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“'C Chemicat Shift {ppm) ¢ Chermical Shift (o)

B)
PBS Mouse C2

Resonance % Integral % Integral

& 150 (ppm) FWHH (Hz) & 150 (ppm) FWHH (Hz)

Intensity Intensity

Val CB -sheet 32.60 479 81.7 33.09 366 535
Val C8 -random 30.27 200 18.3 30.27 340 46.5

A) Comparison of *C CPMAS spectra and fits for U-C Tyr10 and Vall2 labelled amyloid 81-42 fibres
incubated with PBS (left; served as control) or ACI-7-C2 (right) for 24 hrs and then lyophilised, The fits for the
two conformations of Vall2 C@ are shown in preen (sheet) and blue (random coil). The peak at ¢33 ppm
corresponds to the beta sheet conformation of the fibres whilst that at 30 ppm is a result of random coil

conformation.

B): Comparison of the fitted parameters for the two conformations of Val 12 CB. The fitted chemical shifts for
the two conformations are quite similar but the integral intensities are very different, reflecting a reduction in the
original beta sheet conformation by approx 35% (1-(53.5/81.7)). This is in very close agreement with the value

we obtained from the fluorescence measurement.
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M'I‘TAG'I"“‘A?GAA\:ATTAAAAGAGAAGRMATATTAAACATAAGAGRT CRGTCTTTCRTG’I‘TGMC‘Z‘GC‘I‘I"“ GTTMCAG‘I‘GRAGT’"AG TT'Z""AAAAAA

TTAATCAATACTTC‘I‘M TITECTCTICTTT w'rAAx TTGTATTCTC LAAGTCAGAAAGTACMC“‘TGN‘GAACCMTTGTCACTTCAATCAAAATTTI‘T'I‘

{’—’vu]i

AAAARAAACTATTTCTGTTATCAGCT"kCT’I’CTCCCI‘ATC'I‘GTTGAC.'I‘TCTCCCAGCAMAGATTCTTATTTTACATTTTMCTACTGCTC"CCCACCCA

T'I‘TT’I""TTGATAAAGACJJ\A'I‘AGTCGACTGAAGAGGGJ\TAGACAACTGMGAGGGTCG WCTMGAATAAAA’I’GTWTTGATGACGAGAGGGTGGGT

FIG 13-1
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ACGEGTGCAATCCCCCAGAGEEGEAT TTCCARGAGE CCACCIGGCAGT TEC TCACCET CAGRAC TAAAGCTAGC AL T TCCT CITAGGCABC TGGCCAAG
; . . : . L . N N : . . 2 : N . . :

TGCCCACCTTAGGGEETC T CCCCCTARAGE TTC TCOGE TEEACCE TCARCEACTCCCAGS TCTTCACT TCEA TCGGTGAAGEAGAATCCO TCLACCOMTIL

ATTACAGTTGACCTCTCC?GG’?M‘GGCTGAAAATTGCIGCATA T w TT ACRG’%L TT L:AGGL.L. T leRGGGCTIAGAGAGTFGCTGGAACAGTCPLGM

TMNTCAACTGGAGAGGRCCATACCGACTTIT AACGACGTATACCAATGTCCGGAAC‘K‘CCGGAAA CCT LL_LL:AR.L CreT U\ACGALL TTGT L.AGTC'I"I

‘Pstl r nFrIna!

GGTGG}\GGGGC’!‘GACACCACCC‘AGGCG CAGAG\;CAGGGCTCAGGU C‘C'DGC‘T‘C’I\GCA\:GGAGGWTAGCCC&GCCCAGCCRAAGTMCCCCCGGG&GCCT

CCACC’I‘CCCCGAC'I‘GTGG’I‘GGGTCCGCGTCTCCGTCCCGAG”‘CC‘CGGACGAGA% TCCCT LL—BAMTCGG(N COGGTUGETTTCA lbbberLCCTCGGA

15¢

17

{icoﬂ[

GTTATCCCAGCACAGTCCTGEARGAGECACAGGEEARATAAAAG CEGACGEAGGCT TTC T IGAL TCAGLCGL T GCCTGE T CTTC I T CAGACC TG TTATS

CARTAGGGTCGTETCAGGACCTTCTCOG TR TCCCC T I TAT T CRCC TECCTOCGARAGGAACTGAG TUCO CEACGEACCAGARGARGTCTGGACARGAL

phl

BRT it..iAAA u..tum:u -u LLvaATGACGTGGCC?\TTCT'I'Z'GCCTAAAGCA’ITGAG’I'I‘TACTGCAAGGTCAG}\AMGC&TGCAMGCC»TCAGAATGGC

'I‘TAAGAT"H‘GAGAC“X‘CC(‘.‘CCAGCCTACTGUAC‘“GGTAAGAAACGGATTTCGTAAC”'CAAATGAL,L,x TCCAGTCTTIT CG'I’Au.: TTT Luu;AGTC‘I‘TACCG

ﬁacl

TECAARGAG C‘TC\..AACA?—\AACAA'ITTAGAACTTTAT“AAGGAATAGGuGGAAGC’AGGMGAAAL‘TGWACATCAAGAx 7 .LAAATALL:L. TTCTTGET <.,

ACGTTTCT LGA(:(: TTGTTTTGT :AAATC’I"I‘GAM‘I‘MTTC’TTATCCCCCETCGMLL 1 TCTTTGAGTIT m;mu. T¢ LAAAA’I'T'I‘ATGCGAAGAACCAG

thl

TCCTTGCTATM’(TA’I‘CI‘GGGM‘MGCAT»,L TET x TTC u: TCTETCOCT AACATGCC T n, 1MTTATCWWCM@&CCQAG&MMWWT

AGGAACGATA’I‘TM’I‘AGAC CC‘TA"‘I‘CG’I‘AC”ACAAAAGAC&GACAGGG GTACGGGACACTAA"‘AGGCGTT'DG’I‘TG’IGTGGG'I'I‘CCCGTCTTGMACR

[Bsgi

TAC'ITAAACHCCATCCTGTTTG“TTCT‘ITCCTCAGGAACNTGGC‘I"”CACCA J.L.Lﬂ CcT .L CAT L_ T L.L.L.'L,LCAl < ihA’I"‘AGCAGT‘I‘GAMTCTGuMCT

R'E‘GAH'I"I'XG'I‘GGTAGGACAMCGMGMA&AGTCC’ITGA(‘J\CCGACGTGW'"AGACAGAAGTAwF\AGGGCGG TAGACTACTC"TCAACTTTAGACCTI’GA

spice [T v A A P § V F I F P P & DE QL KTSOGT
HuCK

LR

r(mni

GCCTCTETTETGTGLCTCU TGAR TARC T TCTATCCCAGAGAGGCCARMMG TACAGTEE ARG IGEATARCGLLCTCCAA TCGGETARC TCOCAGBAGACTS
. 5 ; ‘ ; . L 5 L . : 5

CGGAGACAACACRCGEACGAC T TATTGARGATAGEC TC T CTCCEG T TTCA T G TCACC T T CCAC U T AT TECGGEAGG TTAGUCCAT TEAGGETCCTOTCAT

ASVVCL&NNFYPRQAKVQWKVDNALQSGN‘SQES
HuCK

TCACAGAGCAGGACAGCAAGGACAGC'ACCTA\_AGCCTCAGCAGCACCCTGR\_\: C"‘GAGCRAAGCAGACTACGAGAAACA{ZAAAG“CTACG CCTGCGAAGT

AGTGTCTCGTCLUJL CETTCCTETCATEEATS J.L‘(.:GAGT(..‘J LLuiM:GACTGCGAw CETTTOGTCTCATGCTCTITEIGTT Lu\GA‘rGCGGACGCTTCA

v TE®QD S XKD S TY S5 L 8 88 TILTLS$ XK ADYEIE KEHEIE KVYVY AT CTEUV

HuCK
[Sacl

CACCCAT CAGGGCC'I‘GAGC’Z‘CG CCCGTCACAAAGF\GC‘I‘TCAACAuGGGAGAuTGTTAGAGGGAGMGTGCCCCCACCTGCTC CTCAGT?CCRGCCTGACC

4 t

G'!‘GGG'I‘AGTCCCGGAC'I‘CGAGCGGGCA(: .l‘(: TTTCT (;GAAL: TTGTCCCCTCT LACAATCTCCC‘TC‘I‘”I‘CACGGGGG'IGGACBAGGAGTCAAGGTCGGACTGU

T H Q G L 8 8 P V T ¥ &8 F N R G E C
HuGCK }
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CCCTCCOATCCTTTGECCTCTIGACCCTTTT TCCACAGEGEACCTACCCCTATTGCGE TCOT CCAGLTCATCTY TCACCTCACCCCCOTCCTCCTCCTTGS
4 : ) . " . N L X N L

i
* T

BGGAGGETAGGARNCCOGAGACTGEGARAARGG TG TCCUCTGGATGGEEATARLGCLAGRAGGTUGRETAGAAAGTGRAGTREGREGAGBAGEAGEAACC

CTTTAATTATGCTAATGT TGGAGCAGARTGRATAARTAR AGTGAATC T TTGCACCTE TG T TTC TOTC T TTCC TCAT TTANTARTTATTATCTETTSTTT

GAART TANTACGATTACAACCTCCTCTTACT TATT TATTTCACT TAGRAACETGGACACCARAGAGAGARAGG A TAMA T TATTAATARTRAGACARCARA

TAC CAACTA"TCAA’I"ETCTCTTATAAGGGACTAMTATGTAG'I‘CATC C’I‘AA.GGCGJ"’MC CATTTATAMMTCRTCC’I’TCATTC”‘ATTTTA CCC‘TA‘I‘C

ATGG'J.‘TGA‘!:‘GAGTTAAAGAGAATATTCCCTGA’I‘I‘TAT}\CATCAGTAGGA1 T n.u:CGTM TGGTARATATTTT LAGTAGuAAGTAAGATAAAATGGGATAG

rlcol

ATCCTCTGCAAGACAG TCCTCCCTCAMACCCACARAGCCTIC TG TCCTCACAG TCOCCTEGC COATAETASCAGAGACT TG UL T CUPIC T I CLCoTECT
. \ . f . ' . L . A N ) . ; R . ) . . .

TAGGAGACGTICTGTCAGGAGGEAG TTI GGG TO T TCEGARGACAGGAGTCTCAGGEGACCCGETACCATCCTC TCTGAMCGAAGGAACARAAGGGEAGEA

CAGCAAGCCCTCATAGTCCT TT T TAAGGGE TGACAGETCTIACACTCATATATCCT TTGATT CARTTCOUTGAGAATCARC CARAGCARR T T CAARAL

5 i
T ¥

¥ + u T t u t t t
GTCGTTCGEGAGTATCAGGAAR AR TTCCCACTGTCCAGAATGTCAGTATATAGGAAACTAAG TTRAGGGACTC TTAGTTGETTTCG TTTARAAAGT I TTC

AAGARALCCTGCTATARRGAGAATCATTCATTGCAACKTGATATARAATAACAACACARY AR AAGCART T ARRTARAACARAC AR TAGGRRAR TG TTTARGT

T ¥ ¥ ¥ 1 ¥ T T ™

T T TGGACGA T AT T T C T T A T ARG T AN G T L B A T A A T AT e T G T T T T Y T G T AR T M A T TG TT R G T T ATCCCT TTACARATTCA

TC,'.ATCA’I'GGTAC'ITAGACTTAILTGGMTGTCATGQC‘I‘I‘AN*"ACAWTTAAACAGG’I‘AC""GAG GARCTCOTATUTGNCARGEECCETATTGAGTACTTT
; :

5 4

AGTAGTACCA‘I‘GAA‘Z‘CTGM; TACCTTA CAGTACGGAATMATGTAAMATTTGTCCA’IGACTCCCTGAGGACAGACGGT‘I‘CCCGGCATMCT CATGALA

COACAACCTART T TAATCCACACTATACTGTGAGATTARARACAT TCATTARAL TG T TCCARMGE T T CTATARAG U TGAGAGACARRTATATTCTATAAC

GETGTTGGATTAAATTAGC TG TGATATGACACTC TAAT T T TTG T RAGTAR T TTTACARCG T T T CCARGATAT T TCGACTCTC TG T TATATAAGATATTG

r(bal

TCAGCARTCCCACTTCTAGATGACTEGAGTETCCOCACCOACCAMMARACT ATRCAAGRA TG TTCALAGCAGU I TTATTTACARARGCCARBARTTEGARA
N " : ; : " : ' N

l ¥ ~ ¥

AGTCETTAGGE TGRAGATCTACTGACTCACAG GGG TEGG TG TT TTTIGATACG T TC T ACAAG T T T CG TCERAMR TARA TG T T IO GG T T TTTARCCTTT

TAGCCCGATTGTCCAACARTAGRATGAG T TAT TARAC TG TGGTATGTT TATACATTAGAATACCCAATGAGGAGAAT TAACARGCTACAACTATACCTAC
s . . . . : :

5 5 s " L 4

¢ t + + +
ATCGGCCTANCAGO T TG T TATC TTACTCAATAA TT TEACACCATACA AN TA TS T AR T CTTATGGCTTACTCCTCTTART TG TPCBATETTEATATGGATG

TCACACAGATEARTCTCATARRAAT AR TG TTACATAAGAGAAACT CAATGCRARAGATATG TTC TCTATG TTTTCATCCATATARAGTTCARARCCAGET

ACTG TG T TAC T P AGAG TA T T T T T AT T ACAR T G T AT T C T T T IR A T T ACE T T I CTATAC A ARG A LA TACAA ARG T AGU TATATTTCARGTTTTGETCCA

AAAAATAAAuTTAGAAATT‘I‘GG A’I‘GGAM"‘TACTCT’"AGCTGGGG”TGGGCGAG TTAG‘I‘GCCTGGGAGAAGACMGAAGGGGC’N‘CT%GG“CH‘GG T AA

TTTT LATTTCAAL CTT lAAACCTALL. TTT AATGAGAATCGACCCCCACCCGCT"M'I’CACGGACLL TCTTCTETICT iLL\_L‘LaAAGACCCCAGAACCATT

{Bsgl

TGT TG T TCCT oG TG TOGGE T TATGCAR T I AT AT O TG UL IO T T C PG TAT ACACATTATGUTTCARRATAACT TCACATARAGARCATC TTATACT

+ g t + T T g t 4 ¥ ¥
ACAAGACAAGGAGCACACCCTAACRCGTCARTACT AGACACGTIGACARGACATATG TG AR TACGRRAGTTTTA T TEARGTE TATTTCT TG TAGAATATGE

r’vuli

CAG TTAATAGATAGAAGAGGAA*AAGTAA’I‘AGGTCAAGACCA’I‘GCAinL, T w TARGT L:(:(.:GG GGCC J'bl.;{:AT CARRTAG C’I‘ACC’I‘GC CTAATCCTGCC C‘TC

GTCAATTATCTRTC‘!TCTCCTTA‘I‘TCATTATCCAG 'I"I‘CTGG TACG'I'CGAC CATTCACCO CCCCGGACCCTAGTTTA: CGATG\.:ACGGATTAG\;ACGGGAG

FIG 13-3
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'1‘TGAGCCC"'GAA‘I‘GAGTC‘I‘GCCTTCCA&GCTCAAGGTG"TCMCAAAACAACA{:&:La. u.-.\,'I'Ax TTTCCT l:(:CATL TG .u;c:(..u m TT u_-.c_ mGCTAGGA

AACTCGuGAC’ITACTCAGACGuMw TCCCGAGTT LLACGA&; TIGTTTIGTTCT CCGGACGA’I‘AAAAGGRC CGTAGACACGGGACAMCCGATCGAT CCT

GCACACATACATAGARATTARATGRARACAGACCT T AGCAAGCGEGACAGAGGACAGARATTAACCTTGCCCAGACACTOCARACCCATGTATGRACATTCA
5 . ; 2 L . . : N ; M 1 . : N :

CETGTGTATGTATCETTART TTACT T TG TCTGGARG TOR T TCCCCTGTCT COTG TCTTAA T TOGAA GGG TC TG TRACC TT TR TACATACT TG TGAGT

CATGTTTGGGAAGGGGGAAGGGCAGATGTAAATGAGGAL 5 CTTCCT L.ATTC‘.TAL MLACTCTGGLLL 1 GCCCCTCT CAGCTAC‘I‘CATCC‘ATCCAACAC

G’I‘ACAAACCCT’I‘CCCCC’I"I’ CC C{;"GTAC‘A’I"I’TAC""CCTGAGMGGAGTMGA'I'ACCCCGTGAGACCGGGACGGGGAGAGTCGATGAGTAGGTAGGTTGTG

f(mnl

ACCTTTCTARG TACCTCTCT CTEUC TACACTCTGARGGEET TCAGEAGTARCTAACACAGCAYCCCT T COCTCAR AT GACTCALCATCCUTTTETCUTEL
. . . . 4 3 i . 5 ' 5

TGCAMAGATTCATGOAGRGAGACGGATETGAGACTTCCCCARGTCCTCAT TGAT T TG TUG TAGGGRAGGSAGT TTACTGAC TGETAGGGAAACAGGA LG

’I"I‘TGTTT'I”TC’I;T'PCCAGTCAGTACTGGGMAGTGGGGAAGGACAGTCA'I‘GGR‘AAACTACATAAGGAAGCACC.TTGCCCTTCTGCCTCTTGAGM‘TGTT‘G
A i i i + L 4 L i

3 ¥ y 4 ¥

* t t ¥ +
ARRCAARARGAAAGGTCAGTCATGACCC T TTCACCCCTTCC TG TCAGTACCT T TTTGATG T ATTCCTTCATGGAACGGBARGACGEGAGAACT CTTACAALC

ATGAGTA’TCAAATCTTTCARACT'I'TGGAGGT""TGAGTAGGGCTGAGAC’I‘CAGTMTGTCCCTTCCAATGACR\TGMCTTGCT CRC'S'CATCCCTGGGGGCC

TACI’CATAG""TAGAAAG'ITTGAAACCTC CAAAC TCATCCCCACTCTGAGTCA‘I‘TACAGGGMGG TTAC'“GTACT’I‘GAACGAGTGAGTAGGGACC CCCGG

[EcoRI

AAA’I’I‘.;AACAATCU\.AAGGCRGGC‘ATAAT CCRG'"TATGM'I‘TCN\ACCI‘TCTTCT CAGAAGATAACACT CTGMGGGAAACCQRCCCATM”CTMGCAAG

+ +

TTTRACTTGT J.Ala TTTCCATCDE J.A’I"I‘Aub T E._AATACTTAAU TTTGGAAGARGAGTCT 1(. TATIGT lsAGACTTCL.L.l T 1'L7L7L1 u;(:GTATTGGATTCGTTC

rsti

TGMGACAGGTGCTGCAGGTGGAATT"TGTCC’I‘TCAAAMuGTATGCI’CAAC.TCC’"TGC.‘I‘CTTGGTACTCATAAA‘I‘GGGTCACATARATGTGA”T’I“I‘A"‘T

ACT’I‘C TGTCCACGAOG‘I‘CCACCTTAACACAGuAAG’“TTTTCCATACGAG”‘I‘GAGGAACGAG MCCATGAGTA"‘TTACCCAGTGTAT""I’ACACTGM’I‘Z\A

TGGAAATAGGGTCTTTGCP.GAGGTAATCMGTCAAAATTAGGTCRTACTGAMTGTTTGTGAGGA’I*GCGGTGMAA’I‘GGATCAT’ CATA‘I'A’I‘TGCTGGTG

ACCTTTTAT LL.LAGAAAV..{: T L. T (.CATTAGTT CAGTT’I'TAATCCAGTATGACTTTACAAACACTCCTACGCO\CTTTTRCCTAG TAAGTATRTAACGAC C‘J\C

f(bal

GGMTATAAAMGGTATAGCI‘ ACT CTAGAAAATRGTTGTCAG'T'I'TC‘I"I‘GMMACTAAACP.AAAGACACCTACCPLTATGP&CCCAGGM’(‘TG’Z‘ACT C"’TTG

CC'ITATATTTTCCCATRTCI}ATGAuATCI‘ TTTATCAACA"‘TCN\AGAAL TTTTTGATTTIGTTTTCT GTGGRTG@TATACTGGGTCC"TAACATGAGGAAC

GGRATTTACCCCCAGGAAAT ARAAAC T ATET CCACARCAGANCCCATACA T AT TG T TCACAGCAGCT T TAT TTGT TG TAGCCAAAGC TAGARAGAGTCA
. . ) " : . 5 L i . 4 . :

CCTTAAATGGGGGTCCTTTAT T T TGAATACAGG TG TG TCT TGEETATGTACTAACAAGTG TCETCGAAATARACA ACATCGGTTTCGATCTTTCTCGET

ACC‘CA’I‘CCC‘I‘CAA’I‘AGGCAA CTAGC C'Z‘AACAAA’I‘TGTAATATA’”CCATGCCATAGAATGC’I‘ATGAGGCAA'I’AAAAAGGAACGAAGTGT’I‘GA‘I‘ACAGAGM

TGGGTAGGGAGTTATCCGTTGAT CGGA'ITGTTTAAC?;TTAT.&TAGGT&CGuTATCTTAO:}ATm. TCCGTTRATTTTTCCTT ::CTTCA\_AACTRTGTC"CTT

C’I‘GGAGTGATTC’{'GMGGACT T’!‘C‘T AC’I‘C;A.G’Z‘C;MAAGCCAATCTGAAAGGGTCAC’ATAC‘CATG’I‘GA .L TCCT L TT ATGTMCA TTGT i uAAGTGACAA

GACCTCACI‘AAGACT‘I‘CC‘IGRMGA‘I‘GACT CACTTTTTT LWTTAGA(.I TT L.CCIAGTGTATGGTACACTMGGAAAATACA”‘TGTAACM\C’I‘ TCACTGT"‘
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f(mnl ‘Bgﬂl

MTTRTAGGGATAGAGAACAGA‘I‘”C’T GGTTGCCAGGGGTTAGuGTGGTGGAGWGAAGAG TAGGCGAAAC’TATRAAGGGAuATCTTTGTGA’I‘CATGGGA

TTARTATCCCTATCTCTTETC U\AGACCMLL:E: T LCCCMTCCCACCACCTCTTTCTTCTCATCCGCT'I"I‘GATA’I"I‘TCCCTCI'AGAMCACTAGTACCCT

bal

TAMTCT"TATC’I‘I‘GATTGCAGTGGTA&’I”I‘G CAGE CA"‘CTAGACA.TG‘I‘GATAAAATG&CATAGMC’I‘GTACACACTTATT'"TA’I‘CAA"‘G TC}'&PA"‘TC’I"“G

AT'I'TAGACATAGAAC'I‘MCGTCACCATCAACGTC {ale] TAGATCTGTACACTA""I“I‘TACTGTATCTTGACATG’DG TGMTAAAATAGTTACAGTTTMGMC

Fsg t

G""I‘TTAATATCGTACTGTAA‘I’I‘ACGTAAGAAG"‘MC CAACAG\:AGMACTGGGTGCAGGACRCATCAGAC CTCTGTGCT’I"”ATATCCTGTCTTTGCTAC’I‘

CN\AAT’Z‘ATAGCATGACATTAM‘GCA”’TCTTCM TEGTTGTCCTCTTT uACCCALu TCCTGTGTAGTT iTsGAGACACGAAATATAGGACAGAMOGA’I‘GA

'ZTP!’GTGAA"CTATA.A'Z“I‘AZTI’CCRAATAA; TTTTT LAAALi TTTTTIT &h"'G-CTGGATCG 5561

AAGACAC'“TAGRTATTAATAAAGGTTTATTAAMAMTTTGAMAAMMTACGA 'I‘AGC‘

FIG 13-5
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— Bami
al

GGAT OCICTAGA’ITGAGCI"ITCTGGG.;CAGGCCRGGC CTGF\CCPTGGCTC{‘:GGGCRGG#A@GGGGC‘“AAGGTGA EBCAGGI‘GGCGCCAG CQGGTG\..ACA

C.CTAGGAGA'N."AACTCGAAAGACCCCGT CCGGI'C(X;GAC'IGGAACCGACC‘CCC"I‘CCCTCCCCCGATTCUACTGCISTCCACCGCSGTCGG’I‘ CCR(IETGT

m

CCC:RR’I'G CC@;TC&GC"@GA_AC?GGACCCTGCA”GGRC&TCG&}GATAGACAAGAACG}AGG}GCC’I'CTGCGCC”I'GGGCC&GCTCI’GT‘"WC’&C
4 +

&mwncsesmcrcmcrcmmnccmmnmmc iy L:v.:L AGQGCCT .*u(.. TGTTCTIGSC LLLLLGGAGAOSCGS@CCCG“GTCGAGACAGGG‘PGTG

OGwGTCACATGGCACCACCTC'DCTIG CAGC!‘TCCACCAAGGG»CCATCGSTCT*CCC"C’IGGCG».CCIGCF OCMI‘CGP.CCPCOGMA@CACA&CGC

GCGCCRGTGT}COG'R}G‘IEGRGAGRACGTMG’I‘GG”‘TCC(SGGTAGG\AGRMGGGMCG%GAﬁﬂkG’GTCI‘AQCTGGRCSC’I‘CTCGmTCGGCG
lASTKGPSVFE’LémPCS’RSTSESTAA

al

C"’!GGGC'I\’SCCTGGT@AGGACTAC’ITCCCCGMCCGGTGI\.CG_-:T”’I'OGTGGMUI'CAGGCECCCTGACD\GOGGCEI‘GJCRCCITQCCI;GCI’"IC C'.!‘A

GGACCCEACGGAOCAGI‘TCCZGA‘I‘GAAGGM‘I‘TGGCCAC'IGCCACRGCACCT“GAGTCGS\_GG&C‘I‘GC’x"I‘CGCCZ(kACG’IGTGGAAGGGCCGACmGGAT
LGC‘LVKDYFPEPVTVScmNSGALTSGVHTFPAVL

—BstE

CRGI‘C‘CI‘CRGGACI‘ C.'I‘A(.'1‘CCCTCRGCAGO}'I‘GGNRCCG'IGCCC'I’CCAGCJ\GCTI‘GGSCACGAAGACCTACI\CC'IGCRACETAGA’I’CACAAGCCCAG\.A

" + ;

G'I’CRGGBGI‘CCTGAGRTGAGGGAGTCX}TCGCACCACT&CAC&GAGGTmTDSMCCCG'IGCI'TCI‘GGATGTGGA\_GTTGCAT CI'AGTG’I"I‘(I}(;JI'CGT

QSSGLYSLSSVUTVPSC‘SmSLGTKTYTCNVDHKPS

i\CkCCJ-\AGGTGGACAAGBGAGI"I'GGIGAGAGGCCAGCMZA&GAGGGAGGGI‘GTCIGCI’GGRAGCO\GGCI’CAGCC‘CTCC"GCC'IUGACG\_AOCC@GCT'

‘IG'I‘GGI'I‘CCACC'I‘G'M‘CTCTCD.ACCACTCTCCGGTO’S’!GTCCCI‘CCC’I‘CCCACAGACGACCI‘TCGGI‘CCGF\GTCGGGAGGACGGACCT‘“OS‘TGGGGCGGR
¥ T X V.D K R V
CHt §

Spht

GrGCAGCCCG\GCCD\GGGCAGCRAGGCNI‘GCCCGATC.‘I‘GI‘C'I‘CCTCACCCGGRGGCC"C']‘GACCRCOCCACTCAWCTMGGAGAG;GTCTPC'EGGAT

CR(ETGGGGGICCISGI’C{X:GPCGTTCCGFACGGGGTAGAC!AGAGGAG'I‘G%CC’Z‘CCSGAGACNGTGGGMGMTACG&GTCCCMCCC&GMGAC E'.'I‘A

'!'I"I'I‘CC?\CCA&CTCG’."CEC.‘AG CCA@GGCIGGA’IGCOCCI‘ACCC@\GGO:C'!GCGCATACAGGGGCAGG’ICCTGGSC’!‘CAGRCCI’GOCAAGAGCCATAT

4 s n 4 + 4

AAAAGGFGG'IUCGAGGCCCG”‘CGS'K:TCCGAC@AUGGGGATGGGG'I‘CCG&ACGCETA’EGI‘CCCQ’}TCCACGAG}»,GAGX‘CTGGACGG'ITCTCGGTA’I‘A

Clal

CCGGGAGGAOCCTGCCCCTGACCIMGCC@XCCCWAGG@AARCICTCCRCTCCC‘TCAGCTCAGACACCI‘TCT’T CCTCCCAGATOSJLTCTGAGI‘AAC

GG CI‘CCT(I?GACB{K}GACI‘GGA'ITCGGGI‘GGGG’I’I"IC CBG’I’P‘I"&RGAGGTGAGGGAGTOGABTCTG’I‘GEAAG AGAGGAGGGTCI‘AGCTAGACM'I‘I‘G

7

B

TC CCAATCI'TC'I‘CI‘ CTG C’.?-\GAGTCGAAATATGGFCCCCC@GTCCCCCAMCCAGSTMGCCARCC CAGGCC’I‘G’SCC‘C’I‘CCAGCTCMGGCGGGRCRGG

AGCX;TTAGAAGAGAGACGTCI‘CAGGT’I‘TATACCAMGGGCD.CAGGGGGTAOSGGTC‘CAT’I‘OGGT'KBGGFC&GAGCX}&AGGTCGAG’I‘“CQCCC‘TG’I’CC

ESKYGP?CPPCPJ
HINGE

FIG 14 -1
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‘L‘GOCCK‘AG.F\G‘.CAGCCTGCD\TCCAGGGACH\GGCCC@GCCGGGTGG?GACGCATCCACCFCCATCTWTCC'I‘CAGC.’ACCTG&G'I"I‘OC.’I‘GGGWGAFI_‘ATCA

ACGGGATWC‘A’I’ESGACCH‘AGGTCCC‘I‘GI‘CCEGGGICGGCCCACE‘SACTGCLT{AGGTGGAGGTAGR%GASTCG’IGGACTCAAG}ACCCL‘CCI‘CK;I‘RGT
(A P E FL G G P 8
CH2

G’I‘C’!’TC‘C'IGTTCCCCCCMAACLY:MGAU\CTCTCATGATCTCC(I}GhCCCCfGAGGr@CGTG(ETGGIGGTGGACﬂTGAGCCAGGAkGACCCOSAGG

GAGAAGGACAAGGGGGGTI"ITGGGTI‘CC?GIGAGAG’!‘ACTAGRGGGCCFGGGGACTCCAGX‘GCACI}CACCACO\CCTGCACI‘C‘SG’I‘C’CI"PCTGGGGCTCC
_vFLFPPKPKDTLMISRéI‘HzPEVTCVVVDVSQEDPE

'rccncrrczmcrca‘mcs-rscmmccx;mmcmmrmmocmmmscmccumssammmcmaccmccmmmcmcmccr

I\GGTCAAG’I“IGAC"A'I‘GU\CCIACG}CACC”CCRCWATTACGG'ITCTGMmGCSCCCFCCFCGTUKRGTTGTm’I‘GGATGGGRCACCAG'I‘CGC’AGGA
VQFNWYVDGVEVHNAKT@IKPREEQFNETYRVVSVL

1

('3\0:GPCC’PG@CCABGACTGMCIGAAOG&AGGAGTAGAAGFG@AGGTCTCGAACAMGGCC.’ICCCG"CCI‘CO'&”CGRGMMCU\“CTCCWGCC
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Epitope Mapping hC2 _NC_20060605
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Figure 1. hC2 binds to peptides 12, 13, 14, 15 and 16 of the AR 1-42 peptide library.

Binding of kC2 to overlapping peptides of AP 1442 was analyzed by ELISA. Binding to the complete AP 142 and
binding of a non-binding chimearic antibody (conwrol antibody) was used as positive and negative conirols
regpectively. The peptide number corresponds to the amino acid in the AR {42 sequence on which the peptide starts,
Results are expressed as 0D,

Epltope mapping hC2_NC_20060518

pi2-20  At2 A13 At4 A5 Ate  AITT AIB A19 A0  p 142
Peptide

Figure 2. hC2 binding to AB 12-20 is completely dependent an aa 16,17,19 and 20 and partially dependent on aa
14,15 and 18,

Binding of hC2 to AP 12-20 and alenine substitutzd AP 12-20 was anaiyzed by ELISA. Binding (o the complete AF 1-
42 was used as positive contral. The numbsr comesponds to the aa that is substituted by alanine. Results are expressed
as OD. '

Epitops Mapping hC2_NC 20080825-26

Pi8-2Y  p1a21GRY pie-22 pi422AR2  piS23  p1S-2BAZD 142
Peaptide nuembar

‘ipure 3. bC2 binding to AR 15-23 is dependent on za 23 and partiafly on 2 2! and slightly dependent on aa 22.
Binding of hC2 ic AP 13-21, 14-22 or 15-23 and to 13-21G21, 14-22A22 or [5-23A23 was analyzed by ELISA.
Binding to the complee AP 1-42 was used as positive control. Results are expressed as OD,
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Antibody: MABTE102
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% disaggregation
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