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aspect® of the invention are nethods of diagnosis of disease enploying the
monocl onal anti body OKT3 or any other nopnoclonal antibody exhibiting the
pattern of reactivity provided herein. As. discussed -above, .the subj ect
~ antibody allows treatnent of patients having certain T cell chronic
I ynpho#l astic | eukeni as by adnministration of a- therapeutically-effective -
‘anmount thereof. Adm nistration of a therapeut ically-effective anmount of
:OKT3 antibody to an individual subj ect ‘undergoi ng organ transplant wl |
“reduce or eliminate the rejection of thi's transplant. The subject ant i body
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Il'y-effective or 45 therapeutically-effective amunt of OKT3 -
: a diagnostically or pharmaceutically acceptable carrier.
SVVOTTG areant i bodi es OKT1 and OKT4 referred to herein are described in our
copend| ng European pat ent applications Nos. 80300829.1 and 80301356. 4
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KT3* OKT4 5

* Monocl onal anti body reactivity and properties Mnoclonal anti bod@ .

K 9% React i vi ty wit h Perl pheral T-cell s' (10 sanpl es)

>95% ' >95%_ - 95% ige "lﬁh gsl B-cell's (10 sarrpl es)
b <2% _ <2% Per 1 pher Null cells (10 sanpl es)
= . % <2% ThyntABLEes (8 sanpl es)
% 5-10% - M°“°°'°8ti%"tt‘5’fs RSB | anidtoyopsivied: | T- chr oni ¢
hatic Leukem a ' ok'r M°“°°'°nﬂﬂ¢ml§&)|es(3 cases)
( ute’l%n naL: t—tedker-a 1 OKT3 " OKT4- 20

ivi -
W’ce..s (1}4 mphat | ‘Leukemia (15 cases) 25 ~B-chronitct yupnatl c

3 era mples) (4) (2) (6 cases) B- ce;lsL_—,%I ines g
ficel | | i nesi hd‘ﬂfiéeu 1 . +) CEM
|p s (10 samples) + Laz 191 <2% . <2% <% R
: _I\/Il‘ - Penpheral Null' cells (10 samples) tz‘y,gG 'Subc I<§§s | <2-% .

' g Corrpl ement. fixation. '
| Thym°°y3re%%%m"ﬂé‘isl ents aged 2 nonths 861048 years-10%0bt ai neggd,r om
H. 1k &®gadiivig. wii: dney Farber - Cancer Center. B cell lines Laz 256, 156. 007

,w

_ 'f'd SB obtTéhnentt Ipyplkatis LeikemBar r Vi r.us. transforrratl on of pgwn peri pheral B

qel | s and I—GDas_es) CEM Laz 191. and 45 HML establ i shed f eukem ¢

| "[__I ents. 5§y6%%b%em|8018_ 795-1. TABLE 1 Cutaneous T

__.noCI anal B Anti body assays Patient'-s 5 -

Di agnosi's OKT1  OKT3. (KT4 E I\/bBrl de _

#zary Bl a‘{w acute lytnphatuc Leukgh\.gl sis; PBL to  _ C. 0. C](I ey
_c05| s  (15cases). + + Fungoi des; ‘Node- Odom . _

W/ cosi. .- 1

#ingoi ﬁses,a‘%]{f ic 'K?Bﬁrfaﬂ? bfﬂli?)""a o Ha-2) + - 4 -+
fode 20 Source of cel |l s: PBL=peri pheral bl ood. | ynphocyt es Node= Iyrrph node
8 ai ns 25 Bicell Mmssett)corrpl ement - fi xi ng rmnocl onalL anti body whi ch (1) - _reacts

th eﬁser}-celﬂ ?‘ilJll)- nor mal hurmn o : '+ B :
o () -
CeM™ - . L+ - +
a8 N La.z-.191 s R -
. .H_M‘l E | oo | o -l . _' y - 
IgG Subcl_assl o A 1gG, T 1gG, IgG,
¢ Complemem fixation - _ _— -+ .+

*From patients aged 2 months to 18 years '
“Obtained from Dr. H. Lazarus, Sidney Farber Cancer Center. B cell Imes Laz 256, 156, 007 and SB

obtamed by Epstein-Barr virus transformation of human penpheral B cells and HJD-1, CEM Laz 191, and

45 Hm1 estabhshed from leukemic patients.
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peripheral T-cells but (ii) does not react with any of the normal human

peri pheral cells in the group conprising B cells, null cells and @
macr ophages. 2. Mnocl onal antibody according to claim1, of class 1gG 30_”
3. Monocl onal antibody accordi ngOto1aImm 2, of class Ig&. 4. Mbnocl onal
antlbody according to any one of cl 1 to 3, which reacts with from

about 5% to about 10% of NOT MedyedARSTR - H'ym)cyt%n o“all\/bnoclonal ant i body
according to any one of cl ai nEeltliydphatma Whi Ch L ggx sihyi h essentially all

cut aneous T | ynphorfaties| s. 35——6—\bneskoral—anti-body_according to any
one &f claims 1 to 33™Rhich redRieenosipt h | O¥keni cOKW | s OKT@m human with T

. cell chronic |ynpRo I1c Teu T d0gs not react wth | eukem c cells
from humans with m ?ﬁ&acute I%%%%%pg astiC leukefia, null cell acute

| ynphobl astic | eukem a, or B cell chronic |ynphatic | eukem a. 7. Monocl onal
ant iteody accordi n¢- Dooalny one MMyeedimins 1 t0 6, which-.is+produced by

hybri doma forned 40 by a fusion¥ '%efrl een cells froma nouse previously

i mmuni sed with human T cells and cells froma nmouse nyel oma |ine. 8.

- Monocl onal anti bodysowhi ch is pmdesed fromshybridema ATCC CRL 8001 (G<T3)

9. Astherapeutic conposition offungridesr conprising, in admxture with a

phar maceutical |y acceptable caMo@®r, a therapeutically effective anmount of
the antibody of any,.ne.9f clai,ms 1 to 8,  said anmpunt belng 45 - effective

to reduce or elimnate the rejaggeon of a transplant by an organ transpl ant
recizpi ent. 10. A hybridoma which produces a nonocl onal antibody according

to any orfourgé of Fellp:nRBLEperiphFral bloedriychphecytesisi on of spleen cells from a nouse
previously i muni se¥ed IMPANES T cells and cells froma mouse nyel oma

l'ine. &dimsHybri doma ATCC CRL 8001 (OKT3). 50 12. Monocl onal anti body ‘
acc@sding to any one of clains 1 to 8 for use in the treatnment of an organ |
tr anspl arit MpemCpmelnmem'anedmoecmnl ankibady whick (ibdedatwithf essentigliy @t permabliursami d

tr iphergl Tresie byl GFACt It 3R 1ob fhei NoFTIE) huren BriRbeTa FR nthe group .
Iyrrpho&‘ﬁ/ é%ﬁo&\b ,Zﬁjgﬂ, @/ a‘:l':’ flzfqiuglc,aw%b are T cells which conprises |
m Xipg t e MEABAsH bo@nso\: ﬁlyg@ adiY, Ifsdigal ains 1 to 8 with a sanple of .

said | anmyommém:bndvachofdiwmsaav tne ﬁfd!aimsdumla @hich cattewith ompbbhiE% to
propor?#@h’%‘ﬁ of apiat ?'E'hM'Fw‘F%phOCé es 55 which react wi'th said anti body,
and are tgne % rlmhg ibody,accoraing e, ARY P OpPAPR iR G WRIFD ABES I SssatRy Yy

accqgdin asclofumaﬁo 3ny She of ci¥iths G o 6, VHRh ir&deE With FeuRérRb Sell® fromi )
i muni Euluﬂ@\ mrﬂ&ewmkhudiymmarahe Id@éhib bt @od3 Bl redtiwikriBIXBMIE caR ifom;humbns withl

renovi mgelt mtesmmhbstfcrlmfsm wlireeld ecummumlblaﬁg lalkgmsp@r%wtb ighrgfiic Qympeetn:

cel | s; '=¢k a een cel .
pr es snwﬂ’. % S‘iuﬁffi}fﬁg FShse "';%ou '&Aﬁﬁifﬁ%%&ﬁﬁ .uﬁifﬁé‘i &el E

i n sepayab .Qa\m s |n a ned lum support the unf use rrye ona

cells; v)s dociarial agibbiewsithp &1 nrraduaad frbm mmmmnccmmbmorga)a hybri doma

for the p* é§bﬁ¢fwuq¥:ﬁm;amu%gvnfrwampwgw adm'm%vma@pww@sms ounﬁg& in
ar v u

any 49né o1 Jﬁﬁeg‘%’ ¥ Yﬁ i iy LE:? (?ar?édecvplent ¢

effective

ce or eliminate the re;ect tra splan n n. tran
Monocl on 0. A ﬁ\Hn hi@l‘@roduces a monoé;giélagﬂ qua%ﬁny r$g oé%i ﬁ s 1 to 7, formed

nName by fusion of spldeh og8 @6S mouse pre¥dukly immu Jvith hufknl’ '#cdﬁs atMIcB fekin a mouse
Sezary midklasd line. + AzCE CAL 800 oK. — Cr isis; PBL 10 C. 0.
I 1. Hy i ! + n m :
%C(ef | 12. Mon cl oqgl antibody acc rdmg to any one ;isanms 1 to 8 for uge ﬁl'tlh t?ea(tjrr(\aésn% OJ\I% orgaqjo f
jection of said transplant organ.

ansplapt_recipie t to reduce or eliminate a ogra
Fungoi cfes1,3 B&F‘ élf the proportn of lymphocytes circulating 1n an individuafithat are T cells +

Node ZQJhSBldbneﬁnsﬂi mheéhd S nFaBberqmr bfivedyadi dal @ael of yaPHoOQy Bagth a sample of said
lymphocytes obtained from said individual and determining the proportion of said sample of lymphocvtes
55 which react with said antibody, and are thus T cells.
-14. A method for preparing a monoclonal antibody according to any one of claims 1 to 7, which
comprises the steps of:

i) immunizing mice with E rosette positive punfied human T cells;
60 iil removing the spleens from said mice and making a suspension of spleen cells;
iii) fusing said spleen cells with mouse myeloma cells in the presence of a.fusion promoter;
iv) diluting and culturing the fused cells in separate wells in a medium which will not support the unfused
myeloma cells;
v) evaluating the supernatant in each well containing a hybndoma for the presence of an antibody having
65 the properties specified in any one of ctaims 1 to 7;
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:’?f:_.l\loda—l ynph node C ains 25 1 Mouse conpl enent - fi Xi ng nonocl onal ‘anti body
Fwhi ch (i) reacts with éssentially all normal human peripheral T-cells but@
(ii) does not -react with any of the normal - human peripheral célls in the

group conprising B cells, null c6l 03$8aprgsnacr ophages. 2. Monocl onal

anti body according to .claim1l, of C.I.& E |I gG 30 3. Monocl onal anti body

accepding to claim2, of cl assculmg,gigJ 'Vonocl ﬂnal aqtr body accordi.ng to o

any one of clains -1 to 3, whi Ghll&ﬁamn&Wth f,r,, 5'{3 ;E 5% to about 10%of = -

L e — . 4

~normal- human. t hynocRatiew's 5. Moreetenat a to any one of o
claifs 1 to 4, V\:hl ch'¥Eact s wi t Plagnssient i aIOK'W al | ok13t anexms T | ynphona o
cells. 35 . nReh@hal ant ccorgimg to anyome—of clai s 1 to 5,

~ whi ch reacts W|th euEem c cel |§e9 &'anghurm% with T cell Thronic

.
| ynphobl astic | eukenm a but does not react with | eukemic cells from hurrans |
Wit hoT cel | -acut e G yhPkienl ast i Mcesikeni a, mul | cetl acutse | ynphobl astic |
-l eukemi a, or B cell chronic |y fde®: | eukeni a. 7. Monoclonal antibody
according to any one of clains"’ fo 6, which is produced by . hybrldona
formed 40 by a fusdoan of spleawessd | s froma nouse previ ously i nmuni sed
‘Wi t tyshuman T cells ‘and cel|ls f Fomgaiessouse nyel oma |ine. 8. Nonocl onal
anti body which is produced froModgbri doma ATCC CRL 8001 (O<T3) 9. A .
t her apeut.i c corrposw; f- matt,er conpri si ng, in admixture with a. -
phar maceutically accep apl e cCalnfugr. a ther apeutltal ly &ffective amount of
t he anti body of any .one of clains 1 to 8, said amount being 45 effective
t 0 r educeSogree of cetisnIBBLeperinhenakbhloat iymphaeftesn transpl ant by an organ transpl ant
recipient. 10. A hyB?qeo‘b’mi’h\M?P%h produces a nonocl onal . -anti body accordi ng
‘to anycppks of clainms 1 to 7, fornmed by fusion of spleen cells froma nouse
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