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used to prevent or treat amyloid [ peptide related diseases or conditions.
to that of the acteoside ranges from 4:1to 1:4.
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MBHBTTERHE s MAXERIARRNEAESY

B AR G
AERPREXRT-HATHABH AT S EEUFEBHRAXRERAER
MR BEHEESY HEFENERAIWXHAREERRHAKE |

ZREMK D BB ERE pHRERK. RRIRKE,

BEERER

EXEEZF 7087252 B2 /R T—HMER AKX B (Cistanche tubulosa
(Schenk)  Wight)y B PIR EFF#HI® 28 2550 wi% #2 R % F (echinacoside) &
515 wi% R M F B H (acteoside) W #HIF , EAT A TH EBFH RIE (senile
dementa) . FEHAMRERZHHEHETE ZBFH X ( phenylethanoid glycosides)
BT 2E Tiz®EF F,

BHiFABF wo 201 1157059 A1 B R ITREHAMRERIEEHZL
AEZL TG ERME  sREN., BRI REZHERE AR HETHZMBH
AT EMHE PMRMEXZERTIRANAGY ZAE.

EEER 7087252 B2 K WO 201 1157059 A1 LT AEEISEH
XWEHALXR,

FABRERBDEBPALELE wo 201 1157059 A1 IR H KRB —H X%

HA BB

B AR

BETEMHEPMRNEREES BETENEASIREHRKBEIRR |
At ARz - BN ARE NI ELHFEpMREN. RRIARENES
AW HUENEm. Um. EBWY. bhH RKRFRIEMH-F
mil. AEAz Z— BENNEHR MBI BTERH BMRME X2 KRR
RRANEHESY .

AEXPAHX - BN AIRE-—RNEALEY THEMBR AT ERH B
RMEXZERIRRNAEYN AR

MEARFABRT TN — BB HETE-ERE PREXZ —KR
FRANEHALEENIEFNEREINEHAREERRHARE B
FREHAMEXN ZEXHAMRBTONEELRN 4.1 E 14,

REN ZEHASYWFHNFRRHAREXN ZRXHFH
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4:1 £ 23,

REN  , ZEAHEWITSENRET,

REN , ZEAHSWeeBM G ZENHE g KWER ., RRIRE.

REN  ZEAASYEBH S ZERE p RARANER., BERG
RE&E.

REN  ZEHHS B EZTWHE s MS BB LTI A
T HMRE., AEIAMEFISFIERED,

REW , ZE5EHE B MEXCEBRIRA NG ERKE. BEIA
HES, BREFREXEE. ERE. WEZEHXTHTHE. XFHEHREK
E-REEESE. ARUEMHENER. SEENL, FHHBREE., §F
BEAMENETMHIE =R

REWN , ZEAHASYE R TAST P%BER KE.

BREN , ZEALESYRATERAIER £ YEBEMEBHRK
E o

REN ZEAESYRNAGCHERNERME EITE BB &K E02
BERE4 BRZEZBEMHAD -

REWN  ZEHEEYWETE—TEN BEYHE CEEFHFERZE
MR KR, HPZEFH ZEEXHAREEREHARENEENE Z
ER7D  BEREHARENEE AT ZEHHKE

BREW , ZHF ITE 12-32% EHAMER 26-46% HREHARE ,
Nz FIFNNEERNR E,

REN , ZEY N —BETLEARE.

BIEN , ZHF RES—FEUT TR N EMEIZ

) IZETE AARE R PR EL—F — WM AN N FEE ;

b)FFFTHR ) REBNERY T REEMERERKKABREYWHNE
FLOESE CEERMEREY L ;

c) A 58 Z R M B FIE R B AE T SR B ZAE AR B EHILEY
MERERXRFBOR ZEENARMEREDL ; Ux

DAE=ZMUEBTNER CEEMNREWLREE TX  BEESEX CE
EW®RBAE HPE-—MEBRFI Kk, FE, CB. KERENREAHN .
RKE CERNEREESRN  F-MEBRNAK  RE=ZMEBN I FE. 2
BB, kKEFENEESRBAN . k5 ZENESAN , BZE=NHEBENE
BB RMATIE R MR
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TR DRENEFTXZCEFEN AR RAREBATKF  AMEBEIMH
KBRE T KAWNEEMESEPINE ZEERMHME XAME L ; &

IOV L—SBEREBRRNN—FEREBRA 23N Z KAWE®RITRE
B HPZEEREBFNOIRNERZELOREBNN HE  £E£5F N % FEER
MAEAFNAEMENERRFTEREARHAREERXHARE U ZED
REBHN AR MEHNAIHE AN TEXHAREERXTHTARE HAPED
REBFAREIREBANNKKERENRSRAN . AIXKEZEBENES A
7 o

REMN , ZEORMEBRN KN 25~35% CHEKB R MZFEIRMEARF
W 5 35~45% ZEEKE K.

RIEARZHAz ERNEM BN, BIE. IR KREERAE BZE L TXXH
EHXEN  HEASFAMBERX , FiF A A,

Bt B Ay fR] 2 i BF

R 1ERAYA EHAKE ) | (REHAKE ) C (EHA , T8
HYVRTFTRALEPZAE I NEHEASYX AB140 E AR N ER B W,

BM2ERETHYA EHAKRE). | (FEHAKET). C (BHA ,
TEHYERTRAEKZAEINWEHAEEYNT ABi-2 BRIV W,

KR BH&E DR

HZHEMHEPREIZANEKFAEOER —HHLBENRBIE-ERHEPURE
TEHER. SEEHRHE PRREGCTUSHMFTLEIRRHVES HI , H A
NMEEEVENRE, FE. AAHEED  EMEIREHERBIRR
MEERDHEYH PHRNEK., RRIRE NABRERH BREX
REFAMESIANZIHEBRIARNL ENAFANBTRTHBHIETT BERH BIK
MAXERBIREBIRXZ —

FR"Mph"EERBERRNEERRIARREENE A EHI , MAAR"AE
"M ERBREIBELEEAFTIRAINRE  XECEVEHOIRIDEER
EFEEFHNRE

FRR"EMH PHMAXEERFTIRRN"ELEEFTIARINREBREEERE
BHEPHMNEK. RRIREMX BEALAHEHERERFIRRINRERNER
¥ PBMASH. TAEEFERERBFIRAZ —ELH LN EYWE ERN
BEBHE BMOFATERER.,. ERIAREA RN , FA A AR KBEIRR

_3-



10

15

20

WO 2013/087042 PCT/CN2012/086796

» EBWHE BHMMEX. B, HEVEPHMNRELERFIARIAMREN
FERSEE WML EMEEN , FAAAEERBRRRT AELHE BRMAE X,

ETHXEAF AR —FRMEZN A T ABERRE , HEE
RN AEAT M B AR R XT BR 4 (Vehicle) 1T LER o

K- HTHBZH R

K5 RIE A K R R
A Lot IR H 50 ug/ml | BHEZRE, R 97%
I g R FE  SOug/ml  |BEERE, thE 97%

. % X 1
Al RUTIARE + 0pgml+ |y e o e 970,
40:10 FEAHRFE [10pgml |7

. % X 1
Al I L P
30:20 FEAHRFE 20pgml |77

. % X 1
A Kot RFH + 20 pg/ml + KAE I 4 E 97%
20:30 FETHRE  Bopgml [T T
Al Kot IHREF + 10 ug/ml + o :

TR BEERE, AE ITY

10:40 FETABRE 40 ugml |7 - -

XS —  BREESARKZESR

FERAEE (wild type) AXKB LB A8 SH-SY5Y 3 F T Eagle's
Minimum  essential Medium (EMEM)/Ham's F12 medium (1:1B& %) (&
10% FBS, 10 units/ml penicillin, 10 pg/ml Streptomycin) ', R £ & » B4
KB M Neuro-2a M| 3E 5= F minimum  essential medium (MEM) 3% FE
(& 10% FBS, 10 units/ml penicillin, 10pg/ml  Streptomycin) A,

XS = B EX AB1-40 T AR A K ER AR

FXEHN-FNRERARXRBELES A2 SHSYSY ZEFEEHR K
It Z |17 1% 5= & (EMEM/F12  medium (Cat.No. 12500-062), Hepes 5 mM, #&
¥ 06%, NaHCO , 3 mM, E B 25 mM, &R B 3F 25 ug/ml, Transferin
100 pg/ml, Progestrone 20 nM, Putrescine 60 UM, I AR 41 (Sodium  selenite)
30 nM, Heparin 2pg/iml) o 8 M H (wel) EFH IXO 54 SH-SY5Y 4K , W%
FEAERA 00 p1. 30 78 E ., HER—FARZMEHEH @ 3 2L 50 ug/m|
WEXRENMNAZTARABH DL E 24 » B, # & B Human AB1-40
Immunoassay  kits(Catalog ~ # KHB3482 Invitrogen) 2 & H 2 FE H Y

-4 -
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AB1-40 EE .

AXWBRERY M SHSYSY @ RN AP THARAMERE R mHE 1
£ R SH-SY5Y HPHELEMNEHE RLERFE L AR140 TEFREFPNEE
g HRXUARMAEAN ¥ RLEANBAC)I I LBREHE. ERER
AEFHEHERE TNRBANMN ¥ REABZETTERRERA ™ K
& P<0.001 .

EZB 1R , MEAERA EHARFT)RLDERE F6 AB1-40 &
B4 10%, MiAHEmA:I] 40:10 GRHAMEF 40 ug/ml +REXHAKEF 10
ug/mH R D FE RFH AB140 EE N 22% , ME RN R # 2 U RE D EF
EHFWNABI-40EEN 8% B 14RETEHARET+RTEHAKE =30
ug/ml + 20 ug/mi; 20 ug/ml + 30 ug/ml; & 10 ug/ml + 40 pg/ml 5 £ o F K
EOMMNA#ER  EREHAKET 50 ug/ml HANEAFXREFTIEF BE
AB1-40 THRN BRRBMETZTHE,

XEH= ENEHEE RN ABI-42 BRIEHW IR

F F B K Human AB142 BXKEFBR EFH EFE , WA
1,1, 1,3,3,3-Hexa-fluro-2-propanol (HFIP) B #& AB1-42 ERE R ImM, WMz
FEEZEEBTEH#E 1/ 8, L Hamilton JE & 2| L& ABI -42/HFIP & 53t 17
PE O ABNLNESRNE HFIP KT+ ,EEFHKR T-20.C. & HFIP L EBFH
AB1-42 LA PBS B , A2 3l BURE 5"g/m WMiLH¥ & AD BF 4CTT
RHHE 24 et , LHEIR AB1-42 2 FE R ¥ (oligomer) , FH R A thioflavine
T &4 W H(Ex=450 nm, Em=482 nm) LA 7 # AB1-42 HERILEE

28 R"EX 1RO RSP B AB1-42 FE E 1t (oligomerization)  #Y
Em L£RUEBSHEETR HUXRMAFAMN X ZLENONRBAC) HE
K. B244ZREFRKR 1HNENEHERZEEENS AB142 ER{UL B FH
HAUEHARE+REHAKE = 30 ug/ml + 20 pg/ml; 20 pg/ml + 30
ug/ml; B 10 pg/ml + 40 uyg/ml ZEXHAMKEDO) MWW EFEm K EFRXHH
FEE 50 ug/ml WM A& RN BE AB1-42 WERLLEEFRENEME  #m
A ABFERFE L EFHR,

GELRER FEHAKREREHARENEAZLAS Y ATHE D
ABER . RN I REZENAG MU EAELAEYWATERNH ABE X
BETHBAIAT  UHEMRE, XBIMEFIEFLELZED. A,
MRIE LR R, SWEHAESYT R TR RIEIT AP AKX E AR,

-5-
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iR ABMXEFRIARAATBEETRTHAEZBERRE. REINARE
B.BSERAXEE. BRE. BZHXTHETUE. XSWEHK KE-
REEESE. AKRNEPHENER. SEEN X, AFIHBEAXEE., R
HMAXMENTE ERBEUREM .S FIRABRUARBHHR KE N AR1-40
REESEFTETERAENARI42 Al  RATBEHMEBRER SR

BI1IR2HERETREHAREFTEERENEYE BEEEXFNA L,
REHAREN-—"REEITF . FTRULZEERANEE . UHEY R FER
SERAEREHARENREATI RN S. BETR 1R 2VWERTEREHH
MENZEHARENESYWENERERHRINBFNEST T LB FaARE
HAMENETYE EHBE-_EAHALEY T ISEHERENETAKE
MBEEHAKRE VWAERMELFIENETIREEIRNATBEER £,
FUHEALAEYMA TREELZFETARET TMBHRABT EWH KM
X BV R AR .

EARAEXBHANTIXEH P, 5x5EXELTME US7,087,252 F ik &l
ZREEAXAZCEENER AXNES Nz Z HESETIIR (a)FERX A
RENH THD ARZERU—F—MRMEBRTNNFER ;0)FTR a)FkREDN
ERYMBEERKAABREYNEDR EEXCBEERRMERSE
F Lo ABEZRMEBRNENRIERERER ZEUREZBEENLLEY ,
MERLEABOHVE CEENARKMERED L UK HDAE=ZMEBH
FRZEEMNREWLER TR SRANEEX BTN ERK  ZE=R
MAFNEE-_MHEBATEELRERE,

RSB W E—"MUEBRFNNABLAK, HAkE ZENREAN.
BROMBE-_MUEBRAK, SRIOWE=ZHREAFNN VT H N IE FE. 2
BE. kKERENEEGRN. AIKkKEZENREAN ME=ZMEBINRE
RNKkE ZEHNREAN

AERARB| THHE—SAdLAHZE HIXEENLAEX ZEBEEHNE
% ARBEHNEHE - Sl UBIANREEFEXHARFTEREHAMRERZ
RIBENEHAGY . k- SANLFTESH/IR  )REFSZHEZ
BEENER AXBHF U RAMEBEFHFTENL  HNMKFUEFOARUEBRN EE
EMMEBRN AN KAMEHTEE HPEOREBTNNORERERER
AR AE FLHEEIREBRANEHR MENE ZEF AERXR TEEHH
MESFEHARE . E—REXRH P EFOMEBH TG MR 25~35%
CHEARB®R , MEIRMMERBN N TGN 35~45% ZEKEA R

-6 -
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BREN ZBRKAABREYRRKARNBEAIRBKRFENR L EEN
NREWNRERZHE IAXBENRKZEN - CHERHELRY , 4l D101 B
AB-8 B MM A,

FLERLEIRMEAFNEREN AR BRHATREI TR DT EES
XM ENEREHTAMREERHAREZCEX CEENEARLAEY.

XiEpm REERXHAREEXRNART X IBTFNESAS

)
HERARELGMY 10kg URKAE , MFEEKER 1/MIIFERME
BE2/)et 3R, ERERA. ZAEBM6FEXKMERR 2K , 8K 1

P BE. EH=ZRER O BEREEZTLE 1.1050CT), I ZEESE
EiX 60% mE 120 MELEFER SERENRAEIRE L SEHLEFE
BMER BEREHEWKR CEELLE 1.1050T), BRIERE.

FRINEBE6kgM1EBEKMAABR REBIACLEF N KA RK
WREEMXN , TAKER WEAMIBZEKERABAZH , BA 40% CE*
B MEAM S5EE 40% CEEBEZ A . FARKEREB EA KA R HH
fERE R ERAMIBEKER FEKEE®K ;, BA 40% CE®RE , K
EUMABE40% CEXERRER. 8H 2R 40% CEEBRE RS , T
B BB EERX ZEFENHN 1107 g.

LERBRHEBEZEZNE ,AHN A: & 01% BB M 28 (acetonitrile,
CAN), &7 B: & 0.1% BB K MQH 0,4 : Agilent Zorbax SB-C1 8 4 2.1
x 150 mm, 5unt; FE :0.3 m/min; UV KK 333 nm. ERE ZEF Fl
FHMNREE. KHAREBURFREHAREBZEE LU ERBZ4SE
2957 336 wt% . 3.65 wt %L & 6.05 wt % .

F20 2R ERERZEENFNBE T 800 RKkF, L —BREAR
ZRANBEUEHRHTHEIL BEERFEELEFT 25 U 30% 2EM 40% ZBE# 1T
K.  EEEMN B B BLER (Polyamide)) 5 UV 365nm ¥ U A B B9 2 B 5K
HAP30% CENEBREPRTEXRHAKREEREHAKE , M 40% B
MERBRPUR TEXHAREERIRHTART 2R ZEFH 236 g, E it
KBl b FrNE EBR R FREHAME N 225 wi%, MEERHAKE H
36.4 Wt%

BEREAEPFEUBNREZRFBEN L AREHAFAUBRELRLXH , £
MBI ZE ERAEBEEALXAMB RIZER T AT T K Z £

Z)

%
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XA E SR

1. — WM BHETE—EWNE B KEXHN—EKBRIRINEHALAS
Y HBEENERHATHWEHAKREEREHAKRE HAPAREHARK
ENZEHARENEEL RN 41 ED 14,

2. MIRFMNER1FAERNEHZAEAEY HPREHAMREN ZEHAK
ERNEELNAN41EH 23,

3. MINFER 1FRANEHEEY HFXEENREEEH.

4. MIRFMNER 1FERNEZEAEY HPZEXHHS Y EBIDFH ZE
BEPHMMNER. ERIARE,

5 INAMNER 1AV EARAEY HAZEHAESWeBI & i%E
WEPHRARIANER. ERBARE,

6. INMNER 1 AN EAAEY HAZEHAESWeBI #i%E
PEPHRSBEHRELTHNBARI AT HMEASE. XS XMEEIEBZ &
Bo

7. MRXFER 1MRNEHAEY HAPZEERE BHREXNEKR
FRANMEBREKE. BRELNAERE . REKAXEE. ERE. &=
HEAEHTHE. XOWHERKE-XEEESE. AREHHELER. 2
AN X, SIHHBEXREE, FREXHEERTHIR K.

8. IMANER1FARANEAELAESY HHPZEHRAESYWRATATM
%8 3 KIE .

9. MRNFMER 1 MRARNEHAEY HPZEHLEEGYWRATEHE S
ER—4YHEBEEMEBR KE.

10. MIRXFER AFFERNEAEAESY HHPZEHALAEYRAECNE
MANEREETEEELRFFE 2 ERE4ERNZERRD

ﬂ.w&ﬂﬁisﬁLmEmﬁé%,E@a—ﬁ$mam%mﬁz
BEEHFENZERRIBERE HEPZF7 aeXHAKRESEREHH
MENETENR CERD  BEREHAMRENEEARTZEHAMKE.

12. MIRXFNER \1ARNEHAEY , HPZHH TE 12-32% XM
AMRER 26-46% HEREHABRE Uz dFNEERNE K,

13. MIRNFER 2N ERAEY  HPZEPI—EL AKRE.

14. MRXFER SFAERNEHAEEY HPZHH REdI—aEUT
SR G EFTHIE
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a)FIZET AKEN AR ZEU—F—MEBF I FER ;
TR 0 RENERYM T REEMBEERKARABRRESY N
hOESR CEERMEREYWL

c) A B8 Z M B FIE R R M SR Z 4 UBRE EBEHNILEY |
MER L RBHIE CEEDNARMEREYN L ; ur

HDAE=ZRUEBTNER CZEENREWLER TR , SREEX 2B
EWENRRKR HPE-—RHEBET K, PliE. CEB. kK5 FENREAN.
RS ZENREAN  E-MUEBRF K RE=ZMEBF N FlE. &
BB, KEFENESBAN. k5 ZBENESAN L BZE=NHEBENE
B R MEANAE R MRE

OFLR ORENEERX CEENERBTREBBTKHP , FIEEH
KABE ™ RAMEEMESH PNX ZEEFRHE KAAMEL ; &

f)fk B LA — 28 PO AR 1 7 71 A0 — S 4R M A 5 o Bl XY 1% KFLA RS 33 1T %
B, H APz B R AR AT AR MR 1% 2R AR AT R, E 1S B S AR
AR ER MENER BRTFEEEHARESFENAMRE U ZEDN
WHEAN R M NRE RN BEXHAREEREHAKRE HAPEM
WUEBFRERARMUEBRN N KE FENESARN ., k5 ZENRER
7l o

15. MIRNFER 14 FFIRANEHEEY  HIPZFEORMERTH
25~35% CZMBKBR , MZERWMMERTIN A 35~45% ZEEKBERK.
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