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2ol=ZF(amyloidosis) g EF3l=, ofdRol=
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7 AF(abnormality) = o
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=
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[0002] ol Zol==(amyloidosis)S ©d A3(single disease entity)o] ofyz} 23]g], s} olAte 7| T Al
Ao FAEE, ofdRolER Edv Wi/ (vaxy), AE-FAF dulde] Axe] 2 &5 (deposit)S 542
2 3he vhFe JeAd A3 7o) agolt. AV ofdREol= HAEo] o] g we, oy 4] 7@

T 2AY A 71eS walsty] AlAgith. Aojm 15719 Jdeldt f39 ofdRo|=Fo] k. FH FH
= X% A3=H(antecedent)o] fv LA olURo|=F(primary amyloidosis), L¥ TE He
(c

ondition)ol] w2 &¥kA o}l 2 o] =% (secondary amyloidosis), @ 44 opdRo|=Zo|T},

[0003] Sk ol Rol =52 A (tuberculosis), 7FEA AT E(familial Mediterranean fever)Z &&= Alif
P P 9 (osteomyelitis)), FWFEl~ WA (rheumatoid arthritis), AFG(SolE34d

i )), A1 (Hodgkin's disease), @ U (leprosy)d & whA 749 == = A3

o

(granulomatous ile
S 7F ARl A 1

[0004] ohdzol= FABLE olytd

u!

o Al A AR BHET. ofhRolm B of 904 AAsHE ofuo|=
Ak o
[e] R

o
% frel WA F g Edwch. oF Wz

G A (fibri ofd Rol= whul o)
553 94 54§ oplste T3 #dE=(Congo red)el gk AF FHE UEhe 559 oA g
(configuration)l, &% "HlE}-Z2|Efl(betapleated)" AE IHAFZE AP = gy, =g, ofdRZol= 3
52 ofdRZo|= P (243) AW (AP), A A ofd ol P (SAP) #AlE= Gt dy), gatks) Fe=
2ot =ZE] 7 (sulfated glycosaminoglycan; GAG), 4 29 53 vrp3stEd diistA dAH.
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e o9l #HE"E e Fsoz= XAA A viH|(progressive supranuclear palsy), A A3

(multiple sclerosis); FAZO]=HNE oFFH (Creutzfeld Jacob disease), I}X1<H (Parkinson's disease),

HIV-2+&  x|w), 259571274314 (ALS; amyotropic lateral sclerosis), ®9A &9 (inclusion-body

myositis; IBM), A<l wHd Fuw; w<lA AoldRo|=Z(senile cardiac amyloidosis); W&H] o, 2
3F WA (macular degeneration)& X&sl= 1 yreo] Asglo] 9},

hemorrhage with amyloidosis (Dutch type)); ¥ 331

S ol W@ WA UFT & UAW, o5 5FH ARES FF B FF(shared) EAH A4
B gHach ol A9 Aze) YU JERd IRy Bystdl Joid 4 o, BysE WA YR

/\

(complement component), HA7] W& immune modulator), % Tt}&
!

A (acute phase reactant), W ZHEEZ
A= 7l A (inflammatory mediator)” =

=
A F&FE = I H(McGeer
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= AV AClele el A% lele) Hol s b £ ohuzeltel e £ AR UG 7
Aech wetd A%, ZehaclAel we-olamels wuldel A % FA) Sk, Abel A R e
SIS A7 AE Al GRlel HE AS FHRC. Wl Fad(siratesic) ¥ PO NHAE
o AAe N7 AW B4 A 7o) golg fudch. Eeha Fhe F2 DL gude obzes
AFA WA APP) 2 7 ZelAd ™ (presenilin) (ZHA g zZHAEd IS Ef}‘ﬁ&t}. a4 B %
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I olE AR T e 54 AU dasith.
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[0012] A% 7] 2@ FT7] @A i AAHES Y3 ofEEQl, Bad (COGNEX®, Morris Plains, NJ), =ul#&
(donepezil) (ARICEPT® Tokyo, JP), #®}2E]lwWl (EXELON®, East Hanover, NJ), Tx zZete}¥l(galantamine)
(REMINYL®, New Brunswick, NJ)& A3 A7k ob A% Z4o] olgle AL diiels AL &

®

<
o, o& &, wWwE (memantine) (NAMENDA |, New York, NY)& FL % WA £5 dx3dlolnHe (g E
5

o] = =
g8 sAEAt. FoFe =3 AD9] AHAIWA EA(manifestation)E A2 (address)d 4 Aok, T3, A¥
oFe B Zx, Wik(wandering), B¢ 2 25 e ADQ FF T AAE =g F AT, ol T4
o Ame TF FAE B AdSH wHEA Eg HlldAlE tWe] Bt YA ES gt B E,
A XNHE FRe= o] FHlx] FEA7F 2 (placebo)BTE d#H o2 e o=z JeluAnk, A A%
AP, FAl 7159 B ave auA ZA gy, W ofEo] AD FoFo AMgEH, dE 9], ChEls&
g AT Vs, 1 54 4 AT #AARE X¥ete 78 et

[0013] of RolE—fAl iAo HAE "l FHE VRISAY E o9t AAHE 1 wre] A AT A Aol
(mild cognitive impairment), o] AA Xw|(LBD), <F=712Z4315(ALS), BUA &9 & 3k WAy E

3] Au-¥¥ sk WA (age-related macular degeneration; AMD)©]

+

[0014] A% AA FMCDHE E&Z387] oA@AY A s 719 Foll2A 713 Aoz AFojs= gt fofolt}
MCIE Zte AFEE w3lo] 98 dirdoz rgss AR 2 719 ZAE FdsA v, #d(judgment) EE
FZ(reasoning) HAI e Auje] & F4S YehX= et MCI= ADQ] A4 dAE TF vy
s Weolth

[0015] W37t 9 4 (entorhinal cortex; EC) U] B-oldRol=o] Ao ZadZoa] AZ Q1A Zo(MCI)e] Al
T8 9TES T AoR oAAXT. o=, AD7F AR YERG & CSF-A AB(1-42) A7} @A 3] AAHT=
HEI dRgrh. MCI Al71odl A, CSF-AB (1-42)¢ll ®Fsle] CSF-tau 2= @A A F7teta, ol @2 1 F
AL A" Aolw, (SF-taue] 718 F=2 AAstE AL AD7F 2 Aow oads M s AEs

KN

A
o =S & 5 S Aoy

[0016] Fol A AI(LBD)= 65415 W AbEelAIA deofd = flm ARHAAY Aoz, duirqom 9l
of @ MG s Wste] TS FEsth. T4 AA Fel, ABA A, FH Fel, 9 A&AF V)T
3 (autonomic failure)S EE 4= Al AA ol tizle] A$-9] LBD7F YElU= SAolg. 4= A

Ao g o3lyE= E=o] AU A3l(recurrent episode)E 2zt <l 53%101]7\10 78 (fluctuatlon)O
=% He9 2 ZA % (alertness)? ©]5 HX(shfting degree)s} ¥
AIZE, B o ot theke 4 Q)

b
e
e
I
T
ro (¢}
)
:.°=

g

>~
-

|
o,
N

f

(8]

r_{

[0017] Fol 2AlE Qatstd 2 uAAbsE AA WA (neurofilament) TMAR PAPHT); o]5L HAEH HEE N
QA dde] AAe #ofst= FHIF D (ubiquitin)¥RE ofdel AlHA WA &uk-Ai-E# Q) (alpha-
synuclein) S 3tk Fo] Al F7t=2, A4 AES] AE E7](cell process)olA e FUAQN Fo] A4
E7](Lewy neurite)t= FEAZ = vk, opd=Eol= Eﬂ}ﬂt DLB®= A¥stE= Ao ¥ o] JAE
RO, o5 gx=stolmye] A FAtol XN UEE ¢ B A2 Aol vt ADY thE WA g
EA9l, AAAFE (neurofibrillary tangle)< DLBE] —’Fi{ EAL ol A ofdRole Zglxo| F7)sle]
E YEhdo

[0018] THEAEVIEA S (ALY 4F 2 35 &% 7d(neuron)?] H& EFo2 sty IR ALS FApA, A
n] Ei= Ho]F(aphasia)o] YERE 4= ATHALS-D). Huls dif-iE dwrdo=z AZF< A vl(frontotemporal
dementia; FID)o]iL, o]& 799 WF-E&e HFd 3 =599 BWS(superficial layer) B Ao} o]
(dentate gyrus)9 & o U FHAE-%A (ubiquitin-positive), EF-SA(tau—negative) E-JA
(inclusion) & Zt=t),

[0019] A ZABDS 5045 He AMEEAIA dubdor A= AZeH(crippling) A#o®, AA7|A 25
Afre 958 TR, 9557 AET - 2y He olF Wske #xe 259 HAA Ass FAT
. ol Zol=-p wmiAe] KA FoEeE F aat, =AM P &3, JEAdQd &5 Asle A4 3
ko] 25 A YR A FTtEE AoR WElow, of7|A ofdRolE-3 Wk FlE T

[0020] ol 2ol E-fAl wilge] FAE 9 HAEN BAHAY EE o] 7|dst= thE H 3 Ik wAdolt)
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[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]

[0028]

[0029]

SE505] 10-1505201

gk WS Eo rdom, ek (4 (light-sensitive) AE7F HZ A7} 2155 B
= uko] otsl(deterioration) S Furetth,  AWe we AR

2l i Aelech, shitole] =42 WH(blind spot) % %ai?} EE HAIE o] g,

- gk WAAD)S W= ulo] 65417F S AFFE AL AlZE Felle] FE flen,

Qle] Fa clojth.  oF 1809HHe] 404 o]de] m=elEe] e (advanced) AMDO| ZHe Jow, FIb

(intermediate) AMDO Z# v} 7309H 9] AlFE2 Alg Ao g 224 3l A& Q)

=
-
Mr

A
el
1o

N

%)

N

d7bA] 290ukE o] Abgre]l zleEl AMDel A Zlow FAdtt. ADY] A= FF, o] =& WA s W
o] A= g el sl &=zl vt mig- Aok g wdsta =ea Hde,

Sk WS A 3wk WA (dry macular degeneration) ¥ 54 3wt WA (wet macular degeneration)9] F
FElZb dvk. Nkl AlEZE JME] G EH7] AFeE A4 FEe, S3RF §A Ak 85 HAEdA e
. 3% o] AEE A, TEE wol dYA Fe FHE ART ¢ AR, FAH0R 4F + BT
AMDel A#ck, ek ofgjo] A A&l =RAl(drusen)S, A AMDY EAMAQl %x7] AFoltk. MIyPH A
4 AD Ee F4 ADe 2d 8-S =84l A7) B Ut VS E SUbet. A4 ADE ey, A
3o FA FEHE WX Z3 AlE FAs fadske Aol sheeit; aEv, 27 A4 ADZE B 548 8

W A o)A (3
a4 Ferh etsea

57&7] e 7= ‘Si‘jr). %*é AMDE= £ %
= Zk7] A EgT). ol ddES v Aoste] fA% ?%0“

=
=
S|
lo
A
oX
oft
é&
Ei
é%
I
i
1
)
[of
T
fz
o
Ir
pov)
o o
Ho
)
ol
po)
o
iui
x]
o
[
o
>
2
1o,
ol
>
o
[of
g
RS
fd
o, X,

4
32
£
oy -

=2
o,
o
o)

ek dukdow 3w = HAM(dilated eye exam), A2 BlAE(visual acuity test), 2 AMD

SrA A fundoscopy) 2 &2 HAFE ol &dte] w9 HAHKS Ee S XFstar, E£F -
A - ¥ A ZxFd<=(fluorescein angiography) = a2 4 dul.  wheF 44 AMD
AlY s dd # e S8HE Ase EAEHA denk. 2y, F34aEA
°of B4 1&F AP, T ADY AAH AR AYs AAATAY e 4y & Aok vt
A (Macugen) ® (| e YEF  FA}U(pegaptanib  sodium  injection)), o] A F-$ar(laser
photocoagulation) % 33482 (photodynamic therapy)< Zdbolre] wjAAA#e & 44 2L S A
o 4 glom, ol= FA A AY dF AFFEOlA ERo] "l ey, on| g AHE ol V&
o3 3 &HHA & Aotk AlHo| ojw] FALATH, EAs= AAY Bx7|(low vision aid)7} 4o A&

P47

rd 1o o

N
g N
Fﬁ"

i
o
©

o

> mlo
[‘-\1 oL

=

S

N

N

1o,

o

i
w2

sl

e oo oy ok

=) )— °1E+

)
@3 HAAMD) Y H%9 AF F dhvteE B39 (Bruch's membrane; BM)3 WA AT (retinal
pigmented epithelium; RPE)2] w}=}¥(basal lamina) /\]-Oloﬂ cEAog AdHy Axe HAES FHZH ot}
Anderson Sl of& FAE  Hro] dAFe ERAlo]l ofdRol= ulEE R s FEsith
(Experimental Eye Research 78 (2004) 243-256).

[e

‘2
|
ac)

4 gL © A7 A ALste APYFA ATE ADel 7]oF
Aoltk. 7k AlZ o], Ao WL st e AEA oE WARd oW, AR oW, AEES A
M7= A B 5 s W AEs A5 A 3 2 opeje) AR due] AES d A8AE
et A2 AR A= 23 9d gloln.

MEE FEo] AL Al nEfEolof & Tk s x4 e gk AR golert. AT ofE A
- AR RE A, AE R AZEA -2 A Ao svlEE BE Fo| JH O] 7008 AP oFE
N &7 FARE ghe A Es oFe] FojolAM el Bk AEA JEil o wrel Zell HlE) Zal=e-
Assk= 3o 598t < o A(S, 9d 93] e A& WE(sustained release))& Z#iskeE Al
g Eg vpEAEth. AT Fo] YR Foste FAAY] ol AR et A EEEE TV
dod AL, IR So|doln EY NEE FIHHQ

Z , o1 &Alo] WAl (generation)S 918 @¥AA WH 2 24
Eoln, ol A/t AT Fo FHIZ AFHY] g o Zoltt. wiEAsAE Y] A ofERol=
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[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
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[0038]

[0039]

[0040]

[0041]

[0042]

[0043]

[0044]

[0045]

S55451 10-1505201

A, &M= #58 BE A e o9 AENE xiste GUIEAY FAF AT, VA 47 &
T4 2 AFA BolofE] A2 o Bol, #olal, FFENIA B AzHIl == Y] flEe|= d¥e] 7]
24 B e BololElE AW AR A FARAM A48T 5 e ol e AT oAl
T ooblmat fAbAe 2, Aol shuh, AAEHE 1 B 27e] obvledts Fal Y] A4 el
7wl FRAoR A9, PEGZF A4 WolofEl® ARgE W, A PEG EwhE, dE 5°f, EF ©f
T el 94 TEAS o2V (embed) f1ell, EAELolgEolW B PAY ahwM #8Erle] A3
g gele] the el gRH e A

2 el g2 FAldex e, ofdRols EElu % Mo Solxoz Ajsiu, AP A e ol o]
=3(linearized amyloid species)olls Eo]|H o2 AT elA] & HoA opdRol=9] uF H|FHE 2128,
AEHORE H53 BE A e ol AREE xFeE A, FAsHAE GdFEAL FAUT AleE

2 g o] 7k FAldel s, 2ol Medt npel Te B wygo] 8oz H53% BE A EE o]

WA Holw oF 1 x 107e), AL Hel® oF 1 x 107 WA HolE ok 1 x 10'¢], nr} sl A
ook 1 x 10 A Ao ok 1 x 1079, Btk B AASAE Helw o 1 x 10 A Hel® o 4 x

1079, whgsAE, obaRol= ATA WHHUPP)T ofuWF FoAF WANSHS ehhA @ AF A

oo e A, B A%d wiel ge B wye Agdow FEH RE A Ei oo #
gng yasis A, s GAZEY FAV AT, 7] FA E= AWS AR s, DS Ex
MAA el Aol o 1 x 10 WA Aol oF 1 x 10°9], e Aol oF 1 x 10 WA #How o 1
x 1079, Boh AAEAE Holw ok 1 x 10 WA Hol® oF 1 x 1079, mr} t AMaAE Hojw oF 1
< 107 WA Holw o 5 x 10°9), 53], obuRel= A GuMAMPP)I} oW foF wANSHLS Lhet

e FAeelA, BN A& vieh e 2 wne], AgHon FE5I RWE FA w09 AgyE ¥
et GA, FASAE GAZEH FAE AR A, AUF == ARl gel, AR 2ol Hd AF

ARk 5o o, AASAE 108 o, Mk AL 159 ol o e A WskEE ek,
® oy PAE opErels wuwvly Melol=, 53 oF Fol, AR wwry Welel= 1-30; 140, 141,
1-42 1439 g2 poobARel= wuwnlyd Metol=, H3| ARy, Rwvd Wetol=e] wpx Eeiwy of
WEzolt ANF i vANFR AW, o HERZ D o vm, AT 5 Aok,
£ AP HY AN, AL FEX RE PA £ ol ERE XA B, DDA @
, BABHAIE dE o], AR Ex=mA HEkel= 1-39; 1-40, 1-

WA ek = sk FE-alaHol

m
rht
)
ok
__):I_r,’
Ir
K
e
fr
o
[
ko
v
_‘E
ox 7
é
o
£

w o) Foje] EAGAAE, obdzels By Heols,
1-39; 1-40, 1-41, 1-42 & 1-43%} 22 B-oldZol= Ry HE)=, 53] AR p &2
FE-Qulolda, FAAE 1:100 olste] B

e AB

1 1
3 1:1009) BEEne gE-alifHlo) sk A FeRg AR A0e dAste, &

$Mo2 FEF RE A Er oo FERE TP A, AT BAFEY Pl ATE
550, 7] oAl 9o el QLFAOIEH Atel obdzol= AMetoln Wk (v2)sh Mlusto] 505 o)
A, AL 65% o4, Bk AAsAE 75% o), Bu o dAsAlE 80% o4, 53] 85%-90%, i 23}

£3], & ayo] Ao} ofdRol= Riowy Fefo]=ole] FE-Qliuo]dE 28T WA 40T, FASHAE 32
T YA 38C, Bt} AAHSHAIE 37T LEoA 2447 U1A] 60A17F, FAEHAIE 30A17F WA 50A]17F, B} A
A

A= 482417 Tk et
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[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

[0053]

[0054]

= wgel g A, ofdRolE Hewy FEol=, 53] dF Sof, AR EwA FEe]= 1-39;
1540, 1-41, 1-42 EE 1435 2E p-olWzel= wunly Aehol=, S AP,y Koy ALl s} 11100
o] EFEHIE 374 48417 F<t %%—‘Lﬁﬂﬂol’ﬂ%}“ﬂ, offl o= Himwel A, dAsAE dE =
AB ®wwm4 FElo]= 1-39; 1-40, 1-41, 1-42 H& 1439 2o p-olgol= muwny Helol=, 53] AR
e BETA el =] atah EeWA A BE% VAR RS AFE, SF A QlFtHelER 77t
ot 2ol= fetoln Blov (i)l wlaste] 85% o), FAstAE 89% ©lY, *0“15}711% 95% o) A

A=, ALHOR o BE A B oo AEHE Edtehs A, sl ddEEd FAE Aw

S FANA, B 2 ARy BxvA Setol= tia] k] SoldS YEHAIT, AB g, AB1w, AB
o B/EE ARy BxmA Fetel=el tieid e @A 22 (minor) mA-WHEA (cross-reactivity) W Ko7
U omE A8 mold 9, A840% FEE RE A ER ol A8VE Xget A, AL v
S84 A, AAsHAE obdRol= FEL]= AB 1o W3 ABiss, ABise, ABiao, ABi-nol HI3Fe] 1008 o]
sk, A= 50 WA 1000, Bk AdASHAE 80w WlA] 1000, 53] 100w oS wizkebal, ofdRol= e}
Ol= AB g0l thal AB gl ®IEF 10008 ©]s), FAISHAI= 500 WA 10008, Xl AAISHAIE 800 WA 1000
v, 53] 10008 H&% Wzsta, wEbd ofdrol= Y R=wA HEtel=, 53] ofdEol= HElol= AR,

oS ARE, o MEZ D ¢ Hu, AT # Y, A8HoR W BE FA EE ol9 AETE EF

A m oole ANE LIS A, AL a9 E
1= P 35

e 54 FAdA, FeHen aed B ¥
4 % NS 7HA 3L, Aol% 0.001ug 313 5%, A3

A ol zols frtol=

2 o
o FAle) A4 oA AL Bl AW el Agd Wy, AMeAE 5
= 2}

B oukey 43 T 2dA e
of W2+ mEPAdd ol Aol A9 SDS-PAGE 74 A H/EE Bl T(Th-T) FF oAlele] s 54
g 4 ).

1-439% e p-oluzols iy Welolt, B3 AR, vy Wetel=ol Aol ol F4E, v

P A ZEHA opdRolE dAfF EE FAARY Fe-AiwlelAdstd, Y] iz WA opd
2ol 9MHF e vAERE SAAZL 5 Jde FAE FIIE AT

Hoathe] g2 FAdoe, FeFor #53 RE A e oo RS ¥ A, 53 dUIE
A FgATE AFEE, A7) @A opdRoE HiwA FEloln, AASHAE dE £, AR ExwA FEho
= 1-39; 1-40, 1-41, 1-42 &= 39} e p-oldZolE mi-mA HEo|=, Ed] AR, BxmA FElo]
o] AR & AR, vedAdE A ZHA olERols AMF T vAAdFel 1:100 o]ste] EF
EH R, woh AAEHAE 1:30 WA 1:1009] EEEvE, 53] 1:1009] %ﬁgrﬂu]_e_ ZE-oluo| s, g
PFAE A GAF E=E uAARE 35% o, FAEHAE 40% o)X, B FAlst A= 50% ¢, R o
AAIEAE 60% o)A, B3] 70% o)A AL = Urt.

i
ol

®ogyel gAE opuzols vlels
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ox
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HE
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o
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

SE50l 10-1505201

2] 40T, ZAsHAIE 32T WA 38T, Bt AAstAE 37C REAA, 12A13F UA] 36A1F &<, A8 A=

= | A= oldzole Bawly Helol=, AAEAE o o WA el =
1-39; 1-40, 1-41, 1-42 H¥&= 1-439} @& p-ofd=olt A 4 HEfo] =9

AR oa FAH, MYIHNE 12 A} ZeA ofdRols JAH EE w AR 1:1009] B EH|E 37T

ol A 24x7F Fob FE-dFHoldstd, 7] vEPAHdE mEA ZuA ofdRol= YMHF EE nAHFE,

2t H]3]F(vehicle) (oFE R = ) (HE) I AFHIolER ZHzhe] nElgAy ofdRol= ZgwA 4

A B Al el 35% o4, A 40% o), HUk FASHA= 50% oI, muh v AdAlskAlE
2

el Al siAl A Al sAE dolel A Wy, A wE- 2dAE

[} 1
vl de ol el e] SDS-PAGE 7 w4 Bl/E HleFEWl T(Th-T) B33 oj4loldl & =

i

B gyl wjfgd o s wkd(conformationally sensitive) & T olo] FERE FUIE A T3},

B owre] Fobe) PRGN, A§HoT FEd BE FA i ol AERE TS FA, 53] UAFE
A BATE AleHa, A7) A ofdRels Hwendd fetol=, Al dE 5ol AR ExwA el
= 1-39; 1-40, 1-41, 1-42 TE 1-439} 2& p-opdzol= Rivjy Heto|=, 53] AR, Zi=vA HEbol
=o] Aol os GAE, vHdde A EemA ofdEeol= AR He vAA e - arHlold st
W, B-AE AjEe] o-bd W/EE Y 39 HEe], 53 9" 59 W@z, nd o FAsAE 24
ul ol S1AA, 58l A wulde] Valize] B444 WY 2 wHRe] dolg fEAL 4 AT, ol
Mg A Feled opdzols B-AE WHE

3
B-AE wjate] gl 9Ee Ul A SlFHel e 7t
A opuzols Felmy AMF Ei VMG (IRl Wmstel 306 o), FASAE 35% o,

Mo M
>

-
i
Ho
al
>
Py
e
X0,
‘lﬂ
o
rr
N w2
>
|
3
N
o
ofj
12

371 FA 9 wiF HolE FEAIZIE FALL FAlel FAE Ao AHek W, GAEHAlE 1A MR &3
3H(solid state NMR spectroscopy)el ¢l&ll, £3] AR HElol=, AASAE AR FEol= 1-39; 1-40, 1-41,
1-42, T+ 1-43, E3] AB 1y BExmA HAeol= W Vall2 CRY wixe] AE 7 =(integral intensity)S =

o =o= 2R
B oange] A e, ofdrol= FA ZEuA dAF EE AR HAE S ofdrol= ZEtae JAHS
W AEAZ Foglon, ol A Asky #EE FAE siArIaL, a9 JPE A = YAz

webd, 2 owe] F7b A BolA A% vheh ge FgHoR RHF WE YA EE ol AgRE
sahs BA, AT BaRIEY PAS AT, A7) PAE, ¥ O AR FEE SHAE A w
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[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

[0072]

g v FACE, Bhed A%H e B AgHoT FEH
S WA, AsE BAFE FA ATHn, A7) AL Seag

B

3}

i=4

ak(load) & F7HAI71E A8 T WHd 2Y 5%, FAdsble ThE
7+ A5

=

[e)

o]

2 2 T A = o9 #HENE

E3ete A, AAsHAE ddE24 IA 3 FE IHIIE A8 =

= Hd 2 58, JAsAE 2 A7)

bt B el AgAHoR
&, BABHIE 15%¢1Y, Bt AAlsHAl=

dE 5o, d FACAA, ¥ IS AFgHor @Y BE FAH EE ol AENE et A, FAS
Ae 992384 FAE Agsta, 7] A=, 25l 2dolA ojddl A ke g2, GAlgAE aee
wj st Wbk AAej Ay oAl SRt ofde djA 54 EFE ydehds HelA ol#-&4(bifunctiona

wonnel ® ge AL, 4§H0R FEW LE A Ei ol A4§RE EFe: o484 A,
53 AgHoR #EF WE A Et ol A§NE LPHE o4 GATEY AL ABH:, 3]
A, obdzelt Wiy Metol=, FASIE AF Fo}, AR Wieviyd WErol= 1-30; 1-40, 1-41, 1-42
Hi 1439 e poobdzels wuwvly Metlm, B3 AR, Wl Wekelmeh FE-olFHIolH (com

incubation)st¥l, AR Ri=mo] 1At e dAF Ee vAAFRe] 2-E Asta =3, Frk=, of
drole B4 fete|l=, dAgAE &

o} 7o p-ofdREol= mumA FHElo]=, 58] AR, B
AR FEA ool AR i AR FE-<didleldstd, 4] melddE awa EewAg
ot zol= A4F = MAAFE HAAED F Ak

53] 2wyl o2gy wAZEY A, obuz

° 1:1009] H]Z Lo
[Sa=s

53], 2 ¥ FA|g ofdRolE RumA FElo]Eete] FE-fulo]d 28T A 40T, FASHAE 32
T WA 38C, Bt} AASAE 37T XA 24412 WA 60417 B¢, AASHAIE 30413 WA 50413 &
ob, B} AASHAIE 48A17F ot S, v oldRol= nE FAE nEA ZuA oldrol= JAH
e ARt FE-QdFHlel A 28°C WA 40°C, AASHE 32C WA 38T, Bu AAsAlE 37Ce &
Zol A 12417 WA 3641 B, AAEAE 18A1ZE WA 30A1F FoF, B AASAlE 2443 FQ
S A=

Hodgo] & g B FAldolA, FegHor 453 EE & i ol FERE ydes B o] ol
2bga A, AASHAE 2 dye ojxtgA] ddFEA e A mgdAdd WA 9AH e A
5 10% o), FAIEHAE 25% o, Btk FASHAE 35% o, Btk v AAlsAE 50%01d, 53] 60-70% °I
w0l dAAE QT

Eoubgo] £ g2 B FAdoA, FAeHor #53 BE A EE o] zEEE ¥olsl= B ool o
Zaxd A, AAEAE B OEe olFeA BAdFEA e, oldRolE RiuA FEol=, AAFAE
dE S0, AB REuxmA FHelo|= 1-39; 1-40, 1-41, 1-42 EE 1-439} 72 B-old o= mumA
FEpo| =, B3] ARy B=mA] FEfolme] AHS, A5 Ao AFHo|ER Zhzte] ofdRoln HEfo]m R

=)
W (el )ol) WlaLele] 50% o4, AMHElAIE 65% o, wrh AHEAE 756 o), weh v AAsHAlE 806 ol
2, B3] 85%-90%, W Zypste] AA|giT)

_21_



[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

S8, B oage g0 FEG BE A Eb oo 48RS TS A, B o484 WA,
S8 ga2EA A, el olAed vaREy FAS ATea, A7) AL, AR Al tE 4]
Ao SolH4el B A AR Fal, obURolt miny Wetol=, B3 o Sof Ap wuwv]y et
o]= 1-39; 1-40, 1-41, 1-42 EE 1-439} 2 p-ofBRo|= mi-mA Hfefo|=, 53] AR, LevA e

©

i
L
o
-2
=

olymerization)9] A& wiZfdlar, ZL/EE ofdRol= A MElo|=, A= odE &
s

o], AR HuwmA FEfo]= 1-39; 1-40, 1-41, 1-42 FE 1-439} g& B-olhZol= TumA FHAelol= E3|
ABryp BxmAd Helol=9 Ao s FAH, vEdHE 1A v ofdRol= dAF e vAAR

o] 7hg3tE fFrsta, ol oAk MFE et

B g Boofdmelm dmide] duEZ g, FAEAE n 2 WA 16, GAsHAIE 5 WA 16, B
AlskAl= 8 WA 16, Bk T A 10 WA 169] ;‘34011, me 3 WA 25, FAEAE 3 WA 23, A
A= 3 WA 20, AAEAIE 3 WA 17, dAEHAIE 6 WA 17, Bo ZAlskAE 9 WA 17, Bo o AAlst
Ae 11 WA 179 Ao, o714 o3 m2 U3 71 2 —’F glom, n2 4 muvh Ztofopstal, ndt m Ab
ole] zF=231 ofm ik 7&71 aa;aa, = ATE = AR EEFEo|=o olvEZ o U9 olvEszel] x5}

(targeting)stal Soj¥ o= Ajtgo =zl dE 5o, AR ExwA IEelo]= 1-39; 1-40, 1-41, 1-42 &
_]
=

1-43& Zshs Afret &2 B-otdEol= A, 53] AB e BevAd HABelEE e ARl A4S
2 EF SojHor Ageti, Bl/E ofdEolE HnmA feo|=, s dE Sof, AR Em=mA A
Elo]= 1-39; 1-40, 1-41, 1-42 T 1-439} 72& B-old2ols RxwA HEl)E, E3] AR, RxHA 3
Blol=o] Aol ofs) Fd€, vHIdd uEA EHA obdRolE dAF Ee vAAR HEEE f=
o, FEAoR A5t BE A Ex oo AEN-E e A, AAslE ol#Ed A, 53 9@
A A, AT ol ddSEY FAE FUIE Aedn

w 2o 54 AN, ne 13 WA 159 A, 53] 14ojan HEFE mE 22 WA 249 A5, 53] 2304

w e gAe] A, ] dd el wix do], FAsAE B-AIE W], a-val B/EE Y
S g o3 s, Bu oy AAss A4 ol T A6, GAlsAlE AR el
o Wiz HolE =3 4 9},

Fkel FAeelA, ¥ g Ag oA, SA, wH delo) fE=, oFEE, AsAL 14-23 vle], Alst
Ae 14-20 49 e ui=

Had< oy EX(conformational discontinuous epitope)®] <14 2 olo] ZHH
el 3]

=

3—1]
Heh 2, opdeol= fehasl Y48 AP A mE e AL M el e
=
:Il

i
&Y
& MN
o I o
., e o
o
ku
o
I -
o 2
J% iG]
LN C)
[SRET
lo
I
of O
oL mg
p
rjg o=
2 [0
=3
r_N; W
o
Z o
o X
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o
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o
BN

av)
e,
il
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ox
o
2
ol
2
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O

oft
N

d 549 2 o], AAeHAE 3 o, B A = 4
AAE, AgHoR FEF RE PA EE old] 444

)

0%
Ak
2
ol JIH
4,

.
4 -
il
ot
__>‘J_:"
o

B o>
o 2 odl
ol
ol
o,
0%
|

ol
ol
X
s
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e
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<
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e
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o
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111
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f
o
A
=
ol
ol
2
ok
f
E
5
g

L4
ofo
_lZi

AAEAE o) Z_A A, Ed TGAFEA
I, ZAlstAE obdmol= Fetol= AR ol el AB g, ABiso, A
Bi-a0, ABrar®ll M8kl 1009 o]}, GAlskAl= 50 WA 100, Eok AAstAl= 80l WAl 100, 53] 100H
o5 wgstar, opgmolm el = AR 1,0l tHEl AR g0l WISkl 10008) elsk, AlstAl= 500 WA 10004,

Boh ZAlstA= 800 WA 10009, 53] 10008 ©l S RIZFstar, weEbaA opdmol= A Riovjd JElol=, 5
3] ofdzol= JEfo|= AR 0 AHS, o HIEZ Y 9 Hli, AT F S, AeHeR d45F BE FA

fu
M
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[0081]

[0082]

[0083]

[0084]

[0085]

[0086]
[0087]
[0088]

[0089]

[0090]
[0091]
[0092]

[0093]

[0094]

[0095]

[0096]
[0097]

[0098]

on

E=41 10-1505201

E3] 99224 A, AAEAE olFeA dAdFEA A, ofdRol= FElo]= AR,
UAEE 7HA A, JoJ% 0.001ug 313 5%, &

Jlpg WA 0.001xg, 53] 0.001 pg9] =2 AR AHE HEDL S Utt.

2 e o B4 Ao, FHA FE 0.001 pg7hA9] AB e AR 2 HA FX 0.1 ug7hA9 AB i A
2 HA TR 1 pgBAY AB L AFE HED £ dE, FeHon #53 BE &4 EE ol FLRE ¥

Fshe WA, FAAE o284 A

E B =
= y =
o AF AEE AXeln wd ek, 4 = g EmE oole ARE XL wUD
B4 Aol B3 AemA, A7IA 7] sht o] Fe] Ee A4Vl & ol 553 A7 AtolEx A AR

"é E}: 9] F ;ﬂ = % Pe 11'7]'\_1:_ Leuoli’, }?:}'7] X'“2
S5 A% AlEE XS, B ooldel A% opmwal A7 olste] Fol(core) A ol 7917

- Xaa; - Xaa; - Xaas — Leu - Xaas; — Phe - Phe - Xaa; - Xaag — Xaa; —

1714

Xaa;< His, Asn, Gln Lys, & ArgS 338l O 2K E Aulg ofu]eal &7]o]aL;
Xaa,= Asn % Glng TF3PE LORNE AEg ofwnik 7)o,
Xaase Lys, His, Asn, Gln & ArgE 38l Lo 2HE AElg ofu|eal &7]o]aL;

Xaa, = Ala, Val, Leu, =EF2(norleucine), Met, Phe, ¥ IleE *3tsl= O 2EE AeH ofu-al 7]

o]

i
K
o
o
rir
Hd
o
il
i
)
2
)
i
(e}
L
=)
b
>,
2
N,
L
K

Xaast Ala, Val, Leu, Ser ¥ IleE X3

Xaagt Glu ¥ AspE ¥Egele= o

|
<
o8]
B

|
<
o8]
o
S

|
<
o
o
w

|
-
@
=

|
<
o
o
IS

|
-
=
5

|
a~]
=
@

|
<
o8]
o
«

|
<
o
o
&

|
<
o
o
IS

|

o714

Xaa; < His, Asn, Gln Lys, % ArgS ¥ 3sle= Fo2HE Ay ofu|w=Ak Zr|o]ar;
Xaai= Asn % GIng ¥gHabs womRE Aeg ofnwit 17]o]w;

Xaase Lys, His, Asn, Gln & ArgE E338l= O R2HE AEld ofu] il &7]o]al;
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[0099]
[0100]
[0101]
[0102]

[0103]
[0104]

[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]

[0112]

[0113]

[0114]

[0115]
[0116]
[0117]
[0118]
[0119]
[0120]

[0121]

Xaas= Ala, Val, Leu, Ser ¥ IleE X3}sli= o 2RE Ay o]t 7o),

Xaasi= Glu B AspE EFSh= Lo E AdEE ofn|mil 7jon;
Xaa;2 Glu 2 AspE X8l o Z2HE AgdE ofn|ik Zrjolth

2 o] g2 FAldolA, A T ole] AHo| AFHI,
o714

Xaa;2 His &=& Asn, 3] HisolH;
Xaas= Gln ®=+= Asn, £3] GlnolH

Xaas> Lys ®+= Arg, 53| Lys©|al;

Xaa;= Val = Leu, 53] Valolw;
Xaasi= Ala & Val, 53] Alao]al;
Xaast= Glu T Asp, 53] Gluol™; HEgh

]
Xaar Asp =& Glu, 53] Aspo]t}.

s E, Bo} dAEAE & s bE| == U7 gk A = ole] 4
of &3 Aew, o7|A 7] sty Ee F ol e Al o] =553 AT AtolEx Y] @AY Al F
2 gelsks st o1, AAAE B olgel ALAS obulnt /]F 242 EFw
53], & dHe] ¥4 e olef dyle p-ofdRols Tuld Ao] E o4t HE53F Adt Alo|Ed] AFsta,
A7 £ oo HE3 AT AlEE AV ZAY ATl Fr Poste B ol A&A ohvAl 1Y
% 77k xgea, o7l A7) F olgel KB5S AF At 39 gol 45 SHs AAHwL, BA A%
o golshx @A Ex A7) E ool ALHQl obulwAt el wiste] 4P U AL FEE wolsh:
o ol obulwat 27lel els) welslel, WA Bk oWEE FYun
B el g2 FAdelA, p-ofdrol= duld Ae] shu o] e 5537 Adt AlelE, AAEAlE & ol
o BES AF A=, nrk AAFAE A o ge] SEF AF A|EE Ay AFsHe ¥ dgel A
L= oo Aol AlFHal, o7 7] 553 A AtolEx Y] @AY Aol F2 Holske s ol
2 E ol ASKHA oAt VIS A7 e, of7|A 7] A A wefsA Y Es A
o) Agel F2 wolst obuliit AVl Ma) FF3 o Ae YRR welahiz sh} olge] obvlit @Yol
sl ¥el® st o]d 2L B olge] A%He ohulwate, 7z, olske] mol A ulel A9W His- 2

- His - Xaa, - Lys - Leu - Xaas— Xaas— Xaas — Xaag — Xaa; — Xaag — ©17]4]

Xaa,®= Asn 2 Glng E el FoRRE MEg ofn Al z7|o]ar;

NE
o

Xaas= Ala, Val, Leu, =2FAl, Met, Phe, S ¥3eE o RFEE Ay olm il Zr]ojn;
Xaas = Ala, Val, Leu, =2%F41, Met, Phe, % IleS ¥ 33l Fo 25 E A olm| Al Z7|o]al

Xaas:= Ala, Val, Leu, =221, Met, Phe, ¥ IleS ¥ 33+ o 2RE Auly ofu| il Zrv]ojH

Xaast Ala, Val, Leu, Ser ¥ Ile® XE3sli= Fo2RE AEg o]l 7o),

o

Xaa;2 Glu 2 AspE X stE O 2HE AEd ofv|xt ool



[0122]

[0123]

[0124]

[0125]

[0126]

[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]

[0135]

[0136]

[0137]

[0138]

[0139]
[0140]
[0141]
[0142]
[0143]
[0144]

[0145]

[0146]

on

E=4l 10-1505201

Xaag Glu 2 AspE ¥Fdh= o zFE e ofvwil ghrjolar,

oJ7)1A A7) olwl=At A7) Xaa,, Xaas, Xaas, Xaar, Xaage A Agd] #oJeA] LAY EE -His- 2 -Lys-

Leu- A3 Abo]Eol mlasto] 3] B 42 Az o},

g grAldelA, p-opdRols v o] st o) el =55 A AbelE, AsAE & ol 553
A AbelE, wn *Hﬂ A= AL o] 553 AT AlES dAsta Atehe & wHe] A e o]
o] Algsar, o7|q 7] 553 A7 AlolE= 7] FA9] Al F= #Hofshs sht o] B ' ol
o] A&HH<d A7, A1 A AlEE dixst

(o]
o
=
b
2
2L
N
. ©
N

N

N
kd

)
_OrL
B
2

N
R
o
_OrL
1o,

R
2
>
ne
=
=2
N

- Xaa; - His - Xaaz — Xaa, — Xaas — Xaag — Phe - Phe - Xaa; - Xaas - Xaag -,

o171

Xaar2 His, Asn, Gln, Lys % ArgS ¥ 338} o 2HE AeE opnit #r]o]a
Xaa;= Asn 2 Glng EEelE FoaHE AEy ol 7)o
Xaa;i= His, Asn, Gln, Lys % Arg& oot w0 RAE A8y ol gh7]ola

Xaas:= Ala, Val, Leu, Ser % IleS X33l O RZHE Aulg ofu]al &7|ojH;

Xaass= Ala, Val, Leu @ IleS ¥3tals o R RE HAUd ofu| ik 27)o] 1
Xaare Ala, Val, Leu % Tle& TFdh= FOoRFE Addg oAl 7)oy
XaasS Glu 2 AspS X Tsle o ZEE Meg olm w2k 7)o,

Xaao® Glu @ AspS EgHehs wo=RE Aug opuliwmat zrjo]n, w3k

o] 714 A7) ofm| Al Z7] Xaa;, Xaas, Xaas, Xaas, Xaag % Xaags A Adto] #olskA] FAY EE His ¥

“Phe-Phe- A Aol =] mlaste] $3 U e JER ol gt

2 o] B FA|do A, o]ste] =] Mde 7%, Aol AFe] F2 FAH F o)At d&5HQ] ofm]
AP A7) F AAAE Lys- B - Leu—8 XSS, EI E o]Ao] AEHZQ olnwAt FAr]e] FH A= -Phe-

Xaa= Asn @ GIng E3els FoRRE AEd olujiit Zrjo]n;

Xaa; = Ala, Val, Leu, =274, Met, Phe, % IleS ¥3lsle FOoRRE Aew ofnil 77]o]a;
Xaas:= Ala, Val, Leu, Ser ¥ IleS X338l O 2HE AEls ofu|al &7|ojH;

Xaage Glu @ AspE E3ele FozHE AMdd olujeit Zrjojar,

Xaare Glu @ AspE E3ele FoRHE AMEd olujit Zdrjoja

w3k, o)A A7) oluwAt F7] Xaa,, Xaas, Xaas, Xaas, Xaas, Xaa;o @A A BAFtH ALY E=
-Lys-Leu ¥ -Phe-Phe- Z3g Alo]Eo] uls] 433 ¥ A& ALz Ao},

= Ee g AN, A B ol o] AlEHT,
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[0147]

[0148]
[0149]
[0150]
[0151]
[0152]
[0153]

[0154]

[0155]

[0156]

[0157]

[0158]
[0159]
[0160]
[0161]
[0162]

[0163]

[0164]
[0165]

[0166]
[0167]
[0168]
[0169]
[0170]

[0171]

on

E=41 10-1505201

714

Xaa; 2 His T+ Asn, 53] HisolH;

Xaa,©= Gln =% Asn, 53] Glno]™;

Xaa, &= Val =& Leu, 53] Valo]il;

Xaast Ala =% Val, 53] Ala©]™;

Xaage Glu T+ Asp, £3] GluolaL; =3k

Xaa;2 Asp T+ Glu, £3] Aspolt}.

2 o] ko] FA| oA, B by A Ee oo A pB-opdRo|= vl o) Al o) %53
Ad Alo|Ee) Aitstar, 7] Al o)y 553 AF AllEE A Al FE #oHE Sl o]de ofn
A 7] 2 E o] AEKAHA ohuxAt 2V E Z4ZE X e, od7|A AdT] Al olde] S5 H3t AlolE
= 9 Aol s 2HEA AAE, FA A #FoAsA @AY EE FT] St olde] opmwAit 7] E
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g o] thE FA oA, ofURo|E R HEfol=, A= S
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1-39; 1-40, 1-41, 1-42 E& 1-439} 2 B-oldZol= Ry-wA FE o=, 53] AR, B A Felo]=9
ARl o8 FAH, vegAdE iz Zedgd opdRel A T AR FE-AFuel s, A
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ZvA ofdRolE 9AMF T AR FE-¢diHolAstd, ) vEldAdyE uk FEwA olHRo)
= AAF =E MARRE AL F de, SR 75T BE A Ee o9 AERE xIstE 0%
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o) o] AESA AAE WAL 5+ A

dutd oz 7] g2 AT &4 3gES FAHAA-AE S Al (neutron-transmission enhancer), XX &
A (psychotherapeutic drug), oFAEZ o xEgtolA] AAA], Za-Ad Al (blocker), A<UA (biogenic)
ofyl, wlztjolAlT A A (tranquillizer), oMAEEZH 4, AF e WE S4A, oHEFA Al¥x 35
o] =g ZeA|, Hiolul SAjtjolA]l-A T B AA A, N-WE-D-olATEEH o E ZEEWoO|E 441 A3t
A, vzEHRZol=A FASA, kA, L AZEY & (serotonergic receptor) AIAE XTI 4

=

3], wge] E3ES AsHH sEdxd dig s3tE, F-AUMHE SFE, 55 ZdolE (chelator), I
A A A (pirenzepine) L AFEZ} & DNA FE JAA|, 3-opu]-1-Z 2 <L FEAH(3APS), 1,3-ZT2A0$ I
O]E(1,3PDS), AlAeElolAl A Al (secretase activator), B- F y-AZzElolA]l AAA, B @A (tau
protein), A7 HWEEH (neurotransmitter), B-AlE I A|(sheet breaker), I-F5 ®x, E Egad
(tacrine), #WF~E]ZLW(rivastigmine), =Wl# & (donepezil), R/%E Z&ElW(galantamine) 3} 22 o
2HgtetAl AAA(CRELs) R thE FE 2 I HEAR FAHYHE IFo25E dd9d A% el tE
AT &4 sEY, 2 2o A B, 9oz, FAgHoR §Erlsd @A 2/EE FAA ¢/®

[e} = L

39,

A

oo A, & wrgol E3tE2 B ol g9 g Yolil(niacin) F& W WE (memantine) 2, A
%z:;l- %}jﬂ \11/51':‘— §1/Hzﬂ tﬂ/tt‘— Hb‘:];(ﬂ?— 3—61—61» /* oh—jr

2 ol I g fAdeA AlFEE £38ES, #ZM(hallucination), W4 (delusion), (F=#F Alarike
(marked incoherence), EX(derailment), Alalo]®(tangentiality)@ FAIEE) Akal el (thought
disorder), ¥ 7|H3% T Ted qF, Bk ol ¥ 7+ (anhedonia), FAEvH(flattened affect),
7+ (apathy), 2 AF8]l4d $%(social withdrawal)S E33l= S 2 A4 AW 49 82 94, 01]
5o, Z2x%(clozapine), A Z&A|=(ziprasidone), @2 2]E=(risperidone), o}2]¥ Z2}=(aripiprazole)
T @A A (olanzapine) ¥ 72 "HAE A A2 H(atypical antipsychotics)"S, ¥ o] A 2
AeR oz AEHoR 87 wHA H/EE A R/Ee FPA A Lt

ool EX oA, oA ALy ulel 7o B ouwhde AR 9 GBS g3 fake B ok
Ho| & 2 Ay A4 DS 747 £33,

Hoakmo] g9y z3Eo] EtEo HAEA AFEE £ de UE IFFqELS, B FE FZH(36-3970]A]),
S7reEL H S-S IAH(39-51F0]A]), - H olA]l AAA(51-563¢]A]), NMDA 58 A IA|(56-537]

el ),
ojA), oEERZZN(58-59¥0]#]), H|AE|Ro|=A F-ATAN(60-61701A]), FspA|(61-6201A]), FHEAE
=2 A-g433l9 4=8-A (peroxisome proliferators—activated receptor; PPAR) ZF&Al|(63-6730]%]), ] 2H]
E-A3F 2 J&Zﬂ(68 759 0]A]); ofdRolr SAA|(75-77HH|0]A]), ofURol= FA A A (77-78%0]1A]), T
e o] 8] (78-797 0] X)), -AAHHoF @ 3-8 (80-82H 0] #]), FF HEZA(83-89F 0] x]) L ¥ ] FEIH
g4 =49 F8AES THIE 3= (89-933 01 Fx) B A F%FE (prodrug) (93 B 9430 #]) = Lo
ArlE FA9 W0 2004/058258 (53] 16 2 174|0]#] Fz)e) A H},
g 5o}, IV EM T2 A5 Ho|ojE EE oE Sof, ZEddd 2 (PEG)H 22 154 RolofE
T B9 2FoE wyFgH B-ofdRol= FElol=, FAEAIE B-otdRolE HEMOIE AB1gs, AR R AR
risanS oM AE A dol| Jgdte FYA el 3ol 2EA FYA FRAC s A, FASHA
GdEE2Y FAE APAIE AL 283 FAE AL A Y, GAEHE B 2] eHe=R
nE & xFse ddEFEY FAE s 9 WHe] FUtE AEEa, o
o] 247+, sk o), AAMEAE sy e Y, dE £, elilw
Qi e 7] A4 B A5 RoldHY ASEH %
3]

FRe !
A EE YA BARA AT F Qe 999 e AFW olveat Ei obiit A (analogue) S 53

EF, B ouge AvE dE Bol, A% AX 0L, Fol AA Av), EFFE, ofuzol=Fy A4
HEAOLBER); F HNe-Av) BFFH 2o AA 719 S PAe EHoR e 4B = P
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[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

Comm 129, 885-890 (1984) el 71%&=o] gitt. Althr}, thdst Feol oldRols § HAgoluEs Agdyow
= 44 7Hesid

B QAR EE AR MAAMS EE oldzels QM E S84 WAl UelA BEgeln, 59 ol
© oo wA-PEE e dRE Q4% 1.2,30 el 419 wE-AEds) A4 A4 J4e
2 PEAY EE Rold A4S dAstt menly vude] Eng Jeold

"Rienlg ABY EE AR Baev]'t 284 oA ol 208 BEA7} glo] sl gelE ofuml= B w
o]}

"Eeolg 7heA opRmol=t W rgHIelg ABT W AR SIA": 84 vl ulel o MEE W Ef
FomEE QA W, uvh AL M W9l o He mRA g Seluvy wi EdWy PEE 34
3=, oldREol= HElolE H ol Ro|E-fAl HEe|E, e WEHE EE ¥ (truncated) oPdREol=
Eol= i opdzol= Fetol=o] U fEAY tFe AYH Rwd, 53 EiF EE QA U, w4
ARAE o GA A3 AL, ohdzam BUR) £ AYA 2 FRrncated) LT BU)

"gElE(isolated) "2 AAAoZ TARS W HAE FES Aok ARV gl AETA EAE vt

HAolA AFEE fo] "FA" T "FAE"S V& T fojolar, wAH FYo| AEs T B
g A, FAAE HIFREY ¥4 4 WAIF2EY B WgHgozr FA FE, I FqYo HYE
o] o= ﬁfﬂ’é‘}b A Al EE 3oty A4S YEE Zo® osEnt. B Uy W2 Ede 99
o] BFd(IgG , IgD, IgE, TgA 2 IgY) mx SF2(IgGl , 162, 1gG3, IgG4, Ighl E IgA2)) wE HAZ
289 %XM 1Hﬁﬂﬂ*°‘ T Uk,

2 oatgo] Mo Yo "gAS"Se gdUdFEA x|, oEFEA, 7)Yk (chimeric), @Y AL, o]FEo|A T
olF-add, FeYstHE(simianized), A L AzrstE FAERE o} olE9 I HHES EFIE AS
oxditt, A E FYo] Aggsle B B4 A o=, Fab AISZEY Bd gojugee g 9w
T A oV EE-A3 A 2 QY] AFE dHES ¥3Fehs, Fab H F(ab'), AUS ¥

ol A HHe tge vigd oI E wHe] FARRTEH FHE 5 A & B9, AAld GdEFEA
dA = HAl(pepsin) P 22 BAE dWl(cleave)d 4= i, HESH HPLC A o3& = vy, 1 §F Fab dHS
fele Hdst 2ol £ v o T o wFE 5 k. A g Ao dElE g dnky
719 F714 AL dE E9, Khaw, B. A. 5 J. Nucl. Med. 23:1011-1019 (1982); Rousseaux ‘s Methods
Enzymology, 121 :663-69, Academic Press, 19865 %3t}

"o1ZkstE "= H]-217F U (donor) WAFEEAOZRE FeE (DRs, sFL(EE 2 olah) <] QI WdF
ZEH(E)ENE FUHE 249 W92 Ed-Fdd 45 UMAE 2te, 7FeH(engineered) FHAQ]
S yepig, F7tR, ZddYa AR D7) (framework support residue): 2% I3 =E wBESY] Y8 @
AE F dg. "AzstE FAE FEEE YHS E“ﬁx} °ﬂ7ﬂ EkEN °]E1r (& E°], Queen &, Proc

"AsE FA"E w3 dE 5o, BV 22 &

2 8o =TI (affinitiy-matured) <1ZHFAF O
24 FAE AN+ e Al §%

A58 Zdke]  od wd  SsE" £ Qg

—‘g’ﬁ B A& (UHHHE "
to] Az, AEQ
EE stolngmrte W
2 iy BAg 93, "gddEE = H3 ddSFEA4(full monoclonality)ell H|x =d3slx] & =
ZE(mother clone)ell &3l Aitel FAE X33l oz ® ol3Hr),

FgHog #5538 A=, B-ofdRo|= A FASAE AR @, TS B} FASHAE AB e ©
WA o] 4-16 oY EX JAof 3 AZ oA, ¢ HEZ WA AR,y Bxvo] umEA ZziuA A
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[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

[0369]

fr2e 249 A4 2/mE Y ARy ZEUHA AAF9 A, 2/EmE B-AE 3 EA F oy
o2 & XEHoR Fod o, dF 5W, AT AR FWCD, Fol Al Aul, thTFa, ofHR|=F
A HAd HEIMEREY); F INE-A B35 2 AA] 7Y T S EAoR e e &
= ode; ek ohla A A viu], oA A3E; Ao xAE ofFw, sy, HIV-#E Xn), &
AE571E 2 (ALS), B4 AR, A E Fud; =4 MopdRol=Z; Wiy FUd3 e opd
ZO|E-fAF @l Ao ZQsAY Ei ol #HEHE U Fg, ¥ Ik MAS ¥ahshs 1 yhe] AaSs ¥
ol=, dxstolmH(AD)F e AAA A3 ISl olo] ATEE AL ofd &4 oldRo|=F W A
-7 oldRo|=2S yIels ojdRolE ZTelg PAY T F3 U o 1EQ oo =S ¥
ghiz, ofdRo|E EE ofdRo|E-FAL il e V|AE ALY EE oleh ey W3 EE oo 9 o)
A71e AL Ests Bl ZlAlE 2 A AdF® FA Hojx st Fo Zg BEAL dFdHown ¥
frobe FAE dede oz & e e ddA olsiett. 7] #AE 1g6, Il ®=e 1A 53 22
Adele] S EE Ig6l, IgG2as o 22 Ao AuZas 9 Fdel deiAAY e Zdo] A7ld A5
H gE Aegyad 5 Jdon, 53 Ige2 2 dAd & ok ®=E, A7) Al golx] taEH ol
(phage display)®} & dojo] el 98] A & JAY, Ee Aztstd Aot e, dste 54L& 2
= FAE st A T g2 g3 A S 5

[

Ir
Y
ke
X
)
X
o
2
it
2
o
N

o] "o]FEo] A (bispecific)" T "o|Z8A (bifunctional)" & "o]ZF-F A (bi-effective)"S ofERo|=
v oPERO)E-FAF AF FA g oA SR ol oldREo|E W opUR)E-FAF AR A
A BRE YeidlE A9 EAS VEs] fdl 2 E99 1Y oA FoojZ ARgHT). ..

"FUL FIA, BAsHAE 8, Bu AAstAe S 23et
e

£ 5 =
T 3= AAl(entity) E= ol HHE dEhdn. 7]
[e=]
-1

EG B0l AgE sk g go] "AGA e WUy A Al val FEE A, T-AE 2 e g
W AES] QS BYAIIAY i o|Lojulm, EF QA i BRelAe] W] wrgd] ol BAS

Aud Fols AAANZIAY E= 45kA1717] 98, Fold & o] Wl A Eel s, A

o0
1l O 1o i) -
A7F &S A, T-AE L g2 A4 W1 AXE A o dojdr),

"EEvY b8 opEEel="e LHF EE oA W, mok AASHAIE W delA /el eluvy m
Feloly F2E YA, obURolt Herolm, wi opUZo|u-fAl Peolm, wi WHPH wi FY oy

gol "srojHEmut s FA-AYN AE FESA AE, F 5ol thEESF(nultiple myeloma cell) A3
3ol o) AE AEE dehils 2eR I BB vExtd s AAE I oslEnt. 4] sfoln
e AEs AL AL THe doF F vk "SI EA AN Hole §3F W] Bk GAY

welolA AMEE gof "EAME RAY WEE wE 2RA FHAZL o] uRe EUW 4 AT EE o
S Ao} I3t Ei BB WY Axge] FU4 Weols i PY] Peholse] ARE ANSFAY Et
wEAY 5 G FEE Nt dE BW, 2%, Q4 = g 2 BB EE A7 Ane] 4%
A AHEE 4 SlE BE QA B oamel B e g AR F gl

T 24 FUY TEA 24RO AE(delivery) HZIF 5 4
Ly Ly

WS S ETGUT. ] AR Axde @ e FRolm Fu gL

TS, 37 "EAE 71E 93l d®EAlobd(keyhole lympet hemocyanin; KLH), 4 @3 <4H9 (BSA) 2 o &
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[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

on

£501 10-1505201

BEAE X338 old At e 32 ofd FHAd FXE J&E w7 FS F7FE 23t

Hodyo] 2R YA FERANA, FEFLS EdoA ded viet g2 2EA FRAE 2EE HAEZA
AREE QA wAld, B Oy XE WMo XuE 334 FE EE QI oA WY wkes SUHAIIA
U Ee A=) 93 BRERARA AeshE olF A4S /M ¢ k. o B wawe] 2Rz FUA4 F=2A
ZAEC] oE B, XFE A, Wy, Aabd, QAEHFEYN 1, E/EE UFFHF 2 dulde] vlolm g, A
A & 5ol Buxaxd B fxaxy AF Ae 22 F5std Ad A, v ity 2 F714 Bx
A, F7re] WA, SAA, F3A, A, 2 T vlEe Wald AMESE 4zl o2 RS 9 X3
F e Aozx olgldrt. EF, YAl FXE BEA A|AHES B oabwol A& Alg"d = Q. A
7] HEAE ZEIE Eo9d wzxA, ITIE b HEA, oEMdE p-(1,4) Had ofMEst whdt

®

(polydispersed B-(1,4) linked acetylated mannan)("Acemannan"), TITERMAX (CytRx Corporation®] Z&]<A|
el A-ZFAz2dd FZE ] WA, Chiron Corporation®] WHH A& B ZA, Cambridge Biotech9]
APEY S A BEA, AVE¥ Bordetella pertussis, 1H-SA A g EEZEAplElol=
(lipopolysaccharide; LPS), "9AEg Ao|E e & Zgimay So]&, 9 wuk Faksl dFuy = <l
Ab SRuE 2L Fr1AS XS ol AlgtE e AL ofyT.

2 oo 2824 g9 F2A 2B AFEE F e BA udE dEQ x A wwd "MBP'; A& €3
Fx1 "BSA"; 71E Il s|EAJobd "KLH'; B &Hw; FePAA(flagellin); El|ZEFZE W (thyroglobulin);
E kil kel 7 S A AlEZ(syngeneic cell); la F9& &F3l= 54 AE;
3 D- B/EE L-oprabe] EZEjwE EFsh ol AlghE= A ofyth,

R o, A7) Q17F mE BEA g4 s 4L
o W olToUl WU ¥ eItk Y] FEFS AA AAE we FAe] I

= pd Ao o8] AT, Wk AT o] WA o]k F Ado] nlal
10, A4 % S 3}3”10}74]% 7 AEel FEHSEE 279 Tde o #S A9 wEHLEHE
ZA719) wESy pEdATt, MY FUALS Bestfit TR (Wisconsin Sequence Analysis Package, UnixZ
$ gt Version 8, Genetics Computer Group, University Research Park, 575 Science Drive Madison, Wl
53711)#]. o %/\O}x%_o‘i 74 E1 Eilaug. /\].3_—3}04 712451 _/,: 011;]_ Bestfit%, _‘T—_ 1 A 7} 7}.%1— o ;ﬂoﬂ
TIE 2 EES 27] ¢, Smith 2 Waterman, Advances in Applied Mathematics 2 (1981), 482-
4899 24 AT LaEFS AREETE. oE 5o 54 Aol £ @] Fx NG 950 TUHNS THAE
A& A744st7] 9138l Bestfit T thE AE 4 Z2a9S A W, seuge g eiAe s W

Fo| Fx A4 WA do] AARE o] ASIES, E3 Fx AE U FEHLEEY F 59 5%0]5k]
54 M(gap) o2 BAHTE. Bestfits }%%‘ o, 29 A€7k53k(optional) I E = v A=
59 "EAEHE ("HEE") & B 2 3o A7) Ad Fol A Atole] HlaLe A YERE A
= dE 59 37, A4, AE, AY e A 79 ok A7l Ad vae vEAs e 220
"fasta20u66" 2% 43 E = Qlth (version 2.0u66, William R. Pearson ¥ W xYol tjste]l <]s] 19983 9€
W. R. Pearson (1990), Methods in Enzymology 183, 63-98, F-¥l AAldl 2 http://workbench.sdsc.edu/ %
sk Zx). o] HAE Hd, 4] "HUEZE" gEvE Age] ARgE Aol

e
1o
N
>
OHT
o
oL
=
o
=]
o
o
09
<
<
rlo
>
1

5
g

oll H“
JHU

o°1>3 1-}

§o] "EA8slthhybridize)"= BAAQA EA3 27, vl A= 5xSSPE, 1% SDS, 1x HISEE &

dfo] gHomA AREHE B/EE EA43 22 35T WA 70T, vt 65T EA4S 218 e
*gi} T, AHe wgAEAE 35C WA 70T, vhEEEAE 65T 2molA AgdlE 2xSSC, 1% SDS

21 0.2xSSCE ATt (SSPE, SSC % wst2E galo] Aeolo] tha) Sambrook & ¢1-&¥ oA

& 59 9 Sambrook ol 7]&® whe} e AT EAI x3lo] 53] niEA o}E} 53] vy

G AAT A 2de oE Bo] dEste] e wkek o] EAsk 9 AlF o] 65TA dojih=s leltt
EAs 9 AFe] 45ToN FAEE dASH &2 £45 20, 1o @ ulEAsie], 35T

s =

FYHE 43 218 ntgzEkA gt

B o olshe vl £ 54 FAlle AAT Axe U@ gE=A v 44 oldd el wE
wodde ofw A 53 A Ade tg AxaA ALHAAL, oo g, A7 A dRe

(
4}

¥odge wasom We GAel, FA L ol AT ATUY. olF FAE opUmol= Lzl

e
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[0386]

[0387]

[0388]

[0389]

[0390]

[0391]

[0392]

[0393]

[0394]

[0395]

on

E=4 10-1505201

i3] Hey "ol el wxoR HEE 4 o], 19 WdYde FrEYsty ddd vuste] F7f
st}

B4 FAdNA, 2 e He UddA AFEE 2EA F94 FRAe 72 G Sl pegshE ghel4Al-o] ¥
FAoR A Hqetol= Ade xert. ZEddASYZ(PEG) A& HeolE n =8 WA n = 150.000 ©]
A AHASIAIE 1= 10 WA n = 80.000, BT} AASAE n = 20 WA n = 10.0002 theFd 4= rp. 2 oW
o %Zé TFA Aol Al PEG AFE2] dol= n = 4568 Z=H3HA] @al, AAHSHAIE n =5 WA n = 40, B} FAs)
A= n 0 WA n =30, 283 B} § AASAE n=100]|t}.

! FA 9 B35 AnAELF, AAHEAE Fmoc/tBu 7l

of 71EH 2EA FRAE AFHE Aetol= G
= £Ee) 24 wsolel os g9 4 9

h=i)]
=
X ot dubd o=z FlElO]=9] pegdli= $IX| o] HA
(regioisomer)9] &3&ES oF7]str}.

ABS C- ¥ N- Tek EFoo] PEG-AA AFAC|EL Alo]E-5o]d g T3ty 93], FEdo= noyd
Felol=rt AFgE 4 k. UH Lys EE His F7E sk olE FEetol= Mg dis] 2 ashy
(orthogonally) E.3% Lys(ivDde)7} Z+ deto] Hrzlgoh. S folstA s17] 918 714 Glyry C-2ehi
of A7tE 4 v, REV|e AAHI, oFHELN} F5ES ol &35lod N-olMEsHa, 7] ivDder]e] AeH
3ol o]ojxitt.

FA, FABAE Akl Riztetel HEE Hepel=o @l g bEEHA st 2-FEREEY AU Asdr.

2 el B4 FAldolA, ALY W2 S FEn. O F 2318 st FAZEEY] A
4 pee Wrdow wad oo

G EAe29 oE B9, AR TS B-o}

: =729 fMAX(solution-phase) AZHLE A3
o2 gAHAY. HF S €H35 o[ ZH e EEle gol-ud ii”}ilﬁﬂ
& ol&3to] ddE & Stk o] %9 et = 7+ wlgls AFEA o E
AT, AAE CdE £, HPLC 53 22 Aol 3R Wl o3 ‘;a“é% T AL},

rXLLJ

3% 2 odge] #ExE Y-S Nicolau & (2002)¢] 7]¥ vfe} o] 2Ald & drt. WHPE ofdRolt A
B F4A Fetol=, FAMEAE HEHE PEG- 2 ZVELSE PEG-AB 115, ABis, ABiasan, ABnass 2 AB
9 A AR Bhel AxE, AL OnEaRd o
E2TEY o g2 oRlI(DMPEA), TIME~EY X2~3EY S ASMPG) 2 Fd

2HER AxHE YEFOE FAHE 724 oA AFE & Tt

= gEEL F-oldZolr MAS ZASEdH BHEAZA ALLEC).
el 2HES, AASHAE 0.9:1.0:0.79] Sv= FgET. O ¥

AEAo] A3 %, AAFAE AAZE mol 30 WA
50 mg, Bk FAIEHAIE A mold 40 mge] wEE HbETh T 5 AFE P94 AR WEkel =7} 1130
WA 1220091 REpel= o) 1A A ZH], AASHA= 1:50 WA 1:120, Huk AISHAE 1:1009] &R = A7
Ak grlE o Bol, TUWE BH AAEL, AE BFL AF 5] PSS e Ward #FEo

YEZE T3 o2 E9], Wagner S((2002) Journal of Liposome Research Vol 12(3), pp 259 - 270)o] A
g npe} Zo] ARAZZ 9 F9 7| (crossflow injection technique)ol 93] A= 4 k. A2 fAS&
FEA gFd A2E Y2 Fdsts sk, A EE "I ™E(precipitates)"e] FEjr} He Ao Jdx, 1 F
23 oA 27 siddEd. F5E A Ve AR E, 1k 5 79 S5 2 AP A" Fe g
Zol 9ESL. A A|AHE 222529 $9] BE, G4 (polar phase)(dlE £9], PBS &FEM)S 9
sk 87, oeg/Xd & &7 @ UIeF X, 53] A& Uk AHE HdE S Jdu. Y e 54 &
Aol ARZAZZY FJ BES 53 FEZFE St dee/XA g9 Halss o] speiR S48 ew
AEG.

_44_



[0396]

[0397]

[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

SE505l 10-1505201

47 HEFS nEAZA A§Fa, FFOEVH R U "old Prelst UHoR ALY £ 9o,
a9 Wegge BrEAsE FAo] vwste] S

i A A S e S g
2HE(Y =99 E2stEdd gt ofvl, x20Ed FAE, FEHE)R FAAEE ZE2FE A AT
4 5 Tk e AXdol AR 4 oAtk AW AE AXAe] oF 40 ug/pole FEZ AHEHL

ol P, BEUSA L pegshl 24 B FEAE poofuzelnel ohlnd AUE 2E
Fefol=E EFstr. 7] Felol=e TS A ofE o= HEl FEtol= H oo &4 HHE XFF &
PIAY Ageitt. FrHoR ) B Ay f8¢ HEo| =T AR (AE A HIE: 2); ABsan(AE A

W5 3); ABrs(AE A Ws: D 2 ol 24 d9s Frte 239

GAE fasta A A8, Ee wPE AR FUA FA Y WAL S SAs] ddH, s, HE,
E7, A, A T, 53] whg-2, 53] (57BL/6 w22 7Y a2 AdEE Ad3 FEo] Wosty
Ak, A7) FUA FEAL HIUHL o2 5o], ELISA oAlolst e o A o] Algsle] Ws T 4
Ag AZE FH A A A AEE 't SAET

oo Wl E2A4 AT Aol FXE nHAl 229 9 AE FF 71ES AMgste] A" 5 Ao
A E WgA(Fd)S v o R R EE A FAE AAT F Qe ofAE EE Fad(inbred) v
F2(dE 5o], BALB/c ®= 53] C57BL/6 vh§-2), HE, E7] e v $5F E fdAdo] vpe-2o
Foldath(eE o, oy 9. A7 WgdYe Wy weE fEsy] g8 gE5oR, Te BEAe 3
Egyo], = MY (VEE #dZgZ e (replicon vector), WA|Yo}(vaccinia))ZHE w3 Eo], T DNAR
A, B S 9 RA Fojd gk, §F delde, dF 59, WA EA T, SFEER SE
dxdtolAl, 718 H3A sEAPIKLE), B A& FH 4PV 22 @A vuidn AZLEHE 3lo| g
Honkgel gk HAetol=g X3t o]E AgelA, 7] HArtol=e BA d¥AS 2zt Fdl(hapten) R
Al AREET. Y] BRI AE Bo], 23] o) FUHEEE ¥, WAstd FERNE v AXE £

o1, Kohler9} Milstein (Nature 256: 495-497 (1975)) % Harlow®} Lane (Antibodies: A Laboratory Manual
(Cold Spring Harbor Laboratory, New York 1988))¢] -Fx|%¥ A& o]&sle] 7Hztd v)d AXE A
(murine) SP2/0 &% AXZ (ATCC, Manassas, VA)9} #2 F4-F(myeloma) MEF9} §FFTo =M Jlo]Bx
ks Akl

2 el B FAdol A Aoz 58Ttk FEHe & dge] A FRA, AR AT 371 3Yd
FZRAE et WA RAES T &, 53] 1 A 15 &%, But AAEHAE 2 WA 10 &%, BT} o
AASHAE 3 A 7 5%, 53] 4 YA 6 &Fo2, 1 WA 10579 Az 114, FAsHAE 1 UA 6'r°] Alzk
744, ®Ho}h ZAeAE 1 WA 459 A 744, 3 1o o A AlE 2 WA 3379 A7 7HH o Fojd
o, W Mo 27EE . AMFAE 2/ Esm 3 UK 109 3, 2 AANSHAE FEERE T 4 )
2 8Y ¥, B wU GAEAE FUREEE 5 UA 64§ AdEg Agbe] @F AES FHsha, AW
WHE GAEAE dE Eo] ELISA ofAlo)e} 2 BAoR ol §5e= WYMo F g o]&ste] Y
A A WIAdANS AT RN EUEEHT.

2 iy FdA FxA, 53 AT H R FEItes FH B wwe A FRAE TSk WAl =
AERS WYste, 5" sEolA foe W wkbES doit. XEAH 9rte F&, 53] vkeav A
AL A, FAMEHAE B-HEZTY, 25F NETO 22, AS AgAY e T35 3= (imortal ) AIXEF
o] g3 H3 AHEG. V] Axe EEeEd FEFe Hrtd 9§ §IRHES fEEY. X84 9
7F= 1:4000 WAl 1:6000, AASHAIE 1:4500 WA 1:5500, Xt} 2AlsHA= 1:50002] 3]2doA2e] ELISA oA
olel Al ¥ LERTE

ANERl sle|lBYE AXE 1% %’B"ﬂ‘ﬂ WAL o E BEol AS sMor FEHL, e 1 AFAES] Y
st GUEEA FAE Ailste S8 v gEd

o€ A S5  slolByg&EnleE, slo]EFAME (hypoxanthine),  oFR] =¥ ¥ (aminopterin) 2 Eud

(thymidine)S &3t A€ vz (HAT) el MEE Zeolg(plating) o 2H FJegxoz HMelEr),

stolug|imvls 54 ofdEolE-vhd A& = Aofol Wi ddIFEA FAE Aidss sHl dis) 247
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A el

714
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el
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BN

AAHT},

Eal

2 RbgAd el el

&
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opAl 84 0.2

Hod

S

NEe A

5]

PEE R

A
i

)

&

[0407]

o

)
o
Ton
=5
i
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N

1

12941

=3k gAl,

Ao 587}

ok
2F
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H71 <l

S

ke
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Xﬂ vl
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gt 2 o

A oA, 3l
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[0408]

o))

[0409]

o

Fo], % Aol =

(locally), o=

#1382 -5(adapt)

ol

1

el gt

p
L

doj=E APl o

A

Fol g

oMy (intraocular)

ol
=

=S

=1)
=

W

8 A,

)]

(route)ol] <

E

o] %

[0410]

interdermal ,

)

EIpAS

TR

iy

“d(sustained release) WEg] 2 4

%

el ge A

iy
i

)]

(sustained administration)

| (dissolution)ell

3]

[0411]

g E Axy e o),

A B

\=]
Rln

3l

9]

Z(LEE )l 2H
=

At
Z
=
=

F

=
2}o] = (polyanhydride),

|
gy

oo n

, EEs
Ak s e, Eol2a

g

]

W
o) :E
g™
= B
)

i
5

i)

3
=0l
o]

W

U]

T o

« T
o o

°
£

wir
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£ 5]

delg ool e, A
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o] o4&

o Folm

A
umo
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[0412]

)

BN

Gl A 2 LA QA

A7k 3

@

sheteE,

igl_

AbstA 2EY 2o o

A=

= B,

X
B

="

[0413]

]

A A, 3-ofn| e-1-Z 234 EAF(3APS), 1,3

y Al e EpobA]l AlAl, et

h=i]
=

[3_
of, 2224, A

LU|o] E(1,3PDS), AladetolAl A A,

SRE

&
ol ZH| ghopA|

=
o, HIEl B12, A&HQL, opAEZRe] HA, AR, 29,

L
L

T

Eg}_}_
—_ =

sleE, o)y

A=, P

3L

= =
= =

a5 &2, o

é—o]__

B-AE A,

ok
o}

ol

=i
=

A A (ChELs)
(Ginkgo biloba), oFME-L-7F24Y ¥, o] g +=(idebenone),

3]
=]

2= (propentofylline)

3T

L
L

REAZ FAH
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A9 0.1ug WA 10mg2]
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el
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o

e

(regime)

]

Sl
2

Al
HA =

o

gt

AZF 0.01pg WA 10 mge H$ el
kel

lo]of

1.0mg Woll, B}l A
AR

A A (Proteinaceous)

[e)

[0414]

BN

H

X0

AAe Gt F

ki3

g 9

MR ol

ol

2

CERERIED

=
=

Ao WATHOR o

)
il

[0415]

b 87 o~

il

5 9

L

Zlo o] E(ethyl oleate)} &2 FAM}

<= WAE

)
mK

¢

bage!
K
oo

0

o

o

i

A (antimicrobial), 3AF3}A|,

E]]}\Eigi
E]]}\Eig

, B 9iE

oN

S

=

h5)

&

5,

e

ol
=4
o,

=
=

[e]

p

Al(nutrient replenisher), (¥ A<
o

(vehicle)

=
=

5]

[e)
SUEH, FHOIEZF H7ME #HA(lactated Ringer's),

R

ol
=
A Z 2

=i
=

=
5

E2Ex

121 P =
S-=

O
T E2) HaAd B

Aol EA, B4 7F=(inert gas)

13

XY

(Ringer's dextrose),

(fixed oi)E

[0416]

mm

A
n_mo

N
T
o

AT,

o)

o~
T

foid
=

JA7F EA

= O

g};ﬁl kS

J &
| el el A

i

)
oF

oy
=7
K

Ny

T
N
mo
)
1

e

e~
ol

H

F7kel

[0417]

residual

ZA%H(minimal

=
ar

S

A

e}

221 (predisposition)<

el o]

disease)S EUYEH

.
=y

T

a-

o]
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M

S

BN
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B
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BN
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™

op
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[0421]

=)
=

|

B

o0

|

_r

2]

2]

el

Lane,

olelo] wWelojAlo] (Harlow 2

2zl

o)
A Laboratory Manual (Cold Spring Harbor Laboratory, New York 1988 555-612) *=%)7} Al842

dAe] B 7]EAtel Al

g

e

2 2 (agglutination) ©]Alo]<}

Antibodies:

+ g

(1998), %

=
o

Stuyver2] W096/13590, Zrein

=1
=

o], Maertens

=
=

= &

v

i3

ofAlol 2] Al

o

W096/29605°] Fo]Rit},

[0422]

= Al

0 Fareh 2

fro]

el

¢
el
N
™
—_
1o
el
w
e
o
W

-

e
el

[0423]

BN

"
ol
oF

—_—
1o

ISEERCEER

2w

Bf
jain
o
ToH
2]

3l ¥HAA (chromogenic) &4&

3}
=4

23|
%

oy

X

j

S

= = wl
— |\ =X

o B e
B e
MW
= ook
T EE
w0l
o ¥ o
T = &
T 72

o' o
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e =
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w4
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o o ™
) %O o
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= b
E%&
Lo x
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mOg_Mo
o © F

X =
HNE R
o T _

[
. do
M
ox

.ol
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TRCA
R AR
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W odo %
e
wm o, F
whw
ﬂfoe#ﬂ
TR E
i

o B
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1

el
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ToH
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[0424]

FAel A

71

o b=

|

mud
A

)

7K

i

A= o

[0425]

FAAANA 2
, 1976 (Clin. Chim. Acta 70:1-31),

71 A= ATt

1977 (Clin. Chim Acta

=N
o

Schurs, A. H. W. M.,

A=i]
=

=
o
3l

Kennedy, J. H.,

]

9]

11-40) 9
(periodate) W4, g oln=

81

[0426]

x
B

]

7o,

s

Aol o

5

2ol 71AE dojAofel A AL

0

)
i

v

A

[e]

toll 712 =l o Allofell A Ab8-% =

Al

o]

Z

Jlorct.

i
gl

Eal

2H4d vl =olt},
WA (radioactive),

L
L

A

2k 2]
=

’

s

u

J-58 %
2

1, 37

3]

EAE wEAeAE 3
E5E dEFEd A o

3, ol

43 =

I | =
AL T

w Aol

.
SoRis

7}

=
=

Ze A

A PN ES

=3
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==
°©

ol A

H

[0427]

oo

A Al2~¥l(alternative double antibody system)S ¥ ubo] W oA A}

&}

TA ol wef, ofRol=

3ol

13
=

)

=2 A

"Zﬁ]

SIeE

A

S0

!

—_

0
"

0
-

oF
70

Rolz=
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[0428]

[0429]

[0430]

[0450]

[0451]
[0452]

[0453]

[0454]

[0455]

(detector antibody)"ZA EoA Agsx, A7 e I
antibody)"®=A4 EolA AgEt. B ¥uo] dAdSEAY FAe ¥
AgE itk 2 W @ o+l 2

2 5 ok wEpa 2 wEe) A FAdE AESE FA AE WA opdzel
A M= A e ARSET. o] WA, 7] 4 E(ohd
Abolol MESAE AL, 7] 38 FAl= A AAA el BrpgH e

ME A=A EAE gt 7] BAE] EAE g8y A AE7ted 245 I

(it

it

ofy

S

ZxElde vlo]AZEO]E(microtiter) ZdOE, HAE FH, 24, Z2E e fd H= 9 &Elol=
2 xEgsl} oo AFHE AL ofd tEAS mAY =& (solid phase substance)S HMAFA o] A o]
(radioimmunoassay) % & WYojAlo] ool FA|Ho| Qlt}. AE TAGd AZSHAIZI7] Yk Wy E

Eis
FAAANA A H vk, Bop Hd, Y4dE, UERLERA, AERR2 oMHE, FYAR B o
ted EEimek 22 3 7HA e e o] Al AAA=A AREE o] skt

i

2o ek AEA A U9 ofdRolE qAS A& s, Al R wiel 2 2HES XY
s Ad 7Ed &3 ok, Ayl 2 dme Adv)e Qo wiel & 2AE FrE, AV Aod
Hke} o A& Alofm gt Fxk(latter) e Mk J|Ee] #ek Bojtk. fof " J|E'E dukHow o
JAll FAE BE A 7|ES vepd. 2o WE3sAl, F2k9] §oli Zrein 5 (1998)d] 71&H wiel
S A 7| ES YEh,

owgo] g o X2 opdRol=-d H3 2 HH HE E S 93 B Uy dAE x¥she W
9 Z ZH (immunoprobe) E HAE 7|EE A|Fdle Aot WHIZZHE 3], A= AFHoR = 1+
Hog AT ZxH B2, & 59 a4 T YA dF(radionuclide)ol] F2ETH HAE 7Ex:, B
g o] sl o] FAE FAEHE £7], B ofdRol= oo At W RFAE P8I f8l 47
FAE AHgsta, T3 A7) g8 gAe E4 £ F-Al(absence)’t oL R0l o] EA i HA9} A
2 Bl glermz, Ay "EgA 48 HEI] T AuAE s,

FLE vk FAIEAY FAS A Al AREE A

Ot A mAb IR 2 U 3 EES
mACI-01-Ab7 | AB1te PEG DSPE XE A
MACI-02-Ab6 | AB1-16 a14) PEG DSPE ER
MACI-11-AbS | ABzzss PEG DSPE = A
MACI-12-Ab11 | ABzs40 PEG DSPE W
mACI-24-Ab4 | AB115 - ZoEs | KNE A

® 1. 32 2 A7) FAE A7) A AReE g A

A 10 BHELSE AR s 2EA YA T2AY Az 98 IH
HEZH(ZVEY o])-AB1-15 eto]= Fele] 4

L EAstE opd ol 1-15 Hetol=E A, ool Baud Wl wel A HATE (Nicolau & 2002).
] N2E FHS HyE ol it -Z 20 Y du|EA 721 Y Fnoc-Lys(Pal)-0HE EJA17]E= &4 1A
A ddRYE o8)d vE-gAad HEel=e Tt Lys rlde] FH|EAe] XA O EE S

Argk S AEE Z28S JNAATIA, ARE HE 22 59 AdES ATet. webA, Aalsle]
(orthogonally) HZ ¥ o}n|%=AF Fmoc-Lys(Mtt)-OHS [2-(1H-WIFEgo}&£-1-9)-1,1,3,3-HEZE-2F 9
AFER O R X AHOE] (HBIU) AZEH AVZEZE o]&3te] 4 FA(Wang resin)ol] F2AZTE. Fnoc”l&
DMFol 591 20% M H LS o] &dto] AAGF e, FHA Fnoc-Lys(Mtt)-0H &A7]1S AZHAAG. 2 F A
g 2 s 19 FoH miep @2 HEPol= DS AESY] 98], Fmoc/tBu AW 2ETE o] &t EFY

o
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[0456]

[0457]
[0458]

[0459]

[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

SE5505] 10-1505201

AgstE Mepol= 4 2 FF S BIV|E Ot 15 ofumate] AZHE] &) ARgsdth. wA
wow AZHH mpx F opu]=AbS Fmoc-Lys(Mtt)-OHT. =2 & Mtt7]= v EEREH e =2 1% Ed
EF QRO ELHTFA) S o]&slo] delxor FIAIZl F, HBIUE o]&ste] Fw|ELl AZZAAT. 7
E AFg &, Fmoc”]= YHEEZEo=(DMF) O] 591 20% Fog|do® AA o, npxHoz FA| 53
2a 2 =2 213 (deprotection) S EFE F7 &lol] TFAZ o] &3to] F33lct. 271 tlod g2 &
Aate] B nAA AAES 53150

AT A BgEAez, oqus o2 Ef- f- EE Re-dnEdsiE felelme AEHA g2, 4
7] AR TAAE BelatdTt (m/z 71tHgk: 1097.9 (IMI3+); S Fk: 1096.8 ([M-3H13+).

AR 2: Z¥A FUH FEAS Az AT WY
Pegsel B-op o] = HEol= Fe9) FY

Wl g FAF7] Y8, o BA/ 2w 0] A dzA, Zoldd FF(PER) o] T EF Weld et
ol=g AFAEy] fs HEElgrh. PEGE %E}ol o] & Wk Bio] AtE golil Frld FHAHoE K
2ZE) k. AFE(PEGn=70)9] ThE whio Al X 2~3lEld oghE ofvI(PEA)S FFH o2 AFH HEF o|FF
el BA™ 2424 g3, wad, dEFS BEARA ZEsta, o|TForRE TR W "o
7 HAgpolm: dxog Aeld = 9lof, 19 WAL dueEdsy Ao nuste Fr1E

oA 7EH z‘a%x} %LZxﬂ‘: E% Fmoc/tBu olm:Al 22 REE o] &3l =EF )
° I= Aol A AR C- 2 N-T BFo9] PEG-AE AF
Hog Wod Jelol=EE AMgsteE Aor SHE

Wi Lys F=E His 7] (1-16, 1-16A14, 22-35)Z Hals olE FEol= MIEE e, Fusle] wod
Lys(ivDde) & 7t &ete] F718iqitt. §4& &olstAl 8] fal F714 GlysE gkl F7Fsk3ivt. Fmoc”]
= DWFel 91 20% FHEdoR AR, ofHEA F4ES o] &3t N-olAds A H T DMFe] 21 3%
slegkxl FskES 1AZE e ARlske ivDder]o] MEA IS @AY, 2-FRREHY F£AE =g
21583 (hydrazinolysis)o] BT} #A3&Ado] £& Aox J=Ho] wt} de AFEE & Ao H&] AzHr).
T3, A7) 2-2RREZY $Ae, 4 FASE 2, e A ndelng, BnoH FElo|=o wevt vbE
sty AAR, ol& dAFolA oulgt A7 -2 5lE pegslel 11‘ Al°k
DSPE-PEG-SPA® o] $=#|-A %t MElo]= 9] 72
A(HAEAR [/ EEFRAEE / tFREde, 1:1:8, 1A%
YHEHoz Bsg Hefe|=5 2hEsGitt.

_1
[L

-
=
_O‘L
=2
2
il
i
—‘ (&
—{E
L
2V
)
)
rO
r-{m
e
rlo

DMSO®l <1 DSPE-PGE-SPAol 2] HAG AZHo] AME ABis (AE AE WE: 2)2RY f=¥ Fehol= ¢ 1
o) g Aedor SAHAT. 2 F A7) wkge ko] o ekLolnl S 2A7F ek Hlele]l AXAIZ L
w, gdle TAAZA.

M4 29-400] thejAE, olwE &

e
(o
f
lof
L
18
el
ko
4
i
>
&
rlr

HPLC (WF-33 (semi-preparative) 94 C, Aol o3t AA=, 19 HUAo] mEE A (Y #o]A oE o

=
<3}(matrix assisted laser desorption ionization; MALDI)ol| <& <1, 50-70% =2 N- % C-Z¢t PEG-
Ad AFAC)E(conjugate) & AFTrt. 7} AES AFE vl oA A g4It HsE YeRdlon,
Z70& (&%, % @ DSPE-PEG-SPAS] 4=, Al7hel wel x4, 9ot AAER5E ko] DSPE-PEG-
SPASl & 9 HPLC BAIE A&3Isltt. HF ) @RS ojxde Hx- 4 f-AZH AiEe e &
ol2-udt ARvIEIHIE AMEFo RN ddd & k. 1 t = grs 9 9] fAXx"
DSPE-PEG-SPAS] #-2]i= 387158 ¢wel, dste AFAIEY} delews &

o2
g

o

X}

of nEH Wetol=§ Abgekt N- ¥ C-2Y QPG p-obdzelt 4] FHS 9T FUe Bekol= A

do Eye dadel 488 & otk

AAlel 30 2EA L4 FERAC 93 fddE FA
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[0467]

[0468]

[0469]

[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

on
J

3ol 10-1505201

3.1 FUEAstE AR s 2w A AU A dls] MAE mAbse] A=

PEG3}E 39 (ACI-24, AB115)S C57BL/6 mF-g-~o Ao WslE 98] 25 7+Ao® ARRStich.  10-127+8] 9

TEEs 7 R WSz (8 mole FEFI=E IRk FAF F-9): 20040). AU FARE FES

AT 4 Al ST, 53] F/HHER F A=A 7FELISANAN FHE 1:5,000 AN FE

FE A vEAE S A6 Adsly. Welsd g RFE R AXE sgsialon, e v
&

Al =5 (myeloma) MXZF8F §HFo=ZHN slo|lBEmntE AT, whe-2o] HFORFE| B-}x
T} F4F MEF SP2-0. (ATCC, Manassas, VA)S] A9 §3-2 Kohler9} Milstein (Nature 256: 495-497

) 2 Harlow®} Lane (Antibodies: A Laboratory Manual (Cold Spring Harbor Laboratory, New York
o] FAH HAHE o83t TSI

1988)

e 2eFE Hvhstel A7) At $FHES frEsilth. Axkad] selRIE Axe O F S8

AAAZI7L 7 A e R 1021 ok wigsild. Az ¥ AE2 @A SMUiniting

dilution)o]-8-ate ATt [ghE Aibshe= stolBemvl FE& A8eglon, ELISAR ARy bl =l
=

A
o Holn Agel sl HlAEsAL, 47 AnEA HPet vAZEY FAE YW FES WY

oA 458 solud
A

BE|Eute  fo] 24 (hypoxanthine),  oFv| =2 E|&(  aminopterin) B EWH
(thymidine)< sk Ad Wl

A[(HAT) O Al2E Zelol"ste] spetd o sl

sl ErtE 7 3 EA olwRol=-wd A3 = Aofo] i GUAIFEA FAS AAEE THo| KH?'?H
233Gk, BEELS I3 5, oy ddEEALS ] Hdl 490 A B EE(subclone)dtR o, 37
slo]H | = oFABIA AT

2 oalgo] EAS 8], "ddEFEA FA'E SA dLdF2A(full monoclonality)ell WA =ESIA] gk 1
FZ(mother clone)oll 2J3] At FAE L= AoZE oldfFL)

BAgdE FAS PASE Solnelwrke FEHD, £ SUT EF olFe] YL A3 FAsto nuay

3 (isotyping) 7|EE o]iElo]FAE P on, oF
Hk3-7] (bioreactor)oll FAT}.

A gk StolHEjertE Ig6 o)AEY, Btk vt SAIE 1g61 olABSS 2t DU EEA TAE At

3.2 Peg8l¥ PEG-AB 116, ABy1i, ABosgs 2FA A F2A 0 s AHE mAbse] AZ

YESE UL 79 Hel o] #r)Edtt (Nicolau 5, 2002, PNAS, 99, 2332-37). A< PEG-AB i1, AB4

1, ABarss R ABogs(E 1D B 2~Z A A(40mg/mM AAZ)E Fi3tes, trg~Ed x2gEd 24

0,

(dimyristoyl phosphatidyl choline; DMPC), Uu|2]=Ed ¥ wlE]d o ghSol7l(dimyristoyl phosphatidyl
ethanolamine; DMPEA), Tiv|g]~EYd X AstEld A& (dimyristoyl phosphatidyl glycerol; DMPG) R ¢
2 HE(0.9: 0.1: 0.1: 0.7 B9DE Axd fExFo2 74 724 deld A78HJT. o5 &Y F peg
3t AB e CS7BL/6 whg-2ol 4ol AstE 913 25 HASRE ARSIt 10-12vbe]9] TE5S 72 ¥4
HASA AT, 3 WA 63 F7HHE(boosting)dtal, X &% G7HELISANA EAHS 1:5,000 34 3S o
0“4)5 Zbs nhe-25 S 9 AdEst. "W9ste sEEYY HE AxE s@eslen, A44d A
AEE =5F(myeloma) AEFE SFHTOZH StolHelents AT, wh9-29] o2 RE9 B-HX
:rl‘@r % AEF SP2-0. (ATCC, Manassas, VA)Q] A¥9] §3-2 Kohlers}t Milstein (Nature 256: 495-497
(1975)) % Harlow®} Lane (Antibodies: A Laboratory Manual (Cold Spring Harbor Laboratory, New York
1988)) 9] &A%l #AHE& o] &3] T3
g SFS Hukstel A7) AlErt $¥HES FEssitt. 2
ol wpHo = & B5o], 34 3|4 (limiting dilution)& ©]&3te Z
BEent S85 AEsglon, ELISAR AB 4 HEFo|=0l9 Sol4 4

gusts BdFEY PAE Pt 22 s,

mH

P52l stolHE AEE 1 F 54H
Z(clone)dtdtl. 1gGE Aatsl= 3o
ol sl El=EsQa, 7] AFE

ol#A 5% slo]lHyErl=  dlo] ¥4 (hypoxanthine), ©OM|:=ZH#( aminopterin) X Eu¥
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[0480]

[0481]

[0482]

[0483]

[0484]

[0485]

[0486]

[0487]

[0488]

(thymidine)& b A% WAADA ALE Seloldste] Fotow Ausia.
sholH g Erlis o1

astgr. B
st} mustglch. whAw stol
4 S A,

0

oy

Ao 4: A mACI-24-Abdel] 3k EolA =4

1§13, delgt w2, v AW obdrol= 1-42, 1-40 3 1-38 A

2> Z(Amersham Biosciences) ol &% (blot)3IAch. 10% 1= 23 2 0.7%
B9 20079 B2 F, 9 20 ug/mle] A} FAl RTOIA 2hEer Aol ESitt. AH F, o A
aFgo] HFAGolA L AFACIER F(sheep) F-vF9-22 IgG &) (Amersham Biosciences)®} RTOIA 1 h's
SF Qlfulle| Edtglom, Alstal g}shdkg 8o} Qlfu| o] ES 27 #s X-d EEel =EAIFT.

<,
mAb mACI-24-Abde] o} Ro|=R1-42 AF=2 AFS =Asl7] ¢

37CAAM mE-gg R en, o el BRI 20 wg/ml A= AT wHS S5 A AHgEslen,
A% FAE AY 1Fdo] FAFZA A7 AFAClER & F-vh-2 [g6 FA R 2087 BA S HESHA
o}

E
rﬂ

TE B%(Dot Blot) wAdl o3l W 4 JA vpe} o], A mACI-24-Abde Aolgh m AB A
2 % T AB1y TBE AB BT AB iy Aol sl 7 %_:% A3 N7

1008} WA 10008} o Sohs AL ov|sity. o] HlolE
B840 Hof AD Exle] ¥ ] ofdRol= ZEfA ]
o= 1008] o Wige AS S

AN 5: 92" EF 9 TE BFA, do|¥ o]F WAUZEA A mACI-01-Ab7 (29 olWZol= Zd
s 2%

vh§-2 @A mACI-01-Ab7 C29) AFol ABS] af Wikl SEHAAE SRS 9, AW BEol ol A
goiel oldzols AY wE BE BFE 4o a§ ofUzol=d vd wuE £ASAY (% 22 % ).

obZolE Wicrl ABl-42 PEOI=E HFIPA A7, §uE ok solA FuAA 4SS, A
24 WHelt NEe A8HN WAA 0T wwASD. muvs 24 Ad, 4] Wl AEe
DNSOSH 2.75/pt9) 52 AREA G, PBSONA Lug/ut= SANAA. Lemniel 2AF 98, Az A

Elol= HEL DMSOO] 5SmMZ 2| EFA] 7] oL, Q.L}X%E]o}?i_‘lmlwomcate) 400uM ofdRol=7} ¥ EE PRSE
A7ystar, olold HF % 0.2%7F H%=F SDSE H7IsHSAvh. 37°ColA AFHle] Akl 6A1F $-, o}t—giolz

oA HE BE 100 M2 FA4A 73 ‘31r"] 37Tl A 18417 E<F AFHOIESISITE.  ofdRo|= &ual
= Wy (ice-cold) 33% WITS, 4% OMIE*P |oZ 4TAA 1A17F B FHAF o, 16200gel A 10+
27 gestgion | AL oyl Na2l2P04, 35mM NaCl pH 7.4014 HE B2 1 pg/m= AFEAZTG. As
ZAE 98, Fetel= EL Tris-HCl 50mM QP%‘MH Img/ml %9 ofdRo|=E 5317 93 344
om | 37CeoA 5AIZE b QlFHlelEslltt.  FHE 10000gelA] 57t ﬂxmﬁmﬂ% AL 0.1 M FHE]|
E 4F9 (pH 9.6)004 1 pg/uee] HES AJdAE 194\:}

SO, A - P

1 B 5ugd Bav, &glam T Afe PBSel 2 29 gEN(loading buffer)ol XA R ow | 12% SDS-
PAGES] A g3lal, AL UEZAZZ oA wo SAA FE 3 EE D opg BE 100 2 10ngd oldRol=
Z2 PBSol| FAAAHOH, UEZAEZ 9~ 1w Ao %1%1'9_; ZEA7Z|a, A7) 2 RTONA 1A FE¢F Ax
Al ZTE FHAID & A (Vector) 0.2 307F E27 -, 7] 92 7HAQ &9l lug/ml= 3]4¥ mACI-01-Ab7
C2 ®= 6E10 (Chemicon) A€} 307t AFHIO|Es T, FHAIQl &Aoo 33 MHG &, 7] 22 FHA
gdo] 3Ad HRP-FAE G4 F-mF$-2 1g6 (Dako Cytomation)@} RTOIA 30&37F SlfFfHlo|E on, 33 A
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[0489]

[0490]

[0491]

[0492]

[0493]

on

£501 10-1505201

25}, DAB 71 (Dako Cytomation)2 &43}3IT).

EE 2% ofAlelelA, ZAE B txat A 6E107F AFe vpeh o] ©AIEA vk~ A mACI-01-Ab7 C2
= EL:UL %ﬂ 1:»1 13.1 Mooﬂ Eo] o ﬁeﬂ }Oﬂq_ tHZX4Oi gﬂ/\gq liioﬂ 17 rE /}j?’sﬂi}g mlg}o]
c2 waks| A8 6810 A9 dxzAOoZ 7] mACI-01-Ab7C2 A= Adsly ofdRols & AZdA &
AT, o] A= ofEZol=ol] mACI-01-Ab7 C22] AFo] o Ro|=9 af Fxo| JEHAS FTHI).

AAld 6: mACI-01Ab7 C2-AB . B3 F&

oo} A ol&E Abe] #=(lead) A mACI-01-Ab7 C2 (mC2)9} o}dEol= elol= 4] Aozhgs Ful Zok=
2 ¥ (surface plasmon resonance) ©]&ste] AF3QTE. AR pe Eixw EE AR o= Ade npgx

A mACI-01-Ab7 C29] 2FS A3}

BE SPR A3¥L Biacore X 7]7](Biacore AB) AollA 42835t th. A 3F(immobilization)S 93k Al <F(EDC,
NHS 2 oghgolrl), AlA 3 M5 2 SA¥ W olyz} 2 (running) ¥ M= 94359 HBS-EP+= Biacore ABZH-E]
AR, FAMYEFE(sodium acetate)(10 mM, pH 5.0)2 AZH F8& 714

7171 A AL SFdqo=R
A AREEAT. AAAFA AB e (BAchem)2 AB ol PBSE HE = 3 mg/ml7F o

= Aheta, ey

b1

B
ot veEstE RxmA AR (Bachem)+ FFAHCE Fay AEEol]

frabe M5 AlA el AZPAIZ

s 2t SHEEAME d2E wjEYAg FAAEE A4 FH SAel AZZAIZT. dirdoR oY dFds
o] &3t AL Mol ok mAbo] U7 = AU HEE ofAlolatditt. FYS 30 ul/Ed fF FEolA
3L s M HE FEREE F8EY fc 1 ¥ 2 BFE AYWIES FYQlt. frs A 2v tE ¥ Ele]=
(derivatise)=lem, S 7]7] xo]l= E &2 =4 Wh(bulk refractive change)ol| e wAHE <3
fc 1258 o, FYHE& v T, ZHS SA H3 SFHoE 533 AHET. AR, AFENEH AR
= A FAE AAST] Asl, 10 mi NaOHS] 9 H2zol o3 xW APAEES Fdedrt. 3 AES 9
3 duEES o] 83l YA B4 2 BlAevaluation 3.0% ©]&3l= ¥4 ¥4 (global analysis)< "Fsﬂ
stk Aol s BAE F4ldd dis) 53 42 eugol(overlay)stR o, 7|EAS ArR %
Aseltk. 34 9" 93], e dHolEv 111 & HFA tal sAld I ESS

olml 2ol =0 o] wh9-2 mACI-01-Ab7 (2 &A9] ZAFe Fuidom e S4HUY. = 2°ﬂ L}EM npsh 2
o], A7 uho-x &7 mACI-01-Ab7 (2= 3.8 x 10 M/s®] B¥ 53 A4 (ka), 1.1 x 10 s 3z A
DE 744 3.5 x 10° M2 AT PF DS 2H= TAFE AR, Aol Soldow Adar. A i

ool o] mACI-01-Ab7 C29] 3|3+ 1.6 x 10 M/s®] B kas} SAFEZL Ei= oFzh wh2u}, #gs= 2.5 x 10
Mo KDE FH Hu wmEu,
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[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

on

£501 10-1505201

¥ 2
2L 49
ka(1/Ms) ke(1/s) KD (M)  ks(1/Ms)  kg(1/s) KD (M)
mACI-01-Ab7 C2
alE 1 1.8E+04 | 2.7E-03  1.5E-07 24E+04 | 9.9E-04  4.1E-08
mMACI-01-Ab7 C2 5.3E-03
alEl.2 1.5E+04 3.5E-07 | 5.60E+04 9.66E-04 1.73E-08
MACI-01-Ab7 C2
AlE3 3.26E+04 1.49E-03  4.58E-08
H 3 mACI-01-
Ab7 C2 1.6E+04 4.0E-03 2.5E-07 3.8E+04 1.1E-03  3.5E-08
+0.21 1.84 1.41 1.66 0.3 1.53

AAlef 7. mACI-01-Ab7 C2 ©LEEA A2 ofdZol= Hfole A2F

vdPAE Ae Ao Ao A AdH(molecular binding side)S BA187] 38, diriela wele
(negative contrasted) ¥ A} #AnZA(TEM) S $~F3FA )t (&= 3a 2 3b).

A, mACI-01-Ab7 €23 o] Wl 8 mm TRo|= F3b AZAATE. ofURO|E 1-42 (A, ) AHe] FTE-9

ol Ae Y&l 6.65uM AFE F-FEXE A9 1:1009] EH] 2 RT A 241\]7]- o} olstH|o|EsIt}
A, 5 el AEs Z2H/C F5er 9 Aze 28" Cu 2= (4] 200)73oA 4525 <1
oE3tal, R 33 % 26 ME A etal oyl -gbd oAl Elo]E(uranyl acetate)® 13] AlF AT}
= 2% FEbd opAlEle] Bl 15203 dAsklTh. ElE A Feke] Ak FdAzleH, 7
Atk 7 WEY A aeleg 245 A7) deles w9 A4 @vl7 slEhA 7000(Hitachi 7000)
R =0

&7 BdE2d A, mACI-01-Ab7 C2,+= AR Aol HHAH oz Addant. FvaAiAs, 7] A

00“

2

32
.ﬂ‘ ﬁ.u.;

Ay
e

9
o
-

o

f o

rie

o T

0=

o
i
22
e

o

-
TF-o Agsle Ao yelytt.  AY] dAlE B7FA (side branch) W 54 d9E gHon
ok, 7bEe M BA ola FxR7F o] §F AU CAN gtk Aotk o] 2
iz} de] dolE frista, wekA] o]e] AR B-AE FRE XFehs ofERolE AR wiFe
AYE FHsk= NR dlolElol oa A dr}.

0%
N

N
-

A 8 FE-TH] AR 23 £33} (Fractionation)

ABrp AF FH(polymerization)S AL AB - AR5 A= GLdSEA A9 AL, A9 &

A R A glo] AFHle|ES & mg] FAd® Full(OptiPrep™) “goll A<

3 3719 FElol= A Alo] 9 3 LY VxR St -7l 2DAE T (Rzepecki 5, 2004) 0]
o AFHAG. " A5 AAAFY SA B, FE-ClFdiolER Ao A3 EAle A %

A, 2 A7) Aol et Al AL o] W] Byl o]yl

o
M
>
2,
S.:

ABrgell sl A" SUdZEA FA(mACI-01-Ab7 C2), ABisawn®l 3l BEE TdAdEEA A (mACI-02-
AbB), AB ol thall AAE GAZEA A (mACT-24-Abd), AB g0l el Y GAdZFE2A A (mACI-11-
AB9), H ABgeqoll el AAE FAFEA FA(ACI-12-Ab11)E A oAlo]2 2% BEAEoy, 43 54
o] A= BAZEA A nACI-02-Ab6, mACI-24-Ab4, and mACI-01-Ab7 C2¢l] ti&|Alwk Askelct.

e
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[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

on

££40 10-1505201

AB1p 2F Aol tall, AB 1 B e= Aoldt F ER](MAbETF 308 E+= 1008 ¢ =& 2 ABp9
Z1))9] mAbe}, HE ¥X 50 pMY AR 7 AFHlo|ESIQATE.  37TolA 24 hr QAFHIO|EZ T AZL
Optiprep™e] EA& Tl ol oW dol(overlay)dtal FEHE 4ColA 3 hrsQt 259 000 gollAl 3] AAFH .
15 BEES FI5adon(Z 140 w), EIFE 1L fEjle] AR (top)EHE E TR WS

J\.%

wgweolglon, woE 16 THlel A (bottom) ZHHE 7 8 & dgwoldrh. AR 53T
T8E BEE2 2 @M(silver staining)S 3 SDS-PAGEC] eJa EAat3itt. oAl ofAlolE % ARy &
=

E= A oAlolE A7 w=9] ol Mo r, o= ofdEelE AR TS FAA7IAL A (linear phase)

(MAb + AB HF &% 246 M) =t AB g, Aol3 F EH] 1:30 2 1:10091) MAbSFS] F5-<QliFH o)A
o3, AR AR YA AS Y&, BEE 37TolA 24hrgst QAFHo]EdIATE. 24 hr § AZE
YA EEE EEA7 3, d7Ie 2 A&t vlel o] SDS-PAGER 2|8ttt (Rzepecki &, 2004).

[e)

8.1 AB iy AR A oA 9]

mAbel 7k glo]l AR FEPOI =iz 24AF QIFFH|e] A A7
B 13-150]4 SAHD, o= AR HEol= Hi-m9)

TR oA, ¥ W g w8E (10-13) delA Ex frE 2
o= BUAR) ©MAS H AA opl@th. A=, o] WEdA e oled %Q% 11, 12 3 139 A3 AB
Fetol=e] E¥E S vehl= mACI-01-Ab7 (28 FHRahs 23 olAloldA & 2

SEEE 14 WA A
ek Wee] e 7EskE vAl ek 20 AgelA SRlEdY. ol mACI-01-Ab7 C27F AR FERe]
Bwemle] AfRel F3e oAetE AW v uUrhlle A, (E3E 13949 AR Afrel did Sol A%
& HEhE o

) mACI-24-Abd 2 mACI-02-Ab6E A& uw] fFA}sE #hzo] R AT mAbe] H7F §lo], AB HElol=+

o1ffHlo]E A|Zk 24 hr ¥ APH L, T ct 13 Wix A2(1200 4 w2 Ao A 2

HH, ol AR HEol= Euwro 93 FE FHIY. 2R ATHouE AT JdAE, ¥ He F

T BB WAoo} =, AH E ZEH JHEA ofdRolE B(AR) WUAS ¢ A okttt

el A ofAlo]oll A, mACI-24-Abd= tith<rell o 7 =)o Al 13614 11 @ 122¢] o] %

92 232 13 x| Ao W(run)d M=o AAI 7FE3HE of7|sht, 3 mACI-02-Ab6 HAE oA ] 139
[e]

Al 10078 olFs fEstal, o & AF(13WA AdA Egstd) F4e X AAE FEdt. oE
gloEl =, mACI-24-Ab4 2 mACI-02-Ab6 BEF7} ABFEfol= Himjo] Mfao F3E JgAs: 48 588 U
Ehfar, w3 (£8& 11 % 12 o) ABAfrol teh 5ol Aol wahsS oreint.

tEA o2, mACI-11-Ab9E 1:30 EHl2 Ffake A3 olAlole £ 12-15 2 A Alold] AW o 2 AWE
(aggregate)s WERHTE.  1:30 &H| =9 mACI-12- Abll«] EAlt, A7ES 28E 11-15 3 HAhoA 24

ek 28 11 @ 12004 7 Ae AsE zk=t). o] mACI-01-Ab7 C2 2 mACI-24-Ab47} AR HElol=
2o AfRe] FRE A 98 M A TS vehde 9mEth. mACI-12-Ab11 mACI-01-Ab7
C2rTh A3 o A& oA 5L /A A EAFS F537] A3l 34 oo EuHyE ag-H.

] = 111 ha et =
T3, AR FElE AR AP AT S A mACI-11-Ab9ell ¥ w] #e(minor) JAE #HEL F 9
o EE mAbe AR Aol —‘%0] AFE =eiditt (F8E 11 + 12 lelA mACI-01-Ab7 C2¢ disl; &&=
12014 mACI-11-Ab9ell Thall 2 13e] A oFdh; #31% 11 2 12014 mACI-12-Abl1e] thal).

RE A ofHeldl A, HEfol=i= AF R BN HEHAT. AFEA 2 mAb (37 kDa, 95 kDa H 120 kDa
Bk F)7F el dnke] Aol A vEbkdth (47, 2EE 3-9 9 4-8).

8.2 AB 1 2252 SlAl ojAle]

E F
o] gk 8 WEE E38E 120/t 1:100 EH] 29 mACI-01-Ab7 C29]
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[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

[0524]

H7b=, ofdRolE wyo v, ¢ W& wxo R E(still w8E 11-15 Alo]) 29 ofdR o= {9
oAt ol UehdA] 2oy, EEE ®9 JolA 12614 1129 B g 2

Hd e FAY nHA AT B35, mACI-01-Ab7 (2% FXwt HAE75
Hzdoz, vdddE AB e IR mACT-02-Ab62te] &5-2ifHlolde FUF ofARo|= FElo]=
mACI-01-Ab7 (29} Z& A EH|2 9] QIFHO|E A HU} e rk REIEZo| iz} o
ShQlTh.  1:309) 3u) o] 2 &u|7F AFEE wvke] opdRol= ARUt 12-15(8A FF
dRol thE)ERE 11-152 o535ttt webA mACI-01-Ab7 (23 mACI-02-Ab6ell H|& Hrt} =& 3z &4
S JHAE Ao ®elt,

Fuje] AntrT) o we
01-Ab7 C29] A% =

[‘ 0
Hr
i)
=2
>
1o
=]
=
o
=
Oll
r

r:
ﬁ
N

n *19: A13142 ‘d/H oﬂg] mACI—OZ—Ab6 ‘;‘l mACI—

of
ol
O
=

=
o
2
u)
e
M
o
o
—
=
i)
>
—
ol

mACI-01-Ab7 C29] A B2, sk Af F3e] £8E 13 WA P(A)AA AL FA Al ARy 94
o Bxd 93] FHE 4 A, Frkel AFelA 9" 5 Ak o7)A vE-FAE Aol TE-Fuol
Ed o ¢ @42 529 B2 i ole2 A9 A A4S AT EH] 1:1009] mACI-01-Ab7
C29] #H7be oldRol= AR dith 1304 1229] o5& veiia, F7HHoz 71 U 5 Zte
MEe] 1302 HE 1129 o]F-& yepdth,  upgbr mACI-01-Ab7 C2& 73t aijA &4 =gk e,

0]
AN
23
(e}
q‘IT

THje] Awtug o we RIS Ao mAbdp -5 M=o HEES AR UAIFl9 mACI-01-Ab7 C29] ZAgt

Wl (25 11 WA P), 38 BIE 4 x| 79 mAboll A-$ats Wl A3E A & A4S AA 3

24 A mACI-01-Ab7 C2+= wlElPAH
J =

3T =
= aL =
Mol AFsa, By Ap BelelS2RE AfRd o MEZ A4S AAT F dx, MdYLE HiE
KeR

mACI-24-AD4S o]-&-3te] frARRE 33 o AR oMol frAbeAl, fHF A TEE E8E 12
WA PR AR AR B R A THE = ddth. 714 we-3A4

olEd w o W2 gio] RIere] Afe oled Il A S-S AT Ev] 1:1009] mACI-24-Abd
o H7hs opdRol= *én"vﬂ oicha=e] 1204 112] o5& ekt mebd mACI-24-Abd= e SiA 24

rﬂ ﬂ
n?.
o
=2
of
ot
-
b=
=

AAld 9: mAbste] FE-QFHlol el 3k AR, IR 2R A 2 " FAE AB L. FIAAEARY A
£ F7ksk7] e FF Ao
BIS-ANS &g ofAjo]

mAbe] Al 545 W7tet7] sl AR 1w PIAIAS] R-AARA JHA e B2

ANS (LeVine, 2002) @3 ojAlo]& ARESIITE. A3 A Holl, ARy Exre U202 AMSShe g5,
= mAb (4] 1:100, mAb o AB . FE)E) & ox AT 37Co|A 144 5

A g dele AsHoR vIFEon, Ade dxa] o WatEA] wEg2 YEhl gl
mACI-02-Ab6+= Wz 7 ¥lwd o] {98 9A%S Jebdr) (125.8 + 28.5% o) 100 £ 29.5%). mACI-01-
Ab7 (2% <F3F 2A4J(108.0 + = 1 Wolil, mAb mACI-11-Ab9 % mACI-12-Abl1ZE oz 3}

0 ,
Hlaste] ojw sk A= Az 21.9% 2 73.2 £ 47.7%). ©°| A= mACI-01-Ab7 C27}
mACI-11-Ab9 % mACI-12-Abllx.t} ©] & ‘ﬂxﬂ%g ERlE 2445 dolHE g5,

2

5

"

o>
E=)

;

&
X
S
52
o
3
w

o o
H g

AN 10: BeF T (Th-T) F% ojAle]
nibel ZPe] AL okfeh A SHE ) As, AUFA AR BRI O3 HolHom Agshe

LEHRL T (Th-T) @33 ofAlol7} ARgHEA e, 1 A3t 7] 43 WA A= &9 ol EAd = AB 1w
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[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

HG =A Ao, ARy RxmE SEFN(HET), EE mAb (EH] 1:100, mAb W) AR,y HEO|E=) F o= A
torE

A EAZG. AU 3 Bt A5HoR J=Hgon, drt gz

mACI-01-Ab7 C2+= o=t} wlalsh o) fo)3 ofAles Yebdt (11.03 + 20.7% o) 100 + 40.5%). °] 2}
= mACI-01-Ab7 C27F {Ale& dehile= 294 dolHE S5t

mAbel Al 545 S48y g8 A AR I Soldor dgste Hesehwl T (ThD) 34
ofAlelE AHgEA e, 1 Adn AV G WA AR &9 Wl EASE AR WA R Gt e

A A, Are 7Y ¢ (37CAdA PBS (pH 7.1) WlelA) mg] FAPAIHLH, ojojA mAb EE 4FT A (&4
)3 1 0 100 (mAb o) AB )2 EH|Z 37TColA 24417 Bt FE-2AFHo|EsIHt. Hdld &

= ELISA mlola 2 ElolE Zdo|E gt(microtiter plate reader)ol] oa] AEH oz 7|EHgon, A= of
Zatoll oigk Wsl2A] WE-E2 JeERY T,

ZAAEE dolEe maW, mACI-01-Ab7 C2& F 583 Ao ] Th-T A elREoA, dizitel Bl 7z}
735 + 11 % 2 64.57 + 13.58% (] 100.0 + 15.37%) a)A S Ao EA wd e,

&
M
Y
2
=
ofr

=)

mACI-24-Ab4 F3F Th-T ojAlolollA @A &|A 54& el (62.99 £ 10.34% o} 100.0 = 10.03%;
p<0.0001).

mACI-11-Ab9+&= 28 £ 14%= vzt @ ol ont, 3hH ACI-02-Ab6 E ACI-12-Ablle @A A E5A4E
YER A &tk (42 17 + 12% 2 13 + 11%).

QAR 2 3 oA o]S 2ok, mACI-01-Ab7 €2, mACI-01-Ab6 % mACI-24-Abd:= YAIEa] Ad]oA] A
f ARE dAE] 98 2 owE FJAPd" AE FAS A% o]FEA (bi-functionality) THE
et eon, ol g ofMeld ofs Eld 4 vk, FriHom, fiEE AP ofdREol= Afel
mAbe] AgS F3H3

mACI-11-Ab9%=, 3u o] %% mACI-01-Ab7 C2¢] Bl & w, 2 EolA A o Fe A< e
1, o]i= BIS-ANS olAlolo] <& #Hald 4= k. Al Aol 2o]A mACI-01-Ab7 (27} WA E AB
A dotA =S Sho] diite] &4 9 ThT ofxlo] 54 Rfolx Sent. e dddA 39 o
b5 5E mACI-02-Ab6= H3E W= ofAlojell A fgellont el A3l Hrh .

7] A= HE mACI-01-Ab7 €2 3 mACI-02-Ab6+= AB 1y VA froke] 3-8l vEj@dd Afel 239

oAl % alAlel ol g ael Balel BHS vhehlt FAT FAe] Bz,

d

~

2
)

0+

[es

AAd 11 : mACI- 01-Ab7 C2 DASEA FA9 -¥AWY B-ojuZo|= 1-42 Hepo|=e] A5 2ge] NR 2L
4 =43

w7k MR BAE ARE RS EE AR 342 odss A4 WAUEE B e, Ther
&3 olalolek U-"C Tyrl0 2 Vall2-FA® B-olhZol= 1-42 FEfo]=9] A MR 7+ d|o-E-s= A&

& ST (= ). "] o 2Ale] HHe gGAFeH A B4 shAe] p-obdzol= »“EMcon
Aol ;A NMR 3338t o8 B-AlE Ao|= o|alslr] $l3tolm, wE o= Th-T &3 ojAold <& =4
Al s Aoz wasy] 915},

A MR EF8He o]z Fxo|Me HelE AEF Wul oluel, P2 HolE H9Eh= AR -HEe] =] T
olS WX AIZ| L2 STk, A MRS AR Lp-A5o T2 Ao 7]oldk ksl e Ay A de] oigk 1o A
4 (applicability)o] ZWH AT} (Petkova 5, 2004, Petkova 5, 2002). 53] ‘Ca 2 "CB shs+4 o5z

olx F+x¢] F# (Cornilescu &, 1999, Luca 5, 2001 , Iwadate 5, 1999)2 SEfol= U] o]} Fx9 WS}
2 H2ES] 9% 83 =70l
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[0537]

[0538]

[0539]

[0540]

[0541]
[0542]

[0543]

[0544]

[0545]

12¢] C me-mAE 2

AL Fmoc A E2E
=
_]

RS
)

A(val) 2 914 109 ¢ vlE-EAE Bol2A("Tyr) S ¥FaE mAH HEto]
e o9& FqaaTt. 7] Melolse] ¥4 % wri MALDI A BR
]_

Al
gelstadet.  wAE URol= FMEo]|=(1-42)= 37ColA 15 FoF PBS & oA Felol= &

okt lo

fo oo w12 N A
|
e
oo

Flolddo A Has A7 dd AesGT. T BAAD PBS $EF ol Ae] ofuio]
ool ke gL olstel WHow AW 4 vk PBS $FNe plighe opURolm pofetol=F
AA717) S el dmfeb: Wrkste]l ANHoZ FHAAG. PBS SEoNe) Axe) pgke PEylok
W E4S olgdtel § 2 PBS S(bath)o] £A| stelA WEL AuelgF oA AFEHAL
B-AE vh FAel e S A, MR R ThT oldle] REE S8 Aol Sl FAsh 37T

b Sot ClFHolEStt. A ]7}(real tlme) HIE 98 59 &9 EFE(aliquot)S Th-T &3 of
a
[e)

WA Th-T PG ojAo]E o]&3le] mEPAde 13C-TAE oldZolt B-Afote] FE-Qfu|ol M <3
mACI-01-Ab7 C29] & AsS VA% F 27| mAb + 7] AFE 38% slAA Aoz vepd 4= Utk o
T, NR ~HEF] 245

PBS  (dZT)Z  mAb  AFHlelAd Alele]  zkelE FAREIY] fdE, 4 2HEHLS PeakFit
(http://www.systat.com/~ products/PeakFit)< ©]&3te] TJZEFE(deconvolute)stitt. XHEL &4
Lorentzian/Gaussian %W ¥4 o] gste] & vjx|gglon, ol ARES = 4o Uetdltt. 7] d3+=
& 30 gcokstlon, mlg BHe ol T AT HE AERE 30-33 ppn FHY o]F 3T (peak) = JJE

g Fdart v A wiEr AE el g8k ¢33 ppmol M) daolar, ¥ 30 ppmell 9] A= W

d v Aoty wlEl AE izt o] wAe] diFES YR PBSAIA AFHIO|EE AME(81.7%) (= 2 4
)2, AZo] mACI-01-Ab7 C2¢} Al <lfw|o]lEd w] A"} (53.5%) (%= 4 3F4-). Val 12 CB< Atel
og ZAE vet g2 Wd =L it g wgl AE uze] A AT of 3592, FFE ol 8ste &
e g vig- dx s,
PBS mACI-01-Ab7-C2
%
=29 5 ISO| FWHH x:ﬁ 5 ISO|FWHH |% &E&
(ppm) | (H2) o (ppm) | (Hz) =
Val CB -
32.60 479 81.7 33.09 366 53.5
AE
Val CB —-|_ _ j o ~
N 30.27 200 18.3 30.27 340 486.5

E 3. Val 12 CB9 ¥ viztol] sl Y EA(fitted) Ttm]E ] H L.

A7 ol i S ER S ole vl fARslu, AR Aws vl olsta, ol Azl e AE
el of 356 7HaE Wl Aotk (1-(53.5/81.7)). ol B¥ FHo=RE F5H g v dAw.
o5 ANE aoksld, ¥E Tl YR 23 2D Th-T B ooz FWE wpe} o] olURol= AR
Fetol=o] N-2T 1-16 94& FHo= hs TUFEA A mACI-01-Ab7 €27} w2 @A e Aol 23sko],
Hwedd AR AEfelmRRE AfRel < MER AYS A 4 oda, I v 48 ARE A
T AEE AvHer I 5 Aol w3, vEPAE Aol o] FAlel Agtel &, et AE o
o] Val12e] A 3l olAh Wit g ome] Holrh fmd = UQleh. ol ¥ dlelEeh vie dAehs
(38%), Vall2 CB ¥]=9] AT w4 B dlet AE ARl 356 #as Wlons, Hf7 47 ddaed
mACI-01-Ab7 C2 @Ale] Ajtol of8) 7H-3hd & gl A4 wizhy5d Aol

AAe 12: o Zol= A oA mACI-01-Ab7 C29] 7154
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[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

on

£501 10-1505201

12.1  ABi-w 79 99 #HE T nACI-01-Ab7 C2 FH9] A F Ao HA
A7 MG el RO E(AB 1) AFE AAAZL & A WSS Hre 198, oA mixE &
2 3}+= U—ISC E}o] 24110(Tyrosinel0) % w&l12(Valinel2)-EA¥ AR 1-42 J,‘JE}O]ES’J A (solid-state) H

2471 &% (Nuclear Magnetic Resonance; NMR) 2 3AIE F73te= B LZH-T(Th-T) FF Aol 3|=-F-
= vwrt FREAT. AV A mFEEAAE AB1-42 AH9] 35.4 92 7HEIAZ O, oo HIE AE
2R Ay mdzol oz wiFe] ol%S FEsFu. WY = i wEel AE wjzte e gats of
35%0]1aL, webd 3 Th-T oAlolE ol&3te] 4" 7 vl$ FAlsth.  ol& dolel:, 7] I Ag
o] Moz Fojk Mo ¢ e "o g wyo JFS wx& HlEl AEQ HaP(parallel) EAU
o] EQFAElE ofy|ali: o]xf Fxe zolE JAIFHE A|AE

12.2  mACI-01-Ab7 C2 A 9] wjzl-o]&2 ZHg Fsl=
GA-gY Ag oA HEe FA wiRe] oux-oEy o ALEE = go] e o B &
d74 Q7] wEel’, WA WA A, 2 v Fe okEAe] ofunit Zoo], Aol omEZES ¥itals A
Efo]=o] oigh mACI-01-Ab7 C2 Aol Ad sme nja A3S FPdvt. o vuE 8, 47 A
mACI-01-Ab7 C29] Z3}t=i mACI-01-Ab7 (29 oS EX 9 gt oju]wal HES AWS = nQElsts FElo)
= (AB1gpAEe] ofm At 13-21, Mimotopesol 2]8] AAFE 31 ANAWA Trading SARF-E +¢) 2 H|QE3

A& ABi FEFOI=(Bachem) & AHE-3HE ELISAS) 93] ®Askqich. o] #2412 AlZA(Mimotopes) o] A28 A o]
wal skt s AA AR, G Fd i3 R HUh 19 BolF oEZE ¥3dhE FEo| (AR
A Ee] oprAt 13-21)el 38.40% B w2 SRR AFsdnt. wEbM o= AT sE Al Aol
7F A A5 AeS el Boh ks Aol qYS AAE] SlE) ofdRol= o] o)A} wjFe] oy
A-2¥] Mol A AFEHASS AAE. o= o wEl®E AEfFY tidt A9 stme] vl af (A
A ot Rol= whulz)e] digh Ao Hewrt o Warte] us] duEd ¢ gle Heolr).

l

o5

I‘l

Jad

AAld 13: o Rol= @Y Ho|g Flxd e mACI-01-Ab7 C29] WiF-5o)8 AF

g opgol= wulde] Hold wAle] e mCI-01-Ab7 (28] Foldg HE] s, R 2 E
WA H opdRel=, AL obdRel= B(AB) Wuld, % UAFA opEzo|=, o)F old wre

ZYuAd wE-old2olER mg e ELISAS Fdslet. Rier= wgdd o aE Wil weh E=njEgle

A, EAY g oo, PARAE, odzals BUR) UL ' e Fussle, wa 4

= Tris/HCI (pH 7.4)0] HZE 1 pg/ =2 =<1 opdZo]=(Bachem, Switzerland)®] 37TColA 54%F <54
o] dgk F olojAE AAE %74](5—%7& 10,000 rpm) & & FPFHATE, 2 F opdFol= 2 E 55 ug/ml o)
HE FEE ELISA EHolE Aol m9elslon, 4z E2agelolAr A8 vk g6 G2 2] A
(Jackson ImmunoResearch Laboratories, Inc.)& Al&3sh= ZAE 3t= ELISAZ S8t A= A+
(IC50 = 5.27n\D BTt O £ w2 ZwA 7H4A ofdRol= B (AR) WA (IC50 = 2.53nM)o] AF}s}
gstcl,  olE dHelHE, AV Al Ajte

3, BwE (1050 = 8.3m0el vl b e A% dswz A
o v =R oplel Aolgt obuzol= Al WAl o8 FFWE-S vt

HAlef 14: FLYEFEA A mACI-01-Ab7 C29] T EZ w3

DA SEAY FA mACI-01-Ab7 C29] AT EX wjd2 3719 do|gt FElolt gro|H el & /‘}“‘13}3 ELISAC] <
3 Fskith. o HolReEE AR 1429 A ol it(aa) AES WE(covering) F 33719 HIL®IStH
Mefo] = (Mimotopesol] o8 A4k 2 ANAWA Trading SAZH-H +94)E x&sta, FHA golBggs= AHA )
Elo]= o] By ZEE FElolE 12 (AR 9] aal2-20)E AME38ta ES AE d] 7 olu|eiks dEpdoz X
33l v eulsly Mol =2 SFatH (olate] 7 41 ), LI AHA gdolrgEle 47 H$-dA ulx

A

g oopn| i AbS dEhd T o]n] &Ebdgl aa2lel] oiME ZERoR XFslE, v eRlstE FElo|=13, 14,
T 15 (AB9 aal3-21, 14-22 &= 15-23)5 sttt (o]3te & 5 x). HowHstd s AB1-42
Eloltx A tixTFo s ALYt (Bachem). OFEZ ufsqL A ZAL] (Mimotopes) A Ao we} 435
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[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

on

££4d 10-1505201

k. s e, RE#REOHY Iy E Zo]E (NUNC)= 4TColA PBSel <21 0.1% BSAZ ¥HA) =73}
Qth.  PBS-0.05% E(Tween) 200.% AlHE F ZolEx PBSO| 2 0.1% BSA, 0.1% AF olAlol=
(Sodium Azide)ol #HF FX 10 pM2 A ¥ A7) golHejg2RE 9 Ao|d Felo|=z RTA 1A3F FoF

FEaTE, AH T, ZHo]EE PBSOl 91 2% BSA, 0.1% AF obdol=el 10 pg/ml = 3A¥ mACI-01-Ab7
C2 A EE olAER]] ulxat w2 Ig62b FA 2 RTOM IAIZE EeE Aol Eslqlct. EdHo|ExE thAl Al
Halglon E}E}fq FavletolA] AFAED A & k- 1gG9F RTOIA 1417 w5 AFH| o] EsFSiT.
HF AH =, ZHEE EAdgelA )™ (pNPP)ﬂ} L?rtﬂlOIEo}z, ELISA E@olE Fu & A&sle] 405
mmol Al 2] E=(read) s} T},

A7) GA=Z24 A mACI-01-Ab7 (2= A9 x| HAetol= gojB g el Fetol= 12, 13, 14 = 159 501@3
2 Agele Aoz eyt ol 4 fElol=E AB1-429] aa 12-20 (VHHQKLVFF), 13-21 (HHQKLVFFA),

22 (HQKLVFFAE) % 15-23 (QKLVFFAED)& 3+elm, o fEX7F A9 99 12-23 Wlo Fol& AL A WD}

datdoz XgE FHA glolH e FElol= 12-20 (VHHQKLVFF)ole] Aol ths] 24 =<l aa% Ag3}7]
8 AFEEtE. mACI-01-Ab7 C2 3HAle] A aa 16, 17, 19 EE 200] %}a}uOi 2SS u AP
FAENeH, o5 aaZl AR FAY Aol dulHoR AAHAAS XA, mACI-01-Ab7 C2 A9 4
2 aa 156 B 187} A SEUE W FEHoz A,

7] Aje HF aa 147F dEpdor AFHAS W A9 ¢hds] FHEHJAL, aa 14 E=F Al wi¢ Fag
o
=

vpAEto &2 - WA ZelHeje]is aa 21, 22 Hi 237} oW EXoe A AHelx] =457 98 AL
At aa 15-23919) A9 AL aa 237F FEhdoR AAFHAS o FAEGlov, aa 237F Al R F
% < aa 210] FERloR ASHAS v BRAOR FAHANOH, aa 227} dehd o

aa® ol9¥A W WE® miaHw, A

p1220 V. H H Q K L V F F
Al2 A H H Q K L V F F
Al V. A H Q K L V F F
Al V H A Q K L V F F
A5 V H H A K L V F F
AV H H Q AL V F F
Al77 V H H Q K A V F F
A8 V H H Q K L A F F
A9 V H H Q K L V A F
A20 V H H Q KL V F A
aas.12 13 14 15 16 17 18 19 20

3
294 g B2 9 UEs viad.
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p13-21 H
p13-21 G21 H
p14-22

p14-22 A22
p15-23

p15-23 A23 A
aa s, 13 14 15 16 17 18 19 20 21 22 23

I I I I
0P O PP
A A X X X
(e
<K<K K << <L
M M M Tm
W e 3 W+
> > r e >

m m >» m

o
~
-
<
-
-

A 15: Td {FHAAHO] hAPP wlg-2oA] ¥ olh R o= H3le] Tl mACI-01-Ab7 C229] 4% HAUFF
o JFF

mACI-01-Ab7 C2 ©rAZF2A a7} e 7184 ofdRolzo] Adsle] o2 Qo= ¢ HH &
o), A @ Aol AXNE, 6/HLHEe] T hAPP wkSavE Abolet feko o] SE WelsE 98 AMEE}
ot 718 oldRolm HEE= AV 5EY HE st AB1-40 2 AR 1-42 Eo]& ELISA(TGC, Germany)ZS
Fgo TR At Eoll FAEIT

o
ot
N
ek
ol
o
N

% 3 8-13vtg] 9] OES 2001 PBS W2l 100, 300 % 1000pg SLdEF24 FAE dFY 7H4ez2 F A FA4}
stom, Wb PBS @Eo] FARE tlw o 24 ARESHITE. FW dRol= 73
o] Asgtetd EAS %oﬁ TES JAANRT. ¥ dAE 2/EE A5 ACSF) el 7HEAd BEE d9] <kt
B1-40 F QI AB1-429 & AZ] s, *J?%*gi Y7bsgh  ZaW oA o] (Enzyme-Linked-
Immunosorbent-Assay; ELISA) 7]|EE AFR&tqitt (h ofdRo]l= 40 X B42 ELISA o WIZ% . TGC,
Switzerland). 7] ELISAE A|ZAbe] AwAle] wel 853k, Qokst, #FE (P4 AB1-40 & ABI-
423] Qﬁ%) UJ ;\u;i_% \ﬂ-ﬁﬂz] ﬁ%L :ejo] oi: 96_011 iﬂﬁirﬂ Al %gﬂo]g LHoﬂ ZFH ]:}oﬂq_ (Greiner
Germany). &£ FX 1000, 500, 250, 125, 62.5, 31.3 ¥ 15.6 pg/mle] ¥+ 3| & 2 MZS ELISA 71ES}
B AR AE AR AT 23 60wz FHEATE. clRR|E $A7} vhgse] Aue] we Sl
AAY] Hrhe BE 349 AN do e AEY 2Yds SRR, AB40 BAS g LS 2:302 3
] A

Haba, AB42 BAL A% 4TS H4skA wch,
B
=

FA)SE g7 G-Ap-
Foopn ol =-g

[e]

A (blank) (50x0) S Ael% F-Ap-3F
% JolE (49 C-Zuhs Muzioz <)
7171 918 4Tl a2 etk AFHolE

, 308§ TMB/HSAlel= %L%% A 7hste],
AL FA(colored) /‘@/‘Pgi HAErzlom, el FE F ZA(photometry)®] FHOZ 450 nm Ei%
Zhe ELISA-2H & olgsle]l S4sirh. AZo AR F=ke] AP, P4 AB1-40 E: Aﬁl 427 e i
= FAdel ois %%‘:% H] 1gto @M FEEIGITh. vlolEE Hat ol ghell didk A WsEA (dERa

SEY ol - SA ol A- A A EE 47

ﬁd
o
=

Ao

2 oo e o

hAPP w227} 300pg €39 ©HUZF 24 A ACI-01-Ab7 (229] F W Buhy FAlaA 4% w3}y
o, ¥ FAEE e AR402] FF AN AAHAS 4 A, AB420d = 7Hamo;z B 0] 5}%]
4= 93 (AB40: -27.3 £ 13.9%, p<0.05; AB42: -8.6 * 22.4, p=0.56; unpaired Student's T test),
100 2 1,000pg2 fo(significance)o] =E3lA HE3Fth. 100pgo.=2 o] W3t ¥ #2AE el AR40
9 AB42E Z7IA7]3 (AB40: 32.3 + 36.8% AB42: 38.3 + 51.4%), ¥ 1,000pg=9] X8 ofURol=
EAZ(burden) Aste] AU (right) TS Faetr, 15 F 7 59 sEoAA FAHoR qgapo]

ATk (AB40: -2.2 £ 26.0% AB42: -9.3 + 15.9%). 01% dolee §4 WY ZREZqAN A7) A
mACI-01-Ab7 C27} ©] H 3} AD =] ¥ f 7184 AR FHS 7HaAd & 91%% FHst. SHEAL,
SF-TAE dAAEQ Ao, Fog vlolHE ¥V H8) % adFoRe] AF7E Fa ool & Ao Hel

=

AA € 16: ©1F FAAZ] MPPXPSI PH-2el N9 Beka Rate] e WY ¥ Folo 9%
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[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]

[0577]

S5545] 10-1505201

| ) opuzol= Fabael Agely gaAlyly] A% mCI-01-Ab7 2 BdFed A ¢ vE 5Eg Fr}
1 A9, 48 2 Aol A8, 3.5AARS AF FAAD wres] kit B B4 2F A
ATE S AHEHY. olURo|= Zebme e ol BleZehl S(Thioflavin S)o Aol <& 7]
5E9] ¥ A3} e o5 A E AT}

15ekele] fraade] & 1657 PBS W) 500u°) WAREA FAS FARYT 15vlels gxEEes A}

|5%E PBS ©Eo® T/\}Eloiﬂr BE FAbE STUR FARIY. A4 A, ukeaE Ao, = ¥
Ho2REY NS AAT] ¢ Coﬂfﬂ AE) A 4O 7 trans- cardially oWt = g, A7) ¥H&=
FAZEREY  AASIS %V‘o“?i/ W (coronal/frontal plane)o2 Awste] F¥(hindbrain) 2 Z
(forebrain)E 23} 371 xdi]‘i = A Zéq(midline sagittal cut)S AM&go=zx z = £ 4k
- (hemisphere) & 1127 %%EJE}. shvte] Wkt A S E 4% FHEFLU B =AM eEE FQF -1
A(post-fix)AIZHTF. A WEAr] d3A(Sagittal vibratome sections)(40um)S H-& <lFu]o] A (floating
1ncubat10n) o] Adstar, 0.1% 2F olAol=E zZHe= PBS WlolA A7 744 4Te| BAssi.  Aolg
Foll A 5719 TS HOeEgn S2 U a5 dAEGIT. EE s59 9 94 BE Egd
c A e AGstE A, Ay DXC-9100P 7}zl &2kg 2}o]7) DMR &w] 7 (Leica DMR microscope) .
2 omAE FEIem, o]t Q-Win AZEAE A&t AFHE AT, dAvAd dig ¥ s
A
3

anu

g

9 ZdA AEE olux] 5 A vy dAsHAl AT, BRE 59 olvX = AR A¥%e HAi
stsbr] 98l w3 AFE AMEFE(subroutine)ol A ZFEATt. % %FZ} 99X (Density slice
thresholding) = ¥4 Wl #d3tA L3k, sivlold) ¥ -(subiculum) 2] +9-2 E]QZEHHl § G Ao A9
ofRol= Fato] 253t AFS A A=t
Fak 2 ZFeA9 4= ©]F hAPP/PS1 vh-227h 719 whel o] 493h 4
A stE s o *‘%‘61 g 4= Ak, EEA Hee 3199 4EE E2 (mACI-01- Ab7 C2: 1.11
0.21 % 2 iz 1.61 £ 0.35%; p=0.003, M-3EY U-vlA~EMann-Whitney U-Test), 3H w4 =% 4
o Zgae 4g 19% AEs #aAzew (mACI-01-Ab7 C2: 8.73 + 1.36 ® oixT: 10.78 + 1.3
EY U-H2E), Zg3 Bdd dv& Z@a 7Fgsrl o9 g 93e Ax2 2ggs

mlo ?’ 12 H ot

p=0.006, wWH-%

VERRTE

AA A 17: G FHA ] hAPP wF9-2:9] 719 TFol| e mACI-01-Ab7 C2R9] 5 WAHFY IF

AR AEAE BIAIAY E= F7HA717] 918 mACI-01-Ab7 €2 @A) Q) HlR TH& £A43y] 8 4
9 Aol UdXE, o/MeHe] @A hAPP vkt £ Wl AFE al AREEUAT. HEA X (Non-
spatial cognition)x MZE EA 212 }A(Object Recognition Task; ORT)ol ¢l&f wWId} 7171e] Eo =A

H9iet.
S|

w9 120k §E-S 20040 PBS W] 400ugS] TASEA
G50l FALE dzTFoEAM AMESIY. FHA FAF SHE
Task; ORT)olA] <1x] =& o] ArgAet” P, ORT 52 wpgxE %A (behavioral arena)oll 1027 , ES

nd

rfu

AE FH HU FARE gigken, wiw pBS

A2 4 <14 FA(Object Recognition

o

Ao BAS BhFSES T, BT LS /1SSt A A F USRS FUA@ A e, 2
ARSI olul BFE W BAl, % FAH0R AR BAG SRS oA Bk o, F BA
W@ B Ae J1Ssgon, AnA A4 AgE F g Azl U@ e BA6 @ g Az
gRA Ao, gaTel g udy watzA teni.

N

mACI-01-Ab7 (229 F%& MAHTL dd FAH]l AD w204 AXA 79 58S dA-3] 7
(mACI-01-Ab7 C2: 131.6 * 9.1% % oix+a*: 100.0 £ 9.2%, p<0.05; unpaired Student's T test % Z} 1%&
2 n=12).

718

o|gte] ol wmw} MEF= FUu|sE ko] 44 Slo|, BEp@dpule]1 38124 , wi4EE|E WL 1 9],
B g}2-9rvlo] 1 (Braunschweig, Mascheroder Weg 1 B, 38124 Braunschweig) ZA] "Deutsche Sammlung von
Mikroorganismen und Zellkulturen GmbH (DSMZ)"ell 7]Er= 1t}:
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JU=E=0F an 2z Jlgte R

FP 12H3 mACI-01-Ab7 20054 128 1 DSM ACC2752
FP 12H3-C2 mACI-01-Ab7C2 20054 128 01 DSM ACC2750
FP 12H3-G2 mACI-01-Ab7G2 20054 128 01 DSM ACC2751
ET 7E3 mACI-02-Ab6 20054 128 o8 DSM ACC2755
EJ 7H3 mACI|-24-Ab4 20054 128 o8 DSM ACC2756
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W096/1359
W096/29605

FHo 7igst dy
T 10 AB AY 1-15, 1-16 2 1-16(A14), 22-35 2 29-402%-E F#¥d Feto]l=

=2 2" BE 2 RE BN, oldZo|= Fojlo] mACI-01-Ab7 (2 ©AFEA A9 A

et/

[0038] = 3: ¥ A @w|7Z(transmission electronic microscopy)ol 2|3k ol Zol= Mo thadk mACI-
1

7 (
01-Ab7 C2 B2 A 2F

T 40 U-C Tyrl0 2 Vall2-EAE B-olURo|= 1-42 FEfe]=o] Th-T F# of#lo|e} wA-Ae) NIR -]
& E-F-3| =~ & (head-to-head-experiment ) ©] 2}

Ad A HE: 10 F94d JEe|E AB s

Al Al s 20 A4 FEel= AB g,

A Al Ws: 30 FEAd HEI= AB 1sawm

Ad A WS 40 F94d eI = AB oy

AE A We: 5 A FEOl= AB gy

A A Ws: 60 99 HEOl= ARy

A A s 70oekg-2 02 A 7HE G oAt A E

Al Ad WE 8 w2 02 T4 7P F 9] opn At AE

A A s 9 mbg-2 02 A4 7HE F9e] wEULHE AY

A A WE 100 As LS EFske rhe2 2 F 7 499 wEHLHE AE
A Al Ws: 11 w2 02 3 M 499 wEUEHE A9

A A WE 120 As s EFske vk 2 S 7 499 wEHLHE AE
AE A S 13-200 AR FElel= e oM EX e ofuil HE HolA

AE A HE: 21 vk 2 A9 ohvxit HE

A A WlE 220 w2 02 T 9] oAt Ad
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Af 1.15(ACI-24)
H,N-Lys-Lys-Asp(OtBu)-Ala-Glu(OtBu)-Phe- Arg(Pbf)-His(Trt)-Asp(OtBu)-
Ser(tBu)-Gly-Tyr(tBu)-Glu(OtBu)- Val-His(Trt)-His(Trt)-Gln(Trt)-Lys-Lys-OH

Af 116 (ACI-01)
Ac-Lys-Asp(OtBu)-Ala-Glu(OtBu)-Phe-Arg(Pbf)-His(Trt)-Asp(OtBu)-Ser(tBu)-
Gly-Tyr(tBu)-Glu(OtBu)-Val-His(Trt)-His(Trt)-Gln(Trt)-Lys(Boc)-Lys-Gly-OH

AL 1.16014) (ACI-02)
Ac-Lys-Asp(OtBu)-Ala-Glu(OtBu)-Phe-Arg(Pbf)-His(Trt)- Asp(OtBu)-Ser(tBu)-
Gly-Tyr(tBu)-Glu(OtBu)-Val-His(Trt)-Gln(Trt)-Lys(Boc)-Lys-Gly-OH

Af 22.35(ACI-11)
Ac-Lys-Glu(OtBu)-Asp(OtBu)-Val-Gly-Ser(tBu)-Asn(Trt)-Lys(Boc)-Gly-Ala-

Ile-Tle-Gly-Leu-Met-Lys-Gly-OH

Af 2949 (ACI-12)
Ac-Lys-Gly-Ala-Ile-Tle-Gly-Leu-Met-Val-Gly-Gly-Val-Val-Lys-Gly-OH
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xry
] || T T T T T L)
70 60 50 40 30 20 10
Bc sat= 0| (ppm)
— =Fe ABEY
—TIE9| &
ValCpo| T E-AlE
ValCpo| T E—gHE
[ |
® y
vV
/\,\\/J\ v
J&K
f v T v T T T T T T r =
70 60 50 40 30 20 10
PC 318t ® 0| S (ppm)
cersses - 13C- I XS Vall29] B-A|E0 CHEH I E
seeseaP 13C-E XSl Vall20] HE-DAY & T E
-

SEQUENCE LISTING

<110> GREFERATH, RUTH
HICKMAN, DAVID
MUHS, ANDREAS
PFEIFER, ANDREA
NICOLAU, CLAUDE
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<120>

<130>

<140>
<141>

<150>
<151>

<150>
<151>

<150>
<151>

<160>

<170>

<210>
<211>
<212>
<213>

<400>

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gln

1

<210>
<211>
<212>
<213>

<400>

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gln Lys

1

<210>
<211>
<212>

MONOCLONAL ANTIBODY

12593-001-187

2008/04916
2006-12-08

EP 05027092.5
2005-12-12

EP 06014729.5
2006-07-14

EP 06020766.9
2006-10-02

45

PatentIn version 3.3

1

15

PRT

Homo sapiens

1

5

2

16

PRT

Homo sapiens

2

5

3
15
PRT

10

10
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<213> Homo sapiens

<400> 3
Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His Gln Lys
1 5 10 15

<210> 4

<211> 14

<212> PRT

<213> Homo sapiens

<400> 4
Glu Asp Val Gly Ser Asn Lys Gly Ala Ile Ile Gly Leu Met
1 5 10

<210> 5

<211> 12

<212> PRT

<213> Homo sapiens

<400> 5
Gly Ala Ile Ile Gly Leu Met Val Gly Gly Val Val
1 5 10

<210> 6

<211> 17

<212> PRT

<213> Homo sapiens

<400> 6

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gln Lys

1 5 10 15

Leu

<210> 7

<211> 112

<212> PRT

<213> Homo sapiens
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<400> 7
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val Tyr Ser
20 25 30

Asn Gly Asp Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
85 90 95

Thr His Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 8

<211> 112

<212> PRT

<213> Mus musculus

<400> 8
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Gly Met Ser Trp Val Arg Gln Thr Pro Asp Lys Arg Leu Glu Leu Val
35 40 45
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Ala Ser Ile Asn Ser As
50

Lys Gly Arg Phe Thr Il
65 70

Leu Gln Met Ser Ser Le
85

Ala Ser Gly Asp Tyr Tr
100

<210> 9

<211> 336

<212> DNA

<213> Mus musculus

<400> 9
gatgttgtga tgacccaaac

atctcttgca gatctagtca

tacctgcaga agccaggcca

tctggggtcc cagacaggtt

agcagagtgg aggctgagga

tggacgttcg gtggaggcac

<210> 10

<211> 417

<212> DNA

<213> Mus musculus

<400> 10

n Gly Gly Ser Thr Tyr
55

e Ser Arg Asp Asn Ala
75

u Lys Ser Glu Asp Thr
90

p Gly GIn Gly Ser Thr
105

tccactctee ctgectgtca

gagccttgta tatagtaatg

gtctccaaag ctcectgatct

cagtggcagt ggatcaggga

tctgggagtt tatttctgcet

caagctagaa atcaaa

Tyr Pro Asp Ser Val

60

Lys Asn Thr Leu Tyr

80

Ala Met Tyr Tyr Cys

95

Leu Thr Val Ser Ser

110

gtcttggaga

gagacaccta

acaaagtttc

cagatttcac

ctcaaagtac

tcaagcctcce

tttacattgg

caaccgattt

actcaagatc

acatgttcct

atgaagttgc ctgttagget gttggtgcetg atgttctgga ttectgette cagcagtgat

gttgtgatga cccaaactcc actctcectg cctgtcagte ttggagatca agectccatce
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tcttgcagat ctagtcagag

ctgcagaagc caggccagtce

ggggtcccag acaggttcag

agagtggagg ctgaggatct

acgttcggtg gaggcaccaa

<210> 11

<211> 336

<212> DNA

<213> Mus musculus

<400> 11
gaggtgcage tggtggagtc

tcctgtgcag cctcectggatt

ccagacaaga ggctggaatt

ccagacagtg tgaagggccg

ctgcaaatga gcagtctgaa

tactggggcc aaggctccac

<210> 12

<211> 408

<212> DNA

<213> Mus musculus

<400> 12

ccttgtatat

tccaaagctc

tggcagtgga

gggagtttat

gctagaaatc

tgggggaggce

cactttcagt

ggtcgcaagce

attcaccatc

gtctgaggac

tctcacagtc

agtaatggag

ctgatctaca

tcagggacag

ttctgctcete

aaacgggctg

ttagtgcagc

agctatggca

atcaatagta

tccagagaca

acagccatgt

tcctea

acacctattt

aagtttccaa

atttcacact

aaagtacaca

atgctgcacc

ctggagggtce

tgtcttgggt

atggtggtag

atgccaagaa

attactgtgc

acattggtac

ccgattttcet

caagatcagc

tgttecttgg

aactgta

cctgaaactc

tcgccagact

cacctattat

caccctgtac

aagtggtgac

atgrasttsg ggytcagmtt grttttcctt gcccttattt taaaaggtgt ccaatgtgag

gtgcagcetgg tggagtctgg gggaggcetta gtgcagectg gagggtcect gaaactctece
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tgtgcagcect ctggattcac

gacaagaggc tggaattggt

gacagtgtga agggccgatt

caaatgagca gtctgaagtc

tggggccaag gctccactct

<210> 13

<211> 10

<212> PRT

<213> Homo sapiens

<220>

<221> MOD_RES
<222> (2)..(2)
<223> Asn or Gln

<220>

<221> MOD_RES

<222> (5)..(5)
<223> Ala, Val, Leu,

<220>

<221> MOD_RES

<222> (6)..(6)
<223> Ala, Val, Leu,

<220>

<221> MOD_RES

<222> (7). .(7)
<223> Ala, Val, Leu,

<220>

<221> MOD_RES

<222> (8)..(8)
<223> Ala, Val, Leu,

<220>
<221> MOD_RES
<222> (9)..(9)

tttcagtagc tatggcatgt cttgggttcg ccagactcca

cgcaagcatc aatagtaatg gtggtagcac ctattatcca

caccatctcc agagacaatg ccaagaacac cctgtacctg

tgaggacaca gccatgtatt actgtgcaag tggtgactac

cacagtctcc tcagccaaaa caacaccc

norleucine, Met, Phe or Ile

norleucine, Met, Phe or Ile

norleucine, Met, Phe or Ile

Ser or lle
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<223> Glu or Asp

<220>

<221> MOD_RES
<222> (10)..(10)
<223> Glu or Asp

<400> 13
His Xaa Lys Leu Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 14

<211> 11

<212> PRT

<213> Homo sapiens

<220>

<221> MOD_RES

<222> (1)..(1)

<223> His, Asn, Gln, Lys or Arg

<220>

<221> MOD_RES
<222> (3)..(3)
<223> Asn or Gln

<220>

<221> MOD_RES

<222> (4)..(4)

<223> His, Asn, Gln, Lys or Arg

<220>

<221> MOD_RES

<222> (5)..(5)

<223> Ala, Val, Leu, Ser or Ile

<220>

<221> MOD_RES

<222> (6)..(6)

<223> Ala, Val, Leu, Ser or Ile

<220>
<221> MOD_RES
<222> (9)..(9)
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<223> Ala, Val, Leu, Ser or Ile

<220>

<221> MOD_RES
<222> (10)..(10)
<223> Glu or Asp

<220>

<221> MOD_RES
<222> (11)..(11)
<223> Glu or Asp

<400> 14
Xaa His Xaa Xaa Xaa Xaa Phe Phe Xaa Xaa Xaa
1 5 10

<210> 15

<211> 10

<212> PRT

<213> Homo sapiens

<220>

<221> MOD_RES

<222> (1)..(1)

<223> His, Asn, Gln, Lys or Arg

<220>

<221> MOD_RES
<222> (2)..(2)
<223> Asn or Gln

<220>

<221> MOD_RES

<222> (5)..(5)

<223> Ala, Val, Leu, norleucine, Met, Phe or Ile

<220>

<221> MOD_RES

<222> (8)..(8)

<223> Ala, Val, Leu, Ser or Ile

<220>
<221> MOD_RES
<222> (9)..(9)
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<223> Glu or Asp

<220>

<221> MOD_RES
<222> (10)..(10)
<223> Glu or Asp

<400> 15
Xaa Xaa Lys Leu Xaa Phe Phe Xaa Xaa Xaa
1 5 10

<210> 16

<211> 10

<212> PRT

<213> Homo sapiens

<220>

<221> MOD_RES
<222> (2)..(2)
<223> Asn or Gln

<220>

<221> MOD_RES

<222> (5)..(5)

<223> Ala, Val, Leu, norleucine, Met, Phe or Ile

<220>

<221> MOD_RES

<222> (8)..(8)

<223> Ala, Val, Leu, Ser or Ile

<220>

<221> MOD_RES
<222> (9)..(9)
<223> Glu or Asp

<220>

<221> MOD_RES
<222> (10)..(10)
<223> Glu or Asp

<400> 16
His Xaa Lys Leu Xaa Phe Phe Xaa Xaa Xaa
1 5 10
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<210> 17

<211> 10

<212> PRT

<213> Homo sapiens

<220>

<221> MOD_RES

<222> (1)..(1)

<223> His, Asn, Gln, Lys or Arg

<220>

<221> MOD_RES
<222> (2)..(2)
<223> Asn or Gln

<220>

<221> MOD_RES

<222> (5)..(5)

<223> Ala, Val, Leu, norleucine, Met, Phe or Ile

<220>

<221> MOD_RES

<222> (8)..(8)

<223> Ala, Val, Leu, Ser or Ile

<220>

<221> MOD_RES
<222> (9)..(9)
<223> Glu or Asp

<400> 17
Xaa Xaa Lys Leu Xaa Phe Phe Xaa Xaa Asp
1 5 10

<210> 18

<211> 10

<212> PRT

<213> Homo sapiens

<220>
<221> MOD_RES
<222> (2)..(2)
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<223> Asn or Gln

<220>

<221> MOD_RES

<222> (5)..(5)

<223> Ala, Val, Leu, norleucine, Met, Phe or Ile

<220>

<221> MOD_RES

<222> (8)..(8)

<223> Ala, Val, Leu, Ser or Ile

<220>

<221> MOD_RES
<222> (9)..(9)
<223> Glu or Asp

<400> 18
His Xaa Lys Leu Xaa Phe Phe Xaa Xaa Asp
1 5 10

<210> 19

<211> 10

<212> PRT

<213> Homo sapiens

<220>

<221> MOD_RES

<222> (1)..(1)

<223> His, Asn, Gln, Lys or Arg

<220>

<221> MOD_RES
<222> (2)..(2)
<223> Asn or Gln

<220>

<221> MOD_RES

<222> (3)..(3)

<223> Lys, His, Asn, Gln or Arg

<220>
<221> MOD_RES
<222> (5)..(5)
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<223> Ala, Val, Leu, norleucine, Met, Phe or Ile

<220>

<221> MOD_RES

<222> (8)..(8)

<223> Ala, Val, Leu, Ser or Ile

<220>

<221> MOD_RES
<222> (9)..(9)
<223> Glu or Asp

<220>

<221> MOD_RES
<222> (10)..(10)
<223> Glu or Asp

<400> 19
Xaa Xaa Xaa Leu Xaa Phe Phe Xaa Xaa Xaa
1 5 10

<210> 20

<211> 11

<212> PRT

<213> Homo sapiens

<400> 20
Val His His Lys Leu Val Phe Phe Ala Glu Asp
1 5 10

<210> 21

<211> 219

<212> PRT

<213> Mus musculus

<400> 21
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val Tyr Ser
20 25 30

_83_



Asn Gly Asp
35

Pro Lys Leu
50

Asp Arg Phe
65

Ser Arg Val

Thr His Val

Arg Ala Asp
115

Gln Leu Thr
130

Tyr Pro Lys

145

Gln Asn Gly

Thr Tyr Ser

Arg His Asn
195

Thr Tyr Leu His

Leu Ile Tyr Lys
55

Ser Gly Ser Gly
70

Glu Ala Glu Asp
85

Pro Trp Thr Phe
100

Ala Ala Pro Thr

Ser Gly Gly Ala
135

Asp Ile Asn Val
150

Val Leu Asn Ser
165

Met Ser Ser Thr
180

Ser Tyr Thr Cys

Trp Tyr Leu Gln
40

Val Ser Asn Arg

Ser Gly Thr Asp
75

Leu Gly Val Tyr
90

Gly Gly Gly Thr
105

Val Ser
120

Ile Phe

Ser Val Val Cys

Lys Trp Lys Ile
155

Trp Thr Asp Gln
170

Leu Thr Leu Thr
185

Glu Ala Thr His
200

Pro Ile Val Lys Ser Phe Asn Arg Asn Glu Cys

210

215

Lys

Phe

60

Phe

Phe

Lys

Pro

Phe

140

Asp

Asp

Lys

Lys

Pro Gly
45

Ser Gly

Thr Leu

Cys Ser

Leu Glu
110

Pro Ser
125

Leu Asn

Gly Ser

Ser Lys

Asp Glu
190

Thr Ser
205

_84_
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Val Pro

Lys Ile
80

Gln Ser
95

Ile Lys
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Glu Arg
160

Asp Ser

175
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<210> 22

<211> 448

<212> PRT

<213> Mus musculus

<400> 22
Glu Val Gln Leu Val
1 5

Ser Leu Lys Leu Ser
20

Gly Met Ser Trp Val
35

Ala Ser Ile Asn Ser
50

Lys Gly Arg Phe Thr
65

Leu Gln Met Ser Ser
85

Ala Ser Gly Asp Tyr
100

Ala Lys Thr Thr Pro
115

Asp Thr Thr Gly Ser
130

Phe Pro Glu Ser Val
145

Ser Val His Thr Phe

Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

10

Cys Ala Ala Ser Gly Phe Thr Phe
25

Arg Gln Thr Pro Asp Lys Arg Leu
40 45

Asn Gly Gly Ser Thr Tyr Tyr Pro
55 60

Ile Ser Arg Asp Asn Ala Lys Asn
70 75

Leu Lys Ser Glu Asp Thr Ala Met
90

Trp Gly Gln Gly Ser Thr Leu Thr
105

Pro Ser Val Tyr Pro Leu Ala Pro
120 125

Ser Val Thr Leu Gly Cys Leu Val
135 140

Thr Val Thr Trp Asn Ser Gly Ser
150 155

Pro Ala Leu Leu Gln Ser Gly Leu

Ser

30

Glu

Asp

Thr

Tyr

Val

110

Gly

Lys

Leu

Tyr

_85_

15

Ser Tyr

Leu Val

Ser Val

Leu Tyr
80

Tyr Cys
95
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Ser Ser

Thr Cys

Leu Glu
210

Lys Glu

225

Val Phe

Thr Pro

Asp Val

Gln Thr

290

Ser Thr
305

Lys Cys

Ile Ser

Pro Pro

Ser

Ser

195

Pro

Cys

Ile

Lys

Gln

275

Gln

Leu

Lys

Lys

165

Val Thr Val Pro Ser Ser
180 185

Val Ala His Pro Ala Ser
200

Ser Gly Pro Ile Ser Thr
215

His Lys Cys Pro Ala Pro
230

Phe Pro Pro Asn Ile Lys
245

Val Thr Cys Val Val Val
260 265

Ile Ser Trp Phe Val Asn
280

Thr His Arg Glu Asp Tyr
295

Pro Ile Gln His Gln Asp
310

Val Asn Asn Lys Asp Leu
325

170

Thr

Ser

Ile

Asn

Asp

250

Asp

Asn

Asn

Trp

Pro
330

Trp

Thr

Asn

Leu
235

Val

Val

Val

Ser

Met
315

Ser

Ile Lys Gly Leu Val Arg Ala Pro

340 345

Pro Ala Glu Gln Leu Ser Arg Lys Asp

Pro Ser

Thr Val
205

Pro Cys
220

Glu Gly

Leu Met

Ser Glu

Glu Val
285

Thr Ile
300

Ser Gly

Pro Ile

Gln Val

Val Ser

Gln
190

Asp

Pro

Gly

Ile

Asp
270

His

Arg

Lys

Glu

Tyr
350

Leu

_86_

175

Thr

Lys

Pro

Pro

Ser

255

Asp

Thr

Val

Glu

Arg

335

Ile

Thr

Val

Lys

Cys

Ser
240

Leu

Pro

Ala

Val

Phe
320

Thr

Leu

Cys
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355 360

Leu Val Val Gly Phe Asn Pro Gly Asp Ile
370 375

Asn Gly His Thr Glu Glu Asn Tyr Lys Asp
385 390

Ser Asp Gly Ser Tyr Phe Ile Tyr Ser Lys
405 410

Lys Trp Glu Lys Thr Asp Ser Phe Ser Cys
420 425

Leu Lys Asn Tyr Tyr Leu Lys Lys Thr Ile
435 440

<210> 23

<211> 16

<212> PRT

<213> Mus musculus

<400> 23

Ser

Thr
395

Leu

Asn

Ser

365

Val Glu Trp Thr Ser
380

Ala Pro Val Leu Asp
400

Asn Met Lys Thr Ser
415

Val Arg His Glu Gly
430

Arg Ser Pro Gly Lys
445

Arg Ser Ser Gln Ser Leu Val Tyr Ser Asn Gly Asp Thr Tyr Leu His

1 5 10

<210> 24

211> 7

<212> PRT

<213> Mus musculus

<400> 24
Lys Val Ser Asn Arg Phe Ser
1 5

<210> 25

<211> 9

<212> PRT

<213> Mus musculus

15
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on

=2
=

=]
=

o

10-1505201



on

£5401 10-1505201

<400> 25
Ser Gln Ser Thr His Val Pro Trp Thr
1 5

<210> 26

<211> 10

<212> PRT

<213> Mus musculus

<400> 26
Gly Phe Thr Phe Ser Ser Tyr Gly Met Ser
1 5 10

<210> 27

<211> 17

<212> PRT

<213> Mus musculus

<400> 27
Ser Ile Asn Ser Asn Gly Gly Ser Thr Tyr Tyr Pro Asp Ser Val Lys Gly
1 5 10 15

<210> 28

<211> 3

<212> PRT

<213> Mus musculus

<400> 28
Gly Asp Tyr
1

<210> 29

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 29
Val His His Gln Lys Leu Val Phe Phe

_88_



<210> 30

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 30
Ala His His Gln Lys Leu Val Phe Phe
1 5

<210> 31

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 31
Val Ala His Gln Lys Leu Val Phe Phe
1 5

<210> 32

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 32
Val His Ala Gln Lys Leu Val Phe Phe
1 5

<210> 33
<211> 9
<212> PRT

_89_
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<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 33
Val His His Ala Lys Leu Val Phe Phe
1 5

<210> 34

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 34
Val His His Gln Ala Leu Val Phe Phe
1 5

<210> 35

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 35
Val His His Gln Lys Ala Val Phe Phe
1 5

<210> 36

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 36

_90_
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Val His His Gln Lys Leu Ala Phe Phe
1 5

<210> 37

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 37
Val His His Gln Lys Leu Val Ala Phe
1 5

<210> 38

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in second library

<400> 38
Val His His Gln Lys Leu Val Phe Ala
1 5

<210> 39

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in third library

<400> 39
His His Gln Lys Leu Val Phe Phe Ala
1 5

<210> 40
<211> 9
<212> PRT
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<213> Artificial Sequence

<220>
<223> peptide used in third library

<400> 40
His His Gln Lys Leu Val Phe Phe Gly
1 5

<210> 41

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in third library

<400> 41
His Gln Lys Leu Val Phe Phe Ala Glu
1 5

<210> 42

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in third library

<400> 42
His Gln Lys Leu Val Phe Phe Ala Ala
1 5

<210> 43

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in third library

<400> 43
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Gln Lys Leu Val Phe Phe Ala Glu Asp
1 5

<210> 44

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> peptide used in third library

<400> 44
Gln Lys Leu Val Phe Phe Ala Glu Ala
1 5

<210> 45

<211> 12

<212> PRT

<213> Homo sapiens

<400> 45

Val His His Gln Lys Leu Val Phe Phe Ala Glu Asp

1 5

10
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