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78rwF•|a•Ipha•@pr•—•—7wcti•—n•—f•@spYe•—n•@c•—vas•@For•@the•@TNF•|alpha•@assay•C5•~106

spleen•@cells•@were•@cultured•@with•@10•@ptg•@of•@LPS•@in•@flat•|bottomed•@24ˆêˆêwell•@culture

plates•@•iBecton•@Dickinson•@Labware•C•@NJ•C•@USA•j•D•@On•@the•@next•@day•C•@the•@culture

supernatants•@were•@collected•@as•@the•@TNF•|alpha•@source•D•@I•@xlO4•@TNF•|alpha

sensitive•@LM•@cells•@were•@cuitured•@in•@200•@ptl•@medium•@in•@the•@presence•@of•@the

samples•@for•@48•@hours•@and•@10•@pl•@of•@MTT•@solution•@was•@added•@for•@the•@final•@6

hours•D•@Each•@sample•@was•@stained•@by•@acid•|isopropanol•@•i100•@pl•j•@and•@the•@plates

were•@read•@on•@MTP•@ˆê100•@microplate•@reader•@•iCorona•@electric•C•@Katsuta•C•@lbaragi•C

Japan•j•@with•@a•@test•@wavelength•@of•@570•@nm•@and•@a•@reference•@wavelength•@of•@630

nm•D

mRrwA•@empr•—ssi•—n•@for•@cyt•—kfnes•@l•@n•@the•@present•@study•C•@the•@expression•@of

IL•|1•@beta•CIL•|2•C•@IL•|4•C•@IL•|6•C•@TNFˆê•@alpha•@and•@IFNˆê•@gamma•@mRNA•@in•@spleen•@cells

were•@investigated•@using•@the•@reverse•@transcriptase•@ˆê•@polymerase•@chain•@reaction

•iRT•|PCR•j•D•@The•@total•@RNA•@was•@extracted•@from•@the•@cells•@using•@guanidine

thiocyanate•@•^phenol•^chloroform•D•@Each•@5•@pg•@of•@RNA•@was•@reverse•|transcripted

by•@600U•@murine•@Molony•@leukemia•@virus•@reverse•@transcriptase•@•iBRL•C•@Grand

lsland•C•@NY•C•@USA•j•@with•@150•@pmol•@of•@random•@hexamer•C•@and•@1•@•^•@20•@th•@of•@the

resulting•@cDNA•@was•@used•@for•@semiquantitative•@PCR•D

•@The•@primers•@•iIH•@beta•@A•@5•fATTAGACAGCTGCACTACAGGCTC3•f•C

IH•@bata•@B•@5•fAGATrCCATGGTGAAGTCAAITAT3•f•@i•@7•C

IL•|2•@A•@5iACArrGACAC•hGTGCTCC•hrrGTC3i•C

IL•|2•@B•@5•fITGAGGGC•hITGrrGAGATGATGCT3•C•@i•@8•C

IL•|4•@A•@5•fAGITAGITGTCATCCTGCTCITCT3•f•C

IL•|4•@B•@5•fCGAGTAATCCArrTGCATGATGCT3•C•@i•@9•C

IL•Eˆê6•@A•@5•fGTCTATACCACTTCACAAGTCGGA3•f•C

IL•|6•@B•@5•fITGGATGGTCITGGTCCITAGCCA3•C•@20•C

IFN•|gamma•@A•@5•fCACGGCACAGTCATTGAAAGCCTA3•f•C

IFN•|gamma•@B•@5•fTGAGGCTGGAITCCGGCAACAGCT3•f•@2i•C
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I•@•@•@I•@•@Œ—•@•@•@ˆê•@ˆê•@•@ˆê

TNF•|alpha•@A•@5•fACCCTCACACTCAGATCATCTTCT3•f•C

TNF•|alpha•@B•@5•fCAGATTGACCTCAGCGCTGAGI•|rG3•f•@22•C

beta•|actin•@A•@5•fAGGGAAATCCTGCGTGACATCAAA3•f•C

beta•|actin•@B•@5•fACTCATCGTACTCCTGCTTGCTGA3•f•@23•j•@were•@synthesized•@on

a•@380B•@DNA•@synthesizer•@•iApplied•@Biosystems•C•@lnc•C•@Foster•@City•C•@CA•C•@USA•j•D•@A

volume•@of•@5•@pl•@of•@cDNA•@was•@added•@to•@the•@reaction•@mixture•@containing•@50•@mM

KCI•C•@10•@mM•@Tris•|HCI•@•ipH•@8•D3•j•C•@1•D5•@mM•@MgC12•C•@O•DOIO•^o•@gelatin•C•@O•D2•@mM

deoxynucleotide•@triphosphates•C•@100•@pmol•@of•@each•@primer•C•@and•@2•D5•@U•@Taq

polymerase•@•iPerkin•@Elmer•@Cetus•C•@Norwalk•C•@CT•C•@USA•j•D•@Each•@100•@pi•@of•@the

sample•@was•@overlayed•@with•@50•@pl•@of•@mineral•@oil•@and•@incubated•@in•@a•@thermal

cycler•@for•@30•@sec•@at•@940C•C•@30•@sec•@at•@550C•C•@and•@2•@min•@at•@720C•D•@After•@25•@ˆê•C•@30•@ˆê•C

and•@35•@ˆê•@cycle•@amplification•C•@each•@7•@pl•@of•@the•@sample•@was•@removed•@and

analyzed•@by•@gel•@electrophoresis•@through•@20•^o•@agarose•@gel•@containing•@ethidium

bromide•D

M•—nit•—ndng•@•—f•@••urwiwaY•@Each•@group•@consisted•@of•@10•@mice•D•@The•@mice•@were

checked•@daily•@to•@determine•@the•@data•@of•@death•D•@Autopsy•@was•@also•@performed•@to

examine•@the•@presence•@or•@absence•@of•@leukemia•D•@Survival•@curves•@were

computed•@by•@the•@method•@of•@Kaplan•@and•@Meier24•D

Staegestical•@analysis•@P•@values•@for•@comparison•@of•@results•@in•@various•@groups

were•@determined•@by•@Student•fs•@Nest•D•@Survival•@data•@are•@based•@on•@the

generalized•@Wilcoxon•@test25•D
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Results

Chfi•gmend••mo•@•—f•@spgeen•@•—euas•@ln•@Table•@1•Cthe•@Thyl•D2•@positive•@spleen•@cells

from•@representative•@mice•@of•@each•@group•@are•@shown•D•@Six•@months•@following

BMT•C•@the•@analyses•@of•@Thyl•D2•@antigen•@on•@the•@spleen•@cells•@from•@chimeras

showed•@a•@lower•@donor•|type•@chimerism•@compared•@with•@C3HIHeJ•@mice•D•@No

clinical•@evidence•@of•@graft•|versus•|host•@•iGVH•j•@reaction•@was•@encountered•@in•@both

PBSˆê•@and•@IL•|2•|treated•@chimeras•D

’uffec‚º••f•è‰³•@ˆê2••n•i‹š•••f•••£•ic•@a••Œ²ƒm•f1‚Þƒm•@•@Cytotoxic•@activities•@of•@isolated•@spleen

cells•@were•@tested•D•@Figure•@1•@shows•@the•@results•@at•@E•FT•@ratios•@of•@50•F1•DIL•|2•|treated

mice•@have•@more•@enhanced•@cytotoxic•@actMties•@against•@the•@LAK•@target•@P815•C•@the

NK•@target•@YACI•C•@and•@the•@AKRIJ•@T•@cell•@lymphoma•@cell•@line•@BW5147•@with

statistically•@significant•@differences•D•@Although•@the•@figure•@is•@shown•@with•@only•@one

point•@of•@E•FT•@ratio•C•@the•@data•@at•@other•@E•FT•@ratios•@showed•@a•@similar•@tendency•D

Mit•—g•—n•|•@an•—7•@ra•|2•|incluce•—7•@r•—sp•—ns•—s•@•—f•@spV•—en•@ceuas•@P•@W•@Mˆê•C•@L•@P•@Sˆê•C

and•@IL•|2•|stimulated•@responses•@of•@spleen•@cells•@from•@the•@IL•|2•|treated•@chimeras

were•@higher•@than•@those•@of•@spleen•@cells•@from•@the•@PBS•|treated•@chimeras•@•iFig•@2•„•D

Furthermore•C•@ConAˆê•@and•@PHA•|stimulated•@responses•@also•@had•@a•@slight•@increase

in•@spleen•@celis•@from•@the•@IL•|2•@treated•@chimeras•C•@although•C•@there•@were•@no

statistically•@significant•@differences•D

gL•|2•@resp•—nsa•hyeness•@•—f•@ffeukemoic•@ceuas•@fr•—m•@chimeras•@Normal

spleen•@cells•@from•@AKRIJ•@mice•@showed•@increased•@IL•|2•@responsiveness•@which

were•@dependent•@on•@IL•|2•@concentrations•@in•@a•@cultured•@medium•D•@On•@the•@other

hand•C•@IL•|2•@responsiveness•@of•@spleen•@cells•@from•@chimeras•@with•@overt•@leukemia

did•@not•@respond•@to•@IL•|2•C•@and•@also•@there•@were•@no•@differences•@of•@IL•|2

responsiveness•@in•@each•@group•@•iFig•@3•„•D

y

•^•^

TrwF•|azapha•@secr•—neb•—n•@loy•@spteen•—evas•@Spleen•@cells•@from•@IL•|2•@treated

mice•@produced•@increased•@quantities•@of•@TNF•|alpha•@after•@stimulation•@by•@LPS•D

The•@TNF•|alpha•@content•@of•@spleen•@cell•@supernatants•@rose•@with•@a•@statistically

significant•@difference•@•iFig•@4•j•D•@This•@materials•@were•@bioactive•@on•@the•@LM•@assay•D

Cyt•—kine•@mo•@RrwA•@•@empressaO•—ptps•@in•@spieen•@ceuas•@I•@L•|1•|beta•@and•@T•@N•@F•|

alpha•@mRNA•@expressions•@were•@detected•@from•@spleen•@cells•@of•@IL•|2•|treated•@mice

after•@25•|cycle•@amplification•C•@and•@were•@not•@detected•@from•@PBS•|treated•@mice•@•iFig

5•„•D•@IFN•|gamma•@mRNA•@expression•@was•@not•@detected•@in•@both•@groups•@after•@25•|

cycle•@amplification•C•@although•C•@it•@was•@clearly•@detected•@in•@the•@IL•|2•|treated•@mice

after•@30•|cycle•@amplification•D•@However•C•@there•@were•@no•@enhancement•@of•@mRNAs

for•@IL•|2•C•@IL•|4•@and•@IL•|6•@in•@the•@IL•|2•|treated•@chimeras•D

77herap•—uti•—•@antiMevkemaec•@effects•@•—f•@MZ•Dˆê2•@after•@ava•—geneic•@BMi7•f

Figure•@6•@shows•@the•@effects•@of•@IL•|2•@after•@allogeneic•@BMT•@on•@survival•D•@All•@mice•@in

the•@PBS•|treated•@group•@died•@of•@leukemia•C•@however•C•@six•@mice•@in•@the•@IL•|2•@treated

group•@which•@survived•@more•@than•@450•@days•@after•@BMT•@died•@without•@any

evidence•@of•@leukemia•D•@Allogeneic•@BMT•@with•@intermittent•@IL•|2•@treatment

significantly•@improved•@the•@survival•@over•@the•@control•@group•@•ip•@•q•@O•D05•j•C•@and

achieved•@a•@prevention•@of•@leukemic•@development•@in•@600•^o•@of•@the•@mice•D•@On•@the

contrary•C•@the•@survival•@of•@the•@mice•@receiving•@IL•|2•@for•@only•@1•@year•@after•@BMT•@was

not•@prolonged•@compared•@with•@that•@in•@the•@PBS•|treated•@mice•@with•@no•@statistical

significant•@difference•@•iFig•D•@7•j•D•@All•@mice•@in•@both•@groups•@receiving•@IL•|2•@or•@PBS•@for

1•@year•@died•@of•@leukemia•D
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Discussion

•@•@AKR•^J•@mice•@display•@a•@high•@incidence•@of•@spontaneous•@T•@celŒûymphoma•^

leukemia•@that•@arises•@predominantly•@in•@the•@thymus•@at•@age•@of•@6•|12•@months6•C•@and

a•@number•@of•@factors•@are•@involved•@in•@the•@high•@susceptibility•@of•@AKR•^J•@mice•@to

leukemia•@development•D•@ln•@previous•@studies•C•@several•@methods•@to•@prevent

spontaneous•@leukemia•@in•@AKR•^J•@mice•@have•@been•@investigated•D•@AKRIJ•@mice

were•@protected•@from•@developing•@the•@disease•@by•@thymectomy•@at•@the•@age•@of•@1•|3

months6•C•@allogeneic•@BMT•@from•@the•@mice•@that•@possess•@resistant•@genes•@for

leukemia7•|9•C•@injection•@of•@some•@kind•@of•@nonlymphomagenic•@ecotropic•@virus•@into

young•@AKRIJ•@mice•@•i1•|60•@days•@old•jii•C•@and•@elimination•@of•@potential•@leukemic

cells•@with•@antibodies•@early•@after•@birthi2•D

•@•@More•@recently•@an•@immunotherapy•@with•@IL•|2•@and•@H•|2•|incompatible•@allogeneic

BMT•@has•@been•@reported•@to•@lead•@to•@a•@significant•@antitumor•@effect•@in•@leukemia•|

bearing•@micei3•E•@i4•D•@These•@reports•@suggest•@that•@allogeneic•@lymphocytes•@may•@be

spontaneously•@alloactivated•@in•@vivo•@to•@induce•@potent•@GVL•@effects•@that•@are

usually•@complicated•@by•@GVHD•@and•@may•@be•@further•@activated•@by•@a•@relatively•@low

dose•@IL•|2•@administration•@in•@vivo•@after•@an•@initial•@induction•@of•@minimal•@residual

disease•@by•@high•@dose•@chemoradiotherapy•@followed•@by•@BMT•D•@Also•@it•@was

revealed•@that•@GVL•@effect•@in•@MHC•|compatible•@allogeneic•@BMT•@mice•@was

enhanced•@by•@some•@immunomodulationsi5•E•@i6•D•@ln•@such•@a•@H•|2•|compatible•@BMT

setting•C•@when•@donor•@BM•@cells•@were•@treated•@with•@ant–mTcell•@antibodies•@plus

complement•@prior•@to•@BMT•C•@a•@beneficial•@GVL•@effect•@was•@completely•@cancel•med•D

•@•@ln•@the•@syngeneic•@BMT•@settings•C•@immunotherapies•@with•@IL•|2•@after•@BMT•@may•@be

expected•@as•@a•@new•@immunotherapeutic•@tool•@for•@decreasing•@the•@relapse•@rate

after•@BMT•@for•@hematological•@malignancies26•f28•D•@However•C•@the•@mechanism•@of

the•@antitumor•@effects•@in•@these•@treatments•@has•@not•@been•@extensively

investigated•D•@On•@the•@other•@hand•C•@in•@the•@human•@settings•C•@several•@researchers

have•@shown•@that•@the•@administration•@of•@IL•|2•@after•@autologous•@BMT•@may•@result•@in

t

•^3

improved•@relapse•|free•@survival•C•@and•@that•@enhanced•@cytotoxic•@activities•@and•@in

vivo•@induction•@of•@IFN•|gamma•@and•@TNF•|alpha•@may•@be•@the•@major•@antileukemic

mechanism29•|34•D

•@Thus•C•@the•@present•@study•@was•@designed•@to•@investigate•@whether•@a•@combination

of•@IL•|2•@and•@allogeneic•@BMT•@from•@H•|2•|compatibie•@C3HIHeJ•@mice•@that•@are•@a

sensitive•@strain•@to•@leukemia•@could•@induce•@resistance•@against•@the•@development

of•@spontaneous•@leukemia•@in•@AKR•^J•@mice•C•@and•@to•@establish•@the•@major•@factors•@in

antileukemic•@effects•D•@lt•@is•@important•@to•@analyze•@the•@efficacy•@of•@BMT•@from•@H•|2•|

compatible•@C3HIHeJ•C•@since•@there•@is•@the•@same•@genetical•@background•@in•@both

donors•@and•@recipients•@as•@human•@HLA•|identical•@and•@MLC•|negative•@BMT•D

•@•@As•@shown•@in•@Table•@1•C•@chimeras•@were•@reconstituted•@by•@the•@cells•@derived•@from

both•@donors•@and•@recipients•D•@The•@data•@for•@this•@study•@suggested•@the•@possibility

for•@the•@existence•@of•@mixed•@chimerism•C•@a•@decreased•@number•@of•@T•@cells•C•@or•@low

Thyl•D2•@antigen•@expression•@in•@some•@chimeras•D•@ln•@terms•@of•@mixed•@chimerism•C

there•@are•@many•@mixed•@chimerism•@status•@in•@recipients•@after•@human•@allogeneic

BMT•D•@Therefore•C•@it•@is•@rather•@useful•@to•@apply•@the•@experimental•@data•@for•@human

BMT•@settings•C•@and•@IL•|2•@administration•@may•@be•@applicable•@with•@human•@BMT•@as

well•D•@Antileukemic•@effects•@observed•@in•@the•@present•@study•@appeared•@to•@be

caused•@by•@donor•|derived•@cells•@partially•C•@resulting•@in•@so•@called•@GVL•@effects•@in

allogeneic•@BMT•@settings•D

•@•@Biological•@stimulation•@of•@the•@immune•@system•@in•@IL•|2•|treated•@chimeras•@was

clear•D•@LAK•ianti•|P815•jand•@NK•iantƒgYAC1•tcytotoxic•@effector•@fu•@n•@cti•@o•@n•@of

spleen•@cells•@were•@both•@significantly•@increased•D•@These•@activated•@spleen•@cells

also•@mediated•@the•@antileukemic•@effector•@function•@as•@demonstrated•@by•@the•@effect

of•@spleen•@cells•@on•@the•@cytotoxicity•@against•@BW5147•@ceHs•@•iT•@cell•@lymphoma•@cell

line•@of•@AKRIJ•@origin•j•D•@These•@changes•@are•@usually•@observed•@after•@autologous

BMT•@and•@IL•|2•@treatments•@in•@clinical•@settings•C•@and•@these•@non•|MHC•|restricted

killer•@activities•@are•@thought•@to•@be•@the•@significant•@effector•@cells•@to•@eliminate

minimal•@residual•@disease29•f33•D•@ln•@the•@present•@study•C•@these•@non•|specific
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cytotoxicities•@seem•@to•@be•@useful•@in•@the•@prevention•@of•@spontaneous•@leukemia

development•C•@and•@may•@be•@the•@major•@factors•@in•@GVL•@effects•D

•@•@Similarly•C•@mitogen•@responses•@from•@IL•|2•|treated•@mice•@were•@increased•@in

comparison•@to•@PBS•|treated•@mice•D•@lnterestingly•C•@the•@enhancement•@was•@seen•@in

not•@only•@T•@and•@B•|cell•|dependent•@mitogen•@response•@•iPWM•j•@but•@also•@B•|cell•|

dependent•@mitogen•@response•@•iLPS•j•D•@These•@data•@suggest•@that•@the

administration•@of•@IL•|2•@markedly•@evokes•@the•@immune•@system•@and•@indirectly

stimulates•@the•@B•|cell•@system•@as•@well•@as•@the•@T•|cell•@system•D•@On•@the•@contrary•C

ConAˆê•@and•@PHAˆê•@responses•@were•@not•@enhanced•@in•@the•@IL•|2•@treated•@chimeras•D

•@•@Also•@the•@enhanced•@IL•|2•@responsiveness•@in•@the•@IL•|2•|treated•@mice•@seems•@to

induce•@immunological•@activation•@via•@the•@cytokine•@network•D•@The•@reasons•@why

the•@enhanced•@IL•|2•@responsivenesS•@did•@not•@induce•@the•@higher•@ConAˆê•@and•@PHA•|

responses•@can•@not•@be•@sufficiently•@understood•@from•@these•@experiments•D•@One•@of

the•@reasons•@may•@be•@related•@to•@the•@decreased•@T•@cell•@population•@observed•@in•@the

chimerism•@assay•D•@The•@modified•@expressions•@of•@IL•|2•@receptors•@may•@also•@explain

the•@fact•D

•@The•@IL•|2•@responsiveness•@of•@leukemic•@cells•@were•@not•@detected•C•@and•@there•@was

no•@difference•@between•@the•@goups•D•@Therefore•C•@IL•|2•@administration•@did•@not

change•@the•@character•@of•@leukemic•@cells•@in•@the•@aspects•@of•@IL•|2•@responsiveness•D

The•@fact•@that•@the•@leukemic•@cells•@have•@lost•@the•@iL•|2•@responsiveness•@after•@overt

Ieukemia•@development•@may•@suggest•@the•@change•@of•@the•@IL•|2•@receptor•@for•@it•fs

affinities•D•@However•C•@it•@is•@not•@yet•@clear•@whether•@this•@change•@may•@be•@related•@to

leukemogenesis•D

•@•@It•@is•@known•@that•@IL•|2•@induces•@secretion•@of•@TNF•|alpha•C•@IFN•|gamma•C1‚µˆê3•C•@IL•|5•C

IL•|6•C•@GM•|CSF•C•@and•@M•|CSF•@34•|36•D•@On•@the•@other•@hand•C•@it•@is•@also•@known•@that•@the

onset•@of•@GVHD•@is•@related•@to•@TNF•|alpha•@and•@IFN•|gamma37•E•@38•D•@Recently•C•@IL•|6

has•@been•@revealed•@to•@be•@one•@of•@the•@key•@cytokines•@in•@GVHD39•D•@However•C•@it•@is

not•@clear•@how•@soluble•@effector•@molecules•@are•@involved•@in•@GVL•D•@Therefore•C•@I

investigated•@mRNAs•@for•@some•@cytokines•@in•@spleen•@cells•@and•@studied•@the
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a

relationship•@between•@the•@cytokines•@and•@antileukemic•@potentials•@in•@the•@IL•|2•|

treated•@mice•D•@The•@reason•@why•@1•@did•@not•@measure•@the•@serum•@cytokine

concentrations•@according•@to•@the•@assay•@of•@ELISA•@etc•D•C•@is•@because•@the•@method•@of

detection•@for•@mRNA•@expressions•@is•@more•@sensitive•@than•@that•@by•@the•@above•D

Therefore•C•@the•@PCR•@technique•@is•@suitable•@for•@screening•C•@Additionally•C•@it•@was

reported•@that•@the•@rise•@in•@serum•@cytokine•@concentrations•@corresponded•@with•@the

appearance•@of•@mRNA•@in•@circulating•@mononuclear•@cells35•D•@The•@inceased•@mRNA

expressions•@were•@detected•@for•@IL•|1•@beta•C•@TNF•|alpha•C•@and•@IFN•|gamma•@in•@the•@IL•|

2•|treated•@mice•D•@These•@findings•@indicated•@that•@the•@IL•|2•@induced•@activation•@of•@the

immune•@system•@was•@complicated•@and•@that•@there•@were•@more•@cytokines•@related

to•@GVL•@than•@previously•@reported•D•@Recently•C•@Takikawa•@et•@al•D•@reported•@an

synergistic•@antitumor•@effect•@between•@IFN•|gamma•@and•@IL•|1•@alpha•^beta•@in•@the

rejection•@of•@allografted•@tumor•@cells40•D•@Therefore•C•@the•@enhanced•@expressions•@of

these•@cytokines•@mRNA•@observed•@in•@this•@experimental•@model•@may•@indicate•@that

these•@cytokines•@play•@important•@roles•@in•@GVL•D•@ln•@the•@present•@study•C•@TNF•|alpha

producing•@capacity•@of•@spleen•@cells•@was•@also•@enhanced•@in•@the•@IL•|2•|treated

mice•C•@implying•@TNF•|alpha•@was•@probably•@one•@of•@the•@most•@important•@effector

cytokines•@inducing•@GVL•@effects•D•@However•C•@the•@strict•@evaluation•@of•@the

relationship•@between•@the•@cytokines•@and•@GVL•@effects•@in•@this•@experimental•@model

awaits•@further•@investigation•D

•@•@The•@survival•@curves•@in•@both•@experiments•@show•@that•@IL•|2•@administration•@after

H•|2•|compatible•@allogeneic•@BMT•@is•@useful•@for•@preventing•@spontaneous

leukemia•@development•@in•@AKRIJ•@mice•C•@and•@that•@IL•|2•@must•@be•@administered•@for•@a

long•@term•@to•@prevent•@later•@leukemogenesis•D•@lt•@may•@be•@that•@the•@IL•|2•@activated

immune•@system•@in•@chimeras•@only•@prolongs•@the•@onset•@of•@leukemia

development•C•@and•@it•@is•@not•@possible•@to•@completely•@eradicate•@the•@potential

leukemic•@cells•@by•@this•@treatment•@schedule•D•@However•C•@the•@fact•@that•@there•@were

600•^o•@of•@IL•|2•|treated•@chimeras•@with•@non•|leukemic•@death•@after•@more•@than•@450

days•@post•@BMT•@suggests•@that•@there•@is•@a•@possibility•@to•@preventing•@spontaneous
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leukemia•@development•@completely•@by•@some•@modified•@treatment•@schedules•D

These•@data•@may•@indicate•@the•@relationship•@between•@the•@suscetibility•@to

leukemogenesis•@and•@aging•D•@Further•@studies•@should•@be•@performed•@to•@determine

the•@exact•@mechanism•@for•@the•@ant•geukemic•@effects•@induced•@by•@IL•|2•@after•@H2•|

compatible•@BMT•C•@and•@the•@best•@schedule•@of•@IL•|2•@administration•@to•@prevent•@the

development•@of•@spontaneeus•@leukemia•@in•@AKRIJ•@mice•D•@This•@analysis•@would

contribute•@to•@a•@more•@useful•@and•@effective•@therapeutic•@protocol•@for•@patients•@with

leukemia•C•@especially•@for•@patients•@with•@T•@cell•@leukemia•D
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