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be char act er 6.3t b3y bet yodupetagaingiatgjvei eitopehed thecantigee mere thanyone pitibogyerhich iffer/in
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It is a primary object of the present invention to detect or determine the one or more short sequences
of monomers which equate with an epitope of an antigen, such that these sequences can.combine with the
same antibody as the epitope. These catamers would be the mimotopes of the epitope. This information is

55 invaluable in the design of synthetic catamer vaccines against diseases and for the design of very specific
diagnostic and therapeutic agents.

The most usual group of small molecules which may be condensed together to form a catamer is the
group of alpha-amino acids. However, other molecules which are consistent with the chemistry chosen may
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It is a primary object of the present |nvent|on to detect or determ ne the
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initial deS'rQ.Qt%e mcﬁ:?gsb kiRl RAME fifotosy. iHohtRF b Rinkttcpes §sY add ceGafFoﬁ{TEB known

pr epar at i onSmdBMbit@mpésitioRt @iSthe B8RS FHRAIShs 36 hdtin® Batme? BroiprkiidRs. 'Arboﬁlﬁlﬁtla mimotope
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40 ant i body and Its epitope are present in anpunts of about 1 pnole. Thus,
i f+ an antibody is presented with a BR&I1MBSH! cat aners, anongst which is a
m notope to its epitope then |t vvrII be seen to react with the m xture,

bi ndi ng speci fi to t ar eﬂg hibofRf divelshPh bchnighRd e d
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Because of t Iihe ¥diowingia & deteiled Hesctintiomef oheoeinketimen of theyprasent iByention:-wi | | be

appreciated that it applies to any antigen, which in part or in total is

non- pr otrei m&maegsowm@tvabpqtmewmmﬁe m m cked by a sui tabl e cat arrer

M not opes may or not be made from rrerrbers of iyt
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pr par ati ons a ai_ns ntrboﬂ}/ interest. ldeally the antibody wll be
nocl®ndr% tpbé VAR it sun s (T prepared by any of the usual methods.

PO' yclonal nt \ er L'J,gge}“tg %m JHETRES, 80%r ABorRlsS1aBaRY, Jafh Elfe RatPR YhduR iRdude
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than one, MaRRGoS ourﬁ?tﬂo QRLY the \YBR8 set of morfemeld nd&Pnot 86 uBd atisdch Ok Peditivh. "D rvdithe
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i ndi cat i ONgatsigtGRsphrafidial oI tha? e is@rfieset sifindaamets need ketdbe lngedat easb degnateshpasition. i

abQut™ ei ghtshdaid sENBsTROG] ihak Wienghchcatdrers dré synimsizavelies aoine adidsothe chtemare may foe

al pha am neowpiddsthe Sdiie sadpbrk ihtoygrotheit -GOOB endsadr shgh their areing ¢rds.ni not ope of the

epi tope is natiisrtihet hurdel 9f rakmbersdrthe setnof enoseryerpisstier souplechinthen®r eosiyan gndds e

MONOMEr . | turiiger tob mmbars ifethes bas @f motamaesvte be ceupled in e Do rregigntthanra, it pidh e ot

restri ct ed catengorppentices wil e swsthesizedm ei ght rononers. The plurality o

cat amer 3r epaln dhe ryesentr esehodlimen. p@sw@&nt radrepagd F‘h"‘?’n‘@eég n T’ “ ypigdiip o

i nvention e Top f°B%afBﬁ*@D&?‘R963"d9 therjeac "P'ﬁ'é’eﬁ op pf 108, °"°m°rs

synt'hesi s. b¥iR@considgred- rTB‘EI Wiyl 2 %ﬁ se o 'Eonto IVese

the solid m@%@rm é”ﬂ’e '@“b@??"t I fiey °f°é‘t s t:@ﬁi?p"

25429/ 84, RAEY &PRPidER E Q"% %\fhﬁn'ﬂ?gmfr Sy aT age gtepqn Xﬂd@ gne
‘suppor t .“Tﬁ&’“’f’% o% 5 o e A e PRITREI &5 &F i on of Cone ar ment - of the

present | nv Q coup1l§ ft’the%( ogﬁﬁr'e% o @lll%%ﬁé& Fith é)rgac%@r; rﬁiﬂﬁfe which RéHtaMsioRIPS -
As not ed ag%ﬁgu h&s Q id SR k.Mt Bl SositibrY 643k bARe il ronbrBers will
synt hesi ze E p%% t@pﬁi@ ngth@cﬁfa Hg t §IU PP Pbition lefkhtrbd & 28410 6biddBith .a rbdtfon mixture
plurality QhuGad Ssintflel thonBrhér sBhE8 alpheoc@de Bindkcid 6HurBLIkél E&Eh of the j rods which has a
Y- X-X- [ er r ]paRfctﬁSr onorbe? & thél DS H&Iﬁeﬁ Will havehagitRrentinono@pr @ 6stl 4 tha DIpodih. I0fhisavag et
of nMoNoMer Syery dembihdien EEHE MeAbEEBS th ISERAbRINbrdMes VAL bl faumt inUtbke i joedsa Feuping of
whi ch each n@horhdi€ in' 16 repfaming i70 PBsitions i u@ntizaltta tmercodping i tie “Kegpsitane ctoser &0 e ndiidr
of the set s@gpoiDNONMErs such that each nenber of the set is present in the
cat amer 4far epafet syhthesis ot plityat cdtamep Srepayationsodna rsidergiainmpratectivg grours st refpved
same set offronmiosurer premchtiorsiusingthe sswel techniguse nd the rogroespled eatamersyare pasheds o
general for nuk basi beemifounthth ker @ orpfetsdd envhodimant pivihe inyprtionyioysypiBesizp fiorg hanepe set of
restricted pluplitiesof catamenpieparaiionsytel pid dethe analypi¢ efrdanThye @t yel ag st sizing. paamess yth
[err] repr é*mweféé@mg'ﬁat ed positions occupied by nononers which are known
and cons#¥ant -in each cataner. preparation synthesized; but which are altered
syst emat i cat¥3f Db@t\?@@ﬁxés&t'daﬂﬁmpr epar ati ons. Not et hat. the same set of

nononmer s need not be used eac esi ould al so
be noted t IFaceskAReT 2PRE: i?ﬁ't'%?ﬁlesftg E?agmgv % ade VF'{(r)‘(r?n&a engrlt%‘g,oa?t?:mlgésq t he
catamers may be -coupled to the solid support through their -COOH ends, or
through their amne ends.




If i is the nunber of nenbers in the_set of nmononers to be coupled in the
[érr] position and j is thé& nunber FP Pd8H%BI nh the set of nonomers to be
coupled in the D2 position then a total of i.j different cataner
preparations will be synthesized. 35 In the present enbodi nent, the
support rod RreRale t he nononers can be coupled to them The
rods are thesvh'e'gbgsoé%s{gg?@gwé%gttion m xture containing each nenber of the
set of nonongys being considered. This will couple nononers at the first
"X position. This process is repeated thrice to give the cataner

Z- X- X- X- X- [ SOLbAx KW BOtktsoid®pdn]. Z 1S the protective group appropriate to
the set of nononers being considered; exanples of 'Z' where the nononers
are anmi N0 aqjoRhdt Bifidry@mdrdl RemRenapbd séisona fekGne syhtbaspsof ottler dots of brtanes bragpeatipns.
the performance of the nethod all rods have been treated in an identical
manner . Fer 8 hestiogaf el cagmeartprdépatidner r] position each rod will be treated
with a reactron mxture which contains only a single nonomer such as a
prot ected am ntheaguiralityost catawer privearationy prapered @p ir] A sbave tareoier arnfrcieq Wit thej particular
nonomer s Wi lahtibody ofdnigrbstdrhe geaction betyeenragtibopy andeeemppients chihe cajamer @feparationsssap then
each rod i s bagaiested branvedl the ystial anethods: for rpmplecRagioimmugoassay RIA). iopgyer, e preferred
si ngl e moMormsthod gtdetestion:of he presence af antiRodymiseataRe Bindipg, s 19 pedhe wellkpowgenzyine-linked
rods which hasunesqskant 3583yl B¥SAonomer in thew{)’gdr ‘3{“ osition wl # have a .-
different nnnoﬁé?e,?,‘lﬁ'LPél"E"tHagaytaﬁ@°w %@Pt’? . u&: E'ﬁi;gta (g %'&'T%égﬁgleﬁa I|’begn
of “¢he_memba I RISt ¢ e L e B e
Coypt i ng of SRS .%S'PH ‘Est ert rst - IS BB PORSY s identical to the
coupl i ng n AT WHEENY PRHEEPCEer to the solid support. 50 Aft er
synt hesi s of th sBIo\"Ea?J.i ty of cataner preparations any side-chain

protective g%@u—pys—&%—fermved fromthe cataner preparations using the usual

techni ques and tgﬁeteétﬁ’: - of HePLaBfhef FrbFHMRES vAHhCan¥Ra RCwil bé 1MAG thaeSRtaih Ga8 Chill showe
a preferrgd d%{;ﬁ BRéINg With thd ntibbyEHel QRmbOpreYEMBE Sdugled EBD$eh & igddtinged codtaineh
pluralities 4afineddbrAdHRliondt BadMeribbie B6thé Sst(@) df mohonieRin PBsitlolysSD:San D, tsaomitatien of
as wel | as SydabmérsiisZiikag t6 adrmNRktof \Met datatnde wijem maies upOd Mithatopb Jor kX epliopee whith is
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monomers which are separated by two positions, are all known; these data may be easily decoded to
yield the sequence of the mimotope; this approach will be of greatest benefit when the antibody used to
test the plurality of catamer preparations is a monoclonal antibody.
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D. Synthesis of selected mimotopes.

The selected mimotopes can then be synthesized using similar methods to those described in
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3. A solution of 1150 mg of N,N"-Dicyclohexylcarbodiimide (DCC) was made in 34 ml of DMF.

4. Before use, the solution of HOBT was added to the solution of amino acids and mixed. Then the
solution of DCC was added and mixed. The catamer or linking molecule already on the solid support was
then reacted with the resulting mixture. _

Individual L-amino acids were coupled in the D: and D2 positions by the method described in Australian

55

Patent Specification No. 25428/84. This resulted in the synthesis of 400 catamer preparations, comprising

all possible pairings of the 20 common amino acids at the D1 and D2 positions.
The plurality of 8-catamer preparations were tested against a monoclonal antibody by ELISA. This
monoclonal antibody was prepared against Foot-and-Mouth Dissase Virus (FMDV) subtype Ao using
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-

and

Acetyl-NH-X-X~-M-K-Dy -X-X-X-[solid support]
50
where 'M' means a methionine residue, 'K' means a lysine residue and °'D;' and 'D:' are the new
designated position for these series of syntheses; other terms in the formulae are as used previously.
These 8-catamer preparations were tested against the monocional antibody against FMDV Aqg. Figures
2A and 2B show the results of ELISA testing with the monoclonal antibody used to produce the results
55 shown in Figure 1. Figure 2A represents 8-catamer preparations with the general formula

Acetyl-NH-X-D3-M-K-X-X-X-X-[solid support).
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biindi ng acti vildsts backgdouwnd g iweg{®8{ he 8-catamer preparations
cortaining the dfined am no aci air MK for all the 8-catamer
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for the peverse pair K-M 10 TABLE 2 Rel ati ve anti body binding activities

0 . I .
of ) 8- cat famer P Cvﬁﬁ:@rs@én' tﬂQ%e@éﬁaﬂieﬂba@&rgﬁbﬁs%i&%ave the greatest reactions with the moﬁ&jo'nﬁed
am no aci dSytinody had the following sequences in the designated positions: -H-M-K-, -W-M-K-, and -Q-M-K- in Figure
' 2A; and -M-K-H-, -M-K-Q and -M-K-W- in Figure 2B.
Incorporation of histidine at sither side of the M-K defined pair resulted in the greatest antibody binding
45 activity. However histidine at the amino terminal side was not significantly better than tryptophan, and the
defined sequence W-M-K-H was selected for further evaluation.

The validity of proceeding with the defined sequence W-M-K-H, predicted to be optimal by combining
the individual preferred extensions to the pair M-K, was tested. Catamer preparations based on the parent
sequence of Acetyl-NH-X-W-M-K-H-X-X-X-S, [solid support] were synthesized, in which at each of the four

50 defined positions all 19 alternative amino acids were substituted, one at a time. Testing of this set of
catamer preparations for binding activity with the test monocional antibody (MAb) showed Q-M-R-H to be
the preferred sequence for extension (Esso obtained were; Ac-X-W-M-K-H-X-X-X-S; = 0.69, Ac-X-Q-M-K-H-
X-X-X-S; = 1.47, and Ac-X-W-M-R-H-X-X-X-S; = 1.11, test background was 0.2). The preference for
glutamine at the amino-terminal side of the defined sequence M-K-H rather than tryptophan as had been

s5 determined for the pair M-K, demonstrates the inter-dependence of individually determined optima.
8-Catamer preparations with the genseral formulae

Acetyl-NH-Ds -Q-M-R-H-X-X-X- [solid support] and
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A&B{yl N!’b X i tm h o | as kgygg? d fO GC'
Er epar at | On Cgﬁljf %fea 8 G ;bk rol (,;;23
=t rypt Opha{lG_ e GD‘ f CB 9;1 i~ Yo 8s
opti mum Se%be..ﬁfbgd mNQe okttt égglﬁatthelswholermﬂé)v W‘S‘tanﬁ ﬁbp@tm Al QYo RaEh Uﬂmown (tltre

activity wagaisiHesaifa Ddis 36l aRd Bi-rhysbibt #(spé‘}m%Qe)a&tb@ﬁreﬁéﬁo@éliohﬁkno%‘dntr@ gdindi S
sequence35 Asps RS W thy ogibbik m)set of peptides conprising all the single am no
d substitutions of this sequence, synthesized as hexapeptides, confirned

t at W Q M BAtreewas cl ose to the opti mum hexapep- tide. Sone increase in
anti body binding activity was shown when glycine replaced arginine in the
peptide to gi Eeaniplee? ihstaiestixeappiic@idvoChelingantidrGo a polyaiongrackibodyt 0 confirm t he
speci fici ty oR ferther pdumdlityld Bpatinansiwasgynteesized wih tieef gehdwal favtler mi ned group of
rel ated peptides for the test MAb, the titre of the test MAb for a nunber
of the pept’h@é@“'ﬂv&iﬁ‘%ﬁﬁh’ﬁéﬂ”ﬁﬁ"@ Bupppise of a MAb to Sper m whal e myogl obi n

or hepatitis A (Table . The specificity of the anti bogﬁ)( bi ndi ng reaction
i s clearly $dfestied t"e%"PmR}ﬁH Thig, a%lf?ﬁ‘ieﬁé St &b Bntipegly ebjcR H%e"t'?‘i‘é"‘g"é’g't?é'ﬂ%éheof
t hose pept i etlc ptlde C-G-D-L- G-S-loA-K This peptidé was prepared usmg the usual te Merrifield

‘S|'|pte$:3f Izgl t yso ydry%roumt:en{%esstlem Q%ﬁ?ﬁe@iﬁgﬁmﬁgpu q'%g;gt:td F«E- yé%g)str;?;?#p e
anti -nyo gl f n?;‘n tﬁ& Jgt ?btné via.the mtramuscéjlab fﬂﬁ“e trserurg w?a 6 amed b t?leedmg |?0 0
- r%

AC- X- W MeK- Kuits of ELISA & ﬂn&&g plurality of &ca&gigr preparations with th&ar@ Q&y are given in Figure

3 in the same manner as in Figure 1. It will be seen that all 8-catamer preparations which had E (glutamic
acid) in the Dy position reacted significantly with antibody. Other combinations which reacted significantly
with antibody include in decreasing order:- -D-I-, -G-D-, -I-G-, and -D-V-.
55 As described in Example 1 above, further pluralities of 8-catamer preparations were syntheslzed with
the formulae:- o

Acetyl-NH-X-D3-D-1-X-X-X-X-[solid support]



Ac- X-X-MK-HX-[err] 17, 000 < 200 25
“AC-X-WMK-H X-[err] 36, 000 EP°19°2°§%O 800

Ac-WQ MR HS-[err] 100, 000 < 200 < 200

JAc-WQ MG HS[err] 120, 000 < 200 < 200 Anti body

titres for each MAb were determ ned by ELI SA and correspond to the

reci prOC%Eet#NhU&k-QﬂDPf(xtdﬁolﬁguﬁ:&@]' tes fluid giving an extinction of three
times the test backgroun Val ues were corrected for non-specific

absor pf i GReraB igl@biidAcRIMd DY isoB@ire] MBuIRIEBstiY With th®EhtiBddy 3feCehévihSin Figith d ivvhé h
unr el at eganRaRdnhél@s Majured. Sig(ré\@A fepfdsents-Szatambr grégaraliond Wih the general formula

Ac-G D L-QV-L-[err]). Mnoclonal antibodies tested were: Test MAb,

ant i - FVD¥cetyl-MaeX-f:eD-k}-XXX-daigcugpbddd i n the text (titre against the whole
virus 1.3x[err]); anti-hepatitis A site of reaction unknown (titre 35

agai ngt Figwa B rdpmsehts f-catamer Peparatiens cvitm trp igenerablgtmdai N (sperm whal e), site of
reaction al so unknown (titre agai nst spermwhal e nyoglobin [err]). EXAMPLE
2 Exanpl écapy-NHosP-Be-¥X-Xedidsyppilcat i on of the invention to a pol ycl onal
anti body. A further plurality of 8- catarrers was synt hesi zed with the

f orffayre sews that. 8

L8 Gf‘tlbﬂdys'

gener al ‘aﬂe')@'f%‘fal"ff ----- e following saqueRoBed | n
mpl & T fher‘PﬁSQ"%E’sp%'B L r'? 'arR']"B'o'
agal nst posfiongmmes 'ﬁ "tg ‘@%i C e \ngfg“tfjfé%ﬁ? ed
si ng th ame e aak) g Pmefpf;:étf°8n':§8? a5 eptdde synthesis. The
\‘p’eptlde was &60 Tpon ﬁ'? enocyani n through the sulfhydryl
\qyoup f ________ coupl ed peptide was formulated with
Fr eund s %%gﬁp U\[/sgﬁlat/su ndﬁl njected into a rabbit via the

i ntramusgal, @&ntkfegkgdem wﬁﬁﬁ hﬁeﬁéﬂ%ﬂtﬁ%ﬁ&r Q&nad pHRflord3¥n b BRGNP Bropdlioh AP ditertlivalay s
after inhRid b werPsubstitutel§hol 28 8 tinb. Srelting ioRetlof Sropandtiontstsr titldinh Aktivity witf the

8- Cat aNefesfHnfiRAy Howsd\hathb tdtairt 16 IR iohERYwilklths &nt.um hé) gt ie&dud colld bAlgpS ane

MaNNerys afsplatbd il Widing;. thé lamifbhdrmiia aSemid dclaadoud! dot Be Gapladsteby RAyCRMRG ati@NBe

whi ch hagoibucipglctiicibs GspREdddithivalink,Ngucing lof fhrgdfifd bri iR b6l Gdntsthe ia@ib fatieawitl ¥

W th ant rebatiyn ofGitting ORI anatthed ceBoow)Hetrhingl exgyzitie Cheidli cgld fob Gepiickd bywvirttaligaby body

i ncl ude aminsledd.eseneny tisc@sition gifind the strGhgst, bindingGThe @stig -sBewéd. th&lThe defindds
-descri besbauence&ERdis was helvalared ofeufot éxtensigel ur al i ti es of 8-catamer preparations
wér e synt hé&stending the ddiinadhssadenseabogecdemorivatey the Idrdferenpefor incdipdratise bt Bypidpiagat i d
suppor t ] the amino{eFmioal 30d apthigiding Aldhg\eastoyyi-tekipingt ohd. Blovevpie neifenexiension] mreduces! a
suppor t ] Ve matteskiecrass ig thegpthody-bindingisgtiviind | i s i sol euci ne. Resul ts of
testing wi fFithehextension piolhs Pajersd friine seuepray\Yr@D-ASHr hewnd thal therarwasrile ageent n

Figure 2‘399:' HF'@'”ﬂﬂ‘erségPé%" H:{'th 8- cat amer preparations with the

ener al
f PR A t‘“g ope getsymipad,for th p'ﬂ jBdyq nam '@‘ﬂ‘ 5 only
o et gt. ? ;&m e b et PR pie o

AR ,,,,wemrw e u&a ko @;g}%ar;gf‘ Au&"nzzi:::gi i
l ore is a Si i (v,
-S(Iia)(-:]:Jfa © 7‘”& ﬁﬁ S%P % O(F;n:'iie’n'é Q{E’a? ev'de aeOIr tr('ae’ebrﬁo%y co?%'grl ng "ﬁ?h&ar e 4A

with Fi ggmﬁ[@sthat t he p05|t|on |rmed| ately before the -D-1- pair pernits

far

| ess—tatttode in all owabl e am no acids than does the position

I medi at el ExaMplees ildiRtes Bral the Rétigth. of SneCalraEbF (AlaRRAPEparABE daA R EhEHRr (HAR 8-

par ents sefapce 20 Acetyl

-NH-X-X-GD1-D X-X-[solid support] were

synt hesi zed,plurdiitywha-cdtansd prepedtionsf wak lsgntHesized with the gedbrap@andld ons i n t he cat aner

preparation

al |

19 alternative anm no aci ds were substituted,

one at a tine.

Test i ng adetyt-Mi-¥-Da &% -Xe$oliguppatiat i ons for binding activity with the test

anti body showed that to retain the ability to react with this antibody,
gl yci Ae whes e ebbrayigliads ane|2§ ugsd fardx
asparti cBampl te it oanlsstod againsh

t he
hlhe maihpdof siyatiesigavas {deetica)i¢ that-used faf nal

# 19aagions) aatibgdvamtiohoha deen raispbagainst et Wealcoul d

be repl a®¥rg'oln LFingtagigees welb known (o tegee iffled itihe@t- or wi th about ten ot her amino

acids with'se

results of ELISA testmg the plurality of 4-catamer preparations with the antibody are given in Figure

5 in the same manner as in Figure 1. It will be seen that only the catamer preparations with the formula

55

Acetyl-NH-X-L-A-X-[solid support}

was able to react with the monoclonal antibody.
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_reduction of binding activity; and yl-term nal aspartic acid

“could be replaced by virtually anyEg%\ﬁﬁggéggg, serine in this position
giving the strongest binding. The testing showed that the defined sequence

-G D-1-S was adédesfribed @ Exaflple NCabb@ fRNdr PRifkies of B-Qatamer pﬁﬁrﬁﬂafk Wéle rs%egfgd' d
sequence atecoewEenonstrated the preference for incorporation of tryptophan
at the am no-termnal end and histidine at the carboxyl-term nal end.
However, mieetyiiNH-Debii-Biislidsuppsrpduced a very marked increase in the
ant i body-bi nding activity. Further extension of the preferred defined
sequence WG D-|-S-H showed that there was little advan- tage in extending
t he sequence further. 35 It will be noted that the m notope determ ned
for this paetviN-bA-Calrolibwagot nanely, WG D-1-S-H has only a passing
simlari tx_ to the peptide which was used to induce the antibody, nanely,
C G D L'PGT 24 4 gupmanizss dpcmost 1easive ratamer ReRarations iwhen iestes innan WS aysteem withtse
based on {EHRAHANEEYNi ¢ sequence G D-L-G S| showed a marked preference
for the sequence G D L-G D1 . rather than the inducing sequence GDL-G S-1

([err] val uernsLp™ andr@lifitvesaneibeayy binbitie dctivitiigs ¥ty between

t he mgrgtope as deternyned, and a 40 preferred bindi %ptlde for the
antibody. This is strohgCabRBERRTER rﬁﬁéo&so&?";ﬁ}l ith5e. of the

met hod. EXAMPLE 3 Exangéfifed! amihoanedidshat the | ength of the plurality of

Lcat aner preparations can be shorter than 8- 45 catamers. A plurality of
4-catanmer pr ' ' =ik

wAtet yl -hNH- X- exiniinal sExtensiore as used
for Exanple e c §S| S Wwas ql ' or
Exanple 1. Thi'S S t1ested ‘ag " a rm_nocﬁg amt i body been

rai sed agai rst—sperrmriate—yogtotr—stng—techmt-etres—we-—nemr—to—t hose
skilled in the art. The results of ELISA testing the plurality of 4-cataner
prepar @ i onACnB+L+tArXSy¢ i body.80e gi ven | ACFXglA-Q-Sg t he Is@3 nanner as

in Figure laJdJiaWJddo seen i h only theaga arat isomkg With the
g Ad-a- A I\z:lH:Pﬂ% ji‘f y Pf" kaWAb-ﬁf-% 1243

formul a 55 Acetyl - X-1>A-X-]solid suppor was able Po react with the
monocl onal M‘i%ﬁd&ﬁ"ﬁtﬁs EAL 93390 205 B1ABSXadsAriSrS¢ in Bed¥l e 1 above,

~further pluralities of 4-cataner preparations were synthesized with the
“#ormul 8&: Acetyl - NH D3-L- A- X-[sol i d support] and
Acet yl - NH- xConknad (§equences AGpErETATE~F3hl & -90s (Fagpi Ze9 -2  nost
reactive catanmer preparations yeex-A8sigdsin gnolgll SA systemw th the
nonocl onal anti body. TABLE 4 - Rel ative anfi body binding activities of 15
4-cat agpr prepa-ati-ohe—6oat-ad—-i-RgmttHs8umtl8f i 8- ttriiiRE—B e 2 O -
. Am no-term nal extension Car boxyl -t erm nal extensi on Sequence
\Activity Catamer preparation Activity 25-
AC P L . e proparsions BAUE B iy garot soquence Ac-X-L-A-Q[err]
1. 73 Ac- AadetyNpP Lo 6 dsolid sudpoR - Ac-X-L-A-R-[err]
1.58 Aer F-L-A-X-[err] 1.33 Ac- X-L-A-S-[err]
1.39 30 Gand syaihesi@d LGS rePaceiieht ndt 2¢-de&¥ibdd in ExaBle 0l B§urd 6 sholls the tesult of testing
Ac- X- A- L-thesp peptiffes i) arDBLISSHwith the monocional antibody. Each group of twenty lines in Figure 6 represents
the response in percentage when compared to the mean of the parent response (Esso = 2.62 with a
background of 0.25). Each member of a group of twenty lines has had the amino acid indicated below
45 substituted by another.amino acid. The order of the lines is the alphabetical order of the single letter code
of the amino acid. The thickened line in each group of twenty indicates the parent sequence P-L-A-Q. It can
_ clearly be seen that for the catamer preparation to be able to bind to this monoclonal antibody with at least
half the activity of the parent ssquence the proline may be replaced with the valine, isolsucine, lsucine,
alanine or serine; the leucine can be replaced by phenylalanine only; the alanine is freely replaceable by
50 virtually any other amino acid; and the glutamine residue can only be replaced by asparagine.

A set of all overlapping 4-catamers of the sperm whale myoglobin sequence was synthesized using the
methods described for the designated positions in Example 1. These catamers were reacted in an ELISA
with the monoclonal antibody. The resuits are shown in Figure 7. Each line represents the colour developed
in an ELISA, read at 450nm. Each line is numbered so that the residue at the amino terminal end of the

55 particular catamer has the same number as in the sperm whale myoglobin sequence.

it can clearly be seen that the only 4-catamer which reacts with the monoclonal antibody is that
comprising residues 88 to 91 of the sperm whale sequence. This sequence is P-L-A-Q. Clearly, the
monoclonal antibody recognizes this particular determinant on the sperm whale myoglobin.
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Cat aner preparations based on‘thE &ﬁsﬁ% qduénc’:e Acetyl -NHP-L-A-Q[solid
" support] 40 were synthesized to B 5§I acenent -net as described in
Exanmpl e 2. Figure 6 shows the result of testing these peptides in an ELISA

.with the wgﬂ%@@“ﬂmm&hmnerﬁ@&mww oup of twenty lines in Figure 6
represents the response in percentage when conpared to the nmean of the

parent rQRspONE6;-R-LAd-fsolid sdpoded) W th a background of 0.25). Each nmenber of a
group of twenty lines has had the am no acid indicated bel ow 45

subst ist hed by another amino acid. The order of the lines is the

al phabetical order of the single letter code of the am no acid. The

t hi ckenegetyirNteP-LiA-GBGRolgrsapportlof twenty i ndi cates the parent sequence
P-L-A-Q It can clearly be seen that for the cataner preparation to be able
t 0 bi nd vweee syhthssizat trodsteoning the best lxdengions to thezdefined seruenral Thetbhss binding priepayatiofs t he
par ente sfuence the proline may be replaced with the valine, isoleucine,

| eucine, alanine or serine; the |eucine can be replaced by phenyl al ani ne
only: rféeta'r%'ﬁﬁéﬁelwcbfépeﬂﬂi | aceabl e by 50 virtually any other anino
aci d; ar?ddf‘FPéi’“b'ﬁIfr‘aﬁPrYés‘?"éé‘i‘RHHﬁ can only be repl aced by asparagi ne. A set

of thI overlgjgﬁl ng 4-c¢ am&*gCI of a i __g%ergpm né" | obin se usg?nrg‘e‘gh
t
RO I e %ﬁﬂ bR rstmraiie tgﬁq&wz% D oM mghe s ol

ant i body fhe results are shown in Figure 7. Each line represents the
ol our eveFoped in an ELISA, read at 450nm Each line is nunbered so that

\the " S 1UR idinoh BPadUFWE v SbdtbfiBlor FBfbnfs B Fom P Akt B mEBHEATHicHRS the
same nunbeg c@ﬁoﬁngtlJnQeeqﬁlpﬁénmomleStoBy QELOR BorpRMIMRG Qo o parfcilr BdrRede! o dAe
seen that bdiBodyiok MiefbsiCb MaMbd dRiphiding fidps ol t h t he nonocl onal  anti body is
that conpri sg)Rehthesisihglal Qlﬁralaﬁoftc@talgar pdpatatihs; SREN dPsaid\Edrfor BREAIRIBRLoonsIdhdof a
sequence i S ghiklity’of Qatarkérs madeyof aldafhe8BHRQE MERbMersadndl oAby () @6 REMbcsMGn itieor
partigul ar dedrerdesighatell positidnien 8428 rdatamials knoWHO GldORI danstabl for eattPcélanidd(n #a5 Bl
A set of 5- catameeprepavativn) atd (@) thecoenpasitioh @t each afethe remaining positions are randomly made
Acet yl - NH [ euprflomPthé m@mQerg shsaididegingdzet ¢fmdbomens Gind\sald piliralty-oRsatamer fPeraetiors
-[solid suppwmplisingeprepasions e svhizie thet mondwerés) i the detignated Fositinns @ressystematicalyt he
def i ned sequarrsde contain membersifiomdaid gefised g platdromersi10  wer e
SACet ylo- NH- K-(B-contacticy. gasty pfi seid Slupsiity ot qatapatiraRatstions wif-thpantibadyof ?flte[‘e.?b pAdd
support]. 14ii) detpgling g prasesee Ao eksgnehltbinding beirgarsedt o waiq plaakly jof catamer
honol ogous \ireAarations ardsgidegyeandipodyi8¢ m whal e nyogl obi n at resi dues 87 to 91.
Again, this (83(8 F‘é""FIq Eﬁé‘t"’f gﬁqgegwcq erm fscfa’b‘ih? ic? "Bf“°f’°r'n°§“"fa€€h?fl lﬁ?'t°p€l ai ms
20 1. A met'iil PR 1) 1he fparticilay Ay foms 1 Pé’&"c‘”@d‘m?"? ﬂ?@% .
defi n®d set Bf "Er&ﬂ'? ? desighrt chp‘?sg'“as 'ES "5?!591 °fé’ﬁtﬁ?‘?faq'%°ﬁfat'?5’1s bRt ope
L\?/mch i's co ary to a partlcul ar paratope of an antibody of interest,
he net hod, %%{m&s sre d'? o ool 98.&%' Bpg a plurali L of catamer
prepar at i ong,) 32% m.g § alidh93s GG ﬁtcaamg iHRe! Y
of Cajaners 5(10 o segfencd SMH&‘{ i sédStegd GV W4 o nalte ﬁosrtlon
conposi t1on gatn $fV§9d erth&fblurauty of catd¥k Brefi&stiokl YaliRdlatR&st dnb BN ore ad@final pestion TET
i's known andn bdeh eRahedr 3k adsinat@PsoBitenah AWBY thé Modonfr 8 RhcWABAnaPr epar ation, and
(ii) the cormpspéatisyiptiicaalivods ddifedrif BRim MOrefdo&t df lsaal&maérq;mamomawnémde
up from'the prspalations. of sai d defined set of nononers; and said plurality of
cat amer preparations conprising preparations in whi ch t he nononer(s) at the
desi gnatledA pethod acorsingitoeclainy $.t véheini eactl df waiay pluriaktyl oft catamenydreriaratione idreads ub from sai d
defi ned sethe eft ofpiphaaming aci®) (ii) contacting each of said plurality of
cataner preparations with the antibody of interest; and (iii) detecting the
presencé of method gecerding toclaiy $gvhprein\peeof csaid wlwﬁltvsaépeiarmrm@raqaﬁoys gonsistatohper
prepafat i otfyalie] 4vapmeryiofgitegrtsi body: and (i v) deternining a parti al

sequence of nononers for the confornmational ui val ent of an epitope
5. A method according to claim 1, wherein each of said plura y of catamers is synthesized on a solid

support, and has the generai formula:
55 Y-X-X-D2-D1 -X-X-X-X-[solid support],

Y-X-X-Dz-X-D1 -X-X-X-[solid support]
or Y-X-Dz-X-X-D1-X-X-X-[solid support]
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which is conplenentary to the particul ar paratope of said antibody fromthe
known conposition of 35 saigp ¢ Y60 205 BOr e desi gnated positions in
each of said plurality of cataner preparations that bind to said antibody.
2. A nmethod according to claim1; further conprising the additional steps
of : (v) syntlsesf staignass Vitivibhesnerplfermaleé t y of cat amer preparations as defined
in claiml and which include 40 the conposition of the partial
sequence Asstyohdi-By-RiLre@ ol syppod! step (iv) as initial designated position.
each of said further plurality of cataner preparations having at |east one
or noré #Mitional p05|t|on I n each catanmer as a designated position in
whi'ch the nono (vi) repeating (ii), (iii), and (iv) as

defi ned i4f® 'c¥|"§f"" 'Lf'$' 5 E@‘é"pséeﬁ‘fm f said further plurali ty of cat arrer
preparati ons,

pI ur al | ty O syng?smﬁg % rmmeq} Ctoegdgflmsp s‘oth%deqi]nerg hﬁq r‘rﬁ Qe f@'C(Fn repar :cg\g

O reparati ohs romthe se a-amn
aci ds. '%4."X met hod accor di ng to cIa|m3 V\/nereln each of said plurality of

cat anmer pg.edaiakisQnNs A of a so plurality of 4-catanmers to

8- cat arre%:dgt?\mjk:qrﬁagn ﬁ%"%&"g@ogg to claim1, wherein each of said

plurality of catamers 1s synthesized on a SO|Id support, and has the

gener als f or fighddid BPnoted thir e Boduhice I k-KtK-KiskhdnoRbbd WitRRO Bdghience of sperm whale

Y- X- X- [ errhyogidbih @rédidues87%o ¥1.[Apaih.ithls S4ampi0 lilkudtrafRE the applicability of this technique.

e X-[err]-X-X-[err]-X-X-X-[solid support] 12 EP 0 190 205 Bl A set of

E¥cat anercsamist h t he general formul ae Acetyl-NH[err]-P-L-A-Q[solid
u{)port] 5 and Acetyl-NHP-L-A-Q[err] -[solid support] were synthesized to

det er mond. t Aendiegtof determing itherrequsocet ¢ enodeniarnsatbetod dramracdefinediiset df ewnortars athictgis

prepar at i ong cb@owyatianalApauivgipnt (gHar-epitdpe Avhith[is gbmiplermantano kt p rarfigular paratope of an

Acet yl - NH- Pantibadyof W?[e%ﬂ\e@’eﬁn&w pRAriping thg steps qft  shoul d be noted that the

sequence K- P- @)-syntgsiziag Rty Ml PrRPgtensseagh ehwdld coRmeseRRalipnaIcensisitef Bbi n

at residues 8iurgiy Qfatamgfamde phA %ef'%ﬁg fé""P?'T“’H% 19ip gich flethe, paamrositig; 4t ¢ of

this t&chni quBoe® desipraged esitions "Ae r"l'ﬁ’ constants e a@qqccgtamer in
nononers sel e%afa&?' P’PEﬂ‘ﬁ" r GB ‘"h{? °s' ‘?“ a}‘rB ining "?°$'t' s@E?rf BUPRY "i'a(.‘i'ﬁal
equi val ent of PP

an anti body O?ané

or.t-t

o Y ?péiaB 8
arat §SL m Wh eFr% ”l;g’g &LiY%rEeglgn? gOSItPDS fl'e seoé(ematlcﬁ of

thegi zi ng &ﬁ aid Eg dORSwith SRE it %ﬁkg algmer
p eparations EL%YJS (?ea? cQ oP eh&&’oio indi Bé’fﬁée?: E‘ofcé id SISt J QPQat?tr?etr of
nmononer s and orfsand & ﬁa{.;,;gg@ogd fon at” two or

desi gnat ed pOogy} bibteHhidga B&HidN s6RbRETE moforidhd P t@r&nio.sma@%ss@nsueém aﬁ%s.lib o
catamer in thghidhas asidlenh@AAD Mel KaRicula Prafopd bf $aliCanGEIIP @S ltheDithoRt cfobtiidalof t e
I emai NisNg POSialdi tA61Sr A6rS dbSGHEARIYsIIBREIA edgh df lsaidplufity 19 Bt psbaratidhélthatdidane d
3t of nonomedamaniedy.sai d plurality of cataner preparations conprising
p¥eparations in which the nononer(s) at the designated positions are
syst enat i2c akimethodiacceding to damtl Afuthenennipesing the aditiosa stemdak:i ned set of nononers;
30 (1 1) (vicsynthesizing regfuiwec hiurglty obi¢athmet preperations asfdefired amrelpimpt arplawhichiinpihge
wi th t4ee ant itheoehmnofitianief the partial seayence iap deterthinpe int saidtepHie) asrinitabdrsigndded Rsiience
of binding beaepl@irpaid derthergriuralisy of CHPMYr Arparplions having shrispst gRepranie pdskional pesitieni d
gi ven ant i body ®achgfamenas adesignpiad ReSHign i whish fhe amonarmef e @fd npnoners for the
conf or mat i ondi EReAN0G s . #rd Grh 2% fsifeshia i® dHN fesPeh Riptaishfttien pyrafity of fatamer
particyl ar paﬁ'%?? B0Sof sai d antibody from the known conposition of

3. A method according to claim 1, wherein each of said plurality of catamer preparations is mads up from
the set of alpha-amino acids.

4. A method according to claim 3, wherein each of said plurality of catamer preparations consists of a
50 plurality of 4-catamers to 8-catamers.

5. A method according to claim 1, wherein each of said plurality of catamers is synthesizéd on a solid
support, and has the general formula:

55 Y-X-X-D2-D, -X-X-X-X-[solid support],
_ Y-X-X-D2-X-Dy -X-X-X-[solid support]
or Y-X-Dz-X-X-Dy-X-X-X-[solid support]
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35 said two or nore designat ifjons in each of said plurality
of catamer preparations that bi ng-‘?’t(gwg éo?nti body. 2. A nmethod according
to claim1, further conprising the additional steps of: (v) synthesizing a
further pl WhglintWis @ ofPYraUFEd tHBIcBRAS K (WARA nfd bdﬁ'lfa'sgrﬁgof' d'}feFel‘\@-ier rheritbfl ot CN

i ncl ude 40 set of monbiérs SRFRAR 'eEthﬂeaner IstRosBitlit indlcatdRét pRdpeBtich Sarde, SdnB1 I @b | N
sai d step (khdWn rdhomnrs whioh arfl 8snsEm e &h B dalalbr prépafation®f  sali d further
plurality of cataner preparations having at |east:one or nore additional
POSi t 150N6.1 A BERdY 22 ErdMRb claifh 52 whkisin gHaRbiadid PRty oDdatamBrs\Whs 186 gdneal foRNEr | S
known; and (vi) repeating (ii), (iii), and (iv) as defined in claim1l in
respect of AsetyleNH-XHXDBE: -XX-XHKdolid suppdit) cat amer preparations. 45 3. A net hod
according to claim1l, wherein each of said plurality of cataner

pr epar at i ondereis Xhia@anampef ofdina sehef Lsaltha @ing [agithe arthsuaio plarelityl of. cathmers, isrsuich that
accor di ng teechchember 9f the\bes iscireseatzat He o positidndn pbrieximateiyyequifmeiay amats, D and D;

pr epar at i ot kpewsinenomersfselgctasifrom the set ofizalphe gming acdscat aners to 8-catanmers. 5.
A et hod accordi ng to claim1, wherein each of said plurality of cataners

i s synt hBAeaNsPEIshe sol | d support and has the general fornula: 55

Y- X- X- err]-X—X—X—X— sol Y- X-X-[err - -X—X id
suppor’{] ‘or ef‘h?e': °q'5?" ° i iy 'ﬁ e H‘E :l?ﬁ’"i d"%%jﬂsr% e mmdef' ?ég Ji%"?n’OS Bl
\c/iml?lt ein tY Ib t%nrgm % tlk vonl eres él beld '8.9 cEn 2] uma§ %?e

\_/ ! erent) ) eine n I vo at M&- raf?one Caﬁl Jen aEs
present in t fer ARSIAR R on RY: ﬁ%rﬁde §£t Lon 5\

\/Vm' ch,are cojj nd' nﬁ%? %ﬁ & f?g”ﬁzwgif 'b%%nn u eﬁﬁ
accordr ng tOcQ: .ﬁér”se‘iann ﬁ‘J ‘f'%irf]eo%@ taﬂ r kel G % b aYatioH k&@%aﬁ”’@:r 3§ diehe
general f or Myl @mm@RsBizirlg- o verbiaibandn! Bositiondn dureft i FhileClies deARRAN sa&a@as‘fl Mbn&k | S @
menber of thperelEng gboiddt nb.@eramdma QieledhPder BREMSIHFIpaRtidAbrbriparatiion Ga8sBR S | S
such that 10in dene die MR BREr(ep bei UBEbEZEiIENNLIBN PERBAIALsySEmAtiEEh v&riibrd Fértidn) Barhit

appr oxd mat el yeile@bs defibibrivh SatzésLuoh Mondrfeh bntBdeh $i®i: 1| are known nononers

sel ect ed fr o Zosanm@hbringenl jeddr pdea Vielzati 0rom Catider-Araiacatiéna Syiv bisdne Ahlikérpbr von

Ver f ahr en zulntefssspiemizbest i mmung von Mononer en, ausgewAhlt aus ei nem

defini erten @aNachwain déd Norhandenseinaedec (fehlersi vonKBJm‘uog rrais¢hem $edég) dery vibleaht v nes
' Ep| t ops i st, CaleseriPgippiatanemindden gogsberemAtikroernenden Par at op pi nes Anti kor pers
S_on | pt er ess@) Bestimmunmeiner JeikSequant somManomieren mside hekasntam¥ysargmensetegng glppwei

Vi el zahl vonO%mwzwm Rositienae i ierler der Yietzph! der. an\gem Axtik§rags dindenden Catamer-

Cat aner - Pr apBEBarsigrRonfis des Koniomnatiops-Hnyivalnt gnns ERUAPRASP & dase Sinzsiien ParpleP defs

ei nem def i ni é’?"f“éfﬁerSé‘t"ip'%ﬂtaNﬂnoneren hergest eI It 20 wur dan und worin

(i) die Zu&am*rensetzu an zwei hnet en P03|t|onen in jedem

Cat an®r HeKE °“lﬁ'ﬁ°t5"1‘" d‘é?ter I:; “ f? PJ n konst ant
k/ll_St | ugd (hl ﬂ que wne m c r als arsg be ol ete % mqije sc Ine

ete es e 'hg’ ﬁen %"g ‘??ed Iza w@ ste

die Vielzahl JQ&R“ m&a&?tainQrb Thid & Pasi

das/ dig I\/bnomg,(0 méeg}mfgﬁz‘ﬁac hneten Positionen systenat |sch var| | er

werden, dam }, (m) und (iv) TG ||@A¢%§|%c!¢$fbb&h€ei>&rﬁ& wisdeoon Y A HINGHGR BB i weitere

ent hal ten si md;zah(q,dn athSPrIRaRRGnengen | eder der Viel zahl von

Cat aner - Pr~parationen mt einem Anti k6rper von Interesse; und (iii)Nachweis
des Vor hmndemdin tacrodssprubich) esbsi ey ddBi VidliaR ez \Oetamérafapaiatbasn e devii shtzakl von
Cat aner - Pr apea-abihasti@en gepibieti@ira. gegebenen Anti korper; und 30 o (iv)

Besti mmung ei ner Teil - Sequenz von Mononeren aus der bekannten

Zusamrens e Vertahgn ciech Anspruchdl] @pbehjetir ddp &lelzaht Herctatzmei-RyEparationee aus giney ¥idezhl dmr

Vi el zahl déCatamerge his Arbiafakierepestebi ndenden Cataner- Pr-~parationen, fOr das

Konf or mat i ons- Aqui val ent ei nes Epitops. das zu dem ei nzel nen Paratop des
s0 8. Verfahren nach Anspruch 1, wobei jeds Vielzahl von Catameren an einem festen Triger hergestellt

wird, und die allgemeine Formel besitzt:

Y-X-X-D2-Dy -X-X-X-X~(f_'ester Tréger)
Y-X-X-D2-X-D -X-X-X-(fester Tréger)
55 Y-X-D2-X-X-Dy-X-X-X-(fester Trdger)

wobei y eine endstiindige Gruppe des Catamers ist, X (welches Qleich oder unterschiedlich sein kann)
~ein Teil des Satzes von Momomeren ist, dergestalt, daB jeder Teil in der Catamer-Préparation

g
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Ant i kdr pers konpl enentir ist. 35 2. Verfahren nach Anspruch 1, weiter

unf assend di e zusat zl i chen SchrlEPt°e19°(29'f Bli ne weitere Viel zahl von
Catanmeren wie.in Anspruch 1 definiert, und vvel che die Zusanmrenset-" zung der
Tei | sequenz, wi.e 1 anf an bez net
Tttty KR B L pl bt BRI B RS, BHRSY SRR AASH,

Cat aner - Pr apar ationen weni gstens ei ne oder rrehrere zusl tzliche Positi onen

:\/anoreggreénbe annt ?@Lﬁs'ﬁlﬁc?% Wboeb%%oggﬁ %’.ﬁ)"gﬁ();édu"g"‘ p‘?’d’ 3% @\ﬁae in
Anspruch :],\cggmkgp_gnxmwg&qygmg& n, imH nbli ck auf die weitere Vielzahl
von Cat anmer - Pr~par ati onen Vertahren nach Anspruch 1, wobei jede der

Vi el zahl qR@bei KT ldefbRARB var L-AIPRPANIRLSE Bt A Zdigde Viekhl der Catamere dergestalt

al pha- Ami s sasi o8t 1o Bés! SAebs i defdl X-Pésitiol @ dtididRifnottsn IMeAGsh Db therderist, DO rid D, ede
der’ Vi el zablandeMoroaisiransgewihitaas édn Satoven aupheAmiessilbeisibéhl von 4- Cat aner en
bis 8-Cataneren besteht. 50 5. Verfahren nach Anspruch 1. wobei jede

Vi el zahRevedicaBatsaner en an ei nem festen Tr~ger hergestellt wird, und die

al | genei ne Formel besitzt: Y-X-X-D2-Dl-X-X-X-X-(fester Tr~ger)

Y- X- X- DR2- RecPAdé- e détwminfationt g9 larséqyency dgsmonomérgs ychpisis Xane. gy eosgmie ydéfidi edot er

Tri gér) mmmméyesauneste'néswmi epafopatipnel dusépitepe Aempémenigire d%"(m@%?lé%”' gl ei ch
oder unt eFdiens’ @mnf'@rpss@#r?ﬁsw&r'mew%cwrmawﬂ@g é%ﬁsf’és von Nonomeren ist.
dergestalt, (')d%PBt W& Hner glpality (o preparal co?"%Fg%? ?clﬂ? dqsdi fllPE‘ipr“?"queDl

oo e 8huxke9ﬁ'£?"a %e" 'léﬁ%l ot @IS st 1y e
nach® Anspru qlg];a{gﬂﬁrét 7" ﬁ‘iﬂ%ﬂ ﬁ%;?s r? ?ﬂ'ag T3l r’r% ?ﬁ’%"\\zg ol
besi t zt: %‘8 ‘ |t ené ] de i J ' \ ' S ? Iur %f

des Satzes ygi o a uelu |9al

dergestalt [gio s sfwd. %@éﬁ b%nari'i’re% T wel
aqui ol ar engVeRgeR cxmchaaéﬁaaudesae |adala XM Shebarations 46 'CAAMArSs MeD PEFRESDs

ausgew hlt guss@aitSat z von L-al pha- Am nosaur en, sind. Revendl cations 1.
Procede de gl§ta@iafion alel 18 prédbnch SouS@ IBEREe d6 :.momaﬁ.a&h@ldslu@.t@lqmama_rue
ensenbl e deprigikatish® de Satamered B2 RAMBIESpsCHohnée&t  UN equi val ent conf or nati onnel
d' un epi t Op) eewiratsANd el sBquénseNpaRidliedfed MOndRidfes | pourCitéhiielenticarfornealibrngl A yaS

[=]

«J Nt eteessant épitbsd @mpEMeitiaieaipyartds paticser efudip agicales 3 parir doylichresamsitich consue
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pl uralit6 ddssfiteepatnapdstios désigaias ammpiue Jans tracuna elediadite | fuaité pdecrépaatiorsnds de
cat amer es ccatenéess diéet audihardicrepspl ural i te de catanbres constituee d' un ensenbl e
defini de nononeres et dans laquelle (i) la conmposition en ce qui concerne
deux pdbi Proofes seieslagevensivaton 1pgomprerenhde gigs les étapes puppigmentaires daver e est connue

et c#nstant & %@Fsema@@faé‘étsmnﬁm Rrépashiens e seipmeregiieliecque giftiniecdans Bt ()
a conposi t ferardisatien & eheu ARMRIRNS 19 eRR1PPTition dle lawnuateq-Rariols tefleye dEterpinge danst aQon
al 6at oi re daditerfiaps ks conea P°5E'PP5 é‘fﬂﬂ“seﬁ H@?'? fihaqyee A9 i piwalits syppiémgnisie de

Iesquelles
syst nathulad é
de nononeres P & chacune de Iadlte pluralit6

de pr epgr %elgr?laqmm{ o‘?\sl dah Te el @!@Ednggg %ﬁltd ﬂ&rﬁﬁee&sﬁél;aratlﬁg dé l:étén)eres
detecti onegf s@mgg,rogq»g,gg,gb,guesda@ph -afiASRIASE I'al son entre acune de ladit
plurglite de preparations de catanbres et |ledit anticorps donne; et (iv)
det er m gapjopdts AelhI@ réBRELAIIAS, Bk lsqd LiRcHS dTRARBIE™ dO3Epalatichd db YaldnRinds
conf or mat céngieslen ndiilurbitéSdd 4-catam@iet b 8RQarA®ER| ement ai re du par at ope
particulier dudit anticorps a partir de |a conposition connue

5. Procédé selon la revendication 1, dans lequel chacune de ladite pluralité de cataméres est synthétisée

50 sur un support solide, et a la formule générale :

pluralite d Wﬂaﬁt °%Pé'a radffiprpgle °bP'@b$ﬁ"§f’“"8?&°a&5‘ﬁ‘§
ité ral

supp ::'g r% W)CB‘E;@H‘T Fg;'al 33 %%Feg?g'ag}a? 0, £8 SHHTOR°eHBs i ni

taire de soreparattons

Y-X-X-D2-D1 -X-X-X-X-[support solide],
Y-X-X-D2-X-D1 -X-X-X-[support solide]
ou Y-X-Da-X-X-D1 -X-X-X-{support solide]

55 .
dans laquelle Y est un groupe terminal du catamére, X {qui peut &tre identique ou différent) est un
membre de I'ensemble de monoméres tel que chague membre est présent dans la préparation de
catamdres, et Ds et D2 sont des monoméres connus qui sont constants dans chacune des préparations .
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desdites deux positions designees. o |HS ?ans chacune de ladite pluralite
de preparations de catanbresli eeﬁpaﬁagq Tcor ps. 2; Procede selon |la
revendi cation 1, conprenant de plus |es 6tapes suppl enentaires de: 35

(v) synthesg diafBRs Pl Uralite suppl ~nmentaire de preparations de cataneres
telle quo definie dans la revendication 1 et qui conprend |a conposition de
| a sequegCephiié ssidd B rbvehditidals daelisfull dReEindl a8 Raiteddilrdit & Sitimeles \W)ia FAATIE
position d-ghgee initiale, chacune de |ladite pluralite supplenentaire de
preparations de cataneres ayant au noins une position additionnelle ou plus
dans chaqueacssi-RuFRIXED, R RIBXXISuppdriaideesi gnee dans | aquelle | e nononere est
connu; et 40 (vi) la rep6tition de (ii), (iii), et (iv) telles que
d6fi ni es dafass laquelie Xesicincadnmboan dél I'epsorbid dis iL-alpb# aeihoeeidbsa détieelupdiitérdal dataméres
suppl enment &itane tetke qysr chpaue aiembresded'ensemble wetrpedsent 3. la Pustioe ¥ @n s;edntids haproximative-
revende cat i roemt Bquinielaiess,| BgaeP: éastcdasemahemeraslicoraug theisisl dane I'desepbleplas dtalpbns de
cat aner es eaminogedest i t ueo de | ensenbl e des al pha-am noaci des. 45 4. Procede
selon la revendication 3f dans | equel chacune de ladite pluralite de
preparations de catanbres consisto en une pluralite de 4-catanbres a
8-catanbres. 5. Procede selon |la revendication 1, dans | equel chacune de
ladité®pluralite de catanbres est synthetis6e 50 sur un support solide,
et ala formule generale: Y-X-X-D2-Di -X-X-X-X-Csupport solide],

K«y-X-X-DQ-X-D - X-X-X-[support solide] ou Y-X-D12 -X-X-D, -X-X-X-(support

“solide] 65 dans laquelle Y est un groupe term nal du catanbre, X (qui pout

\_etre Qpentique ou different) est un nenbre de |'ensenbl e de nononeres tel

guo chaque nmenbre est present dans |la preparation de catanbres, et D et D2
sont des nononeres connus qui sont constants dans chacune des preparations
14 EP 0190 205 Bl de catanmbres. 6. Procedd selon |a revendication 5,
dans | equel chacune de ladite pluralit6 de catanbres a la formul e g6nerale:
5 Ac6byl - NH X- X- D2-DI - X- X- X- X-[ support solide] dans laquelle X est un
menbre de |'ensenbl e des L-al pha am noaci des, cette pluralite de cataneres
etant telle que chaque nenbre de |'ensenble est pr sent a la position X en
quantitds approximative- 10 - ment 6quinolaires, DI et D2 etant des
gononeres connus choisis dans |'ensenbl e des L-al pha am noaci des. 15 20 25 .

35

40

45

50

=W |

WS-
x . C L



