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L FlC&IC

FRATHBEREIDE - U > /NE (adult T-cell leukemia/
Iymphoma; ATL) 1, 1977 £, A SICKDH
MHACZRTS THRERES U TREBENY, 208
JFRE ™ )V A & L T human Tlymphotropic virus type I
(HTLV-1) A3FE & X #1722, HTLV-1 1 ATL 0 1Z D,
HTLV-1 B % 86 /30 P PR OB (HTLV-1 associ-
ated myelopathy/tropical spastic paraparesis; HAM/TSP)
DEKE &5, ATL, HAM/TSP O FHEIX HILV-1 F+
U7 OEETENFN3~5%, 025% &350, F—
TANANEL ERHEEZFEEITRAICDONT,
FrUTMOTAINRITHT 5 HEREDED, HLA
NIy TOEN, AN AFOHEEIRBIN TN
%3'\'5)0 )

ATL OFEFE, 2001 Fio@E N8 9 K ATL
SEZEHAEUR TIIREFRVIYE LR TH - A,
2010 FITW|E X N BEE R EWER [FRTBT
5 HTLV-l BEBLUBEERBROEEBRE S RENEK
BFEARESE - (LID—m) ] RSB CXL LBEDR
B EAREFRPREST R TH oY, hidk
FRED TECHIIVA F v UTEPABEDLL THEED
12, BEEIEZE HILV- F ¢ U 7 0FENE<E>Thn
LEDEEILND,

II. ATL ORESEE

JCOG U »INJEZ )L— 7 (JCOGLSG) WEeEEREH
HETED SN 1984 i 5 1987 FFIZBE I /2 854 44
DATLEEOCT—Fhb, 8B, U NER, B
B, TRDEOD 4 BHRFHAIEB LY (Table 1, Fig. 1),
ETHIEBNEE I DOFPEAERT (LDH SR IER

BRAEERSR  EE - ¥ - REENS

EEREZEA S, BUNMEREHMBELREZBZ S, M@
BTN T I NERERETEETES) onwdhn—
DTHEHETEME SN L TESELEY. ZonHE
WHEELHAMIL<FHINTYWS,

U NEE, TRABRRTEAT SEME
ATL % aggressive ATL, PHBABHRTEH IR NEE
BATL &< XD H ATL % indolent ATL &L, Zhb
O2HIIRRLHERBNLEONS,

B2 3 EEOMKRNEIZEBE S HFET2000E1 A
N5 2009 5 HITHICZE S e ATL BE OB A
EFEL2EML 7= (ATL-prognostic index (ATL-PI) 7
oYy b, $1,500 Flo ATLIEFR ORE D O £ 17l
WA Fig. 2 IWRT,

IIIl. ATL OF{&EF (Table2)

AR D 1980 FAROREFHEOH R, 5, & ATLEE
DOFBET & LT performance status (PS), i, M7
LDH, %REAH, g CaVEEINE, REEHEAA
NEZERBA T, BKBE, PS, LDH, i, BUN
BHHEEINZ, BEIEOTRBEFOLEERMITTIE,
Z2METI PS, LDH, 5, BUN, U D /ERITIEPS,
B#HEMTIZLDH, BUN, 71732, <TXDETE
BUN zififiti s iz,

KT 1992 £, S 2007 FITRE I N 2RE 89 #
DT, PS, HH, Fi, E CaNFRRETFLL
THREZH, ZhSORAEDENS IBITU XV
T8 ENHRIEENA (ATL prognostic score; APS) 10,

ATLPL ooz 7 MTR, &t - U 2 7VER ATL 1,270
il o FFES RS E (RESR 220 7EH,
B OBOREEF 2RV 7T HOEE,SRME - U
SNERATL O FEFERRE L2, FH, PS, S,
MET T I A, METEES Y01 F 2225
HED 5 DEFHETFELUTREL, BEflNSEY R
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Table 1 Diagnostic criteria for clinical subtype of ATLY
Smoldering Chronie Lymphoma Acute

Anti-HTIV-1 antibody + + + +
Lymphocyte (X 1091 <4 24 <4 *
Abnormal Tdymphocytes =5% +o =1% +2
Flower cells of T cell marker Occasionally Occasionally No +
IDH =1.5N £92N * *
Corrected Ca (mEq/ D <55 <5.5 * *
Histology-proven lymphadenopathy No * + *
Tumor lesion

Sk]n %k * #* £

Lymph node No * Yes *

Liver No * * *

Spleen No * * *

Central nervous system No No * *

Bone No No * *

Ascites No No * *

Pleural effusion No No * *

Gastrointestinal tract No No * *

N ; normal upper Emit

* : No essential qualification except terms required for other subtype ().

**: No essential qualification if other terms are fulfilled, but histology-proven malignant lesion(s) is required
in case abnormal T-lymphocytes are less than 5% in peripheral blood.

a ; In case abnormal T-lymphocytesare less than 5 % in peripheral blood, histology-proven tumor lesion is

required.

7, WEIUXZ, BURXIHO3IBICHET S ATLPI
ERELU. EHICXaT7T D& o THENIC
W9 < L /= simplified ATLPI TO IS 3HO
MSTids=hZzhn 162 » H, 7.0 7 H, 46 » H, 24E4%
BEE37%, 17%, 6% TH-7= (Fig.3) W,

ATL-PLIZ, [FE—4RiZ DLBCL O F#KERFEF LT
H % P12 KM THIIEY > SO FHETE T
REIGUEEXDHBICERIMESERETH > 2. E
7z, BFMAENRICUAAPS EETH, ATLPIIZ X
DELLU=FEEZDDREE - ) ONBHETOREE
BHREIZ AT 2 D L2 THgE & L=,

IV. ATL 08 (Fig. 4

1. Aggressive ATL (RtE# - U > )NJER - PHRABE
FEEHT HBEED

ATLPL 7Pz 7 M REBREFOEFHE P RER,
USNER, TEREARETFEETHBERTE
NFENS3I » A, 106 A, 244 » B, 4ELEHFEHET
11.4%, 16.2%, 294% TH - =¥, 1980 ERDOLERE
TOREHE, JINBROEFEHRPREZ62 » H,
102 7 H, 4 E2EEHAEWE5.0%, 5.7% TH-o 727,

(1818) 272

CREREMTRVD, 44E25FHEE 2 HF R
kL TwasZ &iziks, ATLPL Y0P 2 7 hCHRHER
MASTFbNho IERE D THITT 2 &, £FHME
U ERITENE
Ne6s8r»H, 985 HE68%, 13.2% 7T, U NEHT
BRESEEZT TOARNWEE TH 4 E2EFHEOX
ERRENBLSNTNS (Tabled), TO I &id, REE
MEL TR EN T ER WL D BEFSM %
AIPEHE SRR L o THRENM S HE > ho—
IVRECREGNE, BRTHPROUBIGL N TR
2, FIEEERIC Y U W T, (Lo itk
DS, FHCRABETREERHEOBEAICL ST, £
FEBEEBLTNDZEERLTNBEEEZI OGNS,

) A AL EE

Aggressive ATL BB OB —HERTH 5. VCAP-AMP-
VECP (E2HZURAF U+ PRI T 7 I R+ REY
WET T RavVOoy—REVVES +TFTDAX
Fo+TFL ROy =T 4V FI o+ MRY R+HA
WVETSF o +TV R n) #\iElL JCOGLSG T
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Overall survival
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i fymphoma smoidering | HTLV 1
carrier
A AAl
acute |
Fig. 1 Flow chart for determining clinical subtype of ATL. (sited from JCOG1111pro-
tocol, courtesy of JCOG Coordinating Office)
N; upper normal limit, CNS; central nervous system, PB; peripheral blood
(8)
1.0 ST (M)
MST{M)  35%Ci (M)
- === Unfaverable chronic {(n=112) 244
e Actte (n=897) 83 75-8.8
0.8 — e Smoldering (n=T4) 36.7
= Lymphoma (n=355) 106 8.2-11.7 s
= Fayorable chronic (n=60) -
= Chronie (n=172) 30.2 24.0-33.0 2 “ % {P=0.0003; x2=18.01; fog-rank)}
Smoldering (n=74) 367 23.0-714 Z 0.6 ) T
(P<.0001; x2=141.8, 3df; log-rank) g
S 04~
[
> i
Q
0.2
T T T 0.0 T T T T T T Y

]
24

1
36

T
48 80

Time from diagnosis (months)

0 12

24

36

48 60

72

Time from diagnosis (months)

Fig. 2 Overall survival curves of ATL patients registered for ATL-PI project by clinical subtypes .
MST; median survival time, M;months
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Table 2 Prognostic factors for ATL
All clinical subtypes
IDH Number of .
Shimoyama PS Age (SUNvs L1~9.9UN ; si:)(:lio Jorrected Ca
=UNvs 1.1~2.901 esions
t g9 1,2vs 3,4 <40vs 40y o 11vs 11l mg/ IS
N 0,1,2vs 3,4 ( Ve 40y) vs 3UNZ) (1,2vs 35) (<1ivs1lmg )
Ca
) P £ Stage
APS© S Age o pase (11vs
(0,1vs 2,34 (=60 vs 60<0) (1, I vs I, IV)
1lmg/ d1<0) .
Acute and lymphoma type
Alb st-2R
Simplified Stage PS Age (<amuas (Z(}O 00
.5vs 3.5 £2
ATL-PT® I Ovs I, 0,1,2vs3, ST0vs 70 y< _ -
: (@ s ML, 1) ©0.1,2v3, 4 (ZT0vs T0y<) mg/ 1<) ¥8 20,000 U/ ml<)
Acute type
Shimov pS 1LDH A BUN
e 0 1geay (SWNwlivzouN R (SUNwUN
¢ e vs 3UNS) veEY= <
Liymphoma type
Shimoyama PS
etal” 0,1,2vs 3,4
Chronic type
Shimoyama 1IDH BUN Alb
et al? (ZUN vs UN) (£UNvs UNS) (INZ vs <LN)

APS; ATL prognostic score, ATLPI; ATLprognostic index, PS; performance status, sII-2R; soluble interleukin-2 receptor,
UN; upper normal limit, LN; lower normal limit

Simplified ATL-PI

Prognostic factor Score
1.0
- MST(M) - 95%CL(M) Stage Hor IV 2
N e ows 162 13.4-232
0.8 s Inters 7.0 63-86 ECOGES 2 ~4 4
- 11l e igh: 4.6 2654
% 0.6 \ (P<0.0001;%="74.2,2dF log-rank test) Age (vear) >70 1
£ 1
= Serum
Foa- abumin gLy o5 1
& ] SILZR (UmL)  >20000 1
0.2 7
0.0 T T 1 T
0 12 24 36 48 60 i:z :: Risk
No. at risk Time from diagnosis (months)
Low 77 45 22 11 6 3 0,1,2 Low
Intermediate 208 52 26 18 14 9
High 118 10 6 2 0 0 3,4 {ntermediate
58 High

Fig. 3 Overall survival curves for the validation sample (n=403) according to the simplified
ATLPI'Y,
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Table 3

Comparison of prognosis

e BK M 5410

Simoyama et al”
(1983-1987)

Katsuya et al'?
{(2000-2009)

all w/ —HSCT <70 years
n=621 -
n=1,252 n==1,025 n==860
Age (median, years) 56.0 62.8
Acute type MST (months) 6.2 8.3 6.8 9.8
OSat 4 year (%) 5.0 114 6.8 14.1
Age (median, years) 59.2 66.3
Lymphoma type MST (months) 10.2 10.6 9.8 1.7
OSat 4year (%) 8.7 16.2 13.2 16.2
n= 197 n=246
Age (median, years) 57.5 61.5
Chromnic type MST (months) 24.3 30.3
OSat 4 year (%) 26.9 35.0
Age (median, years) 59.3 64.9
Smoldering type MST (months) not reached 36.7
OS at 4 vear (%) 62.8 43.2

MST; median survival time, OS; overall survival, HSCT; hematopoietic stem cell transplantation,
w/ —; without

EHINATDOEKHRTEOE BENEEINTY
%, VCAP-AMP-VECP #E 0 5 I HRE (JCOGI303)
TOEEHEDREIR 13.0 5 A THo =9, 3 &g0

Acute
type

Chronic
type

Smoldering
type

Lymphoma
type

absent present
niavoreble T VCAP-AMP-VECP i & CHOP (B> 2 Y

Chemotherapy AF o+ IOARATyIR+EFRIINES TR
oVu ) 14 EEOE I AHERE JCOGIsD T
D £ fF A R E 12 VCAP-AMP-VECP ¥ i &%,
CHOP4 BB THFNEN 127, 109 » A, 3ESERF
E& & CREE 1L VCAP-AMP-VECP #i% & CHOP14 %
HBTERNTH 23.6% & 12.7%, 40% & 21% T VCAP-
AMPVECP HEHEBENSERMIR o R T &b,
VCAP-AMP-VECP %7k Aggressive ATL IZx 9 5 i
BELMEDTSNAEY, UL LAads, VCAP-AMP-
VECP EEII B HAG/s C 0B, BEAEDE
] T granulocyte colony stimulating factor ¥ O 5%
B30, BEREAO7 7 ABEWGESERE
ZIFEA LIRS < CHOPEEMLHEN TV S, ATL-
Pl 7>z 7 NHEER TR, CHOP & 5% WX CHOP
P OIBEBENK 50%, VCAP-AMP-VECP BENH 30%

Watchful waiting |

[ ———
Progression

£85vy.0 5010 70 y.0.

Myeloablative
HSCT

Reduced intensity
HSCT

Fig. 4 Therapeutic guideline for ATL. (sited from practical
guideline of hematological malignancies (version for
collecting public comments) proposed by Japanese
Society of Hematology) .

Unfavorable prognostic factors; either of normal upper
limit=LDH, normal upper limit<BUN, or normal
lower limit=albumin, HSCT; hematopoietic stem cell

transplantation. DEETEBINT W, £/, CHOP21id CHOP14,
VCAP-AMP-VECP ik L NGl EFICE < ERmINT
L’}f:}é)o

ATL @ 10~25% DRER THRMREEMNA 5N S T
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EMFIENTSHED, LEICOCHmRHMBTIRI Y IE
PEANRLFY—N, TRV O OFHHREITERN
BEMTONTD, ATL T T 2 @R ER O
RAHERETHEERRE L EA 5N D,

(2) BHEMLspEE
U I bR REAEE

Bl HE o SRR ERE RS, SRR
PR OIS, HRBOBNAbSEES LU THER
ENB, F/- LDH EHENDH B2 aggressive ATL T
FREINDIREDSEFICE E ORBREE & HREH]
BRETHHEHINDS, 25 mg/day ERBRESTHILD Z
ENEL, —EOEM THRBINSB LN, ENEE
B U 7= i = B PR BRI T e s
2 T FY L BARRE

B/ HEBERARTIH, FMaE 236 (55 17 4
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EBEZNAT 54, HILV-L ZBREMBENT Y1V R
HEOHEMBIZEAER WD, AZT ITITHTLV-1 %
THERTAINAERREEAERN, AZT W50 A

Z—PIEHEEEIC L OFEESRERT I LIRBEN
TWaBH, ZHNHHEENRDOTIRND,

V. ATL O#fiaE

1. §7 CCR4 HitkgeiE

CC chemokine receptor 4 (CCR4) W ThA( 1t
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