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= 199 A)E hIAPP-CBI6] B&Ale] ESI-NS ~#Edoltl, WxE (Bl6let 2dste wle AT, B)=
hIAPP-CB[6] &g A2 ESI-NS3 ~ZEdolt}y, Ex+= (B[6]9F H&3td @H S dAI3ktk. )+ hIAPP-CB[6] =



[0023]

[0024]
[0025]

[0026]

[0027]

[0028]

ZIHSd 10-2017-0041644

gael us” 2 s’ vt Azl AN 9L 1 vhol CBl61SH B EkshR hIAPP BHE S
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T 22% 5% FA A5 e e gd Fxojt}, (B[6] H X% 5 mMol STt

%238 AB40 A63e] ThT #4jolth. AB40:CB[6] = 1:100 H]E&-S CB[6]o] <3 o] Aoz <ls] A|2late]
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50% FA &Holl A &aA1A AxstdtE, 2% &N 4 L ¢ B—FW‘E frel Bel &0 FH HE 1l o Fu=
HE AT, 5%(v/v) FA &ellA] Qlftulo]d 3s17] Aol SdH= As WA ffste] dEdd fax
9ol FEE 50 uM, ofdRo=-g 2 Q17 A opd o= ﬁE} =9 HFEE 10 uM o= i?éék%iﬂr. 2E
Tl gol2 50 ° C oA 49 Fet AFtHlel” shlom, wwke 200 rpmell 4] e, CBI6]7E &<l
A g AAE THAT] wigel &l A o]4ke] A CB[6]E 4 nl o] wphetell AAA AT, =S, wwkgl
o] &x°] Wzl s H2E Fglon, oE Fa Aol dol Ao wdA el 2Ee Fag aavt
O

Ev}(Formvar)/¥4 Z¥YE 2] 28] =(400-mesh)+= Electron Microscopy Science (Hatfield, PA, USA)eol A
?Uﬁo}‘iiq. WA (5 pl)e] Fi(Aliquots)e] = AeollA 3& Bt wHEem, nlo]la=23sl g& o]
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sto] AASUT. HEHoR, & Fo &3lE 1 w/wk e ot HOIE &do] TIg= Ao 1 Bt xF
k. agl=d ZESHE CBl6] AIAE 98] 52 Bt sHulel 5% FAR H3iqltt. Mel® 18l=+ JEM-1011
transmission electron microscope (JEOL, Japan) % Tecnai G2 F30ST (FEI, USA)E o]&3}o] £} ).

Al II:O T"i"}‘j

Aol o] 2 T/  ‘KLONK image measurement' AZE] (Denmark)E o]&3le] S35k, Adfe Zol
DL A 474 AR 9 2 g 2 Fom AoEith. 500-2000 FF A+ Aol B 200 T/ AT 7
AE 543 th. KLONKE o]&3te] S48 tEAQl o+ = 259 ZAIFo] it} Afe H dole 7] =
32 % 179 YepdSlen, Hy Aol B HAE sl A& AlEste] WEssit.

[~ 1]

Ay=1/1n10 - (Ax/x)
EoZed T (ThT) #4

T #4& A3 250 B
5w

w4 Aol AitHlel”dE &

HE 537 98] 33t ThT 25 &9 1 mg/nl & Axs¢t. 33
T L, ThT =% & 25 yL 2 5% FA €4 450 L& =3 a9,

u
ThT 9] 7] 94L& 452 oz AAsm, 3-8 460-490 nm=z AAF AT, 482 mmoll o) L3S A H3F &%
BUE el ARgstelth. (Bl6let E&A FAA ThT o F3 ZA=rt S718h7] witel, 714 gide] gl=
ThT-CB[6] &S AM&ste] =43toltt. BE dlol¥ ¥QIEE i1 (stationary phase)?] #o]l& o]&3lo] A

tararsct.

=2 AA d#F A (Isothermal titration calorimetry ,ITC)

Adedd CBl6]e] Azzhgol ozt HY A3 FFUH)E E71 Hste], ITC calorimeter (Microcal,
Worcestershire, UK)E ©]&3te] ITC AHE 3t Jd&dd (Bl6] &4 54 Ao A= FH 2 &7]
Stk 71 A2 50% FAR A9-31, 50%(v/v) FA &) &3fe <l&ed &9 100 pMe ITC Ao 29 3h3itt.
CBI6] &< 1 Mn ITC AlAIE &3l 308 FH3kdtt. 4 4L 3% oA}k, ITC A& 502 rpm oA LRk
st 25 CE #A8tt. & dolg = VP-ITIC calorimeter?] Origin 7.0 A= o] = “single-set-of-
sites” & o]&3te] A3t 3lTt.

o

=)

UV-vis &

CBl6] A7 v 77 dwld & FHsta, &
71 %, 18,000Xg, 4 TelA 15%& &< A& s3ict.
HP5520 UV-Vis spectrophotometer (HP, Santa Clara, CA, USA)& o]&3dle] 53}

o w280 mmolA 1,490 Mem | ¢ EF ASE olfale] AXEGL:. @liAele] w280 nmol A
37,970 Wen ' o £% AFE ol gstel Axtaigich,

A EFol23] AFEA (Electrospray ionization mass spectrometry)

ARFol et AP FAESINS) 2 FE FE AUCID)E o183 olF AP AW Fol& e
ESI A% 4|3k LTQ velos dual ion trap mass spectrometer (Thermo Scientific, Waltham, MA, USA)E o]
Sote] SAskaltt. BEST W w53t o] AdAskelh: dAs Aok 3.5 kV; EAR &% ¢ 150 CT. [LYZ-
CB[6]]9+ o] CID 42 F8 o] olsx A EA7]((TVIMS; Waters, Milford, MA, USA)E 2Zt& Synapt G2
HDMS quadrupole time of flight (qTOF) AH|E o]43dle] =A33th. ESI W4 1S3 o] AAs g A

AR Aok 1.5 kV; ZAZ &% @ 80 C.

2 e]X 349 (Infrared spectroscopy)

HolHd 2~HAEZHL Nicolet iS10 spectrometer (Thermo Scientific, Waltham, MA, USA)E o]&3}¢]
ZAatgt}. 7t AT Y F 128 9] AHEYL shje] AHEROR PEEA 4 en o HPER S5}
ATk, AlFsHA e AES AYFE doly e AR Mx"sta, 3T T 37IFdA AxAFT. AAdE
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>

Sl

MZE2L Amicon 0.5 mL 100k centrifugal ZE|(Millipore, Billerica, MA, USA)® ZW3dlar vA], AZE 9
el 293st7] Aol 5% FA(v/v)=2 33 MA3te] kel CBl6] 2 v/ T& AANGH. ZE IR =9

22 1500-1900 cm W 9OlA 7 2o 9T BwS o] &ate] ATt

o]*

oA A= (Polydispersity index, PDI)

PDI(R. G. Gilbert et al., Dispersity in polymer science (IUPAC Recommendations 2009) (vol 81, pg 351,
2009). Pure Appl. Chem. 81, 779-779 (2009).)% S+ T & =(number average degree of polymerization
Y(n )l tlet DA T F3(nass average degree of polymerization )(Fw)e] H]&o|th(dl7] 4 2). Zaw

=<
b ooldH o gAY A9 PDI ghe 1ol PDI ghe Felmo] o] dAQl ¥E Qlshe] dwbHow lutt 2

— P+ DBn,+ -+ By,

Y Ly 4 ny + o+ Ly,

— na+Ln,+ -+ lng,
L, =

ng + 1y + oty

PDIl =L, /L.

A3

o Rol= AfslE dubdog ® 1Ad EAE G- T3 2ds w2Zrh(M. So, D. Hall, Y. Goto,
Revisiting supersaturation as a factor determining amyloid fibrillation. Curr. Opin. Struct. Biol. 36,
32-39 (2016).). °]¥t MIAYUETS A3t B oo g ofs) AlFE I A, ofdRe|= A

Pe 9§ kA @rkel oa] 8 A% (elongation)o] o] Fo]WE ShAFE. AF WAk = ~10-10 M's )
< A PAH(k, = ~10 =10’ Milsil) By w2oH(C. C. Lee, A. Nayak, A. Sethuraman, G. Belfort, G. J.

McRae, A three-stage kinetic model of amyloid fibrillation. Biophys. J. 92, 3448-3458 (2007)). & A
L7t =9 AL g AR wido] Astdoa x3E e (trapped state)o]”] wWiEolth(T. S. Choi, J.
W. Lee, K. S. Jin, H. I. Kim, Amyloid Fibrillation of Insulin under Water-Limited Conditions. Biophys.
J. 107, 1939-1949 (2014)). iAoz, W=kA 7ol ofe o) 24 o] HEg Fx2 st AR wh
ZvH(S. Chimon et al., Evidence of fibril-like b-sheet structures in a neurotoxic amyloid intermediate
of Alzheimer's b-amyloid. Nat. Struct. Mol. Biol. 14, 1157-1164 (2007)). wabx], ZH 3R %7] &4
ol AR e FukRo] HAH o i w2 ¥ AHEE 7FKIH(D. Pinotsi et al., Direct
Observation of Heterogeneous Amyloid Fibril Growth Kinetics via Two—Color Super—-Resolution Microscopy.
Nano Lett. 14, 339-345 (2014)), A =¥ A9 #x T3 gi#AdS 7FAY(D. H. Zhao, J. S. Moore,
Nucleation-elongation: a mechanism for cooperative supramolecular polymerization. Org. Biomol. Chem.
1, 3471-3491 (2003)). whebA mlg] FAG9 3o A Fke] F714Ql 3 BAPE AAlets A2 AfF =HA Y
AolE 913 shte] defo]l A 5 Ut

B dHo s Fe-E 38hs o] &5te] obdRolm AFo Holoh w2 o]dAE AT g 2 ofdRo|=
A7rE"H 5 AE ATk, olHFd Ao Fa3% o F dEAge] Fe A gAls 7l
Htog olz-4=8 A (protein-receptor) ZA o] HAS o= S A= Aolth(H. H. Lee et al.,
Supramolecular Inhibition of Amyloid Fibrillation by Cucurbit[7]uril. Angew. Chem. Int. Ed. 53, 7461-
7465 (2014)). ©]& 3 o]f- =, Fe-£d A5 2FEL A 912 (protein recognition)(J. M. Chinai et al.,
Molecular Recognition of Insulin by a Synthetic Receptor. J. Am. Chem. Soc. 133, 8810-8813 (2011)), 7]
s ZH(function regulation)(D. T. Dang, H. D. Nguyen, M. Merkx, L. Brunsveld, Supramolecular Control
of Enzyme Activity through Cucurbit 8 uril-Mediated Dimerization. Angew. Chem. Int. Ed. 52, 2915-2919
(2013)), w9z ZH(protein assembly)(Y. Bai, Q. Luo, J. Liu, Protein self-assembly via
supramolecular strategies. Chem. Soc. Rev., (2016)) % o} g2ol= x| amyloid inhibition(S. Sinha et
al., Lysine-Specific Molecular Tweezers Are Broad-Spectrum Inhibitors of Assembly and Toxicity of
Amyloid Proteins. J. Am. Chem. Soc. 133, 16958-16969 (2011)) 5ol d7 H&% i Yo}, Fel-&d 339

!
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oS F83le] E Iy dmde] glolil zrle Adtste] 6719 ZElZFE dbE W] (Lagona, P.
Mukhopadhyay, S. Chakrabarti, L. Isaacs, The cucurbit[njuril family. Angew. Chem. Int. Ed. 44, 4844-
4870 (2005))2 TAHE Ad we] A9 ZANTL6](E 1B)S o G5te] opmzolt Af5E Alojati WY

H
& AT, s@AE, A (Bl6]o] A AE A8 dlAS FEANA EFEA AHEY] HolE
Lot ol AAL I A ES A AL A E opr|dtt. AAHor, B Uy wEw P E=
A deolE 4 vUxvlgHolA A mlolezny HAER 28T 4 o, 1.2-1.6 x99 W A4
(polydispersity index, PDI)E A9 ZdolE wdstA dAdS 4 dr}t.

CBI61dl 97 W& OEAAFE A& INS AR Al

2 oA E 94 ofdRoln AMfstel diE] & Hoj¥ Rdl A2HERQl e AR FA diste] xARSES
(= 10). d&d AHF+= 50 Coﬂ/ﬂ 5%(v/v)el EEFAHformic acid, FA) & molli= 50 pM o A+&H
fNE  o]&3sto] ATk, mgE 500-20007H9] AFES B AolE  TEM(transmission electron
microscopy)S ©]&3lo] FH3s o, PDI valueol 7135t A ol o] @A (heterogeneity) S A &3}sl%

o}

Wk CBI6]19] F-A] &foll, INSe] Al-f Zo](2.343.0 m)E PDI A|57F thefF 2.82 FHsHA Eakso] glo
H(xE 24 @ ¥ 1), o] AXZA(quiescent condition)dlell Al ¢lqfujo]EE INS §NE EFd3t INS AFE
o] A& M2 2 % A}, o=, INS &S 200 rpmeE nWhalgivh. CBI6]1S] FAl &fell, #-e
(53131 nm)E°] PDI A4= 1.3 A2 FoJATH(E 24 D F 1). ol wik F=3A] AR5 2L /A
= v Ao A% —8— Zrozlvk= A& Algt. CBI6]9] &A) atellAl, (Bl6]9] =7t F7hgol wet A
o] Aol A Z7I (% 2B, ¥ 1 2 = 7). oE B0, INSY FE FEZ7F 100 H o] 5
ZFsFA(CICBI6]] = 5 Mm), Ao dole W& thEibx]4(PDI=1.3) & FASFHAIE 1008] o] (2.0£1.1 pm)
S7keksink. Al = ank g CBI6]o] tiate] mlo]EA o]t E 8). ol A= gk} (Bl6]S o] &
gleo] W& o)A v ofdREo|E AFE AxT F AS5S HERAT 5‘3?‘_ Aol el F7b= 5%(v/v)
FA &olo Al CB[6]9] &3l= TAE zﬂrﬁ“" FM HEEE A HCBI6] &3l 80 uM in 5% FA). ©

AsS st CBl6]e] &3 4 #AV S

=
o
O —
ws]
o
(o))
o
ﬁ

b ot

F 1
Amtatenn |+ - - - -
NS CB[5] ] 1.0 10 11 1:1¢ 110
Avelenzth | 25230 | 353231 mn 35231 man laEP1Zam 2011 an
FDI 28 1.3 13 1.6 13

FEHo A FA &9 % F=(v/v)7F S7Fgel wEh CBl6]9] €3zt Srtstthe ARES Bal(E 2, H. J.
Buschmann, K. Jansen, C. Meschke, E. Schollmeyer, Thermodynamic data for complex formation between
cucurbituril and alkali and alkaline earth cations in aqueous formic acid solution. J. Solution Chem.
27, 135-140 (1998)), ¥ WHoX= FA &899 5% 2HES T3 @& FAAFE FAWHA ofdRolE A
o 24 7 WeE &4 Al distel AdsAth(= 30). tE FA F& s=(%)stl A INS A

9 ZZZ A (morphologies)E CB[6]2] A4 T F-EA oA A&, oA (B[6]2] %2 500 pM
o2, 15%(v/v) FA §4& F& R 7} FA &9 & (%)(v/vMVH B3l= Aets 2 H(CBI6] &3
E: 20 uM in 0.1% FA, 80 uM in 5% FA, 550 uM in 15% FA). ] F-EA3k A Afrel deole 5%(v/v) FA

LA A FAFSHAl 37-53 nme. 2 el BEAE | CBI6] EA) 1 D%J dol= FA %7 ashd o 4
A Y=vE(37+£19 nm)ollA dEF 10 U]—O]ELEHIH 371(8.5+4.8 m)E Z7}89 (% 3B). E3], PDI e

,
ho) ddHel

1.2-1.69) 89104 §AHUATHE 3). ARHom, A% dolo W Fe thEAASE §
Wt g7 gl SAE AGS 54 sh= (Bl61S] F& 2AFoEM AT & Aee & & Utk
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% FA mM

0 0.02

3 0.08

1G .38

15 055

20 118

30 6.47

X3
rafl 1% 1% it 505 1555 9%
W Aegleneth | $5=4 8 21zl Zem 130 %enn 01840 12am 0 L0007 0 -
@ leng . 4 ! : ’ No fibril

SE[E] | D 13 13 14 14 1.5 i
e Zooplengrth [ 434£3G1m 49420mm 32=23mm 534 31wo 27=19mmm o fibril
CB[e] | P 1.3 1.z 1z L3 1.3 S

CBL6]l <%t INSe] B84 Be) =

T HIE T ofdREol= YA whlAT A FEAY FA-&d g ofdRolE Afsle oA
= frdte Ao® YEeERT(S. Sinha et al., Lysine-Specific Molecular Tweezers Are Broad-Spectrum
Inhibitors of Assembly and Toxicity of Amyloid Proteins. J. Am. Chem. Soc. 133, 16958-16969 (2011)).
tolzl B o A= CB[6] I INS Ato]e] Fol-£y A5 288 ZgjolaHolnfolx A M7 % (PAGE) @ A
Aol 23t AREEAH (ESI-NS) & o83kl ERletith(= 10, 11). INSO] zte]ils} (BI6]¢] Aj =3 T2
XA dA (isothermal titration calorimetry, ITC)®} o5 &% EAI¥(tandem mass spectrometry, MS2)2S
o]-& }0% ol A (= 12, 13)(S. W. Heo et al., Host-Guest Chemistry in the Gas Phase: Selected
Fragmentations of CB[6]-Peptide Complexes at Lysine Residues and Its Utility to Probe the Structures
of Small Proteins. Anal. Chem. 83, 7916-7923 (2011)). CB[6]<} INS Alole] HE A A(K, 4 = 3.0X

103 Mili Y v gy FAFSFA Y. V. Rekharsky et al., Sequence recognition and self-sorting of a
dipeptide by cucurbit[6]uril and cucurbit[7]uril. Chem. Commun., 2236-2238 (2008)). #}o]xl& wuld =}
7txgol w9 T2t 9S8 317] wTol(K. E. Marshall et al., Hydrophobic, Aromatic, and Electrostatic
Interactions Play a Central Role in Amyloid Fibril Formation and Stability. Biochemistry 50, 2061-2071
(2011))7 Ak 1:121-13301]/\1}5__ LYS-CB[6] _H;Tz;l-jﬂg _7’:01__/-:L1 /R}i?}ﬁ_o] /\4%94 71.__]o] zxqoﬂ u}o:lsl 74 o7 7]1;Hﬂoa
o e A& uheh 2ol A6 Aole) WAA Mse % 4 g3l% AR 233 Bl6le ol o)
Holglr). ol wae el Aol Wk Wil INseh CBI6] Abele] Q-4 %i%}%ﬂl o8 Agm &
frks A slvad,

5] A, B wgel A T (B[6]) Fws)
= 5 %

thedet F= (%)< FA o}oﬂ Al gl galE INS| F ZAsA . 53 g9 B84 SHAY e
EFE AAE Yal 18,000 xgoll A ¥A Hesgon, f9ARe & 280 nmoll 4] UV absorptionE o] &3to] A=
Mof] EAsHE F3E INS FEE FAHSA. 5%(v/v) FA &AM CB[6]9 %ol T7Me4= INSe| &
7} ke REH(E 4B), CBI6]S] ol 5 mM = dA g 9o FA9] T (v/v)7F 2742 INSe B 2
bRtk (= 40). dAvrd o2 (B[6]9 ¥ FAS w%(v/v)E =E3H, (Bl6]7} &= SAE z2e 7ol
INS7F =880l A B84 02e] Adel7t % ‘“}01 dojdg Eelstqlrt. CBI6]el <k INS9| o]ejg ol
CBL617F FRl-&d HIAE HHs] & §3=o] gy or AT AHoR ANZAAIEE AtHon

APE AAARY AdolE FE3F=(0. Danylyuk, V. P. Fedin, V. Sashuk, Kinetic trapping of the host-
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guest association intermediate and its transformation into a thermodynamic inclusion complex. Chem.
Commun. 49, 1859-1861 (2013)), #t2 EW-CBl6] =A<l 243t A3 fFAbstth. weba INSe| Adol=
CBI61Ske] FQl-&d AEagel os) f=8 & A, BEANA FEHoRe] o] E£F s Ao
Tk, Aar INS9 dHelrt i ZHedl gdtste] HAS (& 4D), 3 A FoF oA INS wEFA 9
FEe GFe WAL AoE B T, INS®) AdolE B INS weblel wEE 2Ad] SdAE

CBI6]<] &= ghAl o] o] ol

_1

2
o
o

agk g CBI6]e] ok INSS] Heo|7F Afre] ZHo] Alo] 9 W Aol w9 T8
stths PSS ARtk olgfgk MES dFetr] 8l HleEekd T(ThT) assay(14) ©]&-3ko] 5%(v/v) FAS|A]
WEHE 14) 2 CBI6](= 5A)7F Af3t £%5d nAE 32 RYUEHIIPT. & 145 INS &4
| sl gz Al AR3ke] lag 1= AL sttt wnks Fa YAE ARe

(]

p [
Slo] FAE AR(2.34£3.0 um, PDI = 2.8)°l] H]&| & & t}hE2A]4=(53+£31 nm, PDI = 1.3)Z 7IX &=,
ol Rk 93t FEo] I AY FLEE AMHoR PPA7|IL wpeta] o] wE A 2 FdAdS FEdh
e

G CE, ey ik Feke] AR Al wEFAe] w2 AW E Qs AlgkEth. INS &9elA (B[
Ak, oA CBL6]Y el T7MErSF A |
, kol 9]Fk e EAT(PDI 1.3-1.5)+% SAEHJT (= 7). 0|23 Axfol] 7] %3}
Fe gFAe d PAS AAg; 2)
2 fFAE; 3) CBl6ldl o3 F7FA 8 PAo] A= Wi
e Aa #de AFE AFET (% 5B). o] FAH = <t (Bl61e] &3le AlghS A=
of A¥EE dEFA o] v&s AATTH(E 50).

=)

o & ofh

2 fo

oo
oﬂloﬂjoﬁ::‘l
o ox lomy 2 O

ot 12 o o lo fr
i
i
oS

Afrst S AQle ok AiAAeE dEAle] BlEe wel ddsAl AlolyHe 2EAE Af-4E TF
(supramolecular chain-growth polymerization)¥} +AFSIEH( = 15)(J. Kang er al., A rational strategy for
the realization of chain-growth supramolecular polymerization. Science 347, 646-651 (2015)). ZL#u}
CBl6]9] 932 =3 AAES FX3te= MAASE ddbert. CBl6]= INS9| Holg &3 & G TS JAs
© 98 FIH(E 4D); E=3H, AR £HA A dEe INSe &4 st 24T o, =84 FE9
INS= &gk A F4S 98l BI6I=HE aielse] &hol A&sfedh(P. Narayan et al., The
extracellular chaperone clusterin sequesters oligomeric forms of the amyloid-beta(1-40) peptide. Nat.
Struct. Mol. Biol. 19, 79-U97 (2012)). wtebA], Al&aE INS= INS Alfre] 214S 98 IR 3 szt
S5he aPA 4B SV A9H 4L B (Bl6] 24 2 RE2A A FYE Aot FAS §4 A9
AomNE oldd $5& AAT & A= 16). ek CBl6]S) Hud wgel ols) Hay A

4= A9 AR A AT, B F5(%) ] FA &M (BI6] sl w
o] F%=7k 5 %l A5 Aol Aol

52
>

o
H
—
2
o
o
o
N

= wkef INSe] 2
= 4), BI6]= AR A1 &<t INSe| wid-ghid s ahg-S wedl
AT mEbA, 843 B84 dElel del Atoldl EAldhs =ebA = 8 IS A Atele] o

(¢3

=4 dwds Y4 Po| =

=
theFek opdmols YPA TS o] §ste] (BI6]S] AF Hol x4do] dwrARl A&l AE A THE
6A). CB[6]9] H-EA) Hb slol A 21zF A ol 2ol= ZElo]=(human islet amyloid polypeptide
(hIAPP)E 2188 % &2 AH7F IA49 9hA(35+15 nm, PDI = 1.2), ik flo] (hIAPP)E AFHloly &
Ag-oe ofdRolr Ao 3w 9 38 AV #AHAUTE. CBl6] FEA 2wk oA oty & 3
A9 224k}l (Hen egg white lysozyme , LYZ)& SQl5Flo]®d ZA-g-ol= 22 74P A7 A=A,
kel B sleA e SRHAV #EHA &gk, CBl6] H7F Al @WACBl6]9] H]Eo] FUME] wk
hIAPP 2 LYZ AH9 Aol= Z7letdth(PDl: 1.2-1.5, = 6B, & 4). o]gd Ay v ojdAS 71
hIAPP 2 LYZ A+5-¢] doli= ik g (Bl6]E o]&ate] Ao = &S P&, hIAPPS] o=y E &
53 EFES 9 olAAES 7HR date ARE s e AMdEAT. BI6] B oy stelx FAR
LYZ Afre] PDI @2 259 dizxdte] SHA] ko, 152 oldd A7 tE AFEd HlEAE 2t
(P. Arosio, M. Beeg, L. Nicoud, M. Morbidelli, Time evolution of amyloid fibril length distribution
described by a population balance model. Chem. Eng. Sci. 78, 21-32 (2012), T. Doussineau et al., Mass
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Determination of Entire Amyloid Fibrils by Using Mass Spectrometry. Angew. Chem. Int. Ed. 55, 2340-
2344 (2016)).

Amyloid-f 1-42 % 1-40 (AB42 Z AB40) ®=3 = :(B[6] = 1:09 HEE w7} 3 HHO%} 1om | 7+
Zt 2.3+%1.7 pm and 3.1%£2.2 pme AH dolel, 1.6 2 1. 54 PDI7} SAHFAJHE 6A, F 4). u &7
Stoll A& Aol Aol 9 PDI A& FAMHA HEHJATH(1.7+£1.3 um, PDI = 1.6 (AB42), 2.0£2.3 um
PDI = 2.3 (AB40)). CB[6]9] & F7t= AB Al dolo FAE 7P PDI &2 1.5-2.19 HAR FA
AUHE 6B, & 4). AB42 H AB409Y A Zol:= hIAPP % LYZ Afots whfd®st olyeg) o o BAars
7F .

* 4
hIAFP CE[a] 1:0 11 114 1:100
Avg length 3515 mm BO6x38un (28+0 23 1.3+0.89 0
PLIT 1.2 1.2 13 1.5
[V Z-CB[0] 1-0} 1-1 1:11) 1-10
. ] 0234014 1 .
Ave length Worn-like C0eTE0 30 . L
_ 1 e hibril

PDI agoregates 14 13
AR42-CRI5] 10 1:1 111 [ -]

. - -y s 025022 o
Avg length 2341 Tam LAl Aumn 1241 3 i f
PLI 1.z 1.2 =1 | &
ARdCEIE] 1:0 1:1 110 1:100
aweglength 31222um 3 1+2d4pm laxlSpm 1.2£0.9 um
EL1 1.3 1.5 14 1.5

ol 4 Fiel el Aol ApolHE syl flsto] (Bl6]ek wuid o] 2helal(Lys) 1] dEAgE

ESI-MS (&= 18) % MS (& 19-21)% o] &3te] shelshelrt. =k, (BI6]ol] o8 whmld o] Ado|w Helatqit)
22). olel@ ABEe CBl6]ske] FEAEEo] 4 FRHe BuABelA FEHOR vehiy] wjFel 453t
L) 1

Aol 8 WAy 2%(k,) o BI6]Y 1
2} opglbe] Basl % (kye)E MIRSATH. ks (<10-10° M s ) INS ASSAN ko w5 ) FETF
=2 Wi AR FElol=o] et knute kCB[6] + U3 A= TH(~100 M-1s-1 for AB40, > 100 M-1s-1 for
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