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Nt par. %
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i denti cal totth i%’on% QrWHeiHar tich ra‘[% thé) i ."—- 8 of { 5%91@9 I?%m ns -
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including a M f‘e‘H‘eL'@?)ﬁB@W‘E‘”F@%? haypaccase [atheym progucingyhrigema cgljing [nforder
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are publicly available. Thus, once a DNA molecule of the invention is prepared it may be conveniently trans- .
ferred in an appropriate expression vector. DNA molecules encoding single chain antibodies may also be pre-
pared by standard methods, for example, as described in WO 88/1649,



i nh¥bi tion curves in one of the bi oassays referred to above. Most
preferably, the chimeric CD25 anti bogio4@Teeses at | east a) one heavy
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be of the gibr3[ dald hysbirvalisble rbgidng Péing i seyl@ic@bbR1, COR24nd CDRS the aimjp@cid S8atehces -
preferablyy of bffwdichemeshownyrSag. MdiNet €atds firktpart starsiicowith awaddn efdodiag the firstramino@kitl of
chain may be ofheiviriablp donidin and efdingwith & weien énohdingdthe Iast Bmite acid df the vhniable Horpaird and
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cl eihcy af description. 5 In a particul ar enbodi nent of the invention,
the reconbi nant neans for the products @iue9be gy CD25 bi ndi ng nol ecul e
includes first and second DNA constructs as described below. The first DNA
construct e\%ﬁf S a eavy chain or fragnent thereof and conprises a) a
first part WAPCRUEF

TGURL o vari dorra | D £o ternativel
[ omeubekan SRy el @ Ry r@;ﬁ% reaghgﬁ'?%anr&frn
sequence g 5 oredtich v n@&d f surta eﬂ&: \ﬁﬁe‘ﬁ
Shown i n “Se g high oiblrueth are aa%.,nrf o tho SipRésdib cthtt &t&ershe
first am no;gGhéty of@é%ﬁ:r S6FRa thigidter BodSibilk béMgtp e?reﬁ Gt{&brﬁﬂ&s al?aﬂm
the | ast am:ﬁh?b@ﬁb&éﬁﬂmt%ﬁﬁfd n?alié#h@i’ﬁn&thﬁi&ﬂer Ingpreférrdd! meg&feraﬁrvq gl 2
heavy chai n neaiéhdeiiie istffptld ofigiPElERNyslbE hitialion¥dl b & Rorfbidhrhdrtaltel B-call, 6 d4¥a n&N-
codi ng the fexpreds amdndeyensousiantibody Reavestngtt aaln. part of the heavy chai n and
ends wi th a coglpaisepréacédinat tHadost aghnisnidon@indslarde AimbeldT copis SitRéNect pér coll, If the
fragnment t heabstoiganisntib & mivardaliby/celllina this Saanabie godl haybe rddzhed by ampiifying Eealdhher oficbpies
first part cooadgsoesandard maibbds. Ahptitidationettiodgusaally eorsistof siectilg foeineressedresistance to
subst ant i al |adrigisaid resigidnce beirgleacoded bythecespreesipayestnce as shown in Seq. |d. No.
| startimg with andikeraspectof the invbntian, there istprayided a processipthrosycing a rhulti-¢hein SRR bindingi d
at posi ti on molepule Wigheomprissdh eulifinipg amerganismavhicivly ransfoepmedwitefirsland escend SNA sangiristisc e
as shown in o5 ‘“"9’6!0"%6(“)'?“’3'?%{\9@!‘%""!/\?‘?%WH@W@WBM@P%‘E“ 05|t|on 142 and

endi ng wi t h t hAtefativelydhe 'U’é"y&f'd 'J'SB%"T"("F&?V mpa%' e aod repenst o anacty find-
par twencoded"d B Afdar inyjtro fnpwn 'Prﬁ'Fé"‘rﬁ"é‘f‘@?%PBF‘?th?qﬁe
const ant 20 3% P?’"‘B‘P’Q’Wédeh second part may be a DNA

fragrent of ge

introns). The %ih@é °'$:é'
t hereof and co Y
conprisigg al tﬁé&éﬁnb rth dh
hypervariabl e z ernwobna&mm%d. ecule folitfhe HIE chdil o8 fradnibfAt REFbAR Go-
aci d sequencesig; &in(r)andﬂi?ﬁﬂﬁibrﬁ oaf,@msmmof& dinghd. No. 2; th| s first
part starting mnatshmans‘aaﬁmhﬁrsaddﬂ&.dehep,fowsstor@muaﬁy SEnb iin brivgls AbrhanbeIS25
domai n and eniding@oldulelvhidh conipises HRGRERG Y ofghfisn vatfidh istighsfidm&Dwith aDNAkdSrattriespal | €
d onai n, and tilgly énciig @skigipénain ocsirgdbmain CDA5ibkihg éiEdule ofthéiteAtith afiXlirecdvering said
Q[Jmnt t hevomsodle fidm thactinar ts with a codon en- coding the first amno acid
he const anCD35diniding foledules bf théinventionierhilirverygnatismmurtomodulatayl adtivity ag stdivm dor ice
| ast am no 0wk, ind mixéddynphoaytesasctiop (MLR) bisassay Akbaret al, ) Hwmenol. 1400217 b-8)eThelbMLRis gen-
non- sense chiincongidered to be e inivitve edyivgient plthesalipgeneje transpiant resnonrganbich legdste rajettion in
domai n h&vi Myean ami no aci d sequence substantially identical to the am no
-aci d sequence as shown in Seq. Id. No. 2 starting with the am no acid at
posjtion 1 h the am no acid at pos|t|on 104. More preferably

hibi
heX
Starting.y Wpa”t'ﬂ'eaHE@?@%?ﬂC'ﬂ@?t% u?f%? %35‘?? Bt w‘ﬂ ﬂ“? f Tede
at positi onﬁ gsmg? &" ﬂéa mi
of a human |4 oPnr ! I-HB For 1 h

[err] chai “aufﬁ}nﬁ '1rd5n1§ ﬁ@@ ﬁaoe d&§
parts are praghfy ,agg;para ed by an |ntron In the |ntron | ocat e be vveen

the firsts and gmesdsarlicilaabsay, b TEAE P the InPerBbrthéW #11h Vitrd iMMBHoMBELIatoF Autivity 8&8HLC €
of this genabhtatione erRmMO. ewt@mhs 4howi h RI36r6 6] S0RGT (e el grawtiie TnhiBAea@t abdTS nghl. -
required for aThe@fhinGinGdafatoly ity éfittetmobul@fof thb RveBeheag alpctictestimdi By el tlal Y
‘the first anshibitiescrantighiNépecifis HRBLuSSbchsE aritiie intibitiob SféL-2ddpentient T-iyaiphébldstfuliferatiorbdsn
40 gene advalowageously of human origin. The first or second DNA construct
‘advant agéousl y corrprr ses a th| rd part which is | ocated upstream of the
first part 2alghib PR SIS =L ponge | eader peptide; this third part
starting with the codon encodln the first amno acid and ending with the

| ast am no aci Ehedolecyies of tiyg uenti wn-taﬁicienttxrﬂseqs togaf ajPPD(Wproulind gpepie. HLA class
'secretion offl resticted Har'trgsvatsetmmmétew iR iahigit the binding of endegonoysly praquseddr2 dnjts .
and Is sfhs E‘Pr’t'f' Q‘Q?ﬁﬁ\?@t?"%:‘f'ﬁ?é”ﬁ ‘15‘?"""2!’5“ tQpiagyasrycialpieh Heifay "°ﬁ\‘8"""

third part n téﬁ%é odefsqo“;(k%a gE?%&,h e Igrsn\é

ﬁg,ﬁ, nf,ttgq%c bR o g
Yo

"t%% Mﬁf&@?ﬁé@é&n@}c&f 9{3 rmérﬂion and

gi ons

anino acid sg ﬁﬁl
shown in Se

ending wt hq'fbﬁe n aacf7 05| t o#“ h%f;]snglgs era

of the second DNA construct encodes a Ieader peptlde havi ng an am no acr d
sequence as shown in Seq. Id. No. 2, starting with the am no acid at
‘position -22 and ending with the amino acid at position -1. 50 Each of
the DNA constructs are placed under the control of suitable control
sequences, in particular under the control of a suitable pronoter. Any kind
of prormter may be used provr ded that It |s adapt ed to the host organr sm

Y o o



55 f ani mal may be obtai ned according to standard nethods which include
mcro Injecting into eggs the first gpylasegdmyd DNA constructs pl aced under
sui tabl e control sequences transferring the so prepared eggs into ap-

des h
s o A R O T A
culture, the Wacﬁl&sroﬂh @edﬂ&?s%& Uﬁo%oﬁdlét&%cﬂﬁt %I'M dbout

expr essi gn wsa&nrasgwnm ) 5995 rahedefuid? BowhS Thi %b&ﬂ‘ﬂfr?gﬁrﬁ' on vectors,
the latter possi- 0 449 760 Bl b| 1ty be| ng preferred. Accordi neg
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co- t ransf er @esdncubdtadst BZIC fae A8 hruesdi tie ipresanceefiSn P 95 2@ hgimirecymbinant ILt2:4ntl @ molecule of
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the cul t #r e "oy ’?9""& Wfﬁgfﬂl a_second organism Whl ns o[ ned Wlt
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|
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eral |y consivents less of morisclonshantibody by adserption aito thieavalls of thetchriaingr ansidebingjuged with the in-
‘transpl aft satution. {figlbuin [ssadsa quitablesproentiation ig fromds5 to 4.5% by weight ofithe sB'i"P pelytion f
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sanpl es contaslieyrsby thassein WEW?%M'&??“&’P@“‘QEI‘ b"gma 6'&"‘6‘!9? PG&"Q""G?JTT hEFLRINdEg S
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45 I,n thi.s particul ar assay, the nolecules of the invention show an in
vitro i munonodul atory activity at cemosgeéseti ons of from0.3 ng/m as |
shown in Fi gure 6. 50%of t he ceIIuI ar growth is inhibited at about 3 ng/m.

The i muno actlw t etﬁngl (?lcul es of the |nvent|on may al so be
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rol e I n tihe COR'dwithithedinimfacid déquentes dssdibédabaved transpl antation rejection.
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I nvention at v aidit makisyupauitabla tantpositians, gl npodidnalrantboiiies ahd optidfially amimmunosuppres-

(| ncl udi Ry tdivesmg) mayibd pavkagedideparatply witlkiethe Sdrhe chritainef,okith Instrugiitaie fbr mikihg @ricor@omitant
? cel | gimiisirdtion. Exanmpiesiofkitsipclurdefa éxdmplemaniititacrelied syripge ong twinpraciacontzining sapa-
hi par t i cuhtapnitdoseformsofatieasiwoaniibodieadd activatedTroplisnsaid@ntibotiies vecognizing at least two dif-

| nrunonodul ereatyntigensicharageristic of astivated Treglisi anm of wifichfis theyCiR5Enfigen. 1 / i as shown

in Figures 8A lavestigations sefar, WBH'“%WW@"PHE"?“MW if‘ eqmbaﬁgqa F?ﬂ?l%‘é'@ﬁ" d)
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i ndi cat i a§1s, eplsbds, A e berdofiveriomig @endbd tb the@rbatment b gectidPeviintshatiRe Bty Sdualpseur.
for exanpl e, thvcagithe dbdages! shduidBelimuded bpiip to Beactorefent i on to be enpl oyed, the
host, the nbdeMadneadnicioha antibddies suitatiekortuaein thapresant iavedtion ene knowh pérge. Many mahoclonal
condi ti on beantigdies sganstectivatiedest syrfabaanfigeopiny dwaidbledrom CelfuresCrllectiong it variops capstriést S
.ar e gener al | of theraiid ardespeciioally,ithe Areericant Tape@uttura Coltbgtion pf Rbglwvillg.dMarfland St ngu broddel
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i ncreased byCRY, qnecl@a*reatqo@ﬁstbﬁtcmﬁedqsedcin@mp t igvantigneand thatis augiiable fiamdhe ATEC is .
actual Iy oc ;ﬁeﬁwmnéemb@iﬁm -2 31;9%23591 a%'%%%&(ﬁ% u“;%*!?!’tgt?ﬁi?qw"‘é{ugg
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Thefnol ecul es of the invention may al so be useful in the treatnent of
mal i gnanci es of cells expressing thepfbdds 7894 gen, for exanple in the
treatment of T-cell |eukem a and certain other |eukem as and | ynphonas.
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preSent i nvepBRAZA oridnd SV asll: pS\snegthuCriinshasadtanipgsiby theipresence)efig oedmycin gene (neoR) and
conpri si ng ehergere anceding the humasyceondand parrhecyl); wiile pRY2rRHFEEM huCa has insertedeadiiydrone
‘anti gen bi ndpiata redustase (PHFR) geng(metholrexateypsistanse)iapdthe genge@ncoding the ipmam ‘M@%@"Bl
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bi ndi ng ol egHbRng Mrandnorkibgiinefubditdgamer. obul i n nol ecul es, nore preferably
murine, Gki Mer Figure 6 Bholws tH8 ihibilich dmmsg(@rmrs-mrza Q-Q-x)dhdi(ﬁ),a nisihé-hutah difihafic MAD of -
chi meri ¢ non@aeinaEntdn (A H). HathNMADS havélti variable@bingint delsidwniiegad.aNoat ardi2t | bodi es
are those havi Rigurd Dshowiii mhibitidnlof RADapaitic HBBM teisgbneschy (KERETSIgGha and (b)bickambmitine-
Advant ageoustunan thingeric 8fposi ti on of the Invention nmay al so include or may be
used i n comnbi nBigire A shows thecaffe¢t ohRFTS4aQ2p Akl thesanie myrinethothaneahimesic M enoPRDAT-Ipm-
The pr ef & r cnhobiash prolifesatiah, (Eigit8BlandiBA and on MR T-Hymphoblast proliferation(Fig fibhand 8€as en LiPan
CD25 are tyMﬂW"tﬁéS‘d‘“&:@héﬁﬂm‘Klbﬂ!‘dﬁﬁﬂql'n'dx)cw cluster as established by
t he Boston Wor ReW®ef Bvriratios gely. theproductipref @shifperds CR2E antigody|of theyjgyvention ig exemplifiadiss T
1ynphocyt es B\?"Rei nherz,. Haynes, Nadl er and Berstein, Springer Verlag, -
'1985. The CcD ti en |s heteroeneousl e ressd on a ut 0% resting
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one CD25 anti body together mnth one CD7 3ht|body Al so preferably, both
antibodies are of the 1gGisotype. The two anti bodi es, optionally together.
Wi th an i nmunosuppressive drug, can be used In clinical practice in various
ways. Preferably they are m xed together and the physical mxture is

adm nistered to the patient.




An @l ternative procedure is the adm nistration of the antibodies and
optionally the i munosuppressive dr Ugpge 789r{ he reci pient from separate
reservoirs in any order but at the sane t| me. The conposition nmay be

prepared an r rsef"d arent bove Ltcdr thee 0
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recogni zi ng tagend)clising theweobe déscribied siind, 62104 rechirbihant Pragedrescredhddand i1 dunbs arefoered
T-cel | s, oneoinbridide; The DNA insdriof (BR2Loloned wag emplifibd pn@Bdge glath lysatebypalyrherase biredh rezmtion

t hat t he adni(RCR)tusing asqrimers, afinst oligonucibalide ersoding teondrineidh igererandwa ¢deoraipligoaunizbtieen-
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cycl o-spori nosuppr essi ve drug which
can be opt i Onaj by eised n?obiaﬂ\aébmidé‘gogm of 8hd df fHe 8'Bhdy8 Li¥nedBh MG the
adm ni st g§ eQueRBdrataireTah A vérabie demiaid Ehol bufﬁi& ﬁ%&g}%{dw@b &Q’tﬁhned into the
adm ni st er edEcoistrittion Ak the B bticleRitesSion VedBr VY R HuRiEn {TB3hstBR paré {Hekichlebd, 36,
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prophyl axi s agétio bfthé pldsmidoct i on 45 epi sodes, its use can be conveniently
extendedst o the treatnent of rejection events when they actually occur. In
th'Ls/ case, tExample3 giguag of theigbmb dnepding thevariable dényaingd thedight cliadnatf BFTSof 4. Muri ne
nmonocl onal anti bodies suitable for use in the present invention are known
per se. Many nbesetamicDNAhthe hibridomss RISHS" and RFT4and df the parental cslljinp A8 is isolated
anti gens ar éand diggsted it EeqRh fraeh digestedDiiAyie thep fraciprated gn theispime agaree gal. Aftergnigration,h o
world an® s ﬁ&?@%ﬂ S? a"‘!'!r?ed M@Mhe'ar?hm?m aggbe e BF labelied BNA Bomsnt cperieipg thed,
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't he MLR bi oassay.1 kb Xtial (bl fapmeit ericbdingtis myrind bifavy ghbia kthancsr (bibiarich vt} supra) together
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‘greater inhibitory e?P t ‘t&ﬁan any gtﬁeep n| ca tes
pati ents about to undergo kidney, liver B heart transplantation are
‘sel ected for prophylactic 10 therapy. On the dayof transplantation, 2
‘hours before surgery, afirst Intravenous infusion of the chimeric CD25
-anti body of Exanple 5 together with chineric CD7 anti body (CHH 380) is
adm nistered at a dose of 0.2 ng of




each ant.i body per kg of body weight. Two days after surgery an identi cal
infusion of the two antibodies at OlepgidssFedq POdy weight is administered-
and then repeated at weekly Interval s for one m)nth The i ntravenous
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schemati ¢ diad@igamiet0¥arkdGor18 MinSEdis arb HarRRteRtbd @ thelustal £ fddiin & inbEbated@barh
genes encodigth,liddpaeavy and lightchains. Figure 1B schematically

representys theasfr 8-a8/0Mbelbn, 8dlecBonor G £IBIresisthnEdtis Slarteld. Cond\@d vekuspéndbd 1 RbshGibdium

i nt o framewebdtaifing).4 dgeh G¥1BETHé 2 1itume lield gloling cdii afte (514 day-fbubation khépresendd cfBOW
t he anal ysi sM&iftérealdbl idcubativih, 2ith sypanatants oFthé\conflueniuliupesiayaissted dorBuriin 1gi dxgresion25
(1), RFT5- | ¢gGisah@ich-tife BLISABnti-numoenSDighit cliak)/ stperrBtant /ntishamiv] IgG-alkalineyshosphhteserchn-

| abel | ed DNAugptepbe either encodi ng the nurine heavy chain enhancer (Fig.

2A) or eficodi nthistenbingieatasdh mplsteammlefcwmr{%m?d ipalheulturesatvanying coRtepfrations) .

10 [err] of injbemagecof B0 ested with EcoRl and are size-fractionated.
on a 0. 8% agar sslegeplis ‘"r‘f’?ﬂ‘f'? tl‘ Uidi rRinplifigd and; therefere agcretqjhiglypmpunts of the desired
MRS IR oot et sl canin sk gt i b4
me ne is

and 3B sfow® ﬂg%ém ?‘E’s’sff%m?@‘g Wﬁé‘}&wﬂ@ﬂ”%ﬁfaﬁﬂ 5)-

pS\SQXDHFR-[err] Both plasm ds conprise an anpicilin resistance gene [err]
and the origin of replicationPoécedBraA2 and@renedore¢ BBR322 ori and SV40 ori).
pSV2-neo-[err] is characterized the presencp of a neonycin gene [err]
and the ne encodi ng the hu cons t [err whi | e

pSVv2- DHF%—e[err] hasgl nserted ﬁo’heh% éﬁ@f’%%dugt as]e (DHFR) gene

(et hotrexat e resi stance) and the} gene encodl nhg the human [err] constant
part 35 [err]. The final vecty expres he chimeric heavy or

| ight chain are respectively OEGEH iﬁ% by msgir‘m?rrﬁ% into pSV2-neo- hCyl a DNA
fragnent sencodi ng the | eader peptide (L), and the variable domain [err] of
th FT5-1g&2a heavy chain togebdiemMTM t h t he5{mum@R heavy chai n enhancer and
by Tnserting Into pSV2-DHFR- [err] a DNA frangEr'\t encodi ng the | eader
peptide (L) and the variable domaln [err] of the RFT5-1gQ&a light chain. 40
Fi gures 4A and 4B show the proddu MFEty of i23uM WI8ual cell pools grown at

i ncreasi #y concentration of ne- tgotrexate ( respectively according to
procedures Aand B descri bed |nzp§§a§8%e 5 I’g’ﬁ[‘g is of the graph gives the
anmount of nonocl onal anti body din ceIIs in 72 hours.

Fi g{;-w'e 5 shows a protocol for con{;tructl ng CDR repl acenents by Insertion of
CDR cassettes into a vector con%ﬁ#l NieR9 4 framewor k regi ons fused together.
46 _ Igure 6 shows the inhi ion of MLR by (x) RFT5-1g&a [err] and
(o) a murine-human chineric MAb of - the Invention [err]. Both MAbs have
the variabl e donmains as shown agupagx 1d. No. 1 and 2. Figure 7 shows the

i nhibition of PPD specific HPBM risponse by (x) RFT5-1gQ&a and (o) the sane
murine- Ruman chinmeric MAb. Figureé 8 shows the effect of RFT5-1g&a and of
the sane nurine-human chineric 2008 M PPD T-1ym 50 phobl ast

proliferation, (Fig. 8B and 8A) amd on MLR T-I nphobl ast proliferation,
.(Fig. 8D and 8C) at an IL-2 concentration of 5 ng/m (o), 10 ng/m ( ) and
20 ng/m (x). By way of illust}®HJdH%only, the production of a chineric
CD25 ant pbody of the invention is exenplified as follows: 55 Exanple 1

Gl oni ng of t heFagbamplificationstensomprises/iaqcilalisp thedelisat gdensityofRx107selisin! iiihe yguah growth
RFT5-i gG2a Trediymsunplamentagwyth G S at §.6 mobnh ardowithiMT o theencentiption of ¢heice. telr 72 hol';r
RFT5- 1 gGL (@92'@“0“- pels P'}d)thﬂsw'(‘ejs@ep%ﬁ”"ci\"‘m sggretiop, {s monitqsacieither by !-%af y
cell |ine offft _|S|solated and digested wt
EcoRl . E&ch d| p satha

St hern bl eg mgfﬁ@%w «@E atﬁ%%gm?%w%m %:ém

whi ch enc Od €s nﬂed froma oullum supernatant by elution on & protein A affinity column,
12



heavy chai n enhancer (Heinrich et al, J. of Imunol. (1989) 143: 3589). 3
types of bands are reveal ed on the ggpoadgtzgs giiybri di zati on as shown in
Figure 2. The 6.5 kb EcoRl fragnent is present in the DNA digest of all
cell 5 lines Including NS-1, the parental nyeloma cell-line and therefore
is of nointerest. The 2.9 kb EcoRl fragnent is only detected in the DNA
di gest of the hybridoma RFT5-1gGlL and is thought to be the result of an
abnor mal gene rearrangenent. TheQHENCE ment which is absent in
the DNA digest of the parental cell Iine NS-1 Is therefore a fragnent of
chol pe and 1 UShiSEe Tt ale0 Tufihod 1Bbin b1 AN Ungl? ROIREGURRLLY o2 1| o
out by preparati've agarose gfl peisesddis resis. f fragnments of
approximately 5-7 kb are cloned in the EcoRl restriction site of

‘bact eri ophagesefiden¢sitype: t agretegtideé/seqgenchcandr Dixe coirrepindeny ahome acfix 108
reconbi nant phages are scresaggencend 11 dones are found to hybridize. The
DNA insertof the 11 clones was anplified on phage plate |ysate by

pol ynerase chHPlecuiedypen (PRI UAg as priners, a first oligonucl eotide

encodi ng t he ri.ne J2 gene,and second ol i gonucl eotide en- coding the
begi nni nd® of Pﬁ'@tgFTS heavyl’%ha‘i"%eﬁbﬁfﬁ amino acid No. 7 (sequence

previously deb@{é;%‘gf%ur@e,*ﬁéd,&equmai mer is designed taking into
o _

account the nost frequent codon usage genes. The DNAfragnents ob- tained
fromeach of Peftutés GEOHIRS nidIRo TR ¥&@End®¢ Sout hern bl ot using as probe an
ol i g}eshuclzgoti de encoding the am no aei d sequence conpri sed between am no
acids 20%and 27 ofntimer&i-IS Iveaved €han nualieptiddei &7 absk80desi gned according to
t hewrpst frequent codon usage. 9 identical phage clones are reveal ed using
the probe. Part off $qEEeDINEeReiscfrompycdpotideoifeste a3 variabl e donain is
sequenced by the giﬁ'&‘f t BEPSH nal ol Sree Hah t‘%{g 7is to be seen in Seq.
Id. No. 3s Exanpl SPESRE BRI i TP P RN ettt heavy chai n gene A 6kb
EcoRl fragmenpeohiral i.0esty Qe,m,_n je DNA of one of the 9 phage

cl ones and cotrrff)rl Si ngr}&?ﬁ%wggi&ggﬁgoof théeJ]RFTS heavy chain vari able domain
(I'ncluding the prosideé péprddé hefasmhaiiaordeids(achonedsivet o1 t he EcoRl
restriction site of the eukaryotic expression vector pSV2 neo-hunman [err]
const ant spart (HeiFRLki cliret aad. 1lste 3Pra) as shown in Figure 3A. Then the
nu&lﬁgoti de sequen&BRLY frem agendletocddi ng the RFTS heavy chain variabl e

dor®l n is redeter FRARd fEOP @xdi fete possibility that a nutation in this
gene has occurred ?Ei % Re2pP8pt® BYation of the plasmid. 30 Exanple 3
Cloning of the gengeaen rig:’tlg arhabl e domain of the light chain of RFT5
The genofi ¢ DNAof E.e' ok iadee g7 R Th7 . RFT5* and RFT4 and of the parental
cell Iine NS-1 is 1solated and digested with EcoRI. Each digested DNA is
thep fractionated on the sanme agarose gel. After magration, 35 the agarose
gel ¥4 anal ysed by Southern blot using as probe a [err] |abelled DNA
fragment ,gonprATGiGid TR ASC IT6G ATA[ CIITr (CTy EFRATRIGIHE @RAILET TEAG gened6 3

maj or types OfyeagidScy¥ ASRRe F1RBER Frol Bhe Ife aRd &3 WL 21& seeveal ed on the
gel after hybridization, as ﬁhown_ in Fi gure%éB. The | argestfragnents are
the only ones specific for "t’f e RFT5 hybriddina. Size fractionated EcoRl
fragnents of approxinmately 18 kb are cloned in phage EMBL4 (Stratagene)
7x[err] wecontjraidiccbl aAecARTCE APMRICcAAC cATACAE deorCEEnaGh saehORaCk e 306 | bed
above and 2 clones are found to hybridi ze each conprising an Identical 18
kb insert. A4.4 kb EcoRl - Xbal subfragnment is shown to contain the full
gene encodi ng TCHACTRATS TG TENCTCH ALAS vaGG GBC FAA RO GAGARTT iCAC ATE&G | nid6 t he
plasm d pGEMA (Stratagene). The sequgif§aPirytferdcrh ¥ GlaGERN¢Inl S

determ ndd. Part of the 4.4 kb DNA insert V\/f!'u’i ch,engodes the vari.abl e domain
i s sequenced. The sequence is to be seen in Seq'.1 Id. No. 2. 45 nganpl e 4
‘Construction of a chineric RFT5 Iight chain gene A 1.1 kb Xbal - Xbal
fragnent encoding the nmurine heavy chain enhancer (Heinrich et al; supra) .

-

together with a Hndlll - Sphl fragnent encoding the human [err] constant
part is Subcloned in phage npl8 (Stratagene). 50 Afterdi sruption of
restriction sites by nmutagenesis a filled-in EcoRI - HndlIl fragnent

conprising the sequence forthe murine heavy chain enhancer [err] and the
human [err] constant part (hu[err]) is cloned in the filled in EcoRl -
BanH site of pSV2-DHFR pSV2-DHFR is obtained by replacing the BanH -
Hindl 1l fragment of pSV2-neo with a BanH® - Hindl Il fragment encoding the
DHFR gene. The 4.4 kb EcoRl - Xbal fragnment of Exanple 3 is then inserted.
into pSV2-DHFR-[err]. 55 Exanple 5 Expression of a RFT5 chineric anti body
The plasnmi ds as obtained in Exanples 2 and 4 are co-transferred in the
nouse myel oma cell line SP2/0



(ATCC CRL 1581) by el ectroporation using a gene pul ser apparatus from
Biorad. This technique is known to EPGRIGesEO 769 Bl create stable
transfectants at a high frequency. The SP2/0 cell line fails to produce
endogeneous heavy and light chains and is sensitive to Geneticin (G 418) at
a concentration of 0.8 ng/l. SP2/0 cells are growmn in the usual growh

rrﬁdi :Jm (REM m@%f@ﬁc #chdrercic éo ade uerca@ltmtmn@fc) AkBaTG Er]gc vegdsed in
the | og phase she t atjo er
(B o Rad). ol Tin: SeE B AP VARMRUE RIS ek 8 SRR LSRR T o
the cell suspension is added915-20 [err] of 1&ach plasmd. TR® nixture is

pl aced on ice and left to stand for 10 mn. Then the cells are subjected to
an el ectrical ; ) | el f 05,15
mn. Cel & ar eﬂ%blr gﬁ%% é? ?recgoétég -{%EA‘%J‘?S'S# A(g:?or}‘\%f ﬁﬂrereg;lcu?n;éan iTE%qut edi‘:éﬁ1

[err] in a [er$ys LyedbatSsr. GlyoTyr SerpPhe Thy Ayg \TyrnBapp¥ey Bis Tseildetion for G
418 resistance is starteds Cells are resggpended in fresksmedi um contai ni ng
A ng/m G 418. The cultures yield growing cells after 10-14 day-incubation
in the presence of G 418. After2-week |Incubation, the supernatants of the-
confl uenf® cul t 444 6AG AEC (CCT1GRA PAS CFIL B GAY BGE ATT GRS BFT ART JAE £8dwi cBOQ ype
ELI SA (anti - hupmnclerakg -Bro0illy €161y Les e rmpt Bt GYyanld Ihéeimep drgG al kal i ne
phosphat ase con- juga 8)' 15 This4§est i ndi cat es &yat conpl ete anti body
nmol ecul es are secreted in all cultures” at varying concentrations in the
range‘ofzﬁo-SOO ng/m. To select cells in which the DHFR gene is anplified
an t.ger ef o][ e e@cmﬁr AGhi T ATOMT FA® AL lvac dasi TIRIGAN GG ady dcmmgl egss gnd
pr ocedures for otd ex escri be
el ow For ¢ hi Siparnael Aprmieoeh shf Aaf TR, ERLENE P da B 701 oq”
and anplification P2 proceeded eitfr according 203 to procedure A (MIX

I ncreaseazsby a factor of 2 or 2.5) or procedure B (MIX increase by a factor
of 5). Procedu A r gGe | MI'X

200nM MIX | &fc et cea orc &T‘A g@%ﬁﬁfﬁ}'& ACT GCC TAC ATG GAG f’t%,%%ﬁ%;c 396

| Leu Thy Maofal Tharser Ala Ser Ths[bé,ar'fyq\,ﬂg{: flu Leu Ser Ser |
1[err] MrX 70  25[err] MIXs5 80 85 - |

| 2.5[er¥] MIX 100[ err] MIX 40 o _ 5[err]
MK _10[err] MIrX 45 25[err] MIX 100[err] MIX 50 Each anplification step
conpri ses i nocGTQHACAJATHRAGCEAQ SCHGCE GRE EATt TACOFCT XPA AGY GAB|TAS/ GAC | n 4bhe

usual growth negi oHr BIBPERNRSY ek Wi IVal E0nat cyls denBigiasprrvéiyn MIX at

the concgntration of choice.qAfter 72 hour igcubation, cellga,and the
supernatant are separated. Anti body secretion is nonitored either by ELISA
or by HPLC using a protein A colum. 55 Fi gures 4A and 4B show t he

ant( body ]lcor Odum? }»xiat:yn:rf cm&m trcrgrcce? Rk g mwohax; cidata arctioe mtzml ts.weac%a
max m OorT Spegcl 1l 1 DO (0) 1.Qn C ofice at | on. e
et pr oguci ng Bbave WecRar EnEaRE vEY (if i Ry Py Y HE A BB O T

hundred anal ysed cl ones, 195 best produci¥§ cl ones are sélléct ed.
Productivity of the clones ranges from30 to 50 ng MAb/[err] cells in 72

hours. The antibody is purified froma culture supernatant by elution on a
protein A affinity colum. 12
45
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EPCA4769B1 SEQUENCE | DENTIFIER No. 1 5 Subject matter: The inmmunogl obulin
heavy chain variable domain of the Riplpasarréd ®pdy 10 Sequence type:

Nucl eoti de sequence and its correspondi ng am no acid sequence Ml ecul e
type: Genomi ¢ DNA 15 Lengt h: 492 nucl eotides Oiginal source:
A murine hybridoma Features of the nucl eotide sequence: 20 An
intron is located fromnucleotide 47 to 130 V segnent gene: from

nucl eotide 142 to 435 D segnent Genfce thddr fﬂ!lg#ert' de 436 to 447 J segnent
gene: fromnucleotide 448 to 4 he am no acid sequence:
Leader pepti fro m 1

a.a. 1to 30%:" ro%'an&eagﬂ"f"gﬁ?gl%w%t égain'% z'iargab%d?mglﬁgﬁéﬁﬁzﬂﬁ?r om
a.a. 50 to 66 FR3: from a. a. G%to 98 35 CDR3: froma.a. 99 to -

106 FR4: 1 f r Geqoen@e thPe: t utledbtidiOsequentEGardA¥tsTéskréspondich aaid adil CCT TTT
ATT CTG TCG GTA ATT TCA G sequence 46 Met Qu Cys Asn Trp Ile Leu Pro Phe

Il e Leu Ser |l.e Ser - -10 -5 4
GTAAGGGGCT CX@%“G‘HG@%"M%W%AGGATACAG GGTCTGAAGT GACAATGACA 106
TCTACTCTGC TGEAGECTCC ACAGss f3@1&tEaelAC TCA GAG GTT CAG CTC CAG 156 50

Gy Val ®r Ser u Val G@n Leu dn -1 1 5 55 13 EP O

449 769 Bl CAmiginhl @tracTa GlEn&hgbfiddna\GC CCT GGG GCT TCC GIG AAG ATG TCC
204 5 G@n Ser Au Thr Val Leu Ala Arg Pro Ay Ala Ser Val Lys Mt Ser -
10 Features %the nucleotide sequence:> 1 TGC AAG GCT TCT GGC TAC

AGCAIAT ACC AGG qur&a& ﬁ(ﬁogﬁ ﬁg,}“?géeomgss% YS24Ys AI38 Ser Ay Tyr Ser

Phe Thr Atg Tyr

35\13 AAA CAG é@ﬁeﬁﬁ}e@fx@ﬁ@u@ﬁl’:tﬁ%@& BRG ATT GGI' GCT ATT TAT CCT
300 Lys A n Arg RosdgmgntCieneés firoh auckebtidérj20itcsd y Ala Ile Tyr Pro 40

45 50 20
Peatures of the amino acid sequence:

leader peptide: from a.a. -22 to -1

FR1’ : from a.a. 1 to 23
CDR1’ : from a.a. 24 to 33
20 FR2’ : from a.a. 34 to 48
CDR2’ : from a.a. 49 to 55
o/ FR3’ : from a.a. 56 to 87
: CDR3’ : from a.a. 88 to 94
FR4’ : from a.a. 925 to 104.

5 . _
ATG GAT TTT CAG GTG CAG ATT TTC AGC TTC CTG CTA ATC AGT GCC TCA G 49
&/ Met Asp Phe Gln Val Gln Ilé Phe Ser Phe Leu Leu Ile Ser Ala Ser
-20 : -15 -10
40

GTAACAGAGG GCAGGGAATT TGAGATCAGA ATCCAACCAA AATTATTTTC CCTGGGGAAT 109
45 TTGAGTCTAA AATACAGTTT TTTTTITCTIT TTCTTCATCT GAATGTTGGG TGGTATAAAA 169
TTATTTTTGT TTCTCTATTT CTACTAATCC CTTTCTICTCT AITTTGCTIT TTTCTAG 226
50 TC ATA CTG TCC AGA GGA CAA ATT GTT CTC ACC CAG TCT CCA GCA ATC 273

Val Ile Leu Ser Arg Gly Gln Ile Val Leu Thr Gln Ser Pro Ala Ile
-5 . -1 1 5 10

§5
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GGA 'AAT AGT GAT ACT AGI TAC AAC CAG AAG TTC GAG GGEC AAG GCC AAA 348 Ay
Asn Ser Asp Thr Ser Tyr Asn G n Lys Rippdebyee@dy Lys Ala Lys 55

60 65 25 CTG ACT GCA GIC ACA TCC GCC AGC ACT GCC TAC ATG
GAG CTC AGC AGC 396 Leu Thr Ala Val Thr Ser Ala Ser Thr Ala Tyr Met Qu
Leu Ser Ser 70 75 80 85

30 CTG ACA CAT GAG GAC TCT GOG GTC TAT TAC TGT TCA AGA GAC TAC GGC 444 .
Leu Thr Hgs Gnacﬁm_r S0k TOT LCWACCTHAG AAG CTY ACCATCATS TGG ATY IGCCIAGC35 321

90 Ser APD Ser Pro Gly Glu Lys vaD @hd Aer Tifr - EﬁTS@@l;TSQrTGG GGC CAA
GGCACCACTCTCACAGT CCch 2 Tyr Igr Phe Asp Phe Trp Gy @n dy
Thr Thr Leu Thr Val Ser Ser “105 110 115 45
50 55 14 EP 0 44 769 Bl 5 SEQUENCE

domi n of t he T TG e N L A B 8 e enee and
its corresponcﬁer'iggefrn%ﬁ)lg ytéfrs’zfdu i W&V'éé%ﬁemf‘y Bro é}‘uéﬁf Lengt h: .
455 nucl eoti des O gi nal 38ource: A nurin85hybri doma Feat é®es of the

nucl eoti de sequence: 20 An intron is located fromnucleotide 50 to 226 V
segment g¥ne: from nucleotide 244 to 519 J2 ment gene: from nucl eoti de
520 L0 455 Fedich SAA AFA (66 ATH TS SAS ACA IG5 MAETSRCT TCHER SI66de: Flbm
a.a. -22 to -IPrbRilys Arg firprila. Byr Asp The Jef s’ Leufu:mser 8ly Xalt#xro33 30

FR2' ~; froma.a. 34 j# 48 CDR2' : frggna.a. 49 to 55¢4R3' :froma.a. 56
to 8% ‘' : froma.a. 88 to 94 FR4' " : froma.a. 95 to 104. 35 ATG GAT
TTT. CAG GIG CAG ATT TTC AGC TTC CTG CTA ATC AGT GCC TCA G 49 Met Asp Phe.
G n\Val G n |lGeTPbec PeC ABDECGCEAGTLEEG Tt GBErACA! TCTSEAT T@D CTC ACA ATC 465 - 15

109 45 GTMW%@%%W PR R ST caraTanan

169
AGC AGC ATG GAG GCT GAA GAT GCT GCC ACT TAT TAC TGC CAT CAG CGG 513
Ser Ser Met Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys His Gln Arg
0 75 80 85 90
(O
AGT AGT TAC ACG TTC GGA GGG GGG ACC AAA CTG GAA ATA AAA 555
o Ser Ser Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
95 100
40
“ -
50

56
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TTATTTTTGT TTCTCTATTT CTACTAATCC CTTTCTCTCT ATTTTGCTTT TTTCTAG 226 50
TC ATA CTG TCC AGA GGA CAA ATT GIT CEEOQ%%@Q@ TCT CCA GCA ATC 273 Val
Ile Leu Ser Arg Ay An lle Val Leu T n Ser Pro Ala lle -5

-1 1 ' 5 10 55 EP 0 449 769 Bl 5 ATG
TCT GCA TCT CCA GGG GAG AAG GT'e ACC ATG ACC TGC AGT GCC AGC 321 Met Ser
Ala Ser Pro Gy Gu Lys Val Thr Met Thr Cys Ser Ala Ser 15

20 25 10 TCAYAGI ATA AGT TAC ATG CAG TGG TAC CAG CAG AAG
ccA Gac Abc Tec 369 Ser Ser gle Ser Tyr Met An Trp Tyr Gn d@n Lys Pro
Ay Thr Ser 30 =35 40 15 CCC AAA AGA TGG™

ATT TAT GAC ACA TCC AAA CTG GCE.'TCTSBGA GIC CCT 417 Pr.& Lys Mg Trp lle
Tyr Asp Thr Ser Lys Leu Ala Ser8dy3/al Pro 45 50

55 20 GChCGC TTC AGT GGC AGT GE&G TG GGG ACC TCT TAT TCTg(ﬁ‘C AGA ATC

465 Ala Arg Phe Ser Gy 8er Ggyg Ser %m_y Thr Ser Tyr Ser LéygThr ske 60

65 OAQCACQQTGQ\&GCTGAAGATGCTGC-E CT TAE TAC TCC
gAT gAG 7CGG5 513 Ser S&'r Mel 4 u /:g:a' A u Asp A a5AI a Th'; Jyr Er' Q/;OH:AE;T
n Arg K
AGT TAC AEG TTCGGAGGGECI; AeG AAADEG GAR ATA AAA B &% 95m 35
Ser Ser Tyr Thr Phe dvy y G‘I"y@Thr i3 Lew Gai Ile Bys 95 ¢ =R
100 40 46 60 55 EP 0 £49 789081 Lﬁ { 5; <:C:Ialms ~C ai Efor }
followi ng Contracting States F"AT BEY 2CH, ©E “DK, FRM GB,®I9 L& 2N, SE 1.
ACD25-bi ndi ng nol ecul e wAi ch 'Eo:mi'r ﬁ%%t ,..eaﬁ one Zntlgﬁr@m ndgng site
conpri si f§ at | east one Bommi & a% 8 ] 81. &\ CD25gbi ndﬁr@'&ml%@l e which
(1:(7)n‘pV| ses at | east one aﬁtl ge:'g)wdl.glgﬁg tS ca:nprl Si bg atglggst g)rzm,e domai n
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Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, IT, LU, NL, SE

1. ACD25 binding molecule which comprises atleast one antigen binding site comprising at least one domain
17



whi ch .conpri ses in sequence, the hypervariabl e regi ons CDR1, and CDR3; )
said CDR1 having the am no acid segpasréygr Tyr- Tr p- Met - Hi SIWWIW”,"
havi ng the am no acid sequence Ala-Ile-Tyr-Pro- e I”"I
G y- Asn- Ser- Asp- Thr- Ser - Tyr- Asn-d n- Lys-Phe-G@ u-dy, and said CDR3 havh ng *
the amno acid se- 5 qeence Asp-Tyr-Qdy-Tyr-Tyr-Phe-Asp-Phe; or
direct equivalents thereof. 2, ACD25 binding nol ecul e according to claim1l
whi ch gonprises at | east one ®ntigen binding site conpris- ing: a) a first
domai n conprising in sequencesthe hypervariabl e regi ons CDR1, -CDR2 and
CDR3; said 10 CDR1 hawng the amino acid sequence
Arg-Tyr-Trp-Met-H's, said CDF% ha\éng the am no acid seé’g}uenc%

Al a- Il e-Tyr-Pro-G y-Asn- Ser- Ap- Tha<Ber - Tyr - ASn-G n- Lys-he-A g Gy, and
said CBR3 hav- ing the am no ®cid ggguence Asp- Tyr-d y- TR Tyr “Phe- Asp- Phe
and, b) a second donaif§ confrg si ng™i n sequence the hyper®gayi abl?eZregi ons
CDR1', CDR2 and CDR3',8sai d=CPR1' H&ing the amino aci d S§juences

Ser- Al a-Ser-Ser-Ser-|1g-Sera®r-MEGn, said COR2 havi a5 £ the

anm no aci d sequence - ThreSer - LyS-4 eu- a-ger, angd saig _:CDRS'\Sbﬁvi ng the
am no &id se- quence - i s- Qe Ar g-<3egg - Sers Tyn- Thr; &r dies@ct egupval ents -
thereof. 3. A CD25 binging giecul@ tccor@ling to cl&im 1S hi ch&lnprises at
| east one antigen bindgng stt® eith 20,, o CONMPIH Sing, & dongj | having
the amino acid sequencg shdWwt h RE A d7NIT 1 st tin@® W Lh no acid at

positign 1 and ending %ith ZEdo agig=at Tposhtion 7 o &Mpribieng a first
domai n as described ahgve ancg% seqqp‘g dosrei @ havi mg t hes gnEno segi d
sequence shown in Seq.gld. 8g 2, StpLtirg Weth amgo a@dg gt @gition 1
and ending with am no gcid gtg posigi®n 1&,; gr di r%t ecglig/al erg @ t hereof.

25 4 A CD25 bi ndi ng ol ecli®"acc®rtPng Ro Tlaim X or F®Pch TOnpri ses -at

| east @ one i nogl obul i n heavy chain or fragnent thereof which conprises
(i) a variable main com prising in sequence the hypervari abl e regi ons
CDR1, CDR2 and and (ii) the constant part or fgagnemt thereof of a

human heavy chain; said CDRL having the am no aci dzsggueh®e Arg- Tyr-Trp-
Met-Hi s, said CDR2 having the am no acid sequence G. 2.4

Al a- 118 Tyr-Pro-d y-Asn- Ser - Asp- Thr sSer - Tyr - n-A&&ELys8Phe-Au-dy, and
sai d CDR3 having the a%i no acid seqdence Asp- F-Gim-rytd - Phe- Asp- Phe
-and b) one i nmunogl obugi n Iﬁ@tchﬁuﬁ orfragr‘;@ t hefeof 8 conprises (i)
avari abl edomai n conpriging ¥, sequerEre the hgmgervagbl e-rmegi ops CDR1',
CDR2' and CDR3' and (ig) the tonstanpt papl Qkffagmgnl, tidregf of a human
light Thain; said CDRIE hawbr) the® &rinoaci® Sequén@e. — 2 . o

Ser-Al a-Ser-Ser-Ser-1lg- SEPayr- Nt A nS sal® GORE EhaB &St h& ani no acid
sequence Asp- Thr-Ser-§s- Le8-& a- Sel ane sabdl €DRB Shawd Bg=t h& ani no aci d
sequence Hi s-d n-Arg- Sgr- Se-h;:l'yr-ﬂl_“ §or$i r'""_. ﬁeqlﬁ \Zal %Csd-t h_'é;r eof. 5. A
CD25 bjgdi ng nol ecul e accorgishg to;;atai met vgiqph" cefrgri 3§ qt igeast a) one
heavy chain which conpgi sesg® varitd g doai fighgvi iyt he® grf«no ®aci d -
sequence shown in Seq.w40 2 2 IBa®o. 2 sEH[inE §ite FdinoBacid at
position 1 and ending _§V| th g no a%i%‘dmat osatd an BLE aBl & he ®on- stant
part of a human heavy Thai n® &nd bj “offe 11 gh? %&fai ° Whi ch™Bnp® ses a

vari abke domain having the am no acid sequence shown in Seq. Id. No. 2
starting with glutamc acid at position 1 and ending with glutamc acid at
position 104 and the cgnstant part of a human |ight chain; 45 or
direct equivalents thefeof. 6. A CD25 bi ndi nol ecul e agcording to claim4
or 5 in which the consant Bart orffragnght Zhereofd of e hun@n heavy
chain ™ of the [err] Type and t hé® const ant Lf)art or fraé’ment t fereof of the
human |ight chain is of the [err] type. 50 7. A DNA nol ecul e which
conprises nucl eotide sequences encoding in serial order the hypervariable
regions CDR1, CDR2 and CDR3 as shown in Seq. Id. [err] 1. 8. A DNA
constrict accor ding to claim7 which encodes a heavy chain or fragnent

t hereof and conpri ses 55 a) a first part which encodes a variable
domai n co | Si mﬁt' If dahyRer, ba r.egimon sai d
hypervari a@lgyrﬂg%rg#slﬁbél %A/'ﬁla\étsiégﬁgﬁ%% é.’)&%f CQI% déﬁght:%@ﬂlﬁg “alh?ﬁo aci. d

se- quencqs RAtphbifdhgfoRctd VR chitprietGitiedstloneNRtiger binding sil chinpribing Rfdabt ofid dirai Y

with a codon encoding the first .7



amno aecid of the variable domain and ending with a codon jMH'I m("lﬁ,mm"
am no acid of the variable domain, p@asisresg1EP 0449769B1 ,
whi ch encodes a heavy chain constant part or fragrrent t hereof whi éh Btatts

th d di fi
\rltmeavyacﬁgi (r)]naﬁ (?, l n,g.,sglffe g th%W ”R,aﬁ‘%l av 3 Bﬁin%}k GZ%ZG }leVIE?Ptf':
constant part 8' ﬁ-hr_ f ﬂ-Gl dse.
ADNAconsgr uct &Q “W- p{,g N,a‘ﬁﬁé elrJoﬁ par

encodesavari abl e domain haV| ng the am no ac sequence shown in Seq. 1d.
No. 1 st art 2ngAaD25birding melsdule@caeding toodaind O®hich comprisesat dast treh antienbihdingtsitescompiisn O
acid at positiiegp 117; or direct equivalents thereof. 10 10. A DNA construct
according to cl &) afifEt dinaincomprisipg énssequenéegthe hypecyrrinble regions GRBH ICDRA @nd CPRAsald -
conpri ses a) a fODRShayingrthe aphinccdcidesaauoniceAraTyr-Ar-MdbHis, shiskRDR2 havingothe eining acid se-
al ternatively fausncodie-Ne-Bimiro-Glyrdensler- ﬁabT'&sP'e%T AnSin-bygiPhe-BluRly, gad 1aig|QDRS hav-
regi ons being i FFGSTWM?@E”M"“AWG‘HWJY P‘Pt"?t%"dam no acid se-
quences of whi c®) &geecnd depain ‘Pﬁ"’@@ﬂ in spqyencethe hyperyarighie regigns CD ‘aquDRétaav ?P Y58l t h
a codon encodi ngnﬁﬁé'a'f'“grtg‘t aning 4¢ls s WBF%?P""?'?I orSer-5 ﬂ'P@ ing
with a cdon en 'E?o‘?"ﬂ'&f’cc ée‘F"gg"teA& tt;a%&% a5 a’tf’aﬁa FYno the a"““°8°6

and b) a second® '@9 | i ght chai n const ant part orfragrrent

t her eof whi ch %’t ufypiente therefdon encodi ng the first amno acid of the

constant pag! ARtpis¥indingHdleculdiatictding e cBRFSwhtnicBmphs e REst SRCA e BinbiiG sifedtfer
ani e acj d Of $omprisiaRSdomaih héhg (theQimiriola0id B&Yibnch BIRMWA B Seky.Qb.INOYEstarbiyh ithlihio G681 S €
codon. 1% A DidP6sition t BrtEndiAgwithathind @cid &t pEsitdh M 710 coplisiny ad i Bonanes dasciibed above
pai\t/ whi ch encsndasednd édaiiNadngthaamiio doid dequiiivg skdua icSe 14 Nacd, statingWithiaininobid \Wn
in Seq. 1d. NoatPositoan bidehding ¥ith dnire aidiatyosidoni104; at dipdt squivalerts themoid endi ng with
t he am no aC| d at position 104; or direct equivalents thereof. 12. A
process for 4prdg '“&"‘H’BP‘!‘%&W!J@M@%?HH mH‘GP%‘E? whi ch corrprl ses

(i) culturing aﬁ)?ﬂe ﬁﬁ‘@ﬁ'f’m'ﬂﬁ?"ﬂ"é‘a domain corm-
Qonstant

according to cl
claim10 or 11 %‘% ncd ¥3l"- ?'[:he
culture. 13. Ap ‘i_ IBIEa- u- yb?n gun avnglFthi % @ err

i mune sst em r I gnaricl es O OI’

treatment of H merﬁth hOMfginSii hefd cotiphsdk vahs aﬁhcglfn r%i?u
of 2l ai s 1 to aﬂﬁﬁf et Ba§§ﬁd(g%oeﬁs {daHBPtag

14. An i NTUNOS URjYéePéflahimardighQARdir; saacmrmuvlng k3 @mfho BlidedlércdSerAla- éeﬁé&ISlebe
CD25 bi ndi ng 1mDIg3Et-MelObin, BB COR2 Ravibly S arhinb Bcidsedubfcen ep TRaSHH- Lyl Gu- Al iSef 61a said
bi ndi ng ol ecul &pRE faling teEHInCRR sfiohcdis-Gli- ARy ser-BarTyi RS which is
characteri sti Cor@frechéduiviianiterlerdofcel | s. 35 15. A conposition according to
claim 14 which further conprises cyclosporin A 16. Aconposition according
t o eiai m 1450r AEPZA birgling molapuledecarding tapleimdavhich Fompriseg atieastcul e ot hert han t he
CD25 bi ngii ng nolakengheavy ehals whiclycomprisep g yriableidpmain having thaaming aid saguenseshawmin fef- t o
any one of cl ai H%NEZFSPH‘“&U“’I?{“'WW’U# éﬁ?‘?%tﬂ?\%‘@a&ﬁ’é’a&'ﬂw@?‘w1%ﬂwﬁ'ﬁ&?ﬂés

18. Atwn pack % \‘_\Io
E\s Ipjdom O AT .
oo ant %} i g@mtta% i

ant i bodi gs bei ecul e of any of clains 1 to 6, together
wWth instructi ons m Xl ng o'r concom tant adm nistration. 45 19. Atwn
pack accor dighga to2sinting mbfRculd dcdiding.td LI of & MIWhich th censtafit plart GORGMED theleoifof tha
| MUNOSUPPT €S Shutan Héavy chaidls of THee, typeand theccofistitbpdt an lagn@ntiiieret oflties mamiigyit chhin
claims 1 to 6 boftthé btypr eparation of a medi cament for im 50

munosupp¥essi on of the mammalian systemin conjunction with an anti

bi ndi ng nol écu-f‘@”’?"@@ W Hpestcieefidpsegyqness epording inseps Wﬁé?%?%‘ﬁ‘%’?ﬁ"ﬁgiw
activated T-cefPR! s showm nFeg-ddPhly Contracting States: ES, GR

8. A DNA construct according to claim 7 which encodes a heavy chain or fragment thereof and comprises
55 a) a first part which encodes a variable domain comprising alternatively framework and hypervariable
regions, said hypervariable regions being in sequence CDR1, CDR2 and CDR3 the amino acid se-
quences of which are shown in Seq. Id. No. 1; this first part starting with a codon encoding the first
amino acid of the variable domain and ending with a codon encoding the last amino acid of the variable
domain, and
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55 1. A.process for the production of a CD25 binding nol eculsmﬂm
conprises at |east one antigen bindi ggoasd7ee8PNPri sing atlea , MM ”"I
whi ch conprises in sequence, the hyper vari abl e regl ons CDR1, CDRZ ahd

sal d CDR1 havr ng the u NCear Tr}é{an gment?ﬂereofawhqchs rts with a

a Sed
having the am no® Og? r‘i’%ﬁ% °"°°d° y eavycha nt par he w.tha don
Al a-11e-Tyr-Pro- ::f&g ?@ﬁ%&h 10

denset
sai d CDR3,; having t e am no aC| sequence

-~

M.
e Asp- 1e _
or direct eqeli VADNAYohstrutt @écoding tosiain® whith mmpaéeeamﬁ)aaﬂmarehsddsavhhweaaﬁm afing
cul turing a hylne ahingaciiSeluehdelshovaiin 8&y. [l I9A N istaFting WiliNthé amine akid/dt pésitian DA ending
construct conprwititiegaminecacid @t positonsie7) dedired squialeatslthegol N serial order said
hypervari abl e regi ons CDR1, CDR2 and CDR3, and isolating a CD25 binding
mol ecul e 41 off tmﬂwmwmymwwpmewca@eerw mtobfreemsntrnereomdmn@fpst he
CD25 bi ndi ng nol k&fire per Wn%@ge%ﬁvar"é’é?s"f’m RER pA hypervariable

i ;k

conprising: a) a'ﬁﬂ\°P%P" | BW#'P? &'“\Aﬂ B’E}f |d se-
re admg 0 e first
P oo v 3e"°ad'g9e he 1%5 it ‘%ﬁp e

regi ons CDRL,

Ar g- Tyr - Tr p- Met - ﬁf"r§d °§,¢y

Al a- 11 e- T§r - Pro- 55’ Hoartunioh SHRodbB  fghthain Sohs 51:?% Hg%ﬁggéﬁ?%
sai d CDR3 hav- ig 1 oot i o] oPelbim s oA b el hilendsWiith al6don SRGotl
and, b) a secondy %Pénﬂnocé&ﬁBHh&bd?ﬂa&tBarﬁé‘r% mwaﬁa e codad! ONS
CDRL', CDR2' and CDR3', said CDR1l' having he am no aci d sequence

Ser - Wa Ser - e rA A cohstraet 8edording to-clafivt 10@ihieh comrpriss Efiistart ivhich engodedevaristiedomain ha-
seguence p- Thing theamitoesidisequenth ahoe in Sequ i Ne. 2istrticidMB1 thdwaninaagid btpesitonit aad endingl
se-\45 qultbnwmmosac@latpﬁhagA%m@scte@wabﬁihthereofr di rect eqU| vaI ents

t her eof . process accord c n whi ch the CD25 bi

bi nd
nol ecul e conﬁ‘r% Qﬁ""ﬂ "P? °‘§
domai n_hayi ng t"ffg éﬁﬁa / d‘g‘ ‘%ﬂ'ﬁs '“%F? |°'P|8“ “';‘(ﬁ?& gﬁ?ﬂ'{'q‘?g '!aﬂh
20 amino acid BFAEJLCT TSR 9 Bepyers & R bindi %FE"'& ts‘retlon 117 or
conprising ayg Imsmr&eémearboaﬁoﬂen fofifanli pamﬁehmﬂaamﬁmwwmwamrm
the am no aci d (FREAIBSGEDI4QUNR, dr for Pinent 6 HIVNRYectidn wilidhtomprids 2\CH28 bidingRoladulelf |
at position 1 adnglomihsiGo Blaidh phiinateulcallfacdsptabia Thrribrondiléd,; or direct
equi val emps thereof. 4. A process according to claim2 or 3 in which the

5 bi ndi ngl4oAndmmbnesunprepsivesempaaition comprising 8 mixture of at legst ene£ORAbindinaghdisoule pfrany
heavy chain or dfriaimad e and etieastoneitigsn binding mpleauls 4 atjeagt opeantiganiothettanGL?S whih
prising in sequ%PI@@@Mc?f;?Eﬁh'F%'F‘Pﬂ%I e regi ons CDR1, CDR2 and CDR3 and (ii)

t he const ant t _or t t human he ain; said CDRL
havi ng t 8 aﬁ 5'8“6‘ qtr}glﬁ%e c!&r’"g rcmf"tﬁerc%‘f"s?—sr?&’sé°"" "CDR2 having the
am no acid sfguelmBostioackerin W&alﬁﬁpdr@alﬁﬂe\ﬁ%igﬂheA‘ﬁ‘ﬁbn-smﬂmgﬁﬁtfledﬁﬁxtherthantheCDzs_
Asn--G.n- Lys- Pheyidding mclebule i8R 8D 3 @itifodiDR3 havi ng the amino acid sequence

Asp- Wr G y-Tyr-Tyr-Phe- 30. Asp- Phe and b) one i munogl obul i n
l'i ght chai g of% rAepmesrition ecconding tatany-¢ne obalgims ‘54@31qin yvhielvtae aramd@saemmnnc antibodies.
conprising in sequence the h ervarr b e re ?DRS
(ii) the con il g?' 'f"r ﬁfdp’ﬁtaﬁ’ jeel 'ﬂia“t"
CDR1' havi ng t n li;g ca z$ gosoneofthe |bod|es
Ser-Tvr-Met-d n emg,I any aims.1 th lo r mixing or concomitant
y M, grhfaksio amno'a
Asp- Thr - Ser - Lys ["eU-"A G- Ser, and said 35 CDR3 havr ng the amno acid
sequence Hi s4¢3d Amwiy ;ﬁu&woraﬁd to Biginr 18/ Which @rtheh doR\prise£4| Uit R Brinbof lah RinRMbsupresside
process accordidigg.to claim4 in which the CD25 bi ndi ng nol ecul'e conpri ses
at | east a) one heavy chain which conprises a variable donmain having the
ani no aci d s¥yudnesee of g GRAS bipdingarplecylejof apy,of claimst1de & fonihe prepasatianphednegicamengfor im-
position ® and TeHasuRerestion Af themaremalien systern insenjynctiop with anantigen bipding reqiqule regognizing
stant part of aﬂ"r?ﬂﬁ'ﬂﬁhml'?@'aw%ﬁ?‘ﬁ’a‘”a\“ﬁﬂ“ﬁ)a‘*ﬂﬁtédTFﬂﬁt chai n whi ch conprises a

vari abl e do a seq shown in Seq. Id. No. 2
starting wt STM'I% FH‘Q*"QEY'BG ?P“t&@“?%&ﬂ”lu%;c?%ndi ng with glutanic acid at
positi f’” 04 an Ss ﬁ%ﬂé brdbltdAF & cBs Shalhy Widedid Hih o5EHsEs at RbstGhd Sitden binding
equi val en eJlt% mpn atleast one domain which comprises in sequence, the hypervariable regions CDR1, CDR2
and CDR3; said CDR1 having the amino acid sequence Arg-Tyr-Trp-Met-His, said CDR2 having the amino

acid sequence Ala-lle-Tyr-Pro-Gly-Asn-Ser-Asp-Thr-Ser-Tyr-Asn-Gln-Lys-Phe-Glu-Gly, and said CDR3
having the amino acid sequence Asp-Tyr-Gly-Tyr-Tyr-Phe-Asp-Phe; or direct equivalents thereof, said
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mol echl 6. the constant part or Tragmesbadvaaeet of the human rrrmmrrurrrrur !
of they type and the constant part orfragrrent thereof of the hunmaf Hg

chain is of the err sp rodUC|
e T e S

t ransf or ned vmt I[‘ ﬁ'&

t hereof apd conprlses a a par enco s a varlable domai n
conprising apt EAﬁ@&ebmkdjdlﬁgﬁmwmfnhhﬁﬁwewmmdmg/ﬂﬂmhb@nﬁn%hﬂm:oﬁﬁit@bn binding
hypervari abl e rstgecanipsisifei ng i n sequence CDR1, CDR2 and CDR3 the am - 55

no aci d sequencesa) afirstdomain campgrisiad) vaaquenceSbe) hypkictariable regbns COR% CDR2 abd QDR3; said
starting with a €b&tdhaving-thecaminoagidtshquehderAsg-Tya-TiprMpet-Hisi shiddIDR2thevingthé abih@acid se-
dormai n and endi nguenres Ma-te-ToBorSleAsncler-Asp-ThnSert TysAsnGin-kye-Phe-Bly-Qly, andseid CBRB hivt e
domai n, and b) aing¢hecaminogaid sequprice AspeyeSirdy-Tar-Fhedsp-Pesandn const ant part or

f ragrrent t her eof blffieeqnd dermain compysing ingequerts thedypegnariable reginns EDRL,ICORZ apdCRRY’. gaid f
t he constant par tCDBF heving throamine ack spayenca SercAlp Ser-Sier-Ser-lieermelGin, said GRR2phaxing
codon encodi ng t ﬁ“‘é’?ta"ﬁr?P‘ﬂ’G“"a&sﬂT'HﬁefWé LepNeSemand said COB "FY"éRjH%ﬁ‘!"m acid se- -
t her eof , ﬂsollovve '3‘3‘ B‘rf"% Ae-06dWh: and with 5 i) a DNA
construct whi ch°' ‘ﬁ'&gﬁ “ chain or fragnment thereof and conprises a)

a first partgWij GheeSUcOfifin tfadA in MRERnEEHT bR @RABER boHhrids afidd3etnb é{rﬁb% binding

framewor k and 1 @ftier ¥oiphisi ddoimatd ineNid theSamhinb dLiiRRB4USAde! shibtntin S&DIORS: 13BHIG whi)

sequerce CDRI1', anfhld2éid sbpbidit d endifGEwith Bine adld htPosidA YL 6 8mpabing dirStdoméif as de-

shown in %eq. | dsibed@bova and dléssorkdidbiibin heving tHelainolati@ sebuéride Showh MERq.8 MR, BErthd €
first/ am no aciwitheinirolagid WEPobitivR 1 Rndiending Wittbdminccdeidiatyihstion 104;dr GIRERGUINIRAR Eieror.

the last 10 am no acid of the variable domain, and b) a second
par t whi ch enéodrroeess 4ogeidingth alpim 2can A intwhiieh “\9&'3?5 bjnding o camprises aifleaghi ch
starts wigh a codbehednpuggierylin heavyrghpin pr fﬁﬁ'i"?lﬁ"'a compeises (i) § variable demain qom-

the Iight chain QFFdf‘gé'h%Pg“‘WF‘! Weay"@ﬂ’ﬁ'ﬂﬂ?'eé?ﬂ',‘lﬂl CRB! tq'?52 P%S’S?D%’rﬁ“H&‘) HEl“ﬁ“s@f‘t Raftor
constant part orf

B) precovering an ey § iy%“%% aﬁnﬂﬁ%ﬁm gﬁf ’émgq% %’E‘S‘%’w
h
he!

the step ®f mixi 3obilh 161 cHafh @Hag bl e B iR b Soril b g 1
6&351“' qa%ac‘%g'ﬁgg e&u‘ipsnm.@e é

an one of cl ai

Iea one anti ge &EQ&, &hdi éah
ell's. 20 9. A pragefs MMPE&IW&VG fhe Bhifo ehdd/Als ?ﬁr—ééPEWILbr§;Q§ SE dsaid

adm xture of cyclcbﬁﬂ%rnrgtéearﬂ.ﬁbacﬂssuueﬁcemmﬁ@rs&.m hglailm8 or claim9
I n whi ch ¥he C[B%,.—&taﬁjwmul e Is the chineric 5 an- tibody of

Exanple 5 and the other antigen binding nolecule is a chineric CD7
antibody. 255. 1Aprogessacgerdingtp claim@DREhichithelCDRS bindingwolécglegerhirisesct leastanyone of
clai'w€ 1 to 7 fomdme heaveghain whictnemptises:a varialiledemein having theiaming adkd cesbipwtin 844. a
mammel i an,syst emid- No.dstaytaenwith ainogeid At pavition 4 endradingVitheming apidpteett E"r"@@%@ﬂ con- .
ni sing an ant i geﬁ‘aﬂftpﬁﬁé %WQH"MB’“E‘%&F%M eristic of activated T-cells.

Pat ent anspri che "éflﬂhé FRIprises avgriabls femain having the amino,anid sequepce shewn '"?&q
DE, DK, FR GB, \Qg ‘°‘§B posiionland anding i glytamic acid.at posjtipg 104 apd fhe
si ne Anti genbi ndﬁﬂﬁ? ege ;}%‘Fm'h %% mi ndestens sine Do- 35 i ne

enthilt, gdie w ederum ypervariabl en Regi onen CDRI, CDR2 und CDR3 in

Fol ge ent hal 6. AFORbs %ﬁé&anﬁ%f&ﬁﬂﬂérﬁﬁﬂﬁm@biﬁ‘rﬁm-ﬁwﬁmé' tHe cHfdtantad or abifrent
di e Ami nosaur estaéreét Bithetmiah hevyldnidin E6Ahde, type and the constant part or fragment thereof of the human
Asn- Ser - Asp- Thriighiehair ig of thektyps. N- Lys- Phe- J u-G@ y und CDR3 die :
Am nosi uresequenz Asp-Tyr-Qd y- Tyr-Tyr-Phe- Asp- Phe aufwel st odor direkte
Aqui val erffe i eh proness fiqprodacingBometi-shinin GOA%kindingmioisryle whichepmpisepr uch 1, das

m ndest ens ei ne Ahﬂ‘ A B7 erarnisgdich sitansiasmed with  di e fol - gendes unfalt
NA construct which encodes a heavy chain or fragment thereof and comprises

a) a first part which encodes a variable domain comprising alternatively framework and hyper-
variable reglons, said hypervariable regions being in sequence CDR1, CDR2 and CDR3 the ami-
55 no acid sequences of which are shown in Seq. id. No. 1; this first part starting with a codon en-
coding the first amino acid of the variable domain and ending with a codon encoding the last
amino acid of the variable domain, and )
b) a second part which encodes a heavy chain constant part or fragment thereof which starts
with a codon encoding the first amino acid of the constant part of the heavy chain and ends



a) reine,orate Dom ne, die in Folge die hypervariabl en Regi onen ,
und CDR3 aufweist,. wobel CDRI die gpigagsmdaasequenz Arg-Tyr- Tr' l | ""”“III
CDR2 di e Am nosduresequenz Aa lile-Tyr- *
Pro- Q3 y- Asn- Ser - AspThr rAsnGIn s- Phe- G u-

Ani nosaur esequenz A¥ °"°" '"9“?)5‘?”@'@?%?"” W"mpﬁg%#mnﬁfﬁrwg@?“’“%d

b) eine zwelte Dona °"%ff'%°‘i°?1°"Fol ge die hypervarl abl en Regl onen CDRI', CDR2

und CDR3_ auf wei st 4 ; Q ?Fa H,Qﬂ doom rises
Ser- Al a- Ser - Ser - Se)r hc %%ﬁ & an p neworkahd Ayper-
v i LA 0 fyver

Asp-Thr - Ser - Lys- Leu- ns'% blgPI,lea rm,,n@ Is&ﬁ, and CDRY, the
His-dn- Arg Ser SeEmm ¥dids-£ Qlenddd bHAfhich re 2hdwn in Seqq Wo Hisfﬂr&ﬁar ﬁr}é"i\htﬁaﬁﬁi .

hi ervon. bi Bste 1ot Pl béia e varfiBRRbrH&Nand endid it B&lﬁﬁ&ﬁ&ﬁng%d”iﬁst
Ant i genb;ondungsst el h.q.,,@gu.mme,va,ﬁb@daﬁmmameder ei ne Dorrfl ne mt der in
Sequenzzuor dnung Nr p)dsefsnd farGitith efdolidd @Rigtt HRMBEHRNGDar Grdvagiidhttieradt WHIEH starts with
Am nosaure an Posi t a@bdod extdingihb fidCamind dcid@E thel éhsfant pad 8f the ight chaid afdéel@n dith a
ent halt oder eine Wcalonkretdidgihe lastamnbewh?thebmsmtepmbmﬁiwimaeoﬂmﬂamidwa non-
zwei te Domi no, die dénse¢adorSenuenzZuordnung Nr. 2 gezeigte Ami -

nosaur essquenz Bprprovasingan petive CRASAINdingBelenule fram thbsultpsi tion | und mt

der Am nosAure an der. Position 104 endend enthalt qder direkte Agw val enthe,

h:‘]er:/on ' blmgr%[ﬂ?cule eg?( mpone claims e W lga%e ?qlg%tﬁli%?aei
o Aohasr @?'?%'eggﬁgessg §§ g i el o o

unt fal t ¥q) 95'ﬁﬁo&@&écﬁ&blﬁ‘%m@gﬁﬂs"bﬂﬂch%rﬁeﬂcﬂmgrﬁb&ﬁemn&ﬂw&gﬁﬁdﬂﬂm en Regl onen

CDRL, und CDR3 ent hi und (ii) den kon- stanten Teil elner humanen
schwer en Keml. €A prdeess saicordihg ta giaterTs or biiev9inwhich/tbé eD25®iREng ibleculdris the stdrevie CDZ5 an-
sequenz Ar g- Tytibody qf EXdptplelSiapd thEBIREr atigen bmmqmeicula c;sa@qmmcw anhbody

Al a-11e-Jyr- ProGIyAs-S -ASE)T rAs- sPh- -

CDR3 die Am "no%& Aig d"%% E(g %{7 '“ﬂm
b | ei cht ¥ Empgasuhpregsion pls {%ﬁ %ggg ‘H“ 2 w.sm sém?wé et
u%nc :1: Inte (|e|) Csf'ﬂ‘ﬂ FF@B’FGFE fran °haﬁ drgl hyper vari abl en

Regi onen CDRl CDR2' und CDR3' enthilt, und (ii) den 10 konst ant en
Tel | ei ng@r ;eb gishten Kette oder sin Fragment hiervon, wobei CDRI'
diie Am nosau- res quenz Ser-Al a-Ser-Ser-Ser-|le-Ser-Tyr-Met-A n, CDR2' die

Atfosaur €S BoldRiafsptEthe faf fo'fﬁnde Wr'iragﬁ‘&éaﬁhﬁ KREBE, R DE I FRAEE, IT, LU, NL, SE

- Am nosauer esequenz Hi s-d n-Ar g- Ser - Ser - Tyr Thr auf wei st, oder direkte _
Aqui val ent eq i €526%hderides MElekif E&tMintesisha BME Antlybribiiabgsdiche Bt RS Miallestbns &lRDo-
zumi ndes® ent hiide eAhalE diEWiedebUlY S I§pdfesiaifen RbbiBneh CDR1, CORR sl CORBRIFolgeentrialt, wabdi
| n der SequenzeprRrdisAnishsiresequetnte NG TR Mebbils; CORRIBANGDENIBEGue AH- I TyRPro/Giy
der - Am nosSgur eAsniSefiasp-T6 SertTyeAENIGIniys-Phe-Cludly undinCDR3sdiel Aminesliudaaquédne -Asp-TYrGhR
11A-&ndend undTyiEwn-PheAss-RhetaeiveBiaider direkteckquivalentsidervanc hwer en Kette ent hal t,
und b) S|ne leichte Keffe, die sine variable Domane mt der in

Sequenzziior &nuf wnde@eﬁ%ﬁwwwwcw das '“i""es‘"&l?é'ﬁ f"‘!?ébq"}‘fﬁ'@ﬁﬂe“ﬁﬂm%?'e fok-

d ut am nsi ure - B '°r' g? d 9r|13ns jﬁl‘f
104 endend und oﬁfi 4 %\{Emaumé;e % ﬁ:{%ﬁ
?

odor dirskte Aq - £ 4
oder 5, worn detf & J,h;q: ‘ésﬁ hg'c we tteA'fEasca o%(%r sin
Fragment hiervon, 4 8, b Il Lnamaiolﬂdnﬂeeo@mmswﬁmen
Kette oder sin ﬁfo@&cnﬂ?% h&‘s&‘!r@é%q%ﬂ Ser-ﬁe-sJMnf@bﬁkdzdaz'die?ﬁmﬁﬂs&:

Nukdeot i dsequenZ&unsniKsalmr_smﬁ_l.emﬁfdaganddamdﬂatmw@a&e?&b@anﬂﬂgews&@at
CDR2 und CDR3, wyernrsurdést Sequenzzuordnung Nr. | gezeigt, kodieren. 30 .

DNA Kons#r ukt ouedireldd Aquivdisite Kierviias Si ne schwere Kette oderehn Fragment

hi ervon kodi ert und foi gendes unfaBt a) eonen ersten Teil, der sine ;
~abwschsel nd3Fr ePRSbirdandesiMoleidiinech Ansprugh 1edemaisidestens elapfntigenbisgdungssielie enthah djeent-
Domane kodi er t WedsrsingiDogfine mitdenin$eguenzayprdpupg hﬂ%ﬁ#e'ﬁ?'b‘w%%?‘f%ﬂ‘@ﬁz 'RE'Q'P"B%@'F\“"
CDRI, CDR2 un dh%@mgé;g‘ pRP M“’E & P"dSB’Eﬁfé ﬁ'??&‘@l"d utlil ;‘E?ﬂ g:&:"%gomgng o :"2 99'2;‘:‘2; ‘;’:::

: Ari nosaur ese q grzrlesaqu%egz eginnend mlt erﬁmoséure ander osmon 1 und mit der Aminosé&ure an der Position

' 1 04 endend enthalt oder direkte Aquivalente hiervon.

4. CD25 bindendes Molekill nach Anspruch 2 oder 3, das zumindest enthélt
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Kol et und M t o1 nem Codon endet . doge S rbgatt & Ami nosaur Lﬂmmﬂﬂﬂhﬂﬂl” i

Dom ne kodl ert, und b) einen zvel t en Tei |, derel nen konstanten F
ei ner schwer en Kette o er in Fra mantI hi ervon kodi ert der mt lﬁl %I
erste Am nosaure ?’H’s ‘:% en:m:‘
ei nem di e Ietzte ﬁg J.

nten hum n nsc er em n lerv wo | osﬁu
hi ervon kodi er eng R2die Amin _“ .
DNA Konst ukt nag E;Hﬁ. s. é%,. U ERE ,ﬁ. -elgt yr.ﬁ.l Asp-
variabl e Donmane gy enzzuor nung

A nosaur esequeng eﬁ@fsl%htla ketnel%ﬁ% |mmﬂobmn3 odbPbin Fidd rﬁHﬂﬁﬁéﬁdﬁ d?J\mﬁﬁit(a %%b&riaﬂ@D&-
und mt der Am nqaaurae AFolgEiiie BeRHybereitableh ReBRAATUDRICEHRA L eTrey Al \Ak Gid
hi ervon. 45 10. jaNartaasit dinekhumiaaénleidhtbh Rbttbaer bin Fekidfhert hidfroh, HoleNEBR<Eb Afiinsudar
sin Fragnent hi efeseqlenk Sh-RlbSet Sl Sbidle BRATIE Mot Glh,aBR28 flie AlnostuRESH U2 ABBIThr-Sefler
si ne abwechsel ndlysLermavssk undrODRE\YAMIrbsiualabaudie GilscBis ArgSet- S TreThelsufweist,
ri abl e Domane lodstidieskte Aquicdiemie htbireni n Fol ge auftret enden hypervarl abl en
Regl onen CDR1', CDR2' und oo CDR3' die in der Sequenzzuordnung Nr. 2
gezel gt ems Arft n&?&%ﬁ"@:?&‘&&&‘?‘f@ﬁ"@!‘ﬁ@fpﬂﬁ'ﬂ“ dﬁ’e@'&‘i’"‘%ﬁ*%’tﬂ@'ﬁel I m eI nem Codon
begi nnt, dasdie @F@f%’ﬂﬁ?’ﬂﬁﬁ?lﬂ?"ﬁ 'V “éﬁ“t fpid ése

i ih(gr amamao-b)

Codon endet, das"%§f iton ;B
eonen zwei ten Teb)e a'c g;f’m ﬁ'édfr e
Fragsent hi ervon &e?P Hta% gieéi?r;en
Tei I's kodl erende‘hm i or Bl ten

Ani\agsi ur e des, @ma,e Elhli 9 or Sl nes ragment |ervon kod| erenden
Codon endet, ge oI gt von el nem St opoodon. 11. DNA Konstrukt nach Anspruch
10, das eners. ecCpREbindbades MolBkilvidch Ansph@th 40decs, Warihidedkbristabla Teirier Hiimknefl @chweeren Kette
Sequenzzyor dnunder bin Fragmepetievaptvam y, Ay istomilar leastapteTaikdechimandnligichize Yetiandan ein Friag-
der Ani nosaur e mant hibevon 96nx Typls® a 449 769 B1 I 11111 11
Hil II'l Il INPosition | und mt der Am nosiure _an der Position 104 endend
odoer dr ekt d- AQNAMojekils das diedYuligpiidseyenzan-anthaly dis jn Folge dip hypervariahien Regipnes CDR1, .
mehr ket ti gen B2 yrd {RRowip imgey Requanzzuorgayieg Ni 3 aezeighkndiellly ch (0) Kul - 5

t | Vi erenssi nes 9
ong it e e, BRARB i AR, e 3l Sk eyt il o
(i) Gew nneg enbn'&sterrtell] déPéinedBdachbliiiCeanbarkVRa hyp6ithrable Regiordf bnthditbidd va-
13 Phar mazeut i sqg8@ ﬁm&m&s WoBeil B8 inZRblge alRIBIBTRIGP AYpErYErabiBn RETonbHOBRYS BDR2 und
| mmunsyst ens odogDrR3.ie iffder séqunzzuordnhw’gmlh d&@igien AmivbdaL eiebebudhzA sifiind AREbP érste Tell
Zel l en ofer zur iedvdmibodsndegimt, diddié erstd Aaidos#ufe defliafabih Dorhiiad kodidrtiand mits@@Todon
Mol ekG nach ei nendetChas didfetaty Antifuadute deir gariGblen Dbnm@hei@dienuad mazeut i sch .
annehnbar en Tri g ein@ceeites Tell, dehelren kanstadterciebeirenstbwerirafetsodeimintrdgment higoon Kotlierdt,
ent P t 14. | mmudes o piners die exste AminasAveerdee konatanjen Téilsckodienardel/ICadon begipntund mit einem
m ndest ens ei nendi<B2te Amiineshuredienkapssant@ Teils oder einRd Fragntents hietvor kadierendiniCodon endet,
Ansprfche | bis @%W"Mnﬁm§§9@ﬁ§‘ 5| n ant i genb| ndendes Mol eki | gogeaner

?hg; agfzﬂ gt ei ;\E%?;E Aan’lljc s CJN Kt i VI rte I' sZte‘lj’e n er
zuset zl i ch Q/cl a0 Bﬁr%o 2
15, wori g das a I gen nden an ers a s :

bi ndende |\/b|1be|WkK6t5%h'WaMdeBﬁ nais dnﬁnelcmxkeue?ddwmﬁ.eﬁtmﬂea maenumf@mes
der Ansprfiche Ui s 16, wori die Antikorperchimre Antikorpersind. 18.

Doppel packung, da)@ingeérstenTell Jetsin ebivbchekimil Flamengkiuad hgparvariable Regicher eritkaftends wis|
Ant i kor pem gegeniableDoine kodiert, wkifei dié ipFolgmaulirekattiénchypervariziidntRegioms €DRd| €DR2' und
Ant i kor p&r m ndeChRHde in eyl Sequenzudninunighire? gskzéterchntindafiurasequeizeh sindund dieser erste Teil
char akt oer i t i echetsloemGedondeginnt dendiaerstadutinosiuts der varirbler Bemine kegjert uipitpinem Codon

bi ndendes Mol ek @ndeferdap dig jetrtaAmjagsd yarighien Qomdneskodient.apd 7 ysammen mt

Anl ei t ungen zum NeBenvsaitesJell dey gipe 8 J¥siaenlgishten Kelfe ofler eig Fragment hiervon kodiert,
Doppel pac kung naleh '“!&ﬂ'g 1 gig grstpAmingsgure des ﬁ“ﬁ?ﬂ'hi‘h'reﬁ kodierenden, Cpdog hsginntynd mikeinemm
si nes i nffunsupp r@i} kanptanten Teils oderigines Fragments hiervon kogigrendag gilnis,
sines CD25 bi ndeFPERvAEMERELP0ST i nem der Anspruche | bis 6 In Konbinatfon

Mt einem 44, DNAKonstrukt nach Anspruch 10, das einen ersten Tell enthait, der eine variable Domane mit der in der
Sequenzzuordnung Nr. 1 gezeigten Aminosduresequenz enthélt, beginnend mit der Aminoséure an der
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ant i genbi ndenden Ml ekW, des ein ander es Antigen als CD25 e
aktivierte T-Zellen charak- terlsti SgPoluidrep gy’ Herstell ung %'mm“““ﬂ “Iiﬁ”“l
Medi kaments zur | nmunsuppr essi on des Si uget 1 ersystens. at ent anspri ¢he*
fur fol gende Vertragestaaten: 1. Verfahren zur Hers el | un Si nes

CD25 bi ndenden '1\96*'@1(1 ynd m“&%f?"l‘ﬂ%&‘i"é’ﬁ's" o8ifionct OhpRAPRAATRS EIRT eI hi | ¢
di dest urch (i) Kul-
thSe;nvgr ?Z bFen thﬂ Pﬁmﬁg m&::m% gﬁJeﬁ'MElQ&ﬂg egeﬂén‘ﬂzeiehnatd rch %:L .

A nosi ur Sequeéﬁkt'ﬁﬁ& Ah¥ruchB oddr 41 thnsformberiist nﬁ&'ein%@mmgﬂﬁdenden Mo-
Al a- | | e- Tyr - Pr Qails\audger ke - ASp- Thr - Ser - Tyr Asn d n-Lys-Phe-Q u-dy und

CDR3 di e Am nosaur esequenzAsp Tyr-G y- Tyr - Tyr - Phe- Asp- Phe

auf webt oder di3. cRiaonakentisohe Zeainmernspiaungaur, impwrisedpregdéionsies hufmnérdmmunsystems oder zur Be-
gekennzel ghnet lasdlungyor Malighititen det D25\ Zelien adeycrycBahandiung der iV efplgion,diisr el @P35hine
oder sines mit dengrsMolehfirash sinemder Arspriictied bis 6and eineneheymateytisgikannghmbaren Tréger oder
Konst rukt Nui deth P’G@@&%?PZGH"%WPW‘@W%"QSWM enthditi n Foi ge die

E%ggr\é?;hg%ﬂ Re Ion% %cm qee%dez?g(‘}h nﬂeﬁndmgtl;ﬁfmﬁﬁ‘%dzg& ::?,L,\,jifs
b |

wor i n dessCD25 @g Qt.
enthalt, die fo gen sunT a elne orsto mne I e ge e
hypor vari abl s Reghmzlﬁﬁ)ﬁﬂem\@amh mdieammmﬁym&tnmmau wobol CDRI
di e Am nosauresequenz Arg-Tyr-Trp-Met-H's, CDR2 di e Am nosauresequenz

Al a-i)e- Tyr - 16 Zus@ye npg;pnssegch,ﬁg;pr (14 ter 15 yerinydag agtigenbindendeNaleldy enﬂielsy'sam@
CDR3 di e m nos?ﬁh"‘@%ﬁﬂ@hﬁ‘"ﬂ%ﬁo 'I‘ﬁfl"gﬂ-Tyr Tyr - Phe- Asp Phe aufweist, und
b) “J.'“ﬁné none {em:b 8lln r&ﬂ nsp cgeh%%%r%akh? 5 ﬁeqlcﬁmg A%per’sind :

Ser - Al a- Ser - &rDo%S&chMﬁE rderéﬁé%tEr@et&dommrﬁlbﬁmﬂﬁlﬁ&&&w&%t:@mm gegeniiber
r esequenz,.Asp- TidivierRh Ti2¥ifen lefthanvabeltfd Antikishr fridtsttens! el feichiegens) Sir QR IGHE N2ellen
Hi s- G n- Ar g- Ser chaRkteristidshe Afigena dikéies, wobeil 6 AslikérBét ol CORSIBINRhdRE MElelil Ricl Eiflem db3
¢ ;R 3. VerAmprueis 1nbadist/xissiinia it Anleitvfigen Burtl Misciehidder Rir gehtsirdaméviMenalsielchung.
mi ndest ens ei ne Antigenbi ndungsstelle enthilt, die entweder sine Dom no
mt der in St&uRarpeiergkun (mg’\nﬂpf“cm discpeptzlieh %ﬂ%&'ﬁ%&%ﬁf‘"ﬂ%%ﬂ%ﬂ%ﬁt
der Al nosdour e a‘f?"lﬁtfg?'f"lﬂﬂﬁ Pnd i t der Ani nosi ure an Position 117 endend

enthal t Ode wen ein g‘n&%&enlﬁ R hral ep%ﬂ e AnSor é]ﬁ) Mafonﬂﬁiemem
Eﬁﬁﬁﬁe%mm”t Déf’ i) Hilgeats cEa8preay 95“ Vo
fi

t éﬁl&kﬁu Hé X nldWiES ."n? an
der Position 10 - eng ent ‘?‘9 %(r)r re’LterAqw va nto |ervon .

Ver f ahr erﬁsnaphemﬁ;grum Br dgv,mg;&gﬁ gd)4r bi ndende Mol eki | zum ndest
enthalt 10 sine schwere Kette oi nes | mmngl obul ns oder sin

Fragnent hiegyv O%rfaﬁl'bﬁ‘ztkl RératSitund éides ©DRSDINVGRhdeR MoRikilly) Basiindestérs elnd ARtigrbidatigsstelle
hypesxari abl en gt eeiindetibib eineDbR2int Blh I ArBvigdaiui h Folge diatlyieiviajablb Redianen CDR1,

stanton Tei |l ei CBR2 Jnd CORS Bnthilt wabbicCDR{@lei AMnirbeiuressquanziArgTyndiptMet-Hisy CRR2, diesiie- -
CDR1 di e i nossfuressquene hlekeTyAPry-GlyAsn-RepAspiThe-SbrIyr-ASHIRR-lgys-Bhe-Glu-Gly und CDR3 die
A nosaur es equenminckigedenusndAsp-TiRrGly-Gir-Tyr/Rba-ASePheAufweistader direkte Aquivalente hiervon, wobei
Ser - Tyr - Asn- G ndi¢sps Verfahrepekersizeichnetdst QBFtGeingh dullividrungsssiriticainstyidybrigomzellinie oder eines
Asp- Tyr - G y- TyrmifgjpentiiNA Kangiyukt fransformierten Orgaismys; wabpisias Kansfruktukiaotidgequenpenieptalt,

Kette sings | mm @p Felarflia yeensasighlenRegiopan CDRA HDRZuRY GIfF enthalion o Isplierung pinesGR28
vari abl e Do- i bjesdenden Molelfilsays X KYIUE §r e hypervarl abl en Regi onen CDR1'

Kot te oder ofn ﬁ"’%‘ﬁf“‘ﬂ%&“"“ 0 7 i TR

Ser - Aa- Ser - Ser - S%; enh asm%ru-é\ﬁtpou fle hmnabﬂh ﬁe NES5R4 EBRE GMFEDR3 aufwelst,
Asp-Thr- Ser- 20 wobei CDR1-d Arg-TReh SRS AR D U SR SR Tyr-
H s- G n- Arg- Ser - $&r-e|?>«§n-§JHAs@nirA@JﬁAsnoslm hb@ukelﬁurﬁq:mwbmtnesamewqmamﬁ
Ver fahren nach Armgqeptyi-TH.Phedss-Phetafwelsldid bi ndende Mol eki || zum ndest
enthilt a) sine dpéivedveitdmirkite, didinFolgé dichyparvaratibreRdgipnénGDRT, COREZ: und CDRIGUfweist,
Sequenzzuor dnung wisbei COR1)dig Ahigéséiurdevhiuen2Ser-Ala-Ser-Serrfas ie-SepITwcMet Gin, CDRZ! dieveninbsi- t
der Ami ndSi ure amesdqeniFepiThi-San-Lys-Lendlarfet- uatbCDRA i Aminosiveraspqudar HifGin-Asg-SerSear-
117 endend und ddw-Thoaufweistt en Tel ei ner humanen schweren Kette enthilt, und
oder direkte Aquivalente hiervon.
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b) sine lelchte Kette, die sine variable Domne mt der in der

Sequenzzuordnung Nr. 2 gezel gten Se-E,qyﬁgz,spggl nnend m t de l!ﬁ“ mum&m‘

an der Position | und mt der utamnsiure an der Position
den konstantenV I 30>
direkte Aquﬁ/al %\4"

hu ennl elg IR thlltn )
wor i n ImCD25 gﬁaarérb n'% d 6]% Q lglﬂ

Kette odg sing e ;’u%% ﬂ%&%“?{d@m gy rd -

. Ul L2
humanen I'ei cht & s|dam “ "':zaéure
Verfahren zur a& qu&Q:Hé}ﬁ% ruﬁa hi w, N
gekennzei chnet durch A) Kultivierung eines gani snus, der transf or m ert

ist mt i) eLnaendidA nkehP@sprudh2,odet3swatlin dasTID28.6hdendEMlekiitiBndest shttEi agnent

hi ervon kgdi ert a)ebie schiwegeriKdttsseinsa irvhinpiolalinsadaaain Rraghiestrhiehon) die whifalt §) e variable
abwechsel nd Fr anRondné diedh Foige diergpervatidbien Regjonem PRk GDR21UrdNiRG enthily, grid|(i® déddwmn-no
kodi ert, wobel détantenTeiFeiriegumangntschmered &etterpdpreinFsaomant hisrvoRagbe) GBR1 dBDMIInosBDE
und COR3 die In spgyens ATyt tro-Met-Hiis) (GIRIR2 dje, AminagdurespqyetrAlaig- Ty BeecRly-AsneSerrdspr By
sind - und di eseberdyree-Cindys-Pha-Glu-Slyad CoRHdaAniaepavrerequenzAspdlyeCly Tyt Tur-Phe-Asp-
Ami nosi ure der vatheasiweist ¥88ni no kodiert und nit eshom Codon endet, das die

| et zt e Ani nos aur@°B%P'°W&F?‘§l§l“éﬂ“‘[‘35?ﬁ'%@"“§ @F Fragmasth “' die “"‘fam(') °‘“°" '° Do--
oi nen zwel ten Te'f‘?"e' ?l?‘? "&1’
Fragment hi er von'® -Al fg' °°’ 'E ten
Tel hs/ kodi erende{_ﬁse ﬂé r_§nd ool ei
konst ant & Tei | HEN 5 |ervon o |e enden en et,
gsf\akgt von ei nem topco on mt 0 U) einem DNA Konstrukt

das die |eiant Veﬂﬁhi&\aaéhdﬁéprﬁdhﬂ \F:magﬁmuzs BindeniéeMold@tumindesténthalk Ol gendes ur n-
faSt a) eonen ersbmeschedrb Ketidlie eirle Nftiabld DENENS Mt el infdecBrgUUREAIorthiLElg Ry REsIgén Aadpl ©
Regi onengnt hai t resileesequenztisfienebibmit tet Aloindssaretan dev@bsttion d uad mitdelAdigaséure an der Po-
auf t ret enden hy peition 417 entidnd ondisg kanstenterCoRéiner Gtien soireler@DRABe enthdit, und der
Sequenzzuor dnungp} kine leightg Ksttel dje eine viriabledaminewibdan nrdecSequanprtio§Bing Nr. 2 gezeigten Se-
und di eser or at equ¥ed begintend wit der Glutaminsiureanyden Aesition] § unddiitdep@lutamingfiuterap den Rositiate r
vari abl en Doni notOd@eread yndderikanstantes| Taleirerhumanendpihtan Ketimenthiite | et 7t e

Ami nosduse der °%FF%I‘@H"%FP|'\'?6"°R-0d| er t und b) eonen zwelten Teil, der

el oe il wigég “""'c e R i

kodi er enden Co m nosgur e

konstanten Tel I's o or e ragnents |ervon kod| e- renden Codon endet ,
gefol gt ¥on wl mn&em&mmngumeb rhehrkettigen CD2B bindshudn MuRRaLE, igBi@Anzaikkinet/darth CD25
bi ndenden Ml eki A)lksiticietang siries Styaiishius, dar travisfodmisntigmitzur | Her st el | ung el ner

| munsuppr essi ven iyaissTDNABstakidps dpakiovenitie bdve binl Eragrhenthiereen Kolfiert und folgendes
schmgsschrl tt vorenth@tdest ens ei nem CD25 bi ndenden Ml ek nach el nem der
Ansprflche | bis 7 aeinanersttnJeilcdeseind abwenhsaindiFamework dnstivirenvaabiedReionen enthaltende
gegenf | b& ni ndest erveriablerRominmndieetnwokat dig)inrFolge auftaerien hypervariablegj Ragignen CDR1,
aktivierte T-Zel | en €ORRuatk CBRS die [nderSqqyenzzugrdnupg Nr. ém‘sﬁqﬂmom\smmwzw sindes
zusltzlich Cyclos porq"ﬁdweawgﬁe@émiewn n begingtaflas die pryte Aminopaurs dervariahlen Doméne
Anspruch 8 oder 9, M?’ﬁ“’ﬂé‘gt w@ﬁ‘?"r?d d’@s %W‘W@?“’%‘fﬂ' Yﬁ“F'@e n&gpgne kodiert,

. d
Ant gi kr pgg von 15 Y€ Bej S re an enb n
. t . b) |n n M
o ot o e ﬁ,ﬁ 7;;" Zed g 3 ?@ f% ol
. . 1 lervop kodie-

ant i genbi ndenden Mol er enn? des
friraktivierte T-Zghl@n C ara r| stlsc Ist zur Herstel | ung eines
Medi kanem s zur | WWHMWI&E&‘uWHageﬁleﬁhtH ReHloBdr S RiegiiBnt hidrdor/fbaiertund folgendes um-
Revendl cat | ons faft
' a) einen ersten Teil, der eine abwechselnd Framework und hypervariable Regionen enthaitende
variable Doméne kodiert, wobei die in Folge auftretenden hypervariablen Regionen CDRY’,
CDR2 und CDR3 die in der Sequenzzuordnung Nr. 2 gezeigten Aminoséuresequenzen sind
und dieser erste Teil mit einem Codon beginnt, das die erste Aminos&ure der variablen Dom&ne
kodiert und mit einem Codon endet, das die letzte Aminoséure der variablen Doméine kodiert,
und .

b) einen zweiten Teil, der einen konstanten Teil einer leichten Kette oder ein Fragment hiervon -
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Revendi cat| ons pour les Etats contractants sulvants: AT, BE, lmﬂ m HIII"III,
FR, GB, IT, LU NL, SE 25 1. Une nol gppkspreepti ant t CD25 et
au noins un site de liaison A l'antigene conprenant au nons un “dofai he

conprend dans | ' ordr Lﬁs rgﬁ; s pg&gr Blcﬁ e
r6geon CDRI ayant|a AL "mno@sdﬁ"’g S Tond ddor Wres anin;EﬂE %J;ﬁme.
r6gi on CDR2 ayant | a gR&bddaon%hde on, und

Al a-tle-Tyr-Pro- @}deﬁﬁu@né?ﬁ‘déa%ﬁ& @%ﬁﬂnﬂﬁ’lﬁd lQa@d&rM&& Phe-Qu-Gvy, et
ladite re- 30 glon CDR3 ayant |a sequence d'am no-aci des

Asp- Tyr - G y- &y rVerighrerZlacHeftgtiuriglainer imunsdprebsiven Zesdmbrseting, gekanhzmichiidt ducth@inen Mi-
nol 6cul e so | i axcbunges@BitR SorcraihdentenseineanCGP24 bisdendanrMolekd haalysinern derpAnspnithe ¢ bisd iumds
un site de | i airsindesténs diram-antigegtindendenMpleldhgegenibed Grindestens einer) anderep Aetigéreals CD25,
domai ne o:mrrpr er@n@rmtholeﬂ#@hﬁwiﬁWgﬁi&ls hypervari abl es CDR1, CDR2 et '

, la- 6 |- "am id
Ar g- TyraTrp i/et 9 a %%"5 aﬁﬁ%‘%&%’?‘%%@% : '8‘8%3‘“% no- aci des
Ala-11e-Tyr-j %ﬁaaéerﬁé& Sruéﬁd%dIJU hiasloDz5 Dinbkinéd Maibiitier dhiafd A2 aNikarle von

ladito. regi on @RgedMalhd a@aﬁﬁﬂ%ﬁﬁbﬁ el MafeKkiR &ih rer CD7 Antikbrper ist.
Asp Tyr- @y-Tyr-Tyr - Phe- Asp- Phe, et b) un second domai ne conprenant dane

| " ordre | eS teleosending piess\CI25 bitrdenden DIBKls nadhloiRam derAndpilens 1 bis#(h Kombination mitelndno
r6gi on CDRI' s\eatigenbindendsq Melridih dab Mdmsmtmals CD25 erkennt, das fiir aktivierte T-Zellen charak-
Ser - Al a- Ser - Serterigtisch |st, zur Herstellupg eilvisiMeGkemeniszui Impuns@rpressiorGioR3augatjeraysternan
sequesice d' ani no- aci des Asp- Thr-Sor-Lys-Lou-Al a-Ser, et |ladite r6gl on CDR3'
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