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RN TR B - U > /N8 (adult T-cell leukemia/
lymphoma; ATL) i3, 1977 FICAL, &AL
MHACERTS THRES LU TREINY, 208
R - )L A & L C human T-lymphotropic virus type I
(HTLV-D) A1 & & f172?, HILV-1 i3 ATL O & 2,
HTLV-1 B8 % B AE /288 R tE Rl (HTLV-1 associ-
ated myelopathy/tropical spastic paraparesis; HAM/TSP)
DORK &5, ATL, HAM/TSP OFEIL HTLV-1 F+
U7 OEETEFNFN 3~5%, 0.25% L3N 50, F—
TANWANES B HEBEZBEEITREICDNT,

FrUTEOTAINZITHT HREIEEDEN, HLA
NTOZ A TDED, TN ZBOMBEIRBIN TN
63“'5)

ATL OFEEFEE, 2001 FICHE SN2 9 K ATL
E[EERES *%éﬂ%’ﬁifﬁffﬁﬁﬂ”i@{ﬁ 61ERTH > 2hs,
2010 1 INBEETTEBREHER (KRBT
% HTLV-1 W%io&@éﬁﬁﬁgé@% EPE S REE
WHFEEE 0 —m) | PIEHREBCLD ZBEDOR
BANEAFEFRPRET R TH LY. Zhidsd
FEED TEICHILV-L F v U TENRP L T oD
12, B IEE HILV- v U 7 0oElasm< 2o Tn

Ll EEZILGND,

IL ATL OB

JCOG U Y NEV )v—7 (JCOGLSG) 134 EEER
ETED SN 1984 FE0 5 1087 EICBRIE/- 854 44
OATLBEZEOT—F 05, 28, U NER, B
B, <TROBO 4 HERFERAZIEEL (Table 1, Fig. 1,
S EBEREIDOTEBARET (DH B HRIER

BRAFEFE B - K - RERENR

BELIEREBA5, BUNHERIEEELE2BA 5, 0
BINTIVPHERERETER2TES) owdhh—
DTHETHEMNEINTL > TESFELEY., 20038
FHESHANICE<FHEN TN,

[EN, UV NEE TEREFABRTEETOEEL
ATL # aggressive ATL, THABHTEHE IR WER
BATL & <R ATL # indolent ATL &L, Zho
D 2RI BERENL NS,

B4R EEOMBNBZRMR & HRT20004E1 A
MG 2009 5 Btz a i ATL BE 0% A
EWMEBEAERL = (ATLprognostic index (ATL-P) 7
nYxy b, #1500 o ATL EF ORRRE 0 & i
B Fig. 2 W2RT,

I ATL OFi&EF (Table2)

BNR D 1980 EROLEREOH R, S, & ATLBRE
OFHBEF & LT performance status (PS), 4Eifp, Mig
LDH, #BEK, miF CaFEaniz. BREHESA
N=2EBMFT T, BHEKE, PS LDH, #, BUN
@%&émtoﬁﬁ &@%&ﬁ?@%“gﬁﬁfm
, U NERITILPS,
[@’@ﬁfyi LDH, BUN, 7)1/7\ v, KTXRDETE
BUN i h /29,

ALK T 1992 £ 5 2007 EIZBE I N2 2R 89 #
OB T, PS, HH, E@ WE CaNFRAEAFLL
THESIN, INS5OEASHENS IBIZUZATNE
T 5 ENEIBE SN/ (ATL prognostic score; APS) 9,

ATLPL 7oy BT, & - U >/ ER ATL 1,270
Filp s FEGEDBHAEEE (REBH 220 ER,
BUWOBRODEEH 2R\ 807 HOBHRMASEME - U
SR ATL O FHET 2B L. Bl PS, £,
MET VT I Al MERREAL -0 F 22 %5
HED 5 D FRAFLLUTREL, BN SEY X

271 (1817)
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Table 1 Diagnostic criteria for clinical subtype of ATLY
Smoldering Chronic Lymphoma Acute
Anti-HTLV-1 antibody + + + +
Lymphocyte (X 10% D <4 24 <4 *
Abnormal Tdymphocytes =5% -2 S1% +
Flower cells of T cell marker Occasionally Occasionally No +
LDH =1.5N <IN * *
Corrected Ca (mBEq/ 1) <55 <h.5 * *
Histology-proven lymphadenopathy No * + *
Tumor lesion
Skin % * * %
Lung * 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 Hmit

* ; 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 2% in peripheral blood, histology-proven tumor lesion is

reqguired.

7, HEIU RS, BURXIEOIFICHET S ATLPI
ERELE, I5IRTT I &I THREBR
M3 < L/ simplified ATLPL TO IS 3BHD
MSTiFNnFNn 162 » H, 7.0 » H, 46 » A, 244%E
BIE1E37%, 17%, 6% TH o7z (Fig. 3)'0,

ATL-P1 13, Fl—#MH ! DLBCL ® FBKETFEFIIT
BB P2 KM E THIKY > EOFHREFE 7L

7o, BRBEEWNRIT L APS £HTH, ATLPIIE X
DELUL=TRzb DM - ) O NBERETOREZ
RIS 5 Z &R TRRE L s,

IV. ATL @B (Fig. 4

T2/ T 5BHEED

ATLPL 712 x 7 NREREBE O &7 I h @i,
BRI, U NERL, FHRARATEETSEETE
NFEN83 » H, 106 » B, 244 v H, 4EEEEHEZ
114%, 16.2%, 29.4% TH->7=%, 1980 ERDOLEHRAE
TORER, JoNNBEHOEGFEHREFREL62 » H,
102 7 H, 4 EREHFEHIL5.0%, 5.7% TH - 727,

(1818) 272
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Wk BRIV, 4EeEFEEEE 2 B EKTm
ELTWB Z &izia b, ATLPI 709z 7 hCRER
BT DI D o TR BV RIS 5 &, IR
Rl & A FEREFEISE, AN, UL ERTENE
N68»H, 984 H&68%, 13.2%T, UNERT
HEEBEE2ZT TORNEE TH L EL2EFHTOXR
ERWENASNTNDS (Tabled), ZO I &id, R
PRI+ 2 IR T E AR WL S I EIR R 2
RGBS ERIC L > TR L w1 bo—
VRSN, BETHPROKEEIESN TR,
B, R BRI U2 S T, bk ik
O, HICAEETRHEEREOBEANCL ST, EH
FHRPYREBLTNBIEARLTVNDEEZ LGNS,

(1) K16t e BEE

Aggressive ATL RO H—#RNTH 5. VCAP-AMP-
VECP (E>Z7URFIU+T 7 ORAT v I R+ RFY
VES A+ T RoVB Y= REVILEL Y+ T AR
Fo+TV RO =T NTFI o+ MR RHA
WRTSF o+ RovVny) gl JCOGLSG T
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i either of ! el 9 proven ATL.
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Oyes {1 No Tves{IN
: Clvesi [ No : - & - ©
L4
¥ ' Other than !
Other than Other than : ATL :
ATL | ATL 12 4
. chronic | lymphoma smoldering | | HTLV-1
carrier
A A ¥
acute l
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
(B)
1.0 e 1.0 ST (5
MST (M) 95%CH{M)}
- 4 = nfavorable chronic (n=112} 244
% wen - Beute (n=897) 83 7588 o Smldert 74 367
0.8~ 1{ wes Lymphoma (0=385) 108 9.211.7 = 0.8 moldering (n=74} "
= 3 n = Eavorable chronic (n=60} -
weose Chronie (n=172) 302 24.0-33.0 A sy { P=0.0003; =18.04; fog-rank )
0.6 Smoldering (n=74) 367 230714 £ 06 i L
(P< 0001 ; x*=141.8,3dF; log-rank) g
0‘4 ot % 'a 0.4 ot e s o oo
| - %MNWWM%’%% § i ) 8
0.2 M R — o _ Srnmassao
X MM,WWWWWW . 0.2 by -
— —— ‘ -
0.0 T T T T T T T 0.0 T T T T T T T
0 12 24 36 48 80 72 34 96 0 12 24 36 48 60 72 84 96
Time from diagnosis (months) 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
273 (1819)
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Table 2 Prognostic factors for AT
All clinical subtypes
LDH Number of ,
Shimoyama PS Age < . um, e Jorrected Ca
et al? ©,1,2vs 3, 4 (Cd0vsdoys) ~ FUNWLI~ZOUN - lesions (<11 vs 11 mg/ dI<)
T e vs SUNE) (1, 2vs 35) v
PS Ag Stag Ca
APS” © 1vs2 34 (=60 'eeso <) (i td%éf{ V) (=1l
4, Lvs 4, o, 4 = N LAY
® vEEUS e Timg/ d1<0)
Acute and lymphoma type
Al 1L2R
Simplified Stage PS Age . e
ATLPIY (1, Hvs I, IV) (0,1, 2vs 3, 4) T (20,000
’ ’ T ’ = ’ mg/ A=) vs 20,000 U/ mi<)
Acute type
Shimoyama PS LDH Age BUN
o lowsg (SWNwll~zen B (SUNwUN
¢ e vs SUN) vEy= <)
Liymphoma type
Shimoyama PS
et al? (0,1,2vs 3, 4
Chronic type
Shimoyama LDH BUN Alb
et al? (ZUNvs UN (SUNvs UN<) (IN= vs <IN)

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

Simplified ATL-PI

Prognostic factor Score
1.0
- MST (M) 93%CL(M) Stage Morlv 2
\3 Low: 162 134232
0.8 7 — R
Inter: 7.0 63-86 ECOG PS 5 g 1
- &i " flighs 4.6 2654
é 0.6 ™ \ (P<0.0001;4=742,2 df log-rank test) Age (vear) >70 1
,;i - 3 Serum
Ho.4 ] abumin (gdl) o0 1
L5
= . \R& .
@ L, SIL2R (UimL)  »20,000 1
0.2 R :
0.0 T T 1 T
0 12 24 36 48 0 Sum of Risk
N . sCores
No. atrisk Time from diagnosis (months)
Low 77 45 22 1 6 3 0,1,2 Low
Intermediate 208 52 26 18 14 )
High 118 10 6 2 0 9 3,4 Intermediate
56 High

Fig. 3 Overall survival curves for the validation sample (n==403) according to the simplified

ATLPIY,

(1820) 274
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Table 3  Comparison of prognosis
Simoyama et al” Katsuya et al'®
(1983-1987) {2000-2009)
- all w/ —HSCT <70 years
n=621
n=1,262 n= 1,025 n=860
Age (median, years) 56.0 62.8
Acute type MST (months) 6.2 8.3 6.8 9.8
OS at 4 year (%) 5.0 114 8.8 14.1
Age (median, years) 59.2 66.3
Lymphoma type MST (months) 10.2 10.6 9.8 11.7
OS at 4 year (%) 5.7 16.2 13.2 162
n=197 n=246
Age (median, years) 57.5 61.5
Chronic type MST (months) 24.3 30.3
OS at 4 year (%) 26.9 35.0
Age (median, years) 59.3 64.9
Smoldering type MST (months) notreached 36.7
OS at 4 year (%) 62.8 43.2

MST; median survival time, OS; overall survival, HSCT; hematopoietic stem cell transplantation,

w/ —; without

Acute

type

Chronic

type

Smoldering

type

Lymphoma
type

absent present
Unfavorable
prognostic factors

Chemotherapy

Watchful waiting

Progression |

85 y.o 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£1LDH, normal upper limit<=BUN, or normal
lower limit=albumin, HSCT; hematopoietic stem cell
transplantation.
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O & 7 B bR {12 VCAP-AMP-VECP % % &,
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HBTENTN 23.6% & 12.7%, 40% & 21% T VCAP-
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