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aeets of In Vitea Depletion of T Cells in HLA-1dentical Allogenei .
Marrow Graflis
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‘Wi ropert redulta of o pilet acedy cesigried 1o evailnte the
offacts of in witrs degletion of T lymphocyte: fram donar
mMarrve in patiante receiving MLA-idartical marmaw profes
fer tréadrngnt of hematelogs malignancies. Twenty
pationts agad 31 eo BO yoare woerd praparoed for 1rangplan-
tation with oydlophosphomica 120 mgihg] and frapdon-
arcd zotal body Irradiaton [12.0 or 16,78 Gyl. Al repgived
oyclosgarine wimer grofdng, The doror maorows woro
tropted with o mbcrure of elght murina moncclonal andbod-
fps @and rabbic serum complement I @ manner thar
achloved 3 2- 1o 3-log depletion of T cells In mom pedencs.
initis| engratymant cccurrad prompady in 19 of the pedencs,
and cnby thres had clinlcally significant scute proft-versus-
leosit disepan. Depleticn ol denar T cells, howevar, was
asdociated walh &0 iecreased incidercs of graft keilure.
which oocurred as lote a5 244 days afwer transplsntotion.
Graft failera was translent m ca patkent but apperently
woas Freeacaible o sawen others. Theisa of the savien
patients had cybeganntic bul not monphoiogical evidoncs of
Bukamic reapse af 1ha time of graft fadera. AN sawven

LLOGENEIC BONE MARROW TEANSPLANTA-
TIOM can provide curmiive therapy (or paciznis with
atule lcukemin ar aplastic anemin = lrwewer, climially
sigficant acvie prall-vemwi-bet diseas: (0FY HD) cooun
im 33% 10 30% of pasients who receive an allpgen:ie mamow
graft foom & gemstypocalby 1T Acidentical sibling 2wern
thowgzh iheze patienis sre iresied alter transplantation with
immussuparesive agents such s melhatrezate, svalaspn
ring, corl onsiermds o antithymecyte ghobulin,’ F The devels
-upculml;. af mmuderule (grade 115 or sesere (grode 11 ar 1Y)
acute GWHD after moreos transpleeiacion & aseosined
with deercascd suraval "% At [east 159 of marrow lFans
plenl prtients diz ol comglicalions pelaind o 2owbe o chron
GVHD ™ ‘ndbeating a clear need for mores sfective meth-
eula fins prewealing oF tReLzipR 1 Ria corrpica linn
Im cwrierows rodenl musdcls il has boew deconstrated ihat
maturs T lymphacyres ore reepansible for causimg GYHD
afbcr allogemeie Marrow o splecn ¢ell grafting. "~ GVHD
oo manl orocwr m irvadentbed ammals when Che prafl 2 devend
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patidnis with sreversible graft failues have digd, six aftar
raadming socond bone marrcw ransplomta Seann of tho
@ilght anasa ol praM Inslucs cooarred among the 17 poticnts
propared for tronsplantabion with 12.0 Gy of total body
inradinticn. ond only s oomernd amsng B nine poticets
with advonced moligaansies wha received 1575 Gy o
mal-body irradiotica. Thaa aasociation 'with ircadiation
ﬁm:umm that haat fec1ars wera parthy roapensitlo for
e grafy failuros, SodaiEsd ﬂ'bﬂ failera 0Moem ooows in
irrndistod racipiantd of eampooifed HLA-identical allo-
ganme marrew transplante, it appoars thag T celis n tha
damer Marrow mday serve 3 baneficial functicn in helping 1o
maintain EuElaingd engralimaerm passibly oy eliminming
haul ol that can couse gralt failee, Optimal appliication
af in vitre meripultion of dones marrewe s @ fethod Fer
pricomding  graft-virsus-hest divesss will reguire moers
affecth immunceuppression of the redpient in eoder e
Ackidind S Eanndd ﬂ.‘_’H'_I“*II' ard Fumectiom ool deoior Sl
waalla,
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of matwrs T eclls. Iransplanicd fotal iver cells” o= zpleen
walls Mrom asenatally thymesimised mi' @ reoonstiiule
normal hemanopoicss without eavalng zome GYHD. Fur
theraeoce, removal of metwse 1T oells From allogeneic demor
spleem culle with ths woe of anteThy-1 beteroantisera o
monoclonal anulbodies ezn pravent GYHEDL' As lew ez 3 «
10 total T eells can cause GYHID o recipicnt mice with
disparity only in com-H-2 mingr hisscoompatibilily ant-
jons " Prevemtbon of CYHD by removal of masere T sells
has alsg besm demonstrapied inmather .l.p-etir.:.""“‘

Fengwal ol T cells from humen domor o row was linsd
anempted with the use of a exrefully trared heieralogous
rabbit andi-T el antiserum thal was cxlensvely aserbed ln
urder W remuee amldbodies Chal sere Cposs-reachys w
hamnapaiezis precassoes. Fhysical soparation of T cellz
wilh the wee AF loefm d gghifinabien and E rosetting has olso
bexn ivestiznied, '™ More reeon | aiiompls 1o remove T ozlls
frvr hamen denae marrow hove uted murine monoclonzsl
awtibod:os specibic bor surfase maleeu!ss carried by Buman T
lrmphocytes. Previous siudie have dermoisteated that i-eai-
meent of marcew with oamedifed muriae moacelcoal anti-
bodics in the absence of cxogenoas complemonl Ay nnt
prevand GYHD, ™

W repeart hera retalts of o pilor scedy designed 1 evalsie
the edects of in vitre depleticn of T lymphacytes fram donar
murraw with the wse of anti-T ool menulonal antibodies and
complement. The ohjectives af this study wene w0 determing
{a) the fomicity of marrow treatment, i beris af delay or
fmiure of engrafimens; and (&) the efmey of T ol deple-
tion a5 a method of preventing acute G WFI0. Patlents in this
siudy received genotvpezally HLA-identical manrow grafts
for trearment of hemawlogic malignaneiss. and meulls o
engraftonest and scipte GV HID aere compared with those foe
dimilar paticnis who received unmodified ducar Mmoo
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HLA-Identical Marrow Transplantation During A ccelerated-Phase Chromic
Mvelogenons Lenkemia: Analvsis of Survival and Remission Duration
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Results of HLA-dantiaal allogensic manmos wensplemoation
weré anslyzed for 66 patiemtz with scoelerated-phase
chiranic nrpslogenous lsukomia (CHWLL Mualtivar iate propors
tional hazarda rogrossion models wire uded o déldarmineg
disaass-ralatad ond tronsplant-related fectors assockated
with postiransplant morislily and rélspss. The projeceed
E-yoar survivel rote wae estimated at 16% by the product-
limit mathod, The major causss of denth wora Iroorstitial
prigumania, infection, snd rélapss. Splansmagaly wr inftlal
diggnvesis snd lengas tima interoal from disgnosie te trans-
plani ware associbtad with docraased overall survival and
gvant-frea sorvival. Biztewn patients heve rélapsed
batwaan 17 and 1,585 days (median, $85) postiransplent
The use of T-sall-dephated marrow snd older age of tha
donor or recipient were sssoeclated with an inctenssd
probability <f lukemic relapss, Ten of tha 18 relapses
poowrred armong the 16 petienta whe reesbend Toooll -

IGH-DISE CHEMORADIOTHEREAFY with mar-

pow Feseme by nllngensic or syogenes Uansplamtation
represants the only Lreatment this far demonstrated to be
capabie of curing patienls with chronic myelogensous leuke-
naid :E‘ML}_” Pralonged disease-lree survival cun be
achieved by marrow transplemation during any phasz of the
disease, bt hesi results have secarred when transplastation
it =azred sun during the ohremic phase (CF). The probakilicy
of survieal gl 5 vears after allogencie tramsplantation from
HLA-idention] donors & 5% for patienis whe receive Lrans-
plants in CF, 22% far patkents in 2ceeleraied phase (AF), and
13% for those im blast phase (BF)L* Transplantation during
AP and BP has been nssusaaled wilh mdreaied traneplant-
relaped morality and incressed leukemic relapos. These
pheervzlpe encourage early marrow transplantation for
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depleted msrrow. The actusrial rélapse risk 26 yaars
posttrantpiant was 100% in patiarts administered T-coll-
depleted marrow &5 comparsd with 25% in patisnta admin
iatarad unmadifisd marrow. Tho dan in this report ermgha-
dizd the crasssd riska and reinvhely poor rosults dhat
oesr whan marrow transplantation s delerred until after
signa of nccaleration appear. When compared with resulls
for patients whe receved transplenis durimg chedanid
phase. the poor resatte ween bin e 0 palienis sdminisbersd
wnredifed marrow stem priosacily from incfaansd trans-
plani-ralated mortality rather than incraanad rolapss risk,
The strikingly rersaund felapas romm ansockared with tha
uss of T-call daplation wauld dissoarage ivs wso for grafi-
whaoat discase presontion in patients whe receive Leans-
plnnts for CAL.
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patients with newly diagnossd CML who have suicable
domors, On the other hisd, ramsplinwacbon during TP &
assaciated with M5 morlity derimg the st 100 days and
% mortality dursg the firsi year, which is greater fhan
would be expeciad wilboat tracsplantation.” The carly mor-
inlity assoointed wilh marmos ramplantaton and the kog
duration of CF in some patbents might sdeccate delay of
wamiplantation umil signs of sccekeration agpear. In thes
siudy we analyeed the resabs of Hlv-identisal allogemsic
marrow transplantatation for 64 patients with CMI in AP
and ibentified oivmmee- related and transplam-related facioe
assnriaied with P]E.‘Il:l’ﬂrlﬂphll murLuli{:r arnl ﬁl.ipu:ll:r clar-
ify the oplimal & pproach for treating padents with CML.
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Parizar sserual.  From August 1973 thraugh Desmlber 1985, &
sotal of 44 patienin received HLA grootypimlly ienbical allogeseic
marrew bamplaals b iecalsesd of Philadelphia chremasoms
{Fhjepasitive CML in AF A dugnosis of AP was etifned netraspec-
tiwedy after & compleic rowicw of 1he prcteanapiant dem At least one
of i2ee Tollowing lindings wes noccsstry Lo confirm the dingeosis of
AP anemis (hemamserh <2VR), leukooytemics (WD opund.
2o SO0 000 L), e (e b yspemia i pda telet oound, < 10000, sL.]
enocniralled by comventional tharepy with el or hydeoxmrca;
pregreive splensmegnly or lympladenopi thy ; T8 5 of ofber 2xira-
motullary dissase (b presisicst presence of 10% 1o 3% bl in
ths Bl wr sndsroess Bl prepeece of crtogenetic aboarmalivies rber
tham o single Fh; ar the developement of eonnlmtional sympioms
[fewer, weight boss, Mutigue) ar bose pain wdtheour atber explanation.
Paticntz peralsiently having moee thnn 1% blasis in dbe blocd of
mirrove and BT parlens suooessfnlly tnented with chemwallicrapy
]lrm'lqﬂ.lﬂ were macluded e Lha iliedy, Splensmegaly was
considered 1o be cimimlly significant when U sploen wan pLlpatle
mone tham 4 cm Sedew the leM costal margn. Cytogenclic abacrmali-
tims weere G Legerizn] aceonding 1o Precpiorka and Themas !

Morrow fransplont regirens,  Treatment was derermined
pocerdisg to nonrasdomized or randemized protoccls ender invebi-
g fioe gt the time af teanspland . All paniencs recelved oyelopbusphe-
mtde, 60 =g g Bady welgh i e venossly om snch of Leo procesive
duys, fallowed by wold body irradisizan sdministersd [ren opposing

Fiaaa, Vol T2, Ho 6 Demmber), 1988; pp 1975-1084

1990



