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. ¥Z 0.C.T compound(A.0, W=H)E Az]ar, (M 3050C Zeto]~Bl(Leica, 5U)S ©]&3+] 14—um

A (coronal  sections)S  ZgkTh. A2 BAHES probe-on plus charged slide(Fisher,
o]F, m=)o FHolwHA] E3Th.

2]
2]

]
}

BN
M

>
N
i)

e r:%
oo [

7
2]



[0070]

[0071]

[0072]

[0074]
[0075]

[0076]

[0078]
[0079]

[0080]

[0081]

[0083]

[0084]

[0086]

[0087]

[0089]
[0090]

[0091]

[0093]

SS=50dl 10-1802659

5-2. ¥9¥3F &4

AHoz Zo|=Z 0.01 M PBSE 1584 F W M Hstxa, Tz ol jolAl-k &

o WESAIH T o] F 5% A d4 dH, 0.3% EFE X-100 2 PBSE o]F ﬂﬂ%&ﬂ
SA7)AL, 1:1000.2 3A g 12k FAS AHgste] dHEH Fob ubgAZiTH

FICT7} A% 22 A|(Santa Cruz)S PBSE 1:500.2 3|A15le] 908 EoF WkS A7l 3

Antifade Reagent(Molecular Probe, FZ, "= vlEgste] Fx4 #o)A-2=714

1000, Olympus, €)oo= #&A3FAT}.

ofo
12
v
12

fo
2
>
—
>

o2y¢ TRITC- H+
Zd}o] == Prolong
&Au 7 (Flouview FV

5-3. |l Z&% S g (thioflavin S staining)

Hol| 9= ofdZol= EEH(amyloid plaques)E Felslr] 915t Bl ZEdl S A4S STt
TAHER, FE|=E 0.01 M PBSE 1024 F W AlFshaL, 1% HLET S oo wt F Ao 20
B9 WAIE. o]F 70% olgtge] 5% Bt ¥t ¥ B 29W M, 29:3 T2H T (propidium
iodide, PI)o.& thx<9 M (counterstaining)d 3 A EHE o] AFsY T
6. RElx 5 v2 48 € Y12 AF

RElx a7 =2 Ay
3l wt-2] =4 (hippocampus-dependent) 3ts5 B 7|9 58& H7latr] flste], Rejx 5 n2 AAS HAAISH

o}

S AmEl0/TE)E 9% 39 B aiRel 204 FAwSon, BYs £F mudA 60 o] A7t 5
sk $A7 mSHE RE 9E AS ANST. vt 602 % 2
otz Shistel S W03 Fot TSRS dan. 05

% 50 B¢ gHE Asdsla, 9w A =

6-2. Y-1[Z A¥

gnf-o] &2 I3t 719 5EE HUEshy] 9leked Y—Uli AdE AAEth. 81 713 34, mp Y n=
o Fdoll Fof 8 F FHAR AFEA olFI}EF & Rigfﬁ, ZEA e ol & Sl 2 A4ETARL E
&S Y& LATE O Alx"on J]EST, ‘ﬂﬁ =& (alteration behavior percentage, %)< [A 3%
A EFE AE(/7HAC E03F HA 852110002 74]1‘}0}9114. w7 PFgo nE&e T FAY 7Y TY
7 o] ATHEAY A

7. B4 B4

Wz el U= oo the(arbitrary units)® H+3EF B 9 X (standard error mean, SEM) X =
T7)8kTk. EAA BEALS RE Ao 4 #AF A (one-way analysis of variance, ANOVA)S 4=3)3}<)

rism 5(graph Pad Software, ZAE|EUo}, wl=H)E o] &35}o] Student's t-testE F7I= /“/\] stttk &
A Ay 9 ol Zol= whde] thdk A= Image J software(P|=re] FHEALDA A&d= 37 &X
o)) E o]&3te] A5l o, Integral Optical Densities(I0Ds)® FEAISFSATH. z§1+%k°1 p<0.05, 0.01
0019 A ol Aow ddsigivt.

HeL 1m fuj ‘H =S EV)
ae)

)‘!E Q_']l:
1. Coa-A Al & AAAXY AEE &4 27

Coa-A Aol & Ax BEE Wsts FAstr] fJste] MIT assays FAstalch. 2 A3, AB0(0.5 m)E A
23k A3t gz} Hlaske] SH-SY5Y Al AEEo] AAE #Aaska, Coa-AS A3 AL A FE
F5(10, 20 B 30 pg/me)el A ME Hgo] LEREA OLE 2 Flstolek. W] ABO % Coa-AS o] A
g AR ABORE Al AP} walste] Al &ol @A 71 AL 1S (= 1),

2. Coa-A A& 93 duld o3 W3 B

_YE
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[0094]

[0095]

[0097]
[0098]

[0099]

[0100]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0110]

[0111]

[0112]

[0113]

[0114]
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SH-SY5Y Al3Eell A ABO(0.5 ¢m) Aol <3 HSP70 ¥ BACEl Tz o] &3 WsE gRlskir.

O

I A, ABOE HEdr AT A A gEFHORE 6, 12 B 24 A 7HZAZ p<0.05, 0.01 L 0.001) FEFol
A HSP70 vkl o] Wk e A etA 7HASkal, BACEL wha el W e Zrlsts AL el (E 2). H&Hd_,
Coa-AS A3t AT A T ZF(10, 20 2 30 gg/m)olA] ABO Al ,]ﬂ HSP70 @A o] uty A=
A3t HSP70 ©id e} wrdo] Frlste AS ERIsIth(24 Algtoll A 7S frest 718 2d; p<0.001) (=
3)

3. CoaA Foe 9 ¥ =2 J gild 23 ¥zl £4

o} =3loln] FE Hdll APP/PS1 m}--2dl A HSP709] 2de] Coa-A7} mIX|&= A 21349},

g8 B A3, obAdd mp$~9 vl vehicleS Fol3F APP/PS1 wh-9-2~ol 4 HSP70 whelge] w&o] 7+
astglon], fixAoR CoaAS FoI% APP/PSL PRyl A= HSP70 e} ddo] foaiA S71et 2ls 9
olatsdtt. T3, Coa-AS FoA] APP/PS1 wl$-2~9] oA BACEl whide] wdo] dA3A e AL el
A TH = 4)

w3, "dEgy A AyES 53to] Coa-AS 3 APP/PS1 ®}-9-29] &flm} 2 & (cortex)ol A HSP70¢] &

o] Z7}skal, vehicles FoI3k APP/PS1 U]’T—)—\—OﬂT‘:‘ it AE FRIEITHE 5).
4. Coa-A Folol S 3 =4 ) A A % S AN &} £H

HSP7O e gwde] $1< oAstu, 7S BEshs o deld Utk ulekd, APP/PSL vhg-2eol A
ABel Aat 9 ol Coa-A7} WA= F&FS FAMES

A" BEXRoZ st A7, o8y whg-9k HlwEte] APP/PS1  wpf-2ollA ojdRol= AAH AR
(amyloidogenic pathway)®] Aol dAsA F718F AL FQlsisitt. FA|FoR, ofdRol= Aata] vz
(amyloid precursor protein, APP), AB <=3 x™, AFA AB(fibrillar AB) 2 <Aks= €F$-(phosphor
tau) T o] FFHA FrrekrE.  WHH, Coa-A Bt Fog APP/PS1 mR9-2ddA = Ay @
59 o] Ao, ofdRo)=E A4 HEgo] AAlEE AL RAEATHE 6).
L3 Coa-AZS FoI3F 749 ADAMIO(A dlsmtegrm and metalloproteinase domain-containing protein 10) %
ADAM173} 28 a-Al A HElolA(s-APP o) -3} welo] Z7138fe] wl-opd 2o]l= AA] 7 & (non-amyloidogenic
pathway) 7} &-&3t= A& ERASGATHE 7).

obgel vhe2o] W EANAA F8H ABg R AB1 Lo FES AW A3, vehicle oI APP/PSI vhe-
229} ]kl CoaAE IR APP/PSL vh9-2old 584 AB o D ABLxo FAT AS FAFATHE 8).
gk, ¥ 22 EHEHdl S E AR(C-EH # 6E10) AMES vlwg AT, 0]:*333 nh-2~ 9} vl aEhe] APP/PS1

k-9 fnt W m Ao AR wHE 2 AR 9 o] =UlEtal, Coa-AE 3l APP/PS1 ®}-9-~ ]/\1‘; AB 9
ofo] zrash ®Wuk o}l AR WHEe 7] 2 e Ay} i S d9) 0}0”/}(‘: 9 WA =1

22 ZA oA HSP70 2 ABE o]F 9A% AF, Coa-A Folo 9ste] o] sjnt @ ] Fo|A HSP70 ¥+
A o] FASA FUEska, ABY SOl Fadte AS EAFATHE 12).

5. Coa-A T 23t ¥ £ W) 2739 ZF(neuroinflammation) JA| &I F4

Ao}l H E(microglia) 2 AJulA| ¥ (astrocyte) S X3 EAd3tE WM E(glial cell) & AdE ANALZF
2 AD ¥ =03 EA F9] stoltt. wabA], Coa-A Fol7F wAFEe @4 2 AAAZ) nxE= JgFS
Qlskeltt.

w Aot A mF# 2l Ibal(ionized calcium-binding adapter molecule 1) @ AXWAEL w72l ofuAdFAHA
oA (glial fibrillary acidic protein, GFAP)S] &S W dMor 3H¢13t A3} vehicled T3
APP/PS1 wF9-2=9] wol= dAASHA B2 9 EA43tE A2 e glstslgr. W Coa-AS Fo

gk APP/PST wh-229] Mol A= alA|aze] &Ado] ol AS gl o AT (= 13 % = 14).
=

i)
tlo
o
ol
rr
o

= o s Az A wg v o
I
gaw BEow 1% A, obdd wheseh wlashe] vehicleS FoIGAPP/PSL nhg2olA QAAkEE NF-x
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[0116]
[0117]

[0118]

[0119]

[0121]
[0122]

[0123]

[0124]

[0125]

[0126]

[0128]

S550dl 10-1802659

B, <¢Ar3l¥l 1xB kinase(IKK), #]d AF3}&42(cyclooxygenase2, C0X2), =3 Agldix IAEL
(inducible nitric oxide synthetase), AEF71-1 HEH(IL-1B)2] o] AASA F7lsl= AL el
(p<0.001). ¥ vehicles FoJ3F APP/PS1 wh$-29F vl &lo] Coa-AS Fo3F APP/PS1 ml-$-2o A= A7) &

259 wdo] fofshAl FAast AS A 4 AT (p<0.001) (% 15).

6. Coa-A Fd] &3 A- @ FAHF2 7|5 Aol(pre- and postsynaptic dysfunction) 7§ &3 £
Coa—A7} A- = AW~ @2 (pre- and postsynaptic protein) Wale] wx|= 48kS <131t}
H E A g ERoR FRlsk A ofAE nhg-2of HlWElo] vehicled FoJgh APP/PS1 wh--2mof A
Al Ed}o] Al (synaptophysin, SYP) ™ PSD95(postsynaptic density protein 95)¢] @&o] 7+43}il, Coa-AZ
gk APP/PS1 vlf-2=ofl A= @& o] AAs A S7Fek RS AU (E 16).

wdk o] 1z @ sute] X o} o]F(dentate gyrus, DG)olA SYP @ PSDISE M A} Ar|et §-AE A
S RIS E 17).

7. Coa-A Foio &% e R 7198 AH 5% &4

s 2 F V1Y 58S Frtsh] fske mR AES 35t

Coa-A Fof o] FdAA 1Y Apol] ofA3 whg-22 9D APP/PSL wh-27F A4 LI gl &
sk A3, APP/PS1 whg-27F ¢FF =2 AL gy, 2¢ 2 3d A= 7 oupg
gk FFE JERIou, APP/PST wh-22¢) Hlalste] oA whe-A7t dAA S A 7FAE

i) Hﬂ Sl
e e
2> o

SA% A3 19 oA += vehicles

% AlZke] AA T HjE=2 A% AS g9l Y
]| 3k A3} vehicles F993F APP/PS1 v}$-2~9} H]a
3te] Coa-AS Foi3k A P/PSl U} 4 Fé'% ’\]{PO] oA W& A& st (E 19).

B H2EE Al =9dUlE AASI, =Fdi7F | 24 A}
3} vehicled Foi3F APP/PS1 w}§-29} Bludle] Coa-AS 3k
1S RIsHTHE 20).

TS, ©r] 71del HAE GEE ERlsty] $ste] Y-HE AES A A, oAy mfg-29k v]ulE)d]
5 c

Sk APP/PS1 w}-$-2=9} H]
stel, st o] P

vehicles T APP/PS1 wl9-2=9] WA 5&o] ¢ W€okomn, vehicled FoIgh APP/PS1 wh9-2=9} H|ul3}o]
Coa-AE FJ3k APP/PS1 wl$-29] W7 de&o] ¥ ¥ AL IAFAHE 21)

OJAZFA] E o] tiste] 1 nfRA S HAAGES FALE AHHSTE B Wyo] &3l v|E FokilA T
el AAe 717l A B odygo] B odme] Rl EAdolA HlojuA gke HHddA wEE ez 7=
T ASE o8 F dS Folth., aHEE JJAE HAAAES A o] ofyet A Al THA 1
g ofof gtr}, 2 wilo] WO Hedt digo] of S e glen, 1o} S5 s 1 vl
A

_12_



10-1802659

B
H

B
H

1.54

Q
-

ASAS-HS 2IqeIA
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12 24

6

ABO (0.5uM)

24

12

ABO (0.5uM)

_13_



SS=50dl 10-1802659

k1
N2
W

HSP70 e — — d

5 -
ki
= 47 -
=
**k
8 3 -
= 5] ;
©
T
[n
0- T a8
ABO (0.5uM, 24 h) P +
Coa-A (20pug/ml) - + + +
6 12 24 h
EHY
&3 WT
£3 APP/PS1(Veh)
&= APP/PS1({Coa-A)
X B = 2.59 Kkk
£5 &3
& 3 > a [$] g 2.0
£ 5.
nsero | 2 !¢
1 =* 5
1 = 1.0-
L =
= b4
- - ~
@ 0.5+
o
B-Actin -.4

34
(=]
L
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Cortex

Hippocampus
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HSP70/FI

APPIPS1(Veh)

200pm

APP/PS1(Coa-A) 2 200ym

APPR/PS1(Coa-A)

4
¢
&

3 3¢
AB Fibrillar

—

s —

o _
S J

APP

Ap oligomers

Relative density (AU)

HSP70/PI
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<3 &
&
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omn
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E i 104
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Cortex

Hippocampus

& APP/PS1(Veh)
& APP/PS1(Coa-A)

1]

ke *kk
g ~d

N

QO‘ C-pdq
QQ
@Q

1.51

Relative Integrated
Density (AR 6E10)

HSPTO

APP/PS#(Veh) 200um § APPIPS1(Veh)

APPIPS1(Coa-A) APP/PS1(Coa-A) .

B APPPSi(Veh)
B APPPS1{Coa-A) WD APPPS1(Veh)
4 Em APP PS1{Coa-A)

APPi{PS1{Coa-A) APP/PSH{Coa-A)

AL -

sxx

w

[

Density (Cortex)

Raélative Integrated
-

Relative Integrated
Density (Hippocampus)
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Hippocampus
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APPIP51(Coa-A) APP/PS1(Coa-A)
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=
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GFAP/DAPI GFAPIDAPI
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APEPINCEEl . APPPSI(Coat) b
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1.54 E APPPS1{Coa-A)

I L I Fekk
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P-NF-KB | w— —— &0 APP/PS1(Veh)
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p-IKK —*

-

=

(=]
i

Relative Integrated
Density (GFAP)
b
L]
i

81
-4)

APp/p
(Coy

5

- <

o w

cox-2 - | | 2

| ~

iNOS 2

&

T

IL-1p «
BN | —— \

_20_



) oI
S L
s £&§F &¢
TS <

Synaptophyswl _

PSD 95 b -—

B-Actin ‘-—ﬂ
=3 WT
&3 APP/PS1(Veh)
= APP/PS1(Coa-A)
1.54
=)
=L %* gk
=
w
g
- =
@ '%-
- =
g o
] -
m .
m_
1
N
=y
59
&
)

_21_

SS=50dl 10-1802659



100pum

DAPI/Merge
APP/PS1(Veh)

APP/PS1(Coa-A)

APP/PS1(Coa-A)

oG =Y
15 == APP/PS1(Veh) 1.54
== APP/PS1(Coa-A)
%ﬁa - s E .
£% o5 =3
= = 0.5
= o
[
0.0
il N 0.0
Qéa @ qcs&‘o
EHIS8
Before Treatment - WT
7o- = APP/PS1(Veh)
-k~ APP/PS1(Coa-A)
g
w 604
oy
= C
[0 -
E = 50
-
o
&
% 40
(")
1]
30 T L] 1
N YV %
) ) )
Q’D o’b Q’b

_22_

Cartex

10-1802659

s wWT

& APP/PS1(Veh)
@ APP/PS1(Coa-A)

*hd

<



10-1802659

s==4

EWHI9

- WT

After Treatment

- APP/PS1(Veh)

-~ APP/PS1(Coa-A)

604

o o
=+ o™l
{925) Asuaje adeasy

INMIN

- [ 3] o™ —
welpenb ul 2w Jo ¢
INAAIAL

_23_



10-1802659

s==4

| %
k=)
O_.U.\
'y
fﬂv
%,
_% i \m@ %%
7
®
L
%,
e
4

™~ I L) L L) 1
N o Qo [=] [=] o
ﬁrL =T 2] o -
Iy uoljela}e Jo %

_24_



	문서
	서지사항
	요 약
	대 표 도
	청구범위
	발명의 설명
	기 술 분 야
	배 경 기 술
	발명의 내용
	해결하려는 과제
	과제의 해결 수단
	발명의 효과

	도면의 간단한 설명
	발명을 실시하기 위한 구체적인 내용

	도면
	도면1
	도면2
	도면3
	도면4
	도면5
	도면6
	도면7
	도면8
	도면9
	도면10
	도면11
	도면12
	도면13
	도면14
	도면15
	도면16
	도면17
	도면18
	도면19
	도면20
	도면21




문서
서지사항 1
요 약 1
대 표 도 1
청구범위 3
발명의 설명 4
 기 술 분 야 4
 배 경 기 술 4
 발명의 내용 5
  해결하려는 과제 5
  과제의 해결 수단 5
  발명의 효과 7
 도면의 간단한 설명 7
 발명을 실시하기 위한 구체적인 내용 8
도면 13
 도면1 13
 도면2 13
 도면3 14
 도면4 14
 도면5 15
 도면6 15
 도면7 16
 도면8 16
 도면9 17
 도면10 17
 도면11 18
 도면12 18
 도면13 19
 도면14 20
 도면15 20
 도면16 21
 도면17 22
 도면18 22
 도면19 23
 도면20 23
 도면21 24
