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[0264]  AIE “Fef i i Bidw LR A, i — AR 7, B A Tk RS
FHIE R PR 2R 2 1]

[0265]  ARIE“RACKE"Te A 1 ~ 4 MkJE T 1 E B B e s, HHE 1.2 803
FIRT . WA AR EERA TR 2- WA - A RNE.3- BNE2,3- R TEHE.
3- S TR VARUT L SR A

[0266]  “Xi =7 $i5 9L =L VR B

[0267]  —SEWyBEERAL S W) G A — A B DA XTHIR IR I, PRI, HoA7 757 e 5L
HEEA RS L. AR HAS RS Y M aiim e

[0268] P& p i) R ] DL 8a Bk 8b H I AL &4 5 T LR, 4 4n S s R, W 3R R\ &UIR
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PR I R AR LA S IR 55, BRA LR, W AR AT IF IR  Eo 2R IR & IR I A R AR TR LA J.
X A 2 1R 5 2 [R) TE o

[0269]  7E—AMFERIMLIZE I SE i 77 Z8 b, AR WA FH iy g, o

[0270] R, Ry« Rys Rg R, J2 Ry B A7 324 —H. —CH,. —C,H; 8K —C.H; ;

[0271] Ry, M Ry, MS7HEA —H, —CH,\ —C,H; 8K —C,H, ;

[0272] R, Jha7zdtky —H. —CH,\ —C,H, 5 —C,H, 5

[0273] BRI mI A2 I R

[0274] AU BHIEI R BN DAL T HY 5 3 Semy MEE R AL S W) ] 7E 8 A7 s 5 PHFs 2545, & T
H G, AL S PRI TFHEMESRAL S REAS 255 I AL AR o 38R, Wy EERAL S 4)
S g an g v BERIE.

[0275] S AGE 4RI (FTH PET A, Wl 11.11b.12.13) J&, Wy S ml T -
BRI T N BRI E ST B M B S LR IE TR RE TR ] S AT
TEPTAE R © BEVECA, Bol CLES AR FEEE (275 3CHR 36) Fdk N4,

[0276] {55 —SKHti 7 &, AR AL A TF N A, MAZE RS2, 5T -t g5 405
[RIEIT A, JCHE 1R ERE AT LUR SB EC 4 il .

[0277]  BHETEC I

[0278] et PH T A4 A HoAT T G M) i 2 0 F e e

[0279]

[0280]  HAp .

[0281]1 n Ky 0 ~ 4 [3E%k

[0282]  AEAS R 57 b Ay BEL BT B A4 2 MR MR B A Qi
[0283] m 4 0 ~ 4 [RIEESL ;

[0284] AN R® Jhor sl IV A FEHUARSE |

[0285] RN R AT A Sk SEHURSE s LA

[0286] EK# :
[0287]  R' 2 X #AAELE, LA (=2%) &R ik,
[0288] Ek# :

[0280]  R* AR JFMEMERARIE, HAHSCHK (DU ) RUR 7 iEHL, X A RE T .

[0200]  PRIERIRIFMEMEELFERT S EE T (thioflavin 1) o W MIRSCHEBIFT7S, SB ECiA (4
B 5 i 1a) FIEX LA A9 (AT 5 i 1b 5 2) A NFTs b s #e, SR 1M, X 2eqb 54
HIE L L Hiem s A4 o

[0201]  fE— ST EH, n ol 0o E— ST HF, n h 1o

[0202]  fE—SE TS, n ol 20 BT E A, n h 3,

[0203]  fE—SME T, n N 4o AE AT HF . n 05 0,1 82,

[0204]  BHMTHEC ARSI MEMEIRAIE R A SEBI LS, (EANBR T, €, Kedk . —SOH 2 SO, 3L
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W OCHHE T AL =W NSRS . £ RS, W 8 LiNa,
K8l Cso fE— ity 2, Wy Na 8k K. C, edE i SE6 4%, (HA R T Me. —Et. —nPr
M iPr.

[0295]  fE—ANSEHE T =, BN R ML Hh C, S dh . fE— A b, AR ik
[l -Me\-Et\-nPr }& —iPr. fE—ASEHT A, B R Meo fE— LA EF,nH 1
K Rk -Me. -Et.—nPr 8% —iPr. fE—SEhET P, n 1 &R H -Me,

[02906]  /E— A5t S, —A R PR —SOH 8k —SOM°s 76— SEjlir &, — 4~ R
FEFA —SO,H 8k -SOM° J 55—~ R™ LR Cpy BidEe E—ASEiir =, n ok 2, — P RY
N Cyy Bt dE B —A RY Ol =SO0.H 5 ~SOM°e fE—ANSEHE T S, n i 2, — N RV Ol —Me Jo—
AR R -S0,H 5 —S0M°,

CN 101696977 B b

[0207]  TE— ST &P, R Jo X HAFAE, LRARRE ( =280) B T A
[0208]  FE—ANSEHE Jy G2, RY R I WEMUAREE, HAHOGH) (P04 ) &R i IE AT,

X N T FIFHEMELACIE RY AWl , (BANFR T Cy fi k. F— D SEili y &h, R
M Me. Bty —nPr K —iPr. £ M, RV A Meo SOEFHISEHIAEHS, (AR T
Cl,Br KT . fE—ASEhEZET, Ry Me M X A Cl s

[0200]  TE— Sl &, m A 0o fE— AL, m A 1,

[0300]  7TE— Sl &, m A 20 fE— AT, m R 3,

[0301]  fE—AMSEHETTEH, m A 4.

[0302] P ZREEHUAREE R I SEH A FE, (HANBR T Cy BEdEs

[0303]  7E—ANSEili 7 &, ARG -H A& N, fE— NS &, — 1R

K -H R— RAREFEBARTEE . LT R, 8 R GRFEICIE, RIERACEER 5L
Bl FE, (HARR T C o, Fidk. E— 580 /7 £, & &N —NH,. —-NHMe. -NHEt. -NH (iPr) .
NH (nPr) « -NMe, -NEt, N(iPr), 8 -N (nPr) .

[0304]  PHMWTECARFIPCIE SEE /7 2 an &l 5 Frzn AL &4 1b 2 2.
[0305]  fRIERIEEAL — 2R FFMEMESS i A4
[0306] A& BH— 7T, FH TARiCAE4E T NFTs RIS E 1, kgl s B4 © Rk, K
HAETFRERX T K&
[0307]
so,M' R
N HO
RBT A\ N RC
n \S
S N
RA

[0308] i .
[0309] M' A& BT ;
[0310] n K 0 ~ 3 [RI3E%K
[0311] AN R syl Ay 2 - mE s AR 2L
[0312] 'm0 ~ 4 [ ;
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[0313]
[0314]
[0315]
[0316]
[0317]
[0318]

A R A7 A NI B 2 P 05 FE AR S

s A0~ 4 [FIEEY

BEAS R AT Hb Ry 55 BEEUAR I DA K

R U SRAFAE, A iE AR EEE A, B

R, B AT R b i o

FESEHE T i, M n B UV RY VRS RY & RE b iradk (4, 78 3R i “Tik

WA FFHEMEIE LA, 7 R T )

[0319]

At S RE 4] RL L D50k Ar' LUK I M M [, JLIRIE Bt A3 LF TR AL 45420, B

HAEA NIt

[0320]
[0321]
[0322]

[0323]
[0324]

[0325]
[0326]

[0327]
[0328]

IR AR B, oA A, AEIX LA S W) 5 I RIRRR I EE BT R® I Re 594 28
FE— AT S A RAT R G

€

N ST TR TR v

ﬁ%@@

FE— AT S A G A T A

@E%@“@

FE— AT b G R A
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[0329]
[0330]
[0331]
[0332]

[0333]
[0334]

[0335]
[0336]

[0337]
[0338]

[0339]
[0340]

SOM'
BT
R N HO
\>____< >___p{> FQC
S N
A
R S

FEANF ST %, s i ERTE o
LE—ANSEHE Ty Ze b, AN R e B B St (1D AHGI R,
FE— ST S A RAT T NG

%I@@

FE— AT b A G R A

so,M'
N HO
BT A\
R Wa
S N

FE—ASEHETT S AW HRAT T A

ﬁ%@“@

FE— AT SR AL G R A

SO;Na

ﬁ%@\\_@

FE— AT b AL G A A
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SOM'
N HO
BT N\ c
PR :
s N

[0341]  fE— STy &, e RA AL

ﬁ[*@@

[0343]  TE—sLil =, (W EWRA T A4

[0344]
so,M'
Me N HO
\
S N

[0345]  AN[EFY RE BURIEH BATITE .
[0346]  FE— NSt &, (LA RA T S5 -

[0348]  FE—sLiti 7 B, W HA T A4

by %ﬂ

[0350]  FE—siti 7 &, (B HA A4
[0351]
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[0352]  FE—ANsEjli =, (WG HRA T4

o Q;l

[0354]  FE—ANsili 7 A, (bW HA T A4
[0355]

[0356] L8Rtk &4 R AT AW E da—c iR,

[0357]  [AIif, A& B — 5 42 4E T Bl 4a R LS sk AT A4, andlrh R O Bl (R Ee
SER . i S R, X AT AR (WA ) Ab) PRI Y g S NE

[0358]  BELALAFFHIFALEY (dnsk (1) k&4 ) , JUHAT A VR U AD R 1) P 28 SR 4T 4
Yl 5IX Mg g 255 TR BN SN OSBRSS R B R IR TR U B v 3K e 5 1) ey 26 R I AR
T A T AD S5 B2 T TS BOA T, R TR REME

[0359]  IXLLtl &b S Fe L IE T SB AL/

[0360] Lk SB BLAAR IR

[0361]  — MUK, i’iﬁ*’l‘ﬁﬁﬁ%%ﬁlﬁﬁ PEDT (ZEA LR SB T -t RAERA)
R4 SR T L7 LA B IR, Horh, e B 12 i e 6 #EFR M pt B A R0 A/
BCEEMEY AR 5. AWM 5RE « PSS ESEN ) DN R
NS R T S R

[0362] L&) da )5/ S BEEE A TR T IR Pk SR, ) 3 14 BT, A ST AR A L B
Bl KANFI /B AT, W A RO IE IO, e BR X B e AT 5 B S MR, 15347
ARG (B 2 AR B H g F /BB, i AR R - TR e sd ) DA A EmT T
DL R A

[0363]  fEMbikFEAr, YLk SB Bifk S 45 &) = 4E S5 i A0l . lc iR Rl / BS54
TESS G N R A D3R, HAE M A8 76 W vk SR SR I R 7 LB FE I, 1 7 5 0 A
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Ho SRJE EFERAR 3 1, PR SR B/ R BESS M AL B B S I N b o B+ I N
o iy A 2 2 P AT 7 e B8 DRI 6 i, HonT B8 A 25 BE 25 T 46527, TR LR EF B 77 i A= i
PRI MANEAR N Bt o T8 b Afad 4 A IR I RAL ) ] 22 i e DLW B 3L 2 5 BT H bk PR ek
I E bR RS o 2R 5 i 3t — 2 AL A 1 LA 21— A~ 8 2 A n] H I i ik
() 5 2 A, 9, TR N BRI RN . A0k T B e 3 IR S, 2R 5 1l
IR v o (BN, FERED, BUS EAHSE G, B B I AR AR T, W W096,/30776
JJFREINE ) AN E RN S RE « Tdaf/ SAG TP ERIEY) 4a
IR o

[0364]  FRICEEEE T [KT5k

[0365] AR BH—Trieft ThRId A v B v R RrE, AR DL AR SR I Lk SB
PR Y BT A SR © AR, RIS AT A A AE . T2
Z:75 CHRES 26-34 T h t R BCARASE T AV

[o366]  ILAMEAHMIATE“ © &EE” —KiE + EOKEPEM—KED. « EHOEKE
ARG E 28, HOG AR S g 3 LS AT 3L i A R A )8 8 (Shelanski
28 (1973) Proc. Natl. Acad. Sci. USA, 70. , 765-768) , Rl A R WIS AH < 82 (MAPs) . T
KGR B L R RRAE , B AL SRR R N oy B, P iR 50 AN R 1741,
2 R 20 4T, AR IR B B R X AL 31-32 MR EIR I 3 B4 N BRE R X C i
FE iR o

[0367] “t 2K” 7 1 B O W W MAP2, H OB 41 M ok W R O
(somatodendriticcompartment) ¥ % H M & M x & H Matus, A., 7E
“Microtubles”[Hyams A Lloyd,eds. Jpp 155-166, John Wiley f Sons,NY) . MAP2 YV 75 ¥
RIKREZ XSS v AL, BAEN IR P SGu B & A AR ZE R Kindler
K Garner (1994)Mol. Brain Res. 26,218-224) , RV uIth, I ER XEIGREXS « ER
BOFAEE RN B, MY ER B G © B0 T -1 BRI NI & T -MAP2 K
MAP2-MAP2 [ R 55

[0368]  PLik(r) SB BC AR 5 e F A Bl FAr] I A2 W W5 BT B B 1 52
WALH B A B D e T A S &, B, BiAk 52O A 2560 Bh T M JR 4T 4E g 45 1) 2
5o

[0369] 2 Wil &) B R H

[0370]  — el AR EHIARIE SB BCtA (il (ID) &4 ) nl o & / s 4ifb e
KPR, RIFEARANG , X Re A aYh, 2D 295 90 %A U857, SERIEZ N 95%
KAL) 98% o SRT, LA & W60 3 1 PR Bk sl e 245 B AR 3 e T e 32 (T 51
ARG R S AR e b 2 T SB Bc A& 4h, Fodb & — R 2 Fh 1w BA 2.
E BE T DA 5 o

[0371] AR B L IE SB BC M Bt it & i B AR A0 A4 m] T2 W e Eva 7 A
s, JUH R L R AR Y AD A

[0372] AR Iy — T 4t T —FoSWrsl G 7732, HoRFE 25 FL30 W it FH 2 i sl T
JE ARG E R — e 2 R T IRICE SB CAK. %77 A FEAE 2 W sl TS 7 vE AR H Ak &
Yo HAFERN ARSI AN TTER, AR (1) BRI G & A2 bR
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A5 (i) BhrA SRR SB ECAAEE A 5 i) Kol 5 F5 A8 454 (AR SB C AR It & K 47
B (iv) KREE (v) Wi gs 5 0S50 16 0 B SO R .

[0373]  HHFUN B IR

[0374] A% WS — 5 HRAE T Frik ik SB B4R sk HoAT A 46 F T BIR i 12
Wr U SR 9T AL S R &

[0375] KW RI A AD, AD R IL e R A TR o

[0376] {EfSFR AR, T S5 (ThEe R s ) AMUAERT /R HG B H R EH . Af
ZIRAT MR, W Pick’ s W8 M AT PEAZ _EPERRSE (PSP) , JL R AL HMBLST 2 ) 5 K i B
B T A IR [R] e SR A AR 4 i BRR R B A v AR X e BRI
R (FTD) 517 Je @A &M PR (FIDP-17) sWifPHl - Hik - S G - NEHE
44k (DDPAC) M4 15k — M5l — BB BUEAL (PPND) sGuam JLZE4A MM R 4L SE (Guam—ALS) ;
& EBR B S A% A2 M (PNLD) 5 B2 i35 i A 1% (CBD) %% (2 DL Wischik %% 2000, loc.
cit, EILER 5. 1) o Pt R ESE R itoh v K 8, b Foh © A
(tauopathies) .

[0377] [ LR —Fh SB BCAART A4, & Wi 4L &0 ] 452 W vl 252 IR T 37 L 3044 22
MRS E T L E ARSI B AR N 2 BN . X e BN 2 e s HAG I 554 © A
B ) I T B e S ORI AR R AR Thak . B ARE AL e TR 4 M vk
TR 75 3, W R R K A R BB T B i S JULIA) AR ST A o

[0378] 1AL IS ALG 0] 0 Fofl B2 BN B iR T 2. 3nl ] A 2 ] A4 1,
W B AT o ARSI — MR B VAR B AR, WK A i Sy slkE A B ) B ik
o AR PR ER K VR A R B AR H I, i & R VN R BUR 4 .

[0379]  (HFF MK B2 JBK 5 T BROIRT Ab v S I, VBT A i 1 b 2 T 4 52 B AR A IE I
PH 5535 K Aa @ KMo ARSI DG AN A FH i n S T 351 AT il 26 6 08 R
WA B VB RS S VR DL B LR RS T 6 VR o F 75 N3 5 30 A0 ) G s L
PUAEALTFIAT / S ) o

[0380]  FiRZH &4l o HH B AL & VAT, e T RIS KA A

[0381] P fATI iR

[0382]  THIZEAE v PRI E 7 AT LI L e, FLW] N SR T e R 0 A A P L
PO EA B R S A S TR e . 324, R VET TR R . ARIE VA TR
FehRicA A Y, TR R E R ) T AL ST RE )

[0383] AR EHI) 55— 7 AR HE T —Fh ] T i = 0 B 0 5 1 7 325, AN 52 PR T Xk
V)R TR FEARIC TR FEARIESE 7 S iz iR T AR PR -

[0384] 1. © HREAIM R4, fEHI SRR, HoR A0 R AE

[0385] 2. fff FHiXAP ikl & © e e Bl ik, B W096,/30766 $24EK T -1 4
e T, ULnT U B /N BOe  BATE R T E N v SRERFHIF, BRAE v Y
ot -T MEE

[0386] 3. JIA{E e BC A4, FEFD IR T LAY S © SR, 1 DMMB A7 7E R kAT 5
[0387] 4. UM e FL AR, JOARPE LA A e fE R SBHWT « - v &G, (HrTBHW =R =
SR TR P00 7 12k o
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[0388]  [A[Sh, A& BHERAL T PRAMEAI T bRIC A PHE v B (IECARI ik, JE 0k, &7V
FELLR DR

[0389] (i) $RAILEE—FhrEERE AR IC SR AR PHE © HR A,

[0390]  (ii) # (a) —APELE © OB v EABIATEY, S REAHL A UL R
SR AU v AR (I, Y TR0 BU A Z B T ALla390-dGA I © R H ), 5
(b) ¥BAH © A EILATAEY), T 54 « S e Y g: & (kT Glu-391 11
dGAR) , UL K () Pk 3 B2 — Ak in & (d) BRI —Fh v — v 55 3HIF) 5 AH
P A,

[0391]  (iii) BEHEEE—FdFn), 4 el EB o s Im bz (d) xF (b) WA v A dHAT
it (@) BIAH © 8BTS A P

[0392] ¥/ (iii) WIEGRImTE A RELAA

[0393] ik AL A TR D] (LT, 2 ek J5HT) -

[0394]  (ibis) ¥ (&) —FPELE © O BK © EOSHTAEY, KBS G2
MW v FERAL A, (b) VA v A EIATAEY, KAl S5 v s E e aT g
A5 (o) BRI — Rk &,

[0395]  (ibis. 1) il ©— v ZAPNH, HEdx b) A « SRsdHrEys ()
o mEASHATED S S SRR,

[0396]  (ibis.2) IEFESE R, H RGBSR AEN © - G55SR RS, 7]
/BTSN - &R

[0397] /2 (iii) K (ibis.2) HIRFITI/E N EAE.

[0398]  FHIFFIPLLEH Ay FIR ) — s FEmy WERE (S ik DMMB) o B4 FH T+ 16 Ik S 40 m]
MR A, ALFE SB Bk

[0399]  FEARIETE A, MiAH © & A EILAT A Y04 i 2% i AE 2 B T [ AH 2 AT R A2 8 40 58
o BRULZAL, i 5E R #2 W096,/30766 FTid IRAR Be i [ A 3EAT , FL40715 7 DL JE R SE el .
B HE A (40 PBS) FH T45 G0 8K, 45 DL e 2% T iR 58

[0400] 2[5 b J5 1 HE PR 1)1 St Ag] , A e B 49 26 K e 7 THI WS B8 A v b, L b, A & B
()5 it 77 2 2 DSl (1 AT R . B EME A S5, o

[o401] [t EIAid

[0402] & 1 K BH PHF © [ X 3815040, 18 41 AD i35 (A) LAHifk mAb423 BE (B) PHF v B4
AL TE S FH mAb7. 51 5. 1% [ Mukaetova—Ladinska 2§, (1993) , 25 [E 5 B 2 2475 143,
565-578.

[0403] [l 2(a) Wos7E AD BRI v 0 FHIRE U LR R4S I, EH
(Mukaetova-Ladinska,E. B. 5% (2000) & [ %% 2% & Vol. 157, No. 2,623-636) ;(b) o~
Braak £ H AR FRM ] 5 (¢) o422 R DSM=TV bRy i 1 AR R SRne ) HL B, LA S 2% 1
XA TIT-TV 3R S o (d) Bor SDS AR B JE R 82 H 7K F, # Harrington
SERIE (SEERRGPRAE I 1994 5145 1472-1484) , FE5h 73 B B 6 HE 55 B 2K IR e BR9G 95 191) o L
B AD A EPE AT & TR AL, AR 70%6 1 AD i1 B VERM R SR K S AT IR AT S .
[0404] & 37x i MEME RoR s IR £ 4R g 45 1R B ZR U B (TS ) 5 LA R AR i kR oL 42 3]
B v T S (JEED ) » 1& B Bondareff 25 (1994) J. Neuropathol. Exp. Neurol. 53, 2,

.
4
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158-164,

[0405] P& 4 IR N ZEEE R, RELARISEFN ) 5 © 0 TARE A0S/ SR (1L
G 4a) VBB 4a (ALEW) 4b) K da (LS WIEI R BURHETAEY) (b5 4c) ,
o, R AT A 38 I EARIE .

[0406] 5 Won Pk 2E i  HAFREER (G 1a) sl s -T (&% 1b) ;
2-(4- FAEEREL ) -6 I —7- WAL R IFmEM: (LG 2) sHERRZL (1bE9) 3a) sWEMETY (fk
A4 3b)

[0407] K] 6 WRPER R (/o) M54 PHFs $IFIAHS & () 12t

[o408] P& 7 B RPEELR VS PHEs AH 45 A 58 G, 43 BN NAT BEEFAATAE (A2) KeAf
() BItEM. Wz Fios, 47 RERF A B8 PHEs S5 M JE I B I v S B R 45 4 (R A
R o KRRt A T i R e 2 H Ik AR, I PR R R R R E A

[0409] & 8a J% 8b | Ut BHHLIUIY © — v SE-GPNHIF, HATFF WO 96/30766.,

[o410] &9 BoR THERI/RHTEE (alcian blue) f74E N4 4 PHFs R EL R 7= A 1980t . 1%
EIRIE SIS 7 PHF S5 M BRI R 2R BT ¥R (R AE 5 FEXS 54 R B R AE 460nm 4b 7= A= I REAE
PG T T o

[0411] K 10 ERAFREY (“MR” I8 EWE « BIEE/REL) X t-t G415 m
R, HASF W096,/30766 $2 LR 7 iESIS © B, IRALFR A “Hi 4% 17,

[0412] K 1lamnEMEER [MC] brid FE B IEHE 1 & ke 2NV LIIZ S [1C] il /P e itk
1T N= FIEAL Y . HPLC TR LB aifb FH 8= 5. B 11b B RZE T 55 K48 \NaH J
CHy T ¥

[0413] P 12 /R 2R [VC] FRICHIRIE B (Azure B) HIA B 1ZR N UZS [MC] M
P AT N AL R N . HPLC A TR 25 @17 i LAZliAb 75 27

[0414] 13 UonEME SR [F] bRic B 4 P4 &4 da 7 EMRE . &% VB Y
IR S N AT, H O AL SN IE S [°F] 0SS FIAHAS . HPLC FH TR %
7 i CAZlAE PO = i

[0415] || 14 Toni LR IR IR MEM AL B BN 25 (1) S5 1) o K603 T [ K /N EE T i A
FERAL C-C BEE LU T 4R 2 1 A F1 B T LUMIE. C-C KEWTF -

[0416]  FRELR H/)ME 14. 78AU

[0417] B A{H 15. 11AU
[0418] SE34{E 14. 95AU
[0419] AW H/ME 15. 05AU
[0420] 5 NAH 15. 26AU
[0421] SEX{HE 15. 17AU
[0422]  MEMEET 5 /ME 15. 7T3AU
[0423] I AN{E 16. 14AU
[0424] SE34{E 15. 93AU

[0425] & 15 }2 16 B Ul BHARE R R 2544 B’ 8 4r HIdi A S5 #4) (Soon—Beng Teo %5, 1995,
Acta Crystallogr. , Sect. C,591.
[0426] & 17 Jz 18 28 41 Ut BH Ak & ) N2A [ i 1K 45 1) 257 (Gilardi, R.D., 1972, Acta
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Chrystallogr. , Sect. B, 107).

[04271 & 19 } 20 & 7~ B % 2 & 25 B o8 1k 45 #4 (Gladkova & Kondrashev, 1972,
Kristallografiya(41)1733.

[0428] 21 F 22 28 Ui B 15 f2 16 ()43 5 an el 2625 (8] o 45 i

[0429] 23 BoRIETEE A 1 (R R L R ) SR CRistERA s+ )
KNP SEE e KA SR/ ME I B AL 2R TR A A 382 (AD) o

[0430] 24 W RFEACRFEEMAZ (BEEE 5 Hh 4y F 1b J 2) 5 s Wy WERR 2R AL EL
5o LR A Bl 1) S

[0431] & 25 /R4 Braak 73 HA R B 4 u S b g S5 (R E R . JE T E2/Trans & E4/HC 41 il
SN IIREER, 2-4 WG S 1 BHX 57

[0432]  [&] 26 274 Braak 433U ek B0 40 i P9 245 RS . 40 i P 2 45 DA 3K 6 [ I L S8
XA PR T AR ZE AL, ARAE R T B2 st X AT AR BT IX 73 4 Je 5 3

[0433] K] 27 AHA. T 25, HLrpm gl e 45 TR TR0 12 >, HOMMSE PR4r KT 21. 433128
(e

[0434] & 28 AHAY T 26, FLrbo gl i 4 TR TCAT 12 1, HoMMSE vF4r KT 21. 43 312R 40
iR,

[0435] & 29 B7R°4 Braak 43 Hf ek B A e v g 45 (1 25 B (V140 /mm®) o 1 25 45 312840
iR,

[0436] &1 30 /R4 Braak 733 s 01 41 M SR 45 R R (oF4R /mm’) o

[0437] K& 31a W7xLL0. 001 Yefihi 3 B AR SS (k) o fEML i FT 0, g4 n] 4
W EATOONEL, BIHARE X AL H & R 575 R &5 & A TP ARG 75 0. 001 %
BT 35 A IR R (LS 526 R 0. 001 %6 HERE R ™ A= I s (A g 45 5O kAR Bl 31b BoR&
B R GBI AL AR D PHRs B RIS . (a) B AS T I 25 FEWE M SRALA) i AL 24 bR
ic, JoanE 4 v 4b PR . PHEs YRR T2 85 2 1 BV A0 R B 20, 26 DAL A4 4b f] 220
Ba, B S RAESEPUED ZDUATIRN G . 405 PHEs KSR v #2154 4b &5 5
/K iR ASE 1) PHE 2544 . (b) 8t SR LIBEVHAL /S, LA mAb 423 S bricd 73 B ¥ PHEs, 28 J5
DUE A I EPT B DU E (Novak 55, ] JR It BRIV 1) O R e 22 1¥) Se /NP T g =
BT FHFAE, EMBO J 12 :365-370) o UNiZSCHTIA, mAb 423 Fricdi B 41 ML 4845 PHE s
IR ZE (Y Er TOESNZE N v i v ), AT A 80bs il B 55 28 AR TH AL 1)
PHFs, [AJFEHE, Mena 25 (1996) (Mena R, Edwards PC, Harrington CR, Mukaetova—-Ladinska
EB, Wischik CM, FiJ Z)% 7 ¥ R P o 0T MR BE 22 6T B A 1 v s SR AR W 110 43 300, b 80 B
22230 91 :633-641) EoR, NN ZESE T A mAb 423 f S8 3 ME Al AR K B 1AL, {H 28 B R
TiAb B fa v i .

[0438] & 32 BoRJEiRscitif) 7 thaifh v SER “ll 27

[0439]  [&] 33 B dGA il &M FREE R AT EIER . “ Aifb 88 ” R 4 A2 RS S f
ROVIEME RIS O NME / S WAL ) 5 DE Viis e e S e s e T B

[0440] & 34 B RALIY dGAE HEtE it (it o AP T RIRMBEN KN A :1- ~
320kD ;2— ~ 80kD ;3— ~ 30kD ;4- ~ 10kD. 2y 64% ) mAb 7.51 ¥l = KT 15kD.
[0441] & 35 Wonaifb i) T40 W&t pEt (ol . AP T IR MBI KN K <1 ~
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450kD ;2 ~ 160kD ;3 ~ 55kD. £ 50% [ mAb 499 G kMG HEPE 7> & K T 60kD.
[0442] & 36 B R [REXHIS 1 & 27 v—1 G0

[0443] & 37 EoRFEI S (tolonium chloride) X4 1 & 2 ©—1 S5 1HTE M.
[0444] 38 Z7 DMMB X6 1 & 2 xf v -1 GEE RIS

[0445] 39a—c WK t EE (WT40) , Hizhles 2 77 EHl, M 5MEAH (b) b
dGA [FJH T/KAHIIESE T fe/M) ©— v giaibth. 2R, 24 hT40 MA TREAH (o) k, 15
dGAE 145620 F dGAE &5 dGA 7E[EIAH (a) EIZEE .

[0446] & 40 B, PR R RMERE LI ARSI 28 2 TP - v SEGJRdNINE Ik, 2R HAE =
W g am It 45 4 .

[0447] ¥ 41 E/REBIGREMEER (o) KWEGELL (b) PHIET 5uM DMMB Xf t- 1 4551
FHIRR, BT IR BRI g AHXT T DMMB - “ BE/R ik &7, iR B MR EL R (o) M MEREZL (d)
Xf 15w M DMMB 7R T RIAERI 45 R .

[0448] & 42 BoR{EihIE E/R it B PR R RAFAE T, DMMB X ©— v S5&3lmes 51
B, R BT, 28 SR T AE 0x.1x.5x.10x.100x  DMMB ¥ B R 5 RAZAE T, R g ik
DMMB A1) © -t BI45E e, {RIBE AR R & AR S RAPAE R, DMVB A2 -1 4540
[0440]  [&]43 /R HT7R K 25 u M DMMB J% iy /R i B IRV S RAFAE T I v — v 55 2.
T-T SEAERAT

[0450] &&= (BMax x[ #EHR 1)/ (Kd+[ #EHLR 1)

[0451] . BMax = 1. 67

[0452] Kd = 13. 37

[0453] v = 0. 977 LIS T )

[0454] 44 BIRIEP NI 5 M DMMB S B MR s R BE /RIS &R I © -1 g A4
T T GG RAUTE -

[0455]  &E4= (BMax x[ #2ER 1)/ (Kd+[ #H R 1)

[0456]  H.H BMax = 1. 38

[0457] Kd = 13.86

[0458]  + = 0. 927 C WIAEXS T E )

[04509] & 45 W RFEFT/RE 5 M DMMB Je I N MR 4L BE/RIE R I v — 1 g A itk
T-T g5 BT -

[0460]  45i& = (BMax x[ WMEMEZ 1)/ (Kd+[ WMEREZL ])

[0461] . BMax = 1.64

[0462] Kd = 17.45

[0463] r = 0. 915 CUIMEXS T )

[0464]  SLjitafs]

[0465]  J5iEE kL

[0466]  PHF Z55 4540

(04671 [RAEEAE U, A HEIMLEY H ICT Pharmaceuticals $2fk. #ilEER K& MEE
# (thiazine yellow) I H Fluka AG,
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[0468]  ZLIE =

[0469]  F %) 16 um V) )7 ) B & ik I PR B ph 4805 3L 22 B LE 1R AD SR g B . X 2ey)
LL0.01%.0.001 % B 0. 0001 %6 [ #8 5 R A W 4 € 5-10 23 8, 2R )5 LUK o e 75 8 1
Apathe’ s I/K¥W ™. B8 —RIEE T, U1 V) B S K& Meynert JEKHZ, X481y
JFLL0.01%.0.001 % 5% 0. 0001 % P2 5L R KIS AL G 5-10 20 8h, SR 5 LUK P i & T
Apathe’ s KW H .

[0470]  FECAJGCHAEHEE Model MPV-2) [ Leitz %206 B T & &5 L RS, 18 i
= Leitz SR -

[04711 1. JEfF H2, /100G 513 417

[0472]  JEGE IR G BE :390-490nm

[0473] %% RKP 510 ( Bi4%% 510nm PA T )

[0474]  HPifIPESS LP 515 (B &f 515nm L | )

[0475] 3. JEfF G, {005 513 416

[0476]  JE IR GAR %8 :350-460nm

[0477] D% RKP 510 ( 4% % 510nm PAF )

[0478]  HIifIyESS LP 515 (B &f 515nm L | )

[0479] 4. JEfF A, 4RH5 513 410

[0480]  IE L ISR GAT BE :340-380nm

[0481] 8% RKP 400 ( Bi4%%r 400nm DA )

[0482]  HPifIgESS LP 430 ( B/ &F 430nm BL | )

[0483]  if T K IT [ItI4%

[0484]  IfI #4Kl% Wischik 2 (1985)] Cell Biol 100 :1905-1912 ARk i) 75 V2145 o
[0485]  IfII #%H% Wischik 2¢ (1995 Neurobiol Aging 16 :409-431) BTk (#7515 H14%
2T AT AERE R R B AL I D611 358, Pl Fak Bk}, 5 0] 48 i RE 4R R IR AL
LR,

[0486]  IfII %661t ek

[0487]  JiTA N2 3ITE Perkin—Elmer ¢ OGHEC MPF-3 ) EillE. 0.00001 % FL{&
WREE I T AR P25 R SR IEAE 370nm, K IELE 515nm. AT B A 7E AR
YY) 370nm ORI E , L2158 FETEA 3mm.

[0488]  FE&i G oMY

[0489]  IfT1 A4KIAE PBS HLL 0. 2ml AJ3REs S K . MW T IIA DR G 2 LR E N
0.1%~ 0.00001% . . W¥E 5 780G A FIFEAGRZE SRR . ARG, HEREE R
IO A I A S — A 5OGIE PO BB, BT iR JE A LS 380nm ~ 570nm ¥
RIS o LI 1) 2 pii oy S 2R R R R 500 B &5 ) T e B e

[0490]  FCAATH HEL T S Ao vl il e

[0491]  ZREFH R ABFHG, BLE 1T 457 1) PHFs PIAREEIRE M L, S5 LLA Y 2= ALK
PR R R B S, B0 Slot J Gueze (1981) J5ELLGE & T IRIAS BT AV Z HiAkI
Ho

[0492]  IfIT FBEFAEEAL A (il 2
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[0493]  PEMLAIZH A AL SM IR /50mM AR 2 (1ml, pH 9) ThIFHFATEE A ALPE, A 1ml
BEIA BRI () T BV 2 Aml 2R3 B o0 250mM (¥ B35 FH BR e, F AU B AL BKs PH 4E R LE 8. 5.,
T BSOS T BT IR IR S AR T 1) Sephacryl S200 A% b o 7E 230 B 280nm AL I A7t
o

[0494]  HHTHEIAWEALA tr AN BERE B 5 H BT Y42 (Coomassie staining) FIAR ALt BIR,
LA Bolton—Hunter i) (Amersham) BEATHEFMEAL A bRic e, (s LUSUR B B2kl
[0495]  hEAT PHF ATAE BRGNS RbRIC, B4ty i1 8k if1T 5 1% brid M edfir AL
EWE

[0496]  Kay 4y 0. 21 [ 0% 2% b5 ic 41 4> 4 Amicon YM2 (10ml) B8 & & 4 J5, 7 50mM B%
MR & B b DLBE & AR (0. Olmg/ml) v ko AE 3 51 23 B %9 BE B (1 8 P 25009 % v 4 Dr
H. C. Thogersen J7 1273 B33, FH ;e AH CHPLC, 42 0-100% Z i K 0. 1% =5 L BB FE VeI .
JSE 5 1 B A IR AR e A1) 3 A o

[0497]  TEWyWEREAZAE | PHFs (MRS EWEFT

[0498]  CHRFATIZLLIRLS, 111 Hor &M B T o 7 SRR L & . S
BT H R LR EE 5 0. 0001 % ~ 0. 1 % [1W3 BERR 5705 73, 48 5 F T8 ™ L, 75 LA
LiPTA #4(0 (1% ) e EEME . S, i1 PTRTEmkE M L, 3T 5, B DA BERE
PP . IXLeH] At E DL LiPTA Jeta sl il 6. 423 4F 0 F EPiiAdE— P AT T %%
W OB F T AR 0 KB AR 2 25, 000 ~ 45, 000 1%,

[0490]  4HfAM A RIZEAE v HANIHE, L ue/g ALK IR, A Braak 73 1R 2L
[0500]  ZGRTIRIE T pmol/g(P) Z/KF1¥) PHF- v LK AE I IR B AP 20995 #2773 HABA 41 45 i
P 28 45 5 /P (T) (R. Y. K. Lai, 28, Neurobiol Aging 16,433(1995)), F sk fh it &4
ZAVHEA AN (PC) 1) PHF- © JK°F, HE8 A7 8 P/ 4l i, SR [RIFE 1€ ELISA J51%. ZE45 it
0 /m® 24 T R TAGHE Tmm X 1mm X 0. 1mm (0. 0001em®) %5 ) PN 52 43 4E 7R 40 o (9% H , 7% 1&
BILE 7 wm B AR AT 2 45 58 5 R W AN [R] 7 1] 1E AS ZEfif 22 25 45 wm (S. M. Blinkov,
I. I. Glezer, R T ASK K, 52 & FWF ;Plenum Press, NY, 1968, % 204) . T PHF
Bl © FrBCR 10KD, #%0 PHR- 1 KSR 10 X P, H 847k pg/em’® (C. M. Wischik 2§, Proc.
Natl. Acad. Sci. USA 85,4506 (1988)) . MIXF] %1, PC = (PX10)/(T/0.0001) ., 7F Braak
4-6 ¥ (H. Braak,E. Braak, Acta Neuropathol. 82,239 (1991)) ™, &K P A [A]H47 1) PC {H
Sy &5, 0. 1340. 05pg/ 40 L ;45 5, 0. 60+0. 39pg/ 4 MY 5 5t Bz i, 1. 074+0. 44pg/ 4H
M s AR 7 T, 1. 56 0. 63pg/ 4l g X622 7 S W T 5 2 22 7, ASTR] X 3 119 e e i
J& (C.Bancher, H. Braak, P.F & cher, K. Jellinger, Neurosci. Lett. 162,179 (1993), LA
2 Gertz 55, A 4805 BL2% 4 95, 154 (1988) ) » LA K 7E 93 25 HA 4 2 v B Al 8 R i 15 1
PRER 28 2R PHEs (Lai 5%, 1995, loc cit) o SVAPIIESZT T AD AHOCH) PHE/ 4H Jid/K
FRIAE A . 7E Braak 1-3 @), Ho4 0. 3740. 08pg/ 40l ;7F Braak 4-6 #rh, Ho4
1. 0840. 28pg/ 40 L.

[0501]  Jfdivt 40 Mo 3 4 PHE— v, Bifi J IR A S ] 2612729 % 31 o, £ 7EH mAb 423
BFE 1 /NI AT, 28 98% TR AL FHIEA KA V) 5 43 Bh, W LALESE mAb 423 (1) 5 i S B
P, WA VRS0 J 720 25 0 500 Ry e S 58 1] 5 1% 751255 55 Mena S8 8 (1996) AN[A], 755 & 11
J7iEH, H IR vibrotome Y /4 IR I EAL I, F Ll mAb 423 §FF A WHZIRIE
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Ny JE A B EEE VIR 7 G0 B0 M PN 28 45 B KT mAb 423 G ) e, HARER T
BT A0 N 45405 mAb 423 Fag o s PE, BIE PHE (298 BAMNZ AL T RSB PR (2
W 3) o AST7 R BRI 3 BRI 3 1 K 2 BIgE 4513 B i KhRid. —SehRid i
AR IR 40 M P 2 25 AN RE A S A FE R, TR 1 i LT ok S 0 AT o 4 AR, S il 5
DA mAb AT8 (] 28.30.32) Fricl 4k 1% B MR A3, i THAGE K4 fey H 5 B mAb
423 FE/R AR 2 BE 0 B A e AN R AE o BRI, S8 0155, mAb 423 Gl i Wi ok
(R 4 o B0 R A B s o 3 BT if) 2 ) K 3 40 Ak 2 2955 25 (A2, T AR K
3 AR L ARIARTR . R BERE ), B 3 AR IR 3 AN A2 Braak 43 11, 1 A2 40 25 48 45 1) B —qof
2 LI R

[0502] & 1 FTnFRAESCE 35 T 0 N4 -

[0503]  Number BST ME1T4 PC PT4 REG3B  SE1T4
[0504] 1 1.0000 0.3982  1.5600 0.6212 1.0000 0.3982
[0505] 2 2.0000 6.7259  1.5600 10.4924 1.0000 2.7047
[0506] 3 3.0000 14.9646 1.5600 23.3448 1.0000 2.9836
[0507] 4 4.0000 33.6297 1.5600 52.4624 1.0000 10.9883
[0508] 5 5.0000 44.3102 1.5600 69.1240 1.0000 13.0298
[0509] 6 1. 0000 0.0 0.6000 0.0 2.0000 0.0
[0510] 7 2.0000 1.3865 0.6000 0.8319  2.0000 0.4531
[0511] 8 3.0000 3.7169  0.6000 2.2302  2.0000 0.8060
[0512] 9 4.0000 8.9384 0.6000 5.3630  2.0000 3.0048
[0513] 10 5.0000 23.9479 0.6000 14.3687 2.0000 4.0567
[0514] 11 1.0000 0.0 0.6000 0.0 3.0000 0.0
[0515] 12 2.0000 0.0 0.6000 0.0 3. 00 0.0
[0516] 13 3.0000 0.0 0.6000 0.0 3.0000 0.0

[0517] 14 4.0000 0.1293 0.6000 0.0776 3.0000 0.1293

[0518] 15  5.0000 2.2007 0.6000 1.3204 3.0000 1.0634

[o519]  Hirp .

[0520] BST & Braak 4381

[0521]  ME1T4 440 fubhgi 451141

[0522]  PC RfF4ifie PHF- v WREEIIf A (fn Fabg)

[0523]  PT4 N <40 s g4t 1) PHF & & (PC xMEIT4)

[0524]  REG3B MU 26 K 27 #MilX 4 Ky 3 L5,

[0525]  SE1T4 M4 fa b2 &6 v BRIz .

[0526]  SEififf] 1-Braak 73 HHIZEEE

[0527]  JE Tk 2= ME B (W 2225 S0k 26, 27, 30) , 4 40 i N 45 25 15 40 o 4/ 4 &5 5 AT X
SYFEVREMN . AEIZTERE N, g S5 IR CRIRER ) S EE (R4 /mm®) P95 & T
T I 5 , JF HA% 08 Braak 24050 o BEAAERE A AR R A A I X 3k

[0528] & 25 fir7n, B 1 E2/Trans J E4/HC [P 40 Mo A4 25 IRk =, n]oig 2-4 B 5 1 4 EH
BRI HEAR F/T/P DI CORMHT S 5 X A it A Tiint ) (B a8l 1
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X i

(05201 A Jse b, 4 Jfd PR 2 445 08 32K 28 DI 7 300 X 0 IR AN 5 (ELASE P K7 B Jo X T AR
GFX oy 4 fo 5 W]o SR, B TAEToRT 12 1, MMSE PP K 21 o], Hnl 43 8B4 AL
[FIFE, =420 25 LA E I, nl 4328047 2R

[0530]  WnA L5 U5 b BTk, IR U SE R AR A M bR I R v B VR I DML
LLwg/g AR R o IRBEEERANR | s, AR, T8 vh AU sl 7284 «
% .

[0531] & 1 AN[RI DI S 70 331D ECT A ) PHE-T & BRI Al o

[0532]  [X.I, BST  PHF/T(u g/g)
[0533] E2/TRANS 1 0.62
[0534] 2 10. 49
[0535] 3 23. 34
[0536] 4 52. 46
[0537] 5 69. 12
[0538] HC/E4 1 0

[0539] 2 0.83
[0540] 3 2.23
[0541] 4 5. 36
[0542] 5 14. 36
[0543] F/T/P 1 0

[0544] 2 0

[0545] 3 0

[0546] 4 0. 08
[0547] 5 1. 32

[0548] K& 1 Borndiffaft e e « RAMEER, Kol ve/g AL, 4 Braak 7 111
PREL B T AR S TR BT

[0540] G2, iX LSRR SEAE AP (RIZH HR A1 PHE- © JIAR, O AD Mg JR 2T YE A PE R 2246
IrERERAL T AR A A B, 1% O] LU B SRS

[0550] Syl 2- 55 PHF %L © R REEE B AL & AL S

[0551]  FRAF I I AL 01 W SR Bt histi 3¢ —S L ALty 2 —, BTk i e 0 M =
il LS A 5 P m 2 iE) 20 BEASTEIRIBr o IUIRAR B, IR T I IX Ly ] R4 1T
B RS RCAA . HARDK, AR R (B 5, AL G4 1) nbricgE4h , {25 JF e
P T RORE G, RVE AR L e AR .

[0552]  IbAh, HHL G La REWE B BT LG AL AL 540 1b, 258 BL L0 A Id BN A £ 95 2
FHAZH Ik

[0553]  ZEFAREBUE NG E 1 4b (KI5, 4G 2[2- (4- BALARIL ) -6- FHE -1-Tffl
ARIFHEME D) HRALEER] . AR, AR R R (LG 1a) BEWNZEST (U BATIE PR
H) Bz G Rk, 285 bac AN OUDUFR TRt 2B 454 , R I BB D7 &
Hikid o
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[0554]  AHUAH AW L IIWERRZL (thiazin red) (KI5, (b5 3a) RETEFHET R, ARIMAL &
Yy 3b (WMEBE ST, K 5) AIANRE. DRI, B 07 B 25 JFWE ML 5 A A B I AN e e FL 5 45 1

=

[0555] O T8 M5 A ) B D R B T A AL, T 5O BB XU B R R R K
B R T EME . ZAEY (B 4, G 4a) RS 5OG, AR IR ILAEAH R BE I AT 56 4
WEMRLL MR R R o BRI, A5 4a € T BE S5 P A, S oR FGE 5 1R e/ b 75 1 o

[0556]  y TUFRHZESE LR4E & 407 a2 PHE B &, B sl N AR (K 4,165
4b) FE—BIEKAEY) 4a. BT RIVIAIEETEF VLR R RERLL, AL G 4b IR4F T g4,
[REsE MEE G 0. eAh, KIS Sz AP AV Z DU FRd AL &4 4b TR & 15
B PHEs, 2R, CLUESEBA P 7 s LUEY 2= P 5 Joiinic (18 31b) o B, L&
ARSI G, BT A R e A A e bR id SR AR P91 COR I, HLEA 528 PHF 1%
OSBRI ZL © FBL HAE + HENESXE

[0557] S, iXUEEE GUE MR B TS 4a [ 4b KI5 &0 5 AE PHE 20 v SEEKIER
LELGE WA, ARG Y) 4a 7] FIMEEEE ), 51N E Be M A2 PHE 120 5 LR
W Bk, (&9 4a W HPEZE A, v 5| N B S B R A DU AE A IS LA, FH T 4o
AD FR 0 i 471 20 5 ARG 0

[0558]  SEJitifs] 3— i E Bc 1A 73 1 F) de f: 7 1)

[0550] K& 14 W] T Fak iy =G50 R IL W R R e ol , s TR R, — B e
WA (FRR “2RAUD” ) DL RBER BRI C,,—C, J¢ Cyo=C, [AJER

[0560] & 15 % 16 SR THEER R 454" B’ #r WA A4 M (Soon—Beng Teo %, 1995,
Acta Crystallogr., Sect. C,591, W1 16 = FT WA 73 52, FEEL A b2 P, R
mAH . BHE—2 P ERERE AT . fEMG, BRHER 2> T A+BAE, JLERIE T
AR — A B ) L PR

[0561] O T oFELE 14 SRR 7B, AT 15 A S & A, DUS I N2A 43
T, B 17 & 18(Gilardi,R. D.,1972,Acta Chrystallogr. ,Sect. B, 107) Fifis2ill & B, M
] 18 mf 231 IR 2 AT L 53— BT 23 o 504 Y T K o RTIEMR LT AT 1 [RIAE 0 22, LK/
[ “2RAU4” AHIF o

[os62]  WEMETE (I 14 Fron ) OR/MZa MifisE. © A a3 a - 15 107, LA FHE
LR, B #YE TR 19 M 20 14> 1 (Gladkova 2%, 1972, Kristallografiyadl) .
PRI 43 TR B &R 73 584 e T, S0 5 B L7 A BT oS B8 4 2 T P — B8 22l 4y 7 i 22k 41 1)
(IR

[0563] [ 21 K 22 XUl 15 J 16 H5r Fanfl 2 m & gh. LR, 70 FIERC T AL
HR T B, HAGRMER. Gl e, W P IR () s A 5 AR B 4 UL n B TR IR HEAR
SEH IR ;5 P T S HER

[0564] 3% 2 filZR 4 THERL R ( “PRIM”) (2R ( “ANAL”) , BERE T J — > A< JF IR M A
A CRIE 5 Fros 45k 1b Je 2) B8 ) e /IME s ORAE ST B o AH R I P66 8 ) 22 (1)
“55E A" MBCC' (ki) ) LAA' MBNN'  (&UAUR]) -

[0565]
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1 2 3 4 5 6

PRIM ANAL THIAZY BENZTHTA MBCC MBNN
2N 14. 7830 | 15.0500 15. 7270 8. 7700 7.0849 9. 9600
= PNE] 15. 1120 | 15.2610 16. 1380 8. 9550 7.4443 9. 9600
PRME 14.9475 | 15. 1680 15. 9273 8. 8625 7.3031 9. 9600

[os66] ] 23 RAATEMEEC A T (B R K K7 ) RwEd i (HOBMBMHRA ) 17
YA e KA R s/ MEJE I BB . A RN 3R (AU) o« 7EE] 24 1, FERE A 2RI
mEms iz (RO 5 B2 7 1b f 2) o 2 SEWy WERRAE T U P o X S0 B 2 DA e [1)
IBE S .
[0567] b idh&f 5Lk B AL By s 19 7 TS5 AR b #0025 2R, AR & B AR & IR 1)
HEnrFHEEEERANZER. WE TR, R A KB, 618 54 #E KN E
14. 783 ~ 15. 26 1AU [P 4> T S5 J5 T, B T WnmE g i, HOR/NE e (OF
I 15. 927AU) 1 ANBE KA S EC A, RIS 2 P10 43 70 AR, A L8840 11
S SREMHEEAS S
[0568] S jitifh] 4— A FH L4 43+ B ilF) 1) PET
[0569] & 11-13 KA T MLAY[RJE Rl 7 i, Hon] K — g SRy MR B SR S A8 Ry R 53T IE
HLF 4.
[0570] & 11b BARKE T —Fh 751, Hodr S DL Nal AbJ8 55 G228, 4K 5 DABRIC A A 4 Ak 25
AR R . fELLRIE A ORI B A il R, W] SR A R A s v BT
NG
[05711 g ml i ) 7 056 HC1 K bR ) MeOH s bR ic (IR — FR B s hR i i — FR 2L
WX BB e I R B o A2 B 1 — MR 7 V22 R AR R AR N S T 3 o S B2 L 1) S it 481
FHAEL B AT X 56 3 1 75 1525 B R i o
[0572]  sEjfs) 5 PHKTEC A4
[0573] WU EE —T & -S BIALG P nTSER FEUTR R ZUHb YL (B AR, 1] 31 IESx 48
AT PR RN S B N oK. R, IX LA mT AR BT 57 DA A R AN B i
AL, FIR AR R © 4G
[0574]  SEjifs] 6- Bk s 75 I bh s
[0575] 5 t -t S50 AN HIFIAH L, A S R 4 1 RS PP AR AR A (22 57
FEIF VRS T FE AN PHEs, AT — Fh ARt AN = AR 4 W V8 L AR i, — R Sy MR A4 1, T
PHF W7 2 © DI
[0576] A PR R, A AR © Bk B4R T (R O RUEAT i — P 14K
o WV PR R SO0 AL 520nm, 4 5545 () PHEs ( & 6) Hil5RI45 & I 2Ot 2
470nm, ZFTIEIRETALFE PHFs J5 470nm ZGIETH % (B 7)), FraR TR 22T T PHF (K454 IF
RO B IG © (RIS TR R G HLAT ) o BRI, IR S0 25 A 4O T PHF A IR
1t BEWRS IR « MIAEREGRES.
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[0577] L4 1K 5 Ht 24 Wt PHF 45 #g % 1 %% PHF #% () & A K i Fa 2 e &9 (30
W096/30766) o XA AV SEA5) WL IS 8 0 A% I BH IV A BN L8 T IE AR 18 45 6 A s, X 284E
EVEECENE -1 58N 1t 46, R, RIXLEH SV IHFA RIS ER Y
BE 1 TP T S-S, WAEM K (alcian blue) (& 9) 76N, BEEL R LE 470nm
TRIFTECIE .

[0578]  [AITHT, VTR KB WE vl ) © — o BUAHELVE A, BRIAE A I PIEI47 s sk ir
SN IERE h SB BCAREE T T 45 A s BRI, FE A REE « AR GRS 0 © 5
ERIMHIFR KA S A TEAR [RILL 525G, RO AT 52 i 3 e 00 i) 50 () Pl M ot ( 23 LR i 1)
SERER] T) o

[0579]  IEILAFFTMAIFAIME v REIDHIFIMERE « AR, #E— PR T & %k
AU SR B, ZE TR E T ©— v G569H] (W0 96/30766) , nlffIA © SREEMSIFH] (=
FAFEWYERE ) o A7E [RIRE I 2 rrR I, B R R R LT RN T - v g5 A 99 DI
PE (K 10) o BT, R IX LAl 54002 PHE 8.0 v BRI EK, BMR L2 -1 g5
ASGREEEHEEbATR

[0580] A4 Ml U R a0 R WAL S IAAAE T, R M IR RN G5 R
RS H v MHEG RS, i PHF 50 R BBAIESE . B, o © -1 giadslHn =
AWy SRR BN W FIER S © IR

[0581] 2, KB &N R IRAERZ O PHE © BEEAR N W] 58 U &5 &7 A, #E W]
REF T IF T80 W B A

[0582] (i) Tk 2R WEMERAT AT R AW i T BA A& K/ ol e, 5681
BEWnSE4, ] AR Mo 2 25 KB

[0583]  (ii) A FEWyMERRISAL i < RGP DL R ST IE W7 I B 8 A& 44w id ), 7T A
TEFTA ) v RERKIECAE, Holis B s (275 300k 36) JFdk N, PRI, 284k
W ST AT AR P TR O A M Y g, 94, AEAE T AD BR R iR i g, Bl DI
TP INAE I FH T4 fu i g &

[0584]  SIJilAG] 7— F T XA (AR ok TR L 12 TR 1 T A ) S48 43

[0585] (i) HA @RS REEN © HAME%

[o586] 4% (“Wl4 27) IR R &M 8ox T K 32, 58 E/® i 5k (
W096/30766— “H% 17 -WF (ii) fin) AR

[0587]  EEA cDNA JJURL 4 W096,/30766 JTidk, H N A tbab 5| AEA S5

[0588]  TajEE ke, 1 FHArE /7 7: (Sambrook, Fritsch & Maniat A” 4 T-oaf# . L= T
WE17(1989) Vo SR HESEES %, N Y. ), B JR D B3 S 5 i 2 23 70 25 mRNA A T ¢DNA, 1%
MR T BFEIET 3 /DI FERH . cDNA FEH & I 17-mer A% B BRIRET I 18 , iK% Ay PHF
OB AR EY) (Goedert 25 (1988) Proc. Natl. Acad. Sci. USA, 85,4051-4055) . 4>K-
) cDNA 5[ # . 55 [ A\ M13mp19 ] EcoRT 47 & & H T AERR IR 2305 1 4RIE X 72 M i B 5N
NdeI fi7 . il NdeI } EcoRT Z4fiftJ , A= ) cDNA JFr B 48 W su % 1) TTRNA 28 5B 8 5 71 F
Wi FHE N NdeI/EcoRT YIE (1332 5k pRK172 h (McLeod 2% (1987)EMBO J. ,6,729-736) .
PRK172 & pBR322 HIFTAM, H 1B 2 T pBR322 5 NI % HI X, HoAE E. coli KEEIH.
i T2 N iEa = IR, DL T AR e R
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[0589]  Zwhdai © f¥) cDNA #J%E, {1 Novak %5 ((1993)EMBO J. , 12,365-370) BTk )77k
H mRNA )45 R 5 0 AZ RS 14, F mRNA VEREARIEAT 58 & Bk S Y. (PCR) o 1IE X
SIS Ndel 47 85, [ L1 EcoRT 47 s o 40 B IR, ¥ PCR 5 BE I 5ol A pRK172,
A% dGAE (1510 an 22 firzs . B B 3RAK 119 DNA 7 B 515 M DUOSURE 2 K 7
JE o

[0500]  F4%E h T 40 ( “T40”) cDNA {405 U1 Goedert %% ((1989) , MiZf 3 :519-526) Arik.
P HERILT ONS i RIE o, Hgatd © &0, ZEAES 29 NMEIERT 2N Hilik
MR B AEPRE B A S5 G GBS MG 31 N ZE IR R A B o DNA S LTI i) 2 2 18 7 471 ]
21 (SEQ ID NO :4) FiR.

[0591]  ff FHE TR #LALE. coli BL21(DE3), J5#& A R RIE FI B kK, HAEWLE lac UV5
JA B W TR R TTRNA 284 B BE R i L k4% DL (Studier & Moffat (1986) , 70§44
2Rk 189, 113-130) o FEFEMILL IPTC (S NSEMACEFUNE ) 35 STEUAK 3 /i,
[0592] %M Goedert f Jakes i (1990, EMBO J.,9,4225-4230) (#7715, i 24 o4 o v]
K (ILWMEHFEY) 4dite © h B @i 40 A IROTTEW 7R AT TRIE A VR 41
W, AR5 Kz A R B T8 50mM PIPES J¢ 1mM % AbEE (DTT) M2 (pH 6. 8)
. BIE AR S A UL PIPES/DTT & AT, 2R G 28 T8 3 B R 4T 4 22 1 LA R AL 22 i V1 1l
IAE o DATE bR 22 v vh 1) NaCl (0-0. 5M) BhEE Vel © 88 H. 413 Ll SDS-PAGE. 7%
T e e I G R A KBS © 4440, FH 25mM MES.ImM DTT (pH 6. 25) JEHT )5,
LLZ) 5mg/ml ¥ B —20 C I A7, & WK EELL Lowry J7 74l 8 (Harrington CR(1990),
“Lowry protein assay containing sodium dodecyl sulphate in microtitreplates for
protein determination on fractions from brain tissue”, AnalyticalBiochemistry
186 :285-287) ,

[0593]  Hil4% 2 AF T B4 L, 2R (1) @AM B MR s . 2 &
P DEB2 XFHE v AR Y. (3) EE AW DK, (4) S5 PR O K
Hii o

[0594] KAt B AT 2xTY B5983E (Oxoid) 1, FEXMEAEKEILIZE T E®HEE GO/
ml) AbBE S AR SL BE IR T R 40 L, 48 e A R UTTE W) LA R DR 1 o B IR LA 50mM
PIPES (pH 6. 8) ¥fift, HoAL 7 ImM EDTA. LmM i S5 BHEE A 1mM 2838 AR IR RS (PMSF) , 74
16 ACK kS (2X3 08 ) 2%, 1REH 10, 000rpm B0 20 7380, FIEWAE ACLL 1g
Whatman DE52 Jigh% 3 /Nt VRGW EAES B, A4 & T DEG2 MVEMEAE 4CHFE 3 /)
i, FFLL 0. 4g Whatman P1L( M) R#EE R A ) ekt . HUAESM P (50mMPIPES,
pH 6.8, £ % 1mM EGTA.5mM EDTA.0. 2mM MgCl,.5mM B —3i%E 482 & 1mM PMSF) ¥k, © &
HLAEAEG M i 0. 1 ~ IM KC1 BEREB BTN . WSS « 416y (FziileE %
5E ), H 80mM PTPES JZE#T (pH6. 8) , TR AL & 1mM EGTA. 1mM MgCl, &% 5mM B - 3i%E L1,
¥ &R AR 1000 FEENTE AT BT LA £ 8% 8000 4584 2-3 /. T [
AURIE 3 ~ 10mg/ml N,

[0595]  FEMLAYE K ERISEFED, v BURER kG e e Ns M AANBE 5 DEB2 454 (K44 KL
afifl 7 30-40 fiF. 2960% 1 © HE PRI H 10% AR S PLL 456, iR Th ik

42



CN 101696977 B OB P 38/41 i

[0596] 3% 3 TEANMLZR W] T dGA A I FE o “ LA A5 2807 A A A0 PRy S M e 2 I NG
M (RIS OIS TE / B AWKEE ) 5 DE YRR (RIS M B2 S G ME IR L o

Vol (ml) mg/ml AU/mI AU AU/mg Purifn (fold) Recovery

(%AU)
Total cells 200 26 40000 8000000 1538
DE flow thro’ 240 20 40000 9600000 2000 T.000 ] Jok
P11 flow thro' 220 19 5000 1100000 263 11% in P11 flow thro'
Fractions #1 1.48 5000 30000 3388 2
(6ml each) #2 0.98 20000 120000 20492 10
#3 1.60 80000 480000 50000 25
[0597] #4 2.69 - 200000 1200000: 74294 37
#5 3.09. 2000001200000 64767 '.-.32."
#6 ° 3.31 200000 1200000 * 60459 - . 30 62% in pooled fractions

#7 2,71 200000 1200000 . 73746 - 37
#8 2.70- - 125000 - 750000 -46296-"." - 23
#9 220 100000 600000 45537 23 20% in discarded fracions
#10 1.83 80000 480000 43764 22

Pure dGA 14.5 8.4 600000 8700000 71429 36

[0598] & 33 /2K 3 WA K.

[0599] F AV T t FEAMM :dGA. dGAE % hT40 [R5 & L FE i H o
[0600]

Protein concentration (mg/ml) based on:

Tau iImmunoreactivity Protein yield

preparation abs at 280 nm  Protein assay (BSA ref) (mAb 7/51; AU/mI) (per 10 litres)

dGAE (711) 3.3 3.8 300,000 100 mg
dGA (1511) 8.1 8.4 600,000 122 mg
T40 (1311) 3.5 3.1 125,000 120 mg

based on extinction coefficients abs at 280 nm

BSA (reference) 10 mg/mi 6.6

Tau protein 10 mg/mi 147

[o601]  ZE [ LL PBS Z2i i~ 1 50 X Lem BEIRRE&ERS CL-6B 1k Ui A 70 5, 76 & #
fEo HIFET 12,400 ~ 200, 000 J& FHIAE R 7> T EARHEMZE . 226 T log,, ARAHEXTEL £, L
DL Kd 2 547 16 Mr X Ve/Vo FEE, ot Ve FrEPe i AAFR, Vo Sy DU S B & I e i A 2 1
o
[0602]  T40 BY dGAE #4025 5% H i 0. 5ml 22yl 1, 2040 UL Iml A BppriicdE . 416y
PR A AR 23 66 BRI 52 280nm IR o SR H ELTSA 77343 Ml LA S e B i 7/51
8% 499 K dGAE BX, T40 fAAFAE. BLISA J5ELE 96 £L PVC MR #-AT, I W T -
[0603] 50nl f) &% H M E37TCHEE LK, LL0.05 % tween—20 & #, R J5 LA
200 1 1PBS+2 % it J @054 T+ 37 CPHWI 7 &5 1 /NBFe BL 0. 05% tween—20 $E4R, Hi 500 1 4
PBS+2% Wi fR Wi M RE 2 1 ¢ 10 SR —PUA 3T CIFE 1 /hit. FFLLO. 05% tween—20 ViR,
LL50 1 125 PBS+2 % MR WM AR 22 1 ¢ 10 I BBk CEBUIL TG HRP {BEXY)) 37T CINE
1/ s BLO.05% tween—20 YEAR, FF LA B /K BE G AN 50 u 1 Fr il 14 (TMBL Y
REEIBC AN 1 1 SBRAMIZZ B, pHb. 0, & H,0,, Bredil 2% ), I 2 73845 0D 650 TEAAL
IR,
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[0604]  Zli4L1¥) dGAE & T40 W3E it ih 2k an bl 34 (dGAE) EJ 35 (hT40) frm. REMH A
BRI 73 A7 T 12kD J% 55kD, £ 64 % (K mAb 7. 51 Hufi Je Mg (dGAE) 44y 194y 1 &
> 15kD, 21 50 % ¥ mAb 499 T35 [z NG M (hT40) 043 ) 5> &> 60kD. (i, t &ALF
18, 2 /0 MAF R R AL

[0605]  (ii) AEMHANFER © SEEHIFRI © SRAEMSHIFHIRR

[0606] 4 dGA K dGAE U1 Bl &I ( “Hil 4% 27) , AHXS T W096/30766 ( “Hil# 17) Fr
WA TTEIRAFEIVE T, v - v A INE U R .

[0607]  JMEAE 96 FL PVC # (Falcon H 35 353912) rhiifT, HODIRWIT -

[0608] 1. ¥ 50u 1 dGA(-10u g/ml) [IRRER BBzl 37T°CHEE 1 /DI (BRIR Eh S M -
50mM TR Eh — BRERELER, pH 9. 6 (Na,CO, 1.59g/1, NaHCO, 2.93g/1)).

[0609] 2. L) 0.05% Tween—20 e .

[0610] 3.2001u 1 PBS+2% Marvel,37°CHFE 1 /pEf.

[0611] 4. DAZEE FAGEBEN 2 %, FELL 0. 05% Tween—20 ¥V,

[0612]  5.501 1 dGAE (101 g/ml) 5 Z541% PBS+1 % £ 7 i +0. 05% Tween—20 Y57, 37°C
JEE 1 /N,

[0613] 6. LL0.05% Tween—20 ¥EH .

[0614]  7.50 1 1 PifAk 423(1 © 10, PL PBS+2% Marvel #4%¢ ), 37CE 1 /M.

[0615] 8. DAZEE T /AEVEN 2 K, FELL 0. 05% Tween—20 ¥E¥ .

[o616] 9.50u 1 HRP-#i - (1 : 1000, L PBS+0. 05% Tween—20 k¢ ), 37°CHFHE 1 /)
iN

[0617]  10. L 0.05% Tween—20 ¥k, FF L2 B F/KIEVEAR 2 1K,

[o618]  11.50 w1 JEEAHE, FH 2 438 AR AR LRI BUAE 0D650 AR UG o

[0619] (J& ¥ ¥ W :50mM & P& %M, pH 5.0+TMB(1ml/100ml f¥) 10mg/mlDMSO %5
W) +H,0, (10 1 1/100m1))

[0620]  RIRAEHIAE 2 1, A G W57 IG5 AT AU T B & 1 SE SR FE A e 40
HCR . Wil 36 B 37 Fiame BeAh, RIS FIEEE (DMMB) FEH#% 2 RSeS|
A S 3 H807, Wi 38 Fs.

[0621]  FELAHI 1 ikl & « SRl Z R BIR Z 9, (H#] % 1 S HAE ko
N B AR, HAU AR W R o 1 TIX IR LA A 2R 2], BRI T U4k S 57 TGRS R e
PUISEIREA BeIE B K] -1 455 -

[0622] 1. BIRZKAHT FUSEAZIEI YD 5

[0623] 2. FPHIKAH KI5 S FAH I 455

[0624] il & 2 o DMMB (R KRR T Ry, 70 75 B HISCR MR A i b, A
CIPNIEES S 1

[0625] KK t &HE (hT40) , Higdil& 2 K77 S, S 5 EAH LK) dGA H T KA I Ik
SET P Tt GEATETE. AR, 24 hT40 F [ AH L I, dGAE [ 45 A 2K A0 T [ A H
dGAE 5 dGA 145 & (Z LKl 39a—c) o« H AR A, 7E/KAHA T ) hT40 SREE AR, 71 8
AT S A dGA IS GTERIMS M ELTER -1 454, 2 hT40 5L E (plate)
TAHN, H 5 PVC &5 &R ED / BEY), UMIERER v -1 ZaA s BHH.
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[o626]  (iii) fEHIAFR © SEAGHAI © FEAMEIFH R

[0627]  4ZHEAEI 28 2 FR E J7 2, DAL R SRR 2T 9 AR s PERC AR 1 -7 &55
TCAPHNETE, an k] 40 (cf. & 10) Fron. EZR A, IXEAL-S Y5 T 100 wm ( BIARXS T
T 2 100 fEEEREL ) WREER IR T -1 4.

[0628]  #5 z JJC DMMB I, 5mm [ DMMB — iz W] FE AR t—t 45 & (v MK E — N
11 M)23%,15 1 m [ DMMB B 17% .

[0629]  EXAHMPRISE , I A i RU A T A VA B ) v o MG A, P e SR IR 21 L i 5 I
SEARTHEL, QI 41 PR,

[0630]  [AlUt, ZE4E v ELARIZhREAFAEAE T30 A B FAHE] v — v G54, Hn] B t- 1
G5 R BRI TR0 R 9 28R

(06311 4018 42 Fi5, 7RI 25 R /R e B R DVMB oAl ©— 1 4 A AT I
RS9 B A o WERE LI ] 13 BRI Z5 5L . 3X R B, DMMB 1) s R ] $ 3X AL A BRI
BRI, FER] AR DMMB [ EE Sa PRl . — AP RE B RRE 2, BU iR AR e 1 e P AT A 1K)
LN, AN, A6 DMMB 5 P4 I i 1R O B 255 Sl Py 7138 DX s, BRI, FEBHL L 7 DMMB X 7 — T &
A IR .

[0632] [ 43-45 & WA AT {a B 2 4 52 F) DMMB, £E MR 55 R (43,44) skIBERELT (45) 17 4EF,
T-1 EHEERIGER, AT LR HER Michael is-Menten J7 FEEEH . X R B, IX LEHL{A K]
T SRAEIG O S G B AR G S DX 23 B0 B A R I AR S NI E B K AR T
RN . PIFTELARII ) Bmax 2 1. 6, RIS KHIBCASCRE =4 1.6 151 t- 1 454
59, Al fE L AP AR B R . X138 Kd 24y 15x, RMERBEERI KT 4um
WL DMMB, 5 B AR AH XS T~ DMMB W AT 15 £ i R SR i, AR ZE 31) e K 50 %6 1) T -1
iR

[0633]  SEjitifh] 8— K& Tt AL BRI ) O A4 U] H B2 TG A 1) 5491 0 5

[0634] & ST PR LR A FAric AD €] PHPs & 3& e 4 , 85 26 90 2 vhal 48 AL &4
/ FTHEDTTETE R IIBCAE « B TP T CAFAE AR

[0635] (i) TEREfb A< FFmEMeAT AR 8T R C A4

[0636] i &I bric i) O AT Ak 2R T e M), 5284+ (1 Inde syl 8 B AH
SEEWESE T BUE AD B N 4 B ) S E AR ) PHEs, 22 W, W096/30766) IR iil57I9% & ) »
FINFIREAEE R RIS, I8 5 2 o5 4 CUANEC AR 6 PHE Y B 455 1 B8

[0637]  (ii) TEMYWEMRAL s PR HT G 4

[0638] 4 WO 96/30766 FTiAI -t GG HE, Hn] HAEVI ik LLRA] 1 - G614
AL IR ST FIFEH, S IEAR IC R A — 2 Wy R R, 5 R ERE - WE G,
A T E R RE N PHE S5 507 i 5a g+ & AL-E ), IF IR (EHI-G 18 PHE B4

[0639] %4+ AL T BN ARG #vin . HEnT 3 2 e e U BT e &
ER S RS, IR T A S TR A 0 PHEs 454 IR AL 2K 8 e s sl — 2 L wy e R
FHED

[0640] 27 3CHiR

[0641] 1.DeToleda—Morrell, L. et al. (1997), Neurobiology of Aging 18,5,463-8 ;
[0642] 2.De Leon et al. (1997), Neurobiol. Of Aging,18,1,1-11 ;
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[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]

3.Mori, E et al. (1997), Am. J. Psychiatry 154 :1, p18;

Juottonen, K. (1998) ;J. Neurol. Neurosurg. Psychiatry 65,322-327 ;

.Bobinski, M. et al. (1999), Lancet 353, p. 38 ;

Jack, C. R. et al. (1997)Neurol. 49 ;786-794 ;

.Fox, N. et al. (1996), Brain 119,2001-7 ;

10

12
13
14
15
16
17

Dawbarn et

4
5
6. Fox, N. C. (1999)Neurol. 52, 1687-9 ;
7
8
9

Johnson, K. A. et al. (1998), Neurol. 50, 1563—-1571 ;

.Perez—-Tur, J. et al. (1999), Neurol. 53,411-3 ;

.Lehtovirta, M. et al. (1998) J. Neurol. Neurosurg. Psychiatry 64,7426 ;
.Nagy, Zs et al. (1999), Dement. Geriatr. Cogn. Disord. 10,109-114 ;

. Ishii, K. et al. (1998), Neurol.51,125-130 ;

. Imamura, T et al. (1997), Neurosci. Lett. 235,49-52 ;

.Minoshima, S. et al. (1997), Ann. Aurol. 42,85-94 ;

. Ibanez, V. et al. (1998), Neurol. 50, 1585-1593 ;

.Wischik,C.W. et al. (2000) “Neurobiology of Alzheimer’s Disease”,Eds.

al., The Molecular and Cellular Neurobiology Series, BiosScientific

Publishers, Oxford).

[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]
[0672]
[0673]
[0674]
[0675]
[0676]

18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36

. Carretero, M. T. et al. (1995), Dementia 6,281-5 ;

.Villareal, D.T.et al. (1998), Alzheimer’ s Dis. Rev. 3,142-152 ;
.Marin, D.B. et al. (1998), Artherosclerosis 140, 173-180 ;
.Kuller, L.H. et al. (1998), Stroke 29, 388-398 ;

. Vargha—Khadem, F. et al. (1997), Science 277, p376 ;
.Willingham, D. B. (1997), Neuron 18,5-8;

. Lakmache, Y. et al. (1995), PNAS USA 95,9042-6 ;

.Hodges, J.R. et al. (1999), PNAS USA 96,9444-8 ;

.Mena, R. et al. (1995), Acta Neuropathol. 89,506 ;

.Mena, R. et al. (1996), Acta Neuropathol.91,633-641 ;

. (deleted)

.Lai, R. et al. (1995)Neurobiol. Aging 16,3,433-445 ;
.Bondareff, W. et al. (1994) J. Neuropathol. Exp. Neurol. 53,2, 158-164 ;
.Resch, J.F. et al. (1991)Bioorg. Med. Chem. Lett. 1,10,519-522 ;
.Novak, M. et al. (1993), EMBO J.12,1,365-370 ;

.Wischik, C.W. et al. (1996), PNAS USA 93,11213-8 ;

.Wischik C.W.et al. (1989), Curr. Opin. Cell Biol.1,115-122;

. WO 96/30766 ;

.Muller, T. (1992), Acta Anat. 144, 39-44.
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\

BRI33
Alz50

Sk ye v/ B st oA
T
245 184
BR 133 - g i
mAb 18.8 - -
BR 134 + ++ 4+
maAb 11.57 +- 4+ Fw
mAb 25.6E 4- ++ -t
BR 135 b 444 e
mAb 423 4+ A+ +
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