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Many diseases of aging are based on or associated with amyloid-like proteins and are
characterized, in part, by the buildup of extracellular deposits of amyloid or amyloid-like
material that contribute to the pathogenesis, as well as the progression of the disease. These
diseases include, but are not limited to, neurological disorders such as Alzheimer’s Disease

(AD), including diseases or conditions characterized by a loss of cognitive memory capacity
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havi ng | ess than 10 reS|due ge0|ally pept.i des

oligopeie ARYIPId AEPide SemPREPEY, glural 1|t>h° 4pappmeric peptides but shows

esserf®dIPHb BRbing 1§ RB mdhvRIRkL Péptied ALAE tO an antibody as
descri bed ﬁereln particul arly a nonocl onal anti body

i ncl udi ng any functlonally equi val ent anti body or
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functional parts thereof, which antibody binds to Ab
nmononel i ¢ peptides having at |east 30, particularly at

wo e@si156321 nore particularly at |east 38, evenP@DUS2008/007317
particularly at |east 40 am no acid residues
palntanothenspeyifit @mbbdimennsfahé mveaioh) zd&nllbdd)_y Biptoviided as described

sol ubl ol i,c and/or 0 neric. a d i de .
hereiopaidfige Hoppalgual Fripony e apy THATGRED! eRBBlsnf guibody or
functietal ﬁmvtﬁere&i &'ﬁfchahhbbdgcblﬂllsm@mfgndrmn%3 pﬁ“ﬁtmm@h(} , @articularly to

es n anot her ecifi.c e ment. of t .
A8 PHRRTE AP VRt 1808y ORI PoinaEE 250oR SUERT s myIoN peptide
com;hﬁirfgl dpluRBtyt dfAH1 242 HorfdniBpio @éﬂnﬁféﬁﬂbuﬂﬂiow@ @eKéniid)y neikiling to AB
ny functionally equival ent anti body or functi onal
monﬁﬁ?‘?“spepﬁé? E6f0- whi ch antibody binds to A/3 nonomelic

PeRtdndthed sptlific RAbbifiehedf the fnQerfon nﬁlﬂeﬁﬁ‘iﬁbdy‘:ls Fiﬁcmide@%s described
1-40 and to sol uble polyneric and/ or ol i goneri

herelanwwaarbewoe@cl@r@hmtibgﬂh nclpding any| frlwwm lquqvaleaaganﬂbody or
funcm g tﬁer@@fF’WhQﬁsantl body BHRWS AFPReRihéc! pephide MG ‘jghx@igularly to
nonone eptidé 17-40. I n anot her "speci f
AB rewmmﬁnmﬁptléfr 1t4ﬁeandnt@ewdqbém polmeaman@@ﬁyhg@nwommd@é peptide
I n

comERESIAG SSRALI MAEHEY Lo TR W Bl veser
bindimgtté BEayonomeficpeptidoh8. parts t her eof whi ch antl body

bi

B A FUORRE ) (PO BBl
herein] payterdariyca anvpdadorchl pﬂmodyi enchulimgr anyi fngct@ngilwccalh\{aiept arftibody or

I G RERL [ de X tanti

flmc%nal(%artsztheragfo nﬁ{ h ﬂﬁb no rf‘tsgrtg %tﬁprg p%“%g@ f_%gtgdse ]l-{l:d, p@Mcharly to
AR aominieeic Epeade f1+4t(‘) afibodiohebid polfymetie andioe nh'g(nmqncaamyloid peptide

oAbl SN ARSI AL b

Aﬁnﬁquméﬂbﬁéﬁudanmzbody or functl onal parts thereof whi ch

n I body Dbi n C tid
ot et sROUREROTPT BB ARy g idsd os desoribed
hereﬁobdﬁi&lﬁarg% }iT8Hd16nal a@utmay @iculgm@aﬂyqumh@m)dewwnd entlbody or

functacma é:h’gs:,sggr g]f ?E)vlmuc a Il'é#/dgﬁ) #@ rﬂcénoggerlllg&%p}bcﬁo]ng(f pertlcufarly to

AB BERIhIR Pepfide 1140 ﬁﬂofohﬁ)ﬂuwgayﬁkﬁc Qndes bHEd’iﬁer&f arhy16id peptide
i nvention, an antibody is provided as describ

compysing  Plyakityi fupBHAY ENREISEE IRSPlidesabitt hews a ﬁths{?ail*ﬁ’g weaker
bindABY¥o AUNSHoRRAL p¥ptf8YLI6aNE Bh iREH DAY vdifd kB GhdreRRtc peptide 1-
parts thereof, which antibody binds to A/3 nononeric
42. peptl de 1-40, particularly to Ab nononeric peptide
ﬂmloanﬂglgr %ﬂ% 12l HRb&inRA! JTRE inFeidd! 8 armbb@yoﬁ%ﬁd)\ﬁded as described
ol tide conprising a plurality of
herenmnmlmb' perpvpod@zal apfihody ing anytfynctionpliy quwéealk aptibody or
t -
func*%r[&g Pﬁ% d&grteéig v@?c%gﬂﬁﬁ&& lﬁﬁn%ntgq\ rll:l'lggcﬁn dpcf%ﬂie 1 48 partlcularly to
AB mpwineic ppeidé fli49 mdbtodwﬂmm polymetie andr’ve nthmencamnylmd peptide
anti bod pr <8 a
compris mﬁwo %rﬁlz fo %ng ylglélll']oc € g g? Sies uérl]lgi)vs% ELHS&H 1eﬁf}J Weaker
bindihg Uo A mnﬁomtclﬁ@pniq/c b28 hndedseraially np zburtds;ng ek Ufopombmccineptlde
17-4 nti body binds to Ab nononeric peptide 1-40
) g'arti cularly to
In another specific embodiment of the invention, an antibody is provided as described

herein, particularly a monoclonal antibody including any functionally equivalent antibody or
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A/ 3 nmononeric peptide 1-40 and to sol ubl e polyneric
and/ or oligoneric anyloid peptide conprising a
w@bkasabieey of A/ 31 -42 nononeric peptides but BODWS2088/007317
substanti ally weaker binding to A/3 nononeric peptide
functibn2I8aste dheesf ewhich lahtybodg bixide do AG rienoAjeSic pepraleel-4Q particularly to

tide 17-40 n anoth specific i ment. of .
AB EBInES shptden-4h ind 08 o Rbie Rt hebFietie dmylcld pepride
comphiging| :cal’plux’ﬁﬁtlytdf ;142 rMo@niEDiﬁQfébtﬁﬂé& Ll;uﬁdhbwb f@d yntemﬂiathdl‘tgndmg to
unct i ui val ent a tibo orfuncti on
AB mdmeria pfi gl 42 SHERIALY Db BB AG D P raBerh RGTER | 440
pqatah&ﬁerlslpéaﬁ@ ahbd;dimhxardfyhet iAveioARAAREbIIY iP pﬂividée ad dékQribed
and to so ubles) marlc and/ or oligoneric a

hereipyisptialariy GrippRostanl bpdi Gelugipe sy Anstionally ANl grbody o

functmaltlsael@%&wf &Hlemnmdy birs 8 ABah&Hdntekib Pepritiet RadpAticularly to
onelic peptid -42 and essentially no binding

t.0
AB womﬁe PEPtde bégtame do polubly. palymepitorndier Qligomerip @myloid pepiide
comp%@iag PR foft AL -4 ERbineRe p@ﬂuﬁﬁ‘tﬁup@ﬂ(\/wd 8 RbaXitRAAY weaker
~ as described herein, particularly a nonocl onal
bindipgtq A agonemerieigentige aln£8 ngdra 1P@ﬁa¢41§}ecbh'9ﬂ\?alt‘é rfponomeric peptide
) whi ch anti body
142 g&f% ﬁXu)gr/'\ &H@iﬁ%lrtrd;n?gn ogg{n%?c %&%aﬁgi g%rt icularly to Ab
‘ndnone lembogimeni de amﬁWyaaq@prdmg 4o thebineensioh pne B éesaﬁbﬁdoherem
Iyl
wro b SATEIL B 8 R Sy TR 0 B L ot
havinget least 30 pattiicwprlyat Kag@ JFomoregiarticubdyat igest 8828 emmreparticularly

er ms | ' - .
at least 0 axrtun ?aﬁ ?%uﬁ J]ﬁil C?r}go&o?n %ﬁ m)lln %1%8 Fx:%gt: E(g%f ?Jgtée%a%ﬁhil&wnh an
AﬁMI_» monmaemnﬂmpddﬂmnt/ortal*cﬂxgeomex‘uqmbpndn:cmm;ﬂusng atduriahty of said AG1-42
mon b PR S oo B RFREAI P A 3P ot
to 1: 1@I00 gﬁlﬁes‘pleﬂa]ﬂ)omm rhiélyi dogceiitrah@ﬂmtlo 3Dbetweent i: bluamir I: J00ainhibits the

SEBrog R Q1 P Poap P AL i et B o i G PRE i

man Op¥etidularA e/ ecs-umhlbag@ﬁecrﬂ the f atiBddyb HEcopdif® ab ahd Yinwkintibn with

A 3i-42 nono |IC pti de and/ or .a ol ric
a1 PR G R gOT (FERICe R e APERT Bpats 1o 60 hours,
particii Rk 130 IRAR todS® ho@d) nbfelipai 1c|:dlarl%1 foR 480hdirs at a temperature of
concentration ratio of_ anti to A/31 -42 of up t

between P§tfp any#i°Cepptieylagly §f bgtwean ?ndééngetﬁﬁemtteﬁlaﬂaﬁ ¥°C.

ofin hefpseidid elnbbinddd ot HOBwerdtidR] Bi-inubdiien et 8aMbidmoRdmeric
the Ab nononers and/or oligoners to high nol ecul ar

and/ox gligappgricreptidss iy accomplished fqréé hayrs ag empgrafg it Fon of
the ﬁa%éul%‘dl’heaﬁﬂtﬁfoqy NGartiCuIAdE al ﬁ%ﬁ&ﬁdrﬁp apitda aﬁﬁébﬂhﬂé to the

nononel i ¢ and or ol I goneric eptl es 1S carrl ed out
inventign ipjudipg sy tf@cegnthamcsuvabaf antihopy or yuesional opagts (thegeqfobinds

I
e oo ordhL b oy 45 MM S A  poomes
and/olp exlmmezcbbdn dnl§Bi@, thnmgeregetroml ofuthe A6y manoBere.to hrghamolecular
polyré\/l&fc;?gﬂlsc enbodi nent of the invention, co-incubation

anyl oi d mononel i ¢ and/ or ollgonerlc peptides is
ado omel emlbn&ldném:,r adl 8nlnlmal|ysns a;txowadd:de mesgicatady ea mrionﬁd’l&lal | amtibody

accoxgﬁllglt%gh mvé élfg? gncil u% bOd | ?o\rrllt Cg%l?vrall%é Pntgfa%laé Or ?mellonal parts
therebf) mmdhmmbbqy igdy Mafeeenitlamyﬂtd ABdy nemofngtic lpeplnhlpaﬁﬂ:htasly to AB

monotrr?e%rcegtf:ptige ”ﬂﬁo and to soluble polymeric and/or oligomeric amyloid peptide
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preferentially to AjSi -40mnonelic peptide and, upon
co-incubation with A(S 0 nononelic and/or oligoneric
w@ewsiltse2i nhi bits the aggregati on of the A S nPCDIB2088/007317
to high nol ecular polyneric fibrils. In one
compeisingci pladlity afi A81t42b adyiomericppeptides thut [shows @ Llubstantially weaker

. | tib di t.h ti
o EUSE R FARRY 14 Bl 0 R e e
42 anfllesgntisibaho bﬂﬂing t6 ABreiomerioipeprident7-4008hd, Rpditico-incubation with

preferentially.to nononelic tide particularly to
A BRGSO abePRdp TS (b aloene oy Al ghomers o
high R6Rt@Er lyrIa@Ebrids. any| oi d peptideconprising a

pluralit of Al 31 -42 nononel i pept| des, but s

s 4B A0 rirfbadienieaik aptihody s r?gmﬂ%e daparticBlagie P’(?“Efg%‘tvﬁ gatibody
accoramg 8o %Qn%htlbﬂﬁrﬁtﬂm Ay indonsliyn@utvalenP aipely Gr REPlidPparts

nd essentially no binding to Aj S nononelic

thereﬁeWmcaénmqudd)%oprefaﬁehalkydpﬁﬁmcbalpmane% paRtide apd 2iso to Al
ongoﬁ{eﬁp TRA/OF pRIHCRIE Isépha&mm Chd¥RPh ﬁsstmﬁmpl \Léaktnh Sinding to AB
aggregati on ‘of the monomers to high nol ecul ar
monogiery peptide F-2§and/er an wte@medletﬂ%é@ﬂ%ﬁ? mopemsHe PpRIty 1i-42 and/or
essenﬁgnlg)’hcfri BfhdinRab tAﬁ"MIoﬁ'&dl%cap 5\9?‘;’ 96‘ ahd "’Hyoh REINCLBEER Wit B3, 4
he 1 nvention includin funct’ional I'y equi val ent
monoacm‘xp rodipr ohigdmerict paptidé WItSsﬁhQ Regregation \gif iteeh AGrmoneopys and/or
.40 nononel ic peptide and
Ohgog %g&%ﬁ%%&gﬁ?b@?ﬁ&éﬂg?@é and/ or polyneric peptides,
bdn oshemodamentbthe antitiody | partwekklyra ténedlongt angbmccordmg to the

invenﬂgﬁ] il r].rl% Bl?p%ggﬁméﬂf %quj%%n? dg SQ% g%{&:ﬁg@&%ﬁ% lale['ls:%if Whibits

the aggrcganmg of the Xp mnnmmak tchiple ptoilegtalail peldtacaa fibrilsbyrat least 40%, by

e R R R
least MEY0 BﬁmSman'eCHaﬂicutﬂr]lygmmrleast 80%) b expéosadlyl tayr atplehsy 188Y4-20%, or

fibrils. | mbodi t, th ti bod | ar
more 4 RSMRARI LR AR BB e IR e RGOSR Bt ConboD

| 16 |dndi ébgbodityent,UNC ahtibvdl | iy pespidedalpaiticularly i damdyiodsnal antibody
Rt N AR T

theredty which! 8864dyHiflds ﬂib’fefkhnil@atﬁtA/ﬁQo/moﬂ@ﬁéri&pﬁpﬁﬂé ¥ndMs@to AB; s,
| east 60% particularly t\; at | east 650/(1 nor e
sh

oligomeri¢ japd/pn PP o dePhges Ut shivse OB Iy avfaken biyding to AB
monofridtpepGRSt-28 8@/ o infeResiaBd bidy 8imdmaRtic $896d80%2 and/or
or nore as conpared to the respective anyloid peptide
essenwwombgldmﬂdab’d% wanemerisoplide L eAfapd|upon ca-igfpbation with Abi
monoﬁ{g’ig dJn%Ptohgélﬁel"iU‘béﬂ?fagyfof 94 Mo Aef tenfRFdnire Wray7bd ifhibits the
onal anti body according to the invention
aggregmqnmfu th@AﬁrWOIme%‘t ngro|oligoraers ite hlgbmolaq\lﬂarkp@byle@ra fibrils by at
| i<Qes
least W*ﬁeT rag %Lt @%, tb? t?@‘%, r%ﬁ 1643 Ifb(% A I}’eage)c 52266 paértlglgartly by at
least AD% aaartlcglarlgobve pt deasin6l3°%6r moed yonmculerlpém ptdleast Tdp, even more
n : 4 o
partlctciﬂ(?ly%& %Q%%b hé#taésﬁ%ha\f?%?gig lrcregé %g g%)}f) Q ﬁn&aw&%g}%&ﬁn ratio
of annbndyrtBIAﬂmpeﬁot il@{barid W atalaaht é@%eb;s enteasil 5|0%, rpartigultady Ibg at least
0 pLide o in ti
60 /o, ﬁ:u%('% era}%t 6059n§|r}10rg n%:f:ulﬁrq%ﬁ B lr%%%o?g /; éa\’:/)ef'n %Hreapart%ularly
by at BeAstl80%, bubdspecidliyriyet ddastr& %0903 4a motur botcentrdt®n ratio of antibody
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aggregation of the A/ 3 nononers and/or oligonmers to
hi gh nol ecul ar polyneric fibrils by at |east 10% by
wartosasskl 20% by at | east 30% by at | east 40PGT/D§2008/007317
| east 50% particularly by at |east 60% particularly
to ABys; af 1: Hhst d@88hinetbbye aphmﬂauulh(leTbﬁuattCSdeeaassaW Hgticularly a

Ve r articul arl sl 00/ |aIIy
Y/mg‘i é@s 3 ‘56%75" "ég s el egﬁn concpent ra I|1lH02nl$r%§l? W
anBllnbmgyoft the Anfibadiex a&:oikﬁlﬁg amahebywamudneasi asﬂf(ﬂ%cnbyd :hbrem to

St 500 ti | arl b t 60% I
amylgEOginic* lhorhgic ardis Bliedmes S Bt oLl BBt form
(1-4)\eids D indibeont o fakie agdrygakiyn af mloﬁ(ﬁﬁénc%ﬁﬂor lmlligoxﬁ&}ixemhyilbidygemc

peptia%s( ﬁo%!g&?% eﬂ?l%?/?'l?rg]%/og 1la?ne%8;| i&.roggl? gﬁ%@%{oggpf ;ﬁg zllgogre%];tion of

amylbidb@dni@mbhonier(clatd/bY ofipdindrRgeptides Alssaibodiad ddcoidir! tb Yhespresent
thioflavin T (Th-T) quoresce% ay as descri bed den

inveniion Asp ¢apaples o ﬁaevsntwgb%q Sqing; eoforpafionaRh pRYIICG Blaques,

parti@8&8/ fhe Rehyidid tfhen (RYBNWhR g Reows 16l 8siridomeblinge @yra ¢Hange of
anyl oi dogeni ¢ npnonel 1 ¢ and/ or oligonmeric peptide

secomslary coppriation ard {o be et maorRyt 6f amylgidipleques sy hr@% of digeased
animhRRF BihiRN of the aggregation of nononelic and/or

ol i goneric anyl oi dogeni c peptides to h| h nol ecul ar

f i el aggregation; iphikisiqp oterntigl @aﬁﬁ aptiody 3pgay lpg énthg finveption may be

deterﬂglg{degf‘tahQ rkuﬁfiblé‘rmétﬂédj RAGDA Gn RO ARE R eRRH1O rbty density-gradient
ol 1 goneritc Eep des the anti bodi es’ according to

ultragpnirsfegation diel i 3a512S-B AGdsedimentape gralysingn fopreéqrmﬂi ggdient
| pl aques, particularly

and/&%gqa ﬁa‘rl r@frlrﬁ?lfg%i‘%ﬁy%/\%ygh is known to becone

i Neging bflndaoldynqmt cthamyenigdn wétesridanyantibedye patichlbrly @aneonaglonal

t.

antlbgg stéggee%%.{ %?%’l g?lftlﬂﬁggéng gﬂ.{ﬂioﬁﬁéﬁé%dl 1(%3{5 2&'11?12 d?' or functlonal
partsphﬂreoﬂ which ahtitiddg, epeni doedgubat@n p@htlngattly) att dhmolan vmuentmuon ratio
of b%?%?n g él)%gpn%w bb(yr }étlctuﬂx_rl& raq ra 1tot cbfo 9; 156] W prefonn%d high
molethlbr podyandricl dnmydeit Iﬂbnlsfom ifilaowead fbtynal tylbhe &EEgation of AB monomeric

and g PO Pt en B it 0 BB BR o Badl s’ org Rproellany a
least 38D @elerTRivke phﬂmeulbﬂy %ﬂtld:a@ﬂ 40 el acitl redducanihi Hathpomeric and/or

. particularly a nnn nal i body as described herein
olisoigk 31 GoRHY S PRAGIBAG! 7% 4k POSPER: PETEED ARy cSpeciy Ao
mondrhiéHet dn@dabligsthdrie febRdeR 0k ,cap/ablecdf daaparb@ding theseformed polymeric

co-i_ncubati on, partlcularl a nol ar concentr

fibrilf 97 FPTSAB AL 207 Py:atdont T30y Tdsist S FARLH-SArlY Pt least

40%,3rn5ﬁtphﬁlc%rl§-b Qpleﬂyt ALY %di@ﬁ’arﬁélﬂzh‘l}‘w £8Hs860%, but especially
neric anyloid fibrils or filanments formed by the

byatdﬁ’g%/@b/a?ﬂ@ﬁreof Aj S mononel i ¢ and/ or ol i goneric
et 5ds%émh@\/érﬁlg)dﬁﬁedte(ﬁsthe3gwelﬁﬁaﬁt el la@greYatRh infifbfion38nd the
more particularl | east 38, even nore particularly
dlsagstegpmpommlaémf aetiﬂwdyesqsmcégely,nara detemmnstliby dengitygradient
|
ultra%%%r%ﬁ%ﬁﬁl%}é ?%g)greﬁggg"gﬁbgu?)xgg Sg%l?la t;i/%d Afln?é!}@fs ond |*)‘ijefoned gradient.
anld/apothet spyorferdnbodapnit d€ ghe insentiapathk @ggifegation inhibition and the

dlsag%}ei% nfoqg}b af]gti tthF gg 0%%’8{ /E%gtl\peg% %Fééﬁét%ﬂ%fb%% l;)Jbt;f}iogltravin T (Th-T)
fluorbeargtas®9% particularly by at |east 40% nore

particularly by at |east 50% even nore particularly
by at | east 60% but especially

14



by at |l east 70% or nore. In a specific enbodi nent of

the invention, the aggregation inhibition and the
waoele@agsmeeygat i on potential of the anti body, PCT/US2008/007317

respectively, are determ ned by density-gradient

ul Tor arehre rspbeifjatanbodingdnt, othe chnlibody $9SrdgSio the invention is co-

: i ment ef adi ent .
incut3 {5} BT PEfsary PR s BROmBrie PR OBE Bt RiieplsTor 12 hours
to 3@gxgmeg§ﬁﬂnoﬁlanly1 Horbl 8 ihotrsaldd3d heursl magagpagailamn for 24 hours at a

meBLET o 59 TRFOPTLd e PARETY ¢1 BOVBEEARC 484 AP Fmore

partuammyh&msrpec:l fic enmbodi nent, the ant| body accordl ng to
the inventi nls cQi ncuba for h . .
eRATT A PRbanpy deﬁs‘dPrF Cghrd Bl R dfpopdgmps amyloid

fibrild 3r h@ﬂfeﬁtsti@pe%nhmosm Ré\r$ ht@%xﬁf)érb{mfdlff 3%8chours to 30

hours, nore particularly for 24 hours at a tenperature

of InfnesEahodisaant, the inyspEon fskates; toAnAntihody, PaEicyiagy asmenoclonal
antib8dy as&gdmgotbeuﬁafnwmha{nkmaﬁg &@Cmdcaom?t é®wawnt dnfiody or

co-incubation with preforned tg nol ecu lymeric
functigng] gards thersef, | whigh apgihodygvinds prefersaialhy faed f@erQP%ﬁr%eptlde
parti@larfy {1 ML ERLSLEICheptie 1-h 2880 es‘mqjé BERnerit r‘h‘i"nd/or oligomeric
Invéntion relates to an anti bod particul arl
amylpish pentida asomprisingoalypluselior of Mef1t4? mesomave mepades., > but shows a
C L exat [
s A A0 AT B A GO b AR Ol i
moncpn@fcepmtlﬂc elk42yaltdoese@ntl40y mo rlowding ¢o Mpmpmfenqmr pdptid¢ 47149 and,
upon LQ- ﬁ@uﬂmpﬁ) W hI rcH)%BEd ?%hémé‘lgc gp #rl%ldoﬁi)ﬁﬁg?orr'fﬁaments
and/or oligoneric any pepti de conprls ng a
formpd by ahé hggregatlAp $If AmZz onometi¢ ancbepolug!wm_mptidSH_owapaéple of
dlsagfil"legg%ttir? nt(&})' arelf rp mglanenf qgn s%rt %rrgglttsg%%gi%h% Ibg %gltg%s? I%%/f)é by at
least 0% baradl l&astsim% i mrticplanly Hyi atdeasgm% vhbremmmxmhirlycby at least 40%,

cvenliis IR Pab BolHer e Bty Faraap o7 f da Bpf ShEken mor

paruélﬂ&r[m@‘klmbhmaggregatl on of AJSJ-42 nononelic and/or
C i des i abl e. of, di sa atln th .

0 alarrals® B Penton rRisEaf o Bty e Jab R naf gryivody
accoi@hhgatb thfﬁﬁléntﬁ)%ﬁméludl?g aﬁ}eﬁl%gté/olﬁ% e@Mva:’lEnﬂaﬁﬁldeyZﬁ%nctlonal parts

particul ar y .at | east nmore part.i cul
therep adcytbods, BRATBEETRALY MG Jrasgmstc perile %6%50 B
ohgoﬁﬁeﬁecaxﬂydryp&mnaic béptiaks, GAY0shawsl aCVidNtafiAIE Raklkdr Bihdihg Yo AB

by 70% or nmore. In particular, the invention rel ates

monqraericrpeRHis bz;&wnd/,saa@ intermeriaipd bindingo ol BARAMSRIS AR - 42 andlor

esserffafiP ) Behdidy I @xﬂ %Bﬁ]'eﬁé‘ pepﬁdeudmg ARy J;}éﬁcéd RB@aki¥n with
equi val ent anti body or functi onal Aplarts her eof , which

prefoamed bighymelpedes m#m@cmxl%ﬁ fpritscor Ailamensn faraed &y esrgemreation
£ ABRY ntrdfheli otfiomeRlt pIATHRS i:CepRle O 49 ih§ the preformed
© 81-42 nﬂ;(? © g éllf‘IO\j‘g\B%mae Slﬁ)gst ant | ca Pﬂ ég‘ 1 g 1 It)re orme
polymmmﬁh@lmr |ﬁd.:anpfeapﬂ; perticular’Bby atileast 5§(n hyrﬂt é¢aﬁ’e b(?%u @dat least 20%,
} chiirly b
partlpdlzﬂ'gj %at 18as?§6“9 "ﬁ!r?o eﬁ% m;Pﬁ g'eog;attﬁ%es? /i ,4 vegf]fﬁctﬁ‘glij%lglrc] rly by at
least 56%4, bunebwcmdim byiat lgast 60%, by at least 70%, by at least 80% or more.
In one embodiment of the invention, an antibody is provided, particularly a
monoclonal antibody according to the invention including any functionally equivalent

antibody or functional parts thereof, which antibody binds preferentially to A3)4¢o monomeric
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preformed high nol ecul ar polyneric anyloid fibrils or
filaments fornmed by the aggregation of A/ 3i-42
womsedeet and/ or ol i goneric peptides i s capabPer/v$2008/007317
di saggregating the preforned polyneric fibrils or
peptide laadralsd 3o Agaud, Iotlgxbrm‘dcyaddy)r golynesis tpepides pyut ahowe a stibstantially

weah0Ba 8ol SRt 200 RN AL b iRt Bhigk S B8 onomeri
peptidarit4X hdisr ¢ssdiitiaBy nb Qﬁﬁdm@&%ﬁﬂhﬂbn(ﬁﬁe@ﬁm@hﬂq IMO aind upon co-

| east .60% 0% .at | %
incu08 BB HOHER S1OHE® PHYBHER B i TR b SRR formed by
the agERYAtIAGT AR M6ﬁ5n%ric)bnd/oﬁ6rlglﬁﬂdﬁﬁé§eptmtﬂokam&@ 604 @inperature

t0 the invention incl an cti Il ui val ent
of ST:frrBdiagn & Aisseseaetional 5 RrafEmeA ap P bgteric Apls pr Jﬂ?’}“fiﬁ%‘?/y at least
5%, lay rad%aatr ﬁ)‘wr@naﬂ @hﬂtyzob/p b§\ a@léuanml b Bﬁ%ﬁtdﬁ)%lﬂg' al 1843t 50%,
oneri c and yneric peptid

pamgq%@msbxa a%l%% s Dt marnwlawé B éF et 00 gnere bagtigulaity 8%@! jeast 70%
and R6MRL étQQn(;lax%n@é?ﬂ/af%n fatlo bf‘irﬁl'bﬂﬁdﬂo‘?{@g & lnﬂ]OrHihdtbQ at least 40%, by

nnnonellc eptide 1-42 and/or essentlallg br ndi n
at legsg 5Q%p.3p by hycat ﬂﬁ@ﬁ)‘tqo‘c’i’e particulerly byl atipash 62°6i metsarticyfrly by at

1eastvvs%j epéfﬁ,%f%lwlm 5935@1% %b%P ghmssaléalya&y&t%gt 85%-90% at a

I's or ament’s formed by t aggr egati on of
molar cqxz:eanmmmofainubQﬂy toWlgeornddil qgéplerr@l!@eﬁl by a thioffgyin E (Th-T)
f I a
ﬂuort@%%:gf?tpgs%g) g%ﬁwlﬁ?}gne%?og’la?l&b% F’l?l Prq f?ll énegg?ié& id t@@scﬂged in
Exarhpglest.4 B84 2.Bpelaw. | east 10% by at | east 20% by at

pbu g, 52 R, bR g

dlsa@eézgptxmo@npamﬂomicamﬂyyndygc foorrild arddametd9the anhhvdree accanrdiag to the

presegl,? f%{?ngﬁlp %gentc:;aq% ee%fS %%&%&nggvagé%ggg%{“&g 8@% i%lrmatdfgn 8? amyloid
plaqm mmmbaﬁslty ab ylleviation @ theGPhfptop@rassociatedrwith thy datask esds$ delay
rtl cularly by at |east 75% even nore
or reﬁ%f?%l EBT BPESYY™ at | east 80% but especially by at
| eASdorcﬁﬁchy,Qﬁ%sa\t fiathebd embodimentestt thet inOdhtioAttb rofide an antibody,

.antibody to A -42 of 0 as deternmned b hi
pactipylagy 7 Popasold 1 foheceding o, P tPg pa g ibody or
fmeildSﬁanxir&Vthé‘rle a(sﬁhscﬁ))eci héreiewhRR tanmgys @pable s€ dédd@ding fthe total

nples 1.4 and 4 bel ow. Th ou bot h t he
amonma HATAR 110,85 bragth ef aqYbiegtaPrBisy yai‘rr?!aﬁ‘i“}i’l’pl?‘ﬁteél"i?‘aé]ﬁoa human
suffetxihg%lﬂxli' aldiRagl SOGRERIBA kRl Wl iRtAQ@EinCerdRAlYRBF IAB in the
rils or filanments the antibodi es according to the
braihr esent i nvention are capabl e of preventing or slow ng

dopn a4 dikerf GhvBEhGR &F ﬂl@”ﬂlk/&it{anpirﬁgmd%‘h b%cﬁlﬁ@}d% If8noclonal
an alleviation of the synptons associa ed with

antibgflg e s ludipgdany @mcaynaélw ?%W@ﬂ%lalanﬁboqyt er M@P@%sﬁa@ﬁ% thereof as
descﬁﬁ&ﬂ{egélﬂ & ;M'owhéd aanf)5 %gbﬁ‘yf 'a?sm ti pkﬁﬁes thus decreasing
I nvention 'to provi e an a articu Iy
the mw:nmdbaxhai tbanltralbo@fya suljest, Lmrmgllaalyya ﬁrmunaloh@tl ¢Sp601ally a human
suffe g'f\éﬁ'{)aeﬁgﬁggrlélj %ﬁ&%ﬂ ﬁgéaiﬁtt%%l b)v%g% ugz‘?e%geqd a;%FkgjeQ?Jd i ¥he brain. An
antitddy raeeciling ©oh éhet otventicaminghidingf arxy :funcnondiley bqwayalent f angibody or
e B e B TR,y bR Yo, B
%, phrticiiledy byl acCleast 25| mbieqrartivulafly dyian leastSObx, & 1at least 40%, by at least
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In anot her enbodi nent of the invention an anti body,
particularly a nonocl onal anti body, including any

wo evvstis@anl |y equi val ent anti body or functi onaPCPER1088/007317
t hereof as described herein is provided, which

50% pyprirtidadatyy EySatdSzﬂ;&bD% ﬁefrtldilﬁ'ryugt atNeaspbsgLmsre puscularly by at least
y decreasing .t he I in the brain of ect,
75% ST THREA B sy et S0 RSB oy bt e S0
S Ulinf illli s3@tHef efibadifhleStCsrStBe MveRtiintart ammoaﬁs,ﬁﬁioataelgl aMnbhoclonal
an i nc‘r eased}p ue | oad in the [ ant i bod

antibgdy, ongiudpe; 3 Pﬂ%lm sayiyalent |aa%*?°21gq %rn;ﬁmfﬂ?ftaﬂ iRgHR | theeof as

descBHdI MeMift N§ pﬂﬂﬁdeaod'}hcﬁranﬁbm@t is Q;Bﬁiblepaf §<ﬁul§1hﬁh§9faques associated
decreases the plaque load in the brain at | east

with g gioduetign efithy wagunt zéph}ﬂuew the Biansef] %/Suavr‘ctapam@a%fﬂy »mgpmal, but
espeHB[}ﬁa Rathid Gitfedihg YroRYa @Jseals@&séonaﬁo/ﬁ af¥cidled vAdSIn i6l¥hse®Plaque
| east 50% particularly by at |east 60%
load p‘ar@lF curpigr | YAnpgntihody egeardigg oy the risventien jipelpdipg \anpfuggtionally
equivaf® Emtﬁ)%%@ oP ﬁﬁx@tl&m arhérb UL ALty th@énﬁtmtl ql}]lgsolﬂ? th®Yfain by
especi al Iy by st 85%90% In still anot
at leastrb® %i, perticulaly b}h et lpfm &bl mprepartignlarly by y‘t lepsi2D¥ec by at legst 30%,
t 0 | 0
by atalegg? '1@? . ?%g}letqlab% dﬁértl %lﬁ?’ona a@'ﬁ%()r }1?’3 : dél‘ri’dél fﬂ% at least 65%,
moredmstmuildylerd)ym teastry 5P/G emmotd@dmcuhxl}z hy anleadh 80%, bus especially by at
haﬁggquJ of solubilizing plaques associated with a
dhctlon of the amount of plaques in the brain of a
s ullo leG:Oﬂ)ﬁ updmtto@djthat ﬂhy ammayrm::brdutgjtb tisipeeitmhlcyn exibitrene, two
suf f Eron1 ﬁ? L condition associated with
or mar§ Of rsggcéé pr|8P ed'aﬁse cn d PHPHE V%mus Comilr?a%\nli i body
aCE®R' ekanpld, dntdne d:rﬁh(ﬁlﬁlherm nthenlﬁ’e:wdt irgy e Atiyn bumxtes cndbddies, but

equi val ent antib or .functjonal parts
cspefii o aroeknal SRBOTEY B PpPEATCLAT i e uletT agbegy pr fuption
paﬁsh@ex%f lrirﬂ{léh ﬁgﬁdb?}ﬁiey aby bﬁipel:lﬁa&fé 6)10/5%cti’mrlﬁlthﬁrﬂhla)z giélabllt Yoth an
at | east east at | east
aggr“ﬂat‘?‘éé%lll 159, Pr |%‘°U|W§LI%? ‘b)fhséggr%%@f‘ BopEY as de%medyherem

parti@drlyl Saived irlith atigltdegtRF torfiOifatithd] @erﬁﬁfvﬁt’yc ularly by at
| east 75% _even nore particul arl y at least 80%

esiBee gmbydigient, an pathkody gewrdipg 4o ‘ny fventiqn 39d a5 AGFL f‘EB‘Hem is

bi-spt&iBt of BBt upSE 8- MhtibR whithini AW B1dhbABriE AW/ or oligomeric
exhibit one, two or nore of the specific Propertles
Y

peptide davin etleas 39 patipulgrly plogast éémpwatainefr\%ar Frleask 3§ysiven more

partlélﬁargn &t BRPHOERIno bHE REBIENIn LNYSRShAR Rh@¥} ¢Bfomeric form
anti'bodi es, but especially nmonocl onal antibodies

comprisisigaiplngplisngf seishwonesnerici nepbdnsi bk |eanecialyitwiian/ARys, monomeric
s RGP B0 e Al R RO g i

polymeriadipriggand,om addition, t upon er-oypebatipn awitineir¢forseda high molecular

poly%lgrrs;’ agd {sjll%gfraﬁ)/r(i)l é)lP: e&é&énﬂ% ﬁ%ﬁecﬂgﬁ Hﬂa d%&ﬁe?é&&?bf ApB monomeric and/or
oligoanit qxepmdes havhg aehasttmypa:ryculdrly areasehfhovompatticularly at least 38,
evenﬁlgctplg ??{%%{lélg Cgtrslgag Ttngmtghglg Ire51 ol {éfalnr\r}(grgog%ea% ang/%r ofxgomenc form

comp}ﬁ;mgm: pledlity of wdid moaoméviSpepmidesybhi espadflﬁM)OABQlergmmiﬁrenc and/or

) i de. havi ast 30 rt| ularly at .| east 3
olschgPe PRl it P oboragsigptnaie B PR Bpy FRGH o lpments
alt Inl ;ﬁhatsdulafiocoaiﬁbﬁmlaﬁ wakthra@silddd Q‘lﬁ)nbmeﬁc am?mtgomeaa Gegtides and
ol 1 rIC onpri si ur 0 sai.d
preforad fghimo &é%tnpa ns&w@g%glaﬁlawr 5 ERIPeKfi¥gly.. takes place at
NONOMEeri c
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and/ or oligoneric peptide, inhibits the aggregati on of
the A/ 3 nononers to high nol ecular polyneric fibrils
w@pa@g/1sge2addi ti on, upon co-incubation w th prePOr/msm08/007317
hi gh nol ecul ar polynmeric anyloid fibrils or filanents
a mdlzﬁrdﬂiﬁcbnb'ytidd’lﬁtia@g fup gaitl i 1000,dHut Aépacialdy) an motar aofkletration ratio of

beooon 005 540 R Tty e ope e honapo BB G 0

paCt-iubaionyofadn hedtly 4CcoadihgGo @it BhvErftidnCGWiRls aiylodd monomeric

ond G RS PRI GTHERONIPT 54 PO IoGRuIouBmPHefity G g hours o

50 hods] mote paRIREREY | for ARCHRAks of bg%ﬁérbﬁr@Sp%b%ém 28SC and 40°C,
cap abl e of disa gregatlng the preforned pol yneric

pamflflfﬂlx picegyeen; 323 8 1jp5s PArEHIALlY, at 33 G ridieese ithsreonineypation

with %le&d grmm{éh%@@gﬁ& rp"%%%{yll&d #®Alsl F9RarAés is carried out
forlEre or med hi gh nol ecul art{) yneric anyloid fibrils or

iboassdo 86 ho¢r§§19gwlayl§|f9r 1 toﬁOg@grsaplgrqﬂnégularly for 24 hours
at a &Q{iﬁ%ﬁ 3 beReERDBET Hd 4P ParkichBRY of Biivebis BET Qﬂd 3’8°@t more
l'ar concentration rati 6° of between 1:10 and 1:1
paﬁlﬁiﬁ?dﬁ@@ﬁzﬁl y at a nolar concentration ratio of 1: 100
[ [ f . .
o R, B DOULEERL 8l S g o e v
and pegdescdbed hsremarnsr pmbbuof fisaggregating ths profos@ed palymeric fibrils or
Y, h kD) %
ﬁlanﬁg{st Cay eg{tf 0, }Jg l}gst %gﬁf Jg?eagp%dg&l’y atk%%}e?»%/ gat least 40/ , by
at Ie@BE%mhM@mﬂy byaat {6astiSew, ipgrtiohlaitby byvatdpasd Qi%amdremcularly by at

least%f/(h eV, tér% ggr?icul rl ah%ggl%st )(1&’3/6 r %?g m%&l?nf l?;f Atriga‘ép?s%-%&%
anipnl meohniboklnndns the ufvlehtmmprbsxdesa baspeméid omun effmtlvi 2antibody as

t.o 36.h artic for. 18 hour
desciid Rrc o BT & aRRPP P oty Biipdng s orsami, gpivalen
antlbeﬂy et AmetiondB Gaasn dhék&lm; wpﬁhtarglmé@r livhibits liet wpgEegabidfs of, AB
38C,, nore particular at n i.ment,
moninggic gl PIEOEGE PO MR 2 A i?ocfg?rtace@g?oﬁt gt o> more
partiédl&ly a1u€Bt 38)BvéndorR pafdrRtlarly BEidasheo emiho dckl Ieﬁa@dah@a @fonomeric

di sa ting the preforned ric fibri or )
and/ g, SUEARITIE O BOmPRNGE Sy olroolbmoporaens, Paydy opigwecially
Aﬁlg%no%nahnd/&ﬂﬁfgoﬁgx% pdpYides byl £ &bt 46090byhy least Sb%agirtlcularly by

500/% particul arl at |l east 55% particularl

at legsp §3%o, B190%, PaFiigudar a'?3t MAEAShT % e¥FndROTE @aglculm%bm%qest 80%, but
espedTRINE bpagrttlegsws@rdoy/o, byr Alord 8REmPHYA tHUhe S8PE&GIVR! dnYy1OM peptide
at least 75% 80% In one enbodi ment, the invention
mongypeyy ingabated Elbugﬁl‘e(@PW‘&) or bi-effective antibody as
deRCdehgthJaghé&it Nhe wehtl&%@'vidxs 3 HIRPRHALHAbI- éffgcmoshﬁbody as
i ncl udi ng any functionally equival ent antibody or
describpdchareinapariictlarly 2 Imaneeipnal aphbady ineindins @py ifemtionally equévalent
0 n i e
antlbgg% to?%ﬁhétﬁ)ﬂal hartsA{h% égg S?H%h &tlgé]cg{ g Qllt% g&gtegqeglggltty é%,AﬁMO
mOongrDere pmﬁdcscmraculgrbato IAéason@&,rlcamendmﬂ)ﬂ@ aydr toi soluble pglymeric
at .| : ' C | /
and/%rlolhggrﬁglfl(l: %&1@{&‘ #gg%p ¢0%§n§i31 82 g afltg|o§ fﬁ'ﬂf '@%Jg%o&xe@ig %eﬁ{des, but
showsDessenially noept bolgsmiroutto enmmtalckqssﬁqa&wmﬂfm lmrammsdbiidc:peptide

mon(%g%és(%l’egﬁl%&o rl % fpag tnls{jsgn;g g{A? ngﬁ ;)/Ag% Ryl -39, AB141, and/or

Aﬁlﬁaﬁdnoﬁmhapégudby at | east 75% even nore partl cularly
by at | east 80% but especially by at |east 85-90% or
nore as conpared to the respective anyloid peptide
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nmononers incubated in buffer (control). In one

enbodi nent, the invention provides a bi-specific or
whpeosfif@et i ve anti body as descri bed herein, PCT/US2008/007317

particularly a nonocl onal antibody including any

f uRch ispévifid ymbefimem| et indtitioh @elyteOko b raﬁﬁbadyais qeacrrtbed herein,

g O L R R
funcHoib0 FRitd theR6f) tWhikth almﬂ@d)all Gptt® 1660 fold, @aﬁﬂhl&iﬂ? 150 @o a0®fodd, more

b0, SR T SRRt bt oo

comPattd to MM AfBP;45TlA¢3?§g§1A§] £ OB ST, AFReanY chpable®f ddhibitiig, 04 titro and
pepti de nmononer sel ected fron1the(§%pup conS|st|ng of

in vijg, e aggrogaiuIRt plpidogepigmosgmeric ndl pligpmepcspoptides.

MORPBRL ERb&BRELI 8 bilsPecdics BEBI-difeeti dTRAMOAR RS provitRd as described
invention relates to an anti body as descri bed herein,

herepi pertieylpry p gnososa @nbbsly tegledingeny funetianally gauirajent antibody or
functlb‘ﬁh@ bbr%nlﬁuebff QALL ARy tfi'tﬂfs'pbé?g¥nt9arl fidl WBU; QR onRAE heptide and
t her eof, whi ¢h anti body | to 106 3
also ﬁarwwl aligonesig 4rz§Vorom>lm¢rw pmndes pimttshew & Subspptially weaker
[
pindil P hopshl i BEARR S thaSTha Pl BEAR, i iohigac epic
1- 42Aqn§(or 88 ntighky\ no, bmdmg 8y AB4gonpmgric ;ppgbjeel Te40 anghy iupq)xt ccn'glzcubation
w1thI RB vi tr{n&mﬂﬂ:ﬁ aﬂd%l’ o8 orhg% @aygidg 9811 M) %ow?xr aquleﬁlpgl%%glo? 37°C
1C and/or ol 6oner| one
mhllatstth@l aggwmapom obthesfp@ moﬁaomers and/br elegq‘nm:st tovkighmidlérotly polymeric
ﬁbnps OVI ?eagaﬁa/s bﬁ/t geal%fbl%d ugfleerl]St 28‘90 {) %tﬂ%%:f %%‘%halfyyat least 30%, by at
leaste4:{l% \Aﬁyl zﬁrléasa Iﬂ)%bpa‘iyadarl)f bynatt lleamn élS%p aartisulathe be @f Jeasthised) more

d tial | '
part iy BE YRR 474D o b S0 5o et ant By B f 1:100 and
by apl@hsy 6%} by fregist ZII% bybilﬂ leaQBOV@ batsledss 1@} byedtllgasvEOak earticularly

no I|c tide 1-2
by of Jeagh Qe R R Ao S T BIaED (A te b7 g R more
part1€§l§ﬂﬁ by ad least BOY Pbu esmlanyaby\htsemwmwat raemlamna&mﬁaon ratio
n co-i cubatl n with 6&

0 I|c /0
of aBPP‘?fdnE’r "E1pept il PR UpAR KGUR bagiors wlnp nBelosT b g molecular
poly?n%ﬁ‘c bioR fiBrilk Bfi‘ﬁﬁﬁﬁfl@ Jévririca®y @fe Jg%ﬂtgét/lcﬁl SABI NP monomeric and/or
[or oligoners to high nol ecul ar ynmeric fibrils
ohgwrm Peplids for, haygs gfta tegwamm% 3655'0 %?EHIFSelasat disqggregpjon of the
pref@ﬁneh %%ﬁne%é(yﬁbrm’ olahldn?e‘ﬁgst b}sg%baﬁlio%t atl £8ar 48BenB¥ticH ratio of

| east 50% particul arl at least 55% particularly
antlhs)ylyaq ABeasf 1gang by at fﬁa?tt?io%‘wtairmylabgpnafntraéa@, fatipgufyangipody to
a t 4
A‘Blf: %(ﬁ%n%o E§t ailﬁ‘%fe ggtrh :[L%%}gaq ?‘Tﬂ 'lé)ggtqgregc%nta‘%s%hy, garﬁ)éularly a
thioflavirsT (B9 ¥) flwgreseent agseytas 4€B%Ib¢§1ym &xamplgsi. 430@@ 4 below.
pa t r t I
hrg%ﬂrleg 4 01 é/ bohfﬂﬁg tﬁg %f | gtggxlt l'e%%ﬁa{o &n QthB%tdg a5 Rbcribed
herepa pantlcmjhlay hyndnyclanalIaaalmdysmﬂradmglanyeﬁlpemmlly yqtbyalatt antibody or
functlo t rgg Z\(vg]ch aﬂgl?od?f his 21 161‘1% S r?snﬁ it r%% u%ng oid O%eptlde ABr.
40 an\zl/llst dfapp)lslebf)dem&iﬂmb Mumhxbluﬂlgbmpﬁlayl%r pm:lymmyct amyﬂmd peptides in a
brils_.or f men| t he regat i
concepiuen 25 5P ORI gbePPEnaRte d greeng s e and
0.01 hlgl,lhﬁaréibar&cdlaﬁspbét@bw €.1qdg and ©.0lesg)Ibus edpacially in a concentration of
di saggregation of the preformed polyneric fibrils or
00148 aments by at |east 10%at a nol ar concentration
rati o of
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antibody to Ai-42 of 1:100 and by at |east 20% at a
nmol ar concentration ratio of antibody to A/ 3i 42 of
wa 2m8/1a®2tdet erm ned by a thioflavin T (Th-T) PCT/US2008/007317

fluorescent assay, particularly a thio flavin T (Th-T)
fl norcmscaﬂbocﬁmenay ths ifemdon hedvides B aamibedy lasd desadbd. Aerein,
bel gw. I n an ci fic.enmbodi nen [

pari3gpdy o, oo er Dy eABE RSl peduaTett | body or

funcpiguidl ipaitd Gietenf, avHTEH afibRan hadbdenraidyd agagst distgramplecular antigenic
functionally equival ent  anti body. or functi on parts

consyTHEl QBIPrISiE AR ATEFRICHSEYISHERECSPORLIGR A AP i siemGp pf the B-

amyloid peptidel A /PP hcATieAwith Biyddphdbic ?ﬂﬁﬂ@d Qc18fm6ieﬁ&9h}h6@m said
AJSM? sol ubl e ol i goners, and/ or pol yneric anyl oi

hydsgBataBgielsris sotalentioad o foriut le@léfnanﬁgmn% figid such as, for

exarpiE {1l 6ikd Gahy other fiiGPIRGRIMT Rid AAntiAd&8d Slaldpak WBIeQ)f 56rv1ng as
ng and 0.01 ng, nore particularly between 0.1 ng

a lingergnolggyle. hyt especial ly in a concentration of O. 01

NOThE 2Bf6odsTRREH ma%to the Save RN AAL Bs Ql%gb\‘fbg@%e% particularly a
ant i body as described herein, particular

mongAesR) Ay MBS, 2 AVS G ey YosARE PEbR gr fanctional parts
ther&ﬂ%c\ﬁ%g%yan@Bgl'dp%dayco%forfnup&hl ﬂg@be parts thereof, which

anti b een ral sed agal nst a supranol ecul ar
anld g@mnebOdm rtlsmmvcnswprwlstpﬁ@ aathnhalg sariablqyepion gghibiting an

amlrfooz{cﬁc??égﬁé}gh trﬂiﬁétls%%] e@fﬁa/“ 1%, 384 gg%\‘jmbl%,cﬁvﬁ %M‘ 8'93/ bB-94%, 95%,
96%p 817%; P38% 0&(919% identeck] wsthe abrmenden givan dn Sﬁ@r I@)N@oﬂc or a functional

' I
part gi%:reﬁotf%ginﬁgg g#ﬁgstt 0¥1? (P%H%qu%la? "f]e%F} t(v%r {HOPCUSaI{lJ;Ulﬁ‘W;e}rI%t 3 of

he or" an
the light tletn @D&mhamngdlecbodypemfderseqmcei SE@HDMQS E-d[baﬂnit espetially all

er vi as .a.li r. mol ecul e. _The antibody according
0 \ﬁ?ggﬁdﬁeg}ﬁrlngﬁmgl%ngévo rggllpflsoed herein, particularly
a Imoacimitaimeant the atyntiorclelattisng adryvyf ¢hadt vaiablel rggion exhibiting

e T

95%0196% 0Kl 9geN by 9PNieidemiantd aie afeqﬁéilbﬁﬁgitv@n én ISEGhID @d @i 8, or a
ﬁmc\(lgxgalé g)%t %@%‘qulchg%gg(lg%% telgsg éa 3)63{911@% kg%s tv% g&%&@?ﬁaﬂy at
1east9358/ﬁ th@ ffa%vy%% (9181% ﬁﬁvanQﬁie |pd%§ptf‘d@|sec§1@n§e|§ SECLID BITRE $2-14, but

en_ in or a_functional part thereof

espeee%ﬂl §% eH’tbe‘i"’:é’Qé’E ﬂ’GHé‘*‘%ﬁPP&WP%‘F%‘O’é& | east two,

MOEEIRAT tHeCihétiod rBlatds€BSdn antody, h%lrhd:lﬂi}ly & hbibcfdaARS antibody
havi ng t he poI ypepti de sequences SEQ | D NGs: 9-11, but

inclydipgernafungtionally empyalermmibedy emivppianal pagts ihereof according to the

pres&{tqr{&émbk ah& 3k QfaScribed HRREn %ﬁf@{éﬂi ea%@tanuscnﬁr éJﬂrY&BEd erlght chain
relates to a heavy chain variab S%%lon exhi'biting

variaghig maa@ Pﬁn@é@ﬂ;@n@emp tagid sp@lea@/&hasa 78 Bofyo, éé‘% 8@@,0/%9%, 90%,
91%985{?t ik 94%2,04?5 §8/% §75%0989p8p 99%%9em?c7a%o tﬁ@? 'ﬂ%l%nc%g g/Pven in SEQ

to t Seq uences gl ven
ID NQik tor e Aerictipeal maltt hl@tr@xffcommmg & lpa}t ame Ipetalsuladh et least two more

p B LAY 0k gl TR RERAIH L Ll 6861 o
9-11s bajiespeciadly SEQDRD cnibsddetidn lhﬂ:;r riatmral é@p@ﬁﬂoeﬁ fegiond.| CDRs
enPel%g edthlenmgpn 1'0{1 rgfjl&%rt% an ar%%%\(%g, r{icequlrpyng' monoclonal antibody

including any functionally equivalent antibody or functional parts thereof according to the

present invention and as described herein wherein said antibody comprises a heavy chain
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Further, the invention relates to an anti body,
particularly a nonocl onal anti body including any
wo ewvstise@nanl | y equi val ent anti body or functi onaPCPER1088/007317
t hereof according to the present invention and as
vam:lﬂesdwmhedxllnbnmg An ahéroedcitl squdhcaiat bcxd%, 869 BT %e88%, 89%, 90%,

ol o R R0 R QT2 D0, SR SR Sl s

ID N2, 093%m<916%1 paf %her&F%pmPriSing 98%asd bn@ %%tic?laﬂy laCRhst }h@o more

the sequences_qgiven in SEQID NOQ 7., or a ncti ona
partigaEy BT Of Qi ierey Aty CTIRS A2t ngithe PpPeRdE e ey SEQ 1D
NOs: 294, Kdt\@speﬁiﬁllﬁaID@DRs @hhibadde irftheir @@g#al ﬁaﬁéwbﬂk&egxbx&ht

chai n CDRs haV| n e pol ypept| de s tgﬁ)gnces SE

Nokn one gmbodiggat, g?p‘élf‘f“é‘l"? A laes topran ¥dpRItCY ‘ﬁly{ ﬁé‘?qn"donal
antllﬂﬂ?' Yhchdihg m&%nﬁﬁ)g bqiNalent HAtHA8Y or FutidrAY Pats! tRéteof according

ates to an anti body, particularly a_nongcl onal

to thenpressad ynveREeuaichas depgribednarsiBnuheroinesgisl oatibedy comprises a light
chaiffhd PRENy @haih VMHI@MauPé&ﬁlﬁnﬁm é:r‘ﬁflo 368 UHeRS thA id é"ﬁ 86%,

present invention and as described herein wherein sai d

87%aB8¥oh 8%, 2BpH %62 Y0 Fla 99 %c RfiorR6sh.i B, & BbopmIe identical to the
s Bi Vel e # e
sequg?%%s Eg@% W%’S‘%Iﬁg 07 ﬁ?{y%%(gg%)w %b/gxteb%g}gﬁo%a% t6% con;;pnsmg
part 38 %lothe 499%yi ahdnthe duht ¢lwint FPRs dyvimea dhs poliypentide se@Emes [SEQ ID
Nos§% 148, or a functional part thereof conprising at
éast one, particularly at |east two, nore
pafThe doneatidry figthek eclates & of morvelonalaantibodia iine @DIRs atpa finagonally

equlvzli]entpantﬁ%ﬁgwp q%?f%ﬂgl’ie?rq%g dtg§§% r\;%ﬁ{l}'% tlb%é urtéalpm’gs a polypeptide

sequenaendepizidd in eSEQ IR NO:1V andéoreSHQ D M. Theeinyenien furdrer relates to

rel a t art cul.ar | nonoc
the ynqleial AR ATk RARY niet hEpueptadseibaRE: 88 D Nos: 7-8.
antAllstdanﬁi’sed bnahé present ﬁh&fehﬁod hedneafiibadyc tlfechquenbo of vhich has
ese i nvention.,and as n, wher.ei.n
beerDA Rl B e PG, BT Sleoh M o RhEyery at feast 3
or nédi@licBnaéaati b biebsHRIBRin€X Hebietidhgesadst SO D WOsd7-8, such that the
sequence that is 85% b&?% 87/% 88% 89% 90% 91%
antlwessgg%nygﬁ%ta%%ﬂé ctpality989 or 99% i dentical to

t hgn SRALBDERMest E vieticrEratdd tHIQ@ peptidd tra@ibdit! doni¥eking the light
or_a functional part thereof conprising part or

al |
chaip DR b a4 givando (5L P §¥P:9 ardion tiehoin{gDRR@s given in SEQ ID

NO: ﬁ’@hﬁ(@@r&h&ﬁ tSRAH SESasPen ilPsRQED No:d4.  The invention
further relfates to a nonocl onal anti body including any

f ufie encoprabadjment the, iventiongplaiep iy peptide frgmepheampsigigsthe heavy
chaih TS €0Ls YRLS h téﬁkg'lbqﬁiéé 1‘2%%& %%She%vyeﬁa\{&@ﬁﬂzdfs given in SEQ ID

sequence deplc 7 and/ or -
NO: 83 affther thﬁb@Wlemnﬁm3rﬁérgl‘ieelﬂa$E@ IDNQ:he rmnocl onal
d [ [
S0t Y St w0t L AnpSliRSRY i SRR o o
NOanentl on is an ant| body t he sequence of Whl ch has
ge?nogel %n?l%oeclgxngr}{ t}I} R \FSeanr Iglé{ll e@f thg Pélﬁt c%Q§ %ﬁﬁf%&n%l%rﬂnl Q’EQ ID
NO: ¢01nser vative substi t utions | nt o t he sequences of SEQ

at. th 0 ) ]
rraph?%ﬁ ?{gbq%}rger# Eliléi lnf/(bnﬁlg{‘l o at %ott)ge ﬂ }ht X ﬁlélr&el?g aé’ glyen 1n SEQ ID
NO:dtthe invention relates to a peptide fragment conprising
the 1ight
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chain CDRI as given in SEQ ID NO 9 and/or the |ight
chain CDR2 as given in SEQ ID NO 10 and/or the light
w@b@snsaebR3 as given in SEQ ID NO 11. |In one PCT/US2008/007317
enbodi nent the invention relates to a peptide fragnment
C O MponeSénit@dinient firamyentibidieltdsPRthedawi otath CDR B&SxivEh NSEQ ID
}Kyié and/ or the heavy chain CDR2 as given in SEQ | D NO
and/ or the heavy chain CDR3 as given in SEQ I D NO
14In ot MDD tHe TRVEhtibR14td3 6 tHel HRBvyl Hadi €BRE @s Eiven in SEQ ID
ight chain CDR as given in SEQID NG 9. In one
NOé?r‘oodlment the invention relates to the |ight chain
CDRZomSentodfiient the Sfentiéh Alfdtestd thelH2a3NéhaBIOORB A® Biver HESEQ ID
|nvent|on relates to the light chain CDR3 as given in
QIDNO1 1.In one enbodi nent the invention rel ates
t o1 B ORDAM&RahS ifvBifionaglatts Y@E‘ pbl@nmtlhpc%négg hicleotide
one enbodi ment the invention relatés to the heavy
sequengsi epcotipg aglighyichain variabbEGgian eybibiting am amine asith sRaupRast that is
8% *8%% LA tsB‘? sb%, 3Hs 18, oh b@%vwz,h 950}, Gk¥23 085, GRYLEr 99%
SEQ | > “I'n” one’ enbodi ment, the invention
ldenrlealm the smleacq@cglxmun ISEQ IINO¢ Gngyrd @!nntgonal partthexspf epmprising at
u i.ab ' : .
leastZ()g(-g:!},i %{P‘ﬁ&ﬂa@f} Q%a@tgtw% Jn rtfcnﬁi'rlg aYﬁE%%gatdfﬁ}éJ IZ%J%QH%% %DRS having

an am no’ aCI sequence t
the m%epse@/@mms S8 I N@s: 97’_1% b@3epeally ald SRR soG8kedded/in their
nam.ﬁ%)/ﬁa?ﬁe“%%%r %qgrgtl Co%e %n?bod %,eﬂlgeg?&%ogl r\éf?ig:sl @ SFleuQ:leotide
. , Or aTunctiona here conpri sing
combnsisg a oudeotide Betquemdea:nd:cyinga heaww thainwariabisregion exhibiting an amino

| h@hg och 0
o4 3, 85t SO, DA 004, SEEBE98 o0

97%698%£d>ra99°/§( 1@|nhcdl§lﬂR$heesl¥hﬁaﬂdmgliv¢‘n inh§@ IDalNQr 8] or a functional part

mewar.k regions.In o nt, the in tio
thergcl ARG 25 AP T OB U FIc FHY® £ HLRRbef [ast 3 of the
hea\§aURCPRERHASH thg palype@idy sedidhdes\SBQ HPINOst €214 but especially all
exhlbl%ggg an ani o aC|d seguence that is 85% 86%
T igrsHe

CDEgpppbed N$304 94% 95% 96% 97%

98% @ﬁe &%@dhﬂﬁmtm@ aiveﬁtmntrblates GO 1€dtide eomﬁnsﬁEgQ hZleotide
of a functj onal part thereo onpr|S|

Seqqee%?stensqf’éng i APERAGH, | RTigularagt mangCIoRt aniibody including any
funcﬂaﬁélly(éq{lﬁﬁlleﬂt aAatibddstfurtti6hal EHIQS ﬂB@l@Mﬁ’a}c@Bﬁh% 16 RSprB¥i iRdention

t he polypept|de sequences but

and @8 flesgribed \hegqin whopen éﬁ‘Be‘tP&B%dy FOTPPiSES anHghirchpin variable domain

exhlfnfnﬁgﬁﬁ\@ﬁﬁ&mra%ﬁi éé&&encé haPRQs8TBOAI §RA884, 13994, 9@%”91%”92%, 93%,
relates to a ynucleotlde conprisi ng a nucl eotid

94%s 88the AEe, TMeoth/ngr 8370 adantipal dy theprgauaneesl giygninSEQ ID NO 7,0ra
functiBhH? 3)!1{? rﬂl?e're(ﬁr&) H lalnﬁ%ét' Qhé] q)aﬂg%ﬁa;lg%? iéam@'o' XI]QI'C particularly at

equi val ent ant | y or function rts thereo
leastad ©b ithi nght chain @Ipsr bayang thprppéﬂppptgh sequences SEQ ID NOs: 9-11, but

especially all CDRs embedded in their natural framework regions.

In one embodiment, the invention relates to a polynucleotide comprising a nucleotide
sequence encoding an antibody, particularly a monoclonal antibody including any
functionally equivalent antibody or functional parts thereof according to the present invention
and as described herein wherein said antibody comprises a heavy chain variable domain
exhibiting an amino acid sequence that is 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% or 99% identical to the sequences given in SEQ ID NO: 8, or a
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and as descri bed herein wherein said anti body

conprises a light chain variable domain exhibiting an
wapimos@ei d sequence that is 85% 86% 87% 83PGT/BSHNS/007317

90% 91% 92% 93% 94% 95% 96% 97% 98% or 99%
functidedl tpattaherédd colnprisiag deleas ongi pattivulaily QEQRabtOwWNOmore, pasticudarly at

teas, B ficteapy §ain CPRE b pe % TRbywep s Frusararyd I N dp-1a. bue
espedially all ORI dﬁhfed&dﬂah ﬂleﬁ%rﬂmm&@ofﬂleglbﬂé ypept i de

uences, SEQ ut especially all
ng‘ea’bee?in*?‘ﬁl“??ﬂén *.he HH’F&?‘HH re’@feaﬁ%mﬁmwégq"&ﬁ §°mpﬂ51%@ nucleotide

seq&H&OCHnmnﬁg dohantiboBENt pRticul flyatae mdrdcRnflO layiibidly € dichditng  any
nprising a nucl eoti de sequence encodi ng an anti body,

ﬁmcaamlﬁyeawé(ﬂept aptiReryoRn fgpetional perth iasrof shepidineng thgRresent invention

and fal RICSBBR heXine FHErRl QR atibbl @YipHes falifgh 'cﬁﬁﬂ'an@éhf héavy chain
t hereof according to the present invention

and
varighie; demaja @xbitiag An amanocicid ssqrence thet isddye, éérﬁaﬁ?%e&“ya 89%, 90%,

91%4) 9%y 994, 894*%,%)@% 9@%6971/9 MRoNo A RichtidaBiodfe &gu e£ibéh SEQ ID
sequence IS 85% 86% 87% 88% 89% % 91%

NO:ghand e:ﬁ%Q BA%O 9y adengtionat gart diggsadcompoising) det light Fhaig and the
a ctional
hea‘é&? ég}ﬁ%ﬁagée%n@qfnglace&?% DO par télblt[:a ularly at

| easanqﬂm emh@denq@apf itheuinggritipn.aa pbleratgtleoyd@ﬁs pWeldheavgapnsmg a
Y,
nuc R R, BRAARE N5 B KSR, BEOHERG SR bl i,

paniaalatly alnuf:lmmrb\mqlhcnce gmqodslg tlhmmomlcmaba;rmbném havinghthe polypeptide

S ol ynucl eot | )
SequenceIseot e@égzgné‘épaerﬁﬁ@ %ese an‘fle(gnd% /" uﬁgrét r&gcusEa? IH)? NOs:
15- 1& nmonocl onal anti body i ncI ud| ng any funct| onal |y

|.ent bod f t
RS B ing Y eflmeclRTE A onBe Rk PrEfes pagpr swngent
cond‘i&dirﬁl t6 a wheletida sequietcessntodingithe e@ApPElosad antibodly Gating thai Ipﬁlypeptlde

and h arlable do in.exhjhitin n
S SRS BONGRSE, Y3500 S0 o Wi
und&:h%nggﬂ%bncﬂﬁ(%s 18 Atioledifads seﬂ@@(ﬂcem@ JIK) &%SOIISQQ%

identical to the se ences QHIDNO 7ac¥i

SE) PBURIRS @Osigon 32 O TEo3 P PO ATE 51 g further

embbﬂhﬁleht Pokitieh 3D A8k & hﬁoaﬁa\sun&h 3t ByEIRS rddadie N QM8 Sarticularly
E ggeptl de, sequences SEQ I D NGs: 9-14. In another
POS1Heg

isieerBteide reSWe) nvention, a pol ynucl eotide is

Pr @y b deekifOBRbbJMBS: FheG4Ri0h ir6l8te$ &F1H DRIRBcIBANCHL DSy M6luding
antlbodY according fo the invention as descri bed
Yo

any Hapcsionallyb equiysdent i angibedyl gr funstienad gerty dhaseqfuwhick antibody has the
chardl 'cgy pgptﬁzs BPAP&AHREY S%@ﬁﬁéeg%%)shybﬂd/drﬁ‘egcetllhﬁle EJ1A9, deposited on

pol ype e sequences I'n particul a
Mayt%ﬁeé@@id@mldemsutd@n@erqlawo@@cwé SEQ I D NOs: 15-16.

@ﬁaq‘hi%r g gl zes %lrategtté)glﬁ%g%&%gné%? d%ﬁmﬁlﬁﬂ]\élaq?ﬂmmonany
ekt e ustionsl qoiohergot predsdcul bykaidosmat botise EJIAS,
depos%crati Nﬂ[ahQS %'03}% glV? ?p%glgglﬂﬁl?e‘? D% é@zwgh% 8. In

onn I'S provi
hy I pattiadar, tmdesrenebﬂ alsg) eakdtesctoradi AR c:pmapt whithdiielstto d@sonoclonal

. S
antﬂ%%gglfelcq% Ia%ﬁ@ch%%%gﬂubvgﬁegh Sa}xg}ébo ody 8r gun girohellpos ttfxereof which

antibddfythA€been raised against a supramolecular antigenic construct comprising an antigenic

peptide corresponding to the amino acid sequence of the 3-amyloid peptide, AB;..15, modified
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enbodi nent, position 52 may be a tyrosine, serine, or
cysteine residue. Mdre particularly position 52 is a
w@yasasdel resi due. In a specific enbodi nent, tPET/US2008/007317
invention relates to a nonocl onal anti body i ncl uding
withahydréphobici pakalticyadid| umoietieg nivhersini daodl yiydrophidbicc tno&m;ahs covalently
ts thereof i ch antibody. has, t he_characte
boufi i Saebi Enigys (PR PUBS g IEBA D" RYERP 0 RERE SF 20y other
suitdble1&mind 18R, ol p@s | dcRbaralbgvi¢apble cﬁ%?vﬂg’lds @ilinkér molecule. The

. deposit number DSM ACC2844 arti ar, the .
invefeRh eﬁm o e 4 S oRsr R i taﬁff? Bageleme peithody ACT-24-
Ab-gany functionally equival ent antibody or functional
parts thereof produced by hybridoma cel] |ine EJ1A9,
defbone eembadimens Bhs invention siclatesi {Podn dapibedy. #iudsFibessberein,
paﬁ@@%?% mdddcRAI laﬁt‘rﬂo@g intI0@ink nM‘S'mflh{éﬂoﬁdll%() equiVaérR SadtiBody or
an Al 3 epitope inds to nonocl onal anti body
functigpgl waﬁﬁgleffﬁg whigleantiady bldee@uM HloBpRenhPenbiges haying at least 10,
particHRAY 'apﬁé’ét 203h62 phARLRAY at 184\ 86, Bh kPRI Yarh@darRER Teast 40 amino
rai sed agai nst a suprandl ecul ar’ antigenic construct
acidgigsipitdss hkioralie sahiblegprlymeniepmylgid peaptidessermpsising 2 pluraliy of said
f. ot | Qi
amy?o% ﬁ%n?ﬁ%lg V\Pﬁﬂ{dﬁp g:?d/(ghtg bap@l(%g lfi%]g%élog fg)cr:il?sgﬁxh% Srané%\a prh\rahty of
sald\mb'rrrmnn psptidgs hytohsmm te andiet2yménomsoy aketive|apd polyrgrie goluble

1 L r .
A6 G50 SSApAR, 4 BLOUAD AOAT RRAAELT, Bestnd, b fibis or fibers
mcomnratmgaacplulrahtyatfwglsﬂa)ocbapabl reptdessardshnys assentidliymogrinding to AS
ecul The. | ates to the Ab
m°“°mef“’ peé tides Baving ‘qu?wergﬁf{e"y‘{n%"ﬁ%{;ef‘é‘ﬁ%r anti body ACl - 24-
AbIrBond specifie embbdigiene itiie mbmltlbmvﬂatbs o aitihdbdysad desanibed herein,
a body, as d crlb arti r
pardHE o A RO SERPOER PERRg 4ty sfighty Fafyptent andbody or
funceightl \paheﬂiereaf)twtbﬂdgmtmbd)f biRds toom;a knopaméﬁc pépeidehavinghdt ddast 30,
anti bod inds  to Srmno eptides hayvjng,at . .
every B bt Rty 1620 40 Py iR Rl B R spblerHGmie pmyloid
peptitles k&ﬂﬁﬂisn?)a pRY2ify 60421 ﬂﬂilblﬁ&hﬁr@iﬂeﬁc peptideaghd/éoamyisid fibers
aC| d. resi dues, nd/or {)%‘? bl e polérrerl c a

i d
or ffhE{, In9EEOTERG % BPFRYOR0 YPIPriGPeRYde RS Gy to an Afin

monBRRAHehddd 8 | pdBinedadédhiblé m@rﬁyﬂnmea dontpRikimgOF plirlity| & B4
i ncarporating a@gl urality of said polyneric g,e pti des

mongerie HERides | ang A8 fibmilsaoxsifibers Ancaspsaing & plwplityaef said) polymeric

peptﬂﬁg Mﬂﬂo@vs%@eﬂ@él@ 1 b3 dREPh LR ot é)%?ﬁkgz g-a.urality
Si -42 nononel i c peptides and A ibrils or

f | bempthfaﬁ épﬁcg’meamhodgn@t pf the dnvieptjonp pn gutihedy dy prREidpdas described
herellf %Llltigﬁlﬁﬂ Q%Iﬁbﬁﬂﬁ aﬁﬁﬁ&f}ud@h& % B an@t%rﬁﬁy %Quleélght antibody or

pepti des having 8 evier am no
functienal gads thetent, oyhechsansibpdy bmésmbow mn@memmeentldq éﬁlt2| apgl polymeric

I
solu%lgrﬁﬁ ggﬁt}dg]s @51155}[;”0%#) ?ona ?%E)Jgg-)ﬁ/ ) ncﬁ{n% O&Rtldes and AQ fibrils or
fibefsunatrpaatalg %yplsqadni'twaif ard pcaymmmpgptldcs buinshbive raadubspamakly weaker
.t her whi ch 0 bi nds to Ab nononelic peptides
bmdﬁléltp%gjrg?nqr%eg’gtp%@@eblegyen nore particularly at |east 40
amimnancdieir dpacdRi ahbedimann df te inventsal, ai batitpdly ymmovxded as described

nereor el RGP oAbt e P, BnkiyRly e gnibody or

functional parts thereof, which antibody binds to A8 monomeric peptide 1-42 and polymeric
soluble AB peptides comprising a plurality of AB;4; monomeric peptides and A@ fibrils or
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or fibrils incorporating a plurality of said polyneric
pepti des but especially to an A Si-42 nononelic
weepsitse2and pol yneric sol ubl e Aj S pepti des coP@F/USt008007317
a plurality of / 1 2 nononelic peptides and A S
fibefsi Lbdidrb(&al(ﬁ{g 4 phaedlisy bﬁﬁ‘a@d p@yﬂbﬂld’lgep&déﬂ baeshoivy aOdubstanitidlly weaker

) i C tides, t ows e entj.a bi ndi n .
bindfg e B RCCPeREE Tl apd Saontally mediag t%%@amowegc peptide
17-g9bodi ment of the invention, an antibody is provided

as _descri bed herejn partlcularly a nonocl gna

ant® FBEPUIaRC G RgOdhyPartHar o ARPRpelogsl gaifbedy according to. the
invedfibn, BRaa uggbarfy%ﬁétioﬁﬁ‘lw equValent &h%@;osr fu\‘l&idﬁbl @msmk@ax binds to

bi nds to nmonomel i ¢ peptide 1-42 and po
AB1A) mpmanesis peptistc; agd PolyBieHE salpblg Aé? Rsplides ICP’F’QH%Wg N"B}ah%‘f ABI-

42 HORRGERL fe {)ﬁ)@e@ta'ndeﬁﬁ fi0M1s A Fibkistihidrsoriing & BRIty of said polymerlc
i ncorporating a urallté of said polymeric peptides

eptisigs, BHPhawS asaubsﬂiramly areaker hinding tdiARdmapemesicapaptide 1-28 and/or
esseﬁf?ﬁ% ﬂ)lﬁdlﬂ %) ABEmdriohtric Ip@pt?&oﬁhzﬁf and® sigbfl 'cG-u?c'ﬁBchHnr@l'ﬂ{ A4

I nve t|on an antibody Is rov as describ
monemes and/preligomeria meptide, nﬁmfélthmwgrwatwlbgﬁweuﬁmmmgs to high

y equi val ent anti body or functiona
ngQEMu%H %bggﬁhkmhlch anti body binds to Ab nononelic

pe[blt Dlmteenlboﬂﬁnam,dhp aitibody,ipertisolad laengijoslopamintibiety according to the

invegﬁgip k%ﬁlfj J%ra% %@Lﬂéyeq% vaéﬁmt'S lmtfbg' E;f,D ngxgﬁe(}daF g:f}?sp&lérgfts inhibits

rsincorpora
the sggregatiad yftke A m@mnmand/dn @ilg@hﬁ‘ﬂ\m hxgh uhﬁctcaht pallyinync fibrils by

er . bi ndi § nellc tid - a 0
ot 14§30 b ook Ry RO SRR g Aok bl ey o, e
partictilafl@ by iaCl¢ha 160%d, Becnandre lpadlyulaﬂyaby aClehsa70%, butrespllgbalat least

body accor di 0 fhe inventiopn, ludin
509 e ot 5 SR Bt EpTibougmaPd BT SRR pgobated i
buffeh@omal). binds to A/31 -42 mononel ic peptlde and

poI meric ubl e A/ ti.des co in pl.ur a
S CoBoBRpel | he Hapiabe “h AR 1Y e Pest parichiarty a
morfoubﬁ&lsamfb@@y RREGHINE tod tl{é| urvahtidny uﬁﬂud&igl dnpmdmhalry equxvalent

pepti des,. but shoms (g Hﬂ*ﬁ?‘% we %élblndln
antibgdy o iHenl easoibeeal whichgnihedycindsde A4 mgnoen pefide and
polﬁieﬁ@'s@ﬂbk%ﬂ%e%umﬂsﬁg agﬂ&m@ of At 2 AsEbmerRPeptides and AB
no

co-i ncubation with nomel i ¢ and/ or
fibrigy qrgf&wrlp%owmngo?e?lu{ahm ofispig Ropaneat§ retidesi B shws habpigntially
weaRRNBHBRIE {° AY FnBREARE WepliddAl2ETRAA/6r TekRhdidIf nl) nblﬁéﬁﬁg to AB
enbodi nent, the antibody, particularly a nonocl onal
mongmerip @e@ndaclé’cﬂooﬁndgum qoHEcubatemYith AS penensimegic apg/or oligomeric
[
pepJUI6E ARG M SOMPUFANT R bl (R pdat Bl Bithe Bk Shomers to
hlghamdyeemlalomlgmﬁéq §brilg byiay least@PBcby airlegsbPAPamaitisulfulibby htdeast 40%,
. | 0/ 0 0
parifr o g‘iZ‘&*%s%’%‘%?‘f"‘*‘%m AP kRN ok e 70%
at apmplar conegnirgtiony ragip ¢fe=a§1b0 4 Adyv-enofrdrl@0 mad tthycai lgast y0%, more
partlpMarﬁltby LR 6(7 X;) %orpﬂé'tuﬁﬁﬂﬁ Bi' ﬁlléa)ft dg% &en h%?é;knﬁ@lﬁ%@t least 70%

or nore as CO ared to the respectlve arry Old ep tid
at am«@fr@flgemrﬁwbatlewf iaptibady rte Al el 149 ps dét by a thioflavin T

(Th.qg*r?ﬁag{:e%f ?sesy, tohRichAM$ A thiBRaviRT @RI IRYestsht RERY hl8Ccribed in
Exar%ples 1.4 and 2.

In particular, the invention relates to an antibody, particularly the monoclonal antibody

according to the invention including any functionally equivalent antibody or functional parts
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nonocl onal anti body according to the invention
i ncl udi ng any functionally equival ent anti body or

wo evvstis@anl parts thereof, which antibody bi ndBCT/OSAB107317
-42 nononelic peptide and polyneric soluble A/3

therpefp twhitehs anttbopy ibéndsgtoaA fl1-42 ahdnbynedit paptide av® polymerelsotuble AS

tides. and A; S.fibr.i fibers incoyrporati a
per e oy Tre 2P dity M T st OB A obg Tprls or bers
incosptastingd pladality ofeaid olyienid ipeigtides) bt shows AGHBItantialde pleakide binding

oAb eaiol SlshBmthBouRiteroh FORSRS fpice 1740,
andTRAPSHTRb ificudBEYO il pEESHRIeH Chifle fhbld€uldropolghe O Uinsylsill Bbrils or

tenperatuyre of 37C inhibits the aggregation of the Ab . ,
filamenty fermed by HegteghispimuPa i foe PRBOINENG pRd/oY gligmegic peptides is

capdbBAStdisH fhgdhe prefthed &3 fibrals bafilahey, iduﬁ@?tb at least
P 0% pa(rgt%ihgul grl_y{;ky)é at P&e{%’gt 50% nore artliﬁgul ar yy
C

4
10%s Pyt 1928224%.6r01 ynd$rieash 3% mareaparyculylyay atdgast 0%, even
mord g%}i@ﬁlaﬂy BPhAEast SV Sk Eliy ByAdt18sH09RBE hbRdy to A S

-42 of 17100 and by at [east” 50% npre particularly 'b}ll

at In copst ewbodimanly of ghe tingatign.| gn pptihedy dasirogded, papéqularly a
modBOLEBARRY, ALY Pl SRBk O, B Sguopay, cqn
antibtyeor finegidndd pargs thieof, I\@mhﬁnﬁqu%rbm@s t |AMd ri@soenmexisgptide and

[ r A j - f r .
po B SEb R el AR okl O APPSR R BRI and a6
fibrilsher fibevseintdrporating aplemlityoofzaidaelynarigypepiidest but shawy 3/subktentially
npcl.ona [ C ' [ 1.0 o
e B BEARIClo, 20 LAAAE SRHACS A b | SKFERo s 0 49
morourdt ipeptide 17240t siiheyonato; incibatidn with ptedainet) highsnelecuddrydlymeric

oms 38 RSP SPh5 G Cr L Mokl hsmer

peptidepior de hoaricht Abteinparatuks o037°Ci eals ih acdisqpareghtisngofathe preformed

poL R Y o Hg G RER TV =) Skt a0 paprictly b

leastW023 patidila€lly be st 0%, myrepartiilaibygt et (V03 et@murepdrticularly by at

p ide 17-40, and.. upon co-j.ncubatjon with prefornmed 0
eas 8 ok e e AR AbRE AR Bidd 8 LfoP i R ke 4o
partitwlariyetyy doleast 86% agge pgduladn bpét 14astB0M) exemelorecpagtivalaxdy by at least 70%

al i,goner.| Ldes 1S C le o [ ' .

o s SPUBSTREL RS ipgOEE 2l NS RPUEITIIG, L i
(ThA3Y) flabreseas bssdy) Yartisylady althiafavie FUEThgBIrfluocestant lagsajp s déscribed in
| east 30% e particularly by at |east 40% even
EanBE‘&tlr?a izc‘ﬂltf)ei‘?vr'y by at |east 50% but especially by
at Themgh thé %alabitiowrof.thé nggegatienbefdamyoid plotdimand/or through the

. i nvention, .anti.bo iS prqvided, particularly a ..
disopEIREROB 8 PSR IPBETS PtV TS P PR Rp pafies 2cfoding t the
presifeﬁlCink)éﬂtfbgl ﬁBYcaf)aB]@tr(])if Qi’ﬂé%lehtj’r\llgmeaﬂ irs]lbalh@?gowgﬂtt}g@(fgxyndﬁbn:/f amyloid

uncti ona arts thereo ich antibo jnds .to 1
plaaugvRiGh FRY o sltineRn e TR Peord il e disease and & delay
or réV@Rh1 81886 prsidkibal Ng a plurality of A/31 -42 nononelic

peptides and A/3 fibrils or fibers incorporatin

S } , g a .
pl dhesprdinglypfit isap fustharysmbodiment of thrs dnveptign tonpipyidg an antibody,

partRHRAL Nt héldclonie ﬁkﬁfodf’j ReifAehet AnyV fﬁnéﬁaﬂﬁgﬁ lehGivRIeRt bitbody or
1-28" and/or essentially no binding to A/3 nononelic
funqtiepalipges tipregbasdrscrited disreiy Whirhuastibedynis whraklemideereasing the total
C . y . . o
s T 5 Bl et BN, Wb ] L) 3 o
ol i goneric
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peptide for 24 hours at a tenperature of 37C results

in a disaggregation of the prefornmed polyneric fibrils
worooBith@aent s by at | east 10% by at | east 20%ChySzNs/007317

| east 30% particularly by at |east 40% particularly
suffbyingfromeaditeabdof conbition pssotiaed hwdthl ty iltyeaatd tomaattraGod/pf AS in the
.even nore particularly by at |east 70% at a nolar
"Boncentration ratio of antibody to Aj Si-42 of 1:100
andn hotker |eﬁl%8&1mﬂaﬁ?/(bf Ry fidvehticdl lay 4tibady, | gadsduldrly% monoclonal

e particular]y t least 60% even
ant‘g&‘{yt iipgincipg VIBy ?t‘qné teayiyalenf; anfl g‘gﬁt"é‘ﬁ{ Pai§ Ghpreof as
desdrvet BerRfn 1§B¥dvh&d¥whl@h Mtiod¢ & dabable apdﬁﬁpl‘iiﬁgt ladles efhs lﬂycreasmg
a thioflavin (Th-T) fluorescent assay, gartl cul a

the QlaHH‘r“ dgadan; the tra(mrﬁf ) SuPJea*o pagicelatly 3smamms b&égtpﬁmﬁkﬂ a human

sufﬂeﬂn &HB'(&%as% ﬁc&{lﬁltlcg} AsReheWith & Bekehksell Bﬁqﬁ@fé‘a@hﬁ th@Bram An
anyl oi d protein_and/or throug

a regatlon of
antlbmry afp@&g@e dathe onveption npslading g funprianglie rgapivalepl Pp%body or
fun@fonhll JaRSBIR}eDE H&?ea@&tthpﬁlqh&sloﬁpﬁ%éjlbrgﬁ Hyoat fdag 208 S@eﬁcularly by

i nvention are ca | e of reventln or sl OMAng
at laapte? 5/ mroag paticuddr mbmté?aat /aqu@smmpeﬁwp@du §1°lf‘?)thalh 30%.

al llﬁ%{lﬂtah&geroénéﬁ(%a é%'mkmvéﬁﬁﬁ%?%ﬁﬁodg ggrtlkglgrly a monoclonal
di sease an ay or reversa Its ressi on.
antipedyo r1d¢lnaghg/ any t fupgtiomally) reqhieralertnisibiody rar fbtth!qlilél parts thereof as
|
desénr@)\ré]g ri{el('_)egrg §091dg L d\gﬁcl?ﬁré g#l tf? g ﬁ?ﬁ?{}{n §gﬂ$gl?]zg %y gﬂques associated
witleg)teductionnf therdnduotiyf mdaquésinahé hmml of pantjsctt Ilrvelnce@frlyasnammal but
o 555 0 GO S SRR Byl g e
loads lihj thet braipar Ah cimtibedyy agcontimgrad ,thd unveetscpuemcaidugg any functlonally

cqufiFRl e P oo RS PN Feioosr Bl O BRGRE i 1fbyein by
at laaqu%;paeﬁﬁnmﬂlym@m least 15%e mom/mdidudm],y tyrat Fasti2otdy,

par.t | cu ar | ocl on ntib . Lncludi.ng any, . .

P bt hErndrderet b oty Astatgingyo Y PHRE A pini one, tvo
or rhdi€ bﬁtﬁg slébilfﬁq&@dgfl@dle;*fxtﬁged Kertifi up{faﬁbhd&dnbinhiho&h

antj body i s capabl e of. disruptin es thu .

decFroée?é?m@let e OpF £gqhedimeay PR Aresen tﬁ yPhiiogr Pvides, Rihodies, but
esp&Ad1E |rﬁdﬂoarohé/l adtibadidtahcludibld aSsifdtioahilyeqaivaléiBantibody or functnonal

suffering froma di sease or _condition associ ated w.th
party fhereefy @Richpnybadies ateRicpeeifi¢ RE byplieitye A thit theyogggpubit both an
aggABE I inhebifich %rb%ehp\a@nmlmswais %rsguamprémt 4508&¥red herein,
a

equi val ent an bog{q or function parts thereof

partifadarkypaised itk a highglgarer efepnformatienabsessitivisyy at | east 20
% IH 3hé bbbk, BY aitfbokt Q&Brd%;_go/fb tﬁ@fn@elﬁﬁ'htahg W Qésln\)fbé?lyherem is
at | east 30% even m)re particularly nore than %
bi-spedifi¢ orabicafieetivecandouromeqetingybationewith ve iyl @ﬁncawramnd/@e eygomenc
n Y-
o b i 7kl SoTRGRARRAL 101 598 AR, 1912013 cven
parttdmiarb'cd’t least ‘tﬂesmnp e rsidwdsnbutsspacally dath, anNth;:h monomenc and/or

. e . '
oligfReHE Bebigh TnfiBRERS Fe fbastilh WElne ' Mo RS B NRY Efmerc
ﬁbrﬂsﬁ aral deEmh ug@arcbﬂmlulbaudrywﬂl pmfmlabd hxgh| tnoéacpkac bdbdnyriaamyloid
nap, s fering [fr m a LSea ed
fib f”ﬁ llc’aallﬁlelntrslc?% A eb gq 10n Agir xtnﬂnor%enc A oArc]) 1gomer1c peptldes
havibgtat b@d}ZOa;mmlﬂhr]ygat Ie@sttBiSﬁmbfe\mﬂtclumﬂy iankehat dB,ru}/em mpre particularly
functionally

brai
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equi val ent anti body or functional parts thereof
reduces the anount of plaques in the brain by at | east
waodssgarti cularly by at | east 15% nore partPCUs2008007317
by at least 20% It is to be understood that an
at least #®@dhyncaecidrsidgpst andf bat espeaally tAﬂBlchamOﬂmmrm andwreohgomeﬁc

peptiEh o orte gL rase Bt R BRyneS RGP G AT <pine

Snboﬂairnanir, ctb-h&ubzfttbﬁlaﬁlth T:ﬂgﬂ&iﬂtm@gmﬁe\m&iﬁs gagﬁmdaincbegﬁdes and
ut ecl nocl ona Ies |1 ncludln
prefoied TP o s ARYIoiA BT SHa PG B vef a akes place at

a mélhledi(ﬁﬁéntra%lh %lo%ﬂd&@dl BB02BR cbpecf9 Gt hGndlir concentration ratio of
in that they exh| bit both an g?qr egati on

bet"‘ieﬁ‘i‘nl’dptaf‘ h lﬁ% pagticylardy at gapplarcongenifatioyratia g

pr eBShdubaiish BEhA RRELIAGTREinRab tthe ihvdhtioh wahra@@wifdtxhb@menc
3y %h degree of confornmational sensitivity
an

HOMEBER Peptidss irrprrisd oyt B8 &6 herrh ép QGhewie mﬁvehflv &f 3Arhgurs to

50 lﬁ)%rsd a6 | aesbulteRefon 48Shélirs %p%%tﬂ Brafilre RIf- &m@eﬁtm@ and 40°C,
on co-inCubation wth an S nononel i ¢ and/ or

pamsvlmjb ﬁgb«rttye%%fpc?@d REVG.mepra pattigwlarly @3 7°gawheread the peringpbation
withl a%?ﬁ&d %efo%d%@‘?ﬁ%le@ﬁ’ib@ﬁdl%n%c in?ﬂ&h fl?lﬁ'rls & ﬁlg.m@ﬁ’tg & carried out

particul arly east 40 am no aci d residues, but
for 1@dpaes ta|3|6>hOWSt wrawlaml}xsfoz 1$rbowssrta 30choung mpre mrrlgdm fog 24 hours
b, 5 | for o
ot Rifickfifre drHRLch 20 Rnd B E LAY or baRucEl TR 38°C, more
Pal'tlQpi@ﬂY@@7°ﬁCUbatl on with preforned high nol ecul ar
po r e
Doy TEL KL, 8 oLt b - ctle U RRA ok Ml ing o WiSinvcntion
and lavdesgitetl hereist p&ﬁgulfndy tai muhtaﬂdnpl ahtﬂbcelasmcﬁlﬂl,ngnmye functlonally

.particul arl t lLe rlcuarl
cauif Gt Uy st P o oerBe B e P st T pretorme
polyimefi2 fibis @il antenarty/ ab teast] 1080 b bi leasp2(it)] et lealsS3(l%1mahicelarly by

oGl RSB ol IS5 BRI, bl o lyen mor

amamaﬂyraqueﬁndqj%r ol i goneric peptl des and preforned

nol ecul.ar po ric a idfibrils or fila
e Bt po ey bR o7 B et aRttagN g fe vention
and raat de8crifed uuibrélﬁ ﬁmﬁ&ﬂ@my humoﬁ&nxﬁﬁl &hhbbd@rt indludgadny functionally
concentration ratiqQ of bet

110
equijplentiaptipogy|of fupetignalppds th et GrepaRl Bﬁm}d’mrts gt aagraggton of AB

monSRetid GHBBE 'oﬁ?orﬁén@?e;ﬁiﬁ&d R9dNg A€ ¢QEABM IpdrRclldify at least 35, more
i nvention w mononel i ¢ and/ or ol igoneric

partiglatly gleisast 38 ceiien Ate BRHICHIEHY a1caibd aming asts I5ejdpes, but especially
AB;R%Bﬁ&HérﬁrAIM/Jr %ﬁlggigerﬂofﬁpﬁdésoby'sg 1BRYREY,, HB’h@ularl at least 40%,

parti cul arl y hours at tenperat ure of et ween
partipglady hy @t leaty GO /p,ampriemartamayyév ap leagtetdo, Fyeromarsdpagigrelarly by at

least "5 tﬁ?'é%ﬂeglgﬂlf’l t l@&st g@ @0° e %&Sastclaﬁlpgx%d't@ %%§ﬂe9t‘i\/e amyloid
Wit anmylord pre °h ecul ar "polyneric
peptileyhapiothefsi ib¢ublas=dm btfffelr(nmtwlér is carried out for 12
hOH{ §net 8m§oduli11gﬁ’tr the i nlttloﬁ#ﬁ cge% ahﬁrsp(lﬁﬁ%' 3! rb}:‘ eff&)h@g antlbody as

nore particu nper at
descubed) hemme paxﬁsﬂaﬂy] d m&@:@lonpiaarttlbodyl acludingf adyeﬁmetmmamyz énulvalent

a8, 32 Eoe PR SR A oSl sh RO SRR © as
monbieri¢ pegides bot shothsassetgabr nd) ed ohilg rmeindr cmssr-teaamxtartb yanaamyloid
nonocl onal anti body including any functionally
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equi val ent anti body or functional parts thereof, is
capabl e of disaggregating the preformed polyneric
wo edsitb®2or filaments by at | east 10% by at |PEEUSRO8607317
by at | east 30% particularly by at |east 40%
peptitiar inoficth@' sefeckdd &bml ¢RSgrotyd Ypndining ERARAIRG KU kR |AB8) Ly nddnomeric
| east 60% even nore particularly by at [east 70% In
peptﬁﬁ% enbodi ment, a bi-specific or bi-effective antibody
ac b Gpagfid @mb&ﬁmbﬁw @Rt inGéhtidAdelass G e rahiilﬁﬁlyh@rc%lsdhbed herein,
particularly a nmonocl onal . anti bod%#c]gc ding .a

Pa“‘FH‘ﬁéh %ﬁ’é‘l’l}oﬁloé%fu PRtEhodn ¢ IglHEng oYy i Sﬂ’éYal%‘ér*l“é‘bOdy or

funchb&fl PQtts thbRoC %ﬂm a%tl&fdyl i90p B 1000FoldNSarBAP4 RS tbQDO@fold more
nmononel i ¢ and/ or ollqonerlc pepti.des havin
t

partncelaéy 8atp 100fpld; bufiespqcipllyil 00 £l FIOSﬂssenﬂﬁYeetoagwﬂmg B?Pé&dF Pz as
compreldl 88K, 38 anBHCRBITRY nd A tdgabledds! MinBltinee a5 VirADaiTiGivo, the

aci d residues, but especially AlSi -42 nononelic
aggragalion of anylgiseeeric mpeqrR¢riseaadiey oligonesig peptitysand/or of disaggregating
pref&%eﬁ'p%#{r)&hk)ﬁbmé o@tﬁldn%%t 40% particularly by at |east

re particularly by at |east 60% even nore
paltt pogy blab¢cymbgt the ingendipn mdebmbles@p@ﬁds ar birefifgetisig antibody as
e

descéﬁy@cf %Iefg]gxb g%tt/ ‘Ihggxrly g%&lo@ﬁngl ﬁkﬁﬁhguﬁg@ﬂ&ﬁ%hmﬁ equivalent

MONONMErS | ncu at e
antitfedly o rﬁoicyionaﬂ parmtbeleqb pliicientibodyends e &l 143 rmgnomerid gsptide and

pol eepg &Elﬁi) s4 t]g)egu s ?lgl%lg\ég)l Qﬁtglg?gﬁtl Qi% r%&i%?x%lg? ﬁgqtﬁlas and AB
fibrilsroy fibersabdonprating ae;ﬂumaherl of rsalda)ntyuMd yeptides, Lhﬂlc‘show\rsaal substantially
aris .t hereqf, which.antibod x i ts._hi o
weall bial by A, miafei JepBRe R e bty po hingis o 40
monemeAE pepaide Wl 7440 antl ol \cofihdubaticar wists ABea ahonvinteyic tand/anoligomeric

R R AR N TN —

mghpﬁﬂbd:lﬂﬁS‘polylrﬂbrﬁ fibpIeChyf dtCeaemne anemblar tdsxeemmﬁen trativnof antibody to

rel as d scri bed here
Ao 1300 b B o s BT er S maRE RS acEI A R entihody to Bz of
1:10f mcthpéma&, in¢uiiah Waikte eforitd Baymelecdlamnpdlitemd afflolds fibrils or
t her eof , whi ch anti body to 1000 @old
filapenits fogmpd, Py ylesftﬁgfe@atm@f f*%wa mqpgmEns, 3pd/prplisgmelic ggptids for 24

hour].t @0 a khybratie tof 83WEFdsdlld M a1 ghRb iRt Qhesﬁ@fdnhbd/ BoliyMeric fibrils
nmyl oi d peptide A]SIi -42 s conpared to

or ﬁl%‘ﬂfﬁ‘@rby,@t feast 0% b2 pglag ﬁﬁfé’éméat’@f‘ rﬁttrﬁﬁftﬁnﬂwﬁg to szi qfr1p1 00 and

by a@ﬁgst'Sﬁ%th‘é%ol&rt&%n&ﬂgﬁtﬁgﬁﬁﬁ@af &tlb&g’y th A ; R) as determined by a
nmonomnel i ¢ and/ or oligoneric peptides / or of

an
thiofigvim g dd bofatfluaepspant peseyraartisslaglrarthieflayip i (1B fluorescent assay as

desc bE@ﬁ%k‘aﬁlpleEri 4978 2eedl ment, the invention provides a
cif c or bi-effective antibody as described

he ile anothqxa&pmlﬁq |eapbogimentysho diventdn ealatesotsdgn anehodsl | asgdescnbed
bl A ML i B gl Sy amivesy o
functiongd pests tberpdpwhﬂ;b aahlmbdpdnlaglmmgh birslttigwthétiVﬁySo peploidipsptide AB;.
42 an% 1s %&F %E d&Fchg A%f %bress w’r%ccgpcéegﬁ% ![)Jlog)rl g%p{)ﬁt p%?hcularly
ina samdntmioy mage of papteri@s ugbud 0.6h ngﬁnarespahsuhrly batI“Ieyn 0.1 pg and

r bin n |c peptide 1-28 and/or
0012 iermieAl e bRy SR BEOE! Wnomel | o pept 1 de 1740
anth dmpoambmmamuhm | iaventibh hpréyidds -ad2antibodyredsi deseribédrherein,

partlcullag monoclonal antibody including any functionally equivalent antibody or
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peptide for 24 hours at a tenperature of 37C inhibits

the aggregation of the Ab nononers to hi gh nol ecul ar
w@odopregoee fibrils by at |east 30% at a nol ar PCT/US2008/007317

concentration ratio of antibody to ASi -42 of 1:100
funcainghl partathek@f swhi6h Umidtiody havbeen raneat egdinsa ki sopramatecalanintigenic

nti body.to A Si. -42 1:10 n co-incubation
conditbl SRREP o ARARTIY hrBcioraropiing NS A P suertl of he -
amyldidpéptide Wﬁzzf-s's hia B 5, feopaar ey mddiftedagigh £ Bpdrophili©moRdSuch as,

2 nopo and/.or oneric ti.de for 24 hours, a
for el Briut ErE A Vaot BRI TRt Ry HpLE ety PitvBleAly bound
to elﬁdheteﬁﬂﬂzlg?/ﬂﬂ@ikhml amllmbla@ldf dJubk lab, SfoP rexafmﬂle;rlymefs obynya%thgr suitable
eas 4o at. . a nol ar nc ntratlon ratio.o ant | oay
amipqacyd pragyng,pciq a %?suaﬁepag&? ﬁfewegéfaéekferﬂo leguley| ar

comge anhSédyO Hccfoﬁidng t®ftheéd M\ﬂem ahd ad decribéd Hereln 11Qara<$ularly a
det ermi ned by t hi of | avi n Th-T) fluorescent assa

mongglep3l catikpdy “éf’l‘qugﬂaph\f}“??“?m{“lyh cqt)warkfr\!a AnEBedH PT afg@gynal parts
erﬁﬁ’r&%?ﬁ%ésth%g birfds BXAERIfGiatorthl 8iibpé- 4 bel ow. I n anot her
speciTic enbodi nent, the |nvent|on relates to an
anin prsogmbesirens.the bwentiparrelpiss toynlight chainvpable region exhibiting an
amlﬁwm&kéaﬂ@ﬁce%& lﬁﬁﬁl% &) 48}, N@oaRYoS YpeL bpnably 93v, 6, 94%, 95%,

equi val ent anti or functional parts$ thereof,
967w AT Yob %y oh a%%admtlgﬁ tp thegpaugness givien iiv FEQ IPANGQn/] @ichEQ ID NO:

19, %ﬁ%tchxde?y ’%frta fun%oﬂﬁ?)ah%he?&ﬁ %Pllngréa{l%ggg%igf}% ’gal‘gitltﬁhrly #east two,

ers 1’n a concentration o _

morg patticelatlpat least3 af therbhthait CORsy butgpsperfiallyedlWePRs @nihedded in
. re particularly between 0.1 ng and
mel@ﬁ&%&%{m§€§gl ally in a concentration of 0.01 ng.

| nTromee enbwlimensnthe invvetiomuedatdsi tora hzayy clids vambkntegion @yhibiting

as _described her G 3 o o 0
an agiipe BClé ¢e$1}$nfe g'xlaﬁ 85 rfg’a#é)ﬁcﬁ/g %y/‘) 9%%\/) ICBel n) 92%, 93%, 94%,
95%a86% Py, W4 orIh Qhﬂllwab@fthﬁsetlhﬁfcm)glyemﬁus{ﬂ@ HNNObo8lynd SEQ ID
NO: g@n gqgg%gyélg,g%%? ﬁuﬁ?ﬁ*ﬁ)@)%ﬁﬁihtf@%&%%n%@%%%g& %Be S%)apacularly at least
two,GA6E Aotk gt least BRAE tltieddy @RiriCBRE| Um0 especifilly SIBCDRs embedded
arrylg‘lﬁ(ﬂ lpeptl e As and respectively, nodified with a
in ther gatyey] fia 'E89"Such as, for exanple, polyethylene
gl ¥a@her( BEGhvertdar RldfesSni sh Bm@koap hparticulay at MOh&lonal antibody
coval ent | y .bound to each termn t hr ough an atm
inclugdingy a%gﬁlctégmally &ﬂuxé@(lﬁpltpqng oq}ygr ctbqnalaﬁ?nso according to the

preséit ihPdtiSn MU NR AGEAbeRhefdth RiherEn dalarh%h@&ge &a@@bé 8 &t chain
serving as a |inker nolecule. The ant acco

varigige Horan vk B An SRR AREGTR B8t RAS 36 &1 % Bilot 0%,

919%295RNOB), aa), 9@% 0ROy 79, Nexoti g} 1, dN il RE thie Qékfﬂehéés given in SEQ
équi val ent ‘anti body or functional parts thereof

ID NQ@clygandAFQ Ha NG 19d sespestizely.grifadneionalrpgrt tb?fFchﬂ@élPﬂFlﬁg at least
one,sga?tlig{ﬁ}gﬂ hﬁﬁggt thoh %%9* Hltc{llqﬁy a@llégs?g 610 thd 1 cﬁjhg I'Hlalﬁ h(gl'g?s, but

reglion exh ' an” anmi no aci d seduence
CSpdCQIIBBH/@IBﬁ%nb@d%d 18 8ugr r@@l%l floapwoklegiofR% 93% 94%

3.505%?%*?"?’.1 97° ﬁl‘g %’7 88{ %@%fod%a 19%5? a OSSP antibody

includmg)emt ﬁmehgnallso reqmvﬁlamemtlbm ophmttidriak pats theenpadceidigg to the

presE)%‘t 1f1ve %tf)%?aP@ agt rcté'fgg hgre!n%/ w %rgml slaldﬁl'fmtl cor Brises ablllﬁavy chain
varigtt@éarhaih Iey}uaiubg ebRmirmndeabaqoence t}tahsl &5%) 36%, 8V%, 88%, 89%, 90%,
91%f, 55“/;, S\Q’/ro, 45’/06,%5% 36%, 97%, 98% or 99% identical to the sequences given in SEQ
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In one enbodi nent, the invention relates to a heavy
chain variable region exhibiting an am no acid
wee@aamsel t hat is 85% 86% 87% 88% 89% 90%CP182008/007317
92% 93% 94% 95% 96% 97% 98% or 99% i dentical to
ID N@el&mqﬂ&m 4B N VEY) réspectiz€ly) & d\fonctidhalbpadt thExgof ddnydsing at least

ectjvely, or a function t .t eof
one BHRTRRGG b Bis Prog gartfibiy BhleaR 3 of i BESY Shgip CDRs, bu
espd&fﬂill@ aﬂ&]ﬂRstﬁh‘tﬁﬂHe}d iathdirr@giralIradfewiobleregioayy chai n CDRs,
g es eC| al . all CDRs. enbedded in thejr nat z% 1
ERbp eahéhe ryeRtiea relaten do jap aptbqdyy, Ppraruferly; a mpnoclona

annwuyaﬁ&mmg ¥ny RAEfdralY Guiyalént BRiBdAY @R Alnchbal BEYthereof according
i ncl udi ng any functional Idé/l equi val ent anti body or
to the,Reessnd dayenpen prd ah dpeppedReing Migretiosaihaniiiodk ghoprises a light

challnrﬂM@ Bthba{W chnd vﬁﬁalﬁ’@&&ﬁéd@ Sﬂuﬁﬁﬁg?bxﬂadﬂﬂs %&u&e@@h& that is 85%, 86%,
conpri ses

79V 89 Yo 0% 5t T 7] D4y A0 S S YRGS B dgtical to the
sequithdls gARH0in SR ID%%"M?%%Q 1@21% B3%EQAH MO Pand X 11911% 20, or

98% or 99% i dentical to the sequences given in SEQ

a fungtionatpagttberesfcomprisias paroor alldhpbaayy prd fhe light chain CDRS
fu Rk ' 19{%31':1?19 ?‘ Hirdhel 1RO to QOMBAdcRHInAL aﬁﬂbohf %élucﬂﬁf any functionally

particu east two, nore particu | 'east
equ@alsnt atiibodly ghtfmcchanai p@@%hermftwmglpeemwdwompm@m polypeptide
sea faded b 4116 b 196 72dnd SERIEY NS TP in pf‘ /0: 18 and
e|n entlo ates to anatlbo particularly a
SEanEdﬁ@oa&I Eﬁtmwdyn |fmheudelmtgs mwﬁlefmﬂmcmnhhmtgbody ACI-11-Ab-9
u r al r 0 .
haw%g ot d+ Oqgéef’ A 9&%¥<§§ e%lgfal nve i cl)%ﬁgn%léd Q%e@ céb kl)gedh aving the
pol)lpeptnierseqme&BISEQSH) NOanIQ -Mbdy conprises a heavy chain
var,.abl e do an am no aci.d . seqguence
! o AEE SRR BP0 Bergin dBhal g G RuBEl0 o GUFEE g Sicn has
bee® 5%re(965%ntr93ﬁ@n§ﬁ91’easr o%%mldﬂmtﬂy stakast ovd,heors @qmemlaﬂﬁ at least 3

iven in n t | veI
or ¥ SOPSeFTORSC BLPE PROS SPREDT S0 TR Poadi ol SEQ ID
NOQap?opﬁb}ﬁfchyelﬁtsudﬁﬁtﬂsﬁthé Mbo@péseexmany hﬁthiiﬁd iys fah ﬁluﬁﬁsﬁahty
t he chai.n CDRs, but especi.a
B ER QDAL e BYEHROD toichia b PP g o GoRgRee the ligh

chaﬁrfchHl &8 Biven i SEQNMYEND: 2N ah&batRigh® cRdin @ﬂnﬂo@dgiyen in SEQ ID
partlcularl a monocl onal antibody_including any

NOt 27rand{os tha light €in GERE At sf IR IBNG: dAct i onal parts

t hep 8Rd eRBSMRMEAMNEe: ifvehthtt RLASOH ﬁeﬂt\x’&rﬁég&fbnﬁﬂ&n@%mg the heavy
descri bed herein, wherein said antibody conprises

chaipi PR 1 angiven nSEQ ROy 24 ms/or thebrays|caia as given in SEQ ID
NOEXUrld)dr fichedy HIHVODRS belaiS EAMIECEID ek 265 85% 86%

87% 88% 89% 90% 91% 92% 93% 94% 95% 96% 97%

9896 one cobedinerithe mventionrplates e diebischgin/GRR1 gs e FTSEQ ID
NoN@ 17, SEQID NO 19, SEQ ID NO 18 and SEQ ID NO

20, or a functional part thereof conprising part or

al |In pheehbedipertribe inventiongtlates kratha lighRshainTHERE ay given onSEQ ID
Nofgyther relates to a nonoclonal antibody including any

f'unctionally equival ent anti body or functional parts

t hdn eoé embadiinertribé wehtionaelptes sethe tight qhain/PBRS iagigiven in SEQ ID
Nos%quence as given in SEQ ID NGs: 17 and SEQ I D NGs: 19

d/or in SEQID NO 18 and SEQ ID NGO 20. The
I NI bhd @nbddimhém elie ihedndibe geldtes tohise aany chaim é:DRaramgbcedyn SEQID

NOAQCl_l | - Ab-9
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havi ng the pol ypepti de sequences SEQ ID NO 17-18 and
ACl - 12-Ab- 11 having the pol ypepti de sequences SEQ I D
woems/13@220. Al so conprised by the present i nvReI/USW08/807317
an anti body the sequence of which has been altered by
I Nl obUshhbvdimént ieaatentio®rel ficrth iltHeavy shastt CDBA %6 givewin SEQ ID
I\Jo_ggre particularly at |least 3 or nobre conservative
bstitutions into the sequences of SEQ ID NGs: 17-18
antn SEQRridadMeEnt the9nvition RIIGAb ithetlelvy SHaGhCDRAtas gfven in SEQ ID
.%%tibody essentially maintains its full functionality.
one enbodi ment the invention relates to a peptide

f r wmémmﬁmeﬂt Sth8 $hviehgonl refitds 16 B dbRmEdNItidd SoMpr &g b Rucleotide
QIDNO 2 and/ or the l'i.ght chain CDR2 aiaglven in

Semlsms FISOfiee azlzghéﬁa?la rvagiphle F‘F%‘H’t xERifing emppingsacid sedpengs that is

85%>186%, B7H0.88%3.8044) 900L D 0dVTBHY,, bb% I9B%e @ts%p Y74 |9a%e§r 99%
fo a peptide fragment r|3|n? heavy chain

idengigal 4p WherseRyFISEEIVER N@EQEBM/ b alt%%EQé Ot b rﬁspeﬁmly, or a
funcBSndlIpYR %ér&f%ggphgn%% legé oﬂ@ Cyaﬁfcutap@ alp %E’t)’m}%hﬁiofb fdrilarly at

ifven in SE one efnbodi nent th

leas§ hvgﬂlelltgm ¢l@|na€38§18taé dt:meteqi lllg ﬁEQdPaNQS CIEE3, byt @Wéﬂlﬁ #l CDRs
emb@&&gd lptq@pnﬁ ﬁ}a{}leg,(g- ggg‘gg@ ment the invention rel ates

to the as given in SEQID NO 22. In
onén em:b@dbqﬂgmnt,t the inventaont ielates te b gplysudleptidn somprj$ing a nucleotide

o SRS ) R U A i s o

85%CIBRY6, B3 %gi88%n 89%, SO, I9[D°/o|\I(92‘V024>3‘Vd;1 %%e 9éi>ﬂa@d%;@ﬁ%, 1OR% or 99%

1denégé%?g1 Of] re%lggst el?}fer}o 1?]1e %@bﬁg@d &% f%%%}é%@ct \)31 ora

functiondl lpart hmceqf whmnm@%asa&ngl mﬁmulaﬂy%@athwNQno%parﬂlaularly at

s, AR RS! BHFDLRSEFUANER, 28 s come

embeaubddlix ﬂgualaiurajlﬁrtanmh'arkrregiaﬁs abl e region exhibiting an

no acid sequence t hat 85% 86% 87% 88%. .89%
904 o9 os e el TopapalsONd somprisas ucleotde

seqdeﬂ@“dn&ﬂimg Oant hﬁtlS&E{U eﬁ@'@(ﬁllé@lyv &n Iild’hoaaf&“ @nﬁ@dylznoﬁmﬁlg any
pecti vel or ncti onal ar

ﬁmcflﬁ%ar"&ﬂqwaeﬁﬁtrqng%@' Fifupetigey! Paﬁ%theﬁaf scpdn o yhcgresetigyention

and ta4Qeséibel HeRdih iveHkeih |s¥1daatnt1|b onﬁp@é‘es tah ﬁgﬁt' &hatn Giﬁﬂb[b domain
as depicted in eci a

exlnamngemwedd%feaemﬁﬂtah@% Yan &6 Gor %T%sfﬁ%e%%%%s(%a%n /0, 93%,

94%, r95‘%” 96%"@7)}4' GERN br 99N 8ddnB¥ANS kX seh§nBdsSSvdCinSEQ ID NO: 17 and
nucl eot’i de conprising a nucl eotide sequence

SECLIRNOH ity ooy, ohFcuShal B Bereetf<umprEim b oos 9ge.paticularly
at leggpt&}g, ﬂ&ﬂ%aﬁﬁ%ﬁ? Ge1ehdialofitRe light chain CDRs as depicted in SEQ ID NOs:

21-23, but especially all CDRs embedded in their natural framework regions.

In one embodiment, the invention relates to a polynucleotide comprising a nucleotide
sequence encoding an antibody, particularly a monoclonal antibody including any
functionally equivalent antibody or functional parts thereof according to the present invention
and as described herein wherein said antibody comprises a heavy chain variable domain
exhibiting an amino acid sequence that is 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% or 99% identical to the sequences given in SEQ ID NO: 18 and
SEQ ID NO: 20, respectively, or a functional part thereof comprising at least one, particularly
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85% 86% 87% 88% 89% 90% 91% 92% 93% 94% 95%
96% 97% 98% or 99% i dentical to the sequences given

WO n00SESekD NO 18 and SEQ I D NO 20, respecti vECH/USI08/607317
functional part thereof conprising at |east one,

at lepsitvo,0uéraphryicalarly edsdst 8 whHthe hreavy chaintGRRHE ardepicet] in BBQD NOs:

f the. hea ai s. depict.ed i n SEQ | D NGs:

2425, By g1y B HR o0 B R Gty STk pb 1

nalniond ethbatirewy the igntivhsrelated t® B @oBHtclebtide Bbmpiidifg a nucleotide

inventiop relates to a pol ynucl eotide cqnprising.a. ..
seaufich SHPTAIRE <t PR e RN IR APRTIOEISES). APURY oicliding any
funoﬂoﬁﬁ_llj&lﬁ]hﬁ'ﬁﬁht mbbdgo&mc{cﬂi@hal @hﬂgmlafeyf £d¢efdtﬂhgqe Ql'ldf Ptesent invention

equj val e anti body or. fupnctional parts .thereo ,
and 23 %Wbﬁ(gﬁiﬁraum ST cish RUIPAGY: FOTBTeR A eht CHEE and eheavy chain
varidt3¢ @oriaiReKiBiting SR hahiRd cid)Rd¥enc® tHat is83%6, B6Y4, 816, §8%3] 89%, 90%,

vari abl e domain exhi biti ng/ an am no_ aci d sequence that
91%, g2°é5%%,8%4%, 9@%/(?6%8%%’59@ % orgi?% 1d911t%a1 @21;,6 sequepcegiygn SEQ ID
NO:95%ndXEG 119 N6: 198419k B0 NeNtR Gl SEO IDROS 80UeHRkeSvely, or a

given in SEQ ID NO 17 and SEQ ID NO 19, ] )
funcfigag) part;thespgf cogpriging iheclight shain ;9ad the hraye shaie 6K asj degicted in

SEQD NeRsii-sfre, particularly at |east two, nore
particularly at |least 3 of the Iight chain CDRs as

dept anathergmbghmpanpofthe: ingentipn, a pelynucdgntide ay pipvided compdsing a

oo ESREEALOW LIS SIS LRI o S0P g, b
particulaply iasiuglgotidenseghense i eeodinga anvweclenal gellibaylyavingt the pdlypeptide

oSN TSS9 G AELHP AR BB s
SEQ H2Nébt 19200 11dipagicular,tthe pplymedevtidésnerending ISEQNED NOs: 17-18 and

i | er el i ai t y ri ses
SEQHEESORRE IS SEOIENOR o ndl SRR 53R SRR, |
s efjuander thbabddiment3b polylaléoti8e pr&8ded WRICHh hPibdized tiider stringent

% 93% .94% 95% 96%.,.97% 98%.0or ,99% i.dent.ical t .
condifafe SO A LFIEREE SFATEReS HOSRE PhmAppign! BREPodRmyies Repolpeptid
sequéfies ISEEPHT NOsE 17,18 @ aamdrsbhalamébodyalidvidghiie @ofypeptide sequences

C I Si at | east one, particu]arlyat. |east two,.. .
seq BT R0, R 1p Poricpor & aeltlsgidents Aravigy” Bhichraetiges under
strin@ént @6RdiidrRdo nikc1&tded £2qhkaes SHQ 26 NN 27232 ¢ SBOIIPD ¥O] 29-30. In
CDRs enpedded in their natural framework reg%j ons.. I.n,.

a spsRiicermbrAment the myeptigne Aglish 10 @ Frangclpgal jantibody including any
funcBEGhYU 648 P416H IRy | & RghcBol CHRRT tdfeof ORMIBR Cntibody has the
encodi ng an_anti bodﬁ>h particul arl g .a nonocl onal )
charggierishie dyorerics gEirmentiagy Pigdeqed udwpyidasen salldine RG1FIE4, deposited

Onmg,tji)ggbgégr])gmr)@égag_l parts thereof according to the
present invention and as described herein wherein said

anin prstigularothp ivertongelatey iy a mangchonahantiodemelpding any, functionally

R
dep(@fz‘t% ook 28,2207 98DSM AGQ9845dent i cal to t he sequences
ﬁane?gt?gc%éA &%ﬁlﬁ%ﬁﬁ%ﬂ\%ﬁ%ﬁ l?elﬂ?s tol? ;r’ﬁﬂlgcr:llogal %E%ALQ including

, respectlive
any ffuntibhailyabquiealént tangbatyf orc Gmptiorsl pgrts lieerédfginhicle atibodynbhs the
e B SR SEERRE B2 Rob oAk st
on M3l 260 D@0 7eatDSIM AGCA846vi ded conpri sing a
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nucl eoti de sequence encodi ng the anti body according to

the invention as described herein, but particularly a
woc@Basteede sequence encodi ng a nonocl onal ant PGDUY2008/007317

havi ng t he pol ypeptide sequences in SEQ ID NOs: 17-18

or Iepanidubet] xha alventivn rblagy tdﬁaambmcgslddalaaxmbb%pmpmtmhg any functionally

cqui S AP, o e hoalart dnciests iR by Feriloma) i dins FigAAS,

depdﬂ%doriﬁla?@SﬂOWSE@SM)ﬁG@BM&? 28 and SEQ ID I\IO 29- 30,

re ect.i I n anot her —enbodi t,.ap ot de
TPt BAOT BT G198 AN PP gy b 5 & miomoclonal
antlmpdhctlh&lﬁ? ahy fithclbhd1§0dquil@leRESBDOEE of FiaR€bi) pahe thereof, which
clon antlbody havi ng the pol ti de sequences
antitge R paggaises AL St OB PG HIPLHRES A AMSBHS) CRIBUHEE Hheatizenic

peptRﬁ'c)SH@s?vbh@iﬁg fRME aMERSacrFghdac&NoBthe Boandfloid IpBptRR! ABS Y 4Hd ABss.
pol ynucl eotide is prOV|3ed whi ch hybri di zes under

40, rgsp@qnﬁelénmo@‘é%wh 8 hydroghilie 108y sugh s, sf@h‘i?‘éﬁ’é’l,fs padyethylpne glycol
(PE@‘Whe?eZn 28d HydropRiHe hblefGs c%9a1§191y béund SRAEK ftérﬁnnus through an
0|rrent the invention relates to a nonocl onal
amuamql@;éagh At Py dXareplenlysing 98 @ny eder puisahls ganenacid or amino acid
analﬁ%ge %ﬁg}ie QF sbviN gtdsodqﬁhkepﬁc;l&:uw" ef RO inveitidnhiufiits RO to an AB

e characteristic properties of an antibody

eplmeodudeunwony@ modesienat ellltlbOFiY A€ T GiAe 4 The gfy@gqlqne@rtbﬁ relates
t h

o st B8l 89P0 MMAPRS A Gy o g,

antitandy  dcgordingoteatheyinsentionadndnas desciibasid hereoin, fpartr;tliadmad monoclonal

antllg)ggtﬁcl (ﬂx? [ %n ffﬁﬁ%%géﬁ%%legg%m%&nﬁ Qfﬁtg I%l%:l'é:o%’"i:sélcapable

of depesing Iﬂme tetaibandbm of soltlle Aifriu ¢t tirain qfelsalbjecst pastiularly a mammal,
but SO dnroriih PRR oS PR Al afthRBenlce i dpereasea
concﬂﬂtratkmdyfsfroaﬂﬂdhém:ﬁ\abmmer| stic pr opertl es of an

T NI o

capaPRY bf Gisrupling tprnﬁuémﬂﬁ@tdeaﬁasi@ @icesladue Badamakd biaid of a subject,

.aﬂ]lal body i ncl uﬂ 11f un t| onal {;é? i val ent di

partigeFIp G Pagpmahy it PRSI Pmp ShEtHng, Figi, actigye or condition

assoB¥RE IO ifidtdsed plBGueFl IR brsigposi ted on May 25, 2007
as_DSM ACC2846. | rl’@sartl cular, the_ inventign al so

r efminother 3speRt AeRUBPYLFRSOHRER thY MYeRtPRANGH slepisibgd herein is
capa®ltt 0QHWilizZiMy MeiRY agidYiafed RGtH # PubtonCSiUihY @in8Bit of plaques in the

anti body or functional par ts thereof, which antibody
braimgka prbuset. PaTticrlaTly ganammalabw gpresitby @dumap suffermgdone a disease or
condi@dtSdsbdiedte CRMPAL DbREsed PlANE 1098 1 e BRRAL I de

corresponding to the amno acid sequence of the

| 3taifmpnether B‘@B‘tﬁ‘tfethe RSOt igventing t provids methode and vemposmons
con R EE SIS QA LB SUEAEer iy o prvnin
and/hydxerapmtiq lmeanmrétaydfps alieyetionrof |the bieatrdof @IS@a@hand disorders in a
sub.]% quﬁ" dite tﬂégéo(f% QreaQAuggdngloq a§§6%ﬂte§ls féarmla%lyéoid-like

I'ne or any ot her sult A N0 aci d m no

protansallmgmhng:a)pabﬂoe linfitedetoy ianylaidosis (a rgkanp nf)ldmcadee andhdisorders
assoB1ate i o&‘?l{l{']lg{d n%lg uglr%ﬁrg%neo% it cclgtﬁg%//s_v%?ép It gp'xgo@hsm.lzhnd age-related
amyloidosist suok af ulisehses imohhditige dut not limited to, neurologlcal disorders such as

Alzheimer’s Disease (AD), diseases or conditions characterized by a loss of cognitive
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to an A/ 3 epitope which binds to the nonocl onal
anti body ACl-12-Ab-11. In one aspect, the anti body
waecwenskiony to the invention and as descri bed heeBUS2008/007317
particularly a nonocl onal antibody including any
menfouy G:hj)anitgll dugh egpliforab@nipla nhild @dynitive findpaitnain AIMGIRN Léwy body

t her abl e decr ea e total anmount of
demggia, BPwm A RO PR R oo LOp Ehtee ‘i F7aoRant (Sich type;
the Gi_iﬁmhnknﬁuﬁ-l)%&ﬁﬁﬁa adrhplexd als WwelNas oflidr Qidei@s hidBditions which are

i sease or. condition . oci ated wi.th increased
basegcﬂ’i‘c%‘n‘isls%‘t‘?tﬁ‘ﬂ?“df a@ﬁ?lﬁ% PEQISING sughnas pyogressivy sPPsaelsan palsy,
mult@iP 8dérosis TCreitkfe kDAY o 1giskE] iPafkidsOn't Hféeds@VHN-kél’&ecﬁMnéiﬁa ALS

escribed herein is capabl e of di Srf’ﬁYI pI aques t hus

(amypiropisdlaterr) scleeossd-alaciasiPerhady myesits | ulty Ogggiyj Rigpetes; and
senile&abdisUAR§1bMods)TRAWGRkine RithorS SRRCKACIN RgBM\MRRn, for example, by
suffering froma di sease or condition associated with
passiygly] ipsuazzngn pbiagt dndlyhing 3 mammal o shyman, withesapdhody according
to th@%%&t‘ion&n'a%s abkhibotherac6ahdi Ng to the invention and as
described herein is capable of solubilizing plaques
asboeispecélic edpeet of theduveniian thyf rrloneclemb @ntibagdy qf| thepgamethods is
! Ny
AU AR A D 35 A1 2 FRTR o B e
as desomigidthersin. associ ated with an i ncr eased pl ague load in
t hﬁl ofHel's elcﬁicI &pg} tﬂg E.\‘R/%g %C“.h %ono@%nglra?l?&my of these methods
i nven |onEEop Ide ne ndco oSl tl
is AC?WAbsSP thgviag tlampolbmjmdacswenhea $BEQ I]D EOs: n1/7eh& poACA+13-Ab-11

hav1rtlg,] the gof‘élaquedg aeue{lces SEE%;I& dﬁ@r 8 ; 1V rgeg telc N oﬁ gl ctlonal part thereof

asdesélﬁlﬁ:dﬂmreu‘rf di seases and di sorders in a subJ ect in need
th eof re ca associ ated w th anyl oi.d
‘F% V}/g,nl erdFIS'te% ﬂ}%aé’ﬂhtéﬁ SOPROSHHIOR SPmpYizpg af aptpody as
descﬁlﬁd mrdﬂspﬁtﬁlﬂaﬁw‘ QUﬁbrﬁEloﬂdlS@&Bﬁ@ aBkhdihig Sy FafiGionally equivalent
.assocjated with anyl oi d plaqu tjon including
an“b:?éké ghiyaryeng i néfsmérﬁ‘ge %"3&“‘}3&5 EdvEAPeBMdosi s such
asydi &ﬁasﬁﬁoddﬁﬁéﬂﬂdltﬁg phatinaiticdli r@oﬁ@dsﬁl&l further comprises a
neur ol o‘gl cal disorders such as Al zheiner's D| sease

pharmagsuticallyascepiablesamss,partquisily 1 p frespertically gifeqfive amgunt.
Of InCHe infod RRERATAY m@&ﬁ@ﬁ'p‘i’d’w&d thcoﬂﬁ)osﬁl@ﬁ a&ISBRbR, hefdin fbr use
cognltlvelrrpalr ment (M) ﬁdenentla Down' s
in th yigefmspEof %iqa%eaapﬁ.dgﬁ%iefséﬂvd} arﬁ éﬁwé %96 asgpeipted with amyloid or
amyl%mdll@ g‘ﬁbﬁéﬁs (&!ﬁcﬁﬁg tHRCIot filfed U8 MRS O Rk I Hhd 3nacular
conpl ex; as well a$ other diseases and conditions
degeppratn. ar e based on or associated wt h anyl oi d-11i ke
prat r }
o PSR oD Bt BRI DRI My AOMCI ARt Bb8Y used is AC124
Ab- ?ha@mmnp@mpséasauemevsrﬁ@ éIDePéIOd éf&sm a funotosal part thereof as
ey pic |lateral sclerosis), inclusion-body
descf OS%HHS (IBM, Adult Onset Diabetes; and senile
cahndarwdlearsyéanﬁd ospest) of amuoamborienmmhfs moandomaicanhbxrdy used is

ner at | a ¥ aSSI
selecge Jroerg tmonlo% 8 al Cim{lbo X@f £ {\go9rl?a HXIYWI:R e s sequegces SEQ ID

NOsahT-i & anty maaedsrcl agtitiody IAIGH 12rtedt havingithd mgrpdﬁaiersle&mdces SEQ

erein bef.or l.n ecific ct.of the invention,
0 N 95D g retviona e RS et BRE heihoas s
ACAn 34titNdy Actrrding @ the enveatiyt) ppiticalarlg @ Guidelefal Qrbddy including

any Nﬁl%tlorzedlg ect):lﬁuv%lefn%J ggtsl;o?lg aclr gmgtgonglhge[r(tes Ihereof may be administered in
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as described herein. In another specific aspect of the
i nvention, the nonoclonal antibody of these nethods is
w@\adlosh15d621Ab- 9 havi ng t he pol ypepti de sequencesPSEQS10D8/007317
NOs: 17-18 or ACI-12-Ab-I1 having the pol ypeptide
comemqw@ﬂﬁlﬁﬁloﬁEledn)é‘inlyQtfcﬁﬁb sﬂgﬂﬁmﬁ Tt())'r geiﬁy treftfenit procedures for the
unct jqnal par as .descri be erein.
“ea‘?‘f?%ﬁ HﬁasF£ tTﬁi‘éPr']‘?eél glasically %f“t’ﬁé\"%f&é‘ﬁ‘fsi E‘%&ﬁﬁlﬁ‘g ofi G same

comB NI Slrdady @BmPAsihP @d YanBBodyesesdbRtoh@e Qh\‘b.ntlon m the form of a
particul arly a nonocl onal antibody includi ng

mixwﬁa Sheisinthe gntthody 9ad Bsothen Pwolﬁs&y“b ROV ﬁel?%ﬁa Preﬁatm'xed in or

w1thttH@§a%efphahﬁ‘ac@uﬁJdﬁ% anephblc bl ont ahd/6dak¥e? oR BRWALIbodyAn@ BR other
enbodi nent, the armaceutical composition further

biolegisallyiagtive %Pbéﬁa“r%?)é Be Proxtdeq seRAsHEy 46 [part 4 3 seggrate composition,

whidBhiy Mf?&é&/ S Pi}aﬁl)l Q8RR hétdnh 2hikRGp¥es. amount . I n
one "enbodi nent, the invention provides a composition,

as THesoiibostyd Hesticaaslyr the mosodlonal (aatibedyaperordingfto the invention
s o) e y
iS5 2555 R LIRLATC LTSy S E Ao By ol may be
adminigi¢red| kg sutheat imoeed| thereofeat tlnensamriyn@mr}b & otheybiplogically active
e P -
o i, JPEM i AAERRLBNIO G e RaBpY iy gl Sy
accoding tchtre iimygntisreinpbiding epy M@tlsmiﬂueﬂlqueslemtibmim fuigct®nal parts
or C d : in. . .
r Bt SR RE A BRLEAL, 40 L5 MG Syosiity v
subsmnne ofF (semieniaailyl dfted )or Usfagle admsidtetoedf firoantibody clf mnadpplication

anti. bo havi n
sohelloly Bhkge Wi 0%, el gl ¥ BB Gy RS R e
admbﬁstere@j tbgmhq@obv;tpetpt | dleless (oren aﬁﬂ)oBEch&dN@ tdl 9h& Gnweentien, the
art there f d.
compgiihan S osie B 1N o By HE PR R DY PAPY) seauentaly

in vAFNO CorAbiAktioAB! | body i ncl udi ng any functl onal |y
eq ivalent antib or . functional parts thereof may
e TR adam BRI 45 S G MBS A e amtibody as

descﬁ%d Yeremy PatidMaAE aGhordcidasl axﬁleadmtudﬁfgoai@dmhasonaw equivalent
the treatment of di seases. The other(géPlo gi cal

antibody; QFefungticnal parts thessptha 3 sherarsptiqafly ellortive: sMAEH; Yandp, further

biolG¥ié 2R R¥ti TP thrik B ciHp AL, JARRMIaAG G RbMbBEhd Red Bhe medication of
invention, in the formof a m xture, wherein the

discages jaBd dljsoxdeas Wli'echo%lﬁ esaussidoby §F @storipted o ity emyilaid tos raseyloid-like

prot@h€ hALEHE %8 dob Bhitdld h LRGIGHIR, RABEIRRCWH&S! b¥d macular
accept abl € sol vent and/ or’ carrier or the antibody and

degenhration Hand/opj o | Rbgimeagetically t4coeptablih SRmIcE candiy dediluent and/or an

exm§h9y|ded separately as part of a separate conposition,
h may be offered separately or together in the
fohmom embkdiment, apeamppsitithds avmwctﬁddgccoqdmgt foctheainventiph@nd as

descn e %&a ﬁlll%il?lﬁ,]q%( a%?&?c{ydllg’] gescgb%c{] ﬁexje E)ticgﬂirlg a monoclonal

iona equiva ant’l
antllfadnycmcludmg qmar ﬁmcﬁdmehye@ﬁulnayntbmtlbddu or sftlmtledalt pare thereof, and

ﬁnﬂgfﬁ e&%ﬁu& at %s Iot c):/ gtgangor nd selectled RO the Igr%%p%o%sﬁst}nlgg of compounds

against oxidative stress, anti-apoptotic compounds, metal chelators, inhibitors of DNA repair
such as pirenzepin and metabolites, 3-amino-1-propanesulfonic acid (3APS), 1,3-
propanedisulfonate (1,3PDS), secretase activators, 3- and -secretase inhibitors, tau proteins,

neurotransmitter, S-sheet breakers, anti-inflammatory molecules, or cholinesterase inhibitors
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subst ance or substances, intermttently or

sequentially. For exanple, a nonoclonal antibody
waewenskiony to the invention including any funcPCDrstong007317

equi val ent anti body or functional parts thereof may be
(ChBB)rsiidhsise tafine i rivid stigndife) Uidnypetdlt dndéorf daltantifi€liahd @@t drugs and

o PG el DRSS SR i dor e
and/@p@l éxelidn@n schenme is chosen where nore than one

addi tional_biologically active substance are . ..

admf i sResiiey e’E‘B@‘g{"ﬁ’é‘r tga fveption Rfovidesst COMROSitiRN Kegpnsing an
antiBsay s UetPibb® hérbR, pAUANAAPR mohb&ofP ARYHAY SinOluding any functionally

substances may parti al I&?be adm ni st ered

equiyplan antibedy g fynctigag! ppgs thereeh Aythst Fomprsingatesst Agsompound is a

cholfifeBia 0 inh ®itsr (ChBEIGNe enbodi ment, the invention relates
to_a conposition conprising an antibody as described
hefrprpthesapedifetiprabadimentniha srveation Pravidehd a9mpesitiaadiomprising an

antibydy o WRGHH oA ﬂ!:rltin, ﬁﬂ‘H&lﬁé‘HyeQInoﬁ&tlb ‘P%{tﬂﬁﬁy,f i_HElG&ihQ Qﬁil functionally

parts thereof in a therdpeutically effective anount N
equigplgntaentibpdsher fusicipusdipers itherenk} fupbersedpaprisingeatoleast one additional

(0] a C r . in . .
omhRdi c§tg llg((:)tﬁ@oFr uaLl sﬁ%s%réu‘gngp%% fszrggrjgpeflrJ 2& |E’c hrwgrgtl clg%sggnepem’
galahtamane, nigsio endimgthandieh anyl oi d or anyl oi d-1i ke proteins

in i e IS, »

t i £ihcP b bt Tl S e SHpGH RS it prSABRFising an
antilprigrasgiesvibed bérkip, patepirbs mooadlonabantirody cincladidg laoe _ﬁtnctionally
can AL B XE b o RO ool SRS bAPapc
antiphgelotich edches,efor eampld slongpis) Aprhsibady ridperileaer arygprazole or

her.ej articularly a nmonocl pnal antibody. i ncl udi ng. :
olang . Bt P RFaL s S, i Cemy B ohfiscerBAapS including
hallyradatiéng, ldetusiohs, tiioughf disdrbas (Daiifesics by gndaked Dmastcra€ derailment,

compound sel ected from.the group consi Sti of,
angR Bt Gt SRR, RBPE eS Vel el fagened affet
apatB@ "RIQLIREEal Wethatawal)edrdll WpSiondlghifitied SontrisiaAa I Sid@hiceutically
sugﬁlas_pir nze tg and, et abol.ites,
acceptagiricAsler 2 ?ﬂ?afﬁ BHAPERT &0 SARFY3APS) , 1, 3-

Pr OpRi @Empodds Mkt Rark be 3MtaBly useGh BbRAPSitRSk: i dbMbMatidir with an

and -secretase inhibitors, tau protelns,

antibody aeRording i the eresent mventinn insludingapy funghenally eavixalgpitagtiody or

funciBhL phtkLBercOf, aeDRF LRATIE 1BREbERIWDI00S/0 5858 e HSeRiallF pages
tacrine, rivastigmne, donepezil, and/or gal antam ne |
16 andq 14 h@,luc@:pgjggermgn% irpg ttargets S(gw afBA) salkapgsplfonic acids and
ienal BRC i A 1k Ey
ok R ol (DR ML) SRRk, RGANS ek SR, KA receptor
antagoristiel (pages S6458k dshogens i(pagep 58PN awnsstaroidlogriti-infammatory drugs
£S1 NGy i escri her ei -
GasEE TR, MCRIA RO Sredl ROt Riitary atiyoed. recepto
(PPARNcgbwistal (ppgesq$idvd),esholesterplbbleriog  dgentst i(magad  G8aT3)s amyloid

ot h i Si . t '

Y e T OB Dbl e LRGN o B

78-78)aotHpsghbticstaing antivdeprédsants (pagasi S8 ),anutritivpelssupplements (pages 83-
i Si ti pody .as. i bed i. N, : :

59 SRR $P5s B8 S LT RS S sy i o i

(see phiges B0 @3 Rhihd/prodrugs (pages 93 and 94 ), which document is incorporated herein by

reference.
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equi val ent anti body or functional parts thereof,

further conprising at |east one additional conpound
wa@elsaseadl from t he group consi sting of tacri nePCT/US2008/007317

rivastigm ne, donepezil, gal antam ne, niacin and

rrelrapammﬂar, It etnpositian atdveding b di imedtition feotpeises the monoclonal

antlb y e O ntgg an@ggllf"itﬂ!;}’g gcstﬁzg: %bgta:?c\ég?rteci ﬁr?ggplaﬁylg/ S('Jﬁr?c%onzﬂly equivalent
annmy QB ﬁﬁmaénaapdrtsbndyof 1Inl’th¢t§beﬂ@caﬂ5})éffE¢t%Tah@ﬁﬂﬂ l'y
qU| ent nt.i bod functlon s.thereg

In o?%?rp 1gveﬁ5(¥th{eﬁqteéégla na)eﬁléo pucipg an anti[)édy as described

hereanbmsmaﬂph lni‘onOSIldﬁzh aaﬁbodfycaﬁclwiﬁgrmﬁfuﬁbmmy B&uivalent antibody or
prasi done, i‘?e“ done, ari piprazole or ol anzapi ne

funcfigal (1ags dhessptnd chomethod icpmpses FaisHE gt 2 wt%yt%tqr%amsm an

antiSodyPAgABt laN Glpisthdleculd! Adéizbhat dofstfuct A8hipHikiaRSan hAKH4ARL peptide
di sorders (mani fested by nmarked incoherence,

corresppndingrionthe amipg asidisaauenss of tiaf-asmylaid Reptide or a fragment thereof,

artlghlﬁﬂff g@ﬂlaﬁ%l@ Sbe A, ?%dﬁﬁ{iéd \@ﬁh ﬁflﬂ?@ﬁﬁﬁic@noxfeh@t b&sf&darly a

fect, apathy, and social wthdrawal

palnum A Eofisfy, oruinttheplteseatye. partisylagly (o é?rqmd@étprentsqq AB 235 and AB
2940,3{%%%31:‘1@@% mS&'ﬁiEH %t}@ﬂ%Q%}uﬁc %ollé{ﬁ‘egt piﬁﬁa{lé}[y QEH yyethglleéxe glycol

I en her conpounds that can be suit
(PEGhmwﬁwp o@eteummd hydrep}wblqmthydmpwlnc hmantyamcowdmrydy bound to each
he..p | L9
S0} Rl R DNE OO0 s LUIL AR, xampte
lysineh glutafic acidend fegsteiax anpdl)es)thcie@dnblb @thinonadifDoP @mmowaﬁﬁalogue

e L ak. 1 n 7 i ng therapeutic
capa R SFIREEL Riber AR BnA0llp ol A 19 DL
al Waweolashydrephilc avidls s¢qhagpeREG s mitdd, thdséleciat fregaae of the -

amy|peio iRy bR 8 e dmed ot pE o BE SRS aciRe SR R S and A

2040, Niebpectifdlyg Nmaid or the drftegs KR g &3mah- Gﬂ.ay aat |comlda1|yt Sbound to

phosiJEzttglgfe 61 623535) g Zé%: L cegxr gllglglf %.rga )¢ to (iltc{lc\)/natase the anchoring
elenﬁh@ E(ﬁf‘ekﬁﬁﬁlk -tb @ifBEd the an@RAicTohhRGED RBbilaHer, ofamipbsuntt.

"l e Smorihae G St oS Tl bl ac2oldBle o the
invedtidn aR@ Y4h aégcﬁsedamereampm%mr@ssambﬁoo(lcnﬁg amtiBéyS Zicluding any
nutritional supglenents Fages - and copnpounds

functippally sequivglank @ntbedy) o fyne gwabfpaaf dh%@frfc ard/gr gf i pharmaceutical
comPpiRfIn3HE&dink o W%Wnﬁbﬂ ahPREIRAIRE h8Rin) 3} oPRchiRLRMUHGing to
pages 93 and 94 ), which docunent is incorporated
the Eergtion agg ascdesqribed derein farthe praparation RE acaediersnant &y treating or
alle\@&ﬁlgrtﬁjé %cﬁs%ftcﬁk%aéeggﬁd"alk&ﬁerg(ﬁ{rp'éﬁlggc‘f il R&dRROSHANA are caused
antirbody and/or the biologically active substance,
by drnadsoeidted) vaitly amylid |Q§nanyl91deleh9| preteanst inghndingo dyt ot limited to,
thar rapeutical l'y
amyfo#?’ gfgt %gé%#}o%?rs n n%%gh%%o%r%g% the invention
r elrabes etbodimest, hbel m‘fenpom)dcleueqn do an naathqdbﬁvdythas;reparation of a
pharg)% (T%Elag c%mgn 1?1{,)% L to?:):]h{f ere%:é?r@ eﬂ?t?ll On\ff‘ ntlgn; talgc? C)agydescribed
herefnuu(m:ltg amatitlbpdy tascoirding @ofhe m#anohn and ho des(cnhqai’ heyein, particularly a

mongcgéﬁ’aﬁn t1 gcgfﬁgfc’: urgigfagglgrgﬁ %f“ gﬁ?ﬁﬁlga‘%"i" egﬂ gp{}l& Cd? 01y functional parts
thered® gt uss il Greatihgaottallgeanting he eifecle of disemepadddisgdére id Bubject in

am no acid sequence of the /3-amyloid peptide or a
fragnent thereof,
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particularly of /3-anyloid peptide Ai.is, nodified
W t h hydrophobic noieties, particularly a palmtic
wa@ediod/1ipseety, or, in the alternative, particul B€T/ySmb8/007317
/ 3-anyl oid peptide A/3 22-35 and A/ 3 29-40,
need elsqpeutt whieh Yare oadbedl | d omviatsociated it iaiytoidrar edmydsid-like proteins

el o SR i g, GO OB 70 TR gosperaion.

comlcﬁletéxybdalwm tie @feMidneprovitds d h{eﬂiab@hfoﬁlt thk e;ﬂ'eﬂiaratlon of a

one, articul g one qQr two am no, acj

medigasiep| Wing pcioh OCngPﬂflgﬂﬁr&y SEpRciTa! Ebedy ﬁ@rﬂgaﬁy Rinctionally

equithlBfY ankiBbd 26} findHdraP paes MerRbf, ANPHARNASItELaRBGhHGURN or a mixture
capabl e of serving as a l'i nker nol ecul e: and lsolatlngn

acoqrfhae mheuewtww'éﬁa%dqﬁmee (IFein, domRSPYen{ing | fAtings OTptigvialing the

effethS %Flakl)lséagt% a8 ldReieRs ih BQW% fed g0t %Ihlc%%‘é Sduse rlaSRciated

fragrrent correspon in € am no acC

Wlﬁswﬂew gy loid-liks pagteing inpdndag, %weaqﬁéqusieqoyamhlmsloslheendocnne

tumbrs iR E ideRiratify be coval ently bound to
phosphat i dyl et hanol ami ne or any ot her conpound

suilm akspeclﬁco embedimensn thgsinyansionm rrlates forgymethedepr thefpsgparation of a

pha.l‘an?(a%m}lcalt &nﬁi&‘ag? %gﬂrtlh gtgy tn Qﬂﬁ%ﬁ% gé:c!ordlﬁ%t o 0?1 BiveRYGT and as

I poSs ment I nve
desaribpd herwsin, @amtiqeladse mbmuipnahmttbodty ingbudlinedanmygfunetiqnaBy equivalent
e a d
antlfxﬂi&oc ot é ystlﬁ%]g ‘ d?(%lgﬂ 1{% ftgﬁlﬁlétg%l lasH;iy adtibody in a

'phammpgeumhlé;nbccaptabbomym,oparﬁcmmM euth| thgtathe sintibastyesfcompdisal in the
har.jraceu I Q t|on according to the
comlposflorfm a tHar%%cuElcacﬂa eff%?tr{%e Ohnér ein, or of a mxture
ac oot aspect of thhénvientienb m:cthod m:dpraﬂdekbﬁm rédoeitlg terpdaque faad in the
.th ration of a nent for treati .or )
braity O SR R e B e, PR Bl o MR B fram a gisgase or
conditiby abciated Witk dn tifve¢asaf plidiiedbadsih ehclbraimadntpyisidg administering to a
associ.ated with a | oi d or. | oi,d-1i ke protein
subieche PRTLIPHRTY BUPATIBEL FIors PRECHAT A APFBR dBaieed OE Nkt fament, a
therApsifB¢aily euva@tlvrm&wuaf oﬂiﬁgﬁﬁm@; pa@ﬂculdrly Den@dMbaiidbdy including
the .inventio reI a .net hod for the repar.ati on

any gfncgo ¥ CAYY Eﬁt aeg p?r} Hargr PdFo a°h# éltlon or a mixture

accc@ing kdlthB thveRtidnidiab MEEib&meadisibefsredescr i bed herein
usi_ng an antlb?gytaccordln to the invention and as

dedr? prssificaspest Af thp pvention Hemengclapy] getitadyusedinithrsejpethods is

ACLDEA YA Hading e ,ﬁamktlw@hheﬁc@sosmﬁb Ns: mtdrtaqdﬂctfahal part thereof
functional parts ereof for use in treating

as dgsqribed Aereing Inh@awaéc% magnoglogd aniibodynig RJP%P%I émhq hybgidoma

EJ1RY e §8§1teh ah ish%(ﬁ% DMM %@@%@4 caused by or
assoCi ated w anyl oid or anyloid-like proteins

i nd» adhwtler swtlfuh aspett of; the ermeetlonamlw Bpersdingl artihedy upadein these
met{ltﬁﬂqg thre Mcﬁﬂ&llﬁnﬁf)o &%%ﬁ?ﬁ ﬂ} 4r5]upﬁ5]feaﬂ%1%p&g§ rising ACI-

I nvention providées a ne reparation o
11-/gb- ﬁé@vman@qwolwmmge agquandes ISEQYID pélst IIMBEQTIH)A@I 12-Ab-11 having
o I I
the %)Qﬁ ?@s% u&g% %étg%D('l)\fr& flgﬁigﬁqoﬁﬂ%(ctloh'eﬁﬁ) ;ﬁ%‘%df&; descrlbed herein.
In pp)ﬂmaulaadmuhomlonaknmbsdyt is cpmdocedabymhx hybreiomad“cﬁ }:E9Eg daposned on

or L8y g
May 35 20 G B A ER T Blrkdie ERP86Bp. dPhulh 8 iy 2007 s
DSMiAwt2$d6s in a subject in need thereof which are
caused by or associated with anyloid or anyloid-Ilike
proteins including, but not [imted to, anyloidosis,
endocri ne
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tunors, and macul ar degeneration. In a specific

enbodi nent, the invention relates to a nmethod for the
w@e@pas@ki on of a pharmaceutical conposition uBCTYS2008/007317

particularly an anti body according to the invention

andn paticdac telpdajub dvadiinredpadtby Gt least| 29 %, pmtivadtdriyrglat least 25%,

ant i .bady j ncl udi any functionally equival ent
morg ReriERley B SHIEASE 11 brFn PR BT HIAk by MRS P Pl Tong

f Olrﬂ‘dxh(ﬂlié;rl’h@?ééﬂbﬁtlﬁﬁh‘i'e!ﬂﬁ&ly, a I:Eletﬁocp i‘bﬁﬁrﬂﬁﬁ&llfdgeéddcm_gbth% amount of

acceptable farm particularly such that the antjbo .
Plagis Eoip tranaY eriobles SERBUHY AR, Dot sPUG 4 BaES suffering
fron€h Reise b caiidtidH assddiateRitRaR Biktealdd plifiei18adEA tth®Braindcomprising

met hod is provided for reducing the plaque |oad jn the
admgsierng fp a:subigh; Brrticulyhy 3 mamma) mors PRYAHATLY 2 Bppan i need of such
a u&emesi a8l thdrapeulbdIBNeffdeli{ € hmBehtf fOM AntfbodE aSieticilarly a monoclonal

condition associated with an increased plaque load in
antibqdy Belaing covrplunationglly eavivplentcantihedn or fingtigpad parts thereof, or a
comB&difidrEdH aAhixYuréadBBFIRY to thhPenfiBh b4l REdibed@ hbrdiBR dr8)

need of such a treatnent, a therapeutically effective _

ambupspesticaaspesh of the dRventings theauengelopalantipydycisedhia such methods is

) NI LAY ) | Q4igviHla&Hictional part thereof
ACIE AR Bevis Uhe o itbp B seqtlCLd SHREID KRN 843 o Hhctional part thereo
as describedrhsrein: elnaparaquddrn the traonoplenalrantihedyols maerdiced by the hybridoma

SCr i I cific aspect of the
E“g%’\/‘%h{)#tgg ,0 Hﬁ?& 2?%6%2{:7%8% ggt%lzggﬁy used in these
mefiiedsrthies speCific2abpedy-of theainvengionh &epo{_)gqgl_qna] gigibody used in these
meth @Y€ B SRondrionRnh Sdy, ARl Fh%ng%)l o&az!ntiegéi%;s ¢d Jn%glfg ACI-
as des T BEa Rer BRI W Part 1 cul ars ' ®he Tonoct ona
11-Atnp itaoidy the paypaptide deduyndebh SEQYHY NOBIa 748 1andACI-12-Ab-11 having

e SBRBAE LR o OE 25, CSUACTER 8, A

In paritulag the nisedidnbl dibsdy isptddackal bysthé hgbridorad@IFAE4, deposited on

[ | ec f.romthe grou f t | bodj es
Masgll p PP A b rahepr ot R 26ROy semto g on May 25,2007 as
DSMeEnaes SEQ I D NOs: 17-18 and ACI- 12-Ab- 11 having
t he pol ypepti de sequences SEQ ID NO. 19-20 or .a .
£ Ut (PRBIAn pISE TR @ofPIaRsSt R ¢ Bt FerrEed o ot least 10 %
partR@latly &Y hfleast i 5%, ﬂi@fbgﬁhﬁﬁﬁhy%pfxﬂ&@dﬁn 15%pr oduced by the
hybri1 doma FGLF9E4, deposited on l\/a&/_ 25, 2007 as DSM
ACkp gtk anqgher appech ofhthe deatianc e Apsthod Wdpoddadsigr derrfpgips the total
ofimt of20F1e368 MM BRIt 4GubiBctPRiiidufasl 8l BhagpRidigact
o 'S 0reducé\:g%by at | east 30‘ _%q parti gﬁalrg?l y by at ia’él%claalgt uman
sufferigeg, from acdissaser eregnditipy agsgeipted Mathdncramed cenpepiratigpeof soluble AS
in tRYrdih bt '4i1¥g Qifni'ﬂgfeﬁné WSL%%){Q, p_LlHicﬁ‘leH' Q?x{an@ﬁﬂﬁﬁ&e%ﬂicularly a
the invention, a nethod is provided for reducing the
humanpinmeedfofpjughre sreatmenth@ therpentispllyy effedsjvecamount of an antibody,
i, cul p i . u .
p s ¥ A51ihel Ry BBRORS) FLIKoRD. Wit oty o
funcginnal rarte dberebfp ba g u@niposition pr & meixbraiaccootingté ghenigvention and as
desc%%gaﬂi stering to a subject, particularly a mammal,
nor

e eprglrnti cularly a human in need of such a treatnent,

a fharsppeafit iagpekct yf dicfiewdntive thermuombcelofial aantibaettyi dfodtigse methods is

rtigularly a nocl onal antd ihcluydi ng. an
ACT R b3 e o ooy T NG g e appar threof
as defigibedheredl B particular, the monoclonal antibody is produced by the hybridoma
EJ1A9, deposited on May 25, 2007 as DSM ACC2844.
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conposition or a mxture according to the invention

and as described herein before. In a specific aspect
w@Romshsseenvent i on, the nonocl onal anti body useRCT/HSEO&07317

met hods is ACI -24- Ab-3 having the pol ypeptide

seqnlanGRifer SFific adedt: of7thé3 if¥entfonf dChbiYt&naPaitibolly)@Eed0ih these
as. descri bed herein. artlcular t he nonocl ona

methgds;1$, W?@cwweadw qcr?é framm theprp efiapngodigeemprising ACL-
11-A%9 ¥AYing Ihe E&%epﬁae R ACCIBEATD INDs2 1714BtRABTACIPECADIIE having

aspect. of the 1 nvention, the nonoc| onal antlbod% used

the Pﬂmqﬁa%swmeﬁ%m IDNQ 1805 1aduagtiong] prr deayecd ap deseraled herein.
In psﬁe{m fﬂﬁe I%&Bérbnglf mesa;bfa q&k&ﬁcmb § lfl—ﬂioﬁa@' Bd r1F9éb &posdlted on

aV|n8 égﬁgélde sequences SE NGs :
Maynzj, 20 DasAbSMr\ i orghe Wdridemg KB dé @@qs;@ﬁ@eéflasé@, 2007 as
DS%de%%84$9 20 or a functional part thereof as described
ereln. In particular, the nonoclonal antibody is
pr dulstdbahother aspectiof ithei igfeantion GlrFetia is b eqyédeid tfercpreventing; treating or

alleéé&né&tg;eééas %?}L?A;&%%?%‘E‘g M?&%@@%\%@jﬁ% {ci(ﬁé%? vaused by or

assopmqm with amyloicher amyloidtlikefprofeins irsduding, bhiendsrlamitedi tg, amyloidosis,
oS S el AR, Gl e 67 s
S“Clﬂmtdbefdeasme @ﬂmﬂﬂstftrhrg B nthenbemmallsa effiecthed annsurpr of/ iad eghtibody,
partsRlapi S mapos it gty ineR P o Ao gl Bfibosy o

funati®psl Cpadts | tiieréofh urrarcompbimasn pg afmixmra aciosdiag ¢o die 1nvent10n and as

eGP RS SRR S e aUTRPRSh AT BRERISCGE PGSR & oed o

sudswb&ﬁmkm:partlcularly a manmmal , nore particularly a

hugan i n need of ch a treatne t her apeut i cal
o Togil) ot iast b hedn caHibn BUTRods Pravied A giaiging orincreasing
cogﬁﬁo@%&ﬁkﬂ'& @Bhdlgoﬂy al Rfaknchl Wg(hﬂiiﬁhgf B CdnhyAdidlakdbciated dlsease or
qui val ent anti body or functional parts t hereof, or

con%%s%mww agminisigTing sy 2 2esl Bl 3 mEmmAhdReE Bprticularly a

hunfA Ginaseed SstCich e tBARRh) -2 {HRrape®iRENY fekfectAe PaRdun® fof tdh€antibody,
i nvention, the nonocl onal an i body of these nmethods is

partisgfarly 42 Apotpeleaol agtikady peludiepan é“%‘é‘aﬁ*éh’c gguigpeyt| gtibody or
funcl}lgﬁal I?aré REret, Toi Qcédrﬂﬁlﬁitloﬁq{rt LWEHROSccaRIiEeRC fHe D Pention or as
herein. In pafticular, the nnnoclonal antibody is
desqabedi bereia bsfpre. he hybrldona EJI A9, deposited on May 25,

20Qf oﬁéem%f;%ﬁé tvbitidd rElld{eF ey hﬁ)‘i’ﬁﬁfnfa'cgll gﬁ@aﬁhc%zed in that

the rnventi e nonocl onal antib use hese
it progudeamoneclotabantiedy B@na!mgatntthmugntlse beas degerfbed hereinebefore.

r t C I S - - ' :

0 BB DL DL Ry P JRHRRLD v
prodidCes 4 2mddmclonhl hatibiody whieh potilgqmlephdeibe séqmetndsic SEQBItiE} of an
antlﬁl%y “aj)roduﬁedobr ﬁl brlléinCt '191']??,3%8‘ rots1t ? g&)?}cl andb given deposit

rcatar noc ona I's
rmmﬂmoﬂsnEMC62&®Me hybri doma FGLF9EA4, dep05|ted on My

32 B’b é %8% dp %Y ﬁn%%m%%% lflVg%t} ne /&%&%?Egﬂ hjr:leK%-ﬁ ?K@,’ deposited on

May 25, 2007 and given deposit number DSM ACC2844 is provided.

In particular, the invention relates to a hybridoma cell line characterized in that it

produces a monoclonal antibody which antibody has the characteristic properties of an
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In still another aspect of the invention, a nethod is
provi ded for preventing, treating or alleviating the
wetdsas®2of di seases and disorders in a subj eceCT/nSWeE7317
t hereof caused by or associated with anyloid or
antiboty! ;ﬁ)ci)di:cbd kg hpusrmoaiarm IR9EH Udbpogted ntMaw 25, 12007 he DSM ACC2845,

or hy m“fﬁéqe HgRof%{t t gﬁﬁ%ﬁ;&@c‘g&ﬁ%n af fect ed

by I 4l sfecific@nfboditent @fythadmrnio&; IB/bridgma cél Bl @LRIEa adidpysited on
eff t|ve anou of .an ant body, particularly a
May i q’%‘i‘?&?”&rﬂ&é@f? 15 ‘?rﬂ‘é‘ ing any functionally

equi AbBREN spRbificharbbdaher WICthe GREhtiRR Kybrilbias &efl , lirer FR2AGAS,
osition or a mxture accordin (géto the i nvention

dep%sﬁgdpa%wgém&éas RSMARCEBAS BERY] particularly a

MafBhe MBb@mRAS, thvatloh BlalyT8 A hBthHE Q€ dRignssiE bf @n amyloid-
treatnent. In still another aspect of the invention, a

assog@qu(ghsep@ qucgvpggamfabqu jest (éqnmr)‘qglg(getepm @gglpﬁ)gmospemﬁc binding

of zﬁlogﬁ]t'lﬂo'dy CasTRERFi¥edC BBRM tpartchlafty RS ocRRA BhdtoBY iBfluding any
| oi d=associ at ed di sease or condition conpri sin

flmemmlm equivaleng aniboglii aarfupetionalppartsi thereels |ty ap Wﬁmpfg the amyloid
r: MR gof such a treatnent,
protgiBt %?agﬁel%tgﬂggﬂl pect | \S/g{éasﬁggt of an anti body, '
paKkd)i cubringing ahermamm onzd spasifichbedy part|andbady arey of the subject
suspfegtgg ttJ) %Bﬁ'l!alny the I%@xld Lteﬂlnfnlt(p QQIXacq rW1ftﬁJ A ta'nﬁ y Q&thd%g to the
ther or a co Ion or m xture according t
invehtien, mriméxrmmbodydnncasa a;teﬁmmattrmdl dpitopé of thefmoyleid prntem;le
di e 85 [ [ .
I :‘ﬁﬁbg cgglpoév ri zaélggocﬁl K %al%drto e o OPdeér O%Yl?r%)n%c oﬁ;i%HHDOIOgIC
com@h:tq body accord| ng to the |nvent| on or as descri bed

r ticpl.ar thelnventlon re
nHifbr i dorang dns orRion RLIRCIubDMEN BOREE PHAMEY Sn ha
presBﬂidédthrCzﬂSer&e nafnihe limaaiholagic i doaghyexwdurtmtantvith gasseimsort db@ence of
racter| t|c properties of an antibody produced by
amyﬁh:‘i)@ﬂo JlA9 deposited on May 25, 2007 and given
dep@si t comemdiag t%%&%wabsmeaofsmecmfmmomgtmdmﬁex with the

of the inventlon ybri.dq cell line osited
presgpeeppfy2bsence SEEMYLAid PGB o BERE AL STy Ao e o the
subjedt. provided. In particular, the invention relates to a

hybri doma cell |ine characterized in that it produc

a AdRCPEYHa cmbedinsat thefamnesiinr b stp (3hsompeses a combination of

antlsélﬁés%ﬂtﬁéhéédn%nwf‘aﬁﬁ%ﬁﬂé‘c‘i of anantibody produced by
hybri doma FGLF9E4, dep03|ted on May 25, 2007 as DSM
ACH? @ne embediment i ameihoft 1of AlsRemining, Bei ¢érnt o agryoidegenic plaque
p@%éﬁ;&% nt of the
burc}%ﬁ\%%ta |§Sgn g%qnge%gle&ﬂsg gdv}i:cglﬁégﬁgﬂﬁgggoy ted on
Maya)25, olzagmgag BeNIACCRBAdatlye pph\theletissu¢ nofarflest Habject under
mve?t@%%{:_,' c enbodi nent of the invention, hybridoma cell
K2A6A6, deposited on May 25, 2007 as DSM ACC2846
i s (pr oviestag. sdidh sampleefvp abi¢ rpegstncet bleainploishplagne vetbate smtibody

accotrc(ﬁng 9% ﬁllg qgve%];iog ia na%sae%c%edaﬁ]erggy &)Qﬂtlgﬂ§§}p %i %toggclonal antibody

including any functionally equivalent antibody or functional parts thereof;

(c) determining the amount of antibody bound to the sample, particularly such that
presence or absence of the immunologic complex correlates with presence or absence of

amyloid plaque; and
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di sease or condition in a subject conprising detecting

t he i mmunospecific binding of an anti body as descri bed
whesositmezparti cul arly a nonocl onal anti body i neCT/UE2098/007317

any functionally equival ent anti body or functiona

pands t bacdaing thoplagquedprdenpethe tistueof eheshigect. protein in

a sanple or i.n situ i ch.includes the speps..of (a .
0. R css chadifBeft 12 mbfhod G ErORRE o PrALTDSR Y amyloid-
assoziatal dibeasd@r suhjiged irs WSpEjedted prévidanéamptisingedasyihgitike specific

. protgin into coptagt with an antibody according to the
bindif) o abogy secdrsciite Beran Biviadery & Blpori paRy Sncluding any
func@idh4IBP equit¥alérd @nfBdyOdrdfuREtingl Parts(iBpredt, |t@Vﬂnr§>itbi%3 of the amyloid

antibody to bind to the anyloid protein to form an
Proteip ﬁé?%@'? O @ioy vdych ipelpdegdhetaps 8§ t he formation of
t hga) MuARiRYitke SARPIE QF, a RPSCHC Bb@Y Iplirt SSiChodyNarea of the subject
resence aqr absence of the imrunol ogic co

p ) 3 ) ) omplex _
suspegtef &¢ eqniain fheramyleid SEYiGB ISP cofiacs Nad the antibpfy wherein the antibody

bind¥laQoffoRmatfdil dpfikbp& O th&€hR1bfAGrétBR; Pr esence or absence
of the i mmunol ogic conplex with fhe‘Eresence or

abd®ncealirwipgriheqingbestyge dind to gny pey oteipin the sanple ¢o form an
imniRgb Ry area of the subject. In a specific

enboginenp the conposition of step (a) conprises a

cort®i nadétenting thegfermasionioé thefimmupplegiccemplesnt of sai d

subject j - LAl .

St sontdh e IRASKIRE abopddPh L0, MR Bl with tre
preseficegorsabisgree tofiamyhae gprateierin ghe sanple ovispkeificcloodyr pagi orgarea of the
Suwgﬁ)mﬁptaining a sanple representative of the tissue of

thé subj ect under investigation; (b) testing said

sarfgl e tonparing therapsmnce seid immunolodicgbaples tova nbrngah control value,

ant i.body accordin O the i veﬂtionland asrqle§cribg%11 ontrol

her"SPFF B3GR 47 1P YOREN O PE A0S BB ThE B A ©
valuaniyiditatec tHao Ball |patien us vaffetnl fBoth idpdslyt eisk bofiidetdlepiad an amyloid-

arts.thereof;.(c) determ ning the anmount of anti body

asso@@fﬁﬁlcfhsteﬁset%éo’%déﬂgfﬂ?'e, particul arly such that presence

or IabsedtiditheritFEmehBARPrOIded HOMPhiGing Miihhad ta3fludl didase in a
presence or absence of anyloid pl ague; and(d). . .
subiB Pt RHE o e BIPHCAT A ITOPRES PG Sifordipe fnibe invention
wheBdiR 88 Inetho compriggbodi ment, a nmethod for diagnosing a

predi sposition to an anyl oi dassoci ated di sease o

cofkdi t i bapging hes spmple 1orja sproifin Bedy eartpri kadygarea 'of the subject

suspe6ie® Gb | Oftaln he SRRAbI SroRinN Hhitd) Gothct ARt 3h | AABYdy38ccording to the
descri bed herein pantlcularlﬁia nonocl onal anti body

inventien (Angs alsseribed dierdmapaicwleily \ramaneclgnali psibpdy rincluding any
fundiidRQAly RBBYalBR’ hitidol§T §OfuncliGha®pefRi RS, Olvhiche aRBUP! Blnds a
rotéinin a sanple or in situ which includes the

contgyugg'g)ngk epitope of the amyloid protein;

(b)  allowing the antibody to bind to the amyloid protein to form an immunologic
complex;

(c) detecting the formation of the immunologic complex;

(d) correlating the presence or absence of the immunologic complex with the
presence or absence of amyloid protein in the sample or specific body part or area of the
subject; and

(e) comparing the amount of said immunologic complex to a normal control value,
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(a) bringing the sanple or a specific body part or

body area of the subject suspected to contain the
wa@egoBos@2protein into contact with the anti bodpCT/US2008/007317

wherein the anti body binds a conformational epitope of

t hewlzemgih Ghdngrest ehrthe alnpurs| dfcsadmgomﬂi@c amnpdwblyo a quolphaideontrol

ta_any anyl oi.d prot e Sa le to an
v S BBl P B AP R s PR o

t hdni ampmﬁ‘icoejhtibdﬁﬂm | theex COxﬁpi)snmr ofedte () polrpeisqar € sembigation of

ce of t 0l ogi c conplex with the
m“%?@%%ﬁ&gwéVaEEQEﬂgﬁgpuggﬁyl0|d protein in the sanple
or Iﬁpﬁelefﬂbﬁdlbﬁdy anﬁéthoffs pﬁﬁ\gaed)for ﬁaﬁlﬁhcshbjr&‘pbnsllwﬂéss((ff)a subject
rin unt of saj I nol ogi ¢ co ex to.a
beiti AR VAT ORI G COMRBH LT AR AGp i dmapliog Fmprving
anqunt  efingiag theCsammplecsr zCﬁﬁ'ﬁﬁE Sddy Par@ of Béd;ﬁirea? Qipéctdd to contain

val ue i ndi cates that sai atient is suffering fr

the prmylopd proten o epmiast wish ARy a%.twogw?car% oty dpeRposaod 8 described

her&h, ﬁa?ﬁ@ﬂérly%oﬁdll&ﬁ?arﬁiﬁb&dinﬁﬁlﬂbg aRy TeddefallySeqRivavhdgflibody or
for nDnltorlng m ni mal_ resi dual disease in a subject
t

fungtigmplopartrgthereahtwiiph apfikody dnindsnan serformeptional cepiterss Pf ithsnamyloid
pro@fording to the invention, wherein said method
conprises: (a) bringing the sanpl e or a specific body
par(b) or abiewips dhecantibpdy tecbind, ) e pmylpidhantigen t@ Hrmpy igpunologic
contdié- @anyl oid protein into contact with an antibody
ccordlng to the invention and as descri bed herein,
par(t:) c udate¢tinggherformationrod theammiupeldgici aeuipleki ng any
aile i
t hafLof Cogtfi e YL Ee BTab ALY ofind HARAANE BEPES i te
prescbcd heabsnydemfobnwloxdmrotem(lb)thalsarowamg spmﬁcahodmmiy ot area of the
Jo the anyloid protein to forman i nmunol ogi c
ex; (c) detecting the formation of the
[ m’(ﬁ)ﬁol ogmparmgl’tbé amour(t df said immhadlbgig coimplep befoenael after onset of
bsence of the inmmunol ogic conplex with the presence
FAMSe% nce of anyloid protein in the sanple or
spechdréifi abdedieageaint the amanmaofofaid emenddpge complexl ifdidates that said
conparing the nt of said.i c conplex to a
subjegthaga Ofed’f‘aa(}g% GESRFBIETYT t%%@b’é%’ﬁe in the anmount
of I15ad specHIFPraHOIGAND ARE Gorhos@ioROSMALp () Ndohipkisesad Wémbination of

i ndi cates that sajd supject still suffers froma
antigpche FﬂPé§ﬁHE§T%3P@éH & | n a specific enmbodinent the

CONRAQRSE bnBEYiRAENSthe PaveAton O IARK it £ festkit R BieNRtec@6h £¥d diagnosis of
antlbodles for the treatment. of sajd subject. In one

amylpigrgsariaind, diseates AR cPdifiensyinda Fubiset Bt &g thergpl comprising an
antibSHP B HEN &S Sh@finRnBdPlaf® tas described herein, particularly a monoclonal

antibody including any functionally equivalent antibody or functional parts thereof and

subJCr.ec{1 d11

the

instructions for using the antibody for the purpose of binding to amyloid protein to form an
immunologic complex and detecting the formation of the immunologic complex such that
presence or absence of the immunologic complex correlates with presence or absence of
amyloid protein.

These and other objects, features and advantages of the present invention will become
apparent after a review of the following detailed description of the disclosed embodiment and

the appended claims.
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being treated with an anti body or a conposition

according to the invention conprising (a) bringing the
waamplissedr a specific body part or body area spepEs10eg007317

to contain the anyloid protein into contact with an

ant i bodyBRIEP DESURIPTIONEOF BYGURESWNDSEQUENSES bed

herein, particularly a monoclonal antibody including

S LSRR Y ) DA BOLLIGHN e 60 BB i

art hereo an
antlbpxiyt APB24{Ab-hperforpied ibgt Ejﬂ&Aeismg a( fiEptidd hbxwyncgf dvedapping peptides

coverF,mgutg %raﬁt)lgtegamng ztiec)(lzd ge?]%n%gy)k gé t Iﬁnhl rﬁﬁan té ?hrﬁi ({%m@lquf\ﬁ 1-42 was

used e positiveotomgble  CAlidtiees; pe@d@lescwexreesat)l aragldnlge T}he gmptide number
f.t ' e}

corSinsBin b 1, s B bP AP oG B BLGH it ACRTE e Bosuls are

epoJsseﬁl%gﬁj pi.c body part or ar ea of the subject; and (e)

onparing the anount of said inmunol ogic conpl ex
befFoglEe anthows tthe rasnkeef ot epilppe tmapaingesiudy ofhbip anyying monoclonal

anuﬂ&gf Re£SaIAd 3 P&'f(g'lﬂxgﬁl 'Bg R is£akid '16Hé1=!{‘ R8LCeov e RY 128, 17-40,

cates tha bj ect ha hi gh potenti a
1-4Qdi-42A ¢Aomppac}iov &-42B (Bachem) Rasulte rate expressedap O § piger Subtractlon of

t
e BERUIT T 50 S TRER S 50 S pREIROLEED Frpens
sulfjigat .3 ﬂdfpmﬂdleembdnm-metliae:dl inbibittonoof AR1-42 @ggregatian at a
th t
1: lé\q,@nd ﬂfi ggtq)g)éi?/ é?e é‘gﬁ é%glgtlégrn rsa?lgﬁ%esggg %?cf’w glﬁ%n + 1 standard error of 2
md@émdﬁcéxpeﬂmlaﬁed t her eof corrprl sing an anti body
AP e A - Bl S G 8 R B oh e sted ABI-42

at af 110Dt dndNA1J 3htiBEKY 694 BIN42 ABlat RAIdYREYultE vt mediad 1R&MES&d error of
thereof and instructions for using the antibody for

2“@?@“6%5wtsbl nding to amyloid protein to form an

| MARRL 80epictOMRP bindimnek #le tagailiangb-5 hatibedy ® tHi@mefechlheweight
i mmunol O%I c co | ex such that Cgr esence or absence of

(HMWa Praieni allergGP eleapptes snriched andlopsmalesary @ight{EM g} monomeric
prq?ab SRS s AE A ?Ify{%\c;; i@y otein. These and ot her objects,
e a

atures an tages of the present invention wl| .
be dugree #pjeaicenthe diitdang of the WE&Q cortral lpatihasty| tg\hlgigmolecular weight

rpBCRRF (P B0 bR AR B o Rl e
oA BRSPS OB A e
(Ll\ﬁﬁ%hlﬁiﬁéhd:@gparalohs shihes\pil h2 ;repﬁdd ts of an epi t ope

st ud A H’@ ri n nal 4)
i Aenieliahs biie o ceer et aerix (Bl eve) ey 6E10
(B) Q@S n{a,\/l&hb@raaa ng&ﬁaﬁ bfiﬁfé Aggv egﬂd& hehe RRkeLre répditePas mean (+
aci d sequence 0 to the conplete A/ 3
SEM) apticaldensity (O.D. ) values of three mdependent experiments.

Figure 8 shows the results of an epitope mapping study of the murine monoclonal
antibody ACI-11-Ab-9 performed by ELISA using a peptide library of overlapping peptides
covering the complete amino acid sequence of AB 1-42. Binding to the complete AB 1-42 was
used as positive control. All other peptides were 8-10 aa long. The peptide number

corresponds to the aa in the AB 1-42 sequence on which the peptide starts. Results are

expressed as O.D.
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used as positive control. Al other peptides were 8-10
aa long. The peptide nunber corresponds to the aa in
WO b@8Ass21- 42 sequence on which the peptide stBC€T/FS2008/007317
Results are expressed as O D.- Figure 2 shows the
r eRigirs 9chovwasnthe pastikige anepiope gn@pm@y;tudjz of the niutink M&noclonal

NI NN T T S

1-40,- 142 (AAR854eR 0} 1-42B (Baéhza) (I&%Glfﬁﬁ eﬂeeslséd & @De after subtraction

of ‘ﬁ%@ﬁgg%ﬁﬁgfb Re m?tgam‘% i S an%a& '63% @f@dﬂge&’mde@} FXpprigggnts.

2 lmglﬁp ) dlws tBXRE1isIBE BA Spltdj—)h gubpmg sﬁiap bEthé mubife monoclonal
nmedj ated i nhibition o -42

anna@f@wéﬁkﬂ? é\r‘? ldtpeafomn%’dzy EldgApsing aaqffpv%wawf ayesleppipg peptides
cov C?the ESthpiBte alBfddciPseqtinee R AR1-42. BindH3ab theRbMmPleteOAR 2-42 was
in

ependent experinments. Figure 4 depicts
useq pepRsitive gontpal 3Alpther aertidetivers §oilagdensod h@f’eptlde number

conEE&n@Q@rtﬁQﬁ AN B 1-4é%e(ﬁlten<§: oh width BB PeptidbQiapat Rps(ﬁ‘ﬁy afeO

1-42 nolar ratio. Results show nean 1 standard
CXP@S@@S&DZ i ndependent experinents. Figure 5 depicts

t hq?i%j F‘i’l Ql%v&fthé H:?ulégf an épltég fh gﬁk% F’t‘agy 8f e Hiugihe monoclonal

ar wel [ goner
antibodyi G 41-Afed peusﬁvnngd bschLIerA wairiggbmgef pennde n@‘rml fb@ 1-28, 17-40,

t d
i e T
of thbaskgrbend. \Resqjjtls tshw-liAd)ngan o etafiddod pirbranf 2(iRfepenienymperiments.
(eﬂwk}é:ur}g ‘ij2 H?R??ts thelﬁgélpfa lr"g |9bm2ésjd1alg N gt}eg%%lf %ﬁil%@ggg%gtion ata
1: 108 agidriel O7antibpdyCto AR molackiatig RebulGhe®4neAb+3 stanidatdceipr of 2

. (A cantrol anti body 6E10 (B) to nonomers and
mde&ﬁe?“begﬂ%’?@nwmfhe Abl - 42" peptide. The results are

r emti)gdrem a@lgeﬂﬁ A(661 1SEAD- 9amd1ar§ft1 dlmgﬁag?tyéon(@p& agg‘i@ateﬂskﬁl-
| S u
2 ety 50 RGN g Sl bt B8 Bl g tandard eror

of3rmdup,@hdmaéxpaﬂmbmdy ACl -1 | - Ab- 9 performed by ELISA

u3|nga ept.id |brar of overl ap pt

coFaFirng fimctegﬁﬁr%flé bril hgnediaed 1 g@bﬁ%ﬂegAé% qisgarewon ata
1:109 43I 1P atnqbwseto APTRA26h SlafYado. Redts ¥BSw Wi +aASstRGIdldoe of 2

control. All other peptides were 8-10 aa |ong. The

md‘ij’éb‘i@ﬂ@‘l’ﬁﬂ%’éﬁ corresponds to the aa in the A/3 1-42
SeqHANE €5 Apinb ie M d1he - RER T inflRliaddddidaggreRRM! o §reaafg%regated AB1-

expressed as O D. Figure 9 shows the results of
42 3 o114 198 @ndrd 3 Pianibady 1elhBb 2 malar satic, Resuis slbst Bian + 1 standard error
szqgéé th l.ulm,IltSAb 9 perforrred by ELI SA using | onger

pep cover | n%gg -28, 17-40, 1-40, 1-42A
( Arfagpe ét) depuets the u(gBefe"t@W -ARdd anm@dm(é) adpontelagtibady

6E19ISE?Nt a(fngo?nrerss Y totrhgCt Ier%n éﬂ peak & OHlY res Il:%e lél‘,lrgepsoﬁed as
nmeanl s err |ndepen en
meadX{p S_TEIMDEUphSal dEnsjtyr(e upvaiims\w tltrdseand«smudldns explerimantepi t ope
gur}g 17¢' cl}lleXlatlcally 'Jgpl&‘é rsteps in therchlJSR assay that can be used to analyze
the binding of rhApoE4 to AP4,-biotin.
Figure 18 represents the results obtained from development of an ELISA assay for
rhApoE4 to Af4,-biotin binding. To optimize the concentrations of rhApoE4 and Aa,-

biotin, dilutions of rhApoE4are tested with a constant concentration of AP4;-biotin

46



anti body ACI-12-Ab-1 1 perfornmed by ELI SA using a

peptide library of overlapping peptides covering the
wa@ormplisdeel am no aci d sequence of Abl -42. Bi ndi PQT/US200$1607317

conplete Ab 1-42 was used as positive control. Al

ot hepure 8P Ubsies twarRcf b eddof ARG bioliienPRBiadlfs SLMBESbiotin

corresponds to the aa in_the Ab 1-42 sequence on which
°°Wm@‘eﬂé‘b{hAd>éE§Fh§h? desciped ELISAps®Yexpressed as O. D.

f -bi
" 6 B 2RO g o A P BB Ao
forpmdewibe@EbLSAEa_SISSA usi ng | onger peptide covering. Ab
17-.4 che . .
L 21y B 3B sl LSOOG B d 3o BEABT <o
antﬂahﬁeb@ash@reddnntém Resul ts showthe rreanl st andard error
of | ndependent eri [ d
ac T PR Bk CRR TR b gy RSt 2xdiifed o 00
afteagg:ﬂ@gmhﬂmbtatucm 1: 100 and 1:10 antibody to A/ 31 -42

I Res n 1.standard,err
o B B g 8 bR AT AR L byt R Rp RS BB A2 f analyzed
by ELI. Bindick 6t thel c%ihﬁatg AEpaL was ua‘fd qgrpesﬁgtgdfcmgﬂl ealll Alher peptides
4 t al:1 an 10 antlbod Sl - | ar
werp 2 Jth a4 b, b POAligh, WiEE Corerandn s Blegra ;the AB5E42 sequence on
wmbﬂdﬁqﬁﬁﬁdmaraxkegulﬁafaa rebiegldf ©.134 depicts the
Cl-12-Ab |ated|nh|b|t|on of

ag gtabiat- f‘oﬁ“}i‘l‘ngaOflﬂli A lAfar b3 (eoLsn FH&@; apgg%ystg highomolecular

weidRl BIMMAL hr8to-fifAlak (BF)S IRWNER RricHedSArAIN thoBictilef wefgh? (LMW)
I ndependent experinments. Figure 15 depicts the

mopguyengropgrations ofethe AL 2B yr egat i on of
Pr er /g0 @9 @u@(ﬁngwog e 611 Oa&onQrol1 adt#daans ploté—@ibﬁ[lﬁﬂ QﬂdNMW high

to A/ 31- nol ar rati o. Results show nean st an

molspyloh wEE VB0 rapiacH s, (G0 IWERDE. Teiohel andLBvBglcpHlar weight
(LI\IIW? r@ngﬁhﬂgﬁﬁf}arﬁgm J)gﬂfa‘b\dl 4b pﬁ:ﬁﬁdcb()dy (A) and control

nmononmers and ol i gomers of the

Ab| Table bé pBllIdieng qihﬂ_ie Al 4 Ab-3r(mouep BItAR) aasberyata mponomers and
ohi% cgﬁﬁcfi &3 4gg%ﬁdeyRésQitPE|)e éﬁlﬁ gys%; a?b D. %ﬁ@s

ent ex I ments schematical ly
depTabiesl gt Bpslingnoft the 6EL) Spntmd-gntjbodyide nymamises and edigemers of the

ABRELYASe! el Bl A 00 L0AR9EALD ADA2-biotin. Figure

pr esen talrned from devel opnent of
an TbleSA 1 assafprth ahe amtiyodies and aktigeRichéonstrustshised iforgraisiing certain

ze .t concentrations of rhApoE4 and Ab42-
ant%&&}??n% Scrél?elra%te 1Chs of rhApoE4are tested with a constant

COIMTybid 2.2t Bandiy ofABB Deptides itt AIGItlNeAd-O aidpACE-E2-Ahd 1. Results are

effect o cess of Ab biotin on the binding of
emeﬂaﬁloo{)i %eégm%sééai’%&poa in the described

ELIﬁ%la:ssaBmdiﬁiggiﬂmzlaﬂ -Alepia&ll HGI- 19am>lle tcdes evmapﬁhg péptides of

AB glfegi rlzl§e Bg%yz@réalgA%g@Sémgt Igotg tge complzet 22 fw%s use(F as positive

control. All other peptides were 8-10 aa long. The peptide number corresponds to the aa in

the AB 1-42 sequence on which the peptide starts. Results are expressed as O.D.

Table 2.4 Binding of the ACI-12-Ab-11 (clone FK2A6A6) antibody to monomers and
oligomers of the AB1-42 peptide. Results are expressed as O.D. values.

Table 2.5 Binding of the 6E10 control antibody to monomers and oligomers of the

AP1-42 peptide. Results are expressed as O.D. values.
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Table 1.1 sets for the antibodies and antigenic
constructs used for raising certain antibodi es
wale@snsdsetd herein. Table 1.2 Binding of Ab pepeCTES2008007317
ACl - 24- Ab-3. Results are expressed as O D. after
bacS{gQ DI ND: qubt ramﬁﬁgaﬁicpEﬁMee\ﬂzzgs Bidndi nfg XL
4- 3.to 33, over]a eptides o 1-42 as

aﬁ@gﬁ%zal Sﬁntﬁeﬁﬁlpﬁg‘“{ég‘f{)ﬁg" conpl ete Ab 1-42 was

us@@ﬁ)mlﬁlve &prﬁebMefra%Ldeanﬂ?{g pepti des were 8-10

aa Ion The peptide nunher corresponds to the aa in
theSE/@J I NG 4seque‘?1'gée%ﬂn‘?ﬁ$’8ﬂ“ﬁ¢e”ﬂeptl de starts.

Ressﬁ ﬁ)wcesexpre;m ent!APl £ 1.4 Binding of the
(% 3 (rnouse EfélAqg) agmritl b%gy to hi gh nol ecul ar

\NEI%-:YQH?NM pr ot &8 feptidel fragmepdf 161 | gomer enri ched

ankp®YH 1): gcul ar AMgioIAkid lsBendB RO RL | 5ghP T SRR FhtidVkS domain
of the ADL-42 geptl de. Table 1.5 Binding of the 6ELO

sequenge pPHACHAS y to proto-fibrillar and LMW hi gh
enrﬁf(ﬁk@f\ld\@ ght AJHMA) AEde"séE;uEﬁééf bl* Itlﬁ',r héaP\J}:l) cl%llﬂ 9aHRle domain

ed and | ow nol ecul ar wei ght (LMWN ndnonelic
seqmpaféfll -3hd\bo¥. t he Abl-42 pepti de Tabl e 1.6 Binding

Of SRPIBSl; 34 A AnlliONS S} Tk P, G FoNOTET S

I gomer s of esu ts are
ex FEQGH2N 00, D. Amalouksd Se"ﬁatrlce OIthE lightabaimgCIOR2 t he

6E I ant i r of the

S SPS NG RO R Ada WNGRE P aR el A CHRS

valSEGID Rabli2 2. 1AmetosAdid sdqerich ef the thedpnydihem GIPR(1

antd ' structs used for certal

ant#ﬁ@l’g ggscrl‘zk{)lcle1 h%crleferﬁluenfgk?kﬁl é‘gﬁ al&‘lér%mof Ab

peBHEQ@HS Np 1ACI - IAinm%bﬁch saqdendClof &ﬁ-hébfyl dhamRHSRB ts are

ex a fter background subtractiqn, Table .

S R AERE S50 Agmleaflts gbateRsesing He Hepy Gan® variable

donmiﬁﬁdqambmgjlmpmdes of Ab 1-42 as anal yzed by ELI SA.

2 HTD N 1o, PPt ol e Cntiad 15 RN vt

donm]mdqdalceumtm 2aQ(y-gsponds to the aa in the Ab 1-42

sequence_on V\,hl ch the peptide star ults,. are
ox IR LENCIL 0, D Arpify Achl soienes ﬁé {br oW skede. yaabg, domain

seqaé,cégfgcmﬂ@,e@%) anti body to nonomers and ol i goners
of the Abl-42 peptide. Results are expressed as O.D.

val SR ID Ngh 18 2 SABPWdlAﬁtji sfauenie ey beathr ehaim yerighlgdomain

Seqﬁ&cggpg@gﬁAq,rgi ol i goners of the Abl-42 pept| de.
Results are expressed as O D. values.SEQ I D NO

AntSESRHR? NQsdBt | deAminop Acgh semenqepoRicthe 2light sghaing ernm’ple domain

seq%hgg Fﬁj‘ggﬁlg_%ﬁﬁ_ SEQID NGO 3 : AJi peptide fragment

SEQ ID NO: 20 Amino Acid sequence of the heavy chain variable domain
sequence of ACI-12-Ab-11.

SEQ ID NO: 21 Amino Acid sequence of the light chain CDR1

SEQID NO: 22 Amino Acid sequence of the light chain CDR2

SEQID NO: 23 Amino Acid sequence of the light chain CDR3

SEQ ID NO: 24 Amino Acid sequence of the heavy chain CDR1

SEQID NO: 25 Amino Acid sequence of the heavy chain CDR2

SEQ ID NO: 26 Amino Acid sequence of the heavy chain CDR3
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SEQID NGO 4 : Ab peptide fragnent Ab 17.40 SEQ I D NG
5 Ab peptide fragnent Ab O SEQ ID NO 6 : Ab peptide
wo e@giegkl Ab SEQ ID NO 7 Amino Acid sequence BCT/US1068/007317
i ght chain variable domai n sequence of ACl -24- Ab- 3.
SEGE@IDEO: 27 AN nekolhaicktosdx sequeaceo fent dikingh elsey ighh avhain  variable
vari abl e d gyence of ACI-24-Ab-3. SEQID NO 9
d°"lﬁ%?ﬁe@“%&°e895?&3én§° Yot the light chain CDR SEQ ID NO
10 S-BQ IDWIZG seqrutirRleofidd Bequeh@htndligntheDiRAvHERainDvariable
d ﬁ%cﬁld sequence of the light chain CDR3 SEQ
OWWF\‘T@“eTfO sequence of the heavy chain CDR

SECSE@IHN&O 28 Am piyiciedtidee Ge@Rb& @hcdditgy MBAMIEhE bhbid variable
SEQ I D NO. 14 Ami no Acid sequence of the heavy

d°%?%“€§§ﬁ:§’f§€blp - 15 Pol ynucl eot | de sequence

IIQNU‘@O| | gmolﬁh@leﬁtld@rsb h& @a SRAURAE &hain variable
-3. SEQ ID NO 16 Pol ynucl eoti de sequence

don@h’&&ﬂli“?@eloﬁéqlréa\éb thain vari abI e domai n sequence of
ACl -24-Ab-3. SEQ ID NO 17 Ami no Acid sequence of the
i ght chain variable domain sequence of ACI-1 |-Ab-09.
SEQ ID NO 18 Amino Acid sequence of the heavy chain

vari abl e dﬂﬁ'ﬁﬂﬁﬂﬂﬁ?@ﬂﬁﬁ{woﬂ'T VENFfOND NO 19

Am no Aci d sequence I ght aln vari abl e domain
Defgatiensnce of ACI-1 2-Ab- 11. SEQ ID NO 20 Amino Acid

g?q%%lquﬂxfg{pgkpgpﬁlag’% S 691:3%‘, Eﬁ%’aﬁébém” asqg@h& dlﬁeeﬂru Gi&Ehangeable

2 1 Amno Acid sequence
and@tie ddfmed iogheanchziomoleDilt cdis¢d ming acidylinked by A geptide bond.

i QG Re o by R0 R o E%%ﬁ%&%orﬁ%&@ g hore" and

mclAdethephmldmbesquhenmemﬁs mmrmaw chain SEQ I D NG

2 R e - R SO I oo o
detdcBotNGY bﬂlbgi%ahglauﬂésesotﬂ geinmanuetiradcat oc hxsilohgldahmeihlogshdnd refer to
quaﬁggivé]y \(/){;qulugl Qltzﬁlvgl?fr[&te%nic’quu g%?esglgce/_})cr:l concentra ion of the biomolecule
under investigation.

“Amyloid 8, AB or B-amyloid” is an art recognized term and refer to amyloid 8
proteins and peptides, amyloid 8 precursor protein (APP), as well as modifications, fragments
and any functional equivalents thereof. As used herein, amyloid 3 refers to any fragment
produced by proteolytic cleavage of APP but especially those fragments which are involved in
or associated with the amyloid pathologies including, but not limited to, AB).33, ABi-39, ABi0,
ABy141 AB14z and ABy43 .

The structure and sequences of the amyloid 3 peptides as mentioned above are well
known to those of ordinary skill in the art and methods of producing said peptides or of
extracting them from brain and other tissues are described, for example, in Glenner and
Wong, Biochem Biophys Res Comm 129, 885-890 (1984). Moreover, amyloid 8 peptides are
also commercially available in various forms.

“AB Fibril” or “AB Filament” or “amyloid fibrils” or “proto-fibrils” are polymeric

forms of monomeric protein forming individual or bundled fibers with constant fiber diameter
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SEQ I D NO. 28 Pol ynucl eoti de sequence encodi ng the
heavy chain vari abl e domai n sequence of ACI-1 |-Ab-9..
WEEQSnEB6NO 29 Pol ynucl eoti de sequence encodi nBCT/ki82008/007317
i ght chain variable domain sequence of ACI-1 2-Ab-
whith areSiEé@lillﬂ)e iChquaGusRabdimu and obnteie large amooss efig otbissirg3 $theture in
chai n..vari abl e domai.n u f.ACl-1 2-Ab-
the’:[fgr ?‘QfL"E’S‘ %@S%ﬁ"&l’? lsf‘ﬁ% tﬁf\l@Eﬂﬁﬂxﬁ\l Defi nitions
TheMetomseric pPof’y pe pPAB dﬁon,omeﬂ’GﬁrEI adeipletélip Golupiliaéd iatmyloid@ protein

d herein, e i nterchangeabl e and are defined to
w“ﬁ@‘gﬁgﬁegﬂt@rﬁ?f"é’kﬁ%m@wﬁ?&@%%b‘fn anino acids |inked by a

pe ptﬂr&e-fibﬂlbg ofr Tﬂiiﬁzjotﬁb’rﬂﬁr préparatiodMNas wsad hekhﬂ"éf(’jeﬁ@to Lliﬁ@dr molecular
In are. defined to " e Oor . nore i nc .
wexghteteaﬁpa?saﬂ Pﬂhwgga ng'fpﬁ B‘?&“gf’% which ase WF%& with ﬁ‘ﬁéﬁe amyloid

Aﬁbﬁé&ﬁersdet ecting"” or "detected" as used herein nean
ust ng known techni ques for detection of hiolo

ol ‘debmesic s plble samydoidn Arde ndligameds  apypid) agﬁt%aﬂf A" and “AB
ohg‘&ﬁkhoﬂr% wed ﬂt@&ﬁing%&blﬂ heteind Ad ¥drYtoOhuBipRNMd gfééﬁﬂe& ghdhomers of

etern1n|ng he presence or concentration o

amylpigrpsplides) @& ofj amuloid-likeeptidest o1 modpfigd) o5 tryngsted mnydeid peptides or
of étﬁermbﬁés‘jof dnSy 138 peptides ?&'ﬁﬂﬁg S5 ndefit r@r iaﬂrmreﬂf: 8frudnfes which are

protelns and peptides, anylo pr ecur sor
sohphl@b@h i PiAPHR aquesuyeleflivgisandgd ivive elathedngpmﬁlpaagqféxmn &Ady more

parﬁ'aﬂ?r%ctgé ?féx . ﬁﬂt)&ﬁé&hﬁ{y &férh@ 'hﬁ%p;; A%gcrg%@%lyxngﬁcﬁﬁ&s of amyloid

0 any ‘fragnent

peppdcst @odfympdified entrangateds aniypidpeptides e cif aleriyativiap ghgreof, which are

i [ 1.0 [ d with the

solgtORTRE bRl orHuhan R B JoR B SRR EAEC " o )
., “PAlyBieric 30luble/aBiyleid AGpephitlds” ApdKolizoamedc AnBloid AB peptides” and

wadh Stracture and se f th | oid.b tide

A bl Bl RS ERUENCRRe il NSe T Mot Fromers
of mk)llduﬂ Afpeptides aortof andifivdton ardscaodd aprybald @iﬁ]@pﬁdﬂs @r of other derivates

ept.i or.,of . extragcting. them from ot he
of FRAUHAT Pl Sher e s BT sPictar ARED Sigiluste both i
vitrh\Gin gqueBuOmbeitinBind[7h Y o Re sheGaafii ox&ﬂﬁna%%d{/ 183d particularly in
thegbr s Veraé‘ucflﬁy lygp %Bﬂgplg Bg L] %?e &?(rgl%g}alcﬁsfgf a%)yécp B Alf@ l)ly of modified
or Ebﬂo@ﬁﬂ eryl?iﬂ g @ﬂwf peptidés br bf gerivativesptheteof, fwikich lafe' soliilde in the
meric for of nono tein formng
ma‘i“ﬁ’&h}} %rd*&rnaaPn%uwalreé&ﬂf nE‘é‘ gf?ua:onst ant fiber
di ayghess P@Ht &da BloBod1&HP hitiHoBy it AHEEAY FukBEidhdIR) e’ﬁﬁﬂ'alent antlbody
contain large anmounts of a cross- b structure jin th

or fupytionalnrssts Merents whipl patitody hinds AP meenametic aFptids Ieffparticularly

to .&13 Qfo'nl)méﬁfd eptidM MONEIdI (6 s@!’ugle &[ymeﬁc?hnm QNESmerR £nyloid peptide
letely solubilized anyloid™d protein wthout

congggmggtpégalgb | Akled2 ippnamgEe PSPYAed| iwnshows a substantially weaker
binding to AB monomeric peptide 1-28 and an intermediated binding to monomeric peptide 1-

42 and essentially no binding to AB monomeric peptide 17-40; by a “substantially weaker
binding” a binding is meant, which is at least about 80%, particularly at least about 85%,
more particularly at least about 90% but especially at least about 95% less than the binding to
AR monomeric peptide 1-40.

With respect to a monoclonal antibody including any functionally equivalent antibody

or functional parts thereof, which antibody binds to AB monomeric peptide 1-42 and
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"Proto-f brils" or "proto-fibrilar preparation" as
used herein refers to higher nol ecul ar wei ght
wo e@stis@ns of pol ynmerica A|S anyl oi d pepti des, P@iU81v08/007317
are enriched with soluble anyloid A/3 oligoners.
polyeriey fjﬁhibl@A/ mwagﬁ oglfﬂ,phﬁllhgl a phuiality @if iA@Mbﬁoﬂl‘yzl peptdes and AB
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weﬂc@ﬂbﬁﬂﬁh@&@ A[Hkﬂ@ﬁﬂiﬁdilc(}fepﬁklali QS gnd&fpéntidR$ no ®indixig to AB monomeric
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Pepaﬂ?%r*@ &yeaptﬁug%@"a}ly pleakst i Hlé‘idméei“ ibindingds giea f"af’ds at least about

609@995rt19tﬂ§r1)f Qf Méa80 aluk FBYEIthére PartRAUYIFEAt asitdbdGi HOBS even more
ch are soluble both in vitro in aqueous nedi um a

and
parfepIasIas hqost 2Pmet S0BBE FRPEIIIY IR FORRIA) I to 100% less than the

bm@iﬁ%id & hRbMedidpdphfe PIs2i n, but particularly refer to
e aggregated nmononers of amyloid peptides or of

m)dW#tﬁ aebpedt to p mongelernl anghody énchising apxy Jungptiopglly equivalent antlbody
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"ol 190 ' I
comHe O R RBE 42 bR HEBLIAAL fiods 8 Wbl gveaker
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or fattionhleparts thdderfRARA lahiibodo bidds KEA S bmiyonfmr: @eptide 1-40 particularly

rticularly jn the brain respe to a . . .
to REooprar pERHIP dotlband 1ol pomy e meicr shiapnsric amyloid pepide
confsingad PNiraldftdfoRPFY-4D mdrsafetit Prplided Bt s;hb-he raeﬁfbstamhillﬁ]hweaker
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42 86 &6drRialP by BBiding 8 ﬁbn&ﬁérﬁ?%?ﬂ‘d&l’ﬁ#ﬂ"b@l stl@ﬁtﬁﬂllydﬁ} binding” a

conprising a plurality of 42 nononel i c

binging issmeand, whigh, lpsat dgast QQOPSP%EH?QFC“B‘FW@F }F@stta@og&pgpﬁ, but espemally
at 16RNYIRE 999, BEPYY da oé%agssm tﬁ@blhmhg iRG hRhBsle ﬁéibnﬂ& 1140

nmononel i ¢ peptide 1- and essentially no binding
Ab Yyithseappetdo pepmp@lenai*mt@dy EReluglingsany Spaghional]y %ﬂuwe&vebzrntlbody

| -
or gg@ﬁb%g r talf't(s:&P f;qxg%la, gggudabtgggsc gos 233 Qﬁodoﬁéﬁé RBAE 1-42 and

polpmenid salibde AB mptld@ao@tnpasﬂggna Phookity of Pé%pzempmmgncateptldes and AB
e
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nohome | c s
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1-28 and essentially no binding to Ab nononelic
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peptide 17-40, by a "substantially weaker binding" a

binding is nmeant, which is at |east about 60%
w@arosiisaskarly at | east about 65% nore parti cuPEr/Uy2088/007317

| east about 70% even nore particularly at |east about
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col BTy ReRT et o4 P bl i ey heRbg M. Lews
bod&kﬂemﬁﬁz{rﬂj)dvm peypidrabee, h?redﬁary leyrebad handrirlalgk Wlth()amylmdosw (Dutch

g Gom PeinkonDome S e Sured v fL o GRR PR iy based on

or adsodlﬁaﬂwlﬂ;bﬁﬁjiloﬂgl%ea]ﬂdtehm $udh Zh@@%ér&ﬁ'etdnﬁﬁnﬁ&]&r palsy, multiple

bi ndi t g Ab_noponel [ 1-40. W respect to
seIgORon O HHEP ORGP CFHUHES digPoisonBLY GHaEYy dementls, ALS
(anfattbpiel 198fal 3ELkdoBISY] YindMisidriPsdyl MDEitisP ABM), tmlteoﬁset \Widtzbes; and
anti body binds to Ab nononelic peptide 1-42 and

sengle, FarAiar pEIYLoidasis) @dws%bﬁxedié@a%% Ht?ﬂ‘ldé?gn'@a%‘ﬂ%l dgpeperaign, drusen-
reld¥dd ﬁn@%elﬁapdmmﬁ@ut&ama& tiRa-ARfoiiehbddidd s or fibers

[ ncorporatl ng a plurality of said polyneric peptides,
but Thenisums anlbesdyt’ Ot ing}b|o91e Kased Bergin g aftgegqgnized term and are

unda%ﬂ)%'ae!o' ferl?e! inGI%cJ-le@ %r e ?x§§rﬂ$dt§|olf Ym&BcddsNda gufdotoAknown
mononel i ¢ peptid by "essentially no binding"

antiggnsgl qugculgrlmamnunMp@ﬁuq molegqulgsand o imyanol@mmlly active portlons of
imr glo‘ﬁﬂ I?fnlo)/egglg/s i %%Blcé\ﬁ%ﬁa&gl{& ﬁtﬁ 1119@ ird fﬁgas nlniﬁb gﬁemﬁcally

out even nore art I C
bm%% angigen ¢Bipeipinayrioglohulin e@stdnmatwhe gg%lmmcambet of ag0oype (IgG,

e TR e T PRI iy RO 1R AR, QR TRA R it for MBetasees

of itamoglobulirecleculs. particul arly a nmonocl onal anti body

i ngl,u an funct| nahmy ggay val antib or. .
funm%ﬁ‘gles ér Pt 8% e‘ir)eo A%OPWD(%SEhe Pe Seﬁlg ‘%{Y"&é‘%’l ' include
moﬁt&ﬂcﬁfampﬁ@dlohyl elimeti¢ Sktgﬂeymna$&?ﬂ9c,xﬁc or bi-effective, simianized, human

and humanized antibodies as well as active fragments thereof. Examples of active fragments
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particularly by an ELI SA assay using biotinylated Ab
nmononel i ¢ peptides, but especially by an ELI SA assay
w@sgoodaseei bed in Exanples 1.16 and 2.16 bel ow. P@)US2008/007317
"isolated" is neant a biological nolecule free from at
of mebstiles Ollim lﬁﬁd td &n@\ﬂﬂiﬂhﬁﬁ@hﬁ SndladenFath)i K(hb'),} s¢Fat anidaFi yfragments,

cur "di seases .and di sorders which. are. ..
incfudiog ‘E SBeFsh Epmi gi&élﬁmegp{fs%?n gﬁwyo and Epigpe-binding
fra@ﬁ@itsﬁdﬂ%ﬁy of the Iaﬂﬁiﬁﬁles ahid fragmdi®d mébitishédsbolve, di seas es
and dkégqﬁ‘?qiég%gﬁjs:q%géquqhgﬂ%%gﬁggxggqu%&rq?%}tlel %/)r:ege)l{nt invention by a

nurﬂfgr)éfrﬁftkﬁovﬁﬁ REBniqs. R ¥x&RPTE) ﬁb&ﬁloﬁéclérﬁﬁaﬁtf%&ﬁs caillﬁh:leaved
di seases and di sorders inclu but are ng{ﬂl imt

With gin SEymei B &, Pto ORY 1R biElffh i HPLS ERlatlegPr. Hi appropriate

fracdﬁg ed'bﬁfaﬂixh@ Fab fis rEan afw ®k d8Rbdted E&{ @Br&eh@até’d B GHénbrane
di seases and i sorders associ ated w

ﬁltxigpgxq@ml the Jike,tHop furthee FI‘EFGFPFQDH qf@pn%tteqhnmup%a)rtﬂap 1solat10n of active

SestinB s, Ob‘eg‘?&* &aﬁﬁ%ﬂ: Q@ﬁﬁvebatAedet %m’ﬁ NudP &, 299011-1019
°8s di seases includ |ng not Iimted

(19&@uR91lsegauMF algMsthode @zym@éqgm& 166308 ﬁé@degnﬁ@ésaé%%
(ADA A plEhibkl RelipdlpCRTES O fgpmf EhAfr &P A REAP VAL its CDRs
0sSs O cognl Ive nmenor ca ac y such
dermérfmrea n@nﬂmn@o ghnon immineglobpkim rthe feuBii)ing Imwn@gidgulm -derived

e i it

parf{c B, Botebll e AR Tom i B LAY BERGY iBmunoglobulins). o
addRamk frarp owerResoppriri IaSIdmsphzwbe asredad preasrve bindmgaifSwtys bsthods to
Obtml uma?r{lzeedba%agodles are WQISI%QCI at%%](i‘iosw&D h 8411? ul fh% Grt. (see, e.g.,

proterns-suc gr essive supranuci‘ear
Quéenl tet pil.e Brot.eNadi ss&cad:rSnut %} &&1@0@9}1%@8&&&9) Hodgson et al,

son'.s e, H V-related denentia, ALS

Blo(g FeRn?: 42?8@?@1 sclerosis), inclusion-body

ny oA 'thuﬁlaﬁnlzal\/,bantllﬁdiyl' tm&naBd B abrined ;byandnsehigksetic engineering

iac a vari ou

SPPFACh R FOI IO G Ses keGP RE Dl paglies in large

anifel rs@ihaishﬂ)r ethlE; aztbmta(stae dng U.6. Rdd NaN,1129,084).
depgsition The termns " ant Ichdl es"

us ebhenigre; moapdons! @nﬁl@xgeﬁ Sl R oG e s to an

antibOdy BhEls nidds PRUABEM!if thedhborstbiyVRorh 6@W®eqicndlﬂiﬁt e&udbfiges only
that bind to known antigens, particularly

one; pRtigABgMEBRAlPHR! FBhikadins e dvtically MifFMS |fwe>sgfr&; amogﬁn%é&x pRpgt-lived,

antid8ly-pRASciAE Bl RTTYHNQ HsR Bty ¢l QeH a8 cahoef eelﬂ?bﬁ@%@ﬁreferred to
that contain a binding site that inmunospecifica

as a3 ‘Hegogtal” 261l Jha resrrhleg ihpbrithest eblivtirdomacaprigiphes Itablthh greating a
cloh@%@(ﬁr%ﬁe§ﬁ£ﬁ kh?aﬁ’(?tleg (}/ BY th 369@00%'9 @or the F(lx&&%f thgﬁ’eselngﬁventlon

“m¢lg)AE’)131Cﬁﬂtleﬂy linalsety hyfundmtgn@gj Qymnrqm almﬂoé@g ﬂ@t are produced bya
moth%élb&oxgﬁlgﬁ hasal{o? Hét%a%ﬁ&?ﬂllﬁﬁ&n'&:l@n&l{ﬂf scope of the
esent 1 nventl nonoclonal , polyclonal,

c h| Her tecm é¢1a§1’ gefetsaion thephypeariable mgiobiofedd @otibody, The term

"h mar?a%'lefz ?e 0’ ang b mwﬁgrg u &lt h%}gﬁi‘l %?er?‘%o V%ﬁé Ireg@‘dchs of an
yBct Ve mshts ‘ereof. Exanpl es of active

antibbdy wenalﬂofdomaine ethlchsare H&lpeﬂyanablet an lspquncea and/glem structurally

i ncl ude Eab (ah.) 2, scFv.and.Fv nt.s, i.nclu
et 18P, eyt A hintish S b AR Bh B e 4 Vr an,
H2) H3); axidytheen dn ehpivIo@ea; b2, Mdi)n@ number of hypervariable region delineations are

in use and are encompassed herein. The Kabat Complementarity Determining Regions are
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fragnments of any of the antibodies and fragnents
menti oned above. Such active fragnents can be derived

wo e@snags2ant i body of the present invention by BCTURIDES$/007317
of art-known techniques. For exanple, purified

based oo céquenade ariabihiodareisare alie ﬂaestccbmmoaty wdet] t(Kalmat enaly,rSequences of

Profi of FpBRiae RSt o EenPubih R Soricay Nafiglel diues of

HeztliheBethéSdEQ{/IDeg@eu))and concentrated by nenbrane
|i ke. For further Qe cription

fi I t| on, e 1 I of
gen F et’%c‘ﬁﬂ dﬁ"ﬁgiq drecediag thedemm | (AR orelercie RF&“"ely’ toa CDR of
a héa"v?@fﬁiﬂtaﬁd @fhgﬂmﬂabp C@}fb&na &@&s ﬁrﬁfea@&ﬂﬂi@'l&;atllﬁh afthe Berucdural loops

01 1-1019 (1982 Rousseaux
(Chigihisand Hisfle JMdtn SoelgOBH01-S 1% 11 B0. 6 he AMoRREPBHERE regions

repreSéH® a cOmplYATB betR ebnat KROA Y DELIHRIGhdifa StrictRS 186ps, and are used
b en gl neered anti body having its CDRs derived froma
y

HuMalecelario bMnrniengy obedaling sofferaree nelihg iggntact” hypervariable

regioRETHROG QP YA L aQQE«hé’ gel ﬂﬁaarvﬁfl’ab‘ig cdhflefTehRab sfucRRLNIThe residues

derl ved fromone {(or nore) human iI'mmunogl obulin(s). In
frorg gaiht af ghese hyperapieblk regigns ore notesdietiyes may be altered to
Loolpkﬁ,gterngbl Nchoid aé(fntagl ty. Methods to obtain
------ “humani zed--anti-bodi es” are well known to those of
Ll @24alm4arL94 Sktl IIJ26 L32 t he&o-ldot . (see, e.g., Queen et al.,

i 49945 86: 10029- 10032 (1989),

I’@:ﬁ’ﬁ@%@ L9‘ Lﬁg;f%‘ﬁfuw oy, 9:421 (1991)). A

20t i na a So be obtained by a novel
Hi ggnggg cng}gsng%Hm al@(pﬁgach t hat enabl es production
(ofothafNuimbdribg)- mat ur ed humanl i ke pol ycl onal anti bodies in
H2 |Hg§- géS almiorEeB s HSWYP adl47-HWr exanpl e, rabbits (see,
H3 §o3HA02 JHES-HIO3 1 BYtHIRD. HB-HY 084). The term "nonocl onal
anti body" is also well recognized in the art and

r efr@fp%ntaﬁaae réidrs b@a@xeohlaaﬁe -leﬁtemaly?mmmgfanﬁm follows: 24-

| aboratory froma si n%cqnéc one and recogm ze

36 YrAdy3Adhd), 4ﬁt56g>é 10-50k $8197 06 8P 196 d |- 8singheVE ppd 8PP (H1), 50-
65 HPQQ 6?Zfo2Y§h&]93310§°§4T%i yor%OfOtZ dH ?exﬁi 'the VH. The variable domain

anti b roducing B cel'l to a growi ng cell, such
resxé\sesar@am@red@émrd@g M@baﬁretsal b @fpeer vf@fa@lbofatbesa definitions.
El% "va He)do Uﬂ?rersﬁﬁy (Iliyfulng&r{éy rlhq(aci)g " qr "gﬁnno a01d position
hybrl ona nu Mes rapil eating a clone
nunheodg eiw Kadwg earqlufanatmns gwreof, rt:ﬂqe tar tite| rburwynngiwstenh@ed for heavy

chaﬁ’lu\{a%gﬁlg (&)fmaﬁrge(irqig%? gﬁ]{)e atfi %tr g@g ouas {;% ﬁ%o %?étéon of antibodies in
Kabaneu 40 Secpsnctels af Pmtenmfddmmdlolg;cahlnmtslb,eith EHohublipftiealth Service,
. t it Th t ' CDR"
NPT b SRSk gBnggoncl 117, The for oo
t erUsinghyhie numberaty $ysteaqithn actudlHifdar amino” &l seqldam‘e mae dontain
her ei referstothe regi ons of an antib i ahl e
few g tret e Camigh oS SerSH it € 4 HouBRik Abr Maish FEr pFR o

HVRtéfusié wamdbley dﬁﬁimﬂ For legaisie, £BERY Thhid, vasiable bl@ﬂ\laﬁxsmay include a
S| X

ri se riable.re t hr ee, |n th
s P e e Ao SRt 0 ah e 5 5] OF Y s
residbbidN@lg. AdsidiP 8LY,280bARNE 8DE Kt McBRUINBEBIKAYAH Afecf HefvyUSiRin FR
and are enconp assed herein. The Kabat Compl enment ari t

resigyg 8% mlhe b ﬁewamgm&roé Fesidues BAY d6 ql?ms@e@ do1 agiven tayty ibody by
ahgﬁﬂgntaart Qeél&% SORImAIUTENhY séipbibe(dfah@bntflod@R with a "standard” Kabat

equences of
numbered sequence.
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Proteins of Immunol ogical Interest, 5th Ed. Public
Heal th Service, National Institutes of Health,
w®edokas@ar MD. (1991)). The letters "HC' and "RCI/US2008/007317
preceding the term"CDR' refer, respectively, to a CDR
of ‘FuhaRvl bqiivale tantibbdyghis ndaistood Ghidtinithe s&iperdsf the present
instead to the |l ocation of the S ctural | oops
?ﬂy f“‘?yg%‘

inv?néﬁﬁttﬂl eh iy a{@gﬂbo W%‘} sutg aé‘fflatgliaft ()E@ g{f’c)r functional
propédiey VNIV YREOUAT for Bkenpl€ Ginoficnal pmpe;slemerammmﬁbem@mdmg, but

et ween .t he Kabat. CDRs Qthia.structural | oo
not gited fe; bising wmémrodhw&agg& A predeiaysarigular igdeuipe Abre proten,
and"R6k8 [ gaRBuRAY tVaees-16 BitopkOreEids tof u{bym&y Proweml ﬁnﬁl@lﬂir&fdﬁvny in
are based on an analﬁﬁls of the avail able co

vitrgrighibition of pegregatien of et esmanrreers iinhighcrel n?acrweb@enc fibrils

d}’b‘x‘p&E SR of B fORTed2AB, NPT Prilsl QA 0KAP BishA Wreaki
P hot ha}égllﬁe'%ontnaf:’t(i’%il L24- Lgﬁﬁﬁzﬁlﬁu gtilsy 38Bof B0B-sheth Vreaking

propesty. a18% allgyiating cthe sfitepts 2of| sdisepsps and digardery whigly apeg paused by or

ass&c%ed-%ﬁh 'aﬁg%fo'n?@r dth Eﬁ]i‘léé%i_’&elﬂg ﬁxc Ug@nmlié@ O Hgﬁﬁmdosm
Kabat ering) H31- H35 H26- "H26- H32 H30-'H3

end()@mt m:aorwum@rmn@)larmlemmm w@gn m@%@rqdlsarqﬁhylamlly or
r\SEeu't_Bg] g)_uf(ﬂg a%od_gso&nk&6 tg%r%égyﬁg’sukﬂ'g} I%_%,b aJr I@Rl %tc or any

I on nprise "ext ypervar re irons’
subdsssfsotlh wb;GlngGzaﬁetg an@ gthgeisubtlayses dmﬁ&ddrerﬁmos@lqvmz)n the art,

7 9 L -
o g5 B B BB I G, o
such ae phige d[&péayv ar pwldheeddmrmy rorgamgsing oe selbhee, mmnhthlmgablacteria insect,
ma acclor di r}ger %p?abﬁ tceﬁt or?lcell 1ineP Wi hf orrodgcae%han 1boghlic]se SFith desired
| W t70As he t&r nt™" var i abl & domain tasf

chaﬁut&’ﬁ@tids,r@chi% hmndf&d@dta‘ﬁtﬂmdwhaﬂnﬁbmdws icain ples btt fcmmed by combining a
and vari ations thereof, refers

Fab pSrQ%eanﬁ%ﬁg‘éﬁghoé‘ §%9gﬁfﬁ?§%pc? ¥&r heavy chain variable

doﬁﬂien&rrﬁr“bhdpghﬁc’t bai“bifiurtiomdb! andlobhefstiod” ishased synonymously
il ation. of antjbodies in Kabat 4. Sequence.

Wit B srent B ARHSPOT0 G clractsiie s enibat wch Bppbots an

inhibR@htpio F%ﬂ*y\/dnczﬁnylblﬂt drofloiinike ifibét @smAatiotigalvel as a disaggregation
Bet hes a9é g‘%l ng this nunbering system the

propggty, pf pmy} dikg #Ssequence may contain fewer or
additel @Hﬁ‘"‘aﬁﬁ@eﬁm réfetsdfp &P%ﬁ%p&nf}hlzgiﬂerﬁ QhétesHWhicR aR dnduce an
of, or insertion into, a FR or f the variable

IMIHATRIEHPONE AN é‘%a?u‘ﬁf“@sma PRSI 138 #imals TP PR prgyammal

incluffifl Y BurBarS | NYL Qe@dMiRudRE itlmuiS&ht abd Q%l%ethél%@f responsible for
according to Kabat) after residue 52 of and
antigenigift @@ntigenic determinants.

As used herein, the term “soluble” means partially or completely dissolved in an
aqueous solution.

Also as used herein, the term "immunogenic" refers to substances which elicit or
enhance the production of antibodies, T-cells or other reactive immune cells directed against
an immunogenic agent and contribute to an immune response in humans or animals.

An immune response occurs when an individual produces sufficient antibodies, T-cells
and other reactive immune cells against administered immunogenic compositions of the

present invention to moderate or alleviate the disorder to be treated.
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resi dues (e.g. residues 82a, 82b, and 82c, etc.

according to Kabat) after heavy chain FR residue 82.
wab@sKadsat nunberi ng of residues nay be det er nPerUS1008/007317

a given antibody by alignnent at regions of honol ogy

of ‘tPobmnieigusiiibie @myldid’ fufidrs he diyulitple fhg@reg&b@nﬁk&fodlers of amyloid

pepga bsi? tslbgtt}my?%lg gﬁg ggé{efgg g)'r ﬁf %Hﬁ%ﬁleé) Hrgl | Btﬁ gxla,}llﬁ)fcﬁ%eptldes or of other

derf¥aR6 8fdmy160eJptid¥s férénihEdlRomeic @ﬂpcﬂﬁhéﬂ&ﬂdﬁlctﬁ‘ds%ch are soluble in
subst ant lally shares at | east one maLor functi.o

the spammaliap of; g b od¥tTReFE RPrucRBFLY d ghwp Pt &HEP?‘&H‘QPIIY to multiple

aggwga&a midn@meRITAMYIHE BEABPRGS nfbalfitdiof Grunddidd A@floil IBABE Peptides
bi ndi ng specificity to the /3-anyloid protein,

or aérd@rlw1VS$ |t96rf~<tf tHichaAs solphletigi the mammahipn or human body more

parf@fidrlyCiH i@ br¥int © the 4-16 epitopic region of the A i-42
pr ot €i n, |nnunoreact|V|ty in vitro, inhibition of

aggFhegam drbafomaids apt Zecogmizedangievnslersinod byjthese of ordinary skill in
the Eﬂ%'t@ Felfér% aleh ¥F6%ﬁée?l ty thE fukdn %E‘QA Qﬁub@ﬂ? ?&ﬂb&ﬂ EélPJthafn immortal

prefornmed AJS 2 polyneric fibrils, or a /3-sheet
cellpegakinmytiple @p@ictn}a eabld Sugh @hybnd eqll tsrvep@fltf eEprodeging a continuous

Yol G y
supfly SRR 8 B Lol B SHoRcfonfPHiRay Yaltve and the Examples
elqmn d:‘cbrwdnwg detgiled ciﬁ@mptnomOf e aronoamyhahatosfifusioendocr i ne
¢! e

or orey el Earfpf s2seff BRI b0 sl URiEH BABERE pepide o

supmmldmlamf comstyuct | cas sbes undt)rpzmtécg Gtoll ch:ano be | zgeﬂchmd: voth, thereby

preseng%g or gx ass su dpeﬁ)gi es or ;9492 et gptla € ?]Qhe m%murte):ustystem of a

ass SCT ereln -or
huqimlr drl amuhair Amyy p?fmtlb €halt gﬂb&éuﬂﬁlﬁy uEeLdT mhmrmal tohuman therapy such as,
odi es.. uch as

an be.nroduced. b ny, met hod
for SRertplech SEH5 * BPUQI QuAcBti RSy GPpaRT SIaP & appier withn the
conkdxf©f therlﬁbsd:dt ﬁ@erbﬁﬁt €Theaternh &€t compiisea medtiodstolf elbh\teyji) evherein
or .cell line which produces. anttbbodl es.with

supffegq??ca r ARG eqSERGtComPOsilipns compTisig; the FntigRniq,ReRtdg may be

trarSpdrtddqsli |d6§1;je6 %ﬁesgi}s&llberyflﬂ?’cﬂﬁﬁsrﬁs!f?ﬂd’@laﬁipll’tgofasuaab dellvery system
ortlon an n C regl on | er ent PECI €S
utilfzgs sqlopeC etafirsugh axseomplasiel 1 Biiar St Bt pieiips delivery

medHanide nS¥H NIHORUSH ofdivhrlyikill thhike &€ aRAIdaTg, bV bt limited to, keyhole
application to characterize an anti body whi ch exhi bi t's

lnn%thﬁmawapmﬁm i bayinsrsspar alhumin (B aildootb?r adipypRis-d- | i ke

fibgra fs%fsﬁiouéemaa%nagélﬁc Asnstrubt SRVAIKON 1(RY ppéseﬁeﬁwnnon the
of arTyI0| or an?/ l'i ke fibers. The term"antigen
lipaserne rmayt havena edve tfbylceian fin dhpteihtcan heressd anhd GATien somprising the
sup}a%f&%la@eoﬁs&ﬁwag dEs%ﬁBéH‘ﬁe‘?elh Ind)t e QQrHé fife, RAEEdnGYbA hMvant to
ninal, nore particularly a mammal including a
mcmmm stﬂmléat@ émmnmmeudwgnsenwm dentargeh @nima oo hsman to be treated

w1tf(1:I g%é@?ﬁraﬂélﬁ%ggg%g %(,S%gggﬁ#e%n&lk Wh&ént Xt grqls% k%ﬁ[e}{ﬂgrsn%)g% Sthat the

rern e term
suppmdiécalalr yantigewo nqrinetgit ycoahwsubnse @f i the apremqu govention can further
Sp as Uuse I e enl c\
compr%s% rasdgitlona'ﬁJ vaarr]lf:sessuc\ij/{,h Sk I't;g C ple; ple, ltl e d h’a I.';1]1(1:11611 tc%ﬂ:lum phosphate,

mtep]bﬁidu cl,i and/@f nmbaabadmesf _pﬂi}ysalchamdes antl hpoteimsa it perticularly a
detoang:'lcf1 ‘fipl Ge! l, SsucI ragcégrgopggs%honr%& or diphosphoryl lipid A, or alum, further

preservatives, diluents, emulsifiers, stabilizers, and other components that are known and used

in vaccines in the art. Moreover, any adjuvant system known in the art can be used in the
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an i nmmunogeni ¢ agent and contribute to an i mune

response in humans or animals. An inmmune response
weec@anssedhen an i ndivi dual produces suffici ent PCT/US2008/007317

anti bodies, T-cells and other reactive inmune cells
cong@aitios bf &dpresemtiveadon. NSudh adj@nints molpa dut are ast lahitédhte, Freund’s

mc%p@%a%(?%dﬁv?ﬁte oo s, Putbitporian eSusRtisFY k) Pofipked acenard
bl @ALndbdh P ?ITMK@aWnyB?EB§ pOboRBHBidle  capolymer

pept| or o? anyloid-1iKe peptides, of O
adjepantsy flﬁ@a@ﬁf&aﬁymta@owe padafeest bpidodjwantsr frer Chisore §om0ratlon
sapit¥ ! @irflafPh \Ajj{ %nJ FoH %}ndge? "Bibiebh, %119@'9’&3&&1% pertussis, the
structures wiich are soluble”in the manmalian or
lipdpolyyaceharaled&P$) cﬁjgramhgcgdttrvetﬂaetem,dange pblytneparamoou beoh| ag dextran

sy, B iRt BEPREAR B0l PRRDRE W0 Y o Lyt

of Cariew gprotvies thhe cenf be \Msed: hnathe su;braubbkcular tahtigenic construct

confpatians §H10® Prertit AR Raade P84 £t e o, BahdlR pincing protein
"MBPIdelIS(ﬁlﬁrﬁDéhrhy dlhosia "WSAYE dkbylaﬂq/ l)ﬁkpdtlhenmcirdnﬁl 8KLHt';0ovalbumin;
a ﬁ er tolawgell od ced the fusi on_of ADpulin of
aggliiny Jaos!prEde H“maﬂ any, SPYRGSr ATIMReg!Poulin gf any species;
synfidtleld §dlie; spngbndidcaR| bearifpBharighyd) fahd poBinlers 6f DapatbLL- amino
.of produci ng a conti nuous supply of antibody. See the
aCl%ef i niti on of "nonocl onal antibody" above and the
EXaipthes thelemiv" thefa %)éhtﬁﬁll}eef@@haé hiGurll &Férb S the inunOsfantibody

art known nethod of fusion. The term"carrier" as used
whighy Whep gdmpdstered 9 YR Ph ajmabneliGt | e FUBURS FRSPRfise gyhich is

sufS&ieHt Q@‘i’ésﬁﬁ Yh %rthé‘rgp'b‘ﬁhé @ffbct GRBail BuinBk QF RN €Chel dHe@tiRS amount is
can be associated with, thereby resentl ng or exp03| ng

readjfyt deramined by ope plcardigaryskilk in dhe arHigllowingirepting rocggures.
| MREREN FYSE eﬁgt\%enat\%u FEhetes qg"d@ﬁ:hnm@@ybyp%qhéﬁeeldgﬁlﬁ? If two
can be surtably used in aninmal or hunman’t herapy such
sequences whichxarppp de epmpagidcwih eachpather differgn lgngth, sequence identity
prefé?a{bw &wtéttgttﬁé) e l%? tﬁésxﬁlgle@ﬁdeareg ALds! & thé"%ﬁd?ﬂeﬂséqﬁ&ce which

cont'ext of invention. The ter urt
are gdampied]l yeith thetdmolﬁgtldwf resiéuqswef rthe mecresenuguprmer@e udlentity can be
e 0 [ | S|
det&ﬂ%ﬂegec%;ngenglgp eﬁl]rirgge eootSfrCtgng{} ﬁ%(e gpz{x%ss%\gglatrsgﬁ ]S3estﬁt program
(Wisgondin| S&qaegcem&ndimns fa@(agﬂﬁéersmarﬁp far Jhixs Gichetars dedmputeryGroup,
em uti s i da | gi.dal.
Um‘%rr*éy eér eff"“%n grsrc}e‘el?"' b’f‘ t"ﬁ S‘rs°%§% P?Z‘elg o%eesﬁ?tv“g‘rhf/es the local
homt&o:g}aﬂg@mrhmkwfcﬁmltlt and N\Ommmﬁ Anal\dtnmrm mﬁphledi Mmhmeath(l%l)

4s2p00 S60REL: o a8 setbel Seb e Rl ronislS ldeptioy psapen owo

seqadhicet/ 3VHed.using Bessid pf aﬁmlhaa @eduaﬁceaanighgeml p?rogtﬁhﬁ&b ideteimine whether

according to th pre vention osone
a Pﬁ}fﬁ?}ﬁafée Afc ?*lfnteﬂf 915k{n‘ldeﬁ‘tfty &ith "‘o‘@ eﬂ"é‘é S%ﬂé‘enaﬁen%‘e present
invédioh) @le paHMElR AQ ﬁﬁa&rmgp l23fiBle@ C3d| tat GRNpbickihgedSf identity is

descri bed herein and, at the same ti me, function as an .
caloylptesd oyt thesnfisedength of e referenag ssquenseandi homalogy gaptofipdo 5% of

the WbthNhiinbdieoft BE HBbleteSBh (R rdfdtBRE deQuddBe lafLAERG A tWhen using
t he thera]geeutl Cc vacci ne accor di n& to the invention. |
Yy

t
Bestfy, theso-callednptigntl @rsmstsss 1m refernly defppttheir eeset4rdefault”) values.
TheABEVISIRIAS CGpp O ﬁ'lctthe C&%Qﬁé&' B8 al fGePS&REMe and the above-

i nvention can urt
described sequences of the 1nvent10n may be caused for instance by addition, deletion,
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conprise additional adjuvants such as, for exanple,
lipid A alum cal cium phosphate, interleukin 1,
wa@e@saseori cr ocapsul es of pol ysacchari des and pPOGL/E52088/007317
but particularly a detoxified lipid A such as
subsmm@qat] aspition Yk rezombinatias [Suck y Isequepdedcofpanisonadan ipreferably also be

cangid S ERE Frghm o RERO Tt 2 OFHeSoRIeRh Egh i illiom .

Peatsd8 daridn thba(lﬁil\fwéityl Bf tWiggigiat sedVQISGOW%R Fefgodjl 990N Methods in

stemk the rt can be d ip thec osi .0 .
Enzghiolagg. [ bt ooBHPS.i FRPER{ado FRAMES, ﬁm&&%@ duFor this
purfdse, ROt delfauld badmuér sattir ifhy beug@onpl et e adj uvant

Freund's conpl ete adjuvant, pglydi spersed
| i rfkelsedchergin g cnRAVAIAR changee Telale 9teraﬂowe§%me(er jubstantially
confdiﬁhﬂ&féld%}zh Xﬁt?@ﬁtﬂ@l HeRENID BN BN RiMRDI AR iR eHelt¥idiBtySstructure

from oration), nodified Ilipid adjuvantsfrom

of thympgn wpﬁeﬁl% rprodysing R pHapges lvéhea?aflm eferpyingyps of the
&:ﬁ‘t‘myﬁégﬁde@' Qgﬁgﬁvelﬁf'als c@ﬁilpﬁ‘@& dethe | daBvdproteits S When ré¥Brring to the

)opol saccharide (LPS) of gram negative bacteri a,
antlib igfea ihedy fragmenéhel e dnvegtony @xqonsgivasiyp change mgsgs an amino
aci a{mgtmncth%%ﬁ ‘Eé}ldglsth@ Lﬁ{modyainugﬂa@%f I%Yrgl'i&xtb M squect receptor.

m num Carrier proteins that can be use
Ong of Qrﬂelae'lﬂhlhmheemvaﬂ banblege mreglict orcthramino e@dp@@htqt@nsscan be
f Wi b I
madl w8 BEIRHe A THAT bR b e "ot By 48 bffenically
neugrhlb UStich guasﬁce is Ipeg)vhd;ldefdr)cnpapleheBgay&hy,r(l%d)H‘czence 229:932-940

andoﬂdavlvlgue (SIB§(§gfaence F4z)li]¥d6o %1 Lil'acl;l)’rs oo be! m)r?s ci%yelﬁ' {ﬂa gffect the

ec ‘e Sp ecres; syng
prolmhlitg pf siyingining confairasiolrd and ng:gbmc amtrarymplud@ dbut are not limited

f / L-. 1.n0. aci ds. , Furt t he .
o R8) P RuPL bl aRPl e Eau s Tmgthon B AREH tndegFping because
hydedpholit raﬁdlﬁnlhnehﬁdy lidslyab be\MStﬁredaﬁl m;mmhé:sr ﬁténbf; (8) $ubsgitation of
r lclt an |||[U onse
ohy e R SR atnd FHF & IRerIBBLE GHET BRoTAE beeause the

sub&tithead aﬂ{m@rablﬂaitmcmmﬂlyeﬁfuﬁ&s | the natid AiinoS a¢i@aahd Yc) alteration of
eVOflet er ned one of ordi

rﬁj’n? i ARUBRGE & u‘ﬂ@L)y o I%GWF%Q;P&E%%%SH“&I% as such

conSeHRN 6@ Eebts tlﬁﬁﬂ)@faﬁiuﬁﬁ&l@%qﬁ&ﬁb@ﬁ?ehdv@ &imdtibdial uhﬁoﬁdﬁ@e One of
sequences which_are to be corrgare Wi th each ot

ordigamyrskpll inrthe agt g¢il} be ablsife Aesess Ermtiops ingrately cpfermatenysiag well-
knoW 4sB8/sPSuchesyt dde n@tf llfnhé‘d W ¢hiSBLdHife bt ﬁtﬂﬁ%n QhethdiB (see, e.g.,

shorter sequence which are identical with

Wassganasoeli @e (F9%4) dudumypoly §&:2PQa %% r Layinsuenele (1%@1 (Mefh.e Enzymol.

11: 92%&53%5 { ¥ndCatkroligh IGhGRG E}ﬁ&}ie§ oﬁb‘ﬁfgntc'oﬂfb%!ﬂon"\debgndeﬁﬁ tHéfoclonal
conput er prograns such as Bestfit program

anthWl%(émPE Iseqaetrrdeﬂ%ﬁélﬁ}@qhsmp%ﬁ‘h?g%@wrm on 8 for

e 5Ty LRSSy RGERAR contions
prefigtably todsybtiflizatiacedndiions hoglhich| SgSSPE, h]r%cE’DSSrﬁXDnnlamdts solution is
use*@é? % ion A%YOqg%rgﬁ?%ﬂﬁﬁﬁani)%gmr@tapeem 915352C(a§n§ %3))(‘: preferably

I nor € segnen av n
65°Qi gftelshybsﬂqarmr; evashiegts pryfelpebiyeeried vt ﬁ;eqw&ln 2eSSC,VWe1$DS and

us ot her, se n Jan o o
subtidpdlfy Tt G, A0SR ES el Sk i A Cgeally & 65°c
(regartaapnhe defdbfion fFSSPE; $S@hhdDanHaefteschinim ssefambroek exfal tNislecular
Bio%[g?:sg I’Eaboratory Manual, Cold Spring Harbor Press, Cold Spring Harbor, New York,
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invention, the paranmeters are preferably adjusted so
that the percentage of identity is calcul ated over the
wenisnssekengt h of the reference sequence and hp@DUSZYPYS/007317
gaps of up to 5% of the total nunber of the
198 uBtriggent digbridizatioh eonchﬁ@rseas (fer insgtaneeniescribeéd ip 8ambrboleelt al, supra,

Wh t d
are %arrgcnuéal}’lrg'f nl%f % lme%ntcu y tpﬁe p§trgusl%e;r)xP21yg%$ gﬁ o?rcj%nglttlons are for
instavied present ffh:gbxdchwat&hlanm Waﬂmwcum 657C hdimndizatet above ONon-stringent

bet we boyed be o
nybrER Sett ey R HE DS E D TPt B SRR RGP P AT G, ae
less prefeaddiahd sBS°devat lean, substitution, insertion or

or SFEPIEBIRY TR B PR MR e G0 the following

detaﬂé(ﬁ!:‘ds@ﬂ@ﬂdﬁ bf s;ﬁe\éﬂ'fcsdnﬂﬁdﬁne@téﬁﬁclucﬁﬁ MR eAltHRIB tl’(b)’present 1nvent10n
WIlliam R Pearson and the University of_ Virginia;

has bger desarired with refengerio sercifiovstalls @€ corimerRofmERs: s it is ot

interfidd aﬁt sRR RIS choBMIRELSIARE limitations upon the scope of the mventlon
h ./ I'wor kbench. sdsc. edu/). For this purpose,

d@ QRFeseNt AV Eion drowdest aitpedifn png dunrsional prats Jé@reof which are

confbﬁﬁa%'oﬂalﬁ/ seﬁﬁnv%eez[n\ﬁ@t)(‘hgﬁ ThER Qgﬁbod'iéifr o?nfz@ speclR! pitbADn a wide
hat aré substanti al l Yy conformation

vaneém of faripidarotyinireantigens, Thy mhecilmarﬁpmfwsfpr @hawg%aqdﬁherapeuuc
interv i 85%%@5@/% Sl oS Qhichfe 'ems@@%?,ng' HRRRAAORRN afyloid or

produci ng m ni nal anges In the antigenic
amylped-Bkeprateinssandfespdeaallpnin Alrheipst’y Péssesedes, respectivel y,

as v, .

¢ pASIRR Sl fo LR RGHE (B AIEI e REDI) FRERA: thePagainst
varigty\wedis¢ases, and disordsey whith s celirsad; br onewnsiatad vattianylad pdamyloid-

[ ha not render the anti body

hke? Og%sa%ﬁ(:h agfﬂl%’e nlici:r%(gi(iest Tt he subj ect receptor. One of

or mhen anybozkesl provided H&rm tarwrﬂldnoblenabbre pblgclpnaidzitmibodies having
bmdﬂ)& megli 1r(ﬂt¥1 gor aﬂﬁlﬁbﬁ%ﬁfggﬁt :119\1% veg £t e 1éu 1a?101‘1’§h Il)rlogression, and/or
worseniff Odiﬂl&hbﬂsl’kﬁlséayesamd d&ltdeg;@ﬂhdﬁhﬂepamd! by @k ass&tiated with amyloid

ce |s f.or | e in Berzofsky, (1985)
or a'%@f’gﬁ dglélhedm%’o %eng? al . (1990) Science
24The1§%od,18sl£bcoﬂafgt toltife itr@enkién ﬁﬁﬁﬁépdﬁérdeﬂ' ﬁdﬁﬁﬁnz&fgf aﬁfdmmal such

the probabi]ity of maintai con mat i on
as aarﬁ??S@emt’crahEmor eilwt%}hqrﬁemﬂ 8t PP ‘fﬁet’E‘BV? gr human

antifo@jes, SWilS4 suprnh1ecutr aﬁtygémarzbﬂﬂmet positiagi ds is |ess
l'i kel y to affect antigenicity because hydrophobic

r e$heiseRrampleciar @ntigRE) GorsBupe aotistletedi berainpprrily: comprise

peptided §hddPied é@knﬁakétanhg@mco réff@cft wﬂéfahoanﬁ {;ﬁhw are modified via
simlar, amno acids Is less lik to a

pegydasion Susing podyetivdens sycol premedifed P(tlm engnilyiolaer godified via other
methdl$ y&:th%sgahlﬁé%]ﬁntlma i P&?—aﬂlﬁlo‘ éé?dsqg‘gnﬁol?%'lﬂmeaﬂ&iy-(h?&ldlne) poly-

alterati evo onarily conseérved sequences
sacchdrides$ \(ego pamelp@enoywaacflécpolabﬁi% Berdt |pglygb/§olsd9c whltm chitosan),

oI GUORERS SABblifer T RepE SELUCRIGR o
poly(methmlaramd\)/aﬂld NH@-hatiiory X o setwclanddetand e like.

oglt?:a %)nn L by é)gﬁ{nglg %clléif’{gg 'Yéﬁlialtlo@f \Q@ul%s rgylﬁinﬁe%hylgigr for the

pept(dB ée,the hgosoHESlS.mymarduetto alte. re@a1196 Iﬁdul:ed lengtnof the Ci¢o fatty acid
moidh{ 135S BB PRF SN 4R o< g g Merefore, the cels

conf or mati on- dependent nonocl onal anti bodi es (see,
e.g. Lews et al. (1983) Biss%chem 22:948-954).




The term "hybridi ze" as used herein refers to
conventional hybridization conditions, preferably to
whgsiiskiezat i on conditi ons at whi ch 5xSSPE, 1% BDBpUS2008/007317
| xDenhardts solution is used as a sol ution and/or
prodegding dhezatigeanwitliape toahkt @stha estirb dipvgeate vafiha peptidaO&hich, in the
r.ef rably 6?{0 After lm%/]qbrldl zation, washing is
mai {3 AP 11 A0 RETImIRIRG FeSfgTsh InFlalPe CTBE SpS and

sulis egel embddimehtidf (e id¥enfitn, Al mbéEAREAMYIIdeS3 g%g p&#ide 3RCAB 2940,
and 700C, preferably_ at 65C re?ardl ng the definition

pepgfe, sespectivelye i Hepdrir e PERPETALER OF AB AL BRIy SEHBF YR agmonoclonal
antiBbdy d¥Bbrafnglté theBhwh@dly: A Laboratory I\/Ianual CoI d

Spring Harbor Press, Cold Sp rln{q Har bor

YorlR Ongguhodimentiaf theripvangiph. i afpod f%ﬁnﬂaﬂﬁ@ |-GrPSPUds i gred in the

prelba?iﬁ{oﬂrb@ 8n Qxﬁﬁféaﬂl tiﬁQxchﬁr@@ FRIn8Qkn& in@ody 2ddrding &Y the invention.
parti cul arh‘; preferred. Particularly preferred
18

st rihsgreadifind lsmyitid A8 ons PeRHEE thaynbe ayrthesized fallowing dhe method
repcﬂ'feﬁslﬁ Nicdibu BY B b0 Z athle %P?I%Q& fe@&%m NIESIH el ifRfvedSmodifying

I ndi cated above. Non-stringent hybridization
the @oiginici paptide byranjonsresin cgeafvmg pf h;}mppldllq ar hpdrophedic moiety, to the
r
GG SRR UF o 3t A8t Bk SSRGS 1SS0 gt
highhpyrdy. rIeavdnicylabyﬁ ptr@émdammo tacld; pvetiqudﬂr!ywﬁ mtg:-ptetegied emmo acid, is
R | e e
o0 ORI 1068 L€ AR i DL SRS nd s
secafr&lf Ia'oenteé atrgnes pad |rés!uh1eobetqaled s Seindard ranginmatebaptidereyrtlsesis using
knotwn Pro(t)ectlcc>lr(1e d:hemxsF ,mplflrt cu arqedFmoc u glg:emls &2 a.qldS %nc?alflcl.l d51de-cha1n v

egar I on upon thé Sco
proﬁeﬁm%fgrbm ard then pEeaste sinthevventhe AR apmgemoct@tldmby bagiiag on amino

R TN N T TR T

peptidd fr@ﬁhn&&n b&'ﬁx@l}ﬂdbpzt@osmﬂh‘drfptdlecﬁ@ 4nipe acidara cuided to the growing

r|e a oi d prot ejni ant i bqdj es ..
peplife iagber ThoMURL St ok i SEHSHERET T A8 SPULF fopplmitc
acid. Af@t ﬁ/ﬁﬁﬁlﬁtﬁotﬂﬁéjreﬁmsthé gﬁft@tm@ pfllp & Rmoaetb Al thy redin simultaneously
assocj ated wi.th anyl oid or anyl oi d- llkeﬁg%‘?iel ns g@q
cleayech delorqdyby, Senh SR ooy WingAndR T ke fgal product
can3B¥H e SB1BREHin Wgh PaitY AU SddrRinPasnFinmed ¥y inBikbak ZBowR &iMhe art
agai nst a variety of diseases and di sorders whi ch are

such as, ST EXHYPI6relecsOPIPRIAY SREIYMEHY] oi d or anyl oi dl i ke
Pr ol 1 phidit G 13arophddis! 'IﬂB@crty %c&lrﬁﬁg?\%@ theTﬁ%se!?lmﬂv*éﬁ’ﬁﬂneﬁlay be a

provi ded hereln are nonocl onal or polyclonal

fattpacidlpotiBlyserisioer Aghesphelimé whpreis the Eamwcnri@prbaﬁ bagkehone has at least
10 @cl ggﬁs' @XR{cMﬁHy' tﬂetlpgplﬁlﬁu gﬂ  ydr obi@&ﬁ&%@% 'aofgtty acids with a

or worsening of vafious drsorder’s
carlwm bﬂqkm faatsleadt lapproximately d # coadgnwiterhs anﬂl lupi td approximately 24
car let]hggclHB@ tv%'u }uﬁ'}ﬁg{]ofacﬁhboﬁlagol&?f Efﬁ{ V§1ﬂﬁ|ﬁ ﬁl?saﬁﬁ%f alsp being
I'es accor i nven n are red
parlbtyf thcmwmmt uwnmn aMomaﬂ)artlcsllale te lpophilis ©r hy@rbphqba:bmptety has a
)70 h duce
carboln Lﬁc shone 9 n?t lg s dmgcsarg’o% 2{f‘(ﬁg S ]é\ﬂ ol? rﬂx&’rpol}o%gcn meﬁes 1gclude but
are @ONKinited to, pamias iatidpstearitheeids UWer‘.) laeidylaaric avitl] gleml amd linoleic

ructs as dIS enera C
i IBlplictia 3he (bRl R L1l SieRincl bRt g present
invéntioh theapopkias osliyelraphdbit inkety | is&palmltlc acid.
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pegyl ati on (using pol yet hyl ene glycol or nodified

pol yet hyl ene glycol), or nodified via other nethods
waeh/1a®2by pal mtic acid, poly-am no acids (ePgr/US2008/007317

pol y-gl yci ne, poly-histidine), poly saccharides (e.qg.

poITpgaihanﬁeume linfhuA€ irépore] ytodet |aﬁclﬁdspiperp@hysghglﬂp Ibie pplied to

recRop s RRHES i B it <5 pob B RepE pyNEEEE

pO|PE(GT&t étﬁ'ﬁreﬁily attahid Yo af Anfthd acxmyehnweyeouﬁﬂ Q@PYbth termini of the

th and the |ike, i fication by, palm
pPepiigs g ﬁ?@fﬂfgw QxS Bhy's aming aéldprﬁsa?ed?rﬁgyafbea H’Bracfdo‘FS‘gue that
can b8 @uitiy L&k tb RoVntlyl RS PRE tbldleay?lde dAkEtht @tHeP€nd of the chain a
rel ati ve reduced IemI:]th of the C6;0 fatty acid npi et

hydophefic mpigty dngyebs ForelenHy derrdiia finptgp 35gthg poghaging element in the

lipobd ROBIRIVEr suh E@@& examplee IQfsﬁlatl ﬂ%ﬂﬁﬁbﬂ a‘irﬁﬁ@(l’@.@é' PRlst e liposome
antigen will have to ta e entire |1 posonme Wth

stillifppetigaas ancadjyyanicand th%pqpﬁée peputfigientty fagaway frpmghy pidayer can

be prBcelsed! PR  anll THHNBCERIP R %ﬁmhﬁbgeﬁllcf?% hy @oﬂmﬁaﬁé’@ to the pQBﬁtoylated
enbodi nent of the invention, a noditied anyloid

antigen. 35 peptide and Ab 29 0, peptide, respectivel y, | S
usqg rﬁuﬁ Fﬁ'ﬁb&flﬁ 5 Qﬂé Ql ra‘iﬁ léﬂlaﬁﬁﬁtlgﬁfﬁg}éons‘&%&g 'ugézlll Wiy 0 scope
nDnoc onal anti dy ac ording to tthe invention. In one

of thegrestninopentioh comprisern/paptilosequencervdivdlemly attagheditel pegylated lysme-

e SR, PR IR0 0 Rl o -

to n|=nl/5é)rﬁ00®m mofé) partvdiafly édmemy Ilﬁlt@Inﬁi 86.000 1/opgptticdiarlydiom n = 20

o 215081 "5 B85l S S, 5 AR, BERR g g s o

moretthaa:l n Fmﬁobarﬁmlmdbétwbergn t=heasint FgOninorgppgpticudelybetaeen n = 10

on-resi rafting.. | ipgphilic or hydrophobic
andr‘?o“i ge(fﬁmpf’ D {rEe P%F l?fg’f 8ho acid residues of a
pr &ht gupratholeetihi ctenstrags Héslcﬁ@edl Iteréin pam telcynthdsized usmg automated

consi der abl igh purit rtic r
pendfh Rt KR, Bk LY Pt ed by Paenb S diisuy and
stand&rd 3ide @B Prétecting lghsiphl 'Uﬁplﬂglykmmtl&ﬁdﬁbdpﬁ@es&b@m §if fktures of
The protecting group is renoved and a second protected
reg‘%‘ﬁ?‘ﬁg‘ aci d residue coupled. Standard automated peptide

sy ntohRfieSe b Sité1epdéiTRMiadinin€ 61 & PRGARALSdjfighte to both the C- and N-
parti cul arl%‘ Frnoc/t Bu, chenmi stry, and standard
f

termipyso OF Ui AR PEQLPGIG BERIIGES MmAYebe mesd. Qs fthpss peptide sequences

conf i iBREe LI N6 KR r@ssudegel%l% ﬁ’lely ot@cyted:Q%HinUEG) 8dded to each
am no acids 22 to 25, 29to

termpigugp dgraddisiopal Gy rmwb%@dsieé ﬁ%t@u@rtwlsial gl tot faciljfasasyathesis. The
prott:&ﬁl %9& gerefnﬁéfgf@rﬂltN a'c@tyﬁteﬁ'lﬁﬂig a%Etﬁpaﬂh%nééijlB%d by selective

pr otgect ed am no acids aré coupléed to thé grow ng
cleapegstaf dhe ivPdegienps. The Mt groups can then be

sele Y t [

¢ tofetny Bt SAERY FnRRANGEHRICE G Be PRORRCRE £id sonsitve and
thusrenalgosetic inathtioh of preteicted peptides. aneousl y cl eaved, foI I ovved

by si_de- ' r.ot

reth8aBr a0 LARIRER Hie ASuith. B8 ShARActusy is peropmed in the
solulibgy lphpser iSttlpcia\redclled\&ge doni itey resinndnidermedldbgondgione disen release the
0t kngwnmierg:e C{t such as, for exanple, electrospray
i %psﬁe&drpgﬂté %y. The lipophilic or hydrophobic

rTDISeIuyloﬁ-@hm(ibﬁ;guigﬁ wietteachieesksuccdssfulby tvith mhenprtlbﬁ di:rived from a

d phol
s R P S T BRSSO AL Ay, o
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10 carbon atons. Particularly, the |ipophilic or
hydr ophobic noiety is a fatty acids with a carbon
whawkhemel of at | east approxi mately 14 carbon BCDIS20881007317
up to approximately 24 carbon atons, with each
ABi1Hdé \a HBG! moleniiie rmedifieh by an fatyoavid a bhasghanidyhhqfintehélsh as, for

exafgifRy BT e S aptrer A B SRR R ABiec b R <hain

depotéc@bmdan Baakiiovnd b@fusﬁlk cht@msdxcHahge alixbﬁﬂto@faphﬁ Subsequent peptide
but are

sxdq—%&p@%?qtgnog%%qg{) foct lﬁggqoga%logioggﬁq éens%le aonjﬂ%tefss\ﬂtlb arr1] acceptable
puri®€ iPirifibAiéhican 86 iathievel By Gnékddd .wdlll I6RWaI if tiCart such as, for example,

l'inol enic acid and cholesterol or DSPE. In a specific

i ment of the present invention the |ipophilic or

hy diaPLpbaeh TRItRE YynitRsiB I N-1dnd @%érfhink® LIBRDPEG B-dndfloid antigens

i mrune response, another anchor/spacer can suitably be
usingpEotpeier peptidescs ARRlicable to a Wide yaminty OEPAPHAY $EUEICEBS ONE,

€. §.ipddGny BIHtELRMR EHME Qb tl(ep E@nthE %ﬁy‘ therf B¢/ E}eﬁﬁ%& ¥s described in

attached to an amno acid resid bound at
Nicelaw g1 #li. 2602.t Fhe pegifiediamylpigd lb@ratnitls%m@apemde, p«r}y@leﬁky thy @Odlﬁed
fafig! 04 R ' £8d ti
PECHIARP 9L, 68 A iRl SEBEE, 70 R, i
peptidee npydiei ideonsiifutedin amoh@truce pehsisfing héhp(h;amqs a)artlcularly liposomes

madB/St ARORRLH Rt TR, ENPCE ks W Miohalal? laRamine
(DMEGAY, dimigistagbbimspitdsiafipcrdl {DMRM chalestere], 6PEspally containing

H h lel I| osone still functions as an adjuvant and
mor{oh) osB

eing sufficiently far away fromthe
bi Ilay epeoﬂfanedumdpnm efthe mmhmmahm)ndnésmmh lipid rAe ars axsed dssadjuvant

i mmunogeni ci.t s,conpared.to the i t oyl at.ed
© REPHGoR® | CHP n R BEa: RS ey PRer D PLRBIEE gheerol and
choRsteiod &fél ixed) PatticuRkly it s esblai radid of 0.n4.(5EDp sﬁfmg fr@munmodulator

r |nvent|on co p quen .
sucl 5% oB P It TR TBrp Igi A Birs SAEcHch stiablec pncentation
pantc«aramyraumoﬁbﬁrdneﬁ of bet@bent MnREdermﬁ&yineﬁqiamla}ly at 40 mg

in my vary fromn = 890 or

per B]él’llq:l iof Hp%ppg}lppqso’llﬁqumodx{ grglgﬁm.c 15%?%5}&3 at a molar ratio

pepﬁ’&r fo Jﬂl@é}ﬂbh]ﬁdﬁ bPRRtWesn B8O hidl 11260, :ertQQler laha ghotR@aid dbfCbetween
nt of the invention the length of t he PEG

I: 1(}99&.1 (70 anddt12Rpmerg partcwary of 1:100, tSP]c’E‘Pt&raF‘S/ TN for pxample

througlf’e%graﬁorr 8 thdRERRA Fifrh ‘B}e'(lhﬁfeh)(wﬁles;té’iﬁ@ ‘Buffer‘soilgloﬁ@gc}f‘as for
0, and even nore particularly n =

exa@BhgrPéﬁol ecul ar constructs descri bed herein can be

Syi&#ﬁéﬁxé@ﬁa SBe %&Eﬁiﬂyeﬂe BRR fexp&héém}@%g described, for

kno protec I on chem str partlcu ar Frnoc/ t
examplgins Wagnered aé(mahﬂwlﬁleMOme Mae@t angl%g(ﬁb wps259 — 270.

Durir pﬁhg %Jeé/tlonpcﬁgﬂ i@tbRko fm%eﬁ’x{la Sud Bl sﬂeHl iifs%rﬁts o form
T At

I"0lI soner 0 achieve a Site-speci achne
“precfpltatePE@llcwd dbycdlﬁ PUyEEBERton bcmdiest ﬂihe olatalandjveNtoéfr menclwends on
factcli,s] sﬁ‘g) gsa pqld §8nc)séélgﬁg):r]1§sgt¥srgg%g %’ G nll ﬁbonl I3 Er na e c 01ce of H)lds The
preﬁa&ﬁiod ugﬂemrmayr d:olnsngmfai ¢ryssﬂb®tlﬁ]ctt&ﬂ1 thyde, wladse)s fos thaqid»lml phase

(o2t RPIES Bubt FRIRHE ol s Bmaetp Rl Setus) wRE S, & FRGSurt Qevice, bu

particularly a nitrogen pressure device. While the aqueous or polar solution is pumped
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protecting group is renoved and N-acetyl ated using
acetic anhydride foll owed by selective cl eavage of the
WO 2ddasgeoups. A resin, particularly a 2-chl orBCTUB3008/007317
resin, is to be favored which is acid sensitive and
throtghuthe eonassfl®s ihjbétidnsmbditic die ahanpl/lipié cbmtiopepinjabesl. intontha polar
fic enbodi ment..qf the invention, the coupling

spegi
phasreé‘gﬁ’t‘fa&ﬂnggreife‘fq%l’w in the solution phase. Selective
c| @ay dp&ome Qi FiliRti6Sds An laﬂﬁiez(nt @hd the popritietbeitigSuffivintly far away

rel egse the intern ect ed peptides. ..
fromhe Bila¥er caiHbrgoces H% S IGeATes s iMEypegsuigity, py spmpared to
the;wihﬁifo)tl&taimgm des derived froma /3-anyloid protel n
%Jence such as, for exanple, a Ab 22-35 and Ab

29
7 dEg5e BECy iarpinug  1s oogvalpnty aachebie aomeleeyle of phosphatidyl-
ethaﬂ&ﬁilhfdee@vlﬁYe %ef #thyY a@l@! Sn- b NAFRARL ipdivhiGEObtbAIR, VMG etc. or a

for exanpl e, PE. Separation of the nono- and
comEgnaMprégp it @agtéqrgasﬁl@; ychorngplgment. Jhissupramolecular structure may

be HBRSE4 B4t fe@&%tlﬁfﬁentiﬁ mﬁbﬁyseeormsuﬂgIo@g)&%uoq&dexa%mesteml
chromat ogr aphy. Subsequent peptide  si chai n

(phogphstidyletbencd nmines phiespheyidyh elyperel sholesierek int Yasied anglgragtios. Other
phos%ggﬂlgﬂ aﬁsb "Mséch %CB%QE laecoﬂwnltlgﬁon X pgrfdxﬁﬂﬁté zqog@hmole

eve by rret ods we known int rt suc
of phasphadipidspl e, HPLC. etc. Th| S approach to the synthesis

of IIN’C@I?%HI(;I bl npsalthe! Ql'rrgto%_;gdbora 519 ddular antigenic
e 8 e

using protected peptid I s appl | e to
consfracts eblynpoﬁe apegnnddehasuaq venamo amdwsmmb oaﬂtangecné The peptides

may ols6 co Ig"gn% (.I>r coh £P0 g ﬁo \2{1&1 ?m%}}b%:g egepﬁﬁe Rid dzp ?\(Ig gagﬁents thereof.

Add#tiophlty, peptidss asefilgfenihe ppsspitiiohentipmint pactidudar cymptige AS 2235 and AS
nmodi fti efi PE@I at e(g Ab 22-35 a&ld 9.4 0 antigenic

2040 JEFEFHE D> 8F Wia 2PEIGNE FFRIEYH: | 15 anti genic
peﬁbn dﬁqntmmynd)ewpaﬁ@ahiiﬁddieeobndnfoa demmtmng:immuogemclty of the

mod eqél%}mggqu‘oy?nsbﬁoso leagrlg L%reic f%)ﬂ*y%osgu%ec%nms g of mice,

rats,abBifs) ﬁk@)ﬂlrdﬂfw@ piilﬂbardydlarﬁ%,t ﬂlﬁfépb@mlﬂ@ CPNBIEA)mice are immunized

dlrryrlsto hat i d | ycerol (DVPG and . . .
By Bt pebi T T beniedte) & TR PO SRBRb A fletermined by
proﬂmgwefh Ampled iR ERBR tioheCin®MAOA fEe RhmGhizAtha usihgMidn@Moassay such

posones with lipid A are used as adjuvant to prepare

as, f?‘?f’é‘a’é‘ﬁ’cer anRlAS 8sdacci ne.

Di 1§ indhnObi At iFbidsDf! thé PREEN Saventibry 681 B¢ pRPaked using classical
chol esterol ~are m xed, partl cularly in a nolar ratio

clongge gndgeefl fsiprytechnigyes o)l knowimAbdRd aftoThe yrmuaegens gptigen) of
mte@&a%ﬁcalmﬂl%%q&él 1ﬂtﬂapérgorﬁal ﬁféch&f} B4RABL oPinbred mice

Sul e concentration, particular at a

(e.g.dNLRIstor s3reeinlly £SBRERerige)3tts mbbeﬁ)om}hganum@pww gansgenic
mICE%EJrD @g{ bfcﬁla %'fcl@ﬁc@haﬁ/]&% b m& 1&f HE gﬁﬁgg%égglcgtﬁ bg-lz—ilaﬁnmstered

ant1genic peptlde st
alongpodr amixedawitly agjuysnt, e ei&mephrbﬁrpm@l vepliot VIBE répdicoweegetct; BQcinia), or

: . I L3 n__.
as DRV b 38 Fou bk ke T e Bspbit: Bpsln fRGIIG Gimprie e
pept&elaganttsvlawleaxr mmwdpsdoose ie )deﬁmpti eommcd)twgianw @pueiag, isadh, as, for
exar%}gif utetgae ﬁ!il%cto%l&zlisg gllu ationey gqran erase K(eyhoi elrlmpeq h%umfo]::yanm (KLH),
and bovine serum albumin. In these cases, the peptides serve as haptens with the carrier

proteins. After the animal is boosted, for example, two or more times, spleen cells are
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exanpl e PBS. Liposonmes may al so be prepared by the

crossfiow injection technique as described, for
we@spb@21 i n Wagner et al (2002) Journal of LipOBUS®08/007317

Research Vol 12(3), pp 259 - 270. During the injection
harve$ted ﬁpindhs ohmtuhlmdsarilrnale ashhybridemas gdneafatedrbysfpsing mnsmzed spleen

nd ta . form. preci
celig vfth & ulefoite 4ol pBeibeh BLERHAE SEHO et AP TRICE, Bfinassas, va)
usindahe m&ﬁ-kmnwfx qxtdsaesses 90 Kiohks ahd Mithtedo (N &tier 286t d95-497 (1975)) and

Har oEwI I Isf%ﬂﬁgngl? gtcﬁa{?grrz]ig{;g ﬁ\i&iﬂu?}g&oy;ggrﬁ:rgtof;l%gorgiaboratory, New

Yorlenmfl oW i nj ectl on nodul e, vessels for the polar
so lbﬁ %ﬁmggggwgg lg)ﬁgtm: retggelﬁllflltgxll e ?uz,‘t%gmgttfggsntglc{ laéc%rd?ng to the

inveRB6d, | fai@ildrly @ Rdckin® ORIMpdEIESS WosthpHSivk CRid %h%]&lct Bénstruct in a
aqueous_or polar solution is punpedthrough

phal@%aeglwwqcray%@? it ﬁ‘b%ﬂﬂ“é‘steff‘é‘ ipirRREAtH/dopgs B RABtGHardm 1 to 15

dosdsSmb#d pﬁﬁfcﬁﬁrl'y@ﬁ 91td md&@i %%:P:h&%%%bﬁﬂ}/% ¥ kd"® doses but especially
pressures applied. The I'i posone ‘stil unctions as an

in 44| P dpeast indtie Wﬂd%ﬁf b%eq@eh g W weaks, Ratiquipriy dn tiggeiptervals of
bet\’Je'éQm 4% Q'Eélé}’%ré:ﬁd?naﬁargir RGERS Berdd® BPb@c{i’geﬂ i“éﬁd 4 weeks, and

increases its inmmunogeni City as compared
everpaiors pasiquiarkydinime lgtsﬁvalsr WebeFW@@ red 3 @pﬁSnmbe msmune response is
%0 b 0 larl 10 da
morfEAE Ranilo ab REIBE A SR 8 bpoyipg, amstepiy s g, 10 dus
aftenlpqqssmg, mor@aammlardy 4 &1 @deysafteobedsongerd more particularly 5 to 6 days

L e e

metllm,dotogy,qnmquﬂanbflamn of thel dopmemiressed omsiusdassuys edch as, for example, an
ELIQX hoI i pids and chol esterol (phosphati dyl et hanol

A’ ne phosphati dyl glycerol, cholesterol in varied

no IIrammmtnmmtlaHe anti @mﬁscpdnmi'ucp amrchmnohhe us'emtionl_bmti pdrtixularly

t.r.at t 40 ., . ..
it SRR S0 BPHBCORBT P BE % ok RERPRNE BrBEUPAe impHign na
pharpakeiticalyy atptable foegyleadsed 5 LiEnéfidahe dhinalie adtporge I’ththe treated

nstructs co tide having the a
aningid RIS G SHS Y doich RO, OEEPRUS Higy e aBICap Sefusion of
anuwdyc Prode&ERO NRLE, o%)aahahﬁlyaratlyaipcﬂo&wésa wWihPh | &muaﬁtdls@c ghoweng or
ments thereo Addi tionally, peptides useful faor
Hélg sildmentuch a3 & Mvelpma sellduet Tweﬁﬁ agegficed &0 fgse by the addition
of pglgret%ﬁ%ﬁ‘éj gl@@olzﬁheﬂ'gbeuﬁ@ﬁféﬁ“fc{r& WRsY whith giVed positive rédilh in an ELISA

active ment s ereof . For eliciting and pr

assay i Béww%&ﬁav%ﬂ 4904 andy: R Wgpartiskidsesh '?S’F‘Y%Pndf‘&f)ﬂ én‘? 1:5500,
morgrpg.hgﬁl A&l geni ¢ construct a suitabl e ani mal

selected fromthe group consisting of mice, rats,

r aBb¢ tresultipigglaybridi qedls areethen dhoned parthe canventignahimasner, e.g. using
limiﬁx?é)&i‘ﬁitﬁhl éﬁdqgg F%{ll@in Bﬁes@(ﬁuéh cé?@ c}’?sﬁ’éh ltnBI?oclonal antibodies,

antigenic tide. Trmundgenicity t ant |
cult\uoclhstruct |s determ' ned by probi ng sera sanpl es |n

su izat | ' -

m'l;h%géa g%tgﬁ)g@ B&lﬂ'fdgfn\éé‘% cﬂgﬁn%g g?f@'é%ﬁizb%dl%%gglz% %315 ?nr?] éelectlon

medmmmomﬂta)mag hapwclaiubme,eegnméptemeawnhﬁaidtnei(ﬁm.ti on can be

pr ‘I%l?/gngoma%s L9 s&tl)s‘rélc‘?us’elnﬁy‘r/jl | screened for the ability to produce monoclonal

antibodies against specific amyloid-associated diseases or disorders. Hybridomas producing
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cloning and cell fusion techniques well known in the

art. The i nmunogen (antigen) of interest, is typically
wadimsnsetered (e.g. intraperitoneal injection)PC€DUBRN0E007317

type or inbred mce (e.g. BALB/c or especially C57BL/ 6
antibddies) of infdrést aferblbhdds eRpandedianid awiredefropefor @fturr production. The

a e which can prod nativ r. human
prefgiie] 'Bg’a@%@a pfﬂ%cqsmmﬁwgl@ﬂaleaﬁﬁb%é Faving fhedeGi0dPas one,
Or The p6HchilndbhdiVie PrepaRll bOXRARARHERG dnlf4T:, asumesst larce or rabbits,
OI_aglMEE replicon vectaor, vaccinia), aqr as DNA or

Qs Sb‘ftﬁhl% il W SR ecu B s pfsEEct Geggogitions of the
presehtOnPrtion GeSRibLS Berbhe BRBA k&8 iAgd:EpbntWEARCRE fofM e nimals,
response i s desired coupled to carrier B@otelns such
and a%tlboﬂ%?ﬁ inpthg §¢Ip screqned for bindingcreassivity againsg thgragryinid peotein.
S- haNshissAee acé%?&mé)lt@ thd mhmt}{ﬂ%mxbén%&p&é@w ﬁﬁ‘y@lologlcally
bovi ne serum al bumn. In these cases, the peptid
accepiablee formulation end mpy ﬁomnesecamhwémacswt@p@y ragcepmfo%eeﬁarrlhre diluent
and/%P'e% 1ehtS uPHQ%@ nmo@’extamleo rthmﬁl%éﬁi& rg:é@ordmg to the

sp ee s are arvest fromt e | hmuni ze ani mal s
invegtign hytnsuddsmrbsd hereinriedledinganyffumdtiogalyeaquivelepeantibed yeqsfunctional

paﬂ%ﬂ%%%qnggrﬁsﬁ%f;@%@o@glﬁ)églgéﬂgﬁoq?i;ﬁ%nldﬁ%g%gﬁgﬁo%gﬂ Qquivalent

antibgslyl ori{naoirongrmade sheeef af cdtaihey walmd pﬂuhmgltwal(lsr\mcapteble carrier,

. : - ( r

R L 8 B e

dilubigyvaldok eXc9B&)ty arel welh knpesiifiithe eniaodindute, §ér e)helple phosphate

bufflernée [ onolg{ge ant en| sigy S Buctmgccord ngslotn(s) L8us types of
PV ERTOR " PaPt "EtPaFTY > 8"V BCT He 5h>

wetﬁxcgagrentsmt@lsmhdlomtdtcgem c construct in a

eutlc y acc tabl e for S er.ed
P SRl o to e RS R fepl PaTsior $esOPelso e Hpifn can be
accdi@’lish&ldcaériimglt@ standaﬁi hOthd@siEs, knrowead tose 6f &aﬁlhty(islkilﬂlhhlje art.

0 7 doses _but eci al I. to, 6
Jge iCRTBPIUINS ‘Ifftg%Bfexﬁg’é ﬁn‘fnﬁ%'u Stﬁ%?ﬁttf’ c?u?"e?ﬂcﬁl in the
fornh Bf & s6TR, liGhiror Ak®sdlfat BShDRS) aaraﬁaelﬁcyl@e&&ctw@me Examples of
art |cularly in time |ntervan of between 1 and 4

soliderorpositions tghide ifle prepms cafdy ipplantable; dpsage, pgits, a]I"éls dgpay be

admRaReE Brazlya"ld)e l;()&ﬂ@k&eam-gnﬁa)} BEMIRinlsRSdACBHRally® Implantable dosage
noni t or ed by q sera sanples at a suitable tine

umt%\maérrbeb%ﬁs@mSWged fosalty: den @emplez at 8 MmO ofmayrbe implanted for

systgﬁﬁﬁt fel3Gse M@m@ﬁb&dtﬁl@oﬁ'{pbé{tl&m & t&aﬁ S SLﬁ)EﬁtﬁﬁeotElQ?SEiafﬁQ)les of
and nore particul ar days after boosting and

liquidlet @frrmqqmgs t W@hld?rm%ﬁg@lﬁ‘ilmst yadapted hdoranijeséian ¢ intramuscularly,

n
subERABOIHE tn yhﬁ&sg AR HDRA ahe 3% lﬁa{o&xgg glc){l QfPﬁm‘ﬁfaocular

'he C used | mmunoassays such
admgmistEtipsA Exemales  pimaaneseht foomulaiions tméudyntm@eéw cfomlulatlons for
adm%ﬁﬂﬁﬁ%ﬂﬁﬂh@ﬁﬁ@gd'ng to the invention, but particularly

W vaccl né conposition conprising the antigenic
coffht rcompoao«msr gy det aﬁmﬂnietefedvlansﬁamdard rromes of administration. In
genepra Al r[éfag&%pc%sﬁlon rx?f b ae glouunssteeregl %ytmtﬂlgl% gl eae{l Iazc tal, . nas&rl interdermal,
intraﬁenmsaéad;, ob lphree&pfk dlfc&l Examiples entrdviehoush enlapeantous, tor tlﬁuranuscular)

are sel.ect or a fusion of antib rodu
routf, ApBGHIFGH e HRANSRE By s eo DR 4eR i RRGOHE ro ot Bairige sueh
as biydegradabld polymét,| the polgmes behhgdmpRney éh EBvidigity of Whke delivery is

desueqefo? %lxalmslplgra? tlllensdlt%c %C‘J-l ttuxcr))o; u%l?e rkr)l%thtocrll ?nc gdgls taclimmlstratlon of a single
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of polyethyl ene glycol. Therapeutic titers are those
which give a positive result in an ELISA assay in a
waldoatis@m of bet ween 1: 4000 and 1: 6000, parti cBCEHDUB3008607317
bet ween 1: 4500 and 1: 5500, nore particularly of
dosél : aiifistrdtivd bE Sepeatedgddrgdrat preédetdrmindt etitb EiftedValy) eghdi Bustained
t he conyenti opal ner, e.g. using limting dilution,
admupisratign Igraqge feﬁﬁ‘mfﬁ \M%?ech produce the desired

MORO ks RMabdAELRS as le@d hér8d; isTh ﬁla%’ik ahtiaiof Qﬁ’aterials, usually
hybri dopas are chem cal | y sel ect ed platin

e .
polye%-ﬂr% which are degradable By epavaiatin Pt ed/bass |hM@f°HS$1§d>i gﬁ@rﬁﬂ@non Once

inseRBd P HHRMody,2RE nlafyisdicRE u ?HA@ m_l;mg lal@BB&y RALi@s. The sustained
subsequentlé screened for the abil Irfai/ to produce
M

relegpg Maatiip Aesirably ds ehogeneky lgg@gm@pblgm uch as liposomes, polylactides
(pol?ﬁ)ftll(ﬁtI ‘ACla?S?GngIS'@&hdg' of gqlﬁlc%QE dﬁﬁ@ dﬂ“&fﬁﬁétﬁ‘l@ rT@(?'—glycollde
pro ucl ngan odi es of interest are clone expan ed

(copghness ofrlacticracisiband glyspli¢ agidy eolmnbmmcters,mly(m@)mt%@p}ye@eptldes

hyalmlo%d Qaﬁfaco%g&u Q:ﬁéncﬁ’ol Qgﬁe}tg r@l‘bOQgﬁé 9893/ AR 128ds t;gl%sphollplds,
I'gG 1 sot’'ype. ~The polycl onal ’anti body | s prepared by

polysm¢hmdz=s,nlgacm adllss polyawincascids eminyr acidsbivich phemylalamige, tyrosine,

o BEIE pyaRSETE L R R, 40 e

prefd@etbnob@adabteemamxasmdlamgf o oflbigteq pohitlacgide,opdlygiymtide, or
i 0 a screened
polyflac%m%g glyg& cﬂ:g‘l:o Polyﬂ?rﬁ%ggagﬁ% %ctu? ?rhd egq%coli}? aélgf or ot ei n.
Thét mntdllbkmbl\mstoahmraf ldmgnztrso sklﬂiemltlwpﬁhnﬂm actathatitbe dosage of the

bl e f op1mul ati. .
com Rttty L SRS oS i VPR AF S anripipo ool of being

treaed) the Q)ﬁrtlcd]af g@npositivel/ wsed emdlo}thee I@hmuﬂl fbgofsl’wmm as weight, size, sex

and et G SRREVRY SRSt RUPETFor BB Goiy o Sompound or

comipb§iér ©Rlaldinirgsterel, At ldnas biag d&inﬁhistefrémﬁddc&maitlypﬂfdttﬁe route of
thereof, in particular, the nonoclonal antibody

admini3iTaighng any functional Iy equival ent antibody or

f Ukt | @afosifioh tay MR fhinisferddo HicBABindid vath other compositions
pharmaceutical |y acceg%?bl e carrier, diluent and/or

comesa&lpg)@éhtolqgscaﬂb PRHYE SpbRang BT EqTRPAUBRIEcufasly at Iggstiong cgmpound

selePBATFORAC M biRb GASEHRY §f cothpotad agand/ &Edaﬁ’&@'s&bs@nﬁﬁtl -apoptotic
are well known in the art and |nc%ude for exanpl e,

comppensishmetel ehelatess. aahibisers AEDNGY 19p3ibpISh agpitenzepwrand gnesphylites, 3-

amlﬁ'd"?% n&hifé?ﬁ@%&ﬁ (?M)Sh @'}ﬁopaﬁ@cﬁéu@l%ﬁat& YPWD@z sé’é%tker&gtlvatorS

age t steri|e solutions, etc. Formulation of

B- pmalr me@atlam: almm@rm@stapu prtentsc aYewiotansnytterh 5 $h¢9ke htqal_wrs anti-

i S C »S dard t 0

infi AR08 AT DUHIAE LAl M D LRACALT P ARRlO ozapine,

Ziprmrlqno,smspﬁodmleoénmmzqh ecelanzapmg @nphajmeﬁalyseb@hlbltors (ChEISs) such
dmnlsteredto e f olj d, ..
| quel’ TGP s o?n%? Bl énl(}ll dtra%%lgh%mgﬁépgr?glc eu ells c%ﬂ’% y and nutritive

sup;ﬂéxfxans |su<Eh dogsfer elz‘mampl eﬁamm Bb2 [ wst:uwp@spltebmw ofhetadeholine,

.pi cre a ml a osa uni ts
lem@g’ Af s?g'ﬁ%a g‘?aﬂat f.cy 1'er'apeu K c(’q(%rb eanms’ r%?PeBIO%ylFaey or a
xantadm ddrBafives og@drcaith yan hmbbay}taa&ﬂr&mg osathe presdns ummmon and,
be . adm ni stered ] ocal I% for. exa ? 9 (ym)r Si
ble d1 uent an

optlgqallpfa9 plslémil%ﬁtlltg:ﬁ % 4°%¢8 Qrrict SRR or an exc1p1bnt and

instructions for the treatment of diseases.

m
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systematic rel ease of the therapeutic conposition, for
exanpl e, subcutaneously. Exanples of |iquid

w@ooposicki ons i ncl ude fornul ati ons adapt ed f orPCT/US2008/007317
i njection intramuscul arly, subcutaneously,
i nthviamusd pharrhadetitically heivieahdttgr maybe fn@samimmanns between 1 ng

t Qpi cal intragQcul.ar adm niLstrati o Le
and 0P g oer Abfen Perer e ettt of ARAGYoRa T P et fonge of
bew@dgmoml G At ld(Dlgg be tliehgtllladéﬁgx‘écora'ihg t&ﬁ)ﬁdﬁﬁ)&hfwro,l’lﬁarﬂiﬂilyarban a range
adnmi ni stere st andard routes of, admi nj strati,Q
1.0 g&ﬁ%ﬁéﬁ mgy 31 PRI gyrange %ffol?ﬁ“ﬁ?eé’t L7 ug ¢ 150 pg, with all

indilARAICAlmbedd Fllingd SGthed thd@élsr&{ges I aldoEbélfg ﬁﬁh of the invention. If the
i.ntraperitoneal, or parent (for examp

admjini§tasion QeSS thaangh GoRHUBLS I }onl NOPEAIRG ria%a)%e P3Y(Pg 4n the range

of bbfvedfl 80t 1@Rnd 11 D LU PEF Eil SBFmTBY b vir 1€ POk Rthi attifdividual
sust ai ned rel ease matri ces such as bi odegradabl e

numbgrs\fallipg withindhgse rapges Asafsingpart R thepEtPR t he vicinity
of AMABA SR anr gedeﬁaugie&i 5ﬁ9merm>v EX aaRthfenoddy t *Peep%fgti%ns for
of ‘a tunor. The Aethod includes adninistration of
paregion]| adearigtratignl inolidst sterlle agneens prepRiaagousolLions, suspenswns and
eml@sg&getl\%h Q@o@s ;pf@ntls %@1{1 dﬁ%hoﬁn&lrﬂ"ﬁm&] 4 1t pro ylene glycol,

mnistr t|on or a term ned period of
polysthyleap glydol wé¢gstable mbauph &s olive oilg andl mrc@bh orgaglca:sm suplx as ethyl
1ed 5l TN 50 1 FUEA L TRESOHLED By tplueons
soluttiprm @inutsnomsu or Sspensians éncheling salive aikbbiftaigd medie. lfmtntqzrxl vehicles
o ed by .enz y .
mché(zes sodiuny, ee%l S\étlorrrlii%ilr})%xr %ggxt}?)g% deurggedand SIHI chlonde, lactated
RingdrBcanipat Ioﬂk dnteaeadiskhickes oicluds ﬂhldpmﬂ mmpt replemshers electrolyte

rep PR Ia P gt Beer ey 2 Spitopp e e S ates ey aso e

preseftREN ST $xarhple,amtimicretdals] aatidxghye adhelatingagbhts, inert gases, etc.
pol yanhydri des, Cpol h&ort ho) esters, 14ool }éE%?t' des, . h

hy dPEPBHTECERH, comBPYagbRaY SHERtF BRI PLYjfipageRls cariers such as,

for GRAMSIYY bdrémaglbétfin bAtihuasgieisulinp Ip@ﬁlphmly pifdByman origin. Further
pal ysacchari des, nucl ei c acjds, e¥lam no aci.ds, tat{)n no .

€ 1nvention

bwla%%l SR YRPRIPTEA In s Bigraceufica) camresiion o

depaﬂbﬂmq{semmaaed wel yvi nyl propyl ene,
A preferred

pol yvi yrrolidone and silicone.
é’ﬁ%@rtﬁa hisingarert x lqcated thihe TR seriae o dimapteqf the invention
pro@@é 1k Bfetahf6ody R bt e Ataher8dt 10 @h¥dratthé BRod- bram bamer Certain
co-glycolide (co-polymers of lactic acid and ¥COI
i©

neurgdpgeperative discaggs|are pysesipted with g ducresse mnﬂrﬁa%fyll% the blepd-brain
barriel er%ﬁ rehdt Qﬁ@%ntﬁfoﬁy toh %Etl\;ehﬁaéilx%@%r&ff chh %ecr@mslhirb&l@ed to the

pen on various factors such as, for exanp
bram héVbemnidie tblagd-bedin (haitieq remaing wmghct, tsh‘eerrgimhwnaérpproaches exist for

a -
wan GRS bleBlld a8iks (RIS bt Hefilt © JyER Ut Pipi-bosed
metheds] adirgcepod yndsahahnad dawdesethadse parti cul ar conpound or
compo | I st.er t her. . [
COTLE 8 ST b S L B o s
blocﬁlelmillnl lmmert inclade, Thue aco mpoHinited ito, nEiscutgertihy the sterddetainnbarrier

entlﬁ‘,?yo 5 ? E;llg? m}g%ﬁ ?un\%t% 1115%18@)0%%@% gxg% ¢ nlérlléeln &thods include,
but pRY hotdihiced| ty, ditect @f&ition risto CtHéTbﬁLtﬂd;e&ed g?quﬂniStasmaﬁ leeal., Gene

The%{p?é §908 %ébgﬁg oglm%ganplgg Q geshve%/acier\]flscte 119 {he ram Ysee e.g., Gill et al,,
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conpounds, netal chelators, inhibitors of DNA repair
such as pirenzepin and netabolites, 3-
w@edososeb2pr opanesul foni c acid (3APS), PCT/US2008/007317
1, 3- propanedi sul fonate (1, 3PDS), secretase activators,
Natigre Metd 9958%L£9%(2083); amhGliadebWaferd™Gpil dfoed ]?t&umaceutlcal) Methods

rotransm.tter, /[3-s br eake fIa t or
of igHBE BPAUNER i {5 st B, By B o L Gl wl@so TR £, U
Pat@XBalﬂﬂic&tlcﬁi MQpOIYBCB 8086);, asmdliaipeessire NL[ b)dzidihﬁmstratlon of hypertonic

razol e or anzapi ol i est e
mar i REFE B edreficapon: de Hae B (5 Mppipulation, Vols 1
& 20PRERE Pidss, wwd(mwg)alpaﬂﬁeamhmoam eghafadgimu@&)r@edneabmzer A-7
nutritjve su&pl e such as, for exa

(seepis, Uy Sousnh B0 3 TR cR6r St B 3aBh30R Aot bk ¥l apstecton

of ﬂétﬁ@hb ARt stadatedBe Hlddalsain AR Wlth'—vdéﬂ)&@b(tdtzﬁﬁmg genes encodmg the
debenone, propentofylline, or a xanthine

anﬂwgétr BtigeRbinding fragming (65 egodd S dRatent Psbltq%téorpN@s?&H§/0033299)
| NY §RbibaRdFEhodRRE h‘ﬁ’ﬁkﬁbllt]}ig thié aBB?JdW QbkivedRlghént thereof across the
acceptabl e carrier and/or a | uent and/ or an
bloqdzhrpin; astieramgludesbytiare ingh émfltﬁﬂ toh énqapaatingnthe gftibody or active
fragﬂieﬁte %%f R% 9 Sédﬁ?e@ GRMSark %ﬁﬂ@& LEGR! lfYagﬂﬁB{sV@leﬁé@f Hﬁf bind to
resent in anpbunts between 1 ng a ng per
rece@@s% on ﬁevra@ﬂulla] endpthelig| qfeth@fblca@rhrwnsbmm Eme,smu LS. Patent
0
ool LR AR08 hod TAEP b ol s o
thereofrin iye-ddns@ty higoprotein iartigles (sgece.gneS. Fatent Applzoatign PutblraauOn No.

&an t
2ok A8, PRk 0 0B Syt i onon o
20041Hi3mg920art of the invention. If the adm nistrati on
ocgurs thraqu ti.Auo sion.a re [ (G
dod ae&e tor a nd c%annepp sgd el é)éls 8F Pr%nsp . Mi%lgrcgyp grnad;tl_)(a fragment
therBQtf derosk Sthe}:)bloo&-ibl"amg Ibamef)ﬁnchmldybweirg Imbt Iimlltedhmcurusmgt gluaicbrticoid

i ndi vi dual nunb thin th sera
elock i tRoe ety o MO AR RIS (Pae rO P Application
Publi&ition aldsy 2062/p@g5289,e2GI3/01 626950 and IIOOﬂUEIMGBIS)L Vactivating potassium

chargelFB1E o L5 Bheel Hraneigadsniesn o ShasToulsdibn e ABC
dmgaﬂghspma@ (s@81Se.g. NOIS. PAtBONPplRAtiOEPEHSichtivE N&ezmmhmu 3) coating

being limted to it, propylene, glycol, polyethyl
antlm%dylth @gg%stf%{ﬂp and in}odglﬁgpg alivigy o gle(ﬂnp Or Hjoge trans emn receptors

(seeI RiLC D! PatéHt URPPIfcalsit PUBlicRHEN NS 21]‘0[%0'12@1'86ﬁt &hd cationizing the
queous solvents may be chosen fromthe group

antlb‘?ﬂ‘@(éqer fg- BS-RaeerNo.3,Q081%087 ) aqueous sol uti ons,
emﬂ, S R Emﬁ&ﬁmgﬁ}sme r}ﬁeéeﬂtclnugdtm p%a%u&en@madp uﬁé ®5t€ Jor the
nmedi a. Parenteral vehicles include sodiumchlorid
detegipnyah¢ rdiagRosig i’ amyleidtasgpsiatedd digeasess or nadisiors, Uar dxagnosmg a
I a | (N |
predfefoRbe o chEh bR astbAE] afeasPlor) SHHERIGR, rFfor monioring. minimal
residuapdiegriss fner patiend @éowmeq;ttmgﬂeqpbmve@h@mi a (paticaih teesstreatroens with an

antigé@?eogla;{%cggg %crgﬁe% eht?ﬁ)gc&ﬁ&lgé td”‘@q 1&%&1&‘5& FncP zgse(?e%r}{)%ﬁ Ihgl%ﬁl These

methols iimdlwdeddmowh Smmanologioali mietheds comkr@lnlyt usng fagletectng ompantifying
ases. .etc har maceutl osition may further
Subsg%nﬁﬁs in bIOI%ICaE[SMWQeSe%rd% arég'rsrl | er%&{gél}}gh as, for exanpl e,

s e Dignabib ofibn amyldidrazsocigred disbasa or pamdnmubradsﬂ ¥ peeflispasition to an
her bi oIo caIIy active agents .na e .
sy Basale] ik, Ak, SARRHGH 12 PRl Geb RS STV B detecting the

I nvention dependent on its the intended use.
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When the binding target is |located in the brain,
certain enbodi nents of the invention provide for the
w@niosho@yl or active fragnent thereof to traverBET/UR®08/007317
bl ood-brain barrier. Certain neurodegenerative
imninegEs 68 tamchn@sﬁmcamﬂ)ediy of thl mmum; |pelauselarm a monoclonal antibody
he bl such that the

or o S s ep 8 S ABRE AT VEREMBR? PISHH Ik TR iy i which
includdsrtothgingathé carhple obraaipeclﬁ&/\b&ly txhe obbaidydarbd uspediéd tol &ntain the

ntact, several - roaches _exi st f
e ResfSpuh Gortertanth wemyBodyod ek Bindf B BRoRE of fsamaigid proten,
allowiing t}fédalﬁxﬁod}ptwijinﬁaﬂo the tahgtsd plrdt&hdobta&ﬁchnnﬁﬁrﬁﬂﬂﬁoguﬂeéinplex
recept or and ch nnel - based net hods. PhyS| cal met hods
detegting the jemmatiop A theqrmurplogls gmetex 2pd FoEelpting fhe presence or absence

of theig{nAtHol xS @nipldxNRitIhe prbsdica bf‘aﬂ%éﬁ&e'o@ ﬁm d}%@fém f4ke sample or

are not limted to, circunventing the brain
speqifi¢ ppdyr Paghriares gptiasallgoranaging F*}?gaf’éﬂb’@hP fygid immynefogic complex to

a néthfRP doktfA Va1 avhéRin afincfeHt fiNthE UholRE BOSd i xﬁﬁ'xluﬂgggw complex
but are not limted to, direct injection into

confpargl fo p seianal gongrol viup indisstea et wid paticay is sufising fmﬁemalpyﬁt risk of
dev«gofnin% a8 aﬂ@ﬁmﬁ g&Q&Med ﬁﬁgasle rgpl ?&ﬁﬁd}g ’f‘héjﬁhﬁl\ﬁﬁr yro%ﬁlviggf be in the

brain (see,
morpgwrisgfbrily 9@391* pcdymer@ foaml Thtmmbs(lx ry activgi podtiasr thereof may be
t he
spoiAeT R Hefl: sl e ol EFERRLDGr BOSA RRFLRL |
(s ééomtengg mnum@l refiduad dised3glmh & patiend follNy ing20@IN G0 38D &6 Jantibody
0 b trat f
or %Q& eo% ; ?riz{r(%%l c&?rd%ﬁeto t¥1f: %ﬂbi nﬁa 7 hcg:lcl% \fed lﬁy d]@tectmg the
unntlinQSpBblﬁo dirfdirey of diiaantlbedy cfitble irtventidnn pqnublahnly)m ,mdv[od:lsnal aitibody
num Pr b| lizati

or an actlve IgmgntkI enrlecli,]f t% Fln 1§o g%% lu?gﬁm%p ecxglélé'l sample or 17{}‘ i, which
mchEZES é:lmhgllhlgshe Sanipld Br 53Pecific Baly, pavtdor Ead@@ﬁe&ﬁﬁpec&ﬁﬁto contain the

.686, 416 d.transfection aof rons .t hat 3 .
ey Dbt e SRR SR D D DBILST toRs f B Baridprotein,
auoemgomb N tibsdsy @nbmgadmh@ ﬁg@lg}id gRleiR 10 Cibﬁﬂ Zzig(r)lg?igglgg)zgg:g)complex

at ent u i cation
dete i e fixBitionef Mo EmOOlo A AEBBIE PHCOTHA R BFTER o bsence

of tiGininRofokRBIBPlextWIB! tBOpresnt O SabhéiRe B AN FbRinakKd Bple or
i.ncl ude, but are not l1mted to, encapsul ating the

specii Poly RATt S azeas ORAONAIYGHMAIFNG Hsramonnt of seidgsuemelosicrigmplex to

a noMn8l 681l Sflub OwR&GLinVA MERHMER! the WRRLAOS §a|fti3§m1kﬂh1%io§19 complex
receptors on the vascul ar endothelium of the

compargd ¢p HprMA! pantio] ¥tluq igdisatepthgt said pagentppayesitl suffer from a minimal
res1d%\‘3p bisERE] Oﬂlepa%)}llélﬁ%bt@ﬁ Rk bg%%%o%gegrglé H8lymeric

the anti body or active fragnment ther enS|ty
form. j Prepngibedyrpr gative norrtéan thereef may, by, spedifisfor fdwtremomenc fibril, and/or

VARRL irGads] PEHBLH No. 20040204354) or
po y?%oh%%%rogpg in ?‘@dté,m U. S. Patent Application

PuBteadecsing gespRiosivene$40f] 8 mg@)t to Re@egnmnt sl a vaccine composition
accog{ltﬁ?s biﬁ%&ﬁ’loﬁq{l%er eo ev% % feﬁﬁ etlhe unogpec 1cybmeg of a

ragnmen acro rain parrier
monpeiohal chanbdmlgrtoranecmm fragniant ﬂrdrd)f)to atsepi@pg bfitecmiyidid pradein in a
bl.ocker s omlncr seyRer e biI|t of the blog-brain
sample Of 1L rv % ch o u SAWP :E\poﬁﬁ %pgﬂf s r‘PO y part or body area
suspBtted toGﬁ»htaﬁﬂthNGﬁlylo&DﬁBfeGﬁﬁﬁZﬁﬁtach@ﬂﬁéxﬂ&ﬁﬁG%whﬁﬁ ®inds an epitope

of ﬂieogxgéll%{ijz %ygitaéﬁc“ V&e gp$ { as teé c?l gﬂxﬂ%d g)rotem to form an

2005/ 0089473) i nhi biting ABC
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drug transporters (see, e.g., U S. Patent Application
Publ i cati on No. 2003/0073713); coating antibodies with
w@2damassterrin and nodul ating activity of the PEEUS2008/007317
nore transferrin receptors (see, e.g., U S. Patent
'mrﬂlpmlloguatomp"le)Pulbiecm‘ig the forMdatior? 60 Qﬂaﬂﬂnﬁ%kw cofifplex and correlating
cationizin anti bod Pat ent

es S.
the B B ARt e Rl e B BB SN B Bftoeence of amyloid
proteitvianthé @a’mplé oV bpteiFicrBul pais oﬁﬁh‘éa Kdptisnf1B7 cotpar AL tRGmMoRt of said

and dia no iS.0 asso ted di seases . or
imsB IR GHESIEK BFtom HUhEAs o0 G FEpBrs Pbarei o decrease in the
amauiy bDsatk ﬁ&ﬁ@ﬁl@ﬁ@@brﬁbl&@ﬁﬁﬁat@i tlﬁpﬁ‘itl ﬁdtﬁﬂt s aflRgh potential of being
nonitoring m ninmal_residual disease in patient or

TeSROGSIVE, rt%&}ec‘i"faﬁaem espErisveif @sdeiprmay pafn gﬁt“‘?‘ﬁ’“&?“" fibril, and/or
pol%ﬁ@ﬂ:t it 'I‘Metaﬁtﬂ%'élyaﬁtabmcbbrﬁcfn Reré8 M Be SPUEHRSfof tHRMmonomeric,
accordln to the invention and as descri bed herein.
YRSHS forme (of the apyyipihpiolgiinol ogi cal net hods
C Y rm@ﬁrlgﬁéapsiﬁ?lefs Hat ﬁ‘ﬁ& 86 Liidadn He HMABL bY émﬁnﬁ%}ﬁ%%ﬁﬁ% disease
in biologica eS or in an in situ condition.
or ch@g% sfpgd@gnogmg amd@qumggrs@@nmdméwgmg@d@sease or condition or
%%ﬂbltl Oéjﬂlugﬁlapf'esﬁl R &géa§epg§5 et o redicting re onsweness of a
associ ated di sease of conditioh In a paF
patlﬁ@tyto l@etmémrémth gayantibodscer mgacphlewnmns;scpe@qct)tdutg Wdhﬁ gnvention
0 e t rid
andn%Sn g%cgﬂéa %g%lll @%dic&oef)éagl fegcﬂtu?({/;e lgrﬁa&gsm%’ 1 herS Ig%’f sahva gastric
secrghorspmuowe ccﬁbmkmnaellﬂphcb ilymprate éluid and the dilkerpt Gssoe or nell samples
obtaéﬁ%luﬁ'omtx %IP alngﬁl éjug,grsase glglllsr% glblgg}, %x%{ag ao%as?cuf%r tlfsrl]le pI‘eor de{ermmmg
the areyéme dr ghrsedoeiof themmylmd praeih ima sdmpgla aay innbathassal ikabwn to those

o RHR B! EEbESRG Lo TR 8RB 3 SRR s

detdctmmmﬂmgs ﬁsm‘.g)mabﬁiary thagenes fondetbdiidnf BLISA'S & i@fmiinoprecipitation
resence or

[ nol ogi c co d, corr.el at.i t he
and BB SRS P HB dlSFRAG RAPHE e 17 EXule Eiven in
Harlofw absmeAﬁﬁbcaﬁesl Al Tabafa@dr@ iManiuBl {G¥8d Spihid Ha®br Laboratory, New

vorgEB, 55 RO gt 35 e S B Bk g an

wowahuens. wherein an increase in the anount of said
|nnunolog‘c conpl ex caonpared to a nornmal control val ue
i ndPE 4t &8 diRgossafhg JaHbedyAr gy astivs ard Rgeuqnghpat thegcofmay be

adndiniStkre@Tto ABY %}gamsﬂlgtoase AP QLA vPSRAROA! Bibvi REARCrPuch as, for
condition. The anyloid protein may be in the

exapBi§oMERYSROUS jifangsal, imperitonsgl, ypieaciebab infraantpréal iniedtiop gych that

a sp@&ﬁé‘ﬁfn’d}ﬁ% H%%Jeh aR aﬁthﬁ;rd? Qécoﬁm{g Rems BREhddnwitiPhn ﬁnﬁoplc region on
nononel i ¢, ril, or polynmeric forns o

the amyloth Iuossrrbméy ﬁccuwﬂfhetaeandg/amlgnnrmmpﬂ@smewmnvelms@bslue detected
throhgé 2 184 b#Rhed HJ hgvgngg%c%/ (g’aat Hﬁgﬁorlt\g}]yggrﬁé}g%{}érégo gxy argr otﬁer art-

ine conposition I on
knowg methodofdgtedamect i ng t he |nnunospeC|f C b|nd|ng of an

an:I:hg ?%Xlu%asga ?ug 18% ostlc %ﬁ{)ﬁctaﬁgns or LX fl%phca onﬁ 01 %l%gnosmg a

or a ereof an-e
predidposilien aorﬁnoardylprdenssncmtem daeefsarml @ndition nors for Umonitvirial) minimal

b | . i f d
A R AR Bt RS e B L B
antlbcntyOOIC@ntreaCme Vmohiiboaﬁoml’abdobdldy th’thé hn&’ﬁnﬁdﬁ aat &pdés@nﬁl&d herein

fth |.oj.d. pr.ot ti body tq bi
ooy S BRGEER o BooSr hi e PRI EASGEE o QHGTER, These
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detecting the formation of the immunol ogic conpl ex and
correlating the presence or absence of the i mrnol ogic
wa@omphisee2ivi t h t he presence or absence of anyl oPdI/US2008/007317
protein in the sanple or specific body part or area,
projsi mnahge;atsammrlamed lnéthadwaipotindsfgenerally kiowimned s of ordinary
nplex to n control. val ue, wherein an increase
scif AP W oo 0 pe e GHOIBIGPE: B Bioresehipaitinagent. and
chrémogenitedubstontes ﬁiclu\dﬁiguaxtlnﬁdlnﬁﬂécﬁﬁ ¢dKered particle) atutlﬁd?,tcollﬁ}dal gold

till suffer fro r esi dual | sease.
andJhiot B pP b heicn GRS TR Nimgo ShOaRe) oF SimfeRLAL] pes of assays and
with s rva@aioylgremnz@mfeafomugib& 1081 | 2O PyrtidhlaAG tdswal meﬁ irffloactivity
t her eof pecific for the nopngnelic, fib

i1
musnbg 8?’015%?39&@1“}68 QrkrEesglts affe nedsd o ropcBiogies, alth°“gh requiring

exp@ﬁs@x@ @cfuhﬂ?lﬁbnE ESTRRS Liyee Bﬁﬁfﬁie‘hf vedy %ﬁiti@@ﬁn&l%daoﬂ(fe&@ﬁém Mntibodies
vaccCl he conposi tion accor di ng to the invention

useﬁaéym (hess cApase daclpde monedenah gﬁntlwlqsmbrel@p@cmbedles and affinity

purHieB%I}GloﬁElaﬂnmd onal antibody or an active fragnent
thereof to an epitope of the an@md protein in a

sanpitamaiivelyn thg taatlb%ﬁ i By ibeclabelled indirepdiyny treastigm mpithe labelled
sub&hndds Stﬂﬁcﬁafvé %nbé:fﬂiﬁc?p 5t uﬂﬁu&gﬁ%uﬁ{ Clclr Y3 Hﬁ&t‘nﬁndAt& G or second
contain the rotein Into cdontact an .
antibpdieh odhe m@ﬁy bmafydlse eanjugpted opith fseqond sabﬁyansﬁ @nd detected with a
¢ )
bl Bl qulop B Bl o MOS0k 08 ReDfh (bl MRHLOLEH 0 he
antxbodymfmonxampltt,hhe antrhody Inpyi ke cxmmﬁa@rl tam:lotumrrdethatanngody-biotin
p C r of the | noI b Cy C
confifie S Bl LB 88 or At 0 s A oy, gy ve
configgatet @o arhamtp:eand the abtitsbyly hapten wnngaeeadetmn&di wing| lhtelled anti-hapten
nn% gpar i ng the anpbunt of said inmmunol ogi c conpl ex
aMURt%re and after onset of the treatment, wherein an
decTi®as ef bialutabeslalmm te af wilbkiwbw afrihesd mgll @haophtd labels which

i ndi cat es,t hat s ient hi. gh .po tlal
ma, B B 1SE0 I arcoRinge Pith 6 brstonbitventihe TR pHghng o Bbss; labels t
ant1?36ﬁe@6r_r ﬁﬁgﬁl&lﬁs gmgx@mahm be af:ddﬂ{phbhedatﬂﬁﬂgof]tamEMI ﬂ?&lirh@ues commonly
orm e .anf.i bo ar acti tion ther
knogmfe;these of grdipary skitl g foq ¢ \ﬁeyPr‘)’B{ fephnigues A5 geﬁwr@ﬁé’ﬁ'e%enmdy’ :

H. ED&lmeWf (cmlecaﬁwlmsiwmuplaﬁd SEHu, c»glrp'cw Mamphles91m@1m Chim
used in the diagngsis of an anyl oi d-associ at ed

Acty |8¥é #£02 Guplinstcmass meawowélgﬁlsémg ate thy glytaggidsbyds gpthod, the

perfofatd &AM, Ahd daSIQmid fdthdl SERSEhers, SRV aR' ink&porated by
nmonitoring mninmal residual disease in a patient or

referegice BeréMi ct i ng r esponsi veness of a patient to a

tr %Irf%pﬁnrﬂﬁﬁdassaps adtZehafvve ranﬁb&ﬂ?@ﬁétﬂ&i fof ABL&Ink tRpresence of
according to the invention and as descri bed herein

an gpalyte, f\ﬂrer@stathplaetlquv u$ dpbelod andirgetlys by weactipihawith a second antlbody
il bR A5 SHECA) 00 TRy GRS ST oy o i

to agabgaliesof dtﬁmmrédroﬁn which thegnepmnlogah astibédyas derevgd aln other words, if

the *i?r{ no&bmﬁaa'ilf‘to i r}{é\%g %bﬁgodg E)I%H?h 1'28& cﬂ%%c%ﬁlﬁ‘ Atibh tiF%n anti-
esence oOr absence O e ‘rry CF éinin a sa e

momyantltmdyndqu aktitmdp to dbetused én dlie assdy rdascyxbexk herein, rthis label is

pre{ﬂ,ﬂ% art taptﬁ@ao?g tgg ?)8%(? uen. cgl%{ly faorgla e)éﬁ S 88 dusen S heS antibody to be
empsieyedrid alie/inimmageshs désofibaliieedh ItbenlabHLlls phEfaratind detectable molecule
recl tatio and a ation
suchyEy BB OB e P o sl i e anmpi o,
given in
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Harl ow and Lane, Antibodies: A Laboratory Manual (Cold

Spring Harbor Laboratory, New York 1988 555-612,
wo\aB81316s300 to Maertens and Stuyver, Zrein et BECT/US2008/007317

(1998) and W6/ 29605. For in situ diagnosis, the

antAib talicﬁnatrveadxylbtac antibedg nagtstémn oftcm mwerrpxh ¢ as hiastefoimatagystems

be n1n|s e or. ose
becaus% ey are ﬁéﬂkﬁqﬂ r?pdci H%Wm " 38 he fpreseré eanpaln anglypey may also be
emplmedaw&mﬁume SCGﬂer afn almbrescmntm@qmabm t Theeaystem requires high affinity

intr cer ntr arter| |nJect| n,.such a_ .. .
beny SR eSO B ingF PO PHURER AL HY R cpriaventon.
the pfé&k&xﬁé bﬁﬂhe Wmtyhmﬂﬁrom@ﬁ istdé&hﬁmédi gsinga Pair bhﬁltﬁﬁ&ﬂe@ledch specific for

sy P DF 53 O BT (6 1 S B B ACABRSpEpntbody”

andtthe oftiet bPedy pair o dntibédidsoR abfefred@ @iMhereint 4464 eqipfur® an@bddy". The
ot her artknown method of detectjon. The_ imunoassays

monpelogal; antihpdygplohe iPEessRPYEREPR SISO PSeA RS LifheT & capfusm @nifhody or a

deted iR GRGEHIANOTHR: RERR oARCtibR LR FrBsedNhlvatidn 385 91% 8¢ e€d as both
di sease or condition or for nonitoring n ninnal

capiuges pil deteciorsaniibady), Hogetheatin @ntingle assay. Gregmbedimgnt of the present

1nvernﬁ§19@ml§ ILWENRS Soitfle Mt SHawid Aethé R rﬁ@ﬁ&tlﬁ@ eintﬂyl@lﬁ protein in a
anti body or a vaccine conposition according t

sampley efh biodagicahdluids 1o ethisr npded hie eqnalytey (Anedeid yprpf@m) lggandwiched
beﬂ%&geg}eegetgc%lj gfftﬂﬁ)ﬂg affd BRdicEiture OhntRBERNHRT ¥a l{ftlﬁ-@gzﬁft‘ﬁ)édy being

tection eprot el ns or reagent S Ca
irreyeasibly| mamebilizedcontpoundid gepraral The Hetester prfitodpseowd contain a

dete?{agieq%e\f ﬁ%‘rcliér t5 (ﬁ:hFﬁlutg% grelséh%k ldﬁ Qﬁnﬁg lyte scimdwmh and thus

I 0l SGt opes, scent un1nes ent “an
mephmmmo@éhe@mﬂﬂbstances |nclud|ng, but not linmted to

ggla &%1%9 olﬁlldg)hgs% nce al%clgc? l lb t qqglhotqulugedngmlmaoftlgﬁ ]plates test

aloactve can
tubetslompelystafelne tmmstmfplaases aryslasy nxdadm antl smtwhldr aratwedldsiown in the

N T T e
solidt [)Easleﬁel @Iio wellkaowa |m’ thossof cadihdrg wiill i @it Mige recently, a number
nsive e pmrent for their us r ov d a . ve
BRG] TPOEeIngehan Do S TuFee A S Bty S opR and other
pordda@s@n&m@ys be@@mmemmmidangior@nt i bodi es, pol ycl onal
antibodi es, and a urlfled

ol nal . .
antiPEHERsEY nvEPtiQK ﬂ&t f aéﬁ@ﬂ%ﬁ% &Bcfgvle}ﬁsy%gmylmd protein in a

biolb@BAl kaehlé NBipsisibg Va Q}zﬂm’b@ﬁﬁ&d QB ¥fihed |aBBR). | Bdreover, the present
substances that have an affinjty for |nnunoglobulln

invegtjem refatep fothgilpften enestis kit RS inAdKit9BP @scompRation as defined

abo@J‘ tisb esh&pﬁ%y a BEte &R ra&eﬁtedé defitdd aBowe TR b UBRERREE KR ers in
détected with a | abell'ed third substance havi ng an

generpk forAnyydizggpstichldt keavanie G st Mesesresicalbatthalafier tep refers to a
dlag?l%tkq&pa)é -defcPibe® %t all h99@m i body may be conj ugat ed

iotin and the anti bod Iotin conjugate detected
usilhig still aptherobigst ef thecnressmr iapansion de nrovgemowdrlrrynunpprebes and

o 8 DA 0 0 850 U comrn
antlm[tws-zﬂgqg‘dmg tathel fyostnt inVervive. bdr anmoyesg Kiel dntlbqtﬂlctshge directly
or ir?c[i;ect\i\gl laJtacthP W aoguittaﬁlgsfgpo?@fjm%fet@ﬁ%, g‘é“, Lr?gll.z?q-nleaop%l r%di%c‘f’iﬁe. The

test kit includes a container holding one or more antibodies according to the present invention

and instructions for using the antibodies for the purpose of binding to amyloid antigen to form
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may be enpl oyed in accordance with the present
i nvention. The binding of these |abels to antibodies
woroBnagaent s t hereof can be acconplished usi NBCT/US2008/007317
standard techni ques commonly known to those of
an iomolinokigic Sdnpléx and defeetig the fdmatic@bf the Glamiugolegic @bmplex such that

pre%gfseggr;aes%nb ?tK tehgnlew%ad qiﬂg§ cwpq?_)f cwelmg:'sg ngtp ;gfesleg&eggﬁabsence of

amyl&ldiproteichi m Acta 8 1:1-40). Coupling techni ques
mentioned in the latter are the gl utaral dehyde net hod,
t he peri odate nethod, the dinal ei mde nethod, and
others, all of which are incorporated by reference
herein. Current imunoassays utilize a double antibody
nmet hod for detecting the presence of an anal yte,
wherein the antibody is |abeled indirectly by
reactivity with a second anti body that has been
| abel ed with a detectable | abel. The second anti body
Is preferably one that binds to antibodi es of the
animal from which the nonocl onal antibody is derived.
In other words, if the nonoclonal antibody is a nouse
anti body, then the |abeled, second antibody is an
anti nouse anti body. For the antibody to be used in the
assay described herein, this |label is preferably an
anti body-coated bead, particularly a magnetic bead.
For the anti body to be enployed in the i munoassay
descri bed herein, the label is preferably a detectable
nol ecul e such as a radioactive, fluorescent or an
el ectrochem | um nescent substance. An alternative
doubl e anti body system often referred to as fast
format systens because they are adapted to rapid
determ nations of the presence of an analyte, nmay al so
be enpl oyed within the scope of the present invention.
The systemrequires high affinity between the anti body
and the anal yte. According to one enbodi nent of the
present invention, the presence of the anyloid protein
is determ ned using a pair of antibodies, each
specific for anyloid protein. One of said pairs of
antibodies is referred to herein as a "detector
anti body" and the other of said pair of antibodies is
referred to herein as a "capture antibody". The
nonocl onal anti body of the present invention can be
used as either a capture antibody or a detector
anti body. The nonocl onal antibody of the present
i nvention can al so be used as both capture and
detector antibody, together in a single assay. One
enbodi nent of the present invention thus uses the
doubl e anti body sandwi ch nethod for detecting anyloid
protein in a sanple of biological fluid. In this
nmet hod, the analyte (anyloid protein) is sandw ched
bet ween the detector antibody and the capture
anti body, the capture anti body being irreversibly
i mmobi lized onto a solid support. The detector
anti body woul d contain a detectable |abel, in order to
identify the presence of the antibody-anal yte sandw ch
and thus the presence of the analyte. Exenplary solid
phase substances include, but are not linmted to,
mcrotiter plates, test

73



tubes of polystyrene, magnetic, plastic or glass beads
and slides which are well known in the field of

w0 a@Bos@rUNoassay and enzyne i munoassay. Met hpdBUSZN8/007317
coupling antibodies to solid phases are also well
known to those of ordinary skill in the art. Mre
recently, a nunber of p erial such as nylon,
nitrocel | ul ose, ceIIqugéaggggﬁ e, glass fibers and
ot her porous polymers have been enpl oyed as solid

r i The resent jnvention also_ rel ates
m i aniibedy gﬁ“"'ﬁ’é‘i"e‘é‘t"?‘ﬁ’é‘ lawwlwpoarwéilﬂ’amt%vlated ABr1s
bi ol ogi cal sanpkgpiaaiticufr Khtiehie TVASIrhten as defined
above. Moreover, the present invention relates to the
| atter dia nostlc kit which, in addition to a
Exampleilyl Methedsfor Maldng:Palitoylated A Rgnpupragwlocular Antigenic
detectlon reagent as def CeaH#r¥Hdve. The term
"di agnostic kit" refers m(general to any diagnostic

L1R;j tSymhéwhoﬁ tptra(palmitey] lysies)A B plicheptidpdntigen t he | atter
t erﬁﬂer&flﬁ{tgyﬁ@d AnfiAGNOFY ;peptiﬂe was sﬁﬁﬁé‘sueh’efgnwmgraﬁl' Ihproved

et al is still "‘anot her ©object of
preyipusbie mpomi/ emthqdn(leler ovialle2@agy eThip mnﬁmr%bsnmiﬁsd on-resin

graitgﬁglto(f) ?%l}rgtlé QLid q@%l% fn‘ﬁﬂal rgélm QF él? ?{) e-formed n%elpnde rather than

! ssocl at ISGQS and con ns co |S|ng.
Stepawsei b@gllilceshaaecommqgﬁ ointdrporptiegs erthe | nmedifiedn. anFgp  acid  9-

ﬂuor <¥ %ﬁ% ﬁ:n%gi Lpsgpélﬁét]—gbf 19 rge%&t l ro%h ungrqves coupling

e repor
efﬁeelg:y and |g1\&$1 2 ]Dmeluclrof aommrtﬂnﬂbuh:lghﬂemnfﬁ'] ghus ﬂ‘te ddhbgonally protected

amllncr)] %01 moc &?hgbﬁevrva dher&gto or rergglr gsmaép @olq benzotnazol 1-

accor presen lnven t1ons
yI)-i,(bﬁ,&:l&trmgemﬂar(mnhm h@dﬂ&&oﬁlﬂﬁphdnﬂ (HBﬂ“iDl) seuming kherdisttg The Fmoc

aro YRt HESE o oSBT O g o Lys(Mo-

OHSwa chipddd. [BtaRiafiC autdmard gRpide @immdae Ldiing FalcegBa chemlstry and

s PRl RS 8 R 5 P 0uf B Sidsto
yielll RipRepi@de defiidabé. Fatal1th¥akttwd ﬁﬁh@&&@%@b&d WAréFmYc-Lys(Mtt)-OH.
hehs/gft{wanol ecul ar Ant | gem c Constructs

SERUPF YRR §EIPAIVAD t Bl et et g il % @n@iﬁs‘?agm agid) ghfA) in

dicHi$to 8 BRAC 10 GRS laepiide MrabmbnBhA h@doSipled to palmitic acid usmg HBTU.
tetra(pal mtoyl lysine)- A/31 -15 eptl e antl en The

Aftgsapsip tagh. dbeHmasmgroyp vas J?L‘B"ﬁé‘p‘t”iﬂ?j% ipesfylformamide

(DMB) dn@¥inaly ﬁﬁm‘ltgﬁrogé/ Fegln@ié%\‘éé%%hﬁufe%%t& ro'f@%ﬁ&%dwere carried out
(Nicolau et. al. Thi's new approach invol ved

usingiLAynder giandard ﬁ@ndeifoneaTrrﬁntan@n 'ér@mop ddiethl ether gayg the|pyaduct as
a whfté 's8'l!rH39E19 OEQ'Q [Rlass fS}gJ ﬁew Egﬁﬂ'ﬁleﬁq}@ ?&en{lglaf)]%the product (m/z

stepw se oI Phase esl s 1 ncorporatin
exmmﬂ 1084 9atiMidH)adound-1096. 8 dEMrBHIAEL hmxlycnar dtheryfri-, di- or mono-

pah‘(‘éig‘{?g‘fq%dn%?@??ade}ecgﬁl Thi s new approach i nproves

iclrency and gives a product of
c orExadgriia bRy Ahtibdries lﬁiwiued joy SupummoltfidanA htigapdn@ohsyructs

M%;l@%ﬁé}lgg g? %&rﬁﬁe‘{j anclrs% ll_‘l_a ?{g‘%ﬁ%‘i‘ g?b}/\%ixpramglecu%r Antlgemc
yI)-I , 3, 3- tetranethyluKnnmuuuhexafluorophosphate]

%ahjm)utoy?att% antigen QEE} % rXBl 1-5r)hv%asl:use8 for the immunization in C57BL/6

mice in 2 week intervals. 10-12 animals were immunized with each antigen (Injection vol:

200ul containing 8 nmoles peptide). Last injection was performed 4 days before sacrifice of
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group was renoved using 20% pi peridine in DMF and a

second residue of Fnoc-Lys(Mt)- OH was coupl ed.
w@r@adagedl aut omat ed pepti de synt hesi s using FneCT/UB008/007317

chem stry and standard si de-chain protecting groups
thewamnald) Affitet)S Bebstingsanicp éthalerdgeatingtets (dhemaril 150a dilatsort af the sera

welkrertivE of NS e BIBRL f iR Bon 53R pieofiped trom e

imnagigedt hlﬁmaseirelchybtﬁiomaglgewe@d Usi AGinkYsdnkitikéd @psléxax: etliscwith a

cid A) i.n di.chl promethane to rele
my Rt Lk, A R ORI T B WEPhT<oH<S ieh theltolerey Werignducted
wnﬁ\fdeﬂg of esiydloni@ Il Tidee SPIYOC (4TOCP Mﬁﬁsgagnvmdlsmgt ﬁhez\()% known
erlgl ne i n dinethylforman de and f

proBeshis! pia Kablst SAGTHStEeaaie 21y 4 4at RSy ahd Haflow and Lane
(ARBERE: FCL AR ROy S ERODIESbrid HoHdr NAbJH eyl NG/ York 1988)

st andard condi ti ons ituration fromcold diet

et hBie Gy &ereniadpned do éise by the dgditior fqolxsthylang @bfceg pFhgyresulting

hyHmS&l@ Refd thedBhikted R T10r R4 abyh i he %Bﬁ\‘etnﬁo&fl nfadfer to allow clonal
product (mz expected: 1097.9 ([M3+); found: 1096.8

gropthvimitiplclpnal iglegtiongvast ede ysing limiging dgption. IgG producing hybridoma
CIOHQW@Lm&&yénﬁttgﬁemptﬁeg%ﬁeﬁﬁé ﬁﬁhi‘ﬁg to E?é@(m zepe]:tlge by ELISA and

tibodies Elicited by Supranol ecular Antigenic
the wnbmg glones, Maiehfpgeduge ﬂnglemedmmgclpmlge@b@g@ qdtured.

ol T & ORRER oMl YT S5l Lo GCRL UBRSHERTs in o

seld¢chen mevimmi cz>ataumng ln)rpo@axﬂBm#, @mmopterinand thygading (HAT)V/al s.

10- t i.ge

(1 n%ébr?ﬂon VOl rgﬁ%gﬁqﬁﬁhgoﬁ%%%n\éiﬁ nfgr nr%lﬁﬁlg);s t%e%?cllu(f g)r.non()donal
antibagdits agirest speoificvantylpidraboriated dscary or Usbdes. eeithid mether clone
wo b s i oty BRRL S bR Sialb, iR BRPH hbria 0
stapis. t HymddmaELﬂr&Abcmgeambsﬁbseof interé rwete fclomed)rexp&pled and stored
f cells chSt ed fromthe i mmuni zed ani mal s and
mméﬂfa glé '8 at ed by fusing sensitized spleen cells

W t Thetanfiyedyowss B6typed bW£corﬁiﬂ&cfaM$la0mlabfe hbee liih(meclSnal isotyping

.. B- 1 ynph es from.the spleen ondu t
it g D10 B S LIS fohismap el madipand ped 8 biagggetor for
antibs iy grotligionel | - known processes of Kohler and MIstein
(Nature 256; 495-497 (1975)) and W%@F nd, Lane X
( Anthegosefered hykndama prodycad avaenpsiong hod 3161 Mg legdisotype.
Labor ﬁxﬁﬁ%ﬁle VS pEericity PRk mindtRnT6F L&.wuaryenmtiumd)st 0
fuse by the addition of polgethylene gl ycal

r esIf efakere fhpsnegificky p§ thgeanbedyeR AT Mg dff&renieoncfatratlons of

pre%ﬁ{nédnAH%m@ onyENi 4oNAl MRAGel-28 ol Q¥ Hleal ond @Wbbnd ECL
Initial cional selection was made using limtin

Nitegiop ilossrMembigns (Sghimy mwpn%ha«@qrdmmewéh 3BYacy auilk and
073G G5 I bASHE S RBEL 1y PR b RO Pror 20 o T

qua:r vmhlmg mlambduaes ztre mcnbateﬂ:wm hbrsaretdns!hqrfbroenmase:cdmugaed sheep anti-

omas r m gal | | egt.e
mopFolalh g onD REeTHeR HOTERGHT 0 o B MG B oated wit
chehﬁﬂﬁﬁﬁﬂf&ﬁ&ehmlutﬂmfﬂm\tedI’blymhﬁ’xdoidﬂeyaﬁ tHé membtdAd Yo X-ray film.
Wb | doms were spbeequent . scrsened 191 ot 3bl 170, 1.

28 fibers are pre-formed for seven days at 37°C and blotted on the membrane. 20 pg/ml
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anti bodi es agai nst specific anyl oi d-associ at ed
di seases or disorders. Once the nother clone was

WO datsdeeed, it was subcloned four tines to asBUF/ES2008/007317
nmonocl onal ity and allow the hybrid to stabilize.

antifastyi id oweds topmeabucs bigdiag ey @sd dfe bouné raaabodyens @letected by horse

ra(ﬁhgé}%%??%é Qgﬁ?g%agedas g%)g%ly [r%g §£ éi%?rgg)gg)r' lig mmutes of exposure.

conmer ci al | Exampild hipd 'Ehmﬂaxﬁemﬂhon)lmmbscbmatsy@ ng k| t
s adapted to,serum free ned

d
and 1o SeeRR el Sl T B fon 2 oY 38 eERReT pperies of the
mmmemméﬂamreﬁ (mym Iﬂd@ﬁﬁceﬁf mhyc\ezds wed MG spedticattp thidda dy fibrillar

Vi e13 Specificit
ARG BPRechlEt b iSSP Eibe, T Har b Smikisipni Buazsi odclaife with the
ampPei AR L1 filaéntd bnesea;nm thoshluttohCl - 24- Ab3, different

con t re-fornmed ArryI0|d142 1-40 and
Jfa’zquﬂs %5’3.90@”(‘5% Wap, FespRsbfitesh mohqiafiudrgisprrppanol (HFIP) to 1
lil tIfhe @eﬂnﬁd& sOREioAVBAD EitddAOE I ShaMtBb&A GBhte ftte; agitateBlovernight,
| ockin th 10%dry mlk and 0.7 % Tween_ 20,
an i RO P8 TR e sRNat WiroTeTiiRiek Yoctn T FOBELP wes ten evaporated

unéi@}/a¥trehrlof dkponl 'I'Ba_resfl\ftﬁlg MRE IR GvasBERIAR/S] % 90 min and stored
incubated with horse radish peroxidase conjugated

at e prilsedouse 1 gG anti body (Amersham Bi osci ences)

1.4 01 A1 abgBdationasdagd and incubated with
chem nl um nescent solution followed by the exposure of

t he TR@BY &eTehq ntikodpediatedhinhibjtioneefsAfle4bpgmi¢gation the mhigbody was
e'm&tmgPB%‘laxﬁ% PUYON %HMEQHI? xRau]mé/l féay Smg%gxg%%)eﬂg wa"s made in a

8 fibers are pre- orrred or se

now'élt:tnéépddnc‘tbh@om@hbr% er 0.3 u}v@trmddnted lotiyodys1QigMdthioflavin T, 33
yMTE $4H €, Cfgl g‘ﬁ’%rthg@p %{or@% E&Z x&?ﬁr}guo%rbtfl ?ggd&ﬁgrﬁ Agl -42 were

eCte hor se er oxi dase conj uga
I: IQrﬂnﬂ In0s eAp;gcpraam ¢dwd!/5(ﬂuiron2 Overd als mpm’ed eSI'hesolutmns were then

mcﬁ%ﬁgﬁ) koq‘ 2% h?%at-ql)“’ef %—?cgﬁu gsce cegre‘:fac% \Aéllo?esscgg%e units; RFU)

nmeasur e i nhi bl rega
readiig aiggeplgates unblmlOWFWelbplamﬁ (Rehen-lﬁkhert) lba aTerlahExdérFldoroCount

or assa S _us whi ch.specifica
ooy FREF b A7 Sl el RioL T antion by mean %
inhithgorf bn;bsaggnegﬂtonemsmnmhy labdoedifg toythe 1l &@atidnt h t he
% ARBRLHE (RED Abodkontn ZRJdoLr@g!%JM) SRES LG with Ab1-51Rr8 QLIEL Qb Ap1-42) x
A 31-42 |yophilized er 1op|as reconstituted in
hexaf | uor oi sopr opaffor “eERIEy RS " ¥ The pepti de n
avaﬁgeldt%%’l(maelﬁ:ﬁdﬁnc akReiniefs), Whefbadlaed 1110 HBI4reaRSE hdtikKiBition was
Slﬁg'ht ed overn and aliquots nade into
ePer“@S?ﬁefBﬂgm“ésr Jocentrifuge tubes. The HFIP was
1.4thenspv2pRbgiEAtbRaRAy @ Stream of argon. The resulting
ptide filmwas vacuumdried for 10 mn and stored at

pe
- 80 D CneEAstye thysdigesetesation prgpsriies 4of Bgmépatheodhipflayip T (ThT)

fludi@scB/S a¥saf OFast h@edaméﬂo%écﬁﬁgﬂ)atb%s' fh 'ﬁhhfléroﬁﬁpjz xﬁéfééules and
-42 aggregation the antibody was pre-dil In
subgpftyen g]a‘ﬁif eSEILLISFIOR BYRNSItN FaiEslaterev ity thle @mongt of ABi4; filaments

preSQRPME MIGtrs nmade in a
To assay for antibody-mediated disaggregation of pre-aggregated AB1-42, a low-

molecular weight AB1-42, prepared as described above, was made up as a 110 uM solution in

27% DMSO and 1x PBS. This solution was then allowed to aggregate at 37°C for 24 hrs

after which the following were added: 3.3 or 0.33 uM pre-diluted antibody, and 10 M
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non-siliconi zed incubation tube: 3.3 or 0.33 nM
pre-diluted anti body, 10 nMthioflavin T, 33 nM A/ 31

w0 4@g/15q81 8. 2% DVBO. Therefore the final nol arPCHUS®E8/007317
of antibody to A/31 -42 were 1:10 and 1: 100.

thiofpinGpr This @esaliéd Gl molat tatib 0N $: 10vane 1:408 antibodp & Aﬂl 42 ®ntaining

ol yt i Qns re t hen i ncubat e r.24 o
827 BSEC T THE| BUOSCHR S, B PlTet | WO ROReAR o f P:C. The
speaﬁﬂulflfﬁadllc'b Wa$ thén hﬁﬂidr&iidnﬂi% aiaagglr@;akorséaﬁbuméd asftleadrided above.
e T R e N T a—
in tﬂé SRSL@AALN &Ry, At8X RARRIAPh AB1-UE aldlHorhdtbfl: tooqne @ikaggregation
di sa ation, respectively, accordin
avefageq 3%@ gideBhepsTimpnty) Phesgasat (dFéFU?@Plabaﬂéwébﬁfiwggﬁgatwn
wad¥09, ¢ mag@nggﬁgg{ﬂe}mengsﬁFU of sanple wth Abl-42 - RFU
of sanple w thout Abl-42) x 100%RFU of pos contrl -
RFU T8 the cabevn rgshilts lé\ﬁé’rd&géélaQ (23-Abrd e3xBibits hi-functionality in
mte@%@?ﬁ% WIBA G s ﬁl‘ﬁﬁ)@ﬁt@ Qﬁ it it8s daphDle TR iHibififd hdyrd ﬁon of ABI—42 and
inhiBition was 51% (2 | ndependent experinents
dlSWS@BaUWQOfmrefag@de‘Q@tﬂ%ﬁbea%say To neasure the
0l 53007 92t ol Bt ART AP0 PLyT £F A, ihrddBofl | 21 1 T

(ThT) fluoresce assay was used peci |cal 'y
bi nbhe ingerhétions |Hetween, @tlbn'm é&lf?ésAbrﬁdwgh bgewleuénpt?pyldc h‘bGMz is

s e s
sl 5585 PIFSF T BIARPE Y SOREIE DTS Al iy o it
moil@ners safibdroof At s deltgrmipet]. at ed di saggr egat i on of

pr ex ated Al31 -42 r X

PR R Skt e ol SRR isBlhet Bhocpry A
Reaghhts dbruimrasbilizatidn YEDVSOHSnwhd| ethddBBmirdd)j senswl dhips(ﬁMWasd SA as

hen aIIo at 37C for .24 hrs aft
well A BirPing e Gp B G AP e dvoesdt gom Bl e Sodium scetat
(10pind®f, OpH Wt @ dis aﬁédl fa d:}buplﬁfgdblﬂfﬂ:r ridtihéreast | c@vplingl yieldhiFsbrillar A4,

sulted in 0 .a : 100 anti body
@GR svensaed e M PieSin Aot Hipd BeieafRin Sdame/m and
leaVih€ thd aﬁmbatm"d q&r adiid. iapdlar 2480 Sis a:buaai:to Bh€MS sensor chip
SP ectr of gor escence was hen neasured and

Conaq@a@ Gr BgRe5-BoPnd fachpxymetyldexirar d?%tﬁ’éd&gsax)eted ARANOBGHS AB142

(Babhdm )21 -o68p13d §19W8kkoR chi Bgm tomzihg AF SABEEyRGAMyI A8xtedn matrix with
pre-ag tga“;regat ed A/31 -42 in_the disaggregation assay

COVAleméh hedfeRptavilin Typicallyfopp priive s eptigtions of goAk ﬁfé assayed by
serfdl ABGEHHE ORdirl0 AurdHR BEFes. inge@tl()’n)s lafd P&%}ﬂﬁﬂtstartmg from the lowest

experinments), whereas at ar ratio th

congenizatjgn arhare Brssehavep 9%1(&21 |amljé abmﬂ@wate 2b30Q phisrip §9r. 3 min. Flow
celll Erﬂéll t@tgva@ig&ivﬁ)drr@%h;é atd su'oﬁac‘%é’d ﬁl&ﬂtfc t1 I}étcoégt T(%Ainﬁ‘rhn?ént noise

bi-functionality ini nteract;‘mg
andf hullg rafraciéve ¢hangenaf fteri mjegtlcmalp Sipishedyfthe amstarcn g'ashed unmedlately

T e e G L
surfap¢ eagandratemsis 'phsfomnﬂﬁdryaqucomgpwmsv(ﬁehﬁ) mM Nb@lj[y Kinetic analysis is
perf%nnec? uée‘xki)g al‘éﬁ)rtltﬂmgmférm Iglrr%%@;ll deteg'o‘ra{lon anh global analysis using

BlAevaluation 3.0. The curves obtained for injections of analyte at different concentrations

are overlaid and the baselines adjusted to zero. For curve fitting, all data are fit simultaneously
to a 1:1 homogeneous complex.

Binding of the mouse ACI-24-Ab-3 antibody to amyloid is determined.

77



studi ed using surface plasnon resonance. The bindi ng

of the nouse anti body to either nononers or fibers of
WOR®B/156621 i s determ ned. Al SPR experinments aP€r/us2008/007317

carried out on a Biacore X instrument (Biacore AB).
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JwAJcﬁhze A7 (19857 Fbl 0l coGRABEHSH St dnBloi@f1-8 (IE1042) 3bers 6,65uM fibers
leaving the vials at 37 OC for days. Fibrillar A(Si

are. ipgutiatpdfon APt RS WEHS Ekiiabled lantbadlyrivish fierola rtio of 1:100,
Suﬁégtéﬁﬁ 5 i gﬁg%ﬁﬂ% QP&%E‘ﬁJat&i'onC{ﬁéh%éﬁglﬁﬁ rcrglécﬁarged Cu gnd (mesh 200)

in onelic I s°coupl’ed
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o | a & -
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ti r 0 L
srhl S50 bR B PR B4 R b, Bl Qs iach
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der i vat d d f
o cofaupcy: Wiact FRRENDY DeruE-Gremiplintperi ifiedes
cha’lﬂgegaropléftieeroﬁ mjomotlonel amsibbdyniAPIeZH-Abi3e s Unlibitieg ABe: fiber

vvash teI wi.th run uf fer for. in., To .
fop o 1A n HGESSSAIHOE aht | BECS-TPFSm it netstipd; By § gorfly-gradient
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betyBh YA e PR CPe o0 PR YAgt U e antbodics

folRREd ByoH IDAPAGESécRirkkntatign Bindi§¥ia| 0add ippdfordndd. grdfliént (OptiPrep™).
curves obt a| hed for injectigns of apalyte at different

Simayliaaeqye aaelyeh of 8?@1%5@@? P Preiomgd vifkt 1‘2%% ¢lijaggreeation pad dghibition

of &ggre?%%@n proBértied6 Ve Eb-ﬁﬂc‘uﬂﬁed Atibosied, and iR lflhdm%of the antibodies to
simultaneously to a 1:1 %eneous conpl ex i ndi ng

thedfgbersiige ohyirus aAtama.g&s fishig rrzfm 9pody to anyloid is
det ggMnp %ﬁ’ﬁ@ﬁ%lf %61-42 agE%/gQﬁjdﬁgﬁﬁ » Ahordés Ak ﬁlcubatehd with mAb

Monocl onal Antib bers To anal yze t

AGIgAB at t) ﬁéfmgt @Pleera@ps @rrlaratiy ofypnaraer Ayl 3 thisty- or hundred-
r

fol® ?’%g:l%lro%gil? gu{rg ?rﬁglztcl:lg SQRaQAaY% g@%{g??ﬁsg@é\& &ﬂé@ﬁﬁrh Heubation at

37°%6hsithpldy are ACkray4d pler3, dl$®n@0@p’6 eadient of Gptinrertt|anditehgh are spun

I C b 5

at %5%_(?)8%%9 ? ?%J]n;g gf é. g ﬁscu‘é}{%ar%g&zg%?&] %%6?1?. t)ba ﬂ'éct%)gell\hs the least

derfsg facgomafremi the myad)fetdie fg(a'dleﬁm hn(hfracFﬁbnv\ISt i3 théd densest fractlon from the

borh SR B Rty dho Pt TP Rocdatinlo v g o ss-

PAﬁEomthi Isﬂ@dna[agﬁdg @hegroncknﬁﬁﬁfﬁhABDQ)fommhﬂmﬁdl asbdyh is five times less

for 45 conds, shed 3 tines. wth
thafi ot A egation, ey PARBSRERaS, " eI GaeERron, Kipgjcpgnd ensure
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et t Ra ol PR RTSH Al v BHTIShY CARubAtaR Y kb ACL24-
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-
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7000. Exanple 1.7: Fractionation by Density-G adient
U tracentrifugati on The properties of nonocl onal
w@nisho@yl ACl - 24- Ab-3 in inhibiting A 3i-42 fiBker/us2008/007317
pol ymeri zati on and di saggregating of ASi ~-fibers is
sarsplestire fratijondé B Lltide itrifilpRioh atid sepaaesdityl SDEFRAGEras described above

t. al 04) which is based on the
m{)ﬁﬁg?&?ef% eﬁ?ls?p% ute between differently sized
Exa@fplé 1.8NBlusegstérd A skayersssas lﬂﬁbi’tmﬁwbatﬂi.@mwmeht Apgkregation and
wi t hout anqtmgdl es foll ovved by

Disagaregation, of Rreformed Afiq, raen& by g‘oﬁgaul&tlggl with mAb ACI-24-Ab-3

BI$ QNs fieectithaysay Sl MUl t aneous anal ysi s of popul ations
greformad S—flbers di saggregati on and inhibiti

Botsetsat e nnpibyiser poaarties of e BAPnBELEILANS (LeVine, 2002)
ﬂuf@f@gdemlsﬁlsls usdadvhibe sﬂébfﬁ@hlﬂgde@éctst € nRRbinBOSH R8-fRillbhE %opulauon

bers are obvious advantages of this nethods. For t
of AGhiz Bilaments. Beforg Buaressenymegsiremaent, 408142 meBeTBeFE A PAp-incubated with

eithed Gy, %E’rv\% b cH?ﬂ*éblPQ mAd ABr.-34- %tb 3 Qﬂoﬂf Fdi8r 8180, TABRNs. ABI4

rati os (rm ar ratlo nonomner |rt - OI‘
pemiidall fardl4 bpes Hat G- Rhlaﬁvenﬂbgrewmhumﬁearm astmmaally recorded and
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resgﬂ%g Qgﬂ @ﬁfs%d;&ac?gng%\g éd%yeélto ep7e éceh%?s' conti nuous
Exgmpii bﬂt NMIR @pd Flwoegstenty Chatacterimation o€ thedutera¢tionsd AXIg24-Ab-

g for tid

aachy , bedlnt ubogy hRE IcObRN B NBVKEF 1A replie T

t opTQ)fevalhaae ¢requtitantin]l mechahismdiyi whic $hel mAbiselulidize @st-formed fibers
or mh1 1{ k‘ ger Eo 10%?.%&%%% :i oﬂ?:a feélt)elg ¥ e%% I%gir\]xgegrté rTehT’gﬁléJBIeeséeg{ Bssay and
solme\@mm dfhué?cr Ter10sndi anmgjlabalbde Bemindeidt I-42 pqmdAJ 1§performed

Thigford B im0 Bhi° uSBuGREGR e, Foot B BLaVest sefiifon O otiatate NMR

speﬁ@‘@srceﬂ}atﬂ tﬁél Bhantyddid peptitid agd frithe presars o€ ithonbdkclohalrantib&ly and to
.linear phase. .For the disa ati on of fornmed A

il 3ompBie s i) e R RO Lo AR T Dogmigisey.
(at sélvstste NMRespécumiogy nbtaddlpaetactﬁé)trmmh i @k, seamlary structure,
I\/bnorre AN3 2w gpép fi nal concentzya‘t1 of, 2

butf plso p %tgdﬁ?aé%e ORI 194 the o figr PeRfidR 131e> % structural

tram¥itiod. SSHU-HAS FVIRIHAS pRV& ftd @plitadIRY tdthe roblem as lt has contributed to
ul tracentri fugatl on and segar at ed by B

theggugtpresistrrmpghen afiie hér-or BduREsHOrk Pt g 2%@4 Pe%vomt al., 2002). In

parB@aPIne cﬂen%lau&h WO RS BN land\SHAYchbRii AP SRR Swi Iﬂlebéetzb&ﬁgpgtructure
Fi | ament gg egati on and Di saggregati on of Preforne

(Cazpilesou gt phy sLuga etoal), ﬁ@gbaltwagﬁe\mt wah ¥WRP) k@ valuahlp tapl to test

m sess the inhibition
Cha%%f)%pert [ %E o Sﬁﬁﬁ@&%?ﬁgaéﬁsﬁﬁm }ze\/ ne, 2002

f | uShesymehesis ﬁﬁmqudmbbdemcmngmechpr@&bblyd yelkinecat position 12

! 1 f
07 P gPAUE L ORI T ' e 67 an s
symtlmsxsnmos)cak eldprtrey iang uivaitye @f vthe Ipeptidehare ¢nffifeed ngeMAHDI mass

spec %Pt r'lj]ﬁ’larl)beeg) A]Sl &%&@g Qﬁ-’ ugeéi7 E}agtelﬁerfat]é f‘;lbeps bymb‘gubanng

thef]iepmxieessh&mh mmBS ﬂauffcxefoau tvoekadti 3@ 8(]3 I’l}/herm@o:rpieblemnﬂhe poor solubility
of the amyloid S-peptide in PBS buffer, could be solved in the following manner: The pH

value of the PBS buffer is temporarily increased by tiny amounts of ammonia to dissolve the
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results are expressed as changes to the control in
percentage. Exanple 1.9: NMR and Fl uorescence

w@h@sasdeer i zati on of the Interaction of ACl-24r&bUSB08/007317
Monocl onal Anti body with 13C- | abel ed j 8- Ayl oid 1-42
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spectrascopy.in the g\ﬁwm d peptide and in the
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fluorescent assay. Solid-state NVR spéctroscopy

Th-T
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Str4g ﬁﬂ%ﬁlgag%e al?feﬁh&:@ b@ﬂv\le@{‘@BE Qcdn@68lahd L ALNBIREEH &3sh
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ar t { o)
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et 19 val yabl e .t o te han :
Sec%xno der’ tose%/arllﬁ%t e the mec ﬁtsm ba' Oﬂélcl’% th an?%%cgl 1§ C%?ah%l dtlsglggregate
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week at 37C. The nmjor proble oor sol ubi
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usmgl a fphﬁmfeqllﬂrw RehpRBAL @ totall BﬁPHoMﬂgl'lM@d gépttdheccRBﬁn% the complete
e

ris terrporarlly i ncreased by. tiny anopunts

amamw 62} seapacs Vb Irfre rrgduseds by MimatiencgeClayiqe Victoria, Australia
anPhibrEtiaR&] o MNAWR PladinB S AP RaREh §&itzdrfande Tﬁbb@ﬂnﬁ@éﬂmbﬂe peptide

incubating the sanple 'n the presence of a big
librggst verg spmgosed of §.51 ert [0t raercag peplédesrA bfotiawatsd |campfﬁ9 ABI 42 peptide

(huthadts %qugel{cgf w%gfl%% Af szhfvl / &m‘ﬁBF Ba(ﬁlreﬁla kﬁlﬁ)glédovr\{, ¢ %wﬁsreland). In

ant i I es, solution of bers are I ncubat e
addinen, bayggr ﬂmhd@¢om§lﬁt2&3 AB17-60, ABt-#O ddRABIA2 WhreTused to define

a rgals N 0
thel B Rer feBlon” 67 wao Theld TR AT nED bt J10ine 4 AgHBIS TEre aleo
biotielyatiedi (Igarmfdcumcb ﬂ)yl nhspephand znad:hhmd tfioen I\NRAWA Trading SA,
soEFRAEEILR Sl 09 PR AR by Otimtres
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u ent Jo | t he
witg 0 R BB BT SRS Pt AR FhBinei B ESELIN Flieep gy paces
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wel | matched by enpl oying a m xed Lorentzi an/ Gaussi an
fitting procedure. Exanple 1.10: Functionality of
wWe\a0828662b- 3 on Anyl oid Fibers 12.1 Modifi cat i Ber/vk2008/007317
Conformation of A/31 -42 Fibers and Initiation of
weltk Badigiteinet | Gouradt RAr with thdidifferadt ahfite dAE) dlﬁldedﬁtb-lﬁp.g/ml for ACI-24-

apt i py I er. to eval he nmechanj sm b
AERin By o Sotiupapfie oS SIpicr BB b e toeubeted wih
alkatihé pRd¥phaisd c6ﬁ]u§étecﬂ§c)at fah#) dohisalgt@dckson imdnresearch West Grove,
vin-T fluoresce assa

risan Thi of. | T
P%gi% fﬂ’el&l eh 5111 N@g@@g é)g‘gff e UIGH ageﬂ v g]%ogp se substrate

(PRPE| Sigha Madridt SELREs MONTSA| MidRlea@laftbt 3 Asifes &F imesbation 40405 nm
and Valine 12-1abelled A/ 31-42 peptide anal ysing

using @p KA} PREsfeRfleRrat i on. Exanpl e 1.11: Epitope mapping
of  NEOAlLRNalwRRLipkeRY AQﬁneri’m/&bbx%d E{glnmaﬁtlmpmlnmz &fd also did

t he nonocl onal anti bo y - Ab- 3 was perforned by
nopshogpanydiintingatoaapof ghe dthes pavtyde& Bipe fibiapy despitg ity Pamltza@ inhibit

thdARtdoRibPES031RePt | des covering the conplete am no acid
(aa sequence of Abl-42 (produced by M noto

d ayocistepinineoyhether A t24A0-3 mayorepnanize pshed I’ﬂf RAPFidegAbRbinding to
AB-ErfEd Agﬁé7 %6‘ an\éﬂﬁﬁﬁ Ho §1‘M IAB £ % @%g )e}/ahyf@d Q‘Rﬁtﬂdﬁﬁ 3'sﬂ0\§/&?no binding

i'brary were conpose 0- nmer
to pépma,e@ ordow |bmdmgytb @tﬁéc%cmdﬁlﬁét@ bmbshomdpmﬁ%et bmdmg to AB1-

[ tgp! (Bachem

0 T R Bl MO AR 8 Bl R ot dos

cByvanpled.12: 31 - DiflueAt84f Hasﬁmge VA¢Gdatiofh0Ovigin 4 CA/231A K3 on Brain

were used to defing th .oader re i.ch these

anti bodi es mig %io dgl.“o 'élgéngje ?)E?RSF esﬂ%@;?é\‘ﬂ;
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WA Tr.adi ng .SA, val r I an o)

cl%golaglﬁ a‘%%‘&‘ﬂi‘ 03 3 b{% F ?mgﬁBsm} N eD enf?er and age
mdte¢hetly axetusérn for Bpaseive ymnﬁhfzemﬁrﬁstud:y with alifferentpdcaé. eSnluble Amyloid

kil.de rk ocke i t.h % BSA
o ISP b ah i nchet A Skt B TaBeRiq i HA e igals and by
perffo@eing 20 AN 9 AET-82 Spbaiﬂa(ELfISA (EGOOGEmRInyRT Wi t h t he
dlfferent eptides fromthe, lLihrar diluted. in O.

BSA 8- 18, apamals AFT FFPRE Te4E Ve Rvimischigns Atan jotprvalofqngyes OBAOO 300

an@flOé@,lgn%n&fl&ﬁ[ aN@oay 18 20018 IBS WRERad Rfjétaah @ PBS' aldne serves as
hour at RT with the different anti bodies, diluted to

conorigPn¢ d#sozrfteA@ra sgeaondAnwglanﬁnmeleg& sagrifiopgl Serchieshemidabjanalysis of

sofuBL Pﬁ%ﬁrlmg lg ﬁt:ﬁ AP e&ﬁghﬁ@ﬁ&ﬁh Bt fldad A l'!lbéﬁ egh I\Nntxzﬂl AB1-42 in

ne phos nj ugat ed goat an nouse
thg Babikleo drapiion) mf etheabrain \Nogroghatps eandAy, HUSA)eer§pnllah fhllld (CSF),

°°5#efd“%¥—f%é%‘aE%LEW-ﬂ?keﬂ%bﬁﬁ@%M%A&. SRS e e 0

AvpidUBA) oa it BRESAahigh seBitivey if§Cova1tmtﬂod) iTha E;IIISAOS performed

nmusm anEI | at e
accsod(rhblgl 2! ng anu ac dps i %{;Jé)l. gl 3 g & 1&10%? S)Antlgitlc AB 1-40

or-A@ 1242 aal _Sstamﬂled ano tprephed/ iany 96)-!W‘¢ﬁ| ptgylir()p)&w plhtet \hﬁhout protein
eéﬁ;{gg& Iégr%gnﬁlf g(déllﬁ}e 8|¥1)I g[{h%r ?S&lﬂutlons w1thcﬁxpa?cclo¥1é/en¥rgtions of

1000, 500, 250, 125, 62.5, 31.3 and 15.6 pg/ml and the samples are prepared in the sample
diluent, furnished with the ELISA kit, to a final volume of 60 pl. Since amyloid levels

increase with the age of the mouse and since the actual evaluation requires that the readings of
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To determ ne whether ACI-24-Ab-3 may recogni ze ot her

Ab peptides the binding to A/31 -28, A/31 7-40, and
wWoL®%/156601 and A/ 31- 42 was eval uated. AC - 24- AbPGI/FR& 7317

no binding to A/31 7-40, no or low binding to A/31 -28
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0 e
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ACI-24-Ab-3 (mouse EJ1A9) antibody is added in a serial dilution starting at 20 pg/ml. A

serial dilution of a standard antibody (6E10, Chemicon) was also used. Anti-mouse IgG
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C), dimyri stoyl rati d t | gnj :
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1-40 g s O GF oG B APl SPE RN AL a6 g glotidyon the
membrh8d, 20)p A Padt®baPW @E@tohﬂéh@ur@%ﬂidﬁr@odib&ﬁ%eaﬁd lduad @htibody is
Manual (Cold Spring Harbor Laboratory, W )
detected by horse radish peroxidase conjugated sheep anti-mouse IgG antibody for 20 minutes

of exposure.
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York 1988)) The cells were induced to fuse by the

addi tion of polyethylene glycol. The resulting hybrid
w@edosaseser e then cloned in the conventional nEPCEBUS2008/007317

e.g. using limting dilution. 1gG producing hybridonma

cl ones vver ExSﬁbEd.&dIlﬁﬁﬂia\ﬁleS‘t(’Q‘H-’]f)(Fludﬂaﬁdeht Amgi fic

t tide by FELI d .t
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”Mrargérfohl? %d %tZ"/2 ﬁl\% mrpgrgforgplﬁ%aﬁlolaﬁa 5 A ogyg (f AB1-42 were

ranes are | ncuba orse ra ase
1:1¢and Uigao. eehpsfweptea:nhﬁmlrmh@ensl g@eatwlmmyed( APter shdions were then
c £ C
e 5 R0 el Bt oo PSP D PE MBSt bl
read hresixredphicatescintbdack-3d8ywelli flates (PerkueE]smnr)eoxba BmkngEhfer FheroCount

e B0 R BB g memn
inhibatyem o2 idisagreginidn, abgplet thdlyo Bccbiting e niier fatiewing @quagion
ant i bod is used to rreasure b| nd| ng caac:lt and the
%'B@U‘f’?d’ BELL of po R 0§ L e wilh A z 1) of 53 without AB1-42
conj ugat ed sheep adRFUofBBBtb&E—FiFQGn&mnlﬂbOdy for 20

m nMﬁtﬂﬁ)dSBfA(BP(DDABIge s@(’ﬁaﬂpzl elg&ff&antmhmidoammAm(ﬂmg‘g')egation as
Fl uor escent Assay h i nh bition

f e
compaieda 10, the pypnigel W@Itl"“‘%1t P ?‘%&;é‘?l%ﬂ ap rfi9e Pt ?'EIQO ghe inhibition
avekd¥@d BARS3 i@ pditicat é)@a\éhﬂeﬂis)( Wher-gﬁs 4tlaUD [ @ 5126 tratdStha nhikifion was

used which specifically binds to fibrillar AISI -42
69% 6% dgpeadeny speEis8Bhuent |y the fluorescent eni ssion

| Nt RAMOY AL IEhBN8 %18 hBwbd§ sRmTRkt 19£1bﬁfo§|o£4°g6l-42 aggregation
fil arrents present in the solution. A/ 3

as ¢apapangd fozikel cppiipd e rAtPsantibedin & A@h—ﬁgdnqlﬁr ratlo of 1:100 the inhibition
aveg%)é@%b%%QhMQﬁ&Hﬁwegﬁtﬁk)P)wh&@aslatrEM .10 BR 1R $R1J @€ inhibition was

uti on was soni cate mn at room t enperature,
66%@? inderapdent exprirgients).

2.4.2 Ap1-42 disaggregation assay

To measure the disaggregation properties of the mAb the Thioflavin T (ThT)
fluorescent assay was used which specifically binds to fibrillar AB;4; molecules and
subsequently the fluorescent emission intensity correlates with the amount of AB)4; filaments
present in the solution.
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and aliquots made into non-siliconized m crocentrifuge
tubes. The HFI P was then evaporated under a stream of
wae@ense6The resulting peptide fil mwas vacuum BCT/@82008007317
10 min and stored at -80 OC until used. 2.4. 1 A/ 31
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spectrofl uoroneter. Inhibition of aggregation or

averafgeé A44r @ dadepeifiensexpspmensewhersass arl - B MANF FAto; th digpgeregation

was ﬁz%@g&a&%awexpehﬁ&%yﬂvel y, according to the
'ow ng equation %i1nhibition = (RFU of pos contrl -

RFfMltdfrOdh eAeCIc@nAbfbl -alsoRshpwed a§mﬁcenwﬁqrggm1tmzoﬁ PIRpEpregated
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exlubégla—eﬁr)l?cr%)rr]x tar n U’&netracb %\\%@tﬁé% tgglg%ﬂg ?19 ﬁ-ﬂgﬁso sthb"d‘eé are capable
of inkib{jini faggragdtion ofiABL @2 tand diaght<gationds pmqgnmgia(w lo#2 fibers.
conpared, to C I { 0 .31 -42
oo ¢ kel L3 A0h! P b BBl AR et (2
i NMiepRrbstibne kgetenTaitibeflies \WEEr1@asb-atand ACILR-Ab}1arwith amyloid
rati o the i.nhibitio S 66% (2 in ndent )
pept AEF it g uSice Boricedsfiahdl FRETIRRRR of tog mpuge amtibody
to enm&sh éf)klicﬁndri’l@ fw'(essﬁggsq?lgm daammadperti es of the mAb the
Thioflavin T. (ThT uqQrescent a used
oAl SR etperintaniyhrer (AR O P EEACHEL o igent (Bikcore AB).
ReagShtd S8R BiMzatibe (EDao Nescaiat etwﬁb&mlﬁa) sdahﬁrtﬁmﬁsmMs and SA as
correlates with the ampunt of fllarrentz%gr
Sodlum acetate

well pg, rynpng A samplg bpfen,dBaER yp Pml?ss% mHBHEere
(10 SNE a;ﬂ@ rﬁgafs| ¥8d Qb o@ﬁﬁn%%&[f% ab qgcr@dsg lcoufling ield. Flblallar ABi42

| ownol ecul ar wei ght prepared as describ

(BAchse és propasediptrdding BES bufter ¢ ‘ﬁ‘&A*‘S & mﬁpﬁﬁownga/m)anm&é@ng/ml and

T | 44 I
ol . 1722020 ML ANS LA, LIPS 4 0 pre ci

contaiping aagiufade-baund earbaxy@gthivientan dnatix.cBiotinylatsd ayonogmesic ABi.a
(Bacﬁgn)'q\s/l coupled to a Sensor chip SA consisting of carboxymethyl dextran matrix with
covalently attached Streptavidin. Typically four or five concentrations of mAb are assayed by
serial dilutions using running buffer. Injections are performed starting from the lowest
concentration and are passed over both fc 1 and 2 at a flow rate of 30 pL/min for 3 min. Flow

cell 2 is underivatised and responses are subtracted from fc 1 to correct for instrument noise
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thio flavin T . This resulted in a nolar ratio of 1:10
and 1: 100 antibody to Aj SI -42, containing 8.2% DVSO.
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mlubBﬁ RB 3ﬁbfcp r1 ét ) é\lﬁnﬁﬁ{ﬁgf%ﬁ%%f qﬁt ﬂ?g‘h?e% G@re studied by
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performed using algorithnms for nunerical integration
and gl obal anal ysis using Bl Aeval uation 3.0. The
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mondnter 269; @ thirtyt of indéedtfold higer tidnl mABY withtle: AB final concentration of
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-12- Ab- | on pre-forned fibers negatively
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BIS- ‘%ﬁ%f’%ﬁ%ﬂn I bodi es ACI-1 1-Ab-9 and ACI-12-Ab-11 in
| Mo kass‘esmgxeﬂﬁxanmﬁ&l fordyREtice Obfy Kr izt itk BIRAANS (LeVine, 2002)

|sa ating.o 2-fibers are studie .
MuorSIEE ALY g 260 e DPE BN £Per B i O TR EE PR PHlgus gppulaton
of A@Qpﬁlmm%th Hefors fhvfecnOmeisifnidhi, AG) Plnfordomet 5t btebblhfbated with

_ bet ween differen ly sjze in e flb
eitherpufter. serred BaEomSRe ’\Mr%ﬁ‘éﬁ% h ﬁ%o%f‘n‘gﬁﬁ‘ﬁgd&ekl friprrpgiey 1100,
mAbRX. &ﬂ%e fSed Bt at BT, ARRiVE iffoRBcaat BAieS &6 Matdmatically
r adi ent tiPrep étn)) Si mul t aneqgus anal ysi s of

recor. a?ﬁ“Bﬁ are @rprsfSé at thenecatathe cpiral In pRresRtigEegat i on

Exafip¥d 2197 mn*inunqrme&ee&aa@aﬁsaa@earﬂmftth@ snt@fachbﬁ of ACI-11-Ab-
co-i ncubated anti bodi es, and t bi ndi

9 apd Ao d-ab-1d1 M@mlmabéngbtaiyem@lbv Foh%)bez!\‘%!g%mﬂb)@@é 142 Peptide
t hfosngﬁltatéoﬂé potF %ﬁal tnbe%hérﬁé?ﬁ n%tv}h% @b nﬁ(b?; Midbilize pre hforrnr)lgg fibers

aggr egat 1 on, rs are incubated wt
or inAit-fiber fmmgomrm hmwﬂ!@ad&bxnehmemehq@émn Ve{Tyfluggescentoassay and

t |
soid el FATE TR T30 oAl P Bl s R 1RO Ropife & g med
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directly compare this with disaggregation capacity measured by Th-T fluorescent assay.

Solid-state NMR spectroscopy not only detects a transition in the secondary structure,
but it also allows to localize the domains of the AB;4>-peptide which dominate the structural

transition. Solid-state NMR has proven its applicability to the problem as it has contributed to
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particular the correlation of the 13C and 13C cheni cal
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ACI-11-Ab-9 showed considerable binding to AB1-28, AB1-40 and AB1-42, but did
not show any binding to A$17-40.
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con e 2B i PO RS R B B ook wi

1.0%BSAr A&‘aﬁlAﬂ aibodieq isohiditd the cented hhtibodii(6H 103 mm/ac(d&lEM a serial

at 100 kV.to v r|f t he structural ol,0 t
it e s epaenirgis. ARoen e anIRE AR F e fdg alkalne
phosphat#3e @ta}:lﬂ;ﬂn H]ﬁiﬁmﬁéﬁearéﬁ Scuﬂaﬂdl;:] Eﬁgl%_rl}]d)ﬂirﬁl hh%bp%ibn@dpﬁt@phate was
assay pl at over night e coated plate
used tfﬁreﬁlFt‘ES’I“B’é r?g dinding, Hlagsmeesareadh at f??em)xcfpfi%mg Rplashr %%r@son at

roomﬁéég&hmaéﬂtrh%%éyws ageaed thitecding®l | al dilution starting
m. A serial dilution of a standard anti bod

( Ege 1ombave die)mean (1 SMY eptiral density (gddkvalegs obiain the
aueef‘separate 180 M. KRhHKAY ESPLAL-AS %eﬁaﬁ’su%tealshﬁam ®Mdlng to the
sphate are used for detection of binding. Plates
ABIéZ éractsauenalphados ofigemexs las earppiired toribe fipation pebgnaighedin oligomers,

s BLLSER Sl R oS! 3 35050 6 pugem iy cono

antibOiy GEMuﬁ@E@ﬁﬂy W@A@B@t}x Aﬁl Mﬁﬂiﬁﬁﬁs (Fagifle (6B )Q OraBles 2 4and 2.5
Enriched Fractjons of the AS 1-42 Peptide The bin 9
showgthe Q2 vahies oblpiged i) Elokﬁleq%saa(ﬁth $ 389 3nfer antibodigp, ACH2 A8 F ana

6Euxg%ﬂggvd§K2A6A6) to nmononers and ol igonmers of the A/ 31

2 peptide was assessed. Before beln%>used in the
These results indicate that the antibody ACI-12-Ab-11 (clone: FK2A6A6) shows

superior binding affinity to oligomer-enriched fractions of AB1-42 than it does to monomeric

AB1-42.
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study, the antibody was stored at -80 OC. The A8 1-42
peptide (WM Keck Facility, Yale University) was

war@sasbeas | yophilized powder until the day of PCEES2008/007317
other materials were from Signa-Adrich (Signma-Adrich
Chem e GTbli:xmsEsElwhtbzmd 6IMK)4,-APLES Bindihgr Wi se

ca repare oner and hig nol ecul o

¢ rihe: Bofie ok CAPAEAD 100 YRHOH) Fohe reapreity Fhtcihe Togropa angigodies
accofdfipt fotBle iention E UBehit ik hﬁ’t@ﬂhﬁlﬁﬁ’béﬁéedlﬁgﬁbﬁﬁﬁﬂ A Nekptide are

si ze excl usi on chromat ography (SEC). Two SEC col ums,
assesgfthe| co TSK G4000PW XL (range: 10- 1500 kDa; Si gma) and

Su erose 6 HR 10/ 30 rane 5-5, 000 kDa l'thc

ESSembmap! ﬁﬁﬁ%‘gllsad‘ %d%@?o%ewgh BBy ?rs,@aveo sml

allquﬁt{s %ﬂ- 804¢. ﬂq{l’% bfjﬁﬁjzrlﬁ&{d RpadERTERAdEinl AW BPDISY ardfden in

her wei ol 1 goner fractions. The resulting SEC
1980p} q%f’@§/0v%é/p eBStAM@h"/rmOdmedzm tmomlarwﬁn@lcsehmoe erSmg/ml

xamnedb hres i SR
sish OB < epie s of BPRIEheAeg BaphPL 100 mo i
incubARAFBO3 199 Nt 337f°Ct»hiﬁl AB3biotth 1 fMiCto iallow théBindimpE @¥he. praem to the
investigate the binding of the antjbody to the A/ 31
peptidey The mixired applied opia sgapdingrepied plaispreyipasly waghed 3 times with

PBST mm OQS%Ws‘enczt?t RKeOM Mictiatibn Bi R EnpeRdite ma; % plate is
hrs. The coated BI at es

Washt:%érflrms\h@u PBSWéntiuh%ﬁ%ed/\mqﬁmghm%° GeEn By CPWaPBS %H@ BSA.
BounlalA);ﬁJfﬁqs %&He&-wﬂ%’aﬁsﬁGl ﬁ‘ﬂ)ﬁl’se ﬁ{tlehlﬁﬂltn' m ﬁﬁlboﬂ)nﬁéeﬂ dt 2 Qilution

control anti bod wer e in a serial
of 1: -‘iﬂopun PBH asd appliedgndhe plhfa |f@ra% %hrS@bR@eiﬁh? plefedhwashed 4 times with

PBS’IA‘QBJI uﬁ)%ul; %wgfkﬁ&%%h& %tfo(ﬂ S%IHF ipg{l)lknﬁl anti-mouse IgG

phosphat ase (Jackson | nmmunoResearc , '
CoupEd & Atiaine BhaspHatase(ABp#terdilutiph of bﬁ@ﬂ(binvP&S udist a flipal wash with

x PESE T e QLD b5 BB G E BRES AP sypstrare, 4-
Nitropbswy pwaphatePésadieth sahHesaltyidmts) andragd me4Q5nms lneng at BRISA plate

n density (O D.) val ues obtai ned
reade?qﬁﬁ%ré 1§S'fr%lf%lgze§gh§sz(g?e e@&l SA assays. Antibody

1 e e | e .
st B, b LT RAORH, BURR 05l 08 St g mix of
rhApre(IfSDaM)l and Aqm -bierin &5 am)i ’Dheoﬁollg@mgrn‘egatﬁrﬂ domanisars iddeg: (1)
rimril rs_ (Figure. 16A)

I n
rhAPERf S(ghABtZFFéO‘Bb 704 01 ThAPSTAAPadiots GatoRe! Sdtiap ouse anti-
Apo]i!’ﬁl?I |F1é19e bgtsho'ﬁp |tha€fg oﬁlﬁ% kigha i§ Gb@ie® ohRBVhen! Bbth §RABoFY4 and

.5 show the O D. val ues obtained in ELI SA assays
ABar? blotn_h argpréiseB! aridghe eqmplpie BLESA potocebis fgllawed. and 6EL0,
respectively. These results indicate that the antibody
Adlo- ditimtipe thie c@mwhetionﬁldﬂmﬂahéwmbipén inthe fabsaglj dilptions of

rhApREA {1 OO DY ST SRR ot o AR P e formal:
1.5 pbérexC0RErs B diinge ThendwsnHitRg esaéesfppﬁﬁnlbqbtﬁrmiuws theéhal of

t he capacity of the nonoclonal antibodies according to
the ELFRA pssereas lesnABo-tiietin ¢simplexgd tq MrdepE¢ binds ththeutase Bagesian this

test aft %Stuﬁln%ﬁcé%%d & rI’ilAﬁoE4 is selected.

The concentration of Afg4r-biotin in the assay is optimized using a constant

concentration of rhApoE4 of 100nM. Dilutions of APg4r-biotin (e.g.,, with a starting

concentration of 1.5 pM (diluted to lower concentrations, for example as low as 1500 nM))
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assessed. Human reconbi nant ApoE4 is diluted to 200nM
with PBS, and stored in 0.5m aliquots at -800C. 1 ny
wW@R008b86210i ot i n peptide is resuspended in 20n POT/UBNBEN07317
and then in 1980m of PBS/ 0. 1% BSA/0.1% sodi um azi de
are fested b athé) BLISA nett-up.OBaketl 0oh eHe. festmsysiwn AN FigukeSA0 88 @ptimal
i s used_to determ ne the hinding of rhApoE4 to 42.
concpifiRhgERt ( 198 HryPe-biofindy sl fPSietosmIne e ei%e afmonoctonal
antibOBid<oP iR bindirg of riAfoH4%0 Alp, Miofif1e bi ndi ng of the
protein to the peptide. The mixture is applied on a
StTTIRRITRY &Hole 6PRbRDIMAnEbEi&Vdr AtSihVeniBR BR thebifdifEES rhApoE4
with PBST (PBS+ 0.05% Tween 20). After Ih incubation
to ABp-biasionis taesegred asing ¢he d¥pye-deseripddaElel Sidsasgals fhatifugther melyding the

o W S. bl I aht 4 h
sniole) B¢ @Bl B hAE ent o Bl £ B
dilutiog$Ghf the exstébody triay e s, Aprtig and cdoehtratisr df 5@ pg'mdi. | THeiinelusion

of 1: 3000 in PBS .and app|i 0 he .pl.ate for 2,5 hrs.
of th oy ey bE aLiRE (HE BB E] 00 ADG il e et caftlReshan it may
be aftdt(e/3atsefbrdl HAHY aftl) ME APOER dnbABISbRENI e FMti BBMIhed2Mn the
anti - nouse :ﬂ%G coupl ed to Al kal i ne Phosphat ase (AP) at

formgr dnstagies, othe Gbility 30Me | antipply. ofifthe invantie 40 prevsht @ fiphibit the
. . an i . K i P ot
interdbbol BP ApoPY AP Bkl IE BB, vfend el Inlincl e apiiy of
the aahibsiyheft the Dvwatdon m dahipt higredxisdngicempkretvamd AioE40md APaso-
biotih &N usi gg an ELI SA plate reader. Figure 17 summari zes
OURRESEREr i nent. The ELISA assay is devel oped by naking

8 tinmes 2-fold dilutions of a mx of rhApoE4 (150 nM

and Ab42-biotin (1.5 mV. The foll ow ng negative

controls are added: (1) rhAXBHESI one; (2)

Ab42-biotin; and (3) rhApoE4-A b42-biotin (protocol
WiabholUil Antibediesand antigeoieApnstFugisinsed X¥8r sdising saith antibodies

MoBIFAAT 7S TGN 150 ROt PARER R el e T3, THRRE TG uvant
mACK2EATSY LAY | BT, WP i ze t be Looncant Al orldiPid A

|J

of rhApoE4 and Ab42-biotin in the assay, dilutions of
rhApoE4 (e.g., 150 nM are tested with a constant
concentration of Ab42-biotin (e.g., normal: 1.5 nM or
excess: 15 mM). Figure 19 shows that an excess of
Ab42-biotin dilutes the signal of the ELI SA assay as
| ess Ab42-biotin conplexed to rhApoE4 binds to the

pl ate. Based on this test an optimal concentration of
rhApoE4 is selected. The concentration of Ab42-biotin
in the assay is optimzed using a constant
concentration of rhApoE4 of 100nM Dilutions of
Ab42-biotin (e.g., with a starting concentration of
1.5 MM (diluted to | ower concentrations, for exanple
as low as 1500 nM)are tested in the ELISA set-up.
Based on the results shown in Figure 20, an opti nal
concentration of 1 mMof Ab 2-biotin is selected to
determ ne the effect of the nonoclonal antibodies on
the binding of rhApoE4 to Ab42-biotin. The effect of
one or nore of the antibodies of the invention on the
bi ndi ng of rhApoE4
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to Ab42-biotin is assessed using the above-descri bed

ELI SA assay, but further including the antibody of the
WO pwsnsdeen in the binding mxture prior to pl apCTyS20p8007317

exanple, two-fold dilutions of the anti body nmay be

ue8fk 1.3! Minbig 6t AP pepi8&nior ACI8-AY-3.5Rdltsare The

leRpressed @l OD. Af0G LAGkirdaAd suBtYadi®nat the tine when
ApoE4 and Ab42-biotin are first conbined, or it may be

after (e.g., severaIAntLgblyrs after) the ApoE4 and
AbA2-hisgdd N were fi C8°®onbi ned.  In the forner

i nstance, the abil pty244p-3 he anti body of the invention
t 0 prevept—eor—hhibi-t—the—-nt eracti on of ApoE4 and
Ab42- B128t i n N&@nassesfed, whereas in the latter

i nstance, thé&Dability.08f the antibody of the invention
to di srupt asgmeexi sta.asg conpl ex between ApoE4 and
AbAZ-DAPT T Nydas assesged. TABLES Table 1.1 Anti bodies
and anti geni gyconst I‘l.bg)L,S used for raising said

ant i bodi esTabID 1.2. Binding of Ab peptides to

AC| -24-Ah-3 SBc t ¢ UPe expressed as O D. after
backgnd@@hd SMdapracti &R0 Anti body Peptide ACI - 24- Ab-3
1-281 Mean Osb 3 SD @228 SEM 0. 06 17-40 1 Mean -0.23
SD 0. 07 SEM W5 1- 4@lyeMean 0.90 SD 0.22 SEM 0.1 6

1-4WM 0.24 1-42B2 Mean 0.27 SD
0.07 S 0. 1 Pepti de from Anaspec 2 Peptide from
BacheniTabl e £P3. Bi nd¥g of ACI -24-Ab-3 to 33

Overl appi ng $&t i des 04 Ab 1-42 as

1-428>  Mean 0.27
SD 0.07
SEM 0.05

! Peptide from Anaspec

? Peptide from Bachem
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Anal yzed by ELISA.. Antibody Peptide ACI-24-Ab-3 1

0.32 2 0.26 3 0.37 40.36 50.326 0.347 0.30 80.21
wW@2@84%620 0.20 1 1 0.23 12 0.34 13 0.23 14 0.BOr/1152008/007317

0.32 16 0.34 17 0.31 18 0.30 19 0.30 20 0.22 2 1 0.21

22 0.21 23 0.20 24 0.18 2 5 0.23 26 0.25 27 0.26 28

Tabkle 1.3. Binding of ACI-24-Ab-3 to 33 Overlapping Peptides of A 1-42 as

Analyzed by ELISA..

Antibody
Peptide
ACl-24-Ab-3
1 0.32
2 0.26
3 0.37
4 0.36
5 0.32
6 0.34
7 0.30
8 0.21
9 0.19
10 0.20
11 0.23
12 0.34
13 0.23
14 0.30
15 0.32
16 0.34
17 0.31
18 0.30
19 0.30
20 0.22
21 0.21
22 0.21
23 0.20
24 0.18
25 0.23
26 0.25
27 0.26
28 0.26
29 0.27
30 0.29
31 0.31
32 0.31
33 0.26
AB1-42 0.36
AB1-42 0.36
AB1-42 0.35
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29 0.27 30 0.29 3 1 0.31 32 0.31 33 0.26 Abl-42 0.36
Abl-42 0.36 Abl-42 0.35Table 1.4. Binding of the
wQ@e\Bl0828662h- 3 (nouse EJ1A9) anti body to Hi gh MPer/ubzns/ 007317
Wei ght (HWN Proto-Fibrillar and LMWV Mononelic
PrTaplerid. | 8oslingf oft the AﬂllZ«-M&b—ZPepltdsd EJ1APhintibddySto Bigh dVislgcular

Weigl(()t&ﬁb@sbl@rg OQFIE t r O| LMQ’VII\E f%/BlHelggratmn log?hc l’ﬂé{ﬁ-ﬂZ# &'Jle
of the Al42 Pe tlﬁg_‘{ﬁq,};gpgraﬂoﬁ Bi nd| ¢g of the
ACACR2A-Mp3 3—(Trouse I:JJ./-\U) antd UUO&I i r-| and
mpnoem) enri cﬁ@i@’f &par at i ( "felﬁse A differepge @ D,
optical deHIS|tv af 405 pm b Star %ng dill uti on flor
ACl - 240 Ab- 3 (cl omees EJI A9) was9®0 ny/ m Tl e [1. 7.
Bindi of [The b control ody t¢ olj,gonmgr- and

Jnonggenr' ched %‘%ﬂﬁr atHens f‘é b:&my"’ 34 7,_7gp° tide.
O/ D.: %pti gal deh§39ty at |405 961 Startlndodllutlon
for 6380 was O.51.m@/ m Tabl e 2.d:331Ant i bodi es7and
at COMStTHCES USE —for ST Ng 3ai mtTbodi es
Tnhl%g Bi ndlgg‘*nf AL nnntl nsc to ,(‘Iiaas-,A -9 and
ACI -26250b- ||| . Re®#87% s ar ¢ expr‘égs?ed as | O B:28af tler
backggagnd [subt r@ggg,l on. Ant | bO@Iy43Ant| body quptl de
AEHH=Ab=—9AC=12=Ab-+1+1T1-28 (SZAMBRVE SD
0L06%¢r%0 $EM 0. H%0 0a 17-40 ql 1R¥7taan 0 °°§ 0d SD
0.04 0.01 SEM 0.03 0.00 1-401 Mean 1.02 O. 62 SD 0. 39
0.18
Table 1.5. Binding of the 6E10 control antibody to High
Molaecular Weight (HMW) Proto-Fibrillar and LMW
Monomeric Preparations of the AB1-42 Peptide.

AB1-42 ti
6E10 B preparation OD.
(ng/ml) Proto-fibrils LMW monomers difference
(0.D.) (0.D.)

1 2.550 2.677 0.13
0.5 1.998 2.126 0.13
0.25 1.442 1.563 0.12
0.125 0.863 0.999 0.14
0.0625 0.544 0.574 0.03
0.0313 0.286 0.329 0.04
0.0156 0.201 0.207 0.01
0.0078 0.116 0.133 0.02
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SEM 0. 27 0.13 1-42A 1 Mean 0.78 0.44 SD 0.12 0.15 SEM

0.08 0.11 1-42B2 Mean 1.54 1.07 SD 0.38 0.20 SEM 0. 27
w@2M4/1366Pept i de from Anaspec 2 Pepti de from BapdiEnizbs$/en7317

2.3. Binding of ACI-I |-Ab-9 and ACI-12-Ab-1| to 33

Tublke| 150 PBindingayitth€ ACT-2H- A6 3 IméidseaS) 1M lautibelypy EL| SA.

fondlidoatty- Aiid moackyeReptichial pyepadation\bf e AF1-42- Ab-| | 1

Pepifiied. 10 2 0.10 0.10 3 0.12 0.11 4 0.11 0.10 5 0.11
0.1T0 6 0. 11 0. 10 110.10 § 0.11 0.10 9 0. 11..0. 10
antibold_0- 13 0. 1M°T’“i’sé’.-‘%i 0.11 12]0.24 o. 21‘9%““’(55@”0. 15
dilutiont f@sai—ﬁ stél52z msaQB:MMQn 10 sk a)Aasz pfﬂséay:h_ AQsa)lﬁ Qved2 |18EM

PPN

Qo

1127208 T 005 |13 1-160 | 033 | 274 | 365 | 313 | 317 | 026

1:2 1.17 0.57 1.16 0.97 0.20 1.84 3.26 225 245 0.42
1:4 0.83 0.37 0.86 0.69 0.16 1.16 2.62 1.57 1.79 043
1:8 0.55 0.24 0.56 0.45 0.10 0.84 1.87 1.10 1.27 0.31

1:16 0.39 0.15 0.34 0.29 0.07 0.59 1.22 0.69 0.83 0.20
1:32 0.28 0.10 0.23 0.20 0.05 0.31 0.73 0.42 0.49 0.13
1:64 0.22 0.10 0.18 0.17 0.04 0.27 0.41 0.32 0.33 0.04
1:128 0.18 0.10 0.18 0.15 0.03 0.21 0.24 0.28 0.24 0.02

? Q.D.: optical density at 405 nm
b Starting dilution for ACI-24-Ab-3 (clone: EJ1A9) was 30 pg/ml

Table 1.7. Binding of the 6E10 control antibody to oligomer- and monomer-

enriched preparations of the AS1-42 peptide.

Monomers (O.D.) Oligomers (O.D.)
Antibody
dilution® | Assay 1 | Assay 2 | Assay 3 | Mean SEM | Assay 1 | Assay 2 | Assay 3 | Mean SEM
1:1 3.67 3.77 4.04 3.83 0.11 3.36 3.67 3.89 3.64 0.15

1:2 330 348 4.00 3.59 0.21 3.39 3.55 3.83 3.59 0.13
1:4 3.00 3.29 3.52 3.27 0.15 3.10 3.37 3.64 3.37 0.16
1:8 2.67 3.00 2.80 2.82 0.10 2.73 2.99 3.23 298 0.15
1:16 1.78 1.94 223 1.98 0.13 1.78 1.92 2.07 1.92 0.08
1:32 1.18 1.34 1.54 1.36 0.10 1.27 1.30 1.40 132 0.04
1:64 0.81 0.94 1.08 0.94 0.08 0.93 0.88 0.95 0.92 0.02
1:128 0.64 0.75 0.86 0.75 0.06 0.62 0.61 0.66 0.63 0.02

2 0.D.: optical density at 405 nm
® Starting dilution for 6E10 was 0.5 ug/ml
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20 0.10 0.10 2 1 0.10 0.09 22 0.10 0.10 23 0.11 0.10
24 0.10 0.10 25 0.11 0.11 26 0.12 0.12 27 0.13 0.12 28
w@2®8/186620 29 0.20 0.11 30 0.11 0.11 3 1 0.12 PC/LSBA/007317
0.12 0.11 33 0.11 0.11 A/31 -42 0.80 0.69 A/ 31 -42
0T8BleQ.16Antibddies 47d nti}enie.cofstiabdteustd4or Biisidg siid ahtibodies
ACH2—Ab-—+H—{ecl-one,——FK2ASAB—tq M‘..on’ﬁ“ A'd
Mou§d ingni er - Braloghed PREYEEPAL i g Hehon, 11A%8vanE ot i de
aOD - gpt' € 405 nmh Qtartlnn di-lutd on
ACI411:AbAYy . 12 FAHFIES | ABapse:  FK ?EﬁAm DePE 4 Irml/drﬁ Thbl e
ACIH2Ab-H (i H(EWWP Abv@ contlPEC artDS?(Edy tlePWthorbr -
and A igoner- Enriched Preparations of the Ab 1-42
Peptide a O D.: optical density at 405 nmb Starting
Table?.p Binging of A@Eﬂ@tmwtoAsfl 4#/ BAndsACE12-Ade1Y.0] | owi ng
Resultp aveieypressed s 10.D; sftey hneka.roae%wtwdwwm t he "Deut sche
Sammi ung von M kroorgani smen und Zel | kul turen GrbH
(DSMZ) i n Braunschweitgedy Maschetnaeley Weg 1 B, 38124
Br an@ietitirnei g, under—the—provistons—of-t he Budapest
Treaty: Ref er ences Sdri¢rAES Canhbi#A®-!1Bar bour R, Bur ke
RL, Gapes Dyl a) edagky @UIdo Ipou K, Huang J,
Johnson- WodgK, KhanOE6 Khol ode%o D, Lee M

Li eberburg I, Mtter R Nguyen Soriano F, Vasquez
N, \Weiss K SRMI ch B Q"buhprt , chenk D, Yednock T.
( 20007-40'Nat Wreen Med. 692 916- 919.-08arghom S, Ninmrich V,
Striebinger #p Krantaof, Kellero®, Janson B, Bahr M

Schmdt M sgm 0.03 0.00
1-40' Mean 1.02 0.62
SD 0.39 0.18

SEM 027 . 013

1-42A' Mean 0.78 0.44
SD 0.12 0.15

SEM 0.08 0.11

1-42B* Mean 1.54 1.07
SD 0.38 0.20

SEM 0.27 0.14

! Peptide from Anaspec

? Peptide from Bachem
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Bal es, KR,5 Cunmi n®,11DJ, Doda¢.to, JC, Paul, SM

Hol t zmann,6 D. M (2001). Proc ®™Nex| Acad Sci U S A 98,

8850- 8855.7 Dewachtodt |, Van ©P, Sneijers L, Glis M

Kui peri C,8 Laenen0l! Cal uwae®t0s N, Mbechars D, Checler

F, Vandersiichel e ! van LF ¢%000) Agi ng increased

anyl oi d pé%ti de arfd3caused a‘?ry)l oid plaques in brain of

ol d APP/ V2171 trafsyenic mic¥llby a different mechanism

than nuta prese ifinl. J rosci 20:6452-6458.

Devvac:hter1 , Reverge D, Cal upgerts N, Ris L, Kuiperi

C, Van densHC, Spitfaels K, ns L, Seneels L, Thiry

E, Mechang D, Mergken M Cogdgux E, Van Leuven F

(2002) Neyronal defjsciency of,presenilin 1 inhibits
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Kl ockget hé? T, Vaf1EF (2005)%Rocal glial activation

coi nci des #hi t h i n@ridased BACH? activation and precedes

anyl oi d pP&que defddsition i lAPP[V7171] transgenic

mce. J roi nfl tion 2:22. Hodgson et al .,
Bi o/ Technql oy, 9: (1991) Iwadate M Asakura T,
WIliamsoq, M. (19¢99) J.Bionpl. NVR, 13: 199-21 1.
Ki rschner .3b A. Abpgham C, & pglkoe. D. J. X-ray
di ffracts 1 -r ed hel i cal

filament 31_42d ext %@peur onal @ggyl oid fibers in

Al zhei mejpgdj,sease gigpdi cat es §o0Ss-beta conformati on.
Proc. Natt—7Acad—Scr—H—S—A& 83 503-507 (1986).
Khaw, B. A et al. J . Nucl. Med. 23:1011-1019 (1982)

105



Kennedy, J . H, et al., 1976 (Cin. Chim Acta

70:1-31) Klein W. (2002) Abeta toxicity in Al zheiner's
waoele@sase21 gl obul ar ol i goners (ADDLS) as new vaRCI/nis20a81007317

drug targets. Neurochem Int 41(5):345-352. Kohler and

Mrablte2.4. ( Biiding oISACI4A2AMT (ClbAe:5 FK2A6Xi6nap Monbinkr- and

ougog,er.%%;%*\& Breestitags obfhe K Y3a PeBitaar s o, Devachtor |

rent K, Reverse D, Baekelanfit V, Naidu A, Tesseur T,
Ao S Lt ael s Monepears @By~ checl ef F, GodalliewesédPdel | B,

dilutiond JAssey 1 [ A999)| A5RY3 ¥ Nkae okl JAQMP%§yb'1A£sEWS%5H ¢ SEm

e L Ild.t uvgl SAUI .,DD UI I I Cl TJIl rnutjarit. o 1 d.llyl Ul
ELgned&t spriBrdt éh (n'dhrdi §190| BF |cém 2722 BAs 318492014
| 885, R 0.8 Hi 98nber@7oD.| Ragept 1.3t gmilo4mpdeds |of1.23 0.10
Wy dl Tari|l o351 UCEMr §. oGHIr [ - o 4dPi[N.0 6Pt TUGEO | 071 | 0.05
Bi ol.ggz C@)é Ni colau, C|, Greferath, R ,|Bal aban, T.

ar I %?r?d H&(ﬁ’(i 1sOMR | P42 29)‘672). %Bfog 002
t P2Achd.Bci| WIS A OB, [2332- P3BN. |Qeeen| eo.2&l | ,0.2Pr ¢c0.01

thifcady acil WA, | 8614100493 1003z (|1989) Peay SOm W R 01
990), | Met hads i n Enzynrol ogy| 183, |63-98| Pet kgva AT,

L4 BlinPkows KV G| Bydal F-'2Leadtan| RD® Yad'tw] Tfeko RE | 001
1:128] | VB4 Bj 0109 20047 B3Gt2 Ja7026D. 0 fet|koua AT).19 shiti1sY] 001

T0.D.. Gk adhty du05 AT ZUT KT N ON, Leapnman RD, Delaglito F,
* Startingylticion far ACIZQ0AB)12 Rroae FRE6AACAH0Feim U. S. A; 99:
16742-16747. Rousseaux et al. Methods Enzynol ogy,
121: 663-69, Academ c Press, 1986 Rzepecki, P.
NERJde 265 e Binding of tize GBI eetrol aptibody e dongmeri/snd Oligomer-

V\éhner M, Schrader,T.
E“r“@gﬁ%ﬁ’g’?ﬁg}“s°§m%g§?%‘j i 0l Chem 279, 47497- 47505.

Sgnbr ook et,, al lecul ar Bi o] ogy: A Laphorat
AntibodVRNUAl , Coll%longﬁerslwﬁl)e)l—larbor Prpss, Cold omersgéél&rbor

dilutiofN@WssXOI [KAssak 94 AsseehpeaD,| BEw bpasayR, | Atapm | WysayGor tean 5, SEM

_ aL ena €] K a TSN U . an
L e gZ“lggsfM b S Nt o ndad bl T [a36R, | 0415
12 4883-491|. §c4ﬁenk4 R @l339 1999 skEhiids,| ASSH| W-8M|, 3P al 913
1:4 19770d A izpo Chim Actz781: 24140 E‘seiokce 33d. | Tawar|d 337 0.16
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respectively. 2. A nonocl onal

functionally equival ent anti body or functiona
t hereof according to claim1, which antibody binds to
Al 3 nononelic peptide 1-40,

illg &

parts

to sol uble polyneric
and/ or oligoneric anyloid peptide conprising a

plurality of A/31 - 42 nononelic peptides, wherein the

anti body has essentially no binding to A/3 nononelic

peptide 17-40,

nmononel i ¢ peptide 1-28,

substantially weaker binding to A/ 3

and/or an internedi ate | evel

of binding to nononelic peptide 1-42. 3. A nonocl ona
anti body including any functionally equival ent
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claim 1, which anti body,
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upon co-incubation with an
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| east 30, at

| east 35,

at

| east 38,
and 42 am no acid
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inhibits the aggregation of the A/ 3 nononers and/ or
ol igomers to high nol ecul ar wei ght polyneric fibrils.
anti body including any functionally

4. A nonocl ona

equi val ent anti body or functiona
according to claim1, wherein the antibody bi nds
preferentially to

107

parts thereof




Al 3 O nononelic peptide and also to A/3M 2 oligoneric
and/ or polyneric peptides, but shows a substantially
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dementia, Down's syndrone, hereditary _cerebral

peptides jiigrapablgyel %&gﬂreawwgdhﬂbrgfognemlwnelvfy@ér}ls of flameptgyRarticularly
by at \%&Eklm% ReERbOR, pAABNISYY bRat 16@4t'30%5 n‘RirQ %&g@ﬁlﬁﬁy&\%ﬁt least

are based on or associated w
40%, sy mpiePagicelarly by st kg, bt @nwadlym aééﬁasﬁo@{%;py at least 70%,
by at [gggttgbp(j Br mbteSr 0Si s; Creutzfeld Jacob disease,
Par ki nson's di sease, H Vrel ated denmentia, ALS
( &y ot Aomoeoqlmaéraanb@b'l asconling to Adaimt 10mslading) artye figstionally
cquivER! A6y 6 AoADH BadPBkor sHIGCAE) UERs nfl dpecificiy to
AB4athonemenia pentides afd tche sebhqubtmm ofd/ar| digom2tc aﬁl@loidkpeptide

comp%i%ﬁé %g)%&llktg g;f &ﬁ%&gl I%Jr)]r%lilne?ig IE@{)tgds’eis,q)%t tslli]oewsrreosge(%l%al(l)y no or moderate

cross-reactivity to AB).2s, ABi740, ABi-33, ABi1-39, AB141, and/or AB;4> monomeric peptides.
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functional |y equival ent antibody or functional parts

t hereof according to claim10 in a therapeutically
wepdosasieee anmount, and optionally further conpPCEHUSPO&007317

pharmaceutically acceptable carrier, a diluent, and/or

are. exciApingimbclotd). artibo®yt eebrdifg o e¢lhigd Ngirdchrliny afy dunctionally

.Ipad in the hrai.n of a subject. sufferjng fr ,
cquivgfe§Eaputbogy’ Sr Birdtichabacks Seieb i bish RS REDI Getporeasin he
total pmadpteof] 9RMld ABLiA @hdIbRInNo A BTYjéct isiFeraiirdth i @ik¢aB€ of Gondition

t he subej ct t herapeutically effective amount of a
associpleb RN b aTeesepRiSEAtRSE of suble A6 BSPAT. 31. A met hod

for redugiongcibh? AIBHR a@dordth@qbegain 1t BRI BnPffumktionally
sub{)ect suffering froma disease or condition

equivalesbantthody o fretivhali prsts Shareef Wwhighwtibediaisi srpelle afrsafubilizing
and/of OdTRptHigNPl1agaY tHu { REleRdnd thd PRqEEALAL TN Ghe brain of an animal,
_therapeutically effective anount” of a nonocl onal N
particaiarly e dyaramelo i rRgpecinlly| ailwmen sifferipg rfeam g disggse or condition
assocga@&ir\@i%?éxpﬁcks’s%d%féhﬁé 1030 RURL bAfn, SOl uble Ab in the brain
of a subject suffering froma disease or condition
adsoci At axynoglennl | antibedys mdludingcent functionadly ofquisislenb |antibmgy or
e brai i g . . cUhi oot
functcfal B HEKDT RORH pRliy 360 M1 ShR Bkt Inb AL Bt 8K fanfbody
produged ibty ijgpridema redil dipet B 149aideposit@B on May 2080G70pnd given deposit
numbef g'h,m\e@z%{%i ncreasing cognitive nenory capacity in a
subject exhibiting an anyl oi d-associ ated di sease or
céndi t Aomooocsipal santibodyd imchidsigeanyn fhrctonally smbjatent aatibody or
t herapeutically effective amunt. o nocl opal
funcrigh i BE WekgeR orciofcd S b pHBaR B ind R BRI Mpy 23, 2007
and giveatdepdsit pomblercd@SMaA©@283d] onal anti body of claim 1. 35.
A cell line charact.erjzed in that .it .praduces :
dflocl AnEonasioe Gy bodic etiefs sy SngABtly Singfent antibody or
functi@gali pgack ehdrecinivhieh dyitibodyfHas Gkénonided padihs d supranaflecolar ahtigenic
anti body. has the characteristic.properties aof an
consITH{ FQRRRIIFITg G AIERHREPHYD 4 EFORRIGIER] 1O A6 arpian 3Sf siepss of the 6-
amyld{BYpeptide, 206) {5, anéligéd/ @ich Alaesphbbid Waheiiic ROM Acleti8¢ 4whedéin said
wherein the cell line is hybridonma EJI A9, deposited
hydroghotyg, pnosefy IQGWIMWFP ERABOSTRING, e oM RBE Ay selected
from BRine/drMRY BaRr fitadic3MAS héid of mﬁfno%iﬂ&rﬁﬁ%_ﬁ@ LAAbR of serving as a
[

~ predisposition to an anyl oi dassoci at ed sease or
linkerplgeule-on in a patient conprising detecting the

i un Oﬁpl?éﬂt thdin b&ﬁ%ﬁ@&gi@ﬁ cBmPRERE h® Bdkno?did Qﬂgéhcg tha@s 85%,
active fragnent thereof to an e%_to e of the anyloid
b

86%., 157 % 88%, $3¥0.008m0pY0e OB, T3¥e.SHHVas 0l BOVoi HEh-A§ES On $9&6 identical to
the se%ﬁlgﬂ?:é thf fgﬁghn §EQr1@' N8: ‘?,I'H? aSaRIoRal art_atht.srgﬁlcdoiﬂ S:isxjﬂg dY least one,
part or body e ar?ylmd

area suspected to contain t
at leagrtrpeomat lqasic3 efgthe light ohpin R hayireca pelspeptide pdgweiyce selected from

one PSRRI IPNPRET) "0t the anyl o d protern: (b)

allkowi Acheatechait varbly regiothé¢ameprisngtanensing had sequenpedhat is 85%,
86%, 899 S8L) 8%, JOULI'0DY.0645: 2305 IAVI, 8354, 96%, 97%, 98% or 99% identical to
the sequence set forth in SEQ ID NO: 8, or a functional part thereof comprising at least one,
at least two, or at least 3 of the heavy chain CDR having a polypeptide sequence selected

from one or more of SEQ ID NOs: 12-14.

112



(c) detecting the formation of the immnol ogi ca

conpl ex; and (d) correlating the presence or absence
w@Romshssee nmrunol ogi cal conpl ex with the presencRCDUS2008/007317

absence of amyloid protein in the sanple or specific

body P& tmodbcland dan@ibodyh Qlc&wlﬂige ey filnCtiofallyetdquddilent antibody or

deternin t he extent of anyl oi.dogeni.c pl ague burden
f“nctr%a'apatfssstéﬂgo foyhigh apiiady coppHiss g} gclaaal) vk %W?gn gomprising
an arﬁﬂlﬁmcﬁl SRREMRS ARt At 8BS, 86%! 8R! BEBUEIRS 90%e9BUPHPR! 93%, 94%,

. i,nvestigat i ol testi ng said san‘pl e for th

o5 A»p%e/g,eﬁ% i ok ent] i foueRernst o oh SECLIR MGy or s

funct?b(ilﬁp% fHdrebP c&Jn at 1645} ofEta@ 1daLIWAY of BE1eANDBUSH th@llight chain
ant i body bound e ant| en; and (d) calculating the

CDRp haiinga pRIvRRpHde WQP?RSC?"?%% TR Opher eisjof SEQ IBgNOK V-11.

Mefignod Af HonBBIBAL nkiBEdy i iR ﬁx?ys 'f&%ﬁbnﬂlysgcﬁﬁlénﬂ aftibody or

subject follow ng treatnment wth | east ohe
ctmntw@ thereodrwhiploentibedy eummrisevn h¢avr:5 &hain (vprgbleydonggfin comprising

an axﬁin@'a‘adlse QHERE Ghdd iS 854, §BY.N%b,C oL | 89"%5 96% o] 69%”93%  94%,

he sanpl 1 or a speci fic body’ part area of
95%,5%@@%7(%,551%@693% identicehtoathe ﬂemtﬁnmrﬁtd'pdh pr SEQ 1P |NQ o8 or a

funct o?lglfl\ﬁa @465{1 cﬁn&&l‘}ﬂ% &1@1! rﬁnH ]?QQW@C&% q’éa@t% Bpthglh@%\g) chain

confor mat’i onal epi t ope
CDRs h@mp@mbppdmeqhmce s@gctfai frgwiongot hereax SEQd@yN@m 1Bt 14d

Egln.:)r]:){\ IE{O ?élg ndl é)t%g&g’ ﬁI%IJdg&wl unc Oga(ﬂly gdu?\% ent antibody or

functiomipeots alyre] compr(plhgxhe 4naiho acid rserhahcersg)ftSEQ 1 2BNE-S, wherein

the agﬁli]bs g%grél?] Et%ent a}]tega%%‘m 1{1% (%Lr%loc Za:t rl]ea,ls A l e)ét lve\:/lastt I'EYVE) hoer easteg] or more
cons&aive f substivtibns [iAtot the rseq&eﬁ&:s Gﬂ’lS{EQeI)) (ND'QDEVFﬁB wgefeimethe antibody

ampunt . of. sa i cal |l ex to .a nornal
csserQ P 4 o\ TBFGRRA G 119 FOSEE TR THE° ARt Pisfion 52 i
selecdifbno gyl SEab aci6,oma iREréwp cnsigtingadf coaaing alroviat,Wad serine, and
|nd|cates that said subject still suffers froma

from GySieigeloRGsi dual di sease. 39. A nethod for predicting

I a$poNnviefess COR @oﬁﬂ@ﬂu@%&n BRindGacid Sajuete Welebte@from SEQ ID
| east one nonocl onal antibody or functl onal part
NOs:t §dfeof of claim 1, conprising (a) bringing the sanple

ory7a SPQCisblhted %%u@é‘cfﬂde QncdRshy tharfdt Chaih RErfIPIREN of claim

suspected to contain the anyloid protein into contact
1. with a nonocl onal antibody according to claim1, which

anfigi body, 04198 p@ﬂn&&&fti@é RRdddBi3athe ﬁ@dv?%‘ﬁ@mcvanﬁlh@ region of claim
anyl oi d protein; al | owi ng 't he antibody to bind to

12. t he anyl oi d protel n to forman i nmunol ogi cal
19.  An isolated polynucleotide encoding the antibody or functional parts thereof

according to claim 13.
20.  An isolated polynucleotide encoding the antibody or functional parts thereof
according to claim 14.

21.  An isolated polynucleotide encoding the antibody or functional part thereof of

claim 1.
22.  Anisolated polynucleotide comprising at least one of the nucleotide sequences

set forth in SEQ ID NOs: 15-16.
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conpl ex; (c) detecting the formation of the

i mmunol ogi cal conplex; (d) correlating the presence or
wab@ens@2of the inmunol ogi cal conpl ex wth theP@QI/ESHOge7317

or absence of anyloid protein in the sanple or

s i f ixﬂllaﬁagyut&afohapamn&i eemytisirghthe snﬂm'oay tor ﬁ&f&dox(ae))arts thereof

onparj ng .t he anount ai d i mmuno ca
acco éﬂgdi’ 8ia 4 mp F&FaPSWécéﬁY 6% Ct"ﬁ%a’%’?‘é“ci’tﬂﬁ’g%!’tm%ﬂé ?gfﬁ}?f gomprising a
pharfl@RLEANS abdtpiabR caRRKENAldiREntSAldtbr ag eXGgiadte | ndi cat es
that sald subject has a hlgh potential of bein )
r &fpongt wethpd f‘%’l’f@a’{“?r‘:’e‘%{ﬁ%ﬁﬁ%t“nd %0“12( sydu¢h ap Pa‘l?éﬁfw Prsz}sﬁclf‘ated

with @Fnylcﬁ‘di%l? aﬁpﬁn@nké PRBInOincfuiAg tanMAlosRALbmpAGAE Bdmfstration of
claim1, and optionally further "conprising

meamﬂ§?yGbﬁW@W§m¥ﬁF“b?PW@ﬁFH@ndnt|bodles for the purpose

0f25bi NdihBQoMBoid O daik £, Shther ‘éoxfnﬁﬁﬂhgaﬁ fiﬁﬁ@r‘%@l&@éa@@aohve
conpl ex and detecting the formation of
substppauielscisdi foem anerasl lagre supapornst uspd d dhe: éleéxca%!s@héléeaé?s and
dlsor&%;}g éﬂrl{n(ﬁ;ggnlhg? l:eggécfg# 810%1%&% G&h' ﬁllyﬁ)tl@ ar Xﬁl%lglld?lg%z;ﬁ&@ﬁs Hcluding
amylpidosip e:enmpmmslagam@mghtlzeesjreby aatlﬁmmwmmmpoanFiS; st chelators,

<mh1b¥t§r(r‘sllc ?dol\ﬂ% e?)g%rs{\ém%ﬁié%g%klryﬁ% %Hl o-gtmn'h bng%gé:hresulfomc acid

(3AP|Sa| Is®gropgaddistfonats (IFEDN)] ecretage aamatoge nﬂ- @nd gyse¢retasst inhibitors,

ri si n e e co nd|
oo RGBT SR LAERRNAIAR s o
chohmisthrzfsle athibitdrd (ChEls)Gptiols wenpe] nvdstigmae; dbmpezﬂt gaantamine and/or
o un eHn sqld hydr ophobi c noiety is covalently bound to
el VoY ‘HP?SW Pus t hrough an am no acid such as, for
exasnpl &, nieylﬁ)ldnﬁr @odubing Ginhaitibsdy trachidinga amyn tﬁ.lrmtibxdilly requivalent

L am no. aci d .ana ue.capabl e of .servjng a linker .. .
antbily ugions Bt HREY EEPRGIEaC AT . VRCL FRTIOR cRmpYg rising ina
suitable GOg @Egaackn?mibb@fmm{ Q&Qiéalﬁdlédtﬂmdyiflgrrni({ meﬁﬂog thprising an

art thereof of claim15. 43. . A nonoclon tj bo
antigfi, Rtk GOTRPOPUIRE 19 B AFISP 0 AYAPRAR Tt PISIA pipade selected
fromf BLa&: glo‘im PepRRr Wy, Eh@[diiﬁ)flmacﬁ%@hdé Pt R Glodified lwithving Nor more
anti body. hinds to nonone

d h
hydrqpbgbic Igeletlfﬁarﬂi freyipk pspUide é@amm%fgﬁéqrg*?l@ S\é'?a?'%ﬁ%f afiq ymoiety,

wher&ih shi@3SropRobi® MBIty R cBvaAlHily IbBi P cipferhBaS thrtigh Qﬁhﬂlﬁm acid
acid residues but shows essentially no binding to

selecwgrfmmly%nepem% athery suitgble apaino AcidoPryamiEp 6t aelagme @hpable of

ervifly B d (e LRolBAE! andlidoiiBE Mle MAPSHyL | ONS tO L he
pol ynucl eoti de sequence of claim 21. 45.

pA%y nuéy methpd ef wpating of pHeviating dhe @ffﬂs@rofsﬁl&epwg @pd disorders which
are c%ggég ﬂy' ks c‘?atg it Ar%ﬁ 9' (ﬁ%fnlll}qﬁldzgtg Laﬁ@t@?ns %cl&&xﬁ‘é ﬁnél%ldosm,

A nDnoc onal ant Yy uncti ona
neuradegi¢al aflieerdera nsuch oaby Adrheimer’s Disease (AD and diseases or conditions

characterized by a loss of cognitive memory capacity such as, for example, mild cognitive

impairment (MCI), Lewy body dementia, Down’s syndrome, hereditary cerebral hemorrhage
with amyloidosis (Dutch type); the Guam Parkinson-Dementia complex; and other diseases
which are based on or associated with amyloid-like proteins such as progressive supranuclear
palsy, multiple sclerosis; Creutzfeld Jacob disease, Parkinson's disease, HIV-related dementia,
ALS (amyotropic lateral sclerosis), inclusion-body myositis (IBM), Adult Onset Diabetes;

senile cardiac amyloidosis; endocrine tumors, and macular degeneration in a subject,
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functional parts thereof, which antibody recognizes
and binds to a conformati onal epitope and binds to
w@oelogiedeet sol ubl e anyloid, anyloid fibrils, argt/osm08/007317
fibers, polymeric soluble Ab peptides conprising a
commisw@zidrﬂimlsﬁlitloﬁ/ dla didnovtorahaitivodyp epfindeenahpait dieredtf according to

cainh [t B Dt e ot i, Bl R dinkisagh feted andor

allevéwtdd. body i ncl udi ng any functionally equival ent
n 'bod or. fuyncti gnal arts ther of accordin
L meaR AT i b e O GBS Lo ABe SBpidefavhich
are clu&a byV\tfiQfsﬁic[htédhﬁltEﬁﬁleQﬂMr AiagloRSISRNBroRins YindMedifd ﬁhdylﬁgiosw a
nononel i ¢ peptide 17-40 and s bgzﬂntl al.ly weaker
groub. #driﬁ@a% ang disorders| assogintert vt pmyloid jpfaaug. fRsKBRITo B luding

secofdiy Qﬂﬂ)éldbﬁ@ hﬁﬂjégégrel@féﬁ ahy¥fidosR rsa&ﬂ 3 dRGEbdeY ﬂlcﬁféﬁng, but not limited
ant functional parts thereof accordingt

to, neur@iqgmé dlSﬂN@tShS%ht%Sbw equp@rplé@w D0 gisefes tpragpnditions

charﬁ*ﬁarﬁ@cm)y A€o S0P EdgfitiNE nnldWT BSTacty sl 430 £ x! Eimf)l%sfn‘im &dgnitive
sel ected fromat |east 30, at |east 35, at |east

unpaamemea\gclmeww deateati, S e yndepme, hereditdm eeralerpuhe’monhage
r i n

with aﬁlﬁ’lﬂlﬂf‘szs ggﬁggﬁg{: I(%ﬁﬁo?éraﬁsﬁqD%%%%%ﬁg{] Qs r'(1/ell as other

diseagés whivhrage b@seﬁl(glhomsmajmwwheqr@mldﬂtklemmé Sfl¢1brls progressive

suprzf})%cleé o%\ﬁ % @@}ob'?"?}éu{z@e% ljgt{oﬂ%lgegye fP‘AH&ﬁs‘o?Q% sJeXse HIV-
equi v f anti unctional parts’thereo

relatetk dunfchtla,gALS (atnaotmpdrﬁ Jatexhlescésirosis) h A dalh tOnisetdiyiabétess senily cardiac

4 no t 0 ' L
il SRy ARSI, REERUHR, b el MR, cqporn
ademnmmiofcthpeqnhpai;ﬁmnaxﬁdla@%fl brils or fibers

r t t f
o> shng PRy PaEPLbt Yot B By anfERY Hieng any
ﬁlncmﬂﬂ?f&lquﬁ/a]@ﬁiphntdﬁ:dgt cRSfuﬁﬂﬂJ/nllr p&ss thietdoi|deyordiag bb nelaing 10 in a

msllc t|d 17-4 on co-incu
thersgPySaly GPRTIEG HGH DY CEIPA oSOt RBBPYTEF ¢ PARoGresly
accelﬁththé cdrBieQh dﬂuélﬁrma/bSarf@{cmt by the aggregation of A

42 mononel i.c._an /or ptides_.is _capahle
of 3 sdy "@ggt ?frfg %avfn@ag Hﬁﬁ%ﬁe&eﬁle ?ﬁlﬁv?CF’g fJBﬁmg from
a d1§cehslea&eEﬁxﬂltloh)’as%cult&ﬁ&lith1@1%nc§:}ise@t plh@Sload GfYothe bram compnsmg
particularly by at least 30% nore particularly

admipstesipg A ghe aRsiet fptherapetticaldy, pisqtiye Woaflt P%és’fm@e%’albﬂt“bo‘ly
accoRBREGIcRith). by at least 60% by at least 70% by at
| east 80% or nore. 50. A nonoclonal antibody accordin

t B3lc| aifrmethof fenrediicing thaymaunhef plaguep inthe frain ef asyypiect su?’fering
from3ibd) sy dftﬂdﬂ GldoeaRl ma,rarnsm&@fse& Bla gué’\'fHaG h HtrR dYmprising
bits | h specificity to mononel i c
adm1p1§pmng de tha gulng:t pothymwtl@algbp thlge Amqgeppf gl@agonoclonal antibody
91%!?)' a plurality of A8 1-42 nononelic peptides
accoqn &f%r?lqbrl I's or fibers incorporating a plurality of
sald pd\ ywethadcfopalecrieatang, thubtak hmprntesfseniutila|ASy inthe dirain of a
subjegpggtrfer&% %&%e {i{sga%g t 'r‘é?h%g&ﬁg%g tgﬁa itlg%%%%f;éd%ﬁemrations of
solutde A ohi thg brain cbmpnsid® admmismﬂmg go alng/ sibyevt tai therapduyically effective

amo‘%ﬁf) %gllasgﬁ %nag%tggg%a%?rfu ﬁg tarts t her eof which
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total amount of soluble AJS in the brain of a subject
suffering froma di sease or condition associated wth
w0 p@sas®et concentrations of soluble AjS in theCbUsims/ 007317

52. A nonocl onal anti body according to claim46
[ nE3.udiAngnemlm,d for hetdining @ liycrenging \cagririve artobochpadity in a subject
Sf.unction arts thereof whi h anti bod abI

exnitiiE i BRSoidE st e oSt o serR o PerapIBte R pE B Ph gt

a thefrdpemm’iaﬁg uﬂedtﬂa @mbintlolfi & mdhadlonad ﬁntﬂi@ld?’tl of ¢Taikm 1.

eci a

DoS oy 1A B0l Mnsta B s i iy & BB Ria orbeloBu R ibag,af clim 1

an35 nlc re alsw Gn@ k%d}adtﬁeﬁz@dl;ﬁa that Ithﬁodifc];ad Y mo'ﬁ3cloxiﬁlll antibody including

ocl onal anti bo I ncludi ng any functignally .
any g‘?ﬂff‘%ﬂ ¥ntqusyaienh dagbady ey ﬁ'eftqulﬁb partsy megw? H‘gP%‘an‘\’/‘v'fﬂdX thas the
charﬁi’ﬁérisﬁ@ 9ﬁ6p3@§s S aﬁllﬂ%é}cﬁr&[dc@d by hﬁfrﬁl@%tEJ €A9 Qfeg@snted on May 25,

body pr od uce g/ i doma cel |l |ine FGLF
20070@6@0(1 PRsH INEp 2%/@6 84 dorgyhreesin ghesel fipe iabwbrdontsdil1A9,

depof¥eddZsiiVay 554 2069 MG&M@&mﬁMﬂH@PﬁB’M Retygiang any

functi onal equi val ent " anti body or functional parts
t hé-eofA ﬂ%@c%fddlegnqwmﬂ Acfedie@ioping janpregigaosypn, to an amyloid-

assocqg@&’ﬁistsﬁg oP Borft¥ondin a p%g% cOfPrighy Q&e&ﬁ?‘%ﬁé ﬁmHM{Bpﬁer ifld¥hding

A nonocl onal antibody i ncluding
of a mamqlm@hmtlbyd)e@ruﬁwnwframt herepf @ranfam@nen ctf rﬁ@ﬁ anpisd@lti@rotem in

a sarh QBF,Q,fS,tMJ ngg Ahddl ol hasst he characteristic

roperties an anti body produced by hybri doma cell '
| i @@ FKINGNG,thel equzlc oea spasifivblyody Part20 ®3dn Arga gispested to contain

I | y
the SHERRT, phoBTRE otk SABe Honoonf afRERS RRGAiSHb cRAE1, which
antibody bindoara¢onfamiatortah epitopé opthe dmgled frpteimybr i dona ceI I
[ F 6AG de | 007. an i ven
aeliisi (TR ERRRUE B BY ot o e R hmupgtogical
complax;l udi ng any functionally equival ent anti body or
t|o arts thereo whi ch.ant i body, has .been
L S RERe kP e SR S SSR e eBhor r uct
comprl Sdofrglading &iet prgssite opelwehcdaeoﬁ?mé Hespaodgieal &dm;ﬂhewnh the

am no Cld S nce of .the b 0|d
prescift SR absreye PESBEEE WRIe Mot FIEH T PROGE RO Byhif i of the
subjge@l yet hyl ene gl ycol (PEG noiety, wherein sal d

hydroph|I| ty i.s, cqovalently b dto

Lo e ki B e S Sh BR e e
ofaﬁlb}&ﬁéﬂn{prigﬁlgd cysteine, and any other suitable am no

acld or am no aci d anal ogue capabl e of serV| n

as a
| i @ker qbipineg| 2. sagple AelPrFﬁﬁia“E%a‘?fn thes tisshs) ©F r Bgi eppect under
mvesq,%mpgﬂ sing an am no acid sequence that is 85% 86%
88% 89% 90% 910% 92% 93% 94% 95% 96% 97%
9800 or touugisdidntamplg fardt ammncfeargséplécnre@w Wit agmgnoclonal

antlb'o [a\QordH @RAimgQ | D NO 19, or a functional part
ereof conprising at |east one, at |east two, or at

| elast sie@mtlm the gmuréhﬁamlb@mbmimgleanﬁzﬁnypmbt i de
; i@ gn%lcﬁﬁkiﬁghng%lafq{lggﬁrggﬁin(%ﬁe {m{l@oﬂﬁe %ﬁgclp NGs:
38. A method for monitoring minimal residual disease in a subject following

treatment with at least one monoclonal antibody or functional part thereof of claim 1, wherein

said method comprises:
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59. A heavy chain variable region conprising an am no

acid sequence that is 85% 86% 87% 88% 89% 90%
wO1MB/1928% 93% 94% 95% 96% 97% 98% or 99%RCT/US2008/007317

identical to a sequence selected from SEQ ID NO 18

an@) SEQ’rh@iﬂg()heZ@mpdfr oa af specﬂﬁicohsmlly pxﬁt for tbody enda of the subject

suspisteR s SRR PR e Giomy S S oo clifBledorang o
clains &) \elntleahtfbbdyrbmﬂeamcronfﬂmhetmfal &iQpe bX NeBmyd pbteig0. A

et RRe b BRRSP Hikhis e RAVotp e vl mpyplpsica

comlﬂe;tl body corrprl ses a |ight chai n vari abl e domai n

ris no .aci e.that is 85% 86%
88% 899/“‘" Rrmation o th@fgﬁ‘“@g%‘c"é&@)s‘l"ﬁé% 96% 97%
98&{) or Q8Uatifle el Fratentd o alsefli¢Cs e SRNRMGbREICAN &ompdeQwith the
ID NO, 17 and SEQ ID NQ@ 19, or a functiaonal part
presqnge PRAPISERCS oh FPEloKlpratein ip fhersamls, or gpect eca@ciwm or g5fa; gpd
| e@$t Zoffpatifte tHel ARGunt RRisiid GRRRuNBREIAD cémPex X APAdra@] control
sequence sel ected fromone or nore of SEQ | D NGCs:
valug1.23. 61. A nonoclonal antibody including any
f upgdtanal in}ére%ulhvtﬁé ﬁﬁbuﬁmf' sQﬁdégg%ga{e%ﬁ{ﬂaﬁeﬁQb aPAdringl control
t hereof, which anti bodé nprises eaV){ chai n
valug iadicats thatiwifhsublcsbirs Prﬁéroaha ramnnel ravidepl diseasence t hat
| S3g35% d e 2 % % h at 1
L5354, Bl i Ay s 080 B
one menastrnabiantibods @E@qtllgnﬂl@art Igrenfidf GE@ |, DomPrisiz®, or a

functi a c I, Si b : '
05 9o, BLEH SRR 0, fl bESSly A, e s
suspérded t gomapdhwzpveximddmotsquQ noEac elithet eonoclonah antibodyraccording to

- j.hod

Rl ) Rl bR BB Aplagibie

f ufpit i cailelvingathe sntitiody exifmd:tmpc amylogl prheinaiform acingnunological
cOml?':‘llequences of SEQ ID NGs: 17-18, wherein the anti body

8% been altered by introducing at |east one, at |east
t we) Orde&IctlthﬂlStforﬁlaﬁbn aﬁhelmmmﬁasgtml complextbsti t uti ons
|n the se ces of SE 18, wherein th
T bodyEe gt Moo o5 PRSI 1 0° PP npAGE) ST i the

pres@ﬁd owabdeitdlof Araylafd protent indthe BampRi dri PBcifie body part @€ tagd of the
from any am no acid, fromthe group consisting of
S“bJeG§/§f‘ ine, tyrosine, and serine, and from cysteine
al @ne. B arg B¢ QaloanBdf safdt xhbﬁlﬂ%ldgﬂﬁl béthplex B&re and after onset
functl onaF)I y equivalent antibody or functional parts
f the HEt@SRL conpri si ng the amino aci d sequences of SEQ I D
NQrherdi-228bcrddBErethB alld8ndTtsafdOsbyrdpas iR@iBAtesihbea®H sbyect has a
introducing at |east one, at |least two, or at |east 3
high gptepiinl of beng eesnensive & BaBEIMEDk i ons into the sequences
Of y3EQA 84t Bhafttd Blt fuRO5HA RirkSe df¥laim 1,
mal nt ai ns S{itgﬁconﬁ%sgj%?ﬁ%t |tonaa|tt Y, ? \/\,'r1eﬁd(§l|§i?;tq aim
and eptionally durther gopprsing dnstractions f@reusereﬁ éhf wlcbﬁdlamforaﬂw pyrpose of
bmdiﬂ% ééjam loﬂgﬂrué Jg ff&lﬂpax{‘\mﬁﬁnﬁd&%f 95m§1¥)§£1€d &?ectlhé’ fhg%x%?a’tlon of

romcystein
the immunological complex such that presence or absence of the immunological complex

correlates with presence or absence of amyloid protein.
41. An A epitope which is specifically recognized by a monoclonal antibody
including any functionally equivalent antibody or functional parts thereof, which antibody has
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64. An isolated CDR conprising an am no acid sequence
selected from SEQ I D NOs: 21-23. 65. An isolated
w@olognsskeot i de encodi ng the |ight chain vari abCEUS2008/007317
region of claim58. 66. An isolated pol ynucl eotide
beere nai sedi muishe dupamlechlai Bntygehicadbinetruce gomprisihg ehaaintig&@c peptide

t ed | eot tibod
B or e S St U OB o A R i
hydr/dphotsi®© palineit sd sidietiks Athictbin ﬁi&bﬁﬁrdi;globhen(aadyllbadmlemly bound to

functional parts.thereof according, tp claim®6 An
cach B TiaRL g FRAPEATIR B AG I0h SgBIFe DARE O BRK othgr Suitable amino
acidf d#lréﬁﬁﬂcﬁlfd:ﬁi arﬁgfgﬁe tdpavleof sepving hed l’iiil&ﬁmo?e@ulfeAnhl sol at ed
pol ynucl eot| de co r Sl n ast one of t
hudteot PR EPHRNY, hich &P ?lgﬁlle( rF?PgB‘é§ ppthgeEonosipnaggentibody or
funcmmal,f,anlﬂﬁ%@begaﬁplynucl eoti de conprising at | east one
of the nucl eotide sequences set forth in_ SEQ |

29 4§o #2mopoqienst #pbrdy cinelyAE sV Bncwﬁﬂylegpwgleph éntlbody or

fundii8hfl %R@ﬁﬁlsre@f‘&dc@x‘aﬁié tb @félrb‘ qll WEicRAMibolN 6P B Monomeric peptides
equi val ent anti body functional parts thereof

havigg @bleeit A naalcélaalwm lxest 3f moremastigplatly pclgast §8.evermpreparticularly
at le@ﬂqr B hrin ARG %ﬁh&%lt L%v&fslégsteﬁﬁilly%rﬂ?ﬁdlﬁé 39A A'monomeric peptlde 17-

maceuti cally acceptable carrier, a diluent and/o
40. an exci pi ent. 73. A nmet hod for treatl ng di seases and

di ggr degs \A@Jnﬁ{l %&&e% B aids A Eiﬂ'&%gntwcbﬁhitions to the

anyloid o |ke proteins inc
polyanvbmdﬂ@sqt@nceaﬁmrné’,ﬂng adnmi ni stration of the antibody

or gunc{\ %E%Pagtgein%@o?ﬁ?{xw%sallﬁﬂ‘dé‘iﬁ S féent nd1t1 s to the

conposi conpri si
polylnudbmgie(sacideyceatﬂclahe2§ubst ance sel ected from one or

d d f . di
di & g . g g :12 O\%ﬁn naa %tl%oga' g‘; g rn%t fu%@tlé)na lg ICF%\MRI?E& Qﬁ%ody or

asSocCl a
funcaioyd] pads thbreafl’wmnhchnhbé'cb' rpeoghizesiand bindsitd ia egnformational epitope and

vind 8 PSSR o1 B 0 K Ear S T s s, R gpluble A8

peptﬁﬁes [hprieipgia platatity as A f.emor@hdricapeptided altibi ABsfibrils or fibers
ul foni.c _acid 3AP

m no- | ne
mcoip%atmg(ﬁﬁiﬂg{l‘iyﬁﬁ?@R%Wef‘ip‘?ﬂ%%‘) esg%’é‘&@?'ase activators,
b- 4and g- ﬁl@ﬁ(ﬁ@@lﬁﬁ Qntlmzbinbmgﬁxg é:r@rUﬁﬁhE:ﬁJérﬁll?lSequlvalent antibody or
neurotransm t 3-sheet breakers, -i.n tor
funghigpal cRAr sthergp asrBrdndy Sl 6 ﬁrﬁw&h PO d(cﬁﬁ‘E{ cRotomeric
peptide 1AL WiHRRn thie \“ASEIAY %Q@serﬂl@ﬂﬁﬂ@ghhmgg@hﬁﬁﬁmﬁc peptlde 17-40
and/or nutritive supplenments.” 75. A method for

and pwaieewwgvv%alferabn#%d‘g/Aﬁﬂaqnemeﬂ@p%nﬁgde flddeti onal Iy

equgval gNfonoclonal antibody including any functionally equivalent antibody or
functional parts thereof according to claim 46, which antibody, upon co-incubation with an
AR peptide comprising a number of amino acid residues selected from at least 30, at least 35,
at least 38, at least 40 amino acid residues, and 42 amino acid residues in a monomeric and/or
an oligomeric form inhibits the aggregation of the A8 monomers and/or oligomers to high
molecular weight polymeric fibrils.
49. A monoclonal antibody including any functionally equivalent antibody or
functional parts thereof according to claim 46, wherein the antibody binds to AB1-42
monomeric peptide and also to polymeric soluble AB peptides comprising a plurality of AB1-

118



anti body or functional parts thereof according to

cl aim 46, which nethod conprises raising in a suitable
whoms/1866gani sm ant i bodi es agai nst a supr anpl ecBCHDS2008/007317

anti genic construct conprising an antigenic peptide

42 motiangsioqpegiidey dnd ABEbARI omcﬁbafsl 1dccﬁpmemg:e pbirality of said polymeric

pepfdfsn B PORP  SARTTE Rk PBHIEE &1 AToPanHHIoRmidy d-28 andor

essefialBt InGSbmdlhg nodABI @enothdrie ge;hiyiérnpm lang, pEdY &bhiydubaron with
I i et erei.n said droph i ¢ noi_et

preffateih bish eEPSH ot FHt BOHERS cBpIAAE PoUUTERT SHmFY b the

aggRBAtIdnSIF| A% L Lo dnidAcl andioR Sllgcﬁﬂxdﬂfc’c}ﬁbﬁde@(ié @bpaw sat aismg%regatmg the
and an)f ot her suitable am no aci

prefgpagdopplhanerispiisile optlamentyy WgatelgaSbanWe?t 1?ﬁ§F %Q;{q* @m%\l?dly by at

least 3@%a§ﬂoﬁ9p$rh&1lﬁi‘} bp Qd Yeast74ﬁ)% AeveR linél pexfucmaﬁ%yrw 184t 50%, but
| evi at i nsgét he ‘effects of di seases and di sorders

equmllmyar lea Qn%»eb.iy weaéﬂ%wat ket @OV QindRy | oi d or

amghoi dal in%ﬁoo%&i %ﬁﬁodyngéclz‘ﬂh&gtoamém'mﬁicﬁldmg any functionally
neurol@gl cal disorders”such as Al zheinmer's D sease (AD

equixplgntoansibedseer Bincientlpertsothsreef arhich antibedyl exlibiss high spesificity to

co f I
e g
Aﬁls%m@nmel_‘lhmeemetsmrgd A8r fbnila| orhﬁhfm rmqgnormrtgha plurahty Of said

s

pol)%g@r%loﬂee ?&éghg&t%ﬁ;o gé’ Sg%all BJ‘% 96 ng :& %s;}é v@@?\ﬁl % and/or
ABas swopatedpeptides. amy| oi d- | i ke pr ot ei ns such as

prQQr essgi r . P 0

2 331523 YA Rl (A RS hcionat
equivalvhatr @ltihd dydordfanetiinabparil tBer¢afiyhith aplitodly 8¢ eapable of decreasing the

tota%gl er é‘gsllygkl élijrig}% rglgld(ﬁ n%/n"f/gﬁ’eﬁg) gﬁic’fge(rmB'\ﬁ' (51(1: ra:j(ﬁseease or cc;ndltlon

assobiamdrvﬁth madas&aeoﬂoaﬁnaiﬁgsa@maﬂ)leom innthabmithj ect ,

risin ni stratjon of.,. a clo tlbod or ..
1 oSl Rl kefigit: fo CBan At mefttive B fiftionally
equﬁbﬂbhteﬁitlbs&}e br tthitiohd) epaeth ftRerést \Ofnch hatishdyeis s@apsble of solublhzmg
i sQrder aretre§ted and/ or aIIewai%at(gli 77hA nmet had L
and/op, disrypiing; Hlgavss Gps Hoprapsing then plagig 5 iy fheg b, oL an anima
partﬂ:ﬁﬁrl?' £ AL, Wit CBpeRiafly CAkSREN Dyifferind FEoRE aaiRehswi drNcondition
%dmd or. anyl oi d-1i ke protel ns in a subject in need
assoc é’thanilﬂ‘E,‘Ffifﬂ‘ilH]@qWP‘bind brain. 3 group of diseases

andsdi SR gehsclcab AatiBYds tindhuliihg 3Ry RindtidHaBf URuivalcARbAKYddy or
i ncl udi ng secondary anyl oi dosi's and age-rel at ed

funcsigpal opagis sthereat) mliucélsalmbgéaaé@% then ghaggrtertstic ipperidns of an antibody
produlcéa by fflymonﬁeémtheg iFeAForl RPSRES of WiLY 85 2007 hRd gﬁ/@n Yeposit

D sease di seases or conditions characterized
numbyr ASMoA C 45eogn|t|ve menory capacity such as, for

ex%le €A %m&ggghﬁ cf)\ag mﬁ{nggﬁ{}l’: gélmrgall Le%\ﬁ?('afgﬂp}intlbody or

denenti a, cer ebr
ﬁmduIendmahag@rwftmom oy dlobm@n(zﬂzﬁtllchnet Ijﬁé§9E4t ldepaGitedron May 25,

2005%%%9&%0& [[%n)terﬁsﬁn%bg 45 @S wel | as ot her di seases

are on or associated with anyl oidlike
pr ébei na& mundsclmal rannlgjdgsmcludmg Lmryaf\mcdlcaatly pAhsyglent antibody or

| ti pl e I d J
funBpil B (B BB o) P it SRR 00kies of an antivoay
produaed/by hetpidomaadetirlie BKRAR6AS, de))osnéd wintM&N 28t20D7 abé igdsn deposit

number el ACEREG Ng mmcur ar TS A
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degeneration, in a subject in need thereof conprising
adm ni stration of the conposition of claim72. 78. A
W0 b@sap@at i ¢ conmposition conprising the nonocl POEIUS2008/007317
anti body including any functionally equival ent
antsebody fonbdlorel i satibddypineluding hatye Aincacally dqntyaleqt antibody or

claimb57 in therapeutically effectjye unt, .and
funciigpal s |t5ers APt g}ﬁ%kf‘?@l%‘é %f“plﬁgrﬁé%ﬁ‘{% é@??ﬁ}wd on May 25,
2002eREEVADIPoSBRmRE DSM didouead., and/ or an exci pi ent.

79. _A nethod for reducing the plaque load in the brain

of 3% sufj Benodena antibridyr inglvding anye fwstionally sqyrvalegh antibody or

func¥dAA adth LoVt Whidh ahfidd§ 3a€ Hedd AREE af AR al fipfabid1RURL Antigenic
conpri si ng adm ni st,erlng%to the subejct a )
COnYUE} GATRATISING 0| aptigaiceRaphdecosiosrardingfto Hersipe pyf sgquence of the §-

amy®818 ipBREhe, ﬂﬁ%g{ SHEBLQ, FspcBVAS; m@ﬁeﬁwﬁ@tahﬂ}%ééﬂgic polyethylene

reduci ng t anount” of (go aques In the brain _
glycel, R Dt maigtys aihprgin faidbhydsonhilicenaistyois cevalentlyihoynd to each terminus

throfsts B hdifoactd Sdlec®dll #r8Hf TRARE Piulnig légijd',e gfs%éﬁé] ah®8nP bRk suitable

conprising admnistering to the subj
aminhaoidpeamine adifl pnaldgue capable cdirerving aph linkeromaleduimal

ant:,Lbod | bg. a] . t . Q<0
doc Foas bhe Pl Db 5B Wilpsifidan folf djbchince that s 85%,
86%h BAYon 885, 30%, 906 & %os B3 % 137 §4%a; 85029 s Y s @8Yr or 99% identical to
o . th i . Cati.
a se 3 Wb GGR RL B N P A SHRE RS NGRS bl e thereor
compliging atle®st bna at keest &pe Wi hcladsk § of fHedighi chpine@DBitaving agolypeptide
nmonocl ongl. anti body ac ' 0 im46. 82. A
Sequrer%?eh‘c’c()"l cggrﬁo{n U5 N in}/nogﬂe %ér:élnf(g@]gg}ss i %%E%ogni tive menory
capaci t X heavyechaitbyagiable @egidndoimpiiging an amihwacdd scgigace aliat tb 85%,

soo R iorb I, oA AL GTBhSHAL % § 3 enciar
a selfino€ baleuadd forhi SBQUYD OFO:Cllgadnth SE) IIBHNO:A20¢ et b flindiénal part thereof
ComBRE Ay SY orpafinlca. B8, o B i e B SFENE Dpin, GAR; paving a
pol)?Bﬁideiséq&hMé&@&d&om%%% of BEQ o ®ost pebeidi ng any

unctional |y equival ent antibody or functional Parts,
t h&Peof Awmreerionsl iaptdkRiyninsluging 3opafunetup|ly tqquivalent antibody or

fundéibfA) 3%11& aredf, vAtlciRitibd Vmgﬂri%gyﬁ @ightbc‘zhaﬁﬁ’\_kbﬁ‘iiagl@ MBmain comprising
FGLF9E4, deposited on 5, 2007 and gi ven de&o& t
an aiiph e¢id seanenecial &, 835, %%%r@{%) 8 e gfl%,n%l%,s 2%, 93%, 94%,

959¥6%,| oPTRodTLLFIEA idABRAR 4 &dubRe ¥¥ctdPirodREGQ ANNOYHY 8Ad SEQ
deposit nunber DSM ACC2845. 85. A cell line
ID N@ak9aex & fungtéenal part thereof compriginig atlsash ong ablerss fikg, or at least 3 of the

S PR A ik 30 o von

21-23as the characteristic properties of an anti body

087 an ' Rohdh: ST ARSE '

087 o) Bucbicial 38Ry abRARs HEPRRHEHNS toURIcEL snibody or
functibmal patts thetenf; wihschrapbbodyovenpFiked At%6yy cheoedriabld domalvbgomprising

25. 20Q7 _and gl,ven 0SJo A %%26 Q o N
an amihe, 8¢ os‘Fgu | %%thgfssgsg ’ 8(s)ér}”o di ag@i(%g%r’ig 6,819, 9%, B, 942,
95%) P6%| 8T96598% 0Nn99% identicainid Diedasare s¢ladtabifrom SEQ ID NO: 18 and SEQ
ID NO: 20, or a functional part thereof comprising at least one, at least two, or at least 3 of the
heavy chain CDRs having a polypeptide sequence selected from one or more of SEQ ID NOs:

24-26.
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di sease or condition in a subject conprising detecting

t he i mmunospecific binding of a nonocl onal antibody or
wa@pooaasderre fragment thereof to an epitope of tPEr/US2008/007317

anyloid protein in a sanple or in situ which includes

t h&2st eps mdhodlénal intib@iynthe ludimgSaiyp fimcionally S@@biafent antibody or

od art or .body.area of. the subject t t .

FonclGrH SRR HiEPo R PE R RBITh oF HSEEB R 2L SER DG 1718, wherein
the AMitRAY BAAbeeaNltelrA@BY iRESMAECRAE Y Idadt dHeAhtTeskd twoMbr @b least 3 or more

antibodg bi nds an confornmati ona

I [ e_of the . ,
consgYAUSF qUiSHBYIaRHING By ssnveatss Yy %ﬁ%?ﬁrﬁﬂgdayl% hgreifythe gntibody
essenfiglly2 MAlrRdifls RE FhIeifindtiond1Ry, AndNwhdrBidNBE QeHisc lacid G dBion 52 is

(c) detecting the formation of the i mmunol ogi cal i
selegtsthfrogwany arynq #pid, depnp B grQuRgontiging of s¥vigae, dYrosing @pg gerine, and
fror? Eystdise digmainol ogi cal conplex with the presence or

absence of anyloid protein in the sanple or specific.

body- paft mepodenah agfibadyeinglydingcany §imctignallyt qgyeyalent antibody or
fun@RhA PaH iR oF %tﬁnﬁ—i%h%%e ghind i Qg&?ﬁ&@ lof SBHABUCOLYH DB NwWherein

In a tissue of a sSub ect I'n nee er eof conpri si ng
the grtibodybag brengltared dnrphicodueine @b Eaastaaney et ledst fwp o iat lead 3opr more
congelljxeati%J Q?l?s?i{uti}gﬂsdﬁﬁo 'tlfévs%gﬁéng@st 610?EQ gf)) Nb@:sié-g@,_wﬂﬁﬂegl the antibody
sanpl e for the presence of anyloid proteinwith a
essemialbe eimgdinsa fis ifelb dynctionadityliang whereinathenag@no @efjl in position 52 is

e T B0 56 TRAD e ST RO RS Qb o, n
fronh cystaimee adénet he subj ect. 88. A nethod for nonitoring

m ni,mal ,resi,du j sease.in a subject follow,n

tr B4 e AP S RE PN SEBRR el R B e e SR rom sEQ 1D
NO4§:urle23.onal part thereof of claim46, wherein said

ody paft BIe LRy AT g fp JEFP afep kel Egion of claim

58.contain the anyloid protein into contact with a

nonocl onal. antj bqd ccording to claim46, which . .

AnEPboiatiaie BIVESIRPLReRcP g Ay shoif pagHpE region of claim
59.anyloid protein; (b) allowing the antibody to bind to

the_anyl oi.d protein to form an imungl ogic conpl ex;

(cf7det éetlﬁcﬂg‘eff RelYRYAISRLY SRoodtne: He ap &f?@%%nﬁ parts thereof
accdr@mphedain{ 60. correl ating the presence or absence of

t he i mmunal ogi cal conplex with the presence or. absence

of 6&ny| Bndsqidted eplymycieatife eacodineeths antibady; ari fangliogyl Ragts thereof
accdling kS @aigf 61 he subject; and (e) conparing the anmount

of said immnol ogi cal conplex to a normal control
69.  An isolated polynucleotide encoding the antibody or functional part thereof of

claim 46.

70.  An isolated polynucleotide comprising at least one of the nucleotide sequences
set forth in SEQ ID NOs: 27-28.

71.  An isolated polynucleotide comprising at least one of the nucleotide sequences
set forth in SEQ ID NOs: 29-30.

72. A therapeutic composition comprising the monoclonal antibody including any
functionally equivalent antibody or functional parts thereof according to claim 46 in a
therapeutically effective amount, and optionally further comprising a pharmaceutically

acceptable carrier, a diluent and/or an excipient.
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val ue, wherein an increase in the anount of said
aggregate conpared to a normal control val ue indicates

wo b@s/1s@&etd subj ect still suffers froma m ni maPCT/US2008/007317
resi dual disease. 89. A nmethod for predicting
I eSPONSIAVRBMES féiftreatitUdiscasds ah@ iiRerdersedicdtardicillediby or associated
| east .one nonpocl| onal antjbody or functlona art

with gawlaid oppmyjox- H%Broteeeﬁfﬁﬂugﬁnﬁ GUYide5ss, REMPIGRE, administration of

the SRHRUS oPfundticvBPFdr! thérebstXlapaus. or body area of the
sugpgct suspected to caontain the anyloid proteln I nt

contdact THE CAMROSIHATGR] o Qarf%ﬂ%agamaew aifrther biokesigally active

subéBnce it trd i rh RRAE Yor th&Yd Scotpo eI f RedBE It fledRPINOSE diRéases and
the anyloid protein; (b) allow ng the antibody to bind

disqrders MAuChrAPF erugehby PRAsOGsed Withamloidrat#BYleigrliks| proteins including
amAGIBi€ tompEundd %%ﬁﬁ&'o&giahtkestfe@{ %ﬁh?&bt@tﬁc doounds, metal chelators,

| mmunol ogi cal conpl ex; correlating the presence or

inhikisers € HNGK raphis svmrme@gpwndmoéwsw pminpteprgpansapifoaic acid
(ZSA@’%)éC P??B‘f)gnegfsuﬂgﬂ/alté)gﬁl’g{%t fe'cf%tdsﬂ a&thﬁ @@laﬁd QL secret)ase inhibitors,

art a of the su Ject and
tau c@mjams,nglepmrammam GFsheedi d?rmkm&noFUGgu@amH@mfpl ayolecules, or

choggés?erge %ﬁgbﬂ%f %ghafﬁng%ﬁ%h st ta&ﬂ'l% L{;a%ﬁ#rﬁﬁng don Fl,g%dt]%xfs?anﬁne and/or

ecrease 1nt of said aggregate |
nutltltllmisup]dﬁluielSslbj ect has a hi gh pot ent i aI of bei ng

resﬁonSI V& hl%dt c; ugltn ant %Qd cﬁ 9 r[a'll Jc]{glvalent
ody or Troha r% her

Peast™ Gife™an unc
antlbbdy on fdﬁqtmﬁﬁid;aﬂpthetmﬁhdcyrdﬁngtb hhllm Gémshllcls meg)od compnses raising in
ant |

ructi ons for

a Bl g orgeiien Ayl Aepiag o Rt s affachichoBHERY Bpprising
an aftigehiexpeplide dotrepbndifig ithahd amimt acdd efudnbe of a B-amylmd peptlde

[ ol ogi cal | ex such.t hat S or absence, of
selepiig iR BT o Poh e RO eRREET i OB &2 dMre tyjdrophilic
moRbBEL @]g endallﬁf;le’ﬂll’f‘yﬂtﬁ)iadhﬁhqﬂlﬂicnp(ﬂﬂcthyﬁhefélﬁccﬁ APEGp ?Jmmhy CWhérsin said

specgj fica nonocl onal . anti body.
hydrdp hganeighd W@fm& Fesw% tp %a ErRysdhtough 7 HBEY & ajd selected from
lysihé|hth@RRhcid adyb@inkh @i sy, othér sitamBtanlifdlYcilas aBfifd acid analogue

rai sed agai nst a sugrannlecular antlggwg' construct

n
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ALS (amyotropic lateral sclerosis), inclusion-body myositis (IBM), Adult Onset Diabetes;
senile cardiac amyloidosis; endocrine tumors, and macular degeneration in a subject,
comprising administration of a monoclonal antibody or functional part thereof according to

claim 46 to the subject such that the effects of the disease or disorder are treated and/or

alleviated.
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Dementia complex; as well as other diseases which are based on or associated with amyloid-
like proteins such as progressive supranuclear palsy, multiple sclerosis; Creutzfeld Jacob
disease, Parkinson's disease, HIV-related dementia, ALS (amyotropic lateral sclerosis), Adult
Onset Diabetes; senile cardiac amyloidosis; endocrine tumors, and others, including macular
degeneration, in a subject in need thereof comprising administration of the composition of
claim 72.

78. A therapeutic composition comprising the monoclonal antibody including any
functionally equivalent antibody or functional parts thereof according to claim 57 in a
therapeutically effective amount, and optionally further comprising a pharmaceutically
acceptable carrier, a diluent, and/or an excipient.

| 79. A method for reducing the plaque load in the brain of a subject suffering from
a disease or condition associated with an increased plaque load in the brain comprising
administering to the subejct a therapeutically effective amount of a monoclonal antibody
according to claim 46.

80. A method for reducing the amount of plaques in the brain of a subject suffering
from a disease or condition associated with an increased plaque load in the brain comprising
administering to the subject a therapeutically effective amount of a monoclonal antibody
according to claim 46.

81. A method for decreasing the total amount of soluble AB in the brain of a
subject suffering from a disease or condition associated with increased concentrations of
soluble AS in the brain comprising administering to the subject a therapeutically effective
amount of a monoclonal antibody according to claim 46.

82. A method for retaining or increasing cognitive memory capacity in a subject
exhibiting an amyloid-associated disease or condition comprising administering to the subject
a therapeutically effective amount of a monoclonal antibody of claim 46.

83. A cell line characterized in that it produces a monoclonal antibody of claim 46.
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84. A cell line characterized in that it produces a monoclonal antibody including
any functionally equivalent antibody or functional parts thereof which antibody has the
characteristic properties of an antibody produced by hybridoma FG1F9E4, deposited on May
25, 2007 and given deposit number DSM ACC2845, or wherein the cell line is hybridoma
FG1F9E4, deposited on May 25, 2007 and given deposit number DSM ACC2845.

85. A cell line characterized in that it produces a monoclonal antibody including
any functionally equivalent antibody or functional parts thereof which antibody has the
characteristic properties of an antibody produced by hybridoma FK2A6A6, deposited on May
25, 2007 and given deposit number DSM ACC2846, or wherein the cell line is hybridoma
FK2A6A6, deposited on May 25, 2007 and given deposit number DSM ACC2846.

86. A method of diagnosis of or of diagnosing a predisposition to an amyloid-
associated disease or condition in a subject comprising detecting the immunospecific binding
of a monoclonal antibody or an active fragment thereof to an epitope of the amyloid protein in
a sample or in situ which includes the steps of

(a) bringing the sample or a specific body part or body area of the subject
suspected to contain the amyloid protein into contact with a monoclonal antibody according to
claim 46, which antibody binds an conformational epitope of the amyloid protein;

(b) allowing the antibody to bind to the amyloid protein to form an immunological
complex;

(c) detecting the formation of the immunological complex; and

d correlating the presence or absence of the immunological complex with the
presence or absence of amyloid protein in the sample or specific body part or area of the
subject.

87. A method of determining the extent of amyloidogenic plaque burden in a tissue
of a subject in need thereof comprising

(e) obtaining a sample representative of the tissue of the subject under
investigation;

® testing said sample for the presence of amyloid protein with a monoclonal
antibody according to claim 46;

(8) determining the amount of antibody bound to the antigen; and

(h) calculating the plaque burden in the tissue of the subject.

88. A method for monitoring minimal residual disease in a subject following
treatment with at least one monoclonal antibody or functional part thereof of claim 46,

wherein said method comprises:
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(a) bringing the sample or a specific body part or body area of the subject
suspected to contain the amyloid protein into contact with a monoclonal antibody according to
claim 46, which antibody binds an conformational epitope of the amyloid protein;

(b) allowing the antibody to bind to the amyloid protein to form an immunological
complex;

(©) detecting the formation of the immunological complex;

(d) correlating the presence or absence of the immunological complex with the
presence or absence of amyloid protein in the sample or specific body part or area of the
subject; and

(e) comparing the amount of said immunological complex to a normal control
value,

wherein an increase in the amount of said aggregate compared to a normal control
value indicates that said subject still suffers from a minimal residual disease.

89. A method for predicting responsiveness of a subject being treated with at least
one monoclonal antibody or functional part thereof of claim 46, comprising

(a) bringing the sample or a specific body part or body area of the subject
suspected to contain the amyloid protein into contact with a monoclonal antibody according to
claim 46, which antibody binds an conformational epitope of the amyloid protein;

(b) allowing the antibody to bind to the amyloid protein to form an immunological
complex; -

(c) detecting the formation of the immunological complex;

(d)  correlating the presence or absence of the immunological complex with the
presence or absence of amyloid protein in the sample or specific body part or area of the
subject; and

(e) comparing the amount of said immunological complex before and after onset
of the treatment,

wherein a decrease in the amount of said aggregate indicates that said subject has a
high potential of being responsive to the treatment.

90. A test kit comprising at least one antibody or functional part thereof of claim
46, and optionally further comprising instructions for using the antibodies for the purpose of
binding to amyloid protein to form an immunological complex and detecting the formation of
the immunological complex such that presence or absence of the immunological complex

correlates with presence or absence of amyloid protein.
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91. An AR epitope which is specifically recognized by a monoclonal antibody
including any functionally equivalent antibody or functional parts thereof, which antibody has
been raised against a supramolecular antigenic construct comprising an antigenic peptide
corresponding to the amino acid sequence of the B-amyloid peptide, AB2.35 and ABz9.40,
respectively, modified with a hydrophilic polyethylene glycol (PEG) moiety, wherein said
hydrophilic moiety is covalently bound to each terminus through an amino acid such as, for
example, lysine or any other suitable amino acid or amino acid analogue capable of serving as
a linker molecule.

92.  An A epitope which is specifically recognized by the monoclonal antibody or
functional part thereof of claim 62.

93.  An AR epitope which is specifically recognized by the monoclonal antibody or
functional part thereof of claim 63.

94. A monoclonal antibody including any functionally equivalent antibody or
functional parts thereof according to claim 46, which antibody binds to AB8 monomeric
peptides having at least 30, particularly at least 35, more particularly at least 38, even more
particularly at least 40 amino acid residues but shows essentially no binding to A8 monomeric
peptide 17-40.

95. A polynucleotide which hybridizes under stringent conditions to the
polynucleotide sequence of claim 69.

96. A polynucleotide which hybridizes under stringent conditions to the
polynucleotide sequence of claim 70.

97. A polynucleotide which hybridizes under stringent conditions to the

polynucleotide sequence of claim 71.
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