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Jor eover mohdtuélear T-delld., Fof X tHerapbutic tuss,ee T- Al _ above
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qood correlation betwe t h-about 35% of
#er centages . found by idi rect %3 AMuUNO- He cells #H®two out of ei ght -

gcut e nyel obl astic fl uores'c’:encezdzdonor #523.Tabl _e 1) gawd conpl enent .
tlteukem a (AM.) cases. Two nyeloid lines, K562 - 65. nediated IyS| S for
dach popul ation. 8 15 3 . 204 07§33 579 676

;L6 [err] cells were also gtudi edzoasnd the dat.a adm ni §5rat|on of the
dppropri ate nonocl onal obtained are presented i.n Tabl e Ill. Again, the
A4ntibody to a patient witls an el gasat ed nonms specifi @ferr] release results
orresponded to the nuclear cell level will decrease or elininate the :
Jabel'ing found by indi rec i mun®Y uoresce¥e . - excdds. The rel ati onshi ps
hown in Table V are a (denors #§s #9, and\g10). 5

urther way in which OKML anti bo y may be ]? e effect o? ‘OKML and corrpl errent
re- det ect ed -and8di st i nZpJi shed fram other ambizbodies. treatnment on
known m)nocyte dependent T ceI#8 - Ot her, nonocl onal ‘anti-body producing
dybrido- function, i. Brol i.fef™dtion to Y4 ubl e ant Pﬁens mas prepared
by the pr esent appl [ canMganwas sigydi ed. Mogyanucl ear gghl s from a nornal

‘'desi gnat ed, T5 or were incubated with OKML
ant i body (1 Gnucmr ﬁﬁs gKaéerdl %yeff"t"%(at"% a?'hgﬁf’qqﬁpiqﬂegfag'lef ‘owi ng European =
ilution) in the presence of conplenent. Gaded patent application Nos. -
0300829. 1, 80301356.4, anmount of aut ol o@ous adherent cells were added _
0301357. 2 and 80303_272 1.  Still other mono- to this pre-treated popul-ation
rior to triggeri ng “clonal antibody producing -hybridonas prepared with
ol.ubl e antigens. As shown.in Table IV, by the present applicants

desi gnated OKT6, OKML and conpl enent treated nononucl ear KT8,
O) are descrl bed and ceIIs d|d not prollferate |n response to
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conpared to the untreated popul ati on. reference. The effect
OKMI on CML is al.so a test by According to the present invention
are which the subject antibody nmay Re Sét ed and 30 provided a '\
hybri doma capabl e of producing anti- q tﬁ%ui shed from ot her anti bodi es.
body agai nst an antigen found on.nor maBLthwman Table V shows the -

irel ationshi p bet weeftercenage sof qeitm erestive swithaOKM1 o & PEsite pPMYei ng this of

Yeri pheral nononuclear cel | ¥9arf {Pa9tteqfisgative PopYIslioN}ionm, monocl onal

anti body agai nst an di sease st aPesentagh@f eositheaelisonshi ps may be used

" antigen found on nornal Penefran nonocyt&s, for di agnofic purposes (e.g.,; to
detect. acute 35 - nethqds Tor pr odg&i ng the anti bg%‘y,”and i nfectious
nmononul ceosi s) by anal yzing the bl ood "~ conpositions Tor treatnent or.

di agnosi s and sanpl e of a@n individuahasuspected of Ba¥ing one nethods of

- di'agnosi s - of disease or-.identification of these disease states to
‘deternmine the | evels of %f nonocyte'8bcl asses empPbYing this antibody.

mononucl-ear-- -cel I's. For , therapeuticg,use, TABLE | ¢Pgrcentage of cells

reactive with OKML by indirect i m‘runo?'ruor escence Percentage of positive

111 OKM r_eacti'vi ty by conpl enpgiceriRplciic ®¢r lreféase on E rosette positive and
E rosette negative. pqguldati ons’' Percent speci fE"c#g err] fel ease Antibody -

E+ dil ution Diiltion #8 Dongtfor  #9 Donor #9 DonoDopar#1ler r | N
11. 23 9. 87 =2 TZ. TETT] 1. Bs+q ~10.72
11.72 [err] 442 %2'3e___ 8822 g 02 1. 22"

' [err] _ 1. 5o ' 67842 1075252 E- [®ennp ' 71.54
'68. 75  74.35 [er] - 73.03 63. 37 ~ 70.64 |
[err] . 67.05107" " 574442 9079. 93 [ er H?*2 ~ 56.73.
52.93 . 60.25 40 - q5a1 6741 55+2 S

_ o o _ o -
1072 715:4  68.7%5 74315
107 - 73.0%3 . 63347 70.6+4
10t 6705 57.3:4 709+3

- 107® . 567:3 529+3 6025
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cel | s Donor - [err] 5§ F/ H Non adhegent - Adheredisl - 32.3 _
20. 4 - 80.6 2 28.2 23.6 .~ 83A 3 - 20A
17.5 67.6 4 € 206 22 3151 80 74,4 5 26.1.
16.5 - . 82.7 6 - 7 28.1 1s 20.2 512 (4.2 7 - 30.5°
‘ND - _ 84.8 8 27,7 . - ND . .. 80.7 9 28.7
11.2 - 76.0 Mean 8 26.9 10.6 217.9 - 586 - 78.2 Mononucl ear
cells prepared by centrifugation on Ficoll-Hypaque g%%di ent. 9 0 033 579
TABLE 1. Percentage of cEils reacti v@with OKML in rosette positive and
E rosette negative popy ati ons Percgitage of positdgge cells Donor
E+ h ' CE1 : S 18. 2 o 64.2 2
12.1 _ 51. Me@n . - 135 13.8 .. 575 47.9 4
9.7 ' 67.9 5 : o 14. 2. - . 41.5 6
22.2 . ' 69.0°7 -~ TABLEH 5 . - . 51.2 8
10. 6 - OKME; geagtivijy by complement mediat_eg 'Iygls on E rosette positive 55 6 10 _
12.8 ) 68.5 Mpanind E rosette negativg populations 57.5 TABLE .

-




0 033 979 TABLE IV Effect of pretreatment of mononucl ear cells with O
and C on ant'i gen. i nduced proliferative responsese 3H-thym di ne

i ncor poratl on Cel | -popul ati on ia TT.

| PO " -~ Munps F/H 0033 808 o 0 1,767425 >

| '5,0631, 010 © 19,0943, 139 F/'H OKMIASLE v ' 14410 _ 14212

-} 16223 = Effectof pre-treatggmf ppman@wrﬂM@n@ﬁ @npntrgen induced praglifgya}ive responses®

w1, 358209 - o, 5,7771,013  HRIGRHNcOmRmoR| | s +10% Adher ent _
1, 425259 - populaumf'r 128921 Media 16, 4122747 Pp 5581, 680 qﬂ,,l,ﬁ +20%
Adher ent 4665 50261 420 13..1823.007 0,-0655, 810
cell's Adhé&fHent cel I s. 38580269 _ 1767+425 26118&963+1 010  BD9eS3139 '

80442 All done i | plicat sults e sed as rre counts per
mnute st 5&'dé‘%'\g{gc?r or of. ?%%Hmaan [eﬁﬁ ?Tet anus)gg%%gl d): 10 4 [err] '
(Purifiedrifroksi+t:Derivative): 10 g/ dMunps: 1/20 dilution TABLE V

Peri pheral nmononuclear cell |levels in disease states Mnoclear cell |evels
Di sease sr’d?"e“dhefem [ePﬂ°F51 [err]1r353‘—.“29?<T5 o 5@(’#@-013- OKT6 7.269:30P01

“OKML Primar¥"Biliary. + - S

++ G 11 hosiigy (asherdt! t' pI 542'§¢b6§r 0Si 5 431285921 “16412:2747 N 3855847680 -
-cells vanced di sease) (8)_ M/ast hen| a Gravi s

"0 0 0 + (early untreated)

(3) Acute*@? fAdhgrent; o t (%4+665 O t 02926£1,429 _ 13,182:+3,p07 4oa§ +5,810 +

+ Acqui r ed Bfamma gl obul i neni a Type | L - |

+ Type || Adherent cells. 192469 2s1~0|sb1yper b oplaaLgh) 80442 -

O to- Oto- -N Acute Infectious Mno-

0 *Al cultures donein triplicate. Rqsults expressed gs mean countsmpr mteet;gqngarq dryor ofthe gpgalrns _

e B S o NN

_ : N" ' N ‘N
’JSPPS % lorPsorl asis (3/5) + to ++ N-

PerrphelNl J'I\'!:X\Anhgéar tﬁ)x\%?s mx{ tes += above hor rml

=bel ow nor mal O:ab ﬁ Qé‘@ nor nal

-=greatly bpisease sﬁremal theseoK'BVeI :'.)Klwt urm)rdr@ nooml aloxwsé ormm\eekqamor

to the d|p$.aﬁgegf@.,nce of clirniqal synpions [Oe nunlhers |r1..parenu1eses —

indi cat e t¢iehassisnipler of patients evaluated. - 17 0 033 579

18 Al t hough onIy a. sr ngl'e hybri doma producing- a ~ AML may be detected by

reacting zé e ed?% ;@m ngl & nonoclfonal anti bodyagai NSt a huhan + '-

from i ndi viguars ML anti body. nonocyte antigen is described, it is

cont enpl. ahﬁdthemél'aaa.‘errent ‘of diosease gt ates ge.g., omal i gn@anci es—t ha‘t t he

present i neslytunteateid¥npasses- al | “nono- - such as AMML) manifesting

t hensel ves as ah }-r ?:hﬁantl odi es exhi biting the+characteristi+cs_ 5

excess - of P ¥ ip y be é%conpl Tshed by described hérein. it was~

det er mi neg, J,.]:aatAgtaJaﬁ,a - - administration of a therapeutically effecti ve

subj ect anﬁlo&amdymﬂ(Ml bel ongs to the subclass amount of OKML antibody

to an i ndi Weedal in [err] whi ch i-s one of fbur subclasses- of rrurl ne need

of such treatnent. By sel ective: reaCH on with '

O+ z
(/)i‘

'. 200

| gG ThesesUBEllassesofi munogl obul i nG di f f er : [err] ant | gen, the _
effecti va-qyamgmqof OKML from-one anat her oite -t heo so-cal led "fixed" repi ons,
10 anti body will reduce the excess of OKML cells, although an antibody to
a speci fl"é?"'& gfzf Mera--  t hust anePi®rati ng™ he ettects Bf thetdxcess™ have .
a so-call eﬂ”" 204t t“abl e" region which-is func- Di'agnostic and
t her apeutmdagk,gsomg tions tionally identical regardless of V\hl ch sub-cl ass
of corrprl Stageg 18 fiect | ve anourN s: of ®<|\/I1 anni body N o0 - 0 N
Stages Il & IV -- N N N . O 0 4+
. Psoriasis (35) _ N +to +4 N N 0 N N
N=within normel limits : i|-='above normal : -'-ébelow norrrra'l" - . '
O=absent : _ ++=greatly above normal - ——=greatly below normal

*these levels return to normal about one week prior to the disappearance of clinical symptoms
' The numbers in parentheses indicate the number of patients evaluated.
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| mmunogl ocbulin Git belongs to That is, a in adm xture with
di agnostically or pharmaceu- nonocl onal anti body exhi biting the

characteristic 15 tically acceptable carriers, respectg vely, are alsf{
descri bed herein may be a subcl ass Pep3? 579 i ncl uded wit ht
the pr es Ly f Or  OhME hid§ D6 Setbtdd byl reindleul@iniiedetls
known | nf” h°"znaﬁl E&Aebah‘:? agﬁ:ﬁg@g&%ng the%&g md?vndt.@lsaMﬂiBgmaSﬁ%deor

subcl aSﬁSﬁ)cV\b bhtigBois desclitme it is bantepeplateit | vity ofT rqatll@nt @faicseasentapatet%m"ma"ﬁm
ant i bodq\attlwtresmynvenﬂoz@ﬂcompaﬁesmﬂm0mnocI ofieh ‘3 '\H/Pﬁ“&ﬁ thegy Zz{b

furt herclenshe qhsg;fpﬁ:*t;ﬂ%"ﬁfmwgg SUEEh other eﬁtﬁ;@“ s ) ”éﬁm"ﬁéu&f@f’ Sffoctive
exanpl e es lné kM1 Beldn stan ant i -gfbu mrbnﬂgé'dif&b AMUABRAdEEM -
or anti r U\Sﬁcraia h eﬂbuﬂ&‘suboﬁstéa(wg\hnﬁdﬁe need ofmmﬁezphes ByRelecveraattioTyities ;
subj ectngenthemdycnassesspemmpmuuh GRiéfer ] it | ©KMAH-antigep, thqieféegﬂwmmqueheftOWt h
any of trdrreomnmlerl;hm?ﬁ?rcq"e |Xa‘i éep'?fgﬂt dft | 1apie \éWH‘ efrfi e pat the xc1§ cgls:
25" per il %":a.t’;.f?l e el lhs o1 nden L}aea e R
herein ||y| %drd%ﬁ&%nch st és‘é ofind 8 cegb §nsn edti é@&ﬁiﬂtsldﬁmm Iaﬂﬁ'body
regar dl gssurRblobli® GMibengs to.i THat des not r euaedmnmtehmnodwmubsthalm pih

gl obul i mosdéckma! antibesivipiititing thesharhiteristic heys beltioal acceptab'e preiess, 'a?nﬁ"tl!a‘iftq‘i%?‘5°
i ncl udedesm'lleﬁ|M'%mjvé§§§ﬁaﬁsr\%n'ﬁﬁén i v)incyded Witkjp theBretentVEntight her of

I yrrphob moW; i ng theydgppoclonal anti - 30 cell

| i nes ag@“@@gugc,& e@e bodi es described above enploying
t he of the reaction gaR@a e thehaphibddgldmmay t eclani queH mphdemsdnodbm antiblody whigh:

2. Monoeffesnttie fanker readtjoraefcthe di‘tl’?gd‘l U'tbl aim1, of At ho ne e e
of a hy Bﬁeﬁm‘ﬁf"?'%' s“"h ars‘tl(;” A:ﬁ’o thegl ven het') sw' jiﬁ Pa?’“‘aﬂ}nﬁ‘af'
one Sk' ! fﬁ: F&‘ y |s fa [itid pady accor ﬂ'd@& d@re% QW y 8 thé Rétmar fuman
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