ATL ZRICHT 2 EBRHAEESNY) L OLNR0T, A
TRZREZERICHERICOVTHRRS Y (£G640). #7L, ATL KT 5 H
DOFEVERRRBIIE L2, FBICEFAEDANOBMEI IR RN LA,
COWMEIZTERIA FTA X Tidel, EMRICIHHERTHL L LHFTL
VENHD.

E ATL 02 maln%E

B, D ) YSROBEETH LI L SMEBEEND B WITIREZEICEH X
i, 2) ZoOEHGMEASKBRL: THRTH S I EPREIE L L OBAETHS
MEnb, 3) PLHTLV-IHELHEETH T ATL L2HT 5. HESK O
I, HEAEME DNA FICHTLV-I 72 A VA DNADOE/) 7a—F Vg
HAAHRDIEADLE TH %,

WRNTTFILASEIC L D B8R, ) v ER, BHRE, 3RV MO4ODHERK
R Hh 5 P (3 G4L).

WHEFEE LTI, K& indolent ATL & aggressive ATL @ 2 D255 C
ZR5b.
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Feac ) Recommended Strategy for the Treatment of ATL

Smoldering-or favorable chronic-type ATL
Consider Inclusion in praspective clinical trials
Symptomatic patients (skin lesions, opportunistic infections. and so on ) & consider AZT /IFN= ¢ or watch and wait
Asymptomatic patients: consider watch and wait

Unfavorable chronic- or acute type ATL

Recommend: inclusion in prospective clinical trials

If outside clinical trials, check prognostic factors (including clinical and molecular factors If possible)
Good prognostic factors: consider chemotherapy (VCAP-AMP-VECP evaluated by a randomized phase |Il trial against biweekly CHOP) or AZT /IFN~ @
(evaluated by a retrospective worldwide meta-analysls)
Poor prognostic factors : consider chemotherapy followed by conventional or reduced-Intensity allogeneic HSCT (evaluated by retrospective or prospective
Japanese analyses, respectively)
Poor response to initial therapy with chemotherapy or AZT / [FN~ & : consider conventional or reduced~Intensity allogeneic HSCT

Lymphoma-type ATL
Recommend: inclusion in prospective clinical trials
If outside dlinical trials, consider chemotherapy (VCAP-AMP-VECP)
Check prognostic factors and response to chemotherapy (including clinical and molecular factors if possible)
Favorable prognostic profiles and good response to initial therapy: consider chemotherapy
Unfavorable prognostic profiles or poor response to initial therapy with chemotherapy: consider conventional or reduced-intensity allogeneic HSCT

Options for clinical trials (first line)
Test the effect of up—front allogeneic HSCT
Test promising targeted therapies such as arsenic trioxide + IFN= & , bortezomib + chemotherapy, or antiangiogenic therapy
Consider a phase Il global study testing pegylated IFN and AZT

Options for clinical trials (relapse or progressive disease)
Test the effect of promising targeted therapies such as arsenic trioxide and [FN= & , bortezomib, a purine nucleotide phosphorylase inhibitor, histone
deacetylase inhibitors, monoclonal antibodies, antiangiogenic therapy, and surviving, 8 —catenin, syk, and lyn inhibitors, etc
Consider conventional or reduced-=intensity allogeneic HSCT when possible

Abbreviations |
ATL: adult T-cell leukemia-lymphoma, AZT: zidovudine, IFN- : interferon alfa, VCAP-AMP-VECP : vincristine, cyclophosphamide, doxorubicin, and prednisone;doxorubicin,
ranimustine, and prednisone; and vindesine, etoposide, carboplatin, and prednisone, CHOP ! cyclophosphamide, doxorubicin, vincristine, and prednisone, HSCT: hematopoietic

stem—cell transplantation
Gk 1 kD)

—0—
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ATL OREPRRELSIR

* T FEORE CTRESND EFELADOFIFBNC EZERY (N E¥{E LRR).
*1: pAED BV ELSA SEOWVFND TBEMTHD T &, Immunofluorescence 751> Western
blot SEIC KD BERIGDIEREINTVD CEREBE UL, BIETRELMERTIE
Southern blot 31D HTLWV-1 provirus DRESHREENDIEIHAH ZTEER T D.
*2TEEUY)GREEREY V) BREZT U ) GRESRIIDREL .
*3 FEHER M (CBES HVSRE SR
4 ATL (CHRBYREE flower cell DERHSNTH KL,
*5 HHTF Ca fE(3 Payne SEIC KD LUT DR TRDB.
FEIE CafB (mEg/L) =55 Ca(mEg/L) + 12{40 —ME7 LT = V1E (g/dL)} mg/dL T
M5 Ca {ENRESNTUVDHEERTIE 12 DEICRE LT mEgL DIEE T D.
6 RBEMPORER D ) RO 5%KE T IS0 R EBKENDICIF, KEHHLIE
ICHEEFZNCEERENERIND CENUETHS.
(k2 KDOE)

2 Indolent ATL [CHT %A%

TRV BEFHARRAT (LDH, BUN, 7 V7 3 Y OWTF e BREE) %
HEGWEBER ATL 252 ZICHEI N5,

B L7zX 9, BomeikEdrd i, TEF Y AUVNVHPERCHR?» S
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r#

BEIKSZHBAZIT, BRWICHRZBEREZBE~NOSZMEZEET 5. BRA
BOSIMHHE L VIEE, Mo520iERE (EERERLHHREMELZ L) 55
FEFIE AZT /IFN-a HEEXZ T TEZRE T 5. BEKROEH AL watchful waiting
(WW) 2#FF13ZET 5. ChOoRHMILIELITHECBITTAZLXER
ERLHAHOT, HEIIEAL RBOLILEND .

SMELLAEER, SNRERBCERS.

5 70 ®FKED ageressive ATL [T B9ERAE
FHREARATE2ATHEERY, SBMBICY U ERAZZICHEINS.
Aggressive ATL IZBWTit, FIHIRFICBVTHHR TE 2 HEREIE

LRTVRVOPERETH L. MOREFERTHNIIHAKOBMEICI YTV

ADMEENLD D, ATL TREEZLLIPE»HO|EL2HFETCE L. 7

X, BRARRABE ZIRBRICEBNICSNA2ZERT A LHPEETHSH. JCOG %

HL®, W OPDBERBEA;ITDONTVE L, —E&RABL7D, w200

BEHOBELZEHITHLATVS, $XRTTRZVA, EiifEkoEHIz ~

¥ —4 v ML TORBEFTRED LS. HEXVSHRRABR T 23BBRICESNTE R

WAL, BN REE~NOBAEERT 5.

%8B, RGA2I1ZATL ORBEH RN EREZRT.
BREABICEMTELRVEAIL FTEFPEREETFE2 T v 2735 FEET

i, BRNATFL S TFEWENRTPS . FEARETE LT, BANEF

TIXEFE, KPS, BLDHE, &\ CallfE, RRERNFEETHS. 7T4EY

FHHRTFTIEI B3R ple D7 ) AEFER IRFARBREFE L ERREINL TV S

2, LORTZRATIMCOVTREBRNAEN S ATV RW
OF&BIFH: EENEETIE, 1L¥HE (VCAP-AMP-VECP ##&) %

WX AZT/IFN- B2 EE T H L 3z 7210, U Y ERTIXAZT)

IFN-a MEIEBRRAESER» S FHESMRVE S, RS W,
OFBARKE: ERNEETIE, LFEREICRVT, FEEMHAREHEZ

ByasLahi.

QUENGEOMREAT AT ERENAEECIE, FAEENHAREELZET 2

&SN
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ATL DRFNRAIERE

Complete Dlsappearance normal - normal  normal  normal normal®  normal
Remission (CR) of alldisease ! Qe ine il
Uncertified CR ~ Stable residual = 75% = 75% “normal §normal

~mass in bulky decrease decrease ‘. i

¥
i
A Rl
',normal" ~ normal

f

R

Iesnon .
Partial Regressionof = 50% = 50% Noinrease = 50% Z50% Imelevant
Remission disease - decrease decrease ‘ der.rease jdecrease dile
Stable Disease  Failure to attain No change No change No change ‘No change No d1ange ~ lrrelevant
CRPROPD  insize  insize  insize !in size !
Relapsedor  Newor ;Newor = Newor= Newor= Newor  Newor Reappearance
Progressive increased  50%  50%  50%  =50%  Z50%
Disease lesions Increase Increase Increase Increase  Increase™*

* provided less than 5% of “flower cells remained, CR was judged to have been attained if the absolute
lymphocyte count, including “flower cells”, was less than 4 X 10°/L.

** defined by >50% increase from nadir in the count of “flower cells”, and the absolute lymphocyte count,
including “flower cells”, more than 4 X 107/L.

(k1 KDE)

[l 70 Bk ageressive ATL [CHT B8 ILA— U

ATL i EWREEHIIT B RS 425, R ZH D &3 & BN HRIEE
% %. CHOP#E®D X 9 ICHREHM AR V70 b I — )b TIIREL MY
ErAhbZ %\, BEROICHLPICHESALNIGEIX, LN — UK
KBTI 5. L L, IHOEETELIORIEEALAII 3 2 mEN 2T
N—TUHEI .

EEREE T, TTRFAEEmHARBEEZE TSN S5, &
RikBre L CHi v ER + IFN-a, bortezomib, purine nucleoside phospholylase
FESE, A YBR7 e F VEBEEREE, ¢ MLt/ 7o—F bk, mEH
A RHESEE, survivine - f—catenin - syk % lyn (ZXf 3 A HERE L EHVEE SN
Tws. $313, Zhd (BRNTRERORBED &5 OMKRBIISMEE
RBLENH L. b LERABRNOSNAHEL AL, AT F ) VET
HREATR ENTF N N—VREZRT)

498-02237
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70 BBLILE®D ageressive ATL [T T 2AE

INFCOMKRBRBITFILALDPTORD T2HRELTEY, BEHFICHT
L4 RMEOREIT R V. L L, BERESTSIRI-N TS 70K
ROBEOEHEIL, HHALFAENL L, HELLVOTIEH S0, bEEELHR
ATH I, FFhRTF ) Y JEICHET 3 ElE ML EEDTZE S OBIES 3L
BABOMREHLHHOT, THP - COPEELX#EAT LY (£ G43). BHH - Ef
EAREEGIY, BAMLEREZEORAEREY, BEOREBEZBTETT 5.
0L EoBEa R, LEREICIIEMREAIRETHY), REENRICHE
ML REZ S URAEREZ BEORBE LB CHITT 5.

THP - COP 7O bO—Jb
A ’ Day1 2 3 45 6~20

THP  3omg/m’ AESIEKICARLTREST i
CPA  500mg/m’ 5% J RONER 250 ~ 500 mL [TARRL |
[@=v-]: =2
VR 1mg/m’ EEBEK20mlICARBLUCEE i
PSL  30mg/m’ PNAR et it o
G-CSF [RBIFRES, MVIHa BEICI st ~HE[CHUT—

1) MUEmEaER 21 B8 (:88) Z1 31—XEUTE3~6 I—AEET 5.

2) 2,4,6 J—2XBDHICEE (MTX 15 mg/body + Ara=C 40 mg/body + PSL 10 mg/body) 7&
15.

3) #IE2EF 10 cm LU _E @ bulky mass BB AL\ (G L F B AR T # 30 ~ 40Gy O involved field
irradiation 2175 .

4) PSL ORI RS ZEEEEBDEEICEET .

5) $EERIR , EEMEOMLIEEEDBRE I psLZER LIELL.

6) G-CSF (FFFHRIRED 1,000mL KEDBEFAREBIUZORIBLSFELDRST
2. B5EFRBREINCETD.

(OZ#k 3 KOHE)

EREE S BN L 2EE
ATL EHiR L2 X 9 ICEESREET, »2oRBAFEIRECH A0, 912
B SMow B EIC EMEBZENLED) BRERZTSTZER L2 RAK

JCOPY] 498-02237

‘l 293-528 #i#®G (F) .indd 479 $ 2015/03/24 14:07:04
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oD, MBEKETIEY —IF VT THARERI LW LAEL, 20
Pz MR P RHE IR EH T 2 BN Z L BB O TERPLETH
%Y

PHHEEHROWMAOHENL, BROBHAN L ERETHLIE, F¥ T
PO ORIEDOHERISHS— LI e, TIGEYH Y HEIBITT S
BELHHI LAY, MOBBEECE2VERLHEILETH L. SHITH
ExHIEE S, YT/ AOHLEMEDVBLAL RV ERE, BEICEFER
HAZEHA LTI LEYDH 5.

$7:, ATL CREMERNSCBDON, TOHFEIBHNLZFEIEZHEL
TWABIEZENTIELZLRV. TRERELRMUETHS. BEMERICH LT
iZ, interferon-y D52 PUVA L2 EARAA LN TV S, ThHIZLED
AFICREFS LAV E0E, ZOHRBICITHEBN 20 % & 5 ML - AR
EHZ A, BRAEROEAH L I NODEBIHT LERZERT 5 LHUW
FErEzbN5,

BRI IS R o oA, WREZB D SR (fE%) BIICBITT 5. ATL
IRBEA SRS, HBOIT Y bu—UhHE L Wi-oBREEE S 2 2SEEE

éﬂ!@ ﬁﬁﬂk?&%kﬁMbﬂ%ﬁDﬁEﬁ%

fzrw/h G i%ﬁéh@ﬂ@kiEééﬁé&%

RRAYXS—E : (1 HBKX 200mg FT)
EE=o JIIFGY 122400 mg, 800mg, 1 El 1 600 mg %

EHIES (1 HERX 2,400mg & C)

‘DGDm177EFKIE%mg1~2ﬁ&§5&%
! ; @ EHA 200 mg i'C)

AR 1 $€ 0.25mg, 0.5mg, 1mg’é§EE'—t’r
(1 E]ﬂjt 1.5mg 3:'-C)

EBIOALYY | ATELS0m, 2~ 3 RERRRS
¢ Eﬁj( 300 mg i'C)

e e 1825mg 1H 1~ 4 REEEERES
(X4 &D)

PILFIALE

498-02237
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TH25, BOVEGEZHFALT L2 BEM~ 1AM - JMaZAT
W, HETOEEZTZA2E)IIEBDE. RGMUICER) Y BICEEYD S
ROVEHRE (BA704 FA) 277, Iho2EMAaVWLIEATOA FAE
BEH$ 4. VP-16 25~50mg * 7L F=v'0 ¥ 10 ~ 20 mg X LEAY 12 B Bl
P ERT UL TH L. Bl BHEFELZ L3450

9 ERIESEOmRS
1) 4~%—7x0Y (FN-a)/IJRTI (AZT) HEABEE

1995 EIC NEJM iEICkE & 7 5 Y AL 0EMF BRI N Gill &5 CkE)
DHEL, BETHBEZ IFN-a (4 > o ®) %500 FE6/HCRGL, &
TeMl % A7 A55 1,000 A HALICHE, AZT XL b EA®% 1,000 mg/H#ES5 L
Tw2®. Hermine 5 (77 ¥ 2) OHME T, BEFHBER IFN-a (07
o %) %900 HHAL/H, AZT XL b E¥A®% 1,000 mg/HHES LTwa7.
BB TIRIFN-a0 (@720 >%) 2450 HF¥EM/H, AZTEL FnEeL®%
600 mg/H OMEFFEEL 1 E/EREL /2.

Bazarbachi 1%, 1994 ~ 2006 £ ¥ T H AR LLYL D endemic area (K - 3% -
{L (+ Martinique)] ® ATL BE OB 2B HFEMIIT- 2%, WEHEZZ
72 ATL B3& 100 Bl 1%, BIEZFHEEEZ IFN-a % 600 ~ 900 5 H.AL/H, AZT
% 800 ~ 1,000 mg/ H&ZE 3, EXFIL66% (C2EH (CR) 43% + RO E
fi# (PR) 23%) THho/:. EHFHHEPRME MST) &5 FEFRIL HE
AZT/IFN-aBEBHTIZ24 7 B L 50%, WIEMLEEEHTIX 7T A L 20% T
Hol:. DUBMLEER/TRY)BTRYME AZT/IFN- o BEEFHIVLEEE
LD AEFEETERE - TWAS, U v BRI Cldik o b2 s kA 2 72 -
7o BRICEBER/ KT RVETIIBRENMTRiE £ 1~13 %) TH16 flD
EHEFEEN100%TH Y, HATO watchful waiting I & H2EHFRIEIART
Hol.

PEXY, EEMNAERE (G40 Tidindolent ATL K L T S 2 DHERE
(RERERHHRBIIER L) ’H55E1E, AZT/IFN-aBEEEZ I TEET
Allltot 2L, ZFZOTETFT ALV E WY, Japan Clinical
Oncology Group (JCOG)-Lymphoma Study Group (LSG) Tid indolent ATL
(FEREABRAFOLVESM L ERZET L TRVE) 2RI, AZT/IFN-

498-02237
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