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Abstract

patients'birthplaces;22 of 35 were born in Kyushu,1i of them

AdultT-cellleukemia-lymphoma
(ATL)isa uniqueT-ceIIcancer
firstdescribed
inJapan.Weestimatethatmorethan200patients
a yearhavebeendetectedinKyushu.Thesurfacephenotype
of
ATLcellscharacterized
by monoclonal
antibodiesis T3@,T4@,
T8, Ti i @,
andTack.In allcasestheserumis positiveforanti

in Kagoshima
Prefecture.Mostof themhadgrownup in their
placesof birth and movedlater to their presentlocations.This
peculiargeographicaldistributionledusto considerthisleukemia
to be a newdisease.Subsequently
it hasbecomenecessary
to
reexaminethe conceptof ATL in the lightof new virological
evidence.

in the clinical features of atypical cases suggest a divison of the

spectrum of ATL into five types: acute (prototypic),chronic,
smoldering, crisis, and lymphoma. Screening of the sara from

healthyadultsfor presenceof the anti-HTLV-Iantibodiesre
vealedthat 3.6%of healthyindividualsin KumamotoPrefecture,
whichis locatedin the middleof Kyushu,were HTLV-l carriers.

Variations in the Clinical Course of ATL

Seventy-twopatientswithATL havebeenexaminedin our
department.Variationsin the clinicalfeaturesof atypicalATL
suggesteda divisionof the spectrumof ATL into five types:
acute(39patients);
chronic(i 2 patients);
smoldering
(8patients);
crisis (5 patients);and lymphoma(8 patients).In all casesthe
serumwaspositiveforanti-HTLV-Iantibodies
andthemonoclo
nal integrationof proviralDNAof HTLV-lin the malignantcells
wasconfirmed
asdescribed
later.
The acutetype is the so-calledprototypicATL, whichpro

Thepercentageof positivity
increasedwithageandwashigher
in femalesthanin males.It variedfromtownto town,ranging
from0 to 17.6%. Familystudiesshowedthat the routesof
naturalinfectionof HTLV-Iare frommotherto childand also
fromhusbandto wife.Thethirdrouteis bloodtransfusion.
The gresses acutely or subacutely. In general a poor prognosis is
borderline between the healthy carrier state and smoldering ATL
remains unclear. In the endemic areas smolderingATL is fre

indicated by the elevation of serum lactate dehydrogenase,

calcium,and bilirubin,as well as by highWBC.SmolderingATL

quentlydiagnosedin patientswithfungusinfectionof the skin, is characterized by the presence of a few abnormal cells (0.5â€”
chroniclymphadenopathy,
interstitial
pneumonitis,
chronicrenal 3%) inthe peripheral
bloodovera longperiod.Crisisinchronic
failure,and stronglyloidiasis.In additionour experienceswith a or smoldering
ATL meansthe progression
of the diseaseto
concurrenceof lymphoma-typeATL in three sisters and spon acuteATL. The lymphomatypeof ATL is considered
to be a
taneous remissions in a patient with chronic ATL are cited.
form of T-cell-typenon-Hodgkin'slymphomain whichmalignant
cellscontainproviralDNAof HTLV-l.
Introduction:

Prototypic

ATh2

ATL sharessomefeatureswithSÃ©zary
syndromebutis dis
tinctfromit.Takatsukiet a!.(1)studied35 patientsinKyotoand
describedthe followingfindings.In i 8 malesand17 females,the
ageat theonsetrangedfrom27 to 73 years,witha medianage
of 52 years.The predominant
physicalfindingswereperipheral
lymphnodeenlargement(86%),hepatomegaly
(72%),spleno
megaly(51%),and skin lesions(49%).The WBC rangedfrom
i 0,000to500,000.Leukemic
cellsresembleSÃ©zary
cells,having
indentedorlobulatednuclei.Thesurfacephenotype
ofATLcells
characterized
by monodonalantibodies
is T3@,T4@,T8, Ti 1@,
andTac@(2). Hypercalcemia
is frequentlyassociatedwiththis
condition.
Regarding
skinlesions,oneofthecharacteristic
man
ifestations
ofthisdisease,histological
examination
revealedthat
dermaland s.c. infiltrationwas commonand that epidermal

@

Detectionof HTLV-IProviralDNA
HTLV-IproviralDNAintegratedin the cellularDNAwas ex
aminedby the Southernblottingmethodin the peripheralblood
mononudearcellsand/orlymphnodecellsfrompatientswith
ATL andothervarioushematological
disorders(3). Thisstudy
wascarriedout in collaboration
withDr. MitsuakiYoshidaand
his coworkersin the Departmentof Viral Oncology,Cancer
Institute,Tokyo,Japan.InallATLcasesanti-HTLV-Iantibodyin
the serumand proviralDNA in the malignantcellshavebeen
detected.No discrepancy
was seenin the patternof proviral
DNAamongtumorcellsofperipheral
bloodandlymphnodecells
fromthe samepatient.ProviralDNAwasdearlydemonstrated
in peripheral blood cells from smoldering ATL patients, although

thequantitieswerelessthanthosefromacuteor chronicATL.
infiltration,like a Pautrier'smicroabscess,was foundfrequently. In additionproviralDNA was detectedin lymphnodecellsof
The survivialtimerangedfrom1 monthto morethan6 years. somecasesdinicallydiagnosedas malignantlymphoma.Of 16
Themoststrikingaspectinourstudywastheclustering
of the non-Hodgkin's
Iymphoma
cases,5 casesbelongedto theT-cell
type,8 to theB-celltype,and3 to thenull-cell
type.Anti-HTLV
I Presented
at the HTLV
Symposium,
December
6 and 7, 1984.
Bethesda,
MD.
This study was supported by grants from the Ministry of Education, Science and
I antibodywasfoundinfourcasesof theT-celltype,twocases
Culture and from the Ministry of Health and Welfare of Japan.
oftheB-celltype,andonecaseof Hodgkin'sdisease.However,
2 fl,,@
used
are:
ATL,
adult
T-cell
leukemia-lymphoma;
HTLV-I,
proviralDNA was detectedin three casesof non-Hodgkin's
human T.cell leukemia-lymphotropicvirus I.
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human T-cell leukemia(lymphotropic)virus (HTLV-I) antibodies

andtheATLcellscontaintheproviralDNAof HTLV-l.Variations

CLINICALDIVERSITYIN ATL

of monoclonal
gam
diffuse lymphomaof the T-cell type. In four cases positivefor We havealsonoticedthatthe association
issignificantly
morefrequent.
anti-HTLV-lantibodyproviralDNA was notdetected,suggesting mopathyandotherneoplasms
that despiteinfectionwith HTLV-I this virushad not causedthe
tumor. It was difficultto distinguishbetweenHTLV-I-relatedT
cell-typemalignantlymphomaandnon-HTLV-I-related
T-ceIIma
lignant lymphoma, either histologicallyor immunologically.
Checking for anti-HTLV-l antibody alone in endemic areas, such

UnusualCasesof Alt
Concurrenceof Lymphoma-type
Alt inThreeSisters.4We
studied three sisters, rangingfrom 56 to 59 years old, who

ATL duringa periodof i 9 months.
as Kyushu,isnotsufficient
to confirma diagnosis
ofATL.Inthe developedlymphoma-type
The patients were born in a remote island in Kumamoto Prefec
so-callednonleukemicmalignantlymphomaabnormalcellswere
ture, an area where the incidenceof ATL is high, but had lived
not seen in peripheralblood, but the presenceof HTLV-l was
in different places since their youth, suggesting that the disease
verified.Accordinglythis may be more appropriatelycalledâ€œIymdevelopedaftera longlatentperiodregardlessof theirliving
phoma-type ATLâ€•
as discussed before.

environments.
SpontaneousRemissionsin ATL (6). Wereporteda 54-year
tested in 15 cases of variousleukemiasother than ATL. Among old male patient with ATL who had showed five episodesof
Thepresenceof proviralDNAintheperipheral
bloodwasalso

found in none of the cases. In SÃ©zary
syndromeand T-ceII CytogeneticStudy
chroniclymphocyticleukemia,testsfor anti-HTLV-Iantibodyand
proviralDNA were negative. The causes of disease in these
cases are thought to differ from those in ATL patients.

Specificchromosomalabnormalitiesanalogousto thoseof the
Philadelphia
chromosome
inchronicmyeloidleukemiahavenot
beenfoundin anyof the lymphocyticleukemias.We studiedi 3

In family members of ATL patients anti-HTLV-I antibody in
serum and proviral DNA in the peripheralblood lymphocytes patientswith ATL in Kyoto(7) and 18 patientsin Kumamoto(8).

weresurveyed.Eightof 26 personswereanti-HTLV-Iantibody In the latterstudythe patientsweredividedintothreegroups
positive.This rate was far higherthan the averagefor healthy accordingto their clinicalmanifestations;nine had acute, six
adults over 40 years old in Kyushu,but proviralDNA was not chronic,and three smolderingATL. Mitoticcellswere obtained
fromperipheralblood,lymphnode,or bonemarrowandwere
detectedin anyof them.
analyzedby the G-bandingtechnique.In acuteATL the chro
mosomenumberrangedfromdiploidor pseudodiploid
to hyper
diploid,
i
nthechronic
typeit
ranged
fromhypodiploid
to
hyper
Seroepidemiology
of HTLV-I
diploid,butin the smoldering
typeit was diploid.Eightof nine
Anti-HTLV-I antibodieswere examined by an indirectimmu
nofluorescence test using the MT-i cultured cell line as target

patientswithacuteATL hadtrisomy3 and/ortrisomy7, whereas
noneof the thosewith chronicATL exhibitedthese aberrations.

Patientswithsmoldering
ATL hada normalkaryotype.These

cells(4). In 13,329 healthyadults inhabitingKumamotoPrefec
findingsindicatethatthemoreaggressive
theclinicalcourseof
ture 3.6% were found to be positivefor these antibodies.The ATL,themorecomplicated
isthenumerical
andstructural
chro
rate of positivitygraduallyincreasedwith age and was higherin mosomeabnormality.
femalesthan in males. With regardto geographicaldistribution

the percentageof positivityvariedfromtownto town,ranging
from 0 to 17.6%. The familystudiessuggestedtwo mainroutes
of transmissionof HTLV-l: one verticalfrom motherto children;
and the other horizontalfrom husandto wife. The thirdroute is

bloodtransfusion
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these, four anti-HTLV-I antibody-positivecases had received exacerbation during a period of 6 years. In this case spontaneous
large and frequent blood transfusions,and it is thought that remission
occurredat leasttwice.
seroconversionwas due to thisfact. However,proviralDNA was

