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il CAL ABSTRACTS;:. vol . 88, no. 3,16th January 1978, page 432, no. 20373
"‘v"r’ﬁ:)us Chi o, U S’AA F. WLLIAVS at al.: "Analysis of cell surfaces @

,'enogenerc nyelona hybri d- anti bodi es: drfferentiation antigens’ of rat
klynphocytes CHEM CAL ABSTRACTS, vol. 90, no. 1st January 1979, page 412)
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Descrr ptransuﬁtaedsdvudnacmdmt-hdehr s invention relates generally to new
hybrid c '1' espriationantigspeefigti cal |y to hybrid cell lines for 5
product i | voR286, hDQﬂy to an antigen found on al ' normal human T.

cells, to.lahiiuiyms phgadly2, 56 4p81RColaABls, and t o t herapeutic and di agnostic
corrposrtr@‘ﬂ&ueﬁﬂ) MERLINGeali:body. Description of the prior art The -~
~fusion of"m @ﬁa'g:;l:"q‘@gl een cells fromi.muni zed nice by Kohler-
~and M| st@nn,,dm f 6, 495-497 (1975)] denonst r at ed for the
first .ti naNELISTED DRUGS.ao!. mmss,lMamsm obtain a.continuous cell |ine maki.ng .

honngeneoﬂ&’ﬁ%o cal | ed "nonocl onal ")’ anti body. Since this sem nal wor k;

. much effort has been directed to the production of various hybrid cells .

~ (called "hybridomas™) and to the use of the antibody made by these. _

- hybridomas for 'various scientific investigations. See, for exanple, Current
Topics in M crobrologyand ‘I mmunol ogy, Vol ume 81-"Lynphocyte Hybridomas", F.
Mel chers, M 15 Potter, and N. Warner, Editors, Springer-Verlag, 1978, and
references cont ai ned therern C J. Barnstable et al., Cell, 14; 9-20
(May, 1978); P. Parhamand W F. Bodmer, Nature 276, 397-399 ( Novenber,
1978); Handbook of Experrnental Innunology, ‘Third Edition, Volume 2, D. M
Wer, Editor, Blackwell, 1978, Chapter '25; and Cheri cal and Engrneerrng
News, January 1, 1979, 15 17. These references simul taneously indicate the:
rewards and conpl i cations of attenptlng to produce 20 nonocl onal antrbody
from hybri domas. Wile the general technique is+well. understood
conceptually, there are.many difficulties met and variations required for
each specific case. In fact, there is no assurance, prior-to attenpting to
prepare a given hybridoma, that the desired hybridoma will be obtained,
that it will produce antibody if obtained,. or that the anti body so produced
will have the desired specificity. The degree of success is influenced
principally by the type of antigen enployed and the sel ection t echni que
used for 25 isolating the desired hybridonma. The attenpted production of

- nonocl onal antibody to human | ynphocyte cel | -surface anti gens has been
reported only in a few i nstances. See, for exanple, Current Topics in :

- Mcrobiology and I'munol ogy, ibid, 66-69 and 164-169. The antigens used in
t hese reported experinments were cul tured: human | ynphobl astoi d | eukeni a and
human chroni ¢ | ynphocytic |eukenmia cell |ines. Many hybridonmas obtained 30
appeared to produce antibody to various antigens on all human cells. None-

- of the hybridonas produced anti body against a predefrned class of hunman
.Iynphocytes It shoul d be understood that there are two -principal classes.

. | ynphocytes involved in the i mune system of humans and aninals. The

_ frrst of these (the thynus-derived cell or T.cell) is d|fferent|ated in the
t hymus from haenopoietic stemcells. Wiile within the thymus, the
differentiating cells are terned 35 "thynocytes". The mature T-cells energe h
fromt:he thynmus and circul ate between the tissues | ymphatics, and the

bl oodstream These T cells forma large proportion of the pool of
recircul ati.ng small Iynphocytes They have i munol ogi cal specificity and.
are directly involved in cell-nediated inmune responses (such as ‘graft
rejection) as effector cells. Al'though T cells do not secrete hunoral

~ -anti bodi es, they are sonmetinmes required for the secretion of these

anti bodi es by-the second class of |ynphocytes .discussed bel ow. Sone 40

types of T cells play-a regulating -function i'n other aspects of the immune
system The nechani sm of. this process of cell cooperation is not-yet .

‘ieonpl etel'y understood. The .second class of - | ynphocytes (the bone .

¥ar r ow- deri ved cells or .B cells) are those which -secrete anti body.: They

g ¢ devel op fronthaennporetlc stemcell s, but their differentiation‘is not

rmined by the thymus.. In birds, ‘thgy are differentiated in an organ

ogous to the thynus, called the Bursa of 45 Fabricius. In mammals,

vVer, no .equival ent organ has been discovered, and-it_rs_thpught that

8 cells-differentiate within the bone mafrow™ TT i s now recogni zed

cells are divided into at |east several subtypes, terned "hel per",

!




~4(lysing), foreign cells. These subclasses are well under st ood for muring
Jsystens, but they have onIy recent | ®FeB8escri bed for -human systens.

~Jfor exanPpgeridgonl:- FEvans, et al, Journal of Experimental Medicine, Vol une
45, 221-232, 1977 and L. Chess and S. F. Schlossman- "Functional Anal .ysi S
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A(r'espectively) promoting a reaction, suppressing a reaction, or killi n _
ee

or .subcl a ses of s |rrpo |agn sr S or treat ment . of -

-~ various.i Mﬁmroegiﬂltlatmoyadl sorders or condl tions. For exarrpl e, certain
{l eukem as anﬂ'elf iopiob mauseltanetomdichlisde sy 3 lr"snuo KQM?’ mﬂe'tﬂiiﬁeq'n inhey
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mnd pur i f i edTerabiite usl SeF 196 %Efﬁ"&&df fmrafantfor giagnaBis Pf ed
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‘#chl os strann eartein dqukemias excess  cells amiprrduced in anpargtted stags ofame'%rer'bwasrgﬂf-s aAyththe
~ ghenical and Engineering News article referred to above, where the :
deficiencies of prior art-antisera 25 add the advantages of nonocl onal
@ntibody are described. Summary of the invention There has now been -
. Ji scovered a novel hybridonma which is capable of producing novel nonocl onaI
gnti body against an antigen found on essentially all normal hunan '
“-geripheral T cells. The antibody so 30 produced I s nono- specrfrc for a

€ determ nant on normal human T ceI I s and cont ar ns essentra'.l r:
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' £1her ObJECtS and advant ages of t he |nvent|on Wi | | becone apparent fro
exanlnatlon of the present di scl osur e. In satisfaction of the foregoin
obj ect s and advantages, there is provided this invention a“~novel 45
hybri doma produci ng novel -anti'body t© &ﬁ7éN¥Igen found on essentially. al

nor mal - hurmgp Ty 66 kleSapi ' ARk aﬁﬂﬁbaﬁ xegs@ds&% RPBARHpleC. HafLey @?sﬁpgvﬁg
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ell's, but § witf huﬁeaqtcem &ﬂ\ 1@te AHthdRlo Bitaih RBHEA ing the
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i ndicated iy Em s £at.arr?seéz,n§ thd et A bion cacate b gmw 'Lé‘*i nt
-cell 1l n®s apfigehd¥BuritfYnlall Blmarl T ceWeiijeétéd. Wﬁdr&is'ﬂes 1 ctﬂf\ B &Htibo a single -
provi ded thengéeshimd\ehi;dobﬁ sdewteantibbd\sémiried bbeucanptnadu igstlaltylyaite lb\h,eeg inactive at .
unpr edi ct aUF"é'On%lﬂﬁP‘g' @P" A B?hadd é*,'l,ﬁl '}aﬂ o sRecifie twndmlcr?m'bod! IIQ)KRFSO‘II‘IG;;L &@‘ 4
ext rapol at ?he :(Zm cg)lﬁn'gg ginge m ef\‘ms%‘ih A rregdyt%egbm V$?;q efici gnile rloré ntn e’:'
-present  aPRhd GRMYdVakta3Es ofine reu sbH f ARMEE P e

~.as the antigen cause formatlon of hy ri domas V\/m ch did net produce t he
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B5  ‘According to a further aspect of the present invention; a net hodr@ _
reparing an antibody conprises culturing the hybridoma ATCC CRL 8000 i '
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