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an oameamﬁelpeoubodyhenmmemg pithei @nadirof thoheapy dmindesplatentarity
! eag'etterm nlné r%%lonlg]éﬁqi() fl(fld se?]uetnﬁes oﬂ% e w(hg IS’JdSSa (r)]rt (hpa?ld()f the light

conpfri's
C ONdlaGDR @akind agids ehgtiarasion SIHQ Iy WQH:66038. ( CDR) ami no aci d

lsiegﬁtencc gx? fthetsﬁ% l lt-‘?ne Bescglgma/%n%g e}gcl)JVéc(necs: %%leagtfongié&atfz%namahan anti-
2 CNOSaIﬁﬁoﬁl&ntlHoﬂy a«smprimg atdeent heathdaip bekganthain PR itaviegithe amino
prov es at st on mmal i an anti- amyloid
P MR st oy AR M heavy chai n or i ght
chain CDRohmpeng tht preseaninveationdDovives « lep @ @uieivd@edofianabalian anti-
Lf:ié}?{g |aﬁt3°é’ﬁ 9 np“s‘l“'%\@%f‘é‘s"“%%’”ﬁa%%‘s? ‘°%ﬁ%n§”‘*°’i(‘:6$ %@@QDGNO‘@ or 70.
manmmal i am agoitet asparryﬂe@raéenamwnhadgtow@@ AfleAssbriedsadited daminalian
one vari abl e egdyon conprising SEQ 1D NO 79 or 80. In
2% n ot ML SRtbOTy HoMprIZag Aither (\ADSEThe Reayy dhpingemplgpentarity
| eagdierRhther&nAlCTR) BRI BLE Squenber ISEGLITGAS:63-8%or (i) all of the light
2005/ 028511 PCT/ US2004/ 009522 anti-arnyl oid anti body, -
confrinGRRyrneng 35k sqapgneegiof SER I} H@S:axéky chai n
conpl enemtiayitiel ¥pect @Ie%&ﬂ@dﬂinﬂﬁltlﬁlﬁﬁbm af(16Rhe ﬁﬂfbt@@mﬁﬁlh'ﬂlan anti-
sequences of SEQ ID NCS: 73-75; or b‘)ég al | of
| i ghfylowaihedemnsising 8t least e h@w@eﬂe hb$hae|€<§R| levmg the amino
3Mc?cﬁse&&nce'o@a@&@ctoh%fs@%@ias 430, present | nvent ion

provi des at | east one isol ated -mamualian anti -
anyl oi d 13.q8q %Waythe B‘G?FBPP‘S‘?“H‘@‘ Pé‘?“dle%aééﬁas@ﬁee‘sﬂ*ém‘l@??&?‘}ﬁm‘
or hh@bid 6k SRR Y 188t dnb Gar@BE RGion comprising SEQ ID NO:79 or 80.

In another aspect, the present invention provides at least one isolated mammalian
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aci d sequence of at |east one of SEQ ID NOCS: 73-78. In

one aspect, the present invention provides at | east
wor@siosssiat ed manmmal i an anti - anyl oi d anti bodyPCT/US2004/009522

conprising at | east one human CDR, wherein the

anti body specifically binds at |east one epitope

selected fromamno acids 2-7, 3-8, 33-42, or 34-40 of

SEQ ID 10 NG 50. In another aspect, the present

i nvention provides at |east one isolated mammali an

ant 5nt1 H%’lkfa'aquﬁdhﬁr &?ﬂ%m g%g%&féfl%”og gﬂ%?qeéﬁ g\&& C?gﬁlgl hun%l

one d@mrmweegmnﬁm@ iamgpoatid begagites bf SFQ ﬂI)NOSré3 énbr (inee all of the light

am of .S 15 The at | east
onealanaé%lgdlé%g%ﬁdgg%{mnces (F%éﬁ) 5%) rqcon'prl se at | east
one charlaetadrr speat thegadsent tneehtrbn pnvidgsia) ledsi ong isalatetl olamimalian anti-

4 S PR Loyl LSRR FELE b O e g v

at hddstueid-of @ lddst oandf SHQ I()INC)S ’sauh%st antially neutralize

at |easty I,

or o o1 n. Aot b Pt fleotln ERRL 0308 A i s

enc _axdylngl agfibody, eargpirising et laesoinahmnhnrﬁnﬁmhﬂam tha pdtibedynspéaifiiodlly

22%& Say Iﬁ:as??nﬁ 6519059%63 etcteg lfllglln?ll Cn,o %8hsd2 y%%;%’(rj%om 34-40 of SEQID
1proKaryotic or eukaryotic host ceI | conprising the

i sol ate ' I :
59 2 S A S0 8 ARl
BHmylo@H@bo%@ampns}qg pt 1638t on@ B@nan SR/, Gherél® B attkbbdy, specifically
nmyej. t

: mT{DH?(gng lle%FGO e e 1§1§ére %a&tgl 3| a1 eegg% fam%a i§ $equence of SEQ ID
pro¥Ped is a rret hod for produci ng at | east one

18Nt I - any'l'h@ hgea"él{gn'e Qrgﬁi)}fd c%ﬁ) %Hoheﬁlly @Lgthglr CgB?JlS@tdﬂ lepst c}nlé] Characteristic

antlbodg 25 encodi ng fucl ei ¢ adi conditions iIn
Vi t Felgoted fonyi(1) bing pmylndaiifin aT6nietpaHenst anh eclasisg Fomat loast 10° M, a

ant RO AY" MSar@hRI16598 thr hiNeAeloeTlalAr @5 subQSAME R ize at least one
amounts. Al so provi ded is a conposi tion conpri sSi
baelgyncodmg at

e a®ViE S 24 1ea0) SRt BRI R AHSoAvaed iy et Bpiqleto

andiegk o fted ARBmANABREBYOICAliby; A6 G8RIARIRiCRIdVE&S
or diluent. The _conposition can optionally further

2@ onfrpsEnsc E9IHetIrIRE agifonfpr arokat ol stkapls hootplbtamprising
or dPisplaed RicRicseldeahe ﬂosf deQ Hhrﬂiptll)rﬁﬂﬁﬁe 4D (st 6de s@ected from COS-1,

det £t Al | 8RRk Pl PRLY S, BNANGi ALect ! ve, drug,

S y Slysphopais)s, cdi‘athdeuﬁz[hva lihRor@liked on @4ngfotited cAlthdrein Alékf‘iﬁwded isa

rato tract, dr a. gastrointestinal
O e bR GRE Al sha a0 gt e e gpibocy
22| eadcsdmgyueib adi@iagy cordiftAFRVRIDOBIvB/o @ #Gitu, 8N that the amyloid
anti ne%;})ll actic, an imunonodul ation drug, an
opt HUiPory és expypssed ig deteriable o Feoigrabls ameydiscal drug, a
nutriti oalprélided 1s(hrcom§3§i\55)2&npﬂ§;{g 4 1806 030041 Q8B ddalian anti-
PCT/ U ﬁ2004/ O 9522 the |jke, a TNF ant agonist, an
ant MPAEG A and atigasteng Phagpacgutiqally aaceﬁta?lemee or diluent. The

no nco‘ﬁtp@diﬁﬁndarﬁfi)hbnally filith@eompRE yn difebtfe MBI at 1@& one compound or

anal anest het i ti a | ocal

Gnovtigpiticd ot Bt 1T %é’fﬂ or EROTER AT PRPGHI g e 2
an antiovasabd (Vi gyste dﬁ(g[ 4 defid h@t?du@ ﬁy,steamcmah(gl dnCautonomic nervous
St el %)tenclI Sﬂrc]iru e}/ rtgsﬁgrg trle%%tléiz ﬁp X %‘%%OH%/ eesQnai?éI} tg{l\i c}{u% a hormonal drug,
h or ml_mgfm &unhqxremgm@ytp bpimac e remdtololiadyyg, an antmeoplactic an
r adj t o "
ant In%gleglﬁdgtﬁlﬁtg& dé&ggltm or‘?%{;]gﬁ{]% lcgcﬁ B[ésg t(ﬁwg topi gﬂ dru & a numtlonal drug or
bet aa@gonibst , an i nhaled steroig, an




epi nephrine or analog, a cytokine, or a cytokine

ant agoni st. The present invention further provides an
wa@naosAesdi ot ype anti body or fragnment that specPET/watony009522

bi nds at | east one isolated manmalian anti-anyloid

anti body of the present 10 invention. Al so provided

is a method for diagnosing or treating an anyloid

related condition in a cell, tissue, organ or ani mal,

conprising (a) contacting or adnministering a

cone dkd, B ONF @ﬁt@ﬁﬂstsalf@tuﬂifhn&flﬁ QGhUsMEreRRINY AtharOdticat non—stermd anti-

| ea an antl-anyI0|d ant i bod
t hercﬁlhrifven?rly %lug%f%) anm FSiCy gp@nestheic, a sedative.adoal a '¥‘§‘&ﬂa
or mmqnallsculairhlecmem’mndmmmbmb pi broipsdriktyc, b tortiddSEridAOAMIRALS Be steroid

u: II‘ Qgerﬁﬁ}ﬁﬁ{gtﬁcﬁl M.\% r@ﬂg&p Ln 1minu§%g19t)0il'ril< é'm 1%&%};}]%%5“/5 a growth

- 3pripengy shotmene r @htyem@ahg@ e radmahameactllttealeanra)mdeplfesshlh en
cel z!trﬁlpsygﬁo‘ﬁg W&tim@AhA 31 a&ﬁmﬁﬁéd@ ion, 4 Qe a ﬁlqoagn ifrd ed ste101d an
optional |y  further conprise using tlfe cont ac or
t he*PHRTTIAP St analps A gytpkincaer 4 caiakine aragomsde s eI ect ed f rom
par ent ergik preSed b bbn AR proRlids Qma'rﬁﬁmo%e %}/ Fzgg%lér?t’that
intrarticul ar, |ntrabronc%|al 20 |ntraa
i nt PERAGILY, pings at Jepst ng dsqlaterl magmalinpenti- amvlpal@avtroﬁnpfyhe present
1d Nntinaagdd. al , |ntracelebellar
ntracerebroventrlcular |ntracoI|c i ntracervica
nt r agastiIROViqe s ancdiad for diagnopipg @Fﬁiﬁe‘é’a@d prayloid related condition in a
Nt deRaB§eAdrgani Ioﬂilﬁrﬁdll QbMplﬁsmgl ntraperi cardi ac,
ntraperltoneal tra | eural, intraprostatic,
nt r apul’ Wﬁ?wng FP4Y é%‘f’%? comnqpiHon cOPBNising an e Hegtius qmeant of at

ntlease Ii!;aiated hﬂinﬁi&lﬁly ARVArayloidiaitody Brakedfefition with, or to, the cell,
ntrauter Htrave3|cal i ntral esi onal bol us,

ad SHS1 °fg"f‘é°{: puigpal. Pheapetfiod can ppfipnaliy, Girthericopupriseaséng) an efigotigmount
t r afigger mhg/lalls@mmmt hadhead) 1-9@bisonsd waekd wpl Hl%ﬁths 1-30 years (or

co ri.or, COﬂCUTant' or after
Cnon LRE AR’ oMl ks R el Fifusiog s optonaly
co rfpndsr ¢ongpriseceimp the sontrgtigyor efcfadrainisitfing aymweragt oﬂé ma:te selected from
l'e %ntgﬁ? sUbQUHRLN qnt%mu?cup i trre]wesnguselfr:la?rgcug Toa?]n C\/)

one an anti-infective dru

2 Osyslﬁte'ﬁ‘?‘iﬁmwgl infracapaylay, aitrawetrlargmss Systagitry, @N@ehailr ngacelaisellar,
AU RREHEoveRBENR USSR M ) l.rator
tréct drd@? llgastra'omtlestclgna (@% gm?gg?w Bm mumm%meM
horHisAHgal é‘ft‘iﬁ@el"l‘é indfpRegcardinc, folrapesitopeal. ditepleyral Iytrze)rostatlc

ba|1ﬁﬂl§lﬁmo@r}h SRl A1 O e rdl, Hﬁareﬁﬁl %ﬁltaépﬂﬁp Hﬁr@s@hév?al 1nq%ﬁloracm
mmunonmpdu] ati on drul%Sl an opthalmc, otic or

dr a@tfautgmt o Tgesianah B, F9ehrecilh b‘@fcaldﬁbltnﬁeﬁl litieasal, or

25Th eraﬁm&hﬂUThbaﬁbtlﬂﬂbhwpﬁMaﬂy fubthidr B@hprEe MiAi§i&ing, prior, concurrently or
ad concurrently or _after the (a)

co P&tef 5 iG °°‘6n‘?d“8ﬂ% aﬁ‘i“%@?% gt least one opanosifpproppisipsin effestve
C ORmPIng pfnzg leag oxgf cbmmund/ & pra¢id sedcted froﬂtat k&6t 0P nti-infective drug,

tein sel ect from at one of a
{‘Ig%?lg saﬁﬂl g(g@ S stem g, Fl 8%1 dI[ ?vous asysﬁ{hq: Cg\ﬁ§ glé%ﬁp éuftonoglﬁ:
antﬂPl’V% @m@m (éNSadrng,ls csgiratoey @acadirtig, aaasrramemnalc{(}l)aract drug, a

30 NORasdofdl Ahud AL 2 005/ 0;
Pl Teah B s Shiay 'ﬁﬁ:!?%énﬁr?g’gbaﬁ“géo B ?%‘ antineoplactic,
anét ij‘é’ﬁﬁnemo%lht@h@e& Areepthalmigy OQQ@alaﬂil@u" a tdp@@]ailug a nutritional drug

: an ot th@ﬁlteCTheE}netH'ﬂ)ﬁ @Jn%glw Rfthe? k&%ﬁg adm?lﬁstegﬂg I Pi]orc Eo%?dn%ntly or
nt i Sorl atl C, cort’icosteri Od an anaf)(?
st é B, (6 CQ‘H“C@F%/W Hﬂ%@ﬁe@g, #f leagiypng pRmPRSGieRCPBPrisingan effective

i rmmmgbf&b]dhst he calipou Al PRBHPRIEISS ME at léhs%@w:lrhetectable label or
e repl acenent drug
r N Oelpgrbeﬁ élr"lﬁ%ﬁagagenésalan a Hlelérchcfbrﬁ'fsélg §eézﬁcfmt zg}a}rcstlc a non-steroid anti-

anﬂEmth@t’l c, a stinmulant, anvasthma nedication, a
beta agoni st, an inhal ed steroid, an epinephrine or
anal og, a cytokine, or a cytokine antagonist.

td




Al so provided is a nedical device, conprising at |east
one isolated mammal i an anti- anyloid anti body of the

wO0 noosoesson, wherein the device is suitable to PCT/US2004/009522
contacting or admnisterting the at |east one
anti-anyloid anti body by at |east one node sel ected
from 10 parenteral, subcutaneous, intranuscul ar,
i ntravenous, |ntrart|cular i nt rabronchi al,

ntraabdon1na| |ntracapsular intracartil agi nous,

nt Irﬁl@ﬁmatbﬁrdyuc (N’I\HE)aéiﬁlnhl@ésm érfh‘hésﬂﬁ@d QQ@lhlﬁv@ra local anethetic, a
ntracereb gl%aﬁr icular, intracolic, intracervical,

i
i
: neuromuscular E F%ﬁlélﬂ%ﬁr?béa] ap mtwmg% éfs(ap(‘éwlsterlod an anabolic steroid,
i
i

ntragastric
nt papthopdictin autimapstaibe, an infthinagedulit,ah dhrﬂlﬁwsuppresswe a growth

t , t
| i PERE b BRI ren L AAR AL Pl BRAR Sl e

$ nt piippyichnic, a Shmﬂmasa]lmsmmamdmandnr abdwoagatisican inkhid steroid, an
| Nt L ahREd: e I L.onal , bol us,
vaglnaF fec?gkg%cg%gg%&%hwg%aggﬁgﬁa Tntranasal, or
transde r‘?ﬂlﬁ? Pfo‘ﬁél@éﬁ W@Wfﬂd@@c% songpisiag tileshtenefsolated mammahan anti-
mn%ﬁ@fd%ﬁ@ooﬁ?&f tm%ﬂu&h@ﬁ%ﬁy Elévﬁ:? s sQlianfl 8! &nFctln or
use, r|S|n? packagi ng material and a St
co n?ﬂnP’§¥t?1 gnethesss leagt |°@ﬁ'ﬁné'@ma101d)aotgmdy b}zee thaft onemak selated from
10 easdenRR, sh&@da%@sdmﬂmléraiﬂuﬁgﬁohs ﬁ'[&%l’tlggg AR (919: G of

t he, gr esent invention. The articlé ARNUT 4Gt UF e
can "B BHAb (e 1eRcHElpEiRg s ibfrce @AY dntrsplizh sntacelebellar,

co ﬁfﬂﬁﬁ&@ﬁroﬁbﬁmﬁulﬁ@h@%ﬂ Btracer3dD b ANEL, Utrahepatic, intramyocardial,
IntranUSﬁu ar ntravenous, |ntrart|CU|ar

nt FA15P'S c‘H‘fazRFIVIC ”Pﬂﬁp%féfﬁfé‘@ﬁq“ﬁﬁpeﬂtoqeﬂtlflté@é?ﬁ% finggaprostatic,

[ ntma@ahrtomragmmﬂsu&l inkrefiad Githat kit Yntrasfhdl, 28tkyrdYial, intrathoracic,
I ac roventricul ar, IntraCC)llC

t.
1 §I n 1{1@2&1%11%6 1ntr|ave51ba1 mtrageglé)fx 1b8RS’IVﬁ%HIl ﬁ%biu%cal sublingual, intranasal, or
[
[
[
I
I

ntracervi'c ntra
nttraasr&m@ér dial, intraost eaI | nt rapel vi c,
2: : gg?g’g%}é (?/E(@& 15 gh gyil%lg 81‘81 n%cﬁ urre fdr hu%%nr glgllggfegrl(liiﬂ or diagnostic use,
nteRPETIY packuamg material MIa contingr a@mrnsuag a sqlmon asy/lpephiliatd form of
maE g:ésg glfeggdéﬁed n‘gﬁr%&gﬁlﬁbg §i Rﬁ) d’ Anl[lgeogavf %e %resegt IPVCHHOH The article of
2 OS ulFhdnpigefare can aptienatieeaiprisedraving thacrsoigenala cdﬂ;bdnh(r& bi/a parenteral,
devih6iaRl S LA 4 §R
or os ucfan él)u eas% oneav?éog ngcbﬁr %l:lrn?)‘-}oncfl1 d] {ngaagﬂ%ﬂm&l
antiFRsHy Ol mtffr?émk?glé@lérwtracmtelm mmeha@ompql@clﬂvg
pr amtdérBodntiQsd:, 1&@40&110%&50@1@1&%91%@@%@@ ﬁn‘lﬁr?llle alc, 1§9amyoca1d1al
trat@genlc pl ant or plant cel 0 gx res
i n PEEYRG AMBPLVIG iRfPRIS A HifG mélfﬁReFlB’B%P}s mtrapflevr@lhmrapms@w ded

25i n 1iiti‘h©ulﬁlbﬁ$}e Bﬁraﬂe&Mﬁﬂ&dr@lﬁl inSrardtinal, BRAGLpiAN ﬁlt@é}/héweﬁl rﬂ/tlaﬁfog\mc
b roduce above nethod. The present

od t.he
R PREREE s RL o yeeinil gl biret s Dbl dnanasal, o
hernensdermmmzdbvm sgstaf@ 2005/ 028511
PCT/ US2Q04/ 009522 IPT(LHO\I OF THE FI GURES Fi gur es
1- 41 show PIREHERT PP PrRNSPRAVHESS %B}S@P‘E%ﬁglﬁfaﬂtan anti-amyloid

r eghtindporalicqtes e ins @ RS ising fnroalﬁﬁ@/@ hkslié LR ERRBR SRR
e sequence

su futihons.  For

203, bkt S e S S ns B s P o e gnivody
p r @vmeypewételqmém pesencigvegamas @l ond-nainmmididantikoBRpddi@E by the
hi nas.Leghons are label ed in boxes. Prototype sequence
resi dues are nunbered for each am no acid postion. A
| i st of Thawresers inyeritign Swthe piavides op svertiog dpaibedmnai.ed by
a "-") observed at each prototype position in the
al i gned sequences and the nunber of tines of their
occurance are shown bel ow each prototype sequence
r eSENR9@L PCT 8




Figure 1 depicts Vhl heavy chain variable region

prot ot ype sequences, franmeworks and 10 substitutions.
wo-2@aness21 depi cts Vh2 heavy chain vari abl e r egP@ONUS2004/009522

pr ot ot ype sequences, frameworks and substitutions.

Fi gure 3 depicts Vh3a heavy chain variable region

pr ot ot ype sequences, franmeworks and substitutions. 15

Figure 4 depicts Vh3b heavy chain variabl e region

pr ot ot ype sequences, frameworks and substituti ons.

Figure 5 depicts Vh3c et ion

pr ot ot ype sequences, frammr@anﬁmsﬁ?tl ut-i ons.

Fi gEig@esq-4dapdveths hadhgllighe ehdin vﬁtﬁ%leftoﬁsalht rafibiepr 6t61gp@squuences

Elr 8% y exrg&ggug) ggagr%\eaﬁ%su%setglgsns oL eagl re 1on§g1f.lliig$§%%u%rﬁte ahgnment of
pr Oltnotvy prgueniedy mnmma‘dmamemmﬂme smdncembgdnemued | Braigework, CDR
Y. r
r ool AL L U R OB e B e
Fi gamieo Qiddegsiont & livte? aisigwagid etbaitriopaeri saibsl (denplegibyom™-") observed at
P oL, 0 M OEty SERMEGER $he afléﬂ%@?e\ﬁﬂé’nléeﬁ 2l ndbBSIe kb dFQRF-occurance
Figure 10 deplcts XI i ght chain variable region
pr o%f%%hy]ﬁ@b%%i?é‘h&fé?typf Fﬁ‘t‘?@%@d?%‘é‘e and substitutions.
Fi gtibRe LdepR@PG théav) chaitdRtiatid¥dith pretbiybdich @Y in@Reworks and
rot ot}/pe sequences, franmeworks and 30 substitutions.
i gUPEiNSgepi cts 0 |ight chain variable region

Pr Oigiry PEepEeGIR MEAS chali AMEIMIE K @Et0typessdipBhdet, BainOWisiks and
Fi gu 13 depl cts K5 light chain variable region
pr oﬁuéﬁ%‘% sequences, franmeworks and substitutions. 35
Fi gkigwee 3 depitapihod bealkiNedmin vhriagla tregioh @iamotypa séqadices, fragiwarks and
pr ctubtiiygenssequences, framewor ks and substitutions.

15CENS 924 4 REIFtsY hh @000 285D ré20N/pldBRNG 4¢QVOBEL Ramdwioghs ard
15 sibghiingions. xNew2 | i ght chain variabl e region prototype
S O QRC S Gopicls r\@ﬁ@ﬂ\ﬁ(’}k&aﬂ ReliabR k@% It R Spue eIt Rewhfks and
depitdisnla |ight chain variable'r egion prototype
sequences, franmeworks and substitutions. 5 Figure 17
deS‘f‘%‘P“S6 %PBtSIVhé HE2vE Ay atjable rﬁ%‘?"é)r?t%téjli’ec?ﬁq“ﬁ?%% - Gesppeorks and

2 (5 € (H4BYAEESns. frarrevvor ks and substitutions. Figure 18

d egljf]gl%%7 g%migs'\&.ﬁ% nav\égzll‘bllearebélc?n ;{rc?tgtype se ul;znocteso tflzlggworks and

substitutions.

Figure § depicts Vh6 heavy chain variable region prototype sequences, frameworks and
substitutions.

25  Figure 9 depicts Vh7 heavy chain variable region prototype sequences, frameworks and
substitutions.

Figure 10 depicts k1_4 light chain variable region prototype sequences, frameworks and
substitutions.

Figure 11 depicts k2 light chain variable region prototype sequences, frameworks and
30  substitutions.

Figure 12 depicts k3 light chain variable region prototype sequences, frameworks and

substitutions.

Figure 13 depicts k5 light chain variable region prototype sequences, frameworks and

substitutions.

35  Figure 14 depicts kNew1 light chain variable region prototype sequences, frameworks and
substitutions.
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substitutions. Figure 19 depicts %3a |light chain
vari abl e regi on prototype sequences, franmeworks and
waeoesobssti t uti ons. Figure 20 depicts X3b | i ght PChaszo04/009522
vari abl e regi on prototype sequences, frameworks and
substitutions. Figure 21 depicts k 3c light chain
vari abl e regi on prototype sequences, frameworks and
substitutions. 15 Figure 22 depicts Me light chain
variabl e region prototype sequences, frameworks and
su b%fg{nre Y héi%ﬂ:?s 1<I\F 9 HEe cl%l?h ngﬁlleqtegﬁod\@otl)t?&l E@: %( Brameworks and
var kabligione€gi on profotype sequences, raﬁ% S an
substitutions. qure 24 depicts X. 4b light chain
var Fighedo #e@yed\%a p# 6?@#%@% BRIIE ALY PefSPRRORD KReveqiks and
20 amgﬁ&k&ytlons Figure 25 depicts k5 light chain
vari abl e reg Frotot pe sequences, frameworks and
SubBeie it ﬂe@ﬁe Mh i gyt PRyl FPHPIPIOkR T SEHENCE Aameworks and
var qkdklt@ioh€£gi on prot ot ype sequences, frameworks and
substitutions. 25 Figure 27 depicts 2 7 light chain
var F'S5F &8 degigisdn h|§'i“6’t136‘t W@I%eaaewefegfpe AR IS Werkgrnd
subsibktitatiohons. Fi gure 28 depicts 2 8 Iight chain
varjabl e regi rototype sequences, framewor ks and
su bE‘tg?rF E? ?’%%‘s?%ﬂo%j‘u ?‘@lnféfla&lﬁﬁ?gé‘%né’r%@yﬂe SEPncEh fpmeworks and
1Marhmhh£mﬁ£gion prototype sequences f ramewor ks and
Ub826$UII S ure. gﬂfts 2d0 |ight chain
var FSF gied b%haf e CURLYPESPRFRETD FREe e and
Subsibsdtutibhoons. Fi gure 31 deplcts | gAl heavy chain
con tan ototy yences, subdomai ns and
SubBERt o febf Ao R B TR St PO rameniona nd
PCT$ub$23i0ds. 009522 Flgure 32 depicts | gA2 heavy chaln
ongt any r ot of uenc subdomaj.ns a
1008t i 6k PR S YA B PO Tt RO b oo and
congbstnttionsegi on pr ot ot ype sequences subdomai ns and
substitufion 5.Fiqure 34 | gE heavy_ chai
conDiuh &3 4BER A i P R P S o e e
subsbﬂmmmmmns Figure 35 depicts IgG@ heavy chain
ESBE ur% u% 681 %nb Pgh?ct:hgltn blse e lilo%rf)(r:o%otypessqul)lgn%gsa Qn%ewao <s and
20  substitutions.
Figure 25 depicts A5 light chain variable region prototype sequences, frameworks and
substitutions.
Figure 26 depicts A6 light chain variable region prototype sequences, frameworks and
substitutions.
25  Figure 27 depicts A7 light chain variable region prototype sequences, frameworks and
substitutions.
Figure 28 depicts A8 light chain variable region prototype sequences, frameworks and
substitutions.
Figure 29 depicts A9 light chain variable region prototype sequences, frameworks and
30  substitutions.
Figure 30 depicts A10 light chain variable region prototype sequences, frameworks and

substitutions.

Figure 31 depicts IgAl heavy chain constant region prototype sequences, subdomains and
substitutions.

CEN5021 PCT 10



Figure 36 depicts Ig& heavy chain constant region

pr ot ot ype sequences, subdomains and 10 substitutions.
wo2@aness37 depicts 1 g@G heavy chain constant rPRQi/082004/009522

pr ot ot ype sequences, subdomai ns and substitutions.

Figure 38 depicts g4 heavy chain constant region

pr ot ot ype sequences, subdomains and substitutions. 15

Fi gure 39 depicts I gM heavy chain constant region

pr ot ot ype sequences, subdomai ns and substitutions.

Fi g ng@re%@ d@iﬁ‘o@s‘ I§A§helc1%aih k&ﬂ&nt%ﬁ’dn@r&&%g%ﬂgnc&? Q@ hains and

pr ot @t nsequences ‘and substitutions. l'gure 41

depicts IgALc | i ght chain constant region prototype

S egrgﬁhrééé PP 180 BYY thginjcgriant region Riptaly DPFCRINS sybemaipsapd

nenBPEdHE Bt obed by C701 mAb. The human A(3 sequence

$as Figi® 38 depivadgE Mdatyhchjie pdrst&Segidul phdi@gbeByquentes, aubtidhhins and

aci shbstEationsequences of regions: 1. AEFRHDSGYEVH ( SEQ

I D s 2t { I J 3 .
L SR Ay
NO 86); 25'5. IGLMWGGWI (SEQ ID NO 87); 6. |GLMWGGW
( SEBSMP 3fdspds)lgG2 hpavy) cimpip/papsient (SROPID O GOgncesgsubdomains and
1§ GLMVESYHO8EQ 1 D NG 90); 9. LMVGGV (SEQ ID NO 91). 30
Fi gBigtre 43 davscd heevyshah cimemikang pﬁfd@ﬁ@ Geqb%c@?@%ddfﬂ%bls and
ThesusktimipnA( 3 sequence was scanned wth peptides

i.hi %t&egé%%%%%%%§g%h ?%St%ﬁsﬁlgﬂ)ﬁgy%% %qugncgs,esglibgorlllsains and
AEF%%@&V@'/HI—Q SEQ I D NG 93); 3. DAEFRHDSGYEVH( SEQ I D
1NO Bidyre 3B8epipts IEN RMDEDE\oki-BEEEI priOyBSEquendss, subdomains and
EFR#DS@YRMH( SEQ | D NO. 96) ; 6. DAEFRHDSGY(SEQ I D
hK]:p' - : t SE:H g
0 ik PR PG i e
( SEBgBD4 NBpicoIy)c lightghairconstant hegins ploftyps pratienpes iyt sihsitutions.

pro 'Ege Qélsh Offe PoPme elﬂ%m Rt LAk AB g’eﬁ@erﬁgeexgas
t . . .
& %@@%@ﬁ%@ﬁ i et
AEFRHRSGYRYIIRYESHER 5 1By

IGLMVGGVVIA (SEQ ID NO:85);
IGLMVGGYVVIA (SEQ ID NO:86);
IGLMVGGVVI (SEQ ID NO:87);
IGLMVGGVYV (SEQ ID NO:88);
IGLMVGGYV (SEQ ID NO:89);
IGLMVGG (SEQ ID NO:90);
LMVGGYV (SEQ ID NO:91).

25

00N LW

30  Figure 43 shows the spot membrane probed by C705 mAb. The human AP sequence was
scanned with peptides shifted by one amino acid. For sequences of regions:

DAEFRHDSGYEVHHQ (SEQ ID NO:92);

AFFRHDSGYEVHHQ(SEQ ID NO:93);

DAEFRHDSGYEVH(SEQ ID NO:94);

EFRHDSGYEVHH(SEQ ID NO:95);

EFRHDSGYEVH(SEQ ID NO:96);

DAEFRHDSGY(SEQ ID NO:97);

DAEFRHDSG(SEQ ID NO:98);

AEFRHDSG(SEQ ID NO:99);

. EFRHDSG (SEQ ID NO:100);

10. EFRHDS (SEQ ID NO:101).

35

VO NAU B

40

Figure 44 shows the spot membrane probed by C706 mAb. The human A sequence was
scanned with peptides shifted by one amino acid. For sequences of regions:
1. DAEFRHDSGYEVHHQ (SEQ ID NO:102);
45 2. AFFRHDSGYEVHHQ (SEQ ID NO:103);
3. AEFRHDSGYEVHH (SEQ ID NO:104);

CEN5021 PCT 11



3. AEFRHDSGYEVHH (SEQ I D NO 104); CEN5021 PCT 11 WO

2005/ 028511 PCT/ US2004/ 009522 4. AEFRHDSGYEVH (SEQ I D
woOl 05028511 5. DAEFRHDSGYE (SEQ I D NO 106); 6. PCT/US2004/009522

AEFRHDSGYE (SEQ I D NO 107); 7. DAEFRHDSG (SEQ I D

NG 108); 5 8. AEFRHDSG (SEQ I D NGO 109); 9. DAEFRHDSG

(SEQ I D NO 110); 10. AEFRHD (SEQ ID NG 111). Figure

45 shows the spot nenbrane probed by C707 mAb. The

human A(3 sequence was scanned with peptides shifted

by on es of regions: 10 1.
EFRHDS! % 2. FRHDSGYEVHHXKL

( SEQ D ek , §EQ FFAEDV (SEQ I D NO 114);

4. YEVHHCXEEYETR 15) 5. VFFAEDVGSNKGA ( SEQ

D NOg 136 RHD DVGSN (SEQ I D NO 117); 7.
dEDVGS@K%@ﬂﬁéﬁQ DKNW{_) AdB); 8. (FFSEDVGSNKG ()SEQ | D

NO_ 118)AEFR®ID @%@N@W (SEQ I D NG 120) ; 10.
FAEDVGSNKG (SEQ I'D NO 121); 20 11. KGAll GLM/G ( SEQ |

NO. 15.12“27 45 ShTQS thiﬁﬂgpﬂg}?ﬁ@e @lgéqq ]S WE 3’5‘ e hulj}gl A sequence was

ED ec%" Kith repiidles g .byf

L025) . 1 &R sl

&11 RESIRTERES, P8RS | D NO
14D6); 25 16. EVHHQKL

&t
-|| 24 11
oo e S
20. I\f K "‘_ﬁ g 7 ’)FI gure 46 shows the

(338bi aTo(AYY A .’C705. Figure 47A shows
gtA\he renlé%wK A.,:,, 5i ng a plot of the
bi ndi B9 FAKD @;ﬁ?@q& 3% NDLGHE € 47B shows the ranking

of angi -k Wl@@@%’ 0f the binding ration of
A042- Jfl;g@jﬁ;ﬁ@@g@@l&@ @flfect of anti-A(3 mAbs on
2 P42 i s RiGINYGASEY D RoREH? cel I's. 35

25

30

35

40

12. LVFFAEDVG (SEQ ID NO:123);
13. EDVGSNKGA (SEQ ID NO:124);
14. KLVFFAED (SEQ ID NO:125);
15. DVGSNKGA (SEQ ID NO:126);
16. EVHHQKL (SEQ ID NO:127);
17. QKLVFFA (SEQ ID NO:128);

18. RHDSGY (SEQ ID NO:129);

19. SGYEVH (SEQ ID NO:130);

20. GVVIAT (SEQ ID NO:131).

Figure 46 shows the AP35 binding with anti-AB mAb C705.

Figure 47A shows the ranking of anti-AB mAbs using a plot of the binding ration of APBss.
Figure 47B shows the ranking of anti-A} mAbs using a plot of the binding ration of AB4,.
Figure 48 shows the effect of anti-Af mAbs on AB4-induced toxicity in PC12 cells.

DESCRIPTION OF THE INVENTION

The present invention provides isolated, recombinant and/or synthetic anti-amyloid
human, primate, rodent, mammalian, chimeric, humanized or CDR-grafted, antibodies and
amyloid anti-idiotype antibodies thereto, as well as compositions and encoding nucleic acid
molecules comprising at least one polynucleotide encoding at least one anti-amyloid antibody
or anti-idiotype antibody. The present invention further includes, but is not limited to, methods
of making and using such nucleic acids and antibodies and anti-idiotype antibodies, including

diagnostic and therapeutic compositions, methods and devices.
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DESCRI PTI ON OF THE | NVENTI ON The present invention
provi des isol ated, reconbi nant and/or synthetic
wanasHa8syl oi d  hunman, primate, rodent, nanmal i BOT/US2004/009522

chimeric, humani zed or CDR-grafted, antibodies and
anyloid anti-idiotype anti bodies thereto, as well as
conposi tions and encodi ng nucleic acid 40 nol ecul es
conprising at | east one pol ynucl eoti de encodi ng at

| east one anti-anyloid antibody or anti-idiotype

ant i bodyas ubBEneRSE 86 Hhti-bay. mhble and‘bH&J h%u Alﬁ},@&&lgﬁ%odybugnu
IS notl|mtedto met hods meki'ng and ‘usi ng such

nuc PBYeid aibedy PRFigha At Pl ﬁfi“?égld é‘ﬁﬂ’o%}/rff ﬁng‘tﬂ’ | #4pp eanti-amyloid antibody
ant vdviati’ &sl, thd 10k ineidd 'y pebreRQBISHtide cehbishideH@NRMIE tal Gmprises at least

met evi ces. CEN5021 12
OO ST B OB O s Sk Ao P W o g
5 antqmpwemalayryétemﬁimg regiob (xdyR) of 4 amry oraigytl cﬁalﬂorazrltghrbnﬁmma

ant {)({gtlc%r&{e#‘e g 6 rlfgﬂv% 'dpa?n %Ihgﬁr hain ¥a?rla‘tgwgl8n, athgarw r%gw ﬂght chain
var 1:(amﬂt regiod, atﬂ?@eWplﬂseeglmccbl uubepcmmwl thpreof, er a least oppgjoitiod f an
c on i ; es at
¢ DR B B bBh, SR BB Bl B0 PRl ol Bprsem
t o mtfenrleras?mclmneb@y opivpdllyrferiteratietty a sietlec Tigand) guch agbun Bot limited to
1(( C%eré) sfuc ntlﬁcﬁly Ynoglh tLS &Ia;eaﬁb ﬁ“c%aseg ar?t O ganE(ljn. Obnllzne(s:l mitrgate
portion thereo a heav arn or Il g%*]P Vart abies
r egaﬂ@/#ﬁteSdﬂWEavshlb@h abrﬁgams and/gmwrmm atdmatsmamnylmé gitigity, or
a framRwer Vlflthraﬁglomeceﬁ’cf)r ﬁﬁ\)ﬁty%? Bl'ilthQ irt \LWJ 6w affior d/zvog As anon-

| east _one portion of anyl feceptor or bin
pr OYMRIfRS exgiRple 13 spiphle gui- ?“Wé%ii Wa@yweqlﬁqd@o@ﬁn eirviafignd ofythagfresent
t heinfhesesh bindMeabloBOamyRiIE br $aLiFHREM LD VARAREL! Mmains thereof. A
gurth af.fects a, specific ligand, such as but not
| e PE G AP, S LRty B peapionaly atfeet atlas
d e Cdne atm@syloid mm@as ﬁﬁlctloamh&g@ fbhirbe].lrmfbﬁ@Q RNAGSNA or protem synthesis,

t tes, I nhi bits, bro
andr IS Rewr rab AP e S eaie Wfﬂd&f'eavaé% By getivy

or anb'iqxrﬂplwglcthnrandoantshntmj oidr ecep.t or activity or

Ib: nmdlt P%&nggoéﬁr{%f:e{n?ncéddg 81§e| otr g}ore s} ea_s aorzrl}e/ ?ébﬁuat gaA%Sf oxbe v&vaﬂ)le region, at
20s peedstane dorpf@nttmm o ﬂeav anq laan‘ty omim terga YPVEBEALL, o, iy @/H),ja0kast one

32?1'1 anc’tﬂ%n get dceagé R)ﬁ atn%gor r*orgfl&g t %Qre ;{r)lfl ea% f[lJr(tJnreE co(1)np1$1se

antinterghaj wid dntaeiinkidlfide spds hﬁlg@dglp@r glyoomatm sie@thatamt be

can l,0i d

ot Iel\%lkat%é; bg@%ingﬂ%%llh% ﬁ?\tléslﬁag:l]lea%g ]%)a%l@‘?u‘id llgﬁ;l{I c%algs{ L&gr%{chamﬁmﬁlcally

DNA=¥s2 elesuler weighy af #hew REKd andpdve chins ¢ipaliveranga figinGDE-77Kd,

reqgat: o Iéuglr&@ia ’ !

SaCt : %ftt >jll amyl 0 S IIH gwopc{r}gglgﬁ g??lg ﬁﬁl%f%)?é gapgll ﬁg%ﬁqgnbdgf% v%lc% can
AntPBBEF Bith a0y 9f the keayitdaig et rAlhghechaips lawe tdasstonyagable region

CDRad é'tﬂeal;t%ﬂ@&ongﬁlﬁ re‘{gﬁ;ﬁ' BRI 18G LRBbANs cAlideral ;ﬁ@lﬂnhﬁ structure
conséant gl on, | east one _heavy chain

Y, S twm ﬁ:halgdlsul%qe bOISis 1r$l’1e hg{t c}la@égp{e 1@Ypélab11: feglma and one in the

C h a:bﬁhtaﬁlﬁegon) Withareek irthg hea@}r chaidyanB Qiich b&a eﬂé’on&ﬁ@&gﬁ Pdptide loop of
conpr ] se interchain

nd can furth nd
of oS 7ipERe h By ORI e} Soo by aeo adds n he chan. 1o
gl ylmﬂ&ylleﬁd:an bechaiateszed hat foaraihsRe [cECRER Ak@Tana YeGY. Badhge

g BBl S BRSNS b P B s
abowrtﬂﬁxetnldwd)f I:heahoylcqxﬂnanms ptopptiesaf bagh pfahgignfunegiobuling classes
SOKnd didassek® Li ght chains can exist in two distinct
faorns_or 1sotypes, kappa (x) and | anbda (X), which can

=

cafPaE wit h ahlgGhf| kg mWMMm lisggat [1D [ 1gE

chatnszharce at | east one varialbie region and at | east
one constant region. The 1gG anti body is considered a
typi cal antibody structure



and has two intrachain disulfide bonds in the |ight

chain (one in variable region and one in the constant
woegsoegsiiwi th four in the heavy chain, and sueOT/bszud4/009522

enconpassi ng a peptide |oop of 30 about 60-70 am no

aci ds conprising a "domain"of about 110 am no acids in

the chain. 1gG antibodies can be characterized into

four classes, 1gd, 1g&, 1g& and |Ig&. Each _

i munogl obulin class has a different set of functions.

TheHEoy Cial Ng TRRM € [SUMMaki ZeF, T e [, epopied g3 ann;§ST; B
of [t he physi cochem dal pihjoperjies of ea¢h of |the |,

| mileogkobubnengl €l agses [and pebCT aSSES | 3HTON@BT Y 0l65% 0.03 | 0.00005
| gEYI3 | gHA | gM I[gAl | gA2 Bl gA I[gD | gE CHN5031 PQT

13| Sdinz@aBn 028517 PG USRDO4/ PBO522 19sHeavy Chas n |yils 7%s | 8s

71€§gﬁmé| a2 all /| 81E a2l Mean Seruim copc. 93 110.5
1 wawk\mﬂﬁrd%wwM%qhwmamm e nedétat|i38n | 184 | 188

SCM% 170" 146 *d70] $60 [0 33§0 18442188 4| |flrac |75 |50

10-2-10 1.1%0 1

7s ?S I-;f@?'daxs) 19¢] A0 32391 £990 6530 ¢4 adb ah-10vn|| 210y 1P ¥ 110 [ 1-10
IS

Li @m&ﬂﬂ%ﬁk%? ?"%3"1T1515£35 }Iz‘ ngﬁ'7+fﬂjig‘944 12

00 T-10 9 rnmtravascutar 45 4545458042
50 distribution e Carbohydrate (% 2-3 2-3 2-3 2-3 12
7-11 7- 1hhefollpying table sypmariphenop dintitmgierampiealof stisedywEiecia Afictions

NONfol hithah lafho8XAVRL S5 Q1AL | body effector functions

f op—human antihody classes and subel asses. Effector
ful feptarrfum%ag | L 263 | 1g@5 |I1gd | glaM gD gE| D | IsE
Co oment fiyation Vi [ F+ o s |~ 444 PHacent al |transfer
+ h a,ceniz{f sfer. e #‘O ‘Jf'anh At +aalc +4b- B pding-to
St ._]?F%Bmdl AT W T L B e Agllr the-type of
g0 SUeD & o ol ek 881 Idak_bb- selert odl for Luse

antToouy ot TTaytt _
according to the present invention based on the
He Schgngmg}yauhatyp@qﬂamthod)swénaginefnumaéd)f(mrsbet saR¢tedBioLusel ﬁ:%brﬁﬁg to the
f 0 use,

ns e ot R o UES R b R gy S

di Sefticpiat thesppeuticomiagneetistuse, sucka by twnpot Eitnited tAldrinh badfflife, intravascular
d|w&m&mﬁ&lb§mg§ﬁﬁ[@&§glgy at leat 5 nechani sns,

|nclud|ng %%2 the use of 10 nultiple genes encodlng

parts of PR Jiersigigenerany bysas feat  wechurtismtsi ipruding (g) the use of

10pr il @nes\énGRAME parf¥lk Ab hﬁ@oﬂu(z hale ﬁ‘lﬁéailo Ydlatl 9 gene
? erent -cel’

PG b T e pohcsetrent ames @@gff?é%t B ogheige: ()

I eGomiticirecotnbinhtd/t.d., Renc¥Brinfntd 1-In 18omb e 10\oin HIRGB haH SFGe V-
g:gl%%rl] n%%ﬁec ulrlI ntlfogiﬁﬂn ély, &i‘r&en ceogserglgnnxferrg slec(;)tﬂ)nglmof%Ni from a
number of pseudo V region can be copied into the V region to alter the DNA sequence; and (5)

15 nucleotide addition, e.g., when V and J regions are cut, before joining, and extra nucleotides
may be inserted to code for additional amino acids. Non-limiting examples include, but are not
limited to, (i) the selection/recombination of Vi, J » and Cx regions from germ line to B-cell
clones to generate kappa chains; (ii) selection/recombination of VA, J, and C\, regions from
germ line to B-cell clones to generate lambda chains; (iii) selection/recombination of Vg, D1-

20 D30 and Jy1-Ju6 genes to form a functional VDJ gene encoding a heavy chain variable region.
The above mechanisms work in a coordinated fashion to generate antibody diversity and
specificity.

The term “antibody “is further intended to encompass antibodies, digestion fragments,
specified portions and variants thereof, including antibody mimetics or comprising portions of

25  antibodies that mimic the structure and/or function of an anitbody or specified fragment or
CEN5021 PCT 14



nunber of pseudo V region can be copied into the V
region to alter the DNA sequence; and (5) 15

wonaseessite addition, e.g., when V and J regi OPST/EEB04/009522

10

15

20

25

30

35

cut, before joining, and extra nucl eotides nmay be

inserted to code for additional am no acids.

Non-limting exanples include, but are not limted

to, (i) the selection/reconbination of Vic, J, and Cx

regions fromgermline to B-cell clones to generate

k appian d@bhimrluding singdehao hﬂttbﬁﬂw‘s&ﬂ@fr@rﬁﬁﬁs thefof0 fFudé¥onal fragments

a ns_f e to - cel | Qnes t
qaadaE L ERL AR by Ol Bl W el i G e ooy

offramntMPaZle@f DBdngndmglpid odpdiqe hesoft mclbdingybet not limited to Fab

T0E! Aty HRLAG B LA binioBRBY oo LRI Bl o,

regil on. above nec IN"a Ccoor
f 4%hi lzyrpersel c@&eﬁ&nhtfaéb &ret-iPh Bdyin ligestian)t BFc Ang:, by pepsin or plasmin

S RseitohCid ¥.c., BNSephif Biddstie) birBA tuctioR aJ&EJgE;@%atlbﬂBt angedy (e.g.,

to enconpass anti bodi es, digestion g
sﬁ’é&'&"FF‘% biskey feghdausy &aWiséﬁﬁt QopRIpeG Py the Wrentien es. e-¢-

ardiollig@dﬁmﬁﬂnmagy @@r;gr conprising portions of 25
[ and/ or. function of

ant i bog c th(e1 structurf?
o oy Bl Gttt b B e by SN B eERYHe PeFoDR
2 0LbitiQ28 5 kno T th&ﬂﬁd/bﬂ@ A&2bed patin| mwbché%rcaﬂilso be produced in
i ncl udi [ e _chain |bod i.es .and fragnme
| A 9B Em e D Al R0 e L ROTSIOR Sodoreaperepeen
f rhag)d@nd wpstrdaatof Hie m@tmtatstcm sitR rﬁmaémampleaminbmdmn [gaxte encodmg a
n
a)ﬁny?zi%or)? hgavg ?ﬁgﬂo&?t% rc}:glf l%eﬂdg (? ; %I%ns%ueﬁce?%co(? tge CH,
| idpmngieendfophiprggyegigneot ghe hedyy chigdmp éﬁhﬂ VmOgmuosw)f anfiawidies can be
( Boiftkd; RERSENy B) ARsdntidR @ddigRAT &
3 alb )toibﬂéer( ally j/ pepsll nl o glegc?l %rc]:ﬁl be p?eg%t% és%%nt%gxs
pIP'é%"‘ﬁﬁ ﬁlnglgg»ggqqngﬁyenng,pehmqg%s g., by pepsin or pI asm n

di gest pompq he'l_'éin ER-t&m,“nbYan REPS Y g ﬁ)ﬂn‘aﬁ’t‘ibodﬁﬁrvhﬁcﬂ|substant1ally
reduction_ and rea éﬁﬁat' on), Fv _or scFv

oI CC A EPGIeU st COR R (o GBS (e G2, ), hige,
eneoNpassedahialy hen-inmaedpktion HRES, with @ly minéQkdued Bhanges or

I I d db
eﬁmaWaﬂg sog%ﬁlflrézagrglgédws%lél%%nﬁtg% Pl%rnn%%] n%g]%e%%?%gﬁtc&fg)gnezee, 1y c.),

t e@hmtl(lqwes rat,agbbitguimaa pidh httheeramt! thafitlé)and aber damals Besthnate such
et@flpg %utf%{éﬁdg b@ﬂsﬁ%b-ﬁazlﬁlﬁaﬂa&? s%gcngg a%qyocd?eg #urtherach\llrﬁ‘gr{ceagt}lbod1es

0 Pf pingengenypn olddrrny h@v@lab@eo‘f thej ahweo me slhoggsot F@iationsf

t Iaﬁuoﬂﬁ?y Qﬁ@ﬁrei@ﬁaﬂz reddid & reda@y th%ﬁ’rﬁm;g%mcﬁ/ ift ﬂﬁﬁ‘PAnE‘ Ert diutP s A80e

encodi n eavy chai n portl on Cca
d &‘éﬁ“@jﬁ@&% Bogi aa@@dw hye @ hepraagtitody M}sﬁgyt friva a@pgmeric or

d aiBdnie AREDRA. RisHBRBGH tﬁb@a Rfmah BRHIGPMY bERBURed l;g/haenon—human
var.i ous Portl ons of anti bodies can be 15 | oi ned

t BYBRYOE POk RakApy g el s senabla af e@@&gﬁmfw@@laﬂbﬁeartaagﬁd
b Burpd‘n&:ﬁﬂﬁxﬁ;@lo&ﬁm&e Q%ﬁdy@ﬂeﬁhﬂﬁld/oﬂﬁg}ﬁ Ellath) bénkd) FuRABIHef a human

engl. neering,t ereln, . the term . .
RO PR o BPET  oPGoBR PG A SDRP i B found i e
s bipsdnandtiodikd. YFor examply, ap &y tan@ﬁmﬂirhea piiket giptide( @iclfjas, tw&lRbout

L%l%%%%m%?}f%{ ﬂiﬁt}i} 79:9 1 u% c),g cc{ }C/:'{' r%%env_ana le rﬁt%%%%f t}&e lﬁe;hvy

h elrperesd thpvariable rgipn Nf Qh@hghséqme 'ﬁ@@ lokaperidesare @@sidered to be of
Vakhabligns. Simlarly, antibodies designated primte
(nane 7 babboon, chi npanzee, etc.), rodent (nouse,

rat, rBiBsEific, h@‘@l“ﬁ’é‘afl‘b ibeferogeaivgateer singlatiantiedids icdaes)sodp dsed that
Ohdd %foncﬂ?ﬂﬂl[ﬁir&e@lﬂ? hehha behhied, SRECiSR Shat lﬁﬁ‘pblgﬁW@emﬁcmeS for
genus, sub-fam |y, fam |y specific antibodies.
FOENS9e¥ PCEhi neric anti bodi es 150f the invention can

i ncl ude any conbi nation of the above. Such changes or
vari ations



optionally and preferably retain or reduce the
i mmunogenicity in humans or other species 25 relative

wo eoosomssmodi fi ed anti bodi es. Thus, a hunman ant PODU$2004009522
distinct froma chineric or humani zed anti body. It is
poi nted out that a human anti body can be produced by a
non- human ani mal or prokaryotic or eukaryotic cel
that is capabl e of expressing functionally rearranged
human i mmunogl obulin (e.g., heavy chain and/or |ight
ch aét@ast%@ﬁﬁerexl: gﬁtiggxﬁr In ﬂ%%er@cz@y TR bf 1 'Mn'dﬁg gﬁém‘ﬁ%u@s is for at least
single chaln antibody, 1t can conprise _a |1Inker
pe pt)qe@@y]p]ql@fotqng tlﬁ:@fhelf e isdon any prheriaptiigen 0 Mifipdhior making bispecific

ant haeshid Sre Ki®¥n i8 ¥R AR Badit®RallVihe @@olﬂm@trpr&ﬁc@n lof mgﬁ&ﬁc
peptide, such as two to about g@% gFﬂQ ycine or ot he

am Htjbogiss is haged PRI EO-SXREFF LI of YR NSy gbtinslight Chain pairs,
g egwmel?e 8¢ twloheavh emmé ha@hlﬁfefbnﬁdpéhlﬁdﬂt&s Waillstetbdng @R, NitueB05:537

the h € COo red
o get R beciif e s ok ot RE RS Ry B SRR fhate, tese
h et Bybaddis (gab@nap) predupd 4 @rentn pdiad bield dd&nenazinsbodymou@ﬂeh of
t hat,. 35 b
hu ﬁghlch on, aorng h rEngeo gl‘recp@i%q%m?g ﬁm\%/é%bjlﬂﬁz nlmponeoél corr ct Iélolecule
for Whl@ENB@@l]y deBTLYI# i DCIROD8I DABS itQPSPG'Fﬂ]@B@@@ﬂﬁC@@QMZhe product
1(5”‘lt l’l ?éir%fé)w’sl é& ﬁ{cgﬂﬂes ﬁ?hfs&&@é €. gl M WBWS@@GBE PheR @I’os

one O bi n Speci 11 Cl ties I's for at I eéast one

any $BPEFSTIBI6T 913 P OHAGRES CQGARES: 0375, GRMPOREHEASS0. 5959084,

ant 599%“83 5!\5914&@%33‘9@5 sgaqlsszngsobmpﬁmfsp %oﬁm l5§@@9@$49%5$)
reconb

kn
pr ot é?fi(’owoéﬁ/oi&?@p‘@‘é’|9?/P@73’£ﬁq3§%?dF@%“efléef #as @84%%] tfdos>

c o @xm SifektOd a0 MdiBs ih BAZYARBEP D11t A10 (1080 \eichcdhtile3-ihdofbtated
alré 5 where the two heavy chai ns have
1%Ilf %? PHTCIESEEi ficities (MIstein and Cuel lo, Nature
305: 537 Ar(nilaﬂ&ﬁ))d) antﬂﬁﬂﬁaa(ﬁse te@hedt divgloi can dimidieg) ISl timba inetbbds and
I,];/ng]?'lolrr]n gsrlr%oél (lat] tl!;]e é)aesent YnV)antlon caa%gﬂonal?yabe cﬁdﬁ%clieglggdﬁmp )Ig%ga F‘féi“%?f binding
10 wiaffleidend opgintallp ewhprofohdchivag lo“dbxwimm e tigplayy amagbody,
has
ne tp%gﬁ%dg% LhE be * gﬁ%ef ihfen mﬁé ﬁﬁ%é;ﬁlggﬂlg{a a1 B oﬁér%awcm the
2Qf f vwltlgzreem @mtaefgpgacplmyd Fapgyerk, i@vrdmlhend/@m'éféﬁ‘sebh@tlonally
an daddfﬁﬁefé?gbwgskssl& m&%&g&d&m 1r§h{%1jeﬁﬁt lwemd BheMtibodies

are di scl osed . 0., Pat ent Nos,
621 01868n begaiin 617 inventign ayg optiogallyghaacteriprdyy S abifify 4o uepgpatients
601R96end Q53 Qith 28R2A84 alleviaBnf? 8}3{; topd ARG S ,ancﬁ&%g&géble
5821333, 5807706, 5643759, 560 ? 82996, 5496549,
4675585/, 15 PGBGTARE ST e el ot sable

2 Eﬂ_ I' aptﬁﬁﬁti@@ rearedon@ibute tofhBGrabeutic@esdiddohieved. 99 by, immuticgedicig?t is

hods in.Enz I 6 each
ot PR e e oot B A A By PR B s ham sbout
Ant 75% oy prefedblaiesd thodibes 5¢% bstbe pagienrebamdnyddair chising low titres in the
ant [ ul S
thePPLaEe (R Thhph b /SR 305 i g ATRASLL O, Bl
by hntlgthl eafyirie prinynopysayd (Ealgptt of d a1 Bad 1S 9Unahtingly
nd. OMItOXICIty In particular, an
gn ngg%%&ﬂg%ég??¥%g&?ragnent or variant of the
i nvention, where the individual conponents, such as
t he Q@Vvarlable regi on, constant region and franmework,
i ndi vi duBtielisplaashai/clsic agidd df & piesent iyveniny cindisabed jor pepdiption of at least
Pr efenabhyRARESS of QU ikITHMORBESH Moh da bARE] #lmehddre or effect
the present iInvention. The antibodies that can be
us e#h ap gelk Awud, PRI jpRmaldfngludipg PeAadY 4pd BRaagle fodfaenase) meyitor,
3§ Neinbautdtd, brbdk ¥ndvead, h@dbreRad th3Rdidencd for R¥ER m@fmﬁ&m &8 least one
mntbmﬁeggqe@ble al | evi ati on of ;gynpt ons and w and/ or
accept abl e




toxicity. Low or acceptabl e inmunogenicity and/or high
affinity, as well as other suitable 25 properties, can
wa@oemsnegsut e to the therapeutic results achi eveBCT/URZINA/009522
i mmunogenicity" is defined herein as raising
significant HAHA, HACA or HAMA responses in |ess than
about 75% or preferably |ess than about 50% of the
patients treated and/or raising lowtitres in the
patient treated (less than about 300, preferably Iess
than
! ggagcsogd@@rt, ERIHOA btk p?l@edgg 4Dy o 0t LR BRI or
( 19@s¢9se mdlwedcylm’&ﬁﬁofrdnfd@ rlwﬁeaﬁremfeht&u@ imalignanty afliey peyrologic
Ut i didofdér JRehss! Q)lr %&%&%ﬁ% eﬂeeﬁ@cpah%uﬁfelateh o[B8 nt

i nventi on can used for ro ucti on of | east one
ant i - ampue %jmﬁbﬂdi B ag‘ﬁ’é‘tsfefl%‘ﬂl R R Egppposition or a

swhi &M@Jﬂm@a@ c&ﬁ%ﬁtlcth:o Snlgraﬁlezﬁif or@ﬁﬁtﬁﬁﬁylmqﬂ ﬁhtl@éﬂy(i@i dell, tissue,
ti ssue, organ Qr ani nm Fncbulfdj nq manmal. s

PUrFRHS) ) A GRS S P05 HiDER g AP gy nton, o
al | eaticadin sfi@t@nspéf&b’teﬂtmdchtﬁlsmEICTlﬂ&fferﬁv@imouﬂtr cail @@Hpai® an amount

tzgcef%,%%%q%&%r[@%% gg;bducﬁf}}uﬂllp o(r: 80n dnl{ousv\gmlmstratlon or

S el e atede b k@t cdnodntritvh of 0.0M-3080ug/m] seatn doe@stratiomper sihglamultiple,

0 ?T%Pgrglgggu% rmgrrllmsltrﬁ C(?r agye q’?ective ?angea (r;l‘c\lllf.lgﬁ\t/ %grgj}{l don%laﬁcp&gs%ned

ne ursolg Ggeven melh@n pgdescribed ldregeakeowmn the tdheypntRrown  or

specified anyloid related condition. Such a nmethod can

congtlsse adm ni steri ng an eff ect ive amount of a

conmposi t

conpri SIAan ébfcaflcéns é){ pageﬁlfg g%t T a%%ntu%@qpcgﬁ)gltagg Hef‘rem by reference as

celthey shos shgetate obthgamat teeriimewml the preﬁ:at ipeention] and/prée proyifle description

1 SS u Cgld gLy % kn%ﬁt oPhe pltegeﬁﬁhx%ﬁtﬂ;n Plﬁ)#léaﬁgﬂs%férqg anygglgﬁﬁﬁgg Ig{ént

reduction In synptons, effects or nechani sns.

ef f pbli¢atiensagrgnyethes axfpr@@wp pYadlablein apymestin formst, inghydine all recorded

0. 0Qék-ubic QQmHEE kdfQlat EFhe BUBGHnE re(f&elﬂe&areba‘ﬁln‘égf)mcowa{eﬂ ﬂél &n by
or continuous adm ni stration to achi eve a ser

conernee kel dp e 1C%t§d’f<§@°f>ﬁ1m Melpgiar Biatrgerd P*r"a‘i’lileé rﬁ& Sons,
permsi K9l @y (1991-2A0D); Sambledk 0ot alG; GIMdcitbtaTISni e AILABIté Yy Mafyal, 2™

SO G A A LRI SN T R

or tK(BléDWSIMgﬂ-IaEH@Q NYS(1 2897 KWblligdr, & al @d:t aIunem?rotdéblh in Immunology, John
ions. or cit

i nc{§"|ll gf”ésdlnﬁ elFIg ?fr? S%%/&)rl s ar?cee asumtnLFm% i %f(%em Science,

st atoln Wllej? BeSoay, NYaNY 1 (hW@7¢200Me. of t he present | nventi on

andA’%lrbo}hgslf}r}?evlgrgsg,t(}g‘%%(} ption 15 and enabl enent of
t he presen i Bubl i cations refer to any

2%ci ent i fAtdeagyonp mteqmqugiﬁgpbqgapf tbﬁgese@rmvaﬁspn 62nHhs ptionally produced

| nf WJ@h'h 0 2 3N Ak lcé}hin@ ah AnAS¥ar PR @1Por cféﬁﬂ%&pulab&@&flﬂﬁh&gﬂlmd
all “recor 3 el'ectronic or printed formats.

f ol tevianycl keoun Brbeat. Hee e entrPRIyf! ln %‘b’rcp’t‘S‘F%{tPé’cﬁocﬂlé indlpjecular
by ]ﬁ/{g)ﬁig? ) l@lﬁp\ﬁ %ey'%is’%@ Qﬁc:] I\ﬁrt Ns"v(|1987QdOI) SahibiloBi bt AP Mbl&ﬁl&k Gloning:
in ecul ar I O onn e n
( 1ob ety Magor diion Spgpine sy Lose B ght bgae

3 ¢abgfu65&ésya Mﬁu@ky Mahsl, G §dink Habor, Bl H8Sp ColliganHanlh eds,,

1989 rl ow an Ll bodi es har at
léﬂ[‘ent I‘—’r@tg?@ 90%?%8 W1 %) f“g élg) NY%O%’Sﬁ 8612l &El%éan etal.,
CulﬁﬂlSPrpto@ﬂf inGPrdIenP.is‘cﬁhﬁlCBC Idhs Wikey &rﬁm;mUIYd@Y, (I%Hﬁm) each entirely

W 0 NY (1994-2001); Colligan et al.
Cur r"é%‘ 015 3 %%% sle]?elr?ncrsr otein Science, John Wley &

Sons, NYHurhivi, an@bjp@@s?tluﬂ@@:@pemflc for human amyloid proteins or fragments thereof

35  can be raised against an appropriate immunogenic antigen, such as isolated and/or amyloid
CEN5021 PCT 17



Anti bodi es of the Present Invention 25 At | east one

anti-anyloid anti body of the present invention can be
wopisonssii y produced by a cell line, a m xed B€/IS2004/009522

line, an immortalized cell or clonal population of

immortalized cells, as well known in the art. See,

e.g., Ausubel, et al., ed., Current Protocols in

Mol ecul ar Bi ol ogy, John Wley & Sons, Inc., NY, NY

(1987-2001); Sanbrook, et al., Ml ecular doning: A

Lab%{)g}n F%M&eof%{l&ucﬁ%‘ %ﬂtﬁ’eﬁc gf%!gﬁesssggﬂ ﬁgyxgﬁ[lpgegtldeNYe g.

(1989 w and Lane anti bo

I\/Bn% pot 1@@‘P®t089kﬁ%gleﬁé?®m acid\y7, (1¥981)42 a@bBa-40pd AEQ & NO 50.
al . Oth@lds%emﬁc o@ééﬂeﬁpﬁlalﬁﬁ%QQfﬁbﬁlés Rar Mﬁhp%ed @Jﬂ)ﬁlratlon of
Wley & Sons, Inc. 1994-2001); Colligan et

Cur WWO@P]@@%@%&W@M naljapibody piRdustioncah wfpwd &ﬂng any
550 N&uitat tecHMne. ( 1997- 2001) each entirely incorporated

herein r ef erence. nan a dies that are
speci f i %P&%apmﬁ%a 15?%9 Grags Pﬁ?%?eé’]%ﬁiusaxg apyitaplejppagtal cell line (e.g.
t hes mpdloma3sll Gadsubieas) ik s dmagiad,Bpb/0Bp2ARITIAANS@ NS 1, NS2, AE-1,

TS09R D5 D B S aM 218, acrr
pr loM@LfM,d?A—a JpIBﬂNToWEHf@r@@fcqs , RAVLINIE @T&; HhERMILA 144,

17 R, SHERORS, SUNIRE ot ErB ARG Fhajorrbyes B Ay cen
andordEig@el ferSE3herEiraueosRy otheshigablesplbtinefas known ingbpat. dee, e.g.,

ManFRlya0 o@%%@@i@ét&ﬁ c&@rhn@ﬁle ﬁk%ktﬁ‘ﬁrlt%o&y%&l@gng cells, such as, but not
Prepar ati on of I MMUNOog enic anti gens, monocl onal

ant FBdyo FrgEd et fensd epkien perinhe s rmﬁ@l gifhesimmune or B cell
sui @oﬁﬁhﬁlgtcaﬁ‘hé'ﬂ aﬂjd&her k&lis @ ResARPRBR I 1igit chWPoh#RN: vinSable or

roduced b aswtablelnm)rtal cell line
{ ‘gamew" Qgrf E"@T Pithef &GRS ] mﬁrﬁ{Og?ﬁ‘éPmF ifcidet
t 0, re&pabidant oSE):%QenAGlﬁral NS@naINSgal prdﬂﬁ&otlcﬁ&lﬂublanhns'éct reptilian,

>24 P3X63A Sp2 SA3 2 MAL, S

SASTN I GE RO v oo i s o s DN,

VEHIDNA-BBA, mifdchondRADINA dNIRNA3 didorofpthst BA ol\/RNAJlﬂlRNAlﬁRNA

NAI\@_I[\ MA : t

fusio nA, rsjl}l%ﬁz (g;ti%éeztf‘it]n ?eeso%nni@d Illﬂ/tglﬁize ﬁlcﬂﬁe nyng C(r)mbmauP]in thereof.
2 er $opewiz-tAvertst, pupra, angrColligyn, bmhlexolosx; sured Icleapt;el kntirginmcgporated

knop{gpelﬁgg,lre@gn&rt See, e.g., ww.atcc.org,
ww. | 1 fetech.com, and the like, with antibody
pr oduci I’@mé@yl pgodugp'g:qqll%@n alp e oftgined frpmhe gefiphegal blood or, preferably

| S Oh@ighedn 6F 1ySp1ORLS, SHRLBSR or (Rﬁ‘crr Lsxﬂﬁﬁﬁ alimRb @Q%ave b\éémﬂlmumzed with
tonsi | or other |nmmune or cont ai ni ng

or BRgAigHAS interes| Anyeolist %ﬂgghl%*@swéw al5p by ?S@%ﬁor %ﬁlﬁﬁSﬁlg
2 5 O Nigekeddlbgol or\éadog@ddhshubibic 18d Encadimvirakitdty, @E&ﬁ&ﬁ@gﬁl&& @B variant

e|t er endogenous, or h ey o] ogous nucl ei c_ac
BT MRAE PP EHUTYE oUE ool LA (OB HEpEy paromiagh el fa b
pr okalatydising seledtiphiéubira onditinsset btherfseipiblel kinawn metlfods bnd cloned by
|ronrai %F%lfl}égaﬁhutl rnocg S:e i ?o&tlng ;olé ﬁtg% OVI n eéthc%gg'{f&l’s %v?l%ﬁ&’bduce antibodies with
m tibe ﬂmmdlrSpfaﬁwaP\Wndwp sdRiAd by nbuiiptdpdssayt(e. ONALIDA). RNA,

NRNA, RNAL & d r I
(ﬂy bridi ;@%%'sulta dl Nﬁ% ocfs Egljog}cmﬁgyll%lﬁl Iargg)%)dhgo)sno?t Eerqglgigesgemﬁmty
20 ®pdeugd, gncludmgelulb@t limigedse, gletlmgﬁﬁdhz@gqlq:cr tgeambinant antibody from a

| nr%éﬂf?(iqu YrotetUdk iy (! @ﬁtngtr hngted ﬁ,ﬂ& lBaH%héfphhJ@Wowea&lﬁgnucleotlde
herein by reference. Ant dy produci ng I s can al so

be RLTREY oF tPotker ﬂ@laﬁéthh%g &S AiaRle frerp Carﬁl?r@ﬂ%qﬂaquy
th er&@flo&%&s @ambAg¢hirk), Qﬁemorﬂlﬁsﬁmﬁsr@a/pmegg IDES Biolaidh,e

35anl Kaerc?eelg I'S]caottlanli]da YJ% E vent un ISVngd%n Dyax Corp., Enzon, Affymax/Biosite;

CEN5021 PCT 18



the antigen of interest. Any other suitable host cel
can al so be used for expressing 25 heterol ogous or

wepasgessous nucl ei ¢ aci d encodi ng an anti body, PCT/US2004/009522

10

15

20

25t

30

35

speci fied fragnment or variant thereof, of the present
i nvention. The fused cells (hybridomas) or reconbi nant
cells can be isolated using selective culture

conditions or other suitable known nethods, and cl oned
by limting dilution or cell sorting, or other known
m&pihe Berkele ChAs Ixghid. Sae. gizo &0 868, Gt REHeB B ia4 ACT/ORE2/01755;

d@é’r/@ﬁgz/%@w ﬁt@/st)éz/S(?s@_% heeel BRbes. By 0@35%%6&9@/&;)
ass'&%i@ A) O her suitable met

pP6 o Ppw%oﬁ@zalm/@%wéés‘sof%WRf:éM%@/ws
S mo;fm@utww@m_s@ SCuRBD4/12IACWALR /M1 9; bM©9d2@7t754 i Seripsl

f
oS Rastes Pok e ieratosy s Ty e Bt M RSB o
awWIBoB e (Dpe{mgs 4, TOH JBOB@Eon); @blrglsauoi%@mfﬁ;@ax) m9/06283 EP

¢ P baors ot s Uiy 830 B, b RSN B kP

Ukenerhiod pepo®y r prwamummsmmamg@m% SBIT8YR A4, wesav,

AT S S SRR L DU S

2 MCGQMQ?W ¢@@@@Mﬂmmon IXwmizatiBe pktednegenic @dmals (e.g.,

§ ﬁmcesﬁgu e@etgl Mgl%bl%@%mﬁ&x%l 4P 56“ C?l%(@lgzgiéhu et al., Crit. Rev.

PCT/ G892/ 01755: ~ PCI/ GBO2/ 002240: P

P@Ple@%ﬂ@%b‘@ (1998); Bgp 3‘5’@)216@(‘15?1192‘} 1g4yel (1998), eaCh entlfely

Pﬁ&‘ & @lé‘f&@nce Egélﬁﬁgéétgg&@gbs al%-ll; 1@%& Qﬂ-&%gé capable of
MRC) ; WD90/ 14443; [ 14424; W90/ 144

STAIEA &fefmfe of/yeran ibeges RGBT s ATt apdéer s ﬁfﬁe}bﬂd bprein.

V‘G&ﬁ&elﬁﬁcﬁ@s i8] b2t KilMEHdrﬁh ﬁﬁ)ésﬁw diMR5HAGROA 4., Proc. Natl.

AR B AR e P el Rl Se vsa,

V%BVI%%ES (NoP?. 193951 Siage cdBPinbtimdy ﬁl@ﬂhcmg )é@lm)o,cleER 22 AQected

T AR L o F e
5818847882 (1981, Bh8 B0k BIGP A5 Nath FeeB 64, USAS: %160648(1399612%61
eacﬁogﬁaﬁle (At mc Gﬁy&ﬁmgu%@alwﬁ REHLRE: @@Mdgeﬁ ok

tire I ncorporated herein by reference

t Agstemp. @aylbﬂﬁgé{MAn%YlFtﬁg’tJI B eth: 1 &ISERoT ¢ 9% rranyset al

( BioBrechnolS3:1279b6 999§}E By séfécnéﬂ (SﬁeeMlﬁtE@ Bi @ Mol &M Reports

41:901- 907 81997 Sandhu et al Rev.

Bl btedAhdP fenaéfstﬁiﬁfoefw@mtechéf%r? {é‘tVI‘é‘P Immuynizaiighd Hybridoma

98echiAogd Gbred8883d., FBRGEr Rithé FabYshers BOQ rAQ&EeiﬁaﬁﬂN&Heﬂands

r E‘f ?Sr ence as well as related patents and applications)

ato)hr e capabl e of producing a repertoire of human

ant I bodéetkals foa Sngkizenimg ok hluﬂidﬂﬁm@ hén-Rneh o huadn dﬁﬁiﬁd’wsbadalso be

useg ?n% &retwell%’l & hnoltg %%gar l’rllglisa% PC | alflngzgd or eH%?e%res ﬁrﬂ%ody has one or

I\Ialtnle amindeeid|resifaris frotiSAoul @45&111@3%0@914@611( daybul 88 TijgitedHamesse,

e ho ?Abbli élg% ga;}nan ?ﬁﬁlLt gfobglge? a mal; ’Bhlé?%’ugl?rg a u I;J:rclfIr %cgpre&é]i%?ge often

t eefmdtoagy | imgor(” éesgiues whicleare tydicallyyaoh ey pe" inpart’ U@éﬂﬂe constant
B A M on SR quhe. 5, 627,052, ven et al ., 3.

I munol 17:887-892 1387) Babcook et al., Proc.
Nat | . Metheds fosgngineesisg Oghu%%lg PEUigIER ogpype arggléPdlez@an also be
Mugeh APl eBtin@iin fitleQW, @éﬁ%@ﬂ@eﬁ ﬁh’me(nﬁ@d’@' hvlﬁaterea lantlbody has one or
Bi ot echnol,. 8:333-337 19902 ﬁ‘ﬂ"\“ }/ gmi
CHAts ARG acid fopidu QY A gpureq wh h'js nonpymany . but g Jimitadto mgyse,
( 39 i, nehiyan @timakk or, otheBimahmhaiCTheed humdBantiBa aciH@sidues are often
(1995)); B-cell selection (Steenbakkers et al., Ml ec.
BFEIS02R&EFBrts  19:125-134 (1994); Jonak et al.,
Progress Biotech, Vol. 5, In Vitro Immunization in
Hybri doma



Technol ogy, Borrebaeck, ed., Elsevier Science
Publ i shers B.V., Ansterdam Netherlands 25 (1988)).
wokdsoess1f or engi neering or humani zi ng non- hunNPOT/VE2004/009522
human anti bodi es can al so be used and are well known
in the art. Generally, a humani zed or engi neered
anti body has one or nore amno acid residues froma
source which is non-human, e.g., but not limted to
nouse, rat, rabbit, non-human primte or other
mamsfeted tTise mepohinvsidnea mihivh aggypitalyesked fos aar @pofi't variatdd) constant
ref, ,gpﬁﬁ{ l.dues, which are typically
t ak gﬁﬁfggﬁggn me nport nm%?%% | e, constant or other
domai n Bf' farrkﬁéqﬂfﬁntkb@fba As @@q{@ﬁe@odmwhw@pw@@ partially or fully of
enginhe gkil BuddbesAbRA k& B gurﬂé?ﬁn%ﬁ?@zrﬁfmeh# ARing the sequence of an
anti bodi es can al so be wused are well known in the
5 ar pntibedinhaying pop-humaneomplemspiarity fetamiingdesiong (CRR) B&dynnlﬁagsuch

ON@ltd@4tion FRY aanamsm@,l;a@s@sﬁtaﬁdcdmn%%glan S fEn zwﬁbdab for the
i S nan- human, limted to nou

- SBBIDS COHBRY iraiiis FPHARn 8 PSR e RS fienty
amildwointiincetii€is) 6l e captable @dripRfimadeida0dd. PCT 19 WO
2005/ 028511 PCT/ US2004/ 009522 referred to as "inport"
r esi dueBrefewhlyclivwaree theywaiiahdd fegiort & Memntﬁhodmr@lmvénitln‘epmm is also
va

10¥2 %@Arglczgd bﬁgaaﬁaaanghﬁt 8ty %ﬁf&%ﬁﬁw B oRlar Pri NG, QD PR of the
t haigriapls regipipus alstiied hyahd qwrrgepoﬁdmg Ihymagf framerypik gegioos lstavmg the
SequeeRs CORM LBy HE.A om%@plgx‘mig' tp@@MR gzﬁﬁ ﬁhéﬂ@es B¥ived from

altering the sequence of an ant’1 body havi g
noA ARSI iE REpan 2piikogictiae @Pi’ﬁc?ﬂ ln@eqeé@ﬂlbwg ifigdopye whose
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25si riigh)e chadferred RinbOIddng Sit 1e4s8 e MuSdn mA NG eGP ddght inORREEQn
se .potato tubers. See. .e.g., Conrad et al
= g ?OH%E&_"%%U?}P‘? amyg(gc.? \fglil}lgbgﬂ?lﬁyg %gr)ex e p glfnée}néqﬁ’bé;an bind
ci thewant dyetodd with dlkys)pal andrildsetihresboafl 0T Mesuol &Sb&fﬁot hmlted to, 0.1-9.9

SR B SEy A3 B SR80 e v

Fi $kerfy et al ., Biotechnol. Appl. Biochem 30:99-108

( Q:t 1 I an an (9 1 (] 2- 7 cn
304 0% 1 pgiit nicy o ty By endicRPRP b S H AR e ol 2 mentany
\\h PR g seblg methods; @%eh@h@xagele ok ef al. P 2ngu@y-Gargen

( mﬁémo@r’fdn FRIRHENA SRmSiolRH Philek et Neq, Ra6en PRLS Rew Y01k NY
99{@ 1(%/ for. pl ant ex&V ession of antibodi es. but not
d

by, Japis fopruplogn & b Brramanend Carrems New Yerk NYéI%%) and
I n mmp@rdastcﬁsbdmen‘em nrha )‘neasﬁl&ﬁ eff el a pIIlﬁ@ulﬁﬁﬁtib@@ddnﬁsen(?lﬁteractlon

thganlvgyet on_ gan gmp arnI0|d with a w de
range of ?afm?fhln gt ‘(OE%?O“S (§-g2lproBfeastiay PH). Thus,
enbmhoﬁﬁrﬁcm at | east one humanygmb of the present

i nvention can



optionally bind human anyloid with high affinity. For

exanpl e, a human mAb can bind human anyloid with a KD
wequalo2gsol or | ess than about 10-7 M such as bPCT/NS1004/009522

limted to, 0.1-9.9 (or any range or value therein) X

10-7, 10-1, 10-9,10-10, 10-11, 10-12, 10-13 or any

range or value therein. 30 The affinity or avidity of

an anti body for an antigen can be determ ned

experinmentally wusing any 'suitable nmethod. (See, for

ex arﬁ&'sn&em@%roz ﬁﬁlﬁll@’and Biher @Lhtlgen—bﬁ@ﬁlg ngg‘}feté%p((‘: g%ﬁo, o arﬁpl eferably

Interactjons," In Fundanental | mrunol og
Ed. madﬁeéiv\‘fléﬁ fanspglized sofyligns\d prtibogyyand msnyn apeapdardizpg ifer, such as
| Mmaisialfeodescréd tdreit-r eeman and Conpany: New Yor k, NY

( t hods described herein). The measur ed
%ﬁ%‘%e?c‘g%ﬁgl“gﬂg W i cul ar anti body-antigen interaction

53 5 can \tiny thefinforeaganrpedided daein dudi 2 e ﬁlﬁcl@ﬁd‘l&’sbcﬁdeﬁkﬁ%ncodmg at

(e 5 AR B S SO o . -

af fWOnT%%Q %’ﬁ@fi@tfh@lﬂefmﬂYal‘lglﬁﬂOfmonﬂdnﬂugsepmwﬂtﬁbﬁor(aeieg)sued vector
KD, ¢o ﬁmsnléqi) le&kt Snelf ﬁlgs%r Q]E%ﬁées m%lcv\ﬁlc}dl?n ectﬁn dtatﬁ res q irgantlon

solutions of antib

bufereqding a¢jedst o anti-4iey %hzfnﬂb?dm@sl@rqbbeﬂd #wlgemeﬂlodSI‘dm:dubeddlerem or
10ACidkdhesub gs 5 Using the information provided

herein, _such as the nuc|eotide sequences encodi ng at

| east 70V4eiH8EGPOIERIES eifht REGHURYeRfnTen bedh He foyp oBRNA, such as

| eaﬂINfQ rhﬁ‘RI@A tREQ ol Ly NEHS: e, 4in tRFoB 0ot TG, 1nZ1Qdmg B8t limited to,
Spe 13% %t a{) gnts or consensus sequences

t hé r e 0 an g)z%o ging by, glanipg or PEdHssH sxafhatically, of 49y gpmbinations
onehepdof. t']’iew As@0 bemiple Stranded) H@ib&i-s(fraﬁil@d & sfﬁ@lk@@dﬁh&i af anff he

15 p r %51@&%3111012 gl%re%fl %rl-]l (g I[l‘(l),]neog atﬂ%sﬁg c a BHE n]g%g g]: ]:K]ng%/nl b%lthe COdan
h eseind, Ztlﬁo kndvh aaglekmwuranch ot iheina)r-b the nbiu@ldiak etradd;ialo referred to as
Mol eC W 65 Qfaddn€ present invention can be in the form
of RNA, such as nRNA, hnRNA, tRNA or any other form
or int ﬁ@lat{e@)!ﬂ‘iﬁe@f%l@mleculmf(t,hshprﬁgent mdntiprodan iniciuild edleic @agid
c DN®1eah 6l SRR H:Gn %ré&%éh&ﬁéﬂ ), %&)@éﬁhlggvlﬁ)lronp on?ol%ﬁﬂﬁons e.g.,

synthetlcal y, .or ‘any nbi nat1 ons
0 cafuiget ]fl?lfeﬂ % 2ideastone @Smflwg}og oEat legat daglCIR. as CDR1, CDR2 and/or

Si mgulRe obitlaast @ﬁedhea@r ché‘lﬂ }é ol %E@Wdﬁi@% 393 963963{__{7[\3"6\%5‘ ¥r light

port I o st rand t he” DNA’
éogﬁ@ L@? 3% 6. ar-96 6&#8\/%%) agclqlﬁaéldg@ql@@e%qomn@ng the
or ccbdlngcsamexh:e fdr A anticimyAiniBbd$ bf wfebie ﬁglsﬂ(ergeﬁ%mﬁob% 49, 59,

oo 06002 cha 3RS, b Timts i BRI PiF 6o e i

25 acB¥ andmickratid SlOIBum(‘}MhEh romg@ite @ pﬁﬂboﬁ(&&;éﬂu&@:e fubedRially different
( n
but e PRl bt hifl Gl B St prBEep e Epdryefpocose
at afleagicome @W@H@DRI anfibpdCBRIEscribBRR redmaitlor asGiRG infheait. Of course,
| €88 beRREAER NN & 244, 2 :
63 ge o 75) Olrl ﬁb?()nnn t('lgar aThR§EQ]JUB bl\%bnﬁ %31 nhf;le art to
56288t ggehgggenerge mgieic aﬁldcypr@\n@ tha pade Fpbregitit Bi-amyloid antibodies of
30 COfHB pleSdnNigventiéh. S&OLE. NG SROYEMNCE » 104
ant |lgé% @1}/ var i abl er eszgl gn (e. }é a, nd%%h?%élél\l(%%‘%?%%@fe
59InClugeq In Gy prosepl inveytion g “80) , such as but not Iimited

to SEQ Aﬂnch%d53mm521clei6 3¢id @8lecudek.of J]g pre?élt iAW R A comprise a
i se a nucl eot i de

ge&“lf%%fcaéﬁs cggi{uém qrrrlgm%%lgl&?a?tft\g)?%w 1nclude but are not limited to, those

encoding the amino acid sequence of an antibody fragment, by itself; the coding sequence for

35  the entire antibody or a portion thereof; the coding sequence for an antibody, fragment or
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fromthose descri bed above but which, due to the

degeneracy of the genetic code, still encode at | east
won@sanssit anyl oi d anti body as descri bed herei nP@ndsznn4/009522

as known in the art. O course, the genetic code is

well known in the art. Thus, it would be routine for

one skilled in the art to generate such degenerate

nucleic acid variants that code for specific

anti-anyloid antibodi es of 30 the present invention.

See porflo as welus H&lﬁt&omal%& u@Aces su%flJ B tﬁe co@lﬂ %H&Qe &{59 e%i gne swnal

acid variants are |nc I nvent
As leAdsr enfisieon neatide with gy L%til‘éit Eﬂe a@re@em@n@wﬂ@snabcodtnlg eequences such

pr egefteadt Bﬂﬁﬂﬁ‘dnoﬁgém G/hih SRR Sn%n-@odu@u,&iu@ﬁc@ ﬂﬁiug.m but not limited
encodi ng nti-anyloid antibody can includ but a

ot (& e £ G 3 Tobisnces LD Uit e e P Reld ecbences at play
5 equenCie uafscrslioR MRN2OpYcebsirginE ding sBicind 58 Ipf)lyad%x@?atlon signals (for

codin quenc for n ant i

por IR LT Ein i e SR o Q o Bimalodas sopsagyhat odes

f r afpredilitiooal am@ENGOL ducPGTh&E th\i@rtﬁﬁﬁﬁﬂcﬁﬁ(&ﬁﬂﬂlnctlonalmes Thus, the

E(e:l]-{,l gl?e%ge e%/ (9]9 %%% %Iltlb? rctan Qegf?.\%eg?o a ra e ges ud dg gl'éch a%%%eflueaﬂe a

si gengpding aemu@de thgt faﬁlh@te@nurmemon déthe Kqulanm:rodywdmposmo dnhetibody
18f ORLIIRIJ: BRRGL. addi tional coding sequences, such as

at | east one intron, together with additional,

nonPelaickefides Wirich Selectively, Hyhritlias do HPalynveleotiderss Desdribet] lerein

non-coding 5 and 3' sequences, such as the

t r anscr i BEaresHbiAvepioRpEqVi Séﬂ)l%“éq‘%‘?’fbf’éﬁis fialtybylizgyndsr gelective

r ol Eybhdlzahbﬁébﬁﬂifid)d@ td andlynﬁEBNﬁie RIs16:8EFekdR , THu) e lﬂg!ylﬁlgleotldes of this
ation signals (for exanple

pl | ol yadenyl
$ i b%‘% e‘H. @Eyd ARt efscting. a&ﬁf(’frﬂﬁémfymgafhldala AsidsicppRgising
(of0) dsunlgpoﬁ,)aqnﬂ@ﬁdze FdratanpRo@snudeotidenciihd fraaa invafiibMen be used to

aci ds t e addit
FanSEiog AT e L et e G e g o some
ant mmgdiylema the lpelytﬁuqlsedlei ape GRNOVEC keDNseegmanesasohﬁaalcda ofhErwike
seq 0 t..facil.
e SOOI AR RS A LN i,

2@nt i bodyPrefargly, thegRNAdibrary cgomsq:setnleasF&Wg/fuuadnetbseqd@ses, preferably at
Wi ghy §30/ &@b%\ﬁﬁi ¥ Byl % T
Descr |t Her ei nl “Th &uﬁlg‘gi %ﬁi %&rﬁ)\l/égﬁ%%g% ?‘Jﬁéﬁ g%ﬁ gﬁl JEth sequences.
i's oTl&tCQHAﬁle@r@ cgn beaogplizeR ot ingssapsy thegprreserinfipe of 1aus lsesptniase Low or
hy bﬁlbd@iaf’e@ﬁin%cﬂ@ﬁmiah&fb‘én&tﬂ)n@ar@%lyﬂlg @u?&’i é)gﬁmde'lys %ﬂ@@&jmth

herein. Thus, the nucl eoti des o
eSS BRAT el eatentegten s tﬁ@"mﬂ#’é‘teé@tyls?ﬂg‘ences Modetate

2mNdina mgm uﬁmgtemfyymmlgloﬁubah @uSnaﬂﬁdeBﬁlpE@deﬂ s8duBkkes &lgféhter 1dent1ty

pol eot de nucleotldes of
P LB e GRr alar s6-hs S B et ianaeieat dos
or saqohdefidentypartdicad beemployddlio 1H<&1ﬂgftohh<ﬂcbo@ﬁlsﬁﬁ piu ﬁlo@us sequences.
Sglpsﬁ qu: | {)ﬁa§§ gglinucle&ld%s ogﬁl(l:s 1%v:gbugd ! eode at r%eaét a portion of an antibody
i sofneadedby thﬁrpotyméqowes éesmtbgimkean‘_élrﬂpalyyucleoudeaoﬁammva&m@mnbmce
3 (g . 21%1!121?12 %cg@ seql?eﬁz@ hlat%gn Ifk%g’xkﬁ#’e;l} f(?gﬁ%glllfelsl@é&g%éu?t?tg a POI%S /eotlde
f ul §reqding g ﬁltlh@qaéﬁhwssentprw@ft@n &br: g2 atusubed gurra; §6lligaps suS@ Foch
f ul dnrileRAALRoBRANBHCRSefeitd, MOre preferably at |east
5%fu| [ -] enfg\tlh sequences. The cDNA libraries can be
nor Hp Yekicsidse t he representation of rare

seq 3 e |tn C @Be isblfxed I?f:lelc ARG At ﬁe;&ﬁtﬁﬂlvt@ﬂ%ﬁ] eelm b@yfkaaél 1ing @ eQnbinant
on | IO ar e no excl usi ve
39 e O e e A o] S e et g, as well

[ delmbwﬁiyltlreeftat ive to conplenentary sequences. Moderate
25 @ameoAl gdr stringency conditigas can optionally be
enpl oyed for sequences of greater identity. Low
stringency conditions allow selective hybridization of
sequences havi ng about 70%

S__-—i




sequence identity and can be enployed to identify

ort hol ogous or paral ogous sequences. Optionally,
w@oedogessieot i des of this invention will encodepat/ubmas009522

a portion of an anti body encoded by the

pol ynucl eoti des descri bed herein. The pol ynucl eoti des

of this invention enbrace 30 nucleic acid sequences

that can be enployed for selective hybridization to a

pol ynucl eotide encoding an antibody of the present

I nvent i Othe n@@8s acRls Q&ncoxﬁb‘xﬁéﬁﬁ?!mnpﬁéé% encg;cm ledﬂ%g toa p%%%eoﬁde of

eac entirely incorporated herein by reference.

PRt lﬁ‘ﬁn%‘f‘ T Eraaple. aipylérelonfpgsite eqmpeisipgPnA goh@t endonuclease

aCI dasmﬁlfon t1h90dﬁibeﬁ®ﬁéd 1hﬁ%%hél&@acﬁﬁ5‘m@ﬁl PR 6 &%ﬂe%glyﬁ €0 ide.

r ecg.lg(t)) tra sﬂ&able €quenc es in %‘Fzzl thetic.Lechni gues, i
pur | (SN fﬁ A &ﬂ‘e§ s E’(f‘l‘fjdf‘ Hafsrlatire Oﬁli‘elﬁ“@é]ﬁted ynucleotlde
el bt thdmmnmwntl(tnh @01&:D(ﬁmpl@Eh5@Bﬂudﬁ%aﬂér M BRPRAIZER b dvenient

PCT T .y
CTLLRRERRER W P 000 i i

t hecxpludisgthe coding seaenesr is o@mna@mmbreadamelmtllmker fok E1BdifOhnd/or

S|t§mggﬁggf§ﬁﬂgm§5§k3& egn ndgnucl ease restriction
sites can be inserte nuc1e|c acid to aid in

i sol at i cldiipna savepsss W@%t@eﬁ tP éteh clophgsnd/ot axprasion beglnees to
105 € G4pANGE hei ANctBLinlcldaRE b E)@I‘e@sll(gn t%) Qld?]ﬂgolz{tgg Lﬂ%‘e poglnucfleotlde or

the translated pol ynucl eoti de 5
i VTG the F—'Bff’d“é%i‘r?ﬁﬂle POI@“H%@E‘QQ Rfogicply Uﬁ@f wlepikgyectors, expression

S equettie adfpedyind ke iCRMLEH B the aB@ES e b OafRHC], § rd; '81? rook,
protelps of the present invention. The nuclelc aci zm?

t he’ %resent i nvention - excluding the coding sequence

- i Recopbinort Metlyadsefoweatsﬂﬁcnngwaaae Acid®dr |inker for

cl oni ng S|on of nucl eoti de of the

l5p resent Ttﬁggéel'%{dl ng(ﬁel (f CRPSItigps 02 8’%&%%&“@& SEhs BRAadH¥EY genomic
t o INrsler aly combirgticunithof, cexp mslsedmmﬁﬂchgeﬁm&cas anﬂé)any number of
o ptclldﬁ]né ﬁxeﬁ)gh%lofgesf ]%ABIVQIII- t!o?rﬁl) ﬁlh& slgl %nhenagc Je.rlln d/or eé I;met% 3 1gonucleot1de

to aidin isofation o YRG! SePRgEnbo
I mﬂl@g@hzﬁ préectively hphdidize. juoder @ﬁngﬁlh eoqdmllogmtqalie@olymrcmoﬁdat o tl@ present

C e | ﬂlventiéﬁ @re @fed &) 1&Hﬁf9 gle\ﬂ&gr&pgeﬁhencs)ﬁpe[ (ﬁﬁ\?’ﬁl &gﬁn CJ%I\?A Elg%% The

d Iers and linkéers is we nown I n
e

tion A B4y and eqpsiFugtionsf ciAvpdcgeomic iies Js Wb EBIWDItOA0E of

thohma/ skittn ORSSH Gty AGsubl Gl Sk Cor Ahisisoi Lmpr A€ 1 sol at ed
nu uq %Id co 05|t|ons of this |nvent|on such as

Blafion Methadsy conbi nat i on t her eof
C a n b e ebDBTAmE@ncﬁlfue Iibrhrly 0dnQg kcthedSBidE £88belbadel Gpoft [ﬂié sequence ofa

nmet hodol ogi es known to those
?ﬁ?ﬁucﬁ&{dﬁ (étl tlgerp es Hwegg% sug %s%moged hstletng Bigbss |C@the|u§pé to
2 5 pr bifeidize wis gegcmbleDNA‘meém\IAtgebtreh&B E)&solawﬂldthblo@i geﬂﬁelmhe same or

C oGt e t he present

ot e Rl DR MM R e el o By o

a GriRdizgion gpaheemmdoyBNA theiaksnya pnd, eltﬂ'dn ¢he Bfbridaaloa ti thdwah medium can

RN s CR !

i s Wetltg‘flrggnt kn oﬁé {Ogtﬁﬁdngge%{)f& or di E%Tr'egg%i %I}gem LPet[ehlguSi’é\li’et‘j‘ greater

( Sggree of %)mplelp‘gge@géetwem rebegpd Batpdget dorkipplsufpimadion to occur. The
30 NU Gég%e Gf siilobheyah ﬁ@@n@&le@ﬂ}donla siahad t')fqgnp%tuﬁog ic éf%aﬁémIAHo and the

glc %lbrar can belscreened usi ng a
upBlﬁ Pret R RERdenatying solvegRshig Eraetifie @owamm@ the sigiggeney of

- i nixybritlizavioy is deﬁ&iueﬁ@y YahOR cBlnSiGd ﬂ@Mf%e%aot%t Qcﬁﬁﬁm 638 gh, for
enom C

b
0 o HBE iy By B domieh e b s s o s €t BPo. The

degree of complementarity (sequence identity) required for detectable binding will vary in

35 accordance with the stringency of the hybridization medium and/or wash medium. The degree of
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di fferent organi snms. Those of skill in the art wll

appreci ate that various degrees of stringency of
whgsioesszat i on can be enpl oyed in the assay; apdr/@si00€009522

the hybridization or the wash nmedium can be

stringent. As the conditions for hybridization becone

nore stringent, there nust be a greater degree of

conpl ementarity between the probe and the target for

dupl ex formation to occur. The 30 degree of stringency

can HepGRALAS IWIJ.I?(meMly%@ SO0, o L I@O@for Erﬁ/%eg &tvul{lbeﬂlerlelg nhgwever it

strength, pH and the  presénce of a partra
den é‘f%% b, gn%'r%th%t MENPETFauSaCevaTatinfiirBe prifsp ar@%awms eanbehe

St r ichifiRAGNd Bk by Byling e ZakdeR) of Be mﬂm@aﬁlbﬁmﬂoﬁfm\é@&hcﬁ&n by
changi ng ep IarJt of _the reactant_ sol ution
Mg el

t hr ough, on M%mwl & WSH kopya in the art and can be used
gon a@ntdfn@td mﬂpresfentflﬂlfeﬂﬁam“ﬂkﬁodt\mﬁdﬁb &(pEﬂ'lﬁenfaﬁﬂg 8ased or0f6 fe&hing and
50% 1;[ resegedeher of conplenmentarity (sequence

i defit'it) 3pre Uired for detectable bindi ng wll vary in

3 5 accor Neavaeneiotihof D g RNAgeptiGiyatiod intlhde, tiy e incti lﬁ:raﬁed on

27 90 Ba0 Bt LI Wkl BB Bl TR G oy P

wi 1 Noo BER TS| 46388021 8808, 1 564,761 3D 09 uls, ctaby, 1R AT4921,794 to
1@l gehok RES, 122,03 INEMEAT 5, 100l64 é;'Wﬁ‘JoH' engeg d&o"fﬁrﬂs 6086584 10

m nor sequence variations in

canOplenstel fE S8 B1F t Gelfapds of aéd%ﬁ%ﬁ@o qoﬁévester 41#@7@65@97 ofBiswas;
t he4sydr3u gy Elﬂédld) Andxld &Em%@ﬁe{ﬁqpﬁﬁgjdu%ath@és BRASQRNA to the target

anplification well known in the art

and>*¢afi°pE ? fgr déi’&@% thi‘f‘ﬁi?d ql\BA PREesEsehtent No-SrtP.83s to

W t Malgk, euﬂﬁ\tzi&l X érafiie NASBAY the elt@s €shtedd of WBcH rBRfehidel Gre
1gnd. ui qa 11q)res nted herein ds of DNA
or TaLe e C-l

PEnrute; A‘ﬂfﬂﬁ SR AR 1 ,
pol ymer a@emsthmc molymame clain réa@ﬁﬁ)(P@lh)dechﬁﬂ@ efil be used to amplify the

anplifi j . (see. e.q.. . US Patent. Nos.
A R APl b o P i

et BNAor PNAOEER9 RiiRchnd ot in vit@laniptifihGorFedtiors cas blscetle;useful, for
5 142mBi8 30 &iGhe icacid e es AT code fo xpfessed, to make nucleic

é‘)é 38 %1% :nirE]Briﬁi id3 q%e?n% g%ﬁ JaOs W@/@%me?& ﬁ’% od, ¢ pake nucl

2 Ql 8@915 P1Use Fs@ratzes| ff)r&iiﬁ'@m“éthe Bifesence Oggﬂfde@l?‘@ mMRN/Gin[sangples, fextnucleic

a| acth sZ@@nc@%%r [, oﬁbﬁ)\ﬂﬁgses EnfHRE of]tgbﬁmﬁlgzs Ref1aad tg)iué%rsons of

fication that uses anti-sense

th esl{iﬁtﬁ:&n&h in %ﬁ%@ﬁ@@“ﬁgﬂ%h@%@awén Pejeer by [Samlyeqkagygre gind
DNAAﬁs){lSHl @, S el aSviuiia ten! U Neateh No3D6 238 ¢1987); Mad ks, e@zﬁ PCR

e entire contents of
o b B AP M SO Bl S5
25 ef @P¥N cemnfeBedy awilgle, kitMosgthethic POR priifictibn SR Qkhe art. See,

sup i ance J (Er ase reac
t ec{g /%d(‘)/ ggﬁ ?:g E eléonﬂcs%%}P 0 a?ﬁtJ © %?ﬁ%]guys %%{Jé?]jg‘g%eg%?g@rmm
pol {paeheingoMattbeimpfan bhesedio dseome yletd\pélmhg ROR mndhes.el at ed
gen or cDNA libraries.
%F] hgﬁﬁgllr)a/slf%r(\%}:ﬂ%&ﬁméﬂkf efl% i on met hods can al so
b e usef ufhe isplafed nugleig agidsef th@ presghigrnentivn cdnglse beerdred by direct
35 e QUeRR R Syntiad b g(kggv@n rﬁéa{odsp('éégt eeé %s&b@l QQI %g,?{) eél‘?éﬁ:gc’al kx?[hesw

make nucleic 2 cids to use as

t hes*PFUl erdwretH singhrestnded ligensieaRi, .Whlc% @afnb? @@Veﬂ%mto doible-

NuCdn@ided DRA LY hyhEGAHBE W colplefbtiarPlepRhce o bPRsH R rization with a
aﬁﬁ % of techqv%ues sufficient to direct persons of

ski P PHYBEYRUTHS Hriclels SR Isiaasaats: Gine et dnfhe at will presogpie that

i n Bek gl&:lfmcalsstylﬁlh@,s oS3 Edﬁtbkhmﬁdd@cb’ @queﬂd&dof Fz)ll%tﬁ Ld@%%\lrgme bases, longer
t ent

upyr :
SS %ieﬁcﬁﬁca\é\? ned {W‘b& lf°ﬁ‘t?ﬂn§¥ Shgftel 5Tq“en°?§CR Protocols A
Gw@tasdm Med hods and Applicatieps, Eds., Academ c
Press Inc., San Diego, CA 25 (1990). Commer ci al | y
avai l able kits for genom c PCR anplification are known
in the art. See,




e.g., Advantage-GC Genomc PCR Kit (C ontech).
Additionally, e.g., the T4 gene 32 protein

wQ@ Bosiessnger Mannheim) can be used to inprove PCEUS200§/009522
| ong PCR products. Synthetic Methods for Constructing
Nucl ei ¢ Acids The isol ated nucleic acids of the
present invention can also be prepared by direct 30
chem cal synthesis by known nethods (see, e.g.,
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anti-anyloid anti bodi es of the present invention are
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i ndi cated by designating the amino acid by its single
letter code, its three letter code, name, or three

nucl eoti de codon(s) as is well understood in CEN5021
PCT 35 WD 2005/ 028511 PCT/ US2004/ 009522 the art (see
Al berts, B., et al., Ml ecular Biology of The Cell,
Third Ed., Garland Publishing, Inc., New York, 1994):
SI NGLE LETTER THREE LETTER NAME THREE NUCLEOTI DE CODE
CODE CODON(S) A Ala Alanine GCA, GCC, GCG GCU C Cys
Cysteine UGC, UGU D Asp Aspartic acid GACC GAU E du
GQutanmic acid GAA, GAG F Phe Phenyl ani ne UUC, UUU G
Ay Aycine GARA, GEC, GGG GEU H H's Histidine CAC,
CAU I Ile Isoleucine AUA, AUC, AUU K Lys Lysine AAA
AAG L Leu Leucine UUA, UUG CUA CUC, CUG CUU M Met
Met hi oni ne AUG
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N Asn Asparagi ne AAC, AAU P Pro Proline CCA CCC, CCG
CCU Qdn dutamne CAA, CAG R Arg Argi nine AGA, AGG

WEBAS0BB0 2 CCG CAU S Ser Serine AGC, AGQU, UCRCT/URXD04/009522
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Wekl s, Sci ey
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or variant will not be more than 40, 30, 20, 19, 18, 17, 16, 15, 14, 13, 12, 11, 10, 9, 8,7,6,5,4,
3,2, 1, such as 1-30 or any range or value therein, as specified herein.

Amino acids in an anti-amyloid antibody of the present invention that are essential for
function can be identified by methods known in the art, such as site-directed mutagenesis or
alanine-scanning mutagenesis (e.g., Ausubel, supra, Chapters 8, 15: Cunningham and Wells,
Science 244:1081-1085 (1989)). The latter procedure introduces single alanine mutations at

every residue in the molecule. The resulting mutant molecules are then tested for biological
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about eight to about forty carbon atons. The nodified
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noi eties that are covalently bonded, directly or
indirectly, to the antibody. Each organic noiety that
is bonded to an anti body or antigen-binding fragnent

of the invention can independently be a hydrophilic

pol ymeric group, a fatty acid group or a fatty acid
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t aChdalesic, arnaraahdmm sedﬁa@H mt:al Qlﬂstheﬁc ba&uama@@m Blbcke fin

| nhaI ed otrien y
é%ﬁi ah’é“"g ?08 R %ﬁale%uaﬁté”ﬁﬁ?‘\"% & Byviggh 4y cgfapenem,

dor E@Eaehospdrmhaﬂu(rathmmnemacrcmdeytpakcnme aonlfaanide, akétneyclif,
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3 $-lan @ﬁwokr;nn@‘aha Ediitionalng thApidIaeetno 2} vrmdn lagmicjemn r@tt@dﬁocmcme an

CT (2Q009) »~PDR Pharmacopoei a, ctarascon Pocket

Phar macopoei a 2000, Del uxe Edition, Tarascon

Publ i shing, Lonma Linda, CA (2000); Nursing 2001

Handbook of Drugs, 21s edition, Springhouse Corp.,

Spri nghouse, PA, 2001; Health Professional's Drug

Qui de 2001, ed., Shannon, WIson, Stang,



15 Prentice-Hall, Inc, Upper Saddle River, NJ.each of
which references are entirely incorporated herein by

wo edosnessee. TNF ant agoni sts suitabl e for conpoBCT/USIIS4/009522
conbi nation therapy, co-admnistration, devices
and/ or met hods of the present invention (further
conprising at |east one anti body, specified portion
and variant thereof, of the present invention),
i nclude, but are not limted to 20 anti-TNF
?22' 1911161% n:%u{ ?vgva%xlag%énggé n an%gg%{] t]?%aigrﬁe Eme %)Ifgbo]aﬂaant an
co rrmmmsmm Llep@rivvighd), afiighisim (6. th@SF N’W@l}bm hesinstim (GM-
TNF $1€ tgﬁg@) Qr{lmn{u i%atﬁ)ﬁt ncﬁgmg éfoglfligezhl 1%LAO§?PpEeys(fJé (e@gc‘

thaFl dom pho I esterase Inhrbito
(e. @sﬂlep)ehtCm@SP(grinP,udﬂ@lzem@) raczqumh %ﬂwoneﬁafwna@ém@pwntdmv an

§ eCERbRh rRGRN ndlFadN M RiadeNa R, MEKSRER agent, an autigetabolite,
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pr omhﬂolg/MAEhyﬂﬁbt&amnipmibﬂh{ew § stinfulIXp awaﬂ&n V»ﬁunﬁa aRhsBal
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S
met BFBE 0t BiAzemst 3pHgled BtF@‘d ftlﬁﬂ‘ﬁggﬁﬁghl#%ﬂ (?Hneﬂ]yB‘&IPfhme a
andéraolyr) b éplrfephrfﬁNEr aalbg, dbrinyse alﬁhlﬁhul&ﬁzy@d&g la @ft6lSd oft a cytokine

L ELD R IELASEL ) B3, (9 B GPLEIL)
pr oP.hamuamhmam dHanibosy At Réisiors Apgleromand atdeFSukifislsET (2000); PDR

in hf’lp\hﬁagérﬂ%elg 3[3:21%5@ kﬁc%% ﬂﬂ%ﬂ%%og de19ZOOE) #%E&  B& % OEJU%COH Pubhshmg

factor a
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15 ui Pramicetiatinchldrpaisadgla Rivish By-cask of Wechsplesenss arp m;w inggpporated
canhekglrn@r&iéll:gceand i ncludes anti-TNF anti bodi es,
antigen- binding fragments thereof, and speci fied
mut ant s 1o a@@msmultdbbrfe@bmmsam%cqndnr@p(enhefralmaiowmmbtration,

35 F .
deC%glaggn@b@ég&ﬁoapéﬁg%eaﬂfv%dugg bérrﬂgf co&%% ’\g%ﬁieaﬁ%a% 5y,
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TR R IR R A YA
de s¢ngm¢1 (5] donﬁéb,und% thich Ipe:vem) nsla iﬁhlblt INFegktnoSignillis, hulliranmtogen
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ic an Unct
in cT%@@@aaemclms new@lleproteigass elhlbmrh aphpdupdsavhich dblock and/or inhibit
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avi epit specificrty o
ant ¢OBm@rylds:w120h Wocq end/erdrhittiy TBYH nr@ﬁelctwaramﬁ«tﬂsmheé@,u smh agMAP kinase
t hejpykd:Ne antibody A2. In a particular enbodinent, a
Csr eferred source for nucleic acids encoding the

ar i abl e\spgrgiheisingF "tHpes npqiesisfestor apibady| BOEwntpdy, s TNYe

A2 A}M&fd dePBaghBhiland thdBke deBEARY h16ckAZnni e\ abroBR 0L Rlelf&8Swith
the tot oxi ¢ effect of both natural and r econbi nant

Omiﬁm ihvigio, dod® 2pHUFdErRY Mefpelor expip bivHehlggNE human

as smi@odgaf tﬁ@fgﬁg@ﬁt' ifveAitnicROEYd 02, AR theluf& GREPAR anﬁmcnég %ﬁgen-
TNFa inity constant of chineric antibody

wasbiedinedifemenssthereptinad specifiodmpantngr domaipsdegsof pat bfﬁé‘tSPFﬁ%aHY to
34 or ridel e I ENTRROGHPA Hagdddt ERQAHY dISREGIbIJCE IabY gD R terfere,
af fifdst 3 per 66



15 by conpetitive inhibition can be found in Harl ow,

et al., antibodies: A Laboratory Manual, Cold Spring
wolasosoessiabor at ory Press, Cold Spring Harbor, MNewuSmmok(09522

1988; Colligan et al., eds., Current Protocols in

I mmunol ogy, G eene Publishing Assoc. and Wl ey

I nterscience, New York, (1992-2000); Kozbor et at.,

| mmunol . Today, 4:72-79 (1983); Ausubel et at., eds.

Current Protocols in Ml ecular Biology, WIey

| nt eyt ederinhikis WNF8NK, DNQ&VprB@GB)Imh@iQ dr I@QelMﬂe"I@fEreceptor

Vet BignaERZ YiaRh o gﬂﬂ:( ences
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ant allogshieie antbbdiefeast AR tbS Gidrehdds trhg'@r Rii SQI%% half h{fj agd decreases

|nv ntion are described in the art (se

Pat BhH{PREOeBICHf thy sntibogy,| The avidigy and epitopg spemf@w okiheehimeric

2( il cABB drivdBRYmh thelvFiabBREYidnCRtnt AR 43,852
(f '4n$o‘gd1 Btaeq;%rer 11 11 V99a2) @lRélt h hen é%u&a{/% In% Yarticular

I nternati B8 Is?u(qutff’rdﬁdﬂﬁ ac‘W@f?"@ S 7@riaplsutstidng hg murine
10Fe antikndy A2 1s the ADYbdidonfAekii meet at., EPO Pat ent

Publ i ca 1 68 b|ISh ril 22, 1987);

Yone et tdhg%r m%&%zéétu té%fzesﬁ&‘g?y FOLRt %ﬁ“% Pothypatuge aryiggcombinant

( Odepe FNEGin 2 168 8ypendenangpere Froat bmdu%lélﬁhﬁﬁmhnﬁé&&mf&dy cA2 and
ager, et at

30 7. 47 8 4 1986
ng‘?glgﬁag&%é%%ﬁf TA8EP) Sf—*’éh?ﬂCﬁ}lméftlc 3pfiooy cAR e cslswated to be
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6: 5 i & warfly,
oot Bar ks Mo BN Sl Bl o Pl quutoir o shopioay Yanual
in &9}%%);1&& Ragbas dplwpatorh Pressy €41é Bring Elarboil NEw Reke pise; I Colligan et al.,

Nb'e Ld'u 17 7l SIn SQC. aj
P%ZEJ 2?5’?54’/@5%%%%%” ﬁ@r&e?egy\/@rg g[%%l%{ﬂ%céﬁf 3¢ Wbl Ue fpisescience,
I

i (1P$Rs209P)e K eaker 4f ks dimiveh Tadee, 4: ma@e(msh BtAubibBIc: al., eds.
TNEErr‘MItPl"otJbe 43 mlgdunzlr !B)blc(g? Q@Hey%t&smeflg% %Jg\g%?lrll( lj Eﬁf87 @hOOa and

bli cation .
E\F“ﬁlerséfle’? ;}%@ﬂ ol. BORAPY! %?8%|Whlchmrpnc@lar@@mmlyz@comorated herein
(199@fe;renamd Loet scher et al., Cell .61:351-359 (1990),

whi ch rﬁf es re entirely incorporated herein by
r ef er enc e)par & ibsi %lfl?eé‘h g}uPS&e %@le@%aqtlg%ly A2 is produced by a cell line

i nﬁ@igggecmléﬁm )Chldldmc pafbbd;cul_ad_fr Iﬁ%mda@ B clslnf@ne(deéélaw?{@x
an e sSurtace rece ors
are usef (?d?lonh %ﬁ%pez réfems%lﬁflo élnjf]\&eoaﬁ“ bogie thatrarmbe usedsip the
25 of PlFWé‘ééVeFt@@@mdeﬂcsbedclompnnt (sseen g2t US. Bixdnf 96 8)2B UbBE Moller, A. of
dopm ; E S N, ti ortjions
w@kﬁe@@)m@ﬁ@tdﬂ@&w%@ 34N Bﬁ%g rgspgjl?ed PoLLLons

t hereof (see .
225198)s Rathyamer i, gg@yauonal Erldication oy WX 102078 (mﬁshpa Baanty 21,

i nmm}; RO er &), HPOAL LA Ffugl%cﬂﬁonqso 55?8 8%%' u%ff‘sg;edo npnl s52 r}8876)‘1,]360% et

H@?n the 10 ECD, have been
s e‘f Pyhfigatign No [{P8R s (Pripher |2ﬁHP¥)3);tlozmg dih dﬂzaa@em Biophys.
30 prRaseCansn. ( EngelssBnvse);Meadds, @b, myd: zdoﬁi)a%l?,os 9“1%‘587) Fendly ef al.,

26 TNF recep tor
yel’élu?’%as,élg%§6§'él§§79T#Hi‘H”’6‘?‘é &bt W'lﬂw 6ﬁ89rﬁ917 6087 eand Himaid et

d errl4, N dvinwes Mamdos: I7req resny, $hiok refdntdsQR%nd G E&Qxfporaéﬁ Eereln by

addifh@nal exanples of TNF receptor nolecul es

are useful in the nethods and conpositions of the

pr’EE%RGCEPtWMnEcm The TNF receptor nolecules 15

whi ch can be used in the invention are characterized

by their ability to treat patients for
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ext ended periods with good to excellent alleviation of
synptons and | ow toxicity. Low imrunogenicity and/or

woh@hk/oadsiii nity, as well as ot her undefined proPeT/USE®4/009522

can contribute to the therapeutic results achieved.

TNF receptor nultimeric nolecules useful in the

present invention conprise all or a 20 functiona
portion of the ECD of two or nore TNF receptors |inked
via one or nore polypeptide |inkers or other
nonpeptld@mﬂﬂﬁﬁghgﬁmsumﬂaaksmﬁﬁWﬁ&mMi@ﬂﬁnﬂ&MGQ&eﬁBﬁﬁ%mbmd

TheTNmelJmttH 4 can f her co rise
si g f)e I?iggéﬁné éegq::<Leéjcre et ne”gt fpafion ‘}bB?,aFOHNO WO

exp Zé(gg g Rubdiphed harikag) 19921)e8qh@11 mal sealee: 36 1T3”V©S(f990) and Loetscher ef

ave beon deacr bl e el e By e
>(f | P8 GPHORYJY ossase sy mmupggerietye bmaetmﬂalome BHKD(PSBTNE-R) and the 75
entknaem TINFE) TN call 8l QER)D:

neregeptor fusion “ ol eic):tu les ugegljel%tﬁpﬁg rgse{ltﬁnveﬂtécl“h Jggeated
an CoMpOST t EHES GPmRTisiae ths egaesiuler dopmins (RGD)o6 p rdcggorab:

| eductiomkpopimng uhemofa;iee @IYE CofcodP L1 AYFLNBALRN) 423%31 840 (1994)),
0]

nol L lor. 2 functional portion
nor geq%g&l%&flg ﬂ]dth(irg IRRIIOR T IHRGHEE (e me pitlsy TNR speptors, Comprlsm° the

10 L‘rg maf;;z%d;@&d;sﬁggbﬂﬁémﬁ&? H@ﬂ@e{@g? ﬁ(% lﬂ%{ ’Ic‘)lﬁﬁ)[ i 191t06§( lgmdmg
t
cah also Be ﬁonﬁgvalalent&?) ??%]aﬁ%éﬁ?% C(RA0R X BN receptskc

su mltmgnqmpie@&mﬂjf%@@%redeptﬁﬂ tﬁﬂoxffﬁél@ﬁk!i @nd ®ritdies and

re@g Qs @i nor ecept or
f usi ?{rl} ol Ig)CQUJ gghgﬂf i Q&dﬁ Chis e’fa&pletq‘ ﬁﬁ&{:rﬁ‘fel%‘ﬂﬁ’@?lie%‘#s Whigkare

bedif ‘ﬂ%‘é}i‘?rql%@és 14 cptpgositionstof (hk eesiheienti@t Taé TNF Bdptor dolecules

151 thﬁﬂKi)l:an baﬂseaﬁﬁl%lg&ﬁﬁon(a;egc% %g’é%%[@gg et at. roc.
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e lengefCad, Sci. USA 88: 10 U511 reqsansicnts fosy
xtenged pegofls wih good fopepcellemaliqvigion eﬂss@m))ms 88 Idﬁoiokﬁlt}etLow

at mnmﬁogammt;l\dﬁntvbr hlﬁﬁzﬂﬁlm Sﬁ lwell E%e? Etnéﬁ%g %1%‘(_)%% cwbute to

t .al kine 6(6): 616-
%‘E? 8@%@&%@&%@8@62? 005(95)22 623 (1994): Baker et
aI EUINF rdceptbinmulti@dric mdAscdlOAe204 gle gnlege%f%ve %ugomgrt'lse aﬁ ora

al 5,447, 851, U.
mf”“célg}ag‘i 55‘%‘3 : HI(’FN? O YRy %g@ytors éls!eeﬁ V@fonm e
r eolpetidelinkes or @iy norpbyide m&eﬂrsm&lﬂts pélyduieat BiyRY (PEG). The

r eh @88 SloleclYil rodu nmunor ecept or
fusi on. mol ecul ecg&f:agﬂﬁgrg nér%s%a Sl?%[]‘%&“‘ler?f Eaepsied exoteiy to direct

kjk;fp:l;qggg gﬁvge% ng:ﬂtlmgécfnoiejp@e O6ltse 10a praericafioladhles an@gx?%o@efgﬁﬁ&r
od2etid7 have B&n dBRMLHAPGS. ,gpﬁag&uo% y%&@gfﬁg 6&{3‘61?4&1’ 2,4995), the

989% W%m ch references
hecf”gf’ ofypighds entieshiciacomaratadhereindmadfereqei val ent
der i varNy anmiroReHRA fusBh mbRAIQ s ; fn th{met%ﬁg Qr}do C@g‘B?SHPnS of the

gg)}'eseny nvenur efers to the portion o
ccur'e %ﬂ’wfnﬁléseﬁblﬁs Bfi pestion ‘Pf@nemm’mmhwlobnm RdleduRs and

sel g:etfg@tlml p:diltlﬁl’tﬂ? ot mbRITNFR&RRbRN TR § ?ﬁﬁk?rbceﬂtgﬁu?on

0 ent_s and sequences to 10
r E‘e“s" %ﬁ%{s Cg‘*ﬁﬁlfsse‘é‘cl%légﬁsd?"“%%euli*eé‘éo -ChBgmosEtites. Bhed | n

t iremyporsceptor fusiow mnkeéul cz(nei.l@ be moﬁ’dvﬁlgnt INE@UWIJnP A &l:\]mple of such

af fri enicity). A functional
eq u%gﬁ“ﬁ‘t@ ‘%gefpw ?‘ﬁlﬁﬁ ol e°“ %‘8 g’é‘?ﬂ%} QFI%PI‘PWEIL TR s

WBHPWP@@PWRFSIP@@Q]BQU@B amhﬁmdi ESthElhﬁdefChﬁiﬂfab@&@ill JieXcrlbed in the
r@q; laBer T CERLA 0 | n be used

P o o F ECE B Do 21 SR A o« - grven
a‘?‘F"i‘inﬁct 54 A3 17834538 ( u%w Ii’enmh AogehEQl 1y, J7«Fms3ax@m¢9f}),

akblisncdrl BAAINAIMNZLD8A 01215519 Moo  SEERL 0% MOLECULE /e

can _contain a "SILENT" codon or on
CEN5021 PCT 68



substitutions, deletions or additions (e.qg.,

substitution of one acidic am no acid for another
wa@eoodiogssam no aci d; or substitution of one codPOT/US2004/009522

encodi ng the sanme or different hydrophobic amno acid

for another codon encodi ng a hydrophobi c am no acid).

See Ausubel et al., Current Protocols in Ml ecular

Bi ol ogy, G eene Publishing Assoc. and

Wl ey-Interscience, 20 New York (1987-2000).

Cyt 6% (h&¥):iBakir gird Bumy/. kemownl. 2420882048 (19€E Be@lefer al., U.S. Patent No,

Copea730ydn@li 4 b8 (g i i'ncl ude
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t 1 eEP3oNguha refanthoes de sREEkAL@EhHAALLE by {GQURLT Si NG
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ani Qr t e need of such nodul ation,
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manmal i an cells are grown in selective nmediumand the
cells wth the highest resistance are selected. These
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into a chronosone. Chinese hanster ovary (CHO and
NSO cells are often used for the production of
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and Tet-On gene expression systens and simlar systens
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ant ?ﬁ’gﬁggﬁggﬁggﬁﬂﬁ ﬁié‘?ﬁgst%(}%g]tzer [ zeeél1 Seover al 8 bl THATe, The
ge neeo gensdrognlnd lsergitias asmzinp vt eanfersipsisAneqin ¢ kpyp of antibiotics

1 dO et M@ﬁ&lng%aﬂi@%ﬁé‘é@ﬁ?&fél&e&d inBa Rindvigh duﬁ!t)lsﬂle%%d Qfith i E?ﬁﬁ G418.

human nonocl onal antibodi es nmake them suita

f or Atf%?r%pj%meucélsaﬁmp%lamd apksesdrd infyrisione lepamprialfy (Creiner,

d' SGé}ﬁﬁl%h) iR BhRE VR Qbpléfin®E &6h C®NSlick 5EAHmI cE&@ﬂfBﬂ“&ate plus 1
Expression and Purification of an anyl oid Protei

£ GOty Affer aoudBylf dayssneipdonsie Emsgerze%%ﬁr%g?es?ﬁi n G-well

V eCf;éfﬁ dﬂ@&%lnﬂ ﬂuﬁcedsnfgoﬁffeb@t:&oﬁ&eh@uom hR&:S kX te (30 iM)i160 nM,
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1P THBShO% BHSE5 2 (CPIREERERF il MEBRL P QBTN elapehorexate are

p @ﬁ@h tﬁﬁx\ﬁ&ﬁiﬁl&o ﬁd’ﬁpﬁ-@tﬂ Plates cambihibg &k ki glic@ Scbnsérﬂﬁmﬁs of methotrexate
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ri b()iﬁiﬂlli‘ﬁﬂ thabgrond iategrosdettentipt GXBSY )200311\/1( Iﬁxpdagsm(gl (éﬂ@dghnncggene
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e AL Rk SR bt L LA AR
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Si nﬁinamgeéﬁe&,kgf'rﬂ&aﬁm%ﬂnwmﬁmm& These
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encodi ngELdS4 presis FosFmhY PHEKY a‘l’flé?fiykf’@m th"s?é ?Séﬂ’u? hindapeppid in a

a WgbhcddratloB-d eﬁ&lﬂ@lﬁan‘hé}aﬁn thIE) Ez@é &e @vﬂﬂiy Fiel aRehyly Wi ftdcob i
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28Nt hRBEY of HOMENME ntibadiddrad @Veals Ehat savdl Oy htﬁm}sﬁ infdfoclonal antibodies

sequence . can optianal |y be inseg ych that

t r aff§ gy P@%%F‘“ﬁ‘ﬁ@%’&%ﬂ@ge B&dNs Ee9d @r evented and, 10

t heCeiidhisibns 2 protein or anti body is produced with no 6

X Hs tag. The cl.ej ' guence.. ' ]

rert e BB UL L 18 SR ESE A 0bl B s

andTheQuwen iy loidagiiondiea sre fuetherebamstesiged; e \SREYT generated antibodies
3 (B\DShaﬂ@ afﬁ%i%y coﬁ&ants(i%twe@rglxla Qnd qu O‘an‘flhe lﬁgn afﬁrﬁ@es Uﬁh%ly #8man
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73- mgnocton@ aptgbodipymake ggmﬁgﬁplégcé ﬁlelébeupﬁ a@E@tlprB in amy101d dependent
-NOS4eas & athél@glgﬁ)rr@z@eda:%ndllﬁﬁﬁj 76-78, optionally further
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known human_const ant I on optional Idy and preferabl %
Example 2: Expression and Pur ication of an amyloid Protein or Antibody in E. coli

35
The bacterial expression vector pQEG60 is used for bacterial expression in this example.
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| acki ng the hydrophobic | eader sequence is anplified
fromthe deposited cDNA cl one using PCR
wobkiogomssel eoti de prinmers (based on the sequencBST/US2004/009522
presented, which anneal to the amno termna
encodi ng DNA sequences of the desired portion of an
anyloid protein or antibody and to sequences in the
deposited construct 3' to the cDNA codi ng sequence.
Addi ti onal 20 nucl eotides containing restriction sites
t g (Qﬂ@dﬂl\i TR, EhAdvith M) PQESEn AL Bnpiand mlblaﬂioleegdded("hmpr")
the 5' uenc respect,l ve For..cl oni ng a
P 8 bt et TGO i 8 TP progpE a ABosome

h a\baldmg GikeORBSIE Six cOdE ﬁﬁ@ﬂﬁtgdﬂsﬁ@n@femdtamhhtaﬁm hifinlyy pudifisation

ortion 0 he codin YWEOe an. L Oj tei
umg,,n {]_lclbe{-l(ljl rllo-trl acetlc 1d3q\ﬁ )eafp 1%%shn§gﬁé)? gg%@é%]h%%?d
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COWYNL fra enéolaﬁxﬁ Q%fo Min (l)rr:lmﬁ)oﬁ)}r &h Gé fsetba 1§@% h Q%y afd gl‘oﬁg.:e that
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anprgtfiyorangfdy Wity thp ok Fhisgpsidyps (-het '©chipis &ge cprlspidy lﬁﬂxe@ o the
an tc'ax%@@YteﬁﬁQt[sto?ﬁlaﬂﬁotélQ BO&fibod}. hﬁ&vetvg}ea P&t Bﬁantlgcfd%ocﬂ[gesequence
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v eccﬁ'b?l’“ﬁ’eﬁﬁ B¢ Bpegediiigh Gridgniiionof ﬂéepsﬁ?%‘ﬁ Fqdgpsds brévented and

10F eShdrdr6it,|aQRo1@R EYRESodRARGrddbRd ity 866 BALONAS are then
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into t hdhysleciagid sypergsodredhoiesiiapEen ?fﬁ“ amyie
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ro
" HO ol DBt 8 ST OHOt BiOERIN NOR P a5 > 4 7375, the L CDRs
I Nidk keplebdd@d ASBEDAVDS:45HE 5@S$ 66 68 et 6B apti@atpfurther comprising
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1= T gt PO For S g < FRERAR and preferably
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USI G ol S S eou%f pr%Pgs &%gggrt% y%@ s@eigggmggﬁe@ tt?g]gla?ﬁno

CENEtﬁfm’hl dﬂéﬁﬂn&beM)seﬁ@@Eds ©%5¢e$1r@@ttmﬁm4m®%ﬁ@em or antibody
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fi‘ng) d;e%lﬁgﬁs I%Atllie %%{te% consggcst’ glsf% {hﬁ Il\eTA Ec%ﬁ)nrg g’q,ugrgcg oz?gdétrl%lal
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car 9] e Lysyy ative exanpl e descri bed
herté%%n éé u%&r 5%43 C‘ V\ﬁch is only one of many that
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o UL B s APRASH 8L 0L Al o
gr (anbley,laB:orﬂmgtteRndwn nfethed pe@s anccnf oaﬁnaanplillcn the b wodeh @ppreciate,

kan N X .
CO| ggg ésse tgeH: etpﬁmc 1% él é)r . 11# S5t aht?b%h)ﬁéﬁfgnr ]:s)er Q%Ler %Sﬁé%ﬂ 1;11}1%)(3 ins
by qamb¢ varied to emplifi alflo;osgpdsport&@qu hnepnDign pseieju erpotippgy shorter or longer
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ovgtpzﬁlls[h‘ﬁ? Qéf:‘n in liquid culture in LB nedia
suppl e rré“ht: aplified wnﬂ@tdmudnrp peiq fragmentg Jrghetvgyior PREAR are digested with
kan Q I t
in oa%g%égﬂtla@e r(‘:&lff élrg(é ggz% s}gcftéle &a%sgg Bl\ﬁﬁls! S{e:ﬁgeﬁ hlga?edtt!ég%ﬁm @nsertion of
3 Cap pthoxhyleil GINA ihto2Be regricledPOH0 vePloeplacss 41@1@&@(1 pletgirer pigibody

an [ @ 510] £
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pronoter, by inactivatin repressor. Cells

t
subsequdihe ligatigr B Ha‘tsg’&“‘fdd?tf’ RappefephE. eolircgllspising siprdard

35Cel brSceliB@Nud 6 R d8sib&dn Sdibrdd¥, & &Nt999f Ngatel,0987-1998. E. coli
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The cells are then stirred for 3-4 hours at 4Cin 6M
guani di ne- HC1, pH8. The cell debris is renoved by
waensnessugat i on, and the supernatant contai ni NBCT/K82004/009522

anyloid is dialyzed against 50 nM Na-acetate buffer

pH6, supplenented with 200 MM NaCl. Alternatively, a
protein or antibody can be successfully refol ded by
dialyzing it against 500 MM NaCl, 20% 20 glycerol, 25

mM Tris/HCL pH7.4, containing protease inhibitors. If

I NS@hidBhSrepA, %&mng ﬁulggle RbAds@lthe Elﬁsﬁ&u@ﬁlﬂﬂ’&l \ﬂnd:}ﬁexﬂiﬁﬂ;@s the lac
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g0 ﬁ?tsﬂigﬂan@ufeed@fryédcny%ewaeﬂ@ 16 gy od D.B PRikes badeypresﬂite of ampicillin
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P i 75t B st ot S G atonk el G B ctonea
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61-62,
1 Ryt g B raver v PR R b 45t 1250.

ant THa@ei;s arelgﬁd\mhgo @ opbiet ddnoivy at 6@0 ﬂmadbﬁooa)w batveamndaragd 0.6.

ods I .bed
I\/E t DE Goéaylfqazl? gr% ftc())p Irarnasslde@ulg?g SIS t;}i% er(% tde% ftloﬁa&iﬂn e%lratl%n of 1 mM
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vector contai ns e"strong CEN5021 PCT 84 WO
15 00%/consiggatiofPCT/ US2004/ 009522 poI yhedrin pronoter of

t he Aut agt aRba. dRh kRl Mraar HiHE heft idl ¥hedhesics pvxe I Y% cell
(AcWMNPV) foll owed by the secretory signal peptid

(| edgbrésri reé*f"’efill?é ey prfshyBTIAEOBPIHNg rhealﬁ‘t.‘/i%(bldfﬁalyzed
and, &oq 3@M.ac&§é Bﬁﬂfé{— bH@ Ny 1&&&@ wﬁlhzo@mma@il AlR&ivbly, a
and Asp718 he yaden ion site of the siman

vi rRyeteinor a(nmlg)gyf gan)be |sgcc?j;§f@éy refplded py diplyzdpgit against 500 mM NaCl, 20%

2P0 YRERNYS M PRy IEIPH722EM 5GBS tE M inbitoms.  €CONMDI nant
virus, the Pl asm d contains_the beta-gal actosi dase

gene f r dhinselublegrqtein is ganeratsdnhs gypteindymagde joluble aergdpgipipayn
pr of@hdIstepd) AfldLreGadiiRion I’cheQii’dt«'slﬁ bIQiﬁtlboﬁ@is |pﬁl‘iﬁd biPion ektBange,

ol yadeny|] ati on si gna 0 ene. The.
Db toaibis StehaT PR arelion AT tee e Pt SR a iy
S e (RheMGegrapi step €ech las arediisdde doltvomie h@g QL taing e UDiylEd poRin or

with wild-type vira ene abl e .
2% ha*l““'é‘%%‘r@%g‘ggleii W@tCH‘I B ﬁ‘éta’o%'o’g ffﬁ'iﬁ f‘teo(f %’/rlcffé’ze“ff)v (ﬁté? F120°C.

bacul ovirus vectors are used in place of the vector

. Ef’g’fawf’ﬁ%% o e 0 A e G e » 268 gy
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3 cf" gnal S f &s i us dg &!af%t OtHe a%‘é‘&' @E geec[%a R@f&ﬁ ?stu'se‘%ﬂo %Qedt the
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gene. Non-limting exanples include 5 and 3" priners
havi ng nucl eoti des correspondi ng or conplenentary to
wa@2@snesson of the codi ng sequence of an anyl oi BCPUS1084/009522

or antibody, e.g., as 20 presented in SEQ | D NCS: 48-49
for Cr01, SEQ ID NOS:59-60 for C705, SEQ I D NOCS: 69-70

for C706, or SEQ ID NOCS: 79-80 for C707, according to
known nethod steps. The anplified fragnment is isol ated
froma 1% agarose gel using a comercially available

k [ tpo()ﬂie(gm,pl on@@elri: Sﬂh@&ﬂograpm &lildddicd MuClear pb@hellﬁimk 8irus GAYMNPV)

t then is
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5 Guviablehf (epé a@eﬁe@]eﬁBaﬁo 181k Ol o8k, TAY) ¥RGraofler then is then
sterile wel amcrotiter plate containing 50 | of
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is used to allow easy identification and isolation of

gal - expressing cl ones, which produce bl ue- stained
w@bagoessil (A detail ed description of a "pl aquePeEE8a3004/009522

of this type can also be found in 20 the user's guide

for insect cell culture and bacul ovirol ogy distributed

by Life Technologies, 1Inc., Rockville, ND, page

9-10). After appropriate incubation, blue stained

pl aques are picked wth a mcropipettor tip (e.qg.,
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|t of [ Ci |
r © 8ur|,ﬂagsHiater\/tgerGS]uEerna(:tianFs o% t‘ﬁ%sb cilfu Aféiwhg aré l?ar\%gl na Gk 3129 %F stored

aggrega am no aC| pept |
amakmcdmeemmibﬁmntvﬁmmmlladvm)md The nor rral function

of APP or the AR42 t de nkn it is.th
SPaas Shatieue trms oL Ay bR Seepeits plghn iorbght medium
A( %ﬂ?pl&@ﬂte&lb&itm kday hésxellrlictla@fgrmsgatme dells frompacedl Wiy e kdcembinant

structures_th es to fibrils, an tua

pl ﬁf}lécgllrusﬁl' awglo &F glp]zcllté O%ln#?‘étrqn r‘r&fl‘t%la) (g %5?9 % LouY 's later the
3oPathl@gy rembiaraape wpla&edl wWith SFY®ITE haiuntlininechabliofinvead dﬁteme

interrupting_the, ol d c ca

orfBTE P BT LT DYCBSRIY PRp AT R M b dEr g grotein o

aCtdnHI&dymdeﬁl&ﬁi 42rhouks tater Al%hQi ebﬁSdmatloqsmneped $ pedsstcysteine

-?-ﬁ renaYnggbtle ﬁ gmglot]: t(;]re a(?dg(? c:f‘he c&ls q%r}%?lle Iﬂalbat"él@}ok' Pé)l%u%‘cand then
they are harvested by centnfugatlon The protein or antibodys in the supernatant as well as the
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approaches relied upon i mune system nedi at ed pl aque
and/ or A(3 clearance. The nechani sm 20 of pl aque

W@ b@anassee was proposed to occur via direct bipdi/ng200§/009522
anti body to plagques within the brain, thus activating
mcroglial cells via Fe receptors to phagocytose the
deposited A(3. Alternatively, peripherally
adm ni stered anti bodi es may bind circul ating
Alnoi eties, thus changing the dynam c equilibrium of

ALGONGAM RtkiR Glsantfﬁc;dy\sea@@an £46¢8bs-2AGR @cﬂMGJ%b}S@&izﬁmlgraphy (if
and plasma and pronotin eff(}uxfrorfnthe

Pt ANty e R P! g e FRIEBRE i A s T urificd
GIME 'ﬂgiée%ﬂﬁﬁnt%ﬂyecaﬂ U ﬁ‘sb@&ﬁd‘eﬁrﬁ&mld aﬁﬁxa)\terﬁm(aBEljlg:h&Giﬁ the mature
adbac Ger ma uor eny carbonyl. (F
mPF?EF“h‘Ela‘&tge @h"’d‘gﬁuﬁ {hg F%@‘?’fﬁ%’ﬁ 4 oql?‘iltleélg%l e ]wnlgﬂé3 Bt
5f rom Novabi ochem (Meudon, France).
N, IExaldplle 40 ﬁhm]aytlenambloqf lmmrcéelt‘(lﬂ dantidyman beta Byleid apgbodies
(qu - di et hyl f or mam de (DMF) and
rroI i done-2 (NMP), were obtajned from

Ap pl i edAEK%@Vsstlélﬁ?ése (FRbis RPIQREeTSEE AFmeRAZ VI RS 108 thatfcpib

Ady.apsas iig}% 8hBsphoryitgd e Rtnkelens SydI¥RR®ilSaakpoAlif beta-
KVDAEFRHDSG L VFFAEDVGSNKGAI | GLMVGGWI ATVI VI TLVM

10( sEmylojdtA Riplagyss in %aéfalﬁe%ﬁ prastfomR esgreih §t QY8 PO T
(2 Q&@méﬂﬁdkﬁ&n&ﬂ of AU tfhlySEl@EggR@klﬁ& 4Bohn@ 224 pe@ﬁde(oﬁbmymd precursor
ZOQ cggﬁh&]iél-belf) GEa Qﬁ%@e@&écﬂ@ &@2&3@ U:ﬁl&ldlclﬂ? E@f @glregateaﬁ) if@mabligomeric

\éVIt :ﬁgpcg;!@yet gr)é[éqgsr;%qjtﬂq iz{cm '&Wf r Of taglgs?afre ahaﬁlmar:f{ of AD
15l Oagdihmigzy. 400 nnol /cni -) (I ntavis AG Lot AC1

1205090 { e S
C-term ﬂ‘ﬁefrap(:%,tlcdwgrﬁ?nﬁg%%t?g é;c))\év%r H 1& n§ gle ﬂ-nglgldtc %’cglte ga been
andicAPREAd inBhikanic2D amimd] moﬂelmmg adee pecingion gite A§ perttide or

generate rane. d .regener.at
Af tpéllilphg]ﬁ{ %w%a&cmw ggtsﬁercglf ?rg I1 ngl S%Iq)odlésu g‘g? f'lonai< e} these
Bl Qa@ifrbib@esBélfeﬁ &ﬁon(lﬁnﬁfeQﬁs)e,m Iﬁé'(ﬁ}ﬁddlpmq@ anfdar Af§ tlesglance. The mechanism

ant| bodi es were added 't r
I n ng Bléilule Slgaragce PNS%%OpOfeg rtrp(é rc%lrtvm ;;J:Hrb}gﬁin% gtl an‘;.lgc{gllmd gplgqh\g Within the
e NgR4i@ Mes adtivating thid@QaldEllsvia emecoftoratolibrgeytéra d]eslbposned AB.

e PR P o SP st dRe e Ay nps
h OUdhariing mcamahmemﬁm & ApBaisertragont bdroeky thma:sntdbmea@tlaasj'stem
y the ECL gl us kit whi ch gives a

posﬂnﬂp\?@laiaﬁ Pr(:’%?f"i“\gewcﬁf ‘P‘Iﬁré’mzi‘ﬁql?r?}?)dy bi ndi ng on the

pot s (gesul ts A cellul ose-bound set of overl apping
25pepMF't!}8 spanning the primary sequence of hunman AP
wa SPeptidza@thegits bhceﬂlhleseamnbraﬂc(SS | gG anti bodi es, C701,

C705, C?\Q?an?‘aglgsf ere guﬁch&éeﬁlﬁgﬁl Int/{fvé (E Eclh(%ﬁadg@ht Ghfaznyf.OU I d

be identi ese nonoc ona “ant1 bodi es using a
peplt’lucdelykrwauh((slcgtbowéWOP)WﬁwglhldﬁanﬁéTr@deheWOPaéfﬂ? OT) were

aci b RNGish Li® cﬁlﬁﬂ phctyRAb from Fluk
C70 °r§§%{§‘g‘%‘fb§§3ﬁe eggéﬁﬁégﬁie Llns/w%%’;c Fi (}@g 42) c705

3¢ ecGigrmarpeN Nréimethy Eormppide (%@&é%N@e‘hEIFP one-2 (NMP), were
. SPeGidfidel fbin YA phhddBiMsGstehd) The Rink resin was purchased from Advanced Chem Tech.

The peptide synthesis of AB,
KMDAEFRHDSGYEVHHQKLVFFAEDVGSNKGAIIGLMVGGVVIATVIVITLVML (SEQ
ID NO:50), was performed according to Frank R. (2002) using an Auto Spot Robot ASP 222

35  (Abimed GmbH, Germany), as previously described (Kramer et al., 1994). The membranes
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C706 recogni zed the N-term nal sequence, AEFRHD,

specifically (Figure 44). Cr707 20 recognized the
waensnadsidomai n and C-term nal sequence, GLMVQRWIIA2004/009522

(Figure 45). Conclusion In summary, epitope mapping

of anti-Ap nonocl onal antibodi es using Spot nenbranes

showed these anti bodi es recogni zed |inear epitopes.

Two mAbs, C705 and C706, are specific for the

N-term nal sequence of A(3. One mAb, C701 recogni zes

t Ngs&ar d ABiRAIzed2athSRHBNER olélsa&;r of NleBFRsHS ta @b dthylénb @lycol
mAb C707 binds the central

t he I
seq¥hee s UERleRpioadies 440 wﬂ%ﬂ Eﬁ%‘“ﬁnf* eAR1 Rosoo).
Ant e RHIRES Jéﬁirzﬁ’edaﬁléﬂ)dﬁhg the atiérbad faanilde TAﬂllqﬂpth’zi wWaONcetylated

3000, CMb sensor s ace, [in HEPES
buf@eﬁ%oxg%ﬁt%%)“ﬂ%@’ep@s P?&(ﬁmfgi&ﬁ/f \ﬁﬁ%§e ‘*g% M Nadl |
5p HAVIdnbrarte ProBing bAdEREAeratod 0. 005% Tween- 20) and 10 MM

Tnc. - ( Progte D e it e PR S BBy, proein
( 1 qmnﬂgf antifodise were adddad goztmineagmnn SltneHBS? ki Ingebadon’at oom
er th%g) ﬁfte:[ qg{fﬁn gﬁl: }!Zﬁ% Wdlﬁlg‘!)r}gfla%rs\é\@%mh Peroxidase-
IP d 11 i diim acet at

CIVEﬁoalegmdrgog antf- la@tee leggJ ?@lSﬂQIl Iﬁﬂ@ﬁl&@f’é@ﬂrqlﬂaa ﬁéo%lhﬁd@faémcubawd for

3000, £ BooBSnpeFRE0 BatHd RRMy WRSierelE B UlEdT! 8&()(\% haim),
103 CoboBb s EophHidsaeRED BB Ay Wisicrc Lty Mo T pluciat (lfhrsham

cel Whighssiveg 2 postive inAisHIve Pihe brPiRdiPEOPROPHed in t he

operating software and the protocols supplied with

t heRefBlthe coupling kit. The wizard was set to

i mobi | iZeldbl®olkdd sexfof amlhﬂ@mgyepuzrgspp@ahg vhe 2008y seqBREOof

TRLeJSI\ﬁFé{q gé %Vt& gl?rgb%%" ltgm?:&ﬁtb {Xﬁgg%i ]tlﬁedlsé ('178\/\%?:@&3 63'7 i an? Cg&b Linear

15 Fi jgpfi® efifopes dotild Br iderigied fonthese g‘romvionalapm‘lmthemmlgta$emﬂescan (15-
t aken ép uslbg%ergsm Rr |a%notagldtsq i njection of the
pept T L& BRdSTHRo S D ¢ he conpl etion of the
associ atThe Spqo hﬁm@gneapmﬂt@{ho‘g@qu g%01jrepognized ¢he sequence LMVGGV
dl S rgr%#eqlt’ %%5 rgég%g&d th-l;rN émﬁiﬁﬁlﬁ geqx@@e Eﬁ@@Df‘;’ %ﬁe@ﬁﬁczﬁly (Flgur? 43).

stoi chi onetry a_measure o
st a@?qﬁlr«tcygn@zd éveNrt@muw sepsnerl ARERL., G@Cllflé‘ﬁ%( iFeHg+OnCiHe

200 N34, gn1§é&1rtf1@&§tra@§(;n%§n £0 (ﬁ&ﬁlﬁﬁﬁs‘% nc-gr@ﬁﬁVd}@VVIA (Figure 45).
cal cul’ati ons are made possi ble by assumng that 1 RU =

1 p8oiusidgpti de (or protein)/ nm - Due to the

potentially multi Ie aggr e at| n st
and 1- 42“1&‘%‘&]’?21%@@ opeymaphing At oY Cj {’%d‘eéf‘SI't‘gréOt

bi neléfigae O werthée hifiibsus r@@@ﬁde@h@m d;h@‘lﬁék/ @¥vp nabs, C705 and C706,

litat I 47 . ks, th
IRIER FEER T T TUE LTS TSN

29 eNBlidnfDf AB. InfeRQingly] haAb a7 ¢7eindd e s@@aINDMain @hd tBEC itdmginal
the stability of the conplex. Fromthis analysis C705
15 %Fﬂ%?“@?‘é’f‘ﬁappear to be capabl e of bi nding to

nebpepis el boRiuidias! B5iuite b om0l sobiincror o

t heylettnts bi nd Exanpl e 5: digoner neut ralization of

Anti -hu F@Lr/l ek @do %M% sensor ?urrlltal: gn%he c% 50 I gﬂ%’E@‘{)gf}ﬂ‘%ﬁ%me (HBS,

ol i goner~preparati ons gener At
3 ublo sNETERES d 5 GoMl NaCl, hQHéqArrwlth 3 mM EDTA and 0.005% Tween—’70) and 10 mM

sodium acetate pH 4.5 were purchased from Biacore, Inc. (Piscataway , NJ). Anti-
APmonoclonal antibodies (100 ug/mL) were dialyzed against HBS diluted 1:10 with water.
Then, the dialyzed mAb solution was diluted 1:10 into 10 mM sodium acetate pH 4.5. The

CMS sensor surface was equilibrated in the BIAcore 3000 with HBS. Each antibody was
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20 2002). Briefly, 1ng of human AP 142 (California
pepti de, catal og #641-15) was nononerized in 1, 1,
wa 28582831 hexaf | uor o- 2- propanol (HFIP) and 0. 45pOT/Eam04/009522
aliquoted to non-siliconized mcrocentrifuge tubes.
The HFI P was all owed to evaporate overnight in a hood
at room tenperature. If any HFIP renmained, it was
renoved in a speed-vac for 10 mnutes. A 5nM A(3
stock was then prepared by adding 201 of anyhydrous

DVEG SRS driedvBifow c%ingsmg thé ﬁuﬁbbﬂémn 2bzafif proViIBONRd cpesting

peptide film Then,

( BESBIrEd the PWE)COWP%F& dVétB thetaanné’ F%‘%EF%DZ‘%\ nﬁfgwwfl MEDiTer

S Ok b bate 2TTORY EEMtiHoHY TrysiRAIL20000- 366 RUNVGHabgl munohﬁﬁzed.
for 24 hr. Follow ng incubation, the oligoner
solretdlien was centrifuged at 14,000 x g for 10 m nutes

at 4C _The re urlest '01%9 d?[ﬁ Q@%@Sﬁﬁﬂ% e?cat!’oﬁécwdl(ﬁi ure 46). From

5t ecover BY &R gomer  sol uti on
fo lthecsedsbrgltamxrepcprt ergst amjtp]@g 10 g@o;ﬂapncp@ltge igisptiog of thypspyide, 10
e ré‘i:ecsoﬁ)cis %}:1 es I n&gﬂeglgg of R Asyc%(grl %ﬂa& A0 RERBs i5RIMLEks&fation

nmedi a rse serum 1%
Pemph&t.r Em dateryehs Hieh Bige & detst namw@’r ‘@n%weﬁt%ﬁlw%tand mRasUf of

SN %htyw&ﬁn \Bﬁ%uﬁcﬁ[{e{)@cﬁ hashinthot da tlelsdSor suidce bk 60 &céﬂﬂ@ These
assay commenced AR anti bodj es

C7
10C7Ggeutaipys neiads PESIRIFEY cisaniny MaUERY ak}(P ﬁ%?ﬁ‘édé 4 rli’f‘i‘em)
ant i bodyye to@l@]&ten&aﬁy ghkible a@g’i&g’ahcﬁlgsta#eg 3210e 053 andre 4@ peptides, a

diluted to 0 n ster hen
CEIB S B e DR SRR Sattoi BT S Eaatve anatysisis
APlyodibh 0 IFi g B gk yhe ﬁAbﬂ’zfs-alflnICUIdmaif bilding tatio ddiactivh renkéning on

ant ies_f ' o

ant%ﬁﬁ ?C&%ﬁEBﬁEP%%ﬁgmﬁé e°ad %ﬂggpme&ﬁgl OFBQQM?J §alcros
15i naubar@dppear to Bdcaprbledf bRAIGS to ‘menerhdris” poptidker Wireaas C7Ggnd C706

et hanol . . Qlnel 0 veal |

t Oxe%ur{:s ti{vapégii‘%qw gz% é%a&‘a% gokn\é% {ERBLHRNhel O bR

was assessed by adding | OL
of Mmphéa@mmgmewehzaﬁmQf@@ndw)antbetaemhldwevboda‘ﬁd
al | &ﬁghto 5 incubate for 4hrs. Viable cells wll

reduce the MIT reagent to a formazan salt crystal Sﬂ
cryst al dBareliswienpepaasion WieIehT Yt 2rydipga PRl .P@&)COIS ein,

buf Bithndn ¢ | ,(EAGrAR d& Bﬁﬁ&or#@@hﬁi) QB h&fomerized
20at %)E%hm BlﬁanO@Resu {%34 he arbl é})u of the A(3 mN‘[;l)s Om
@ 1ﬁ(§uzed

i nhin tbjltlﬁv&(%hpzafblmog?ow@anql GHHTR) ang O\ﬂé@g realigrtegi R
rat yicrbenf? 6484, | The HRE wal @Xdviel t/eviSatd@Rafightala hisid Agroan

MIT assay that determ nes cellul ar liferation a
vt ARHLE - R Tl v SeM R R S

C el Jt%l\ s @l &Jafg@ gf bcﬁlng 26#1 Bﬁinlyﬁ%rclr&b DEBOTHCMION) dfginai to 0.45mg
rogenase actiVvit |s required to reduce the

2 Ed y eofm@ngnerﬁgifmtzd& filmg.q &89 gk oé F{amrsé?éa msq,‘uné(BmSource Inc) was added

PeGLLaRh Qédﬁw&%ﬁmer-gtﬂ%cﬁ irRe feYiRing Bbihtondvadidedhida at 4°C for 24 hr.
ecrease in reducti on fO||0MAn% A(342 ol

ex podlawiag ingebagorotha oligemes sglypen was cesBiieWahisAP €6 °fd9 “’i‘%“es at
V(e hjgl Ghd xreﬁﬁﬁnﬁg 11P o ant &b Laderll 1td3QS &1 dnfl 834 &ChaMOb M D1ligdMer

3 oligomers.” The anti-human A(3 antibodies were
t estobutiof for cllleNititysiits ty to prevent of A1342 ol i goner

3¢ OXi Ci t YRat AR Qi AATECSwer¥VBlaGd R126; OOO’&HMHQ coMagei-coated 96 well
anti - human A(3 _anti bodi es b%jg%$ h%¥dé§re exgpseg 1O at
t hepPlafevip K Mpdia(l Biiosesgpps! 5P FEE G A VERE
ol | gRERAS;HEON Meﬁﬁmk fe@ekhbdwith RIZK 304 blese tBaSseaylcnmmaiclad All AR
20 viabilit npared to the vehicle c

Al I
ant P C RS Bhe Do S PETRB LD PRI - A8 antbody

6E10, (Signet, catalog #9320-05) were diluted to 5.61g/10l in sterile water. Then, 5uM of
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neur oprotection on the PO 2 cells followng a 2 hr
pre-incubation with the oligonmers. Both C705 and C706
waeooploetsel y prevented A(342 ol i goner-induced tP&I/EB1094/009522

in PC1l2 cells. The commercially avail abl e nouse

nonocl onal Ab anti body, 6E10, did not protect the

cells at the concentration tested (560g/m). 25 It

will be clear that the invention can be practiced
othermﬁse than as particularly described in the

A%? Q 'oﬁ%n%?s%&é n;gé {nORa R0 Gt SRR (BSantiDVAEES £ Y Bours at 4°C. Then, the

nodl I'’catl ons a vari ations of the present invention
ar elipossindlaatitiofy ¢omyinaticns werg@ddethto %@B&eﬁﬂﬂ anenieA &5 2hhat 37°C.

t her &f; %{(%Eﬁg{'f’gs 1%"%%7!)1%% h&a %é:zg[ﬂﬁltl@ef coht§ fAROEBLASE). Cell viability

cl al ms 90 WO 20
PCWadiJsS@@A/OQ) @@mzomvwrra" rqagens{é@cm#k@r@?ﬂsw pach Welt pydallowed to
FFq'nc B:?W ff’%ceﬁl%/ﬁ'ﬂ- re t th 4 Porrhazan sa?t%rystal. The
23348 A7 79 80 81-125 2 Vh -30 31 32-45 46

A7 cTpgaly gresoiuhglrzed svwalnmunphs‘é)blé?ff Eochpkardghes 12 gn 7 g

80'S%ngphﬂtoﬂ@t§ﬁ/a‘{5§6ﬁ%1@9(ﬂx{ﬂ2 1-30 31 32-45 46 47-78 79
80-102 5 chain Vh3c 94 1-30 31 32-45 46 47-78 79

g80-Rsltsyarj abl e 6 regi on Vh4 106 1-30 31 32-45 46
47-78 7InSDutPér the/apMRALAE inhibB A B3 oligained toxibfly Wak-tdsled A€ing the rat

109 P 3eA o g e e o7 OB oG e gesydanyy
2 5 'paﬁife‘i-ﬂloﬂ And viadilitd TAIMXR akdy dlso2Srdnt2omSSurel6F cdllnlaf thitgGondrial
25 f%tzgébs}%% gl?tz 9lgi?1a13f,l§hy%rol%enase7aét}v7n% 151% uiréé t]c_) e::gdé;%e éeeﬁ\/@é d%e toa
67 forkdazax saleatalead od HspeGropFoi@det@ Th8R-i0HpiGHy a 4¢G50 degreg in
L e 3ge Ay oy e s bgion
15l i ghehiczh@iied DGR AR tdthdR t28e@viiti3BNE A BAligohders7 Phe ap@-human AB
(20808 190,12, B 0G0 A8 ot S8
2428 138indebaiéd wihtR anti-human AP antibodies before they were exposed to the neuron-
like PC12 cells.
Cellular exposure to 5uM oligomers alone resulted in a 27.3% decrease in cell
20  viability compared to the vehicle control. All anti-human A antibodies were able to impart
neuroprotection on the PC12 cells following a 2 hr pre-incubation with the oligomers. Both
C705 and C706 completely prevented AP, oligomer-induced toxicity in PC12 cells. The
commercially available mouse monoclonal Ab antibody, 6E10, did not protect the cells at the

concentration tested (560ug/ml).
25

It will be clear that the invention can be practiced otherwise than as particularly

described in the foregoing description and examples.
Numerous modifications and variations of the present invention are possible in light of

30 the above teachings and, therefore, are within the scope of the appended claims.
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23 Ma 72 1-22 23 24-38 39 40-71 72 24 X4b 72 1-22 23
24-38 39 40-71 72 25 X5 75 1-22 23 24-39 40 41-74 75
WQB00X028541 1- 22 23 24-38 39 40-73 74 27 X7 72 RePPSRB4/009522

24-38 39 40-71 72 28 X8 72 1-22 23 24-38 39 40-71 72

29 219 72 1-22 23 24-38 39 40-71 72 30 x,10 72 1-22

23 24-38 39 40-71 72 SEQ AA regions I D NO NO CH1L

hi ngel hi nge2 hinge3 hinge4 CH2 CH3 CH4 31 I1gAl 354
1-102 103-122 123-222 223-354 32 1gA2 340 1-102
103T4081.109- 209 210-340 33 1gDb 384 1-101 102-135

10041600207 D 204 24 kK rar— C 4107 21
136F TOU=Z297 200=po4 o# neavy—19g 9-+—1-—163—3104-—210

yL = . J [
N i - gl
211,588 3194+ 35|l loGloszo 1 gp IS d1e 250 | o,
11125 220 39eig} 125 AL " 8% ews-4p E7gs [ 4870 | 80 | 8i-125
131-5] 146- 182F61-70 b4-1373 agoficy 4y [47-4a] 70 [ soor
90 AP Tnd2 233485 5650 iy G 102 [ A8 4778 70 | so-ioe
'14.:'1 : \fhﬁﬁb\ ﬁgénljr\i- 11:313»-\ H n31| o, :\32- 7 n;&ef-é =8 Vi| 9 80-102
21 = %J 3%"“4/ Vh"X Iaégm" Lke 4] II3I Y \.aq p T ug@gl &4\?|7 “-r L
r egi-gn—| yeble (7 cENgi2 P (930 Wo 2B godeq 44781 79 | 80-o4
PCTHI520 089009558 LWy 130 d afhvee oo |96, TALZR 79,0] 80-106
| Satarel MamMmaL B ethr ol dntt bome2 Belonds | LAEIEL, 76| 8007
. Toyne 1817 130 1 st (3245”17 e Tarys T 79 | so-ot
| egstyone variafierteg LT L T r‘é‘é_ét Hoast— Ab =5 5001
hegvy—chai-n—ate- afHeastane—Li- gt Ral-A ot SEC 1D -
NOG:43-149. 5 ’.K:f HRast Bhe—i Lot st naribi AR | 73
ami-Gie] ant | b2 R o3 e 24 + heiofih 40 | &lyal 78
gL antl CU?IS;'; AP S 195t i >t—HWo
of the—heavy chatn erpreseftal ) t‘,\z\g?‘gcrm A 1?‘729 :5;.5
(CD)F%E-—a"rino agi-& segences of—a€is ont ot ~SEG | 5
NOG=—42-1U4; or [t Fenkl Tews of ORR || Fnd SEE6Y 67
CDR8iho. aci dinevl be t BT [" 46 "l 78T L osa T aged | 65
3 N0 acCl S Seguencesor——ai_—1+¢€ A re—B+ T )
NOS: T‘% 7. 3. A3 et o ilsolht bet Tl et ah B A of X
anti-bpdy, 10 c\%ﬂ'ﬁr S5,1 1}% I ea%t \ﬁi \_avgc cw%ﬁ r7z
IiuhtI ehai n Ch LQ.au'i_;"‘ AL IS sieq Ponee bl af
i sc.L?‘Qe VAEble LR T e o Lae 38 futadR 1T7ee Jldo71 | 72
B BT S Y T P B R [
22 A3e | 72 122 | 23 [ 2438 | 39 [40-71| 72
23 Ma | 72  1-22 | 23 | 2438 | 39 [4071] 72
24 Mb | 72 122 | 23 [ 2438 | 39 [40-71| 72
25 A | 75 122 | 23 [ 24830 | 40 [41-74| 75
26 M | 74 122 | 23 | 2438 | 39 [40-73| 74
27 A7 | 72 122 | 23 [ 2438 | 39 [4071] 72
28 A8 | 72 122 | 23 | 24388 | 39 [40-71[ 72
29 A | 72 122 | 23 [ 2438 | 39 [4071] 72
30 MO | 72 122 | 23 | 2438 | 39 [4071] 72
SEQ AA regions
ID NO NO | CH1 | hingel | hinge2 | hinge3 | hinge4 | CH2 CH3 CH4
31 IgA1 | 354 | 1-102 | 103-122 123-222| 223-354
32 . igA2 | 340 | 1-102 |[103-108 109-209| 210-340
< . IgD | 384 | 1-101 [102-135[136-159 160-267 | 268-384
34 cﬁ?g IgE | 497 | 1-103 104-210| 211-318 |319-4¢
35 | constant |/9G1 | 339 | 1-98 [ 99-113 114-223| 224-339
36 | region |!9G2 | 326 | 1-98 | 99-110 111-219] 220-326
37 I9G3 | 877 | 1-98 | 99-115 |116-130[131-145]146-160(161-270| 271-377
38 lgG4 | 327 | 1-98 | 99-110 111-220| 221-327
39 IgM | 476 | 1-104 105-217| 218-323 |324-47
40 |light chain| g | 107
constant
41 region fghc | 107
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to the sanme region of an anyloid pol ypeptide as an
anti body conprising at |east one heavy <chain or |ight
wa@ b@sn2$3DR havi ng the am no acid sequence of apCT/@as04/009522

one of SEQ I D NCS:42- 15 47. 5. At |east one isolated
manmal i an anyl oid anti body, conprising at |east one

vari abl e region conprising at |east one heavy chain

and at | east one [|ight chain of SEQ I D NOS: 59-60. 6.

At | east one isolated mammalian anyloid anti body, 20
conwHAgI IRgLANIERIS: (i) at | east two of the heavy chain

conplenentarlty det er Lng. [ n.nqg.acj d

sequences of Tat Ieastn%ﬂe 0 gff?%ﬁﬁﬁgggéyég?aﬁﬁgﬁﬂ)

at dcamsiting autea®bnet agabld regjbrt coplpasing aCPRt envihnoy gbdimand at least one

seq ne of SEQ I D NOS: 56-58. 7. At
t% 8SH“£§E§ate§§ﬁ%ﬁ§allan anyl oid anti body,

Ec o nprising at2.l east onétlpastany iselhiad Margpaliap ghyloid pefibadscDR

h avcl:cﬁ'%n%\llgmﬁgp (2 Q% I@a‘éﬂ tqro %?tﬂy £AGEheh c@ﬁplen?egtah@%%m@lﬁﬁo @élons

SEQ | | east” one isol ate
amy (R antivp P‘B@)Wueﬁl?ﬁ&f’f %lleﬁa@ne f GERNRNOS ﬁ%—‘*f*étj (gt 18?“ %Vﬁ of the

arfyh%k ShaRUDEPRRL] LB @e%;uéi@es%ﬂ heiidagdie &@EQrmmowsem | east
one

eavy chain or light chain havj n
aci d sequencé-of at | eASFSHHE ISBIFte%E@“Fﬁ‘aNgEﬂ%lg antggggy’ 30
1 C9 AmptiSiASHt 1250 6nd iRelyah@tl of TRRTH@AiL DR AMIAhelangind dchindyvence of at
ri sing e variable region conprising at
I ea fst gitre ﬁ@é%ﬁggﬁf‘ %&and at |east one |ight chain of
SEQ ID NOS 691— 70. 10. Atledsaﬁ)s isololémpsipdlat ewrlylnid mribodyethat binds
gw{ &fée Sﬁm% {/e§1on dfyah am 01 mg)f) é/an as ali ng{);r) 5' cgnﬁﬁq}smﬁ §a§atst otngvﬂeavy

ain regl ons
35 (HEDRY ligmting GRR bhvie qu@rmoesmd)ﬁeq@mcd @ asltastene 06$EQSEQNOS 42-
1d D :63-65; or (ii) at least two of the CEN5021 PCT

106 2005/ 028511 PCT/ US2004/ 009522 |ight chain CDR
anlno aci ds Sequences &fleast one isglated ppamglfan gEgoid pntibody,

n§1§g at dchst ofih vah?@éﬁeg@@@orﬂpﬁg}lgﬁt Rkt BRTIR) cB4in 2104 RAstone

ant| y, CO r|S|ng | east one heavy chain or
Ilghﬂ“éﬁaﬂﬁs NQ¥PP§0t he ami no aci d sequence of at

| east one of GSEQ I D NQ& 168+t ol isofated AamMliah Qﬁfﬁlbm(aﬁlﬂ)ody,
i sol ated manmal i an anyl gi d antlbod%@ﬂhat hi nds .to

2@ angemrEigngsither () 3t lamqwauoathﬁ BB ﬁ%ﬁnﬁ'ﬁtyadﬁff?%a%feg“’“s
connBiafghoatid Edﬁﬁéﬁ:es eng lé’i&aMg/ofCSEQl[D NOwst534k55 gt ah@asntwo of the
CDR .havi ng _the am no aci ence ne of
SEQ PR RIS S st SR e BRI el 1 an
anyl oi d anti body, conpriest ag isaltell @astalan emylaidiastitiody,
region conprising at | east h j
| castReiEe Mint T o E R Al PR B R o peangpec o

2% eakhst omef SEQIRNOS:S6@0al | an anyl oi d anti body,
conpri sing ei § her (i) ﬁt leeLs?é}l%tlsofaiIé@ m%m&lﬁﬁ aﬁ?l@l’{lyin%@ flat binds

conplenentarlty determ ning regions
to the same region of an amyloid polypeptide as an antibody comprising at least one heavy

chain or light chain CDR having the amino acid sequence of at least one of SEQ ID NOS:53-
58.

30 9. At least one isolated mammalian amyloid antibody,
comprising at least one variable region comprising at least one heavy chain and at least one
light chain of SEQ ID NOS:69-70.

10. At Jeast one isolated mammalian amyloid antibody,
comprising either (i) at least two of the heavy chain complementarity determining regions

35  (CDR) amino acid sequences of at least one of SEQ ID NOS:63-65; or (ii) at least two of the
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(CDR) am no acid sequences of at |east one of SEQ ID

NCS: 73-75; or (ii) at least two of the [light chain
wWEeDRsamssnD aci ds sequences of at | east one of BEQUEIN04/009522

NCS: 76-78. 15 15. At | east one isolated manmalian

anyl oi d anti body, conprising at |east one heavy chain

or light chain CDR having the am no acid sequence of

at |east one of SEQ ID NCS: 79-80. 16. At |east one

i sol ated mammal i an anyl oid anti body that binds to the

SaBndRh EPR Hhind Aci@ My Rhds Hat memelod SEQ@D ROS: amsg body
conprising at |east one heavy 20 c

CDR havi ng the- ani no &tf IleGSté’%eq‘Eﬂé‘ﬁ?f]émB‘fmagfn e é an8'?1cédybf
SEQoﬁlﬁlsh@t 163t oné Beavi} ¢hainAlr libie alsdin CIDEE hdvig it@tamtho it s@juénaeaof at

lord anti nprl sing at | east one human CDR
V\,h ?aéﬁ%e%faﬁE@qﬁ%(?So%gd “specifically binds at |east one

sepi tope selected fr omAaﬂﬁ'aftonealsdldsi Raminali Byyl@BantiBody dirat binds

34.{%&? Samy o S%ﬁ%/ |0Pa am\ggl? I‘p%l25 f;t}(?e ag an anh@o ?Eon%?@m% Q%a‘g\toﬁg heavy chain

ng at Teast one
hureaNgHEDRin GRekaving teainthoanit Bd@lodrye ssfpleme oneaf $EQ B NQ8:6%68.

| east one ef_’ﬁ tope co lmﬁéagtloﬂegls%tec{ rmﬁﬁxtlah;n &yl&@anglg&ly,

entire am no acid Sequence of
amgboprisingnt kistehy var@@brr@glqvgomlsmw leﬂfst e o a?aw’s Cfmmfsd at least one

10\3?q{§§g(1rﬂam§pg@@]{@§3@% binds anyloid with an affinity

east ohe selected fromat | east 10-9 at 30
| east 10-10 M- at | eaditlepg.one igglated mappmalianampylojganiibodyy

20. cot%ﬂns@r@éktﬂé‘r @) ;ﬁ‘i@aktb&’@jb‘f t@&ﬁ&fy@hﬁﬂc&r@leﬁﬁbﬁaﬂff d&érﬂinﬁ@ reglons

1- wherein said ant] bodl}/ zg éh%ﬁé 2%} n@ aLtes o

at @Q&é%ﬂ“&%@ldasé‘we%ef o abfeash prie0f 35 ST 8F #1856 of the

pol1yppehih OR amnb. acﬁ@seqm&eabﬁd leadd 6i1eedfsEQ¢1D dosr6easli ng at

Ieast one |soI ated rran/};q Lan aggt |d ahgmamq%d atibo
15according toladny of cl&ifE R HE S HavIhg P atc feast”

ONneohighiddy at Bt GBRenfy cIBECQrlight NG 6DR héZng t&lanm@gmd%q_quence of at

72, 81 an PCT 107 WD 2005/ 028511

PCTFARIH 647 W@%’l An isol ated nucleic acid vector

conpri sing améi sol at edAtiesstiost isolatedingnraddigwrrellei¢antigody that binds

cl qi rﬂe%g)me I%é cﬁ‘aﬁ) B%ﬁgig ¥8#U g?&gras %ﬂﬂ&ﬁ?&n&rﬁggﬁt 1&&' ohe heavy

conpri si ng il |so eic acid according t

20c| adhain 20lighEchzia CDR Hasiog the atnino agid wawsnergdt #ideaet oae ph S@Q ID NOS:73-
V\,heygel n said host cell is at |east one sel ect ed from
COs-1, COs-7, HEK293, BHK21, CHO BSC 1 (gl
SP2/0, 293, 1fieLa, myehidet OﬂalsolPtyﬁH*BﬁHﬁ%llawPﬁrl@d aribodyny

der dowtitiYeat 1ehdi PR Hudtlah ZBR, vtferel said ShiodPgedi@ally bikdi @t lesf one
25. A nethod for producing at I eas gonog ggﬁ) glogs
ant sPeRpypelecyy f@&‘r?ﬁ‘f‘i‘%*}cﬁl@ 2V rihsSPAtichgt 2 A ¢t d
2according toaglai m 20 Alekesone Boldied maxgalian atrylbid egtibddy,
vivo or,,  in_situ, suc
ex pouPUsiRe 4t ffagi SR mat, EB{{ %efeé B Irr’%t) ? eSpgcrlr{t;ca n%bbméé 3 tiﬁas,&one
C ONgGMSpel dofprisn@apleass i-Bgo ait ehteastinaael se@obcabESEQEBNR@ISP-an

19. An amyloid antibody according to any of claims 1-18, wherein

said antibody binds amyloid with an affinity of at least one selected from at least 10° M, at

30  least 107°M, atleast 107" M, or at least 10™* M.

20. An amyloid antibody according to any of claims 1-18, wherein

said antibody substantially modulates at least one activity of at least one amyloid polypeptide.

21. An isolated nucleic acid encoding at least one isolated
mammalian amyloid antibody according to any of claims 1-18 and having at least one human
35 CDRof SEQID NOS:51, 52,61, 62,71, 72, 81 and 82.
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anyl oi d anti body according to any of clains 1-18
havi ng at | east one human CDR, wherein said antibody
wap@siotssenl | y bi nds at | east one epitope conprPEI/Ng2084/009522
| east 1-3, to the entire am no 15 acid sequence of SEQ
I D NO 50, and at |east one pharnmaceutically acceptable
carrier or diluent. 27. A conposition according to
claim 25, further conprising at |east one at | east
one conpound or pol ypeptide selected fromat |east one
of a detectap)e | abel an@olatel REMIdi€Lcid RctdNOmPINiRAGO Bbisted nucleic
an anti-infective drug, a cardiovascular (CV) system
dr agd acgordye EiPaP- nervous system (CNS) drug, an
aut onom ¢ negyous syshaiiokaAbE)ordikigoti@hosespoangtigingan isolated
tract dru ast testinal (G) tract drug, a
hoF‘FFﬂfiﬁ%?C“{g)"FEFﬁdlggatOG{;’ﬁb%f or fluid or electrolyte
5bal ance, a hesnat ol ogi & testieef] acaordiapta dtedro P2, abereip saidhpst cell is at
nom)d f
dr o o8 °5 f)te‘i% %g%%aﬂ&%%&??%n rug,ﬁSCQHPgéladr??é SP200,
or 23, Higlo kiyriema ot igpirengicells )@ anygerizgiive, Jmmpr@él;e&@r transformed cell
anttl bogy or fragment that specifically binds 25 at

Ieasf one anyl oid anti body according to any of clajins
1-18. 29. A #kthod for Imﬂg@ﬁ@ﬂmcwatﬂqaggm iy loighantibody,

1 Oamé&ﬂ}?ﬂm':g Shal8fs a ﬁh@ﬁﬁ“a&ﬂ aRoldthg@o &lﬁhﬂ 20 uhdeB SoditiorB fixghaiRo, @i vivo or

ani na mpri si n? ébcont acting %gg] ni sterllngm

CorpBE %Flbthatéw oid, agibodyis g}HI%Sée(d] 1p, get%f (f Teggpverable @mounts.

| east one anpgbody ac @Modipﬁ@mﬁl@orﬁlﬁﬁém@fat ledsednaBolited Bammalian

with, or to, said cell, tissu I

30, HECBPEITGY P15 Eha 1 DUTE G i R e

ef fsﬁﬂ Enitﬂ)@dy spedpfitally bisds Bt l%ﬂ.onB Gpmjgé éoinipagingarieadt 1-3ao¢he entire amino
tissu ni

1502 SR s b s gD A

adrdilmdnst rating is by at |east one m)de sel ected from

par enteral, §|7'bCUt aneo&'fbm §s§udnrﬁtcroﬁiﬂést8 E'llnﬁﬁS further comprising at
| ntravenous intrarticu aIP I ntrabronchi al,

i ntleastainel @;m:aﬂtajne cqnpppm@@ap@jmeatrde selggeddipnyat ]D@Tonf@)éa Jgtsctable label
2005/ g&%? L I\R'qmaﬁ%@ QA4R08RE e diubld @ARIBNEHAYEMDYSiem drug, a

|ntra avitary intracelial, intracel ebellar

20 toeTb Rt RIIHE, SsHiopRin PTioYS SR AND e apespircory

Nt .ag@8d 4 Fa%ﬁrmht@guﬁﬁ'(@ﬂ? ahdt Grug,l aﬂlbflﬁﬁiyl@l&%[ zddlraé for fluid or electrolyte
ntraosteal, intrapelvic, ericar

ILnt.ra
R § oSl o, P api Bematie: AP AP Ppn dros an opthatmic, ot
Ntdr Azl cﬁmﬂafo)é],calldﬁior Afuftioadl dwgJ atdytoRing vad gytokine antagonist.

ntraretinal |ntrasp| tras vlq{
y t that ifically bind
nt r at hor aci @ ‘i nt r aut’st InHéélay%eta}lélé’/})g al‘gmen gla specifically binds

28 Ntdt he Sheamloid dndbads accurdic tedny of dgmal-, 18 buccal ,
subl i ngual I gt r anasalA 9&10(1{] 09&1§0q18§11§mdrtrea%%g arﬁnwmgted
according to cI ai m 28, er conprising
adndondigénein i pg], tigsrd, olgan @ evimak eanmribipe or after said (a)

cont act ' gcoq{act ?’%} ﬂr&hﬁ&inggcorﬁﬂomlu@x@&ﬁnpﬁﬁﬁo anCRERPOSAntdufIdF at
Con'prl Sl g an effective anount of at |eaSt one

conswsteng agibogiicgqrding fodey efelaiest lold: Wi Shioapidiceth HsuG A
;@ dghggtable | abel or reporter, an anti-infective

drug, a cardi ovascular (CV)_ 10 ste

nervous syst éM-(CNS) df Bgthodarey 3%%%%‘ Q#g“%lﬂga@%eftévﬁw
( ANRloufii4161001-58 rﬁg@lﬁl@grﬁrﬁbﬂsfaw cklisatidsueq] biigh ora@nimal.
gastrointestinal (Qd)

dru or o
drug for fluid-or ele W@’P%céo g)nccﬁ:]aémgg %%rﬁlﬁtSMgcoélggtln° o
dr ugid aamindRhtingeoR] aabst ane nade seﬂmtsm 6o garks¢rblosybaitanepus. an

35  intramuscular, intravenous, intrarticular, intrabronchial, intraabdominal, intracapsular,
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ophthalmc, otic or nasal drug, a topical drug, a
nutritional drug, a cytokine, or a cytokine

wanwagessist . 15 33. A nedical device, conpri siPQI/EB2004/009522
| east one anyloid antibody according to any of clains
1- 18, wherein said device is suitable to contacting or
adm nisterting said at |east one anyloid anti body by
at | east one node sel ected from parenteral,
subcut aneous, intramuscul ar, intravenous,

nﬁl&i@:ﬁtrtﬂagﬂ&ﬁrmtr:IcQ\I:n%ﬁfblﬁQﬂGlIiHl alIltsacdld’bEll[a&&IﬁlEI@EfbHi&Ientncular intracolic,
ntracapsul ar, Intracarti| Ifi%%’ #5 I nt rﬁcaw t1a1[:
ninfareiiclaintragaric aliegtis) LY OF, RSB RERE PE U ar,
Nt RdatEac, 1g9apbﬂ5ﬁeapﬁn&yplﬁlﬁl,,1nttap1tol§tatgaﬁltrﬁpuhnona1y, intrarectal,
Eél}trgggrs{t%r%hnazl R%t{agg%xﬁ?%rg?ya?v&dé 1ntraIII}oFaa§1§’sIél$§:t;u’term Imtravesmal
Ninfr A8 R Blus, Vapindlapeta shuadal, syblingvek mggnan@mrrynsdermal
ot A ap 1 12! e etnod ALLANEL dith o5, AR

nt rasynovi A% intrat ROFAQI ¢ raut eri ne,
nﬁchraxuﬁeringainor combrratlesi a@tmlald @ GIJQB@UHWQFIWISEHI‘% alitlggpt one

buccal )IM%I'I effécII\Irer a%ﬂﬁ%I at 1486t oh& &Bﬁ)@@r{d@bolyp’éﬁme Hlected

ar'fmn@f’smonfcn Bnuract ure for hunman phar maceuti cal 25
d| from eSdsicong g deteotple abdl AGTCRREEk At irete A2 Cérﬁ’&vaécu ar (CV)
10 EIISI%IanﬁI LOIRL hal R sﬁteﬁthNgj @Y, & avfonohi ApRbdsisgeeh (f'\DIlSITdrug,
l'east one anyl aid anti boJ accar dI‘II‘g]e‘I“b? a%r?i Prﬂmdor
cI areﬁmraprmsact dyme, 2 FsEoigiesting!| (ED Hf‘ R oY &%
33 ele%@[eedaﬁn&aé KB RM:RIdARS an ahﬁieéplz&ﬁ&pﬁ neminombdudation drug, an
parenter al , subcut aneous, intraven
P OT T gt 0 S0 ADT LTl PR s R o7 Bidne
ngﬁtgggﬁ@tsul ar, intracartilaginous, intracavitary,

ntraceli al 30|ntra el %IJ‘% .
¢, camprising at least one amyloid antibody
ntracer ebr o%‘nt ricul %r e%Icnt FAC éf cp %1 tracervi cyal

I
[
[
|
I Nhéca@agtd dng of claits & p\d{lt:nem said device M@@ﬁtg pepitacting or administerting
[
[
I
I
[

15;

e Bl AREL T oy ] 8RBl SREE B preers, cancons

nﬁmmudcmnmalnyvenwm,tlmair@ekamnm‘?fﬁltchlﬂ éﬁé‘fbd"?“ﬁfl la'i”é?HSI‘Iérl’

nt’ 13 %Icms 1rIIxtaI;aQ§z¥§I %a@éhal 1nIr£I:Iefe96tllBloIrﬁﬁée?e,broventrlculal intracolic,
nt rau Intravesical, intralesional,  bol

20y agmmeﬁrvwal értragdstricjpahigatic, NvAmy grgrdial. intrapsial JyyaRe II‘I“’ or

tr f'h‘lh% &chIﬁIac quﬁlIa%;éﬁ@JnEal dﬁc}éblé&apfntr@;)f&taﬁmmt%ulﬁﬁnarﬁmm’ekhdd
for producing a

| east one 1S at e
PO DS} WL BEYY U0 O 000RS ARyl T A
antj, RRLY¥nAGERE, Fhdhghl, k@ tad Byccalf suB]hr@uaﬂ;BntiIanﬂﬁl Uomﬂlem@l ng

providing a host cel | al
transgenic p ant or pI‘%‘rI‘fmI %?aCzI;II)‘I f%phlmk)gg%&cglmﬁg o

25 N di@ﬁ&ﬂ@ﬁs@,bioﬁpnsﬂ@ﬂMgn@aatdlahnﬂ i lquz}mer 2FpriAing p ggkion or a

one anyl oj d bod c f rrdi n
S

CEN5021 PCT 210 The article of manufacture of claim 33, wherein said container

is a component of a parenteral, subcutaneous, intramuscular, intravenous, intrarticular,
intrabronchial, intraabdominal, intracapsular, intracartilaginous, intracavitary, intracelial,

30 intracelebellar, intracerebroventricular, intracolic, intracervical, intragastric, intrahepatic,
intramyocardial, intraosteal, intrapelvic, intrapericardiac, intraperitoneal, intrapleural,
intraprostatic, intrapulmonary, intrarectal, intrarenal, intraretinal, intraspinal, intrasynovial,
intrathoracic, intrauterine, intravesical, intralesional, bolus, vaginal, rectal, buccal, sublingual,

intranasal, or transdermal delivery device or system.

35 36. A method for producing at least one isolated mammalian
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amyloid antibody according to any of claims 1-18, comprising providing a host cell or
transgenic animal or transgenic plant or plant cell capable of expressing in recoverable

amounts said antibody.

37. At least one amyloid antibody produced by a method

5  according to claim 35.

38. Any invention described herein.
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