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1. —MAEATESYEAR, BEANMR, TEERREANSE,
TR AERSREREE R ERREREREN

—EL—MBGREAESREE FFF, Hheisgim
CLE F B0 AR &R B 4 B IRECR T FRA R e e sh R 15 5 H PTIZBL

s EAPREHEFEZIRBURR =4, /8

—E2O—MEIRREES AL IRNE LY, HPEBERRE
B2 MNRERT EEDFIN—MEMER, HEREM %
LX) S e 355 U BER IR E AP S BRI 4

2. MRIARER 1 7%, K 2E T —MESUEREA 4
0 ZREORERFS EEDHE—MEMER KLY,

3. MEBELRENR 2 M5, K rAREmERNSRaRE: #
BT B R B A AR B A RTUR R E RN EAR A B, A
—Z2/DFIAN—HNE T 5B B4 PR R e (TR R EE) ,
/8 '
15 — BOFIAAB S, HEWEHHSTRERIEZEBAK

(APC) B B #h L4 A, A1/

— BBFIAN—ANEZELS, HEBERAERS, R/
— ZOFIAABEZEHS, BRI BIRRE A E R

R GERERI 23

20 4. RBPUFIESR 3 WI7k, KPR e A amEsNE T,
PUIR R 52 SR A/ BUEE — B 43 1 /B 38 3B 43 F0/ 5058 = 80 4 1 b (U e 2t
A SN, MR AR R S & B BUE R E A £ IR
FRIIFHEENFEEER L.

5. MREDIFIENR 3 B 4 E—TFTRKI 7%, H b Pk e Hh1E A
25 BEIERER M/ EMIERA/BE A/ 5.

6. MMIAFER 5 FFRITE KPTRKEMmIERSHRT —
RLA 2 IREI= A
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7. MREAUFIEK 5 8L 6 E—TTR 7%, KA EERE
AR/ SR FR AN/ Bl AT/ BRI SN BB B bR B A ek %
IR B AR = R S5 I R OR B

8. MIEBBUFIER 2-7 {E—TFrR M7, HPFrdEimERa
s TWEDLABUEIPRE B L IR B 41 PUR e I E S AR/ 5
FIA—AEHUR.

9. RIEBUFIZER 3-8 E—TFTRRIT71%, HAPFTRIISNE T 4/
PURRE RIS YT R ARE R B,

10. fRI|AFIZR 3-9 E—ITFTRM 7%, Ho Frik o sbg T 4000
0 PURRERRBIEN, Flin, —MNEARRBRN T ARIURRER
= NER) MEC-TT S5 KT FIHSME T 4 PR e K.

11, REELCRER 10 TR @k, HPFTRR KRR T HHE
SE MR B RE KRR R ESE P2 8 P30. HGSERBERERE.
TR B MIRBEE R TR R EENGERIER R (P falciparum )
15 CS PLRREME.,

12. REQANER 3-11 E—TFrdp 75k, HP s —ia
SEhr LR B MEMMERRRETUREIR 220 ERREVUR, o
— M EFURE AR EY, PREREERS: WTEMNE%E B
MEARSRTTR 2R EHHZ 5.

20 13. ARBEAAE K 3-12 E—IFTR I A%, HPFridpsE 4
HEMBEETF, W v FIEAFN-v) BREBE RIS FLe3L HEF M
oy BAE LIL-D) REFRES. ANE 2(IL-2) SEF RS
HA R 4(IL-4) REFHH S BANE 6 (IL-6) REBF S ANE
12 (IL-12) BREBZHIS BN FE 13 (IL-13) BREFHEL. AN

25 F 15(IL-15) BRE A M4 LR KL 40 i - 5 % 40 i 4 9% ) Bk IR 7
(GM-CSF) ERHA I 4y ¥E; HRTE B HSPT0 LA MI 4
HSP90 BRHARLER 4 HSCT0 BRE A4+ GRPI4 EREH RS LA
K45 EE (CRT) BREAE ME 4.
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14. RI\AIER 3-13 FE—IRFrIR I T, Horh BTk it 58 = %8 4>
TRERMRA, WERHERE. WEEBE. A, B E-FHE.
PEEBRDUBEESEY . M N-BeE o B, SHPHTRNE=E
TRTMEREERESYIMEHE.

5 15. RFEAFIER 14 Frd 5k, HPp I S5EL — N Eu
ET, BugkrREEEZHMINE T SMPUR G E RS IS &
HE,

16. AMIEBFIER 16 Frdrik, KB REAr=4E
ZHRRSNR T AHTUR R ERE B S TR L REL &

10 17. IRYEHTE TR AN R P E—TUTR 7%, H TR
M REAFELSREE TR CEEEN, LR B AlRERE
%, & B MR HE BRI IBIEM IR E B 7 £ 2 BRI AT 2 B 4
RESHAFEN, FRBEEAMRIMEF.

18. RIERFIER 17 Fri’ sk, HPRmBuekiREm~=4E
15 ZREBEWEH, UESRDSEDS—A B @RFURRER, % B A
JRRERAEURTE S I RS SR RFER, RELFMIMET.

19. MRYFRIH TR ER P HE—TR 7%, HPaERA
HARRARAKENEERFI BRI REA =L L RhED>—
TMRERFI, ZBNIBEERMUY L —NE TR EE.

20 20. ARYEHU T BT IR ACRIE K T — TR M v, P Erid iE
EAREEFEZIER: BB RER AR . HREANBER
(APP) . ApoFA. BLEE. FMURBEIK. al-HPERAEFEERE ACT) . a2-
E Xk H. ABAD(AB-RK& & LM EES) « APLP1 F1-2 GEMPIRE A RIE
BAHMEEE 1 F0-2) . AMY117. Bax. Bcl1-2. {83 E /K #EEF. BRI/ABRI,

25 FEERRIEE AL BEEH/apo]. CRFUEE IR B ERKET) 44
EHH. EDIF(NEAREHET) . RBRZEBHEEaRE. AZ255E
HRMNAFEHE-2 huntingtin, ICAM-1. IL-6. ¥BE{EAH XEHE CD6S.
P21 ras, PLC-31 (B¥f5EE C R LEES1) . MIBIEMPIRE S P A4 (SAP),
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ZfhE . EBES (o3 FZEEE NACP) . TGF-bl (344K KT bl) .
Tg 448 V MBI A K B WM IRE 1 A 0 76 NEREERG N K A
. HRIEEHEHEEH (transthyretin) ZRARKEKEH B ApoAl
FRER N KBA R SENEERERA. RS- REAN 37

s AMBREMAR. SKNTERBESE. RS0 KRAR. BEZR
MR B RRBEREANS KRR, SK0OFERP-2 MEREH.
DEFGIET . WEEEERAR 110 REA . BB RER 71
FREF B LRI A R o RAR HER

21. {RIBEFIE TR BRE R PR — TR A5, HF iRz
10 EHREATEEZIKE AB.

22. RI\BFER 21 Bk 7k, HPTAKEINE T PR E
B EBRFIESIABUEHRE A EL IR, WER 1 hrRERN
P2 1 P30 i JR L E %

23. MRIBRFIER 22 Frid Ak, HPFrdmsiemRELr-E
15 ZEKAFE—AXNT SEQ ID NO:2 1 700-714 EEBHIE LB,
Fltn—~e SEQ ID NO:2 PPEEMIEE 672-714 AR EERFSI.

24. BIFBHRER 23 Fridfh ik, HPprdfBuemrRES™4
ZAKEFEXNT W T SEQ ID NO:2 i 672-714 BEBKNEER T, HP
WA T —ANEEBRT, XD PF=ET —NMNE T PRI E R,

20 WEAFTARHBIEMRESFEZKEE—AXNT SEQ ID NO:2 &
672-714 KEBMEERTI, KP ED—NEERRFFIHEAHF AR
KENERERTIER, UEE—MINE TflRRER.

25. HRYE AT PR R E K P ME— TR B 77 %, Hop BTk s

SEREREBERTHEDOHINE NNBEERREGFESK. B

25 THRIIBBHRBIEREE ALK, BN EER e
TR REBIIRSE NTURREREBFHOEET T L,

26. MRYEHITHE TR RE R P RE—TrR 7%, BRI
EMREAFEZIK. HFFF. SMEHHBuemREAF-ESKE
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25— MEBERRRT B AHUR K B AT 2K e IR

27. WRHERTTEFTABRE SR T M — IR R 7%, SR prk

0B B ER R 70 4 2 AR B IR e A 2 BRI 2 8

AU TFHARAYME: SRR mEEA. ZET. KR, &

s . RPLBRRE, BEHEE; OF; DEWRE, 5 FHE, B
WP HREMERD: AT IMEA: CLRARI MR .

28. MIFEBANER 27 JriRmiisiE, HPrdfEuemRELr~4£
SR HF PSR ERZE 0. 5 THIE A 2, 000 T Z (Al

29. MIEBUNZRK 27 B 28 FFHIE—IRFrIE I 5%, HA Brik K
10 EAREAFESIREBEEUDESTE RN ES (VLN) REH.,

30. MRIEAUAEK 1-21 FHRME—TPTIERITTE, HAPridiIEif
MBS R EA AL IREREREN ERERRHESH A
NG EHRBUERREAFEZREZR, FEEETHETIALR
K140 LIRS 46 P RIK T SEH

15 31. RIEACRIE R 30 Frik i, HP iR 5INKAZERE 54
5% DNA. 595 Bfrs oA IR ELA ) DNA. ECHI7E A8 544 ¥ DNA.
BETE—REBREFH DNA, SEZELE LS KECMAR DNA. 558
7] B 5% AKBCARL A DNA. S5 0TI FIECMH ) DNA. 5 —AMEHE k49
FHECH DNA. 537 R L PHER N Z k55 2 ¥ R 9 DNA. DL R 54EFED

20 {7 DNA.

32. ARIEBUFIER 31 Fri’d 7%, KA rid xR e &7 —1 VLN
BHET.

33. WIEALRE K 22-32 FRE—TETR I AL, HHPEHEEESR
S—IREIEE/ SN, IEDS 2R, B IR B4R, B 6K
25 FZE/D 12 REIFER/ A
34. — PR TN/ BUTBE A/ SRR R R 2% 8 A8 B B LLE R IR
EHRYARHERRRBRSHAE, ZEEEBECRESR 1-33
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PRE-STRR T E T RERRER R —ERE, MErRERR
B> BRER KR KR E B BE R K.

35. —MEBERPIRE B4 B IRAIRL, iRk Bk B —

MBI REATEZIK, HPFEFIAT —MEmEM, K4

s REMFIR R RSP R S U IIBUERPRE B A 2 IR i
I

36. MRIFBCRIESK 35 TR, iR Em/E R s
FEEsK 1-19 F1 22-24 FHE—TRFTE XK.

37. —MAERREHEY, HTEHE
10 —FEARAUEN—MHWEARN BARBUERERTES
B, FriR BRI A P A £ RS — P o R o T 2 52 B e S AT A
BAREhYIXS BT BUE IR B B A 2 AR B AR 2 1, A -eWit—
SR E MR A BB/ BN Y, B
—IRGEAUFIE K 35 BR 36 £ —TRATIR K7 AL S e B B HIEL),
15 ZASYH—PEE— ﬁ%%ﬂ%F%T% B AR/ BRI AT DA
&R — T

38. —FhmILARFEAURIZK 35 B 36 FAE— TR MR LI I IR
B

39. —FMEFRIWAAIEK 38 Frid R A BBk, 2B —
20 FhEews B EREHIKIEAE.

40. MRIEAFIEK 39 FrRk I Biik, HPpridsiikit B R, WH
B, RERL. RUNLEAR, FIRRE

A1. RI\WHCAEK 39 BR 40 FRE—TFTBRIE A, Hp, LU

57 =37 MU RIEFES N, BFE—MEINMRERAIEK 38

25 FTRRMRRABRRENBIHT, EEMN— N REEGREEI WS

FRERARHE TR 2 ik BUEE S AR A MR FFF, ARIEAURIE K 38
BRI, URFEER—EETF.
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10

15

20

25

42, RIFERFIER 39-41 FE—TFTRIEAS, HP, HRHHT]
A—MEEHRAE, HAEBSRRHESE EARNERAT.

43, ARAEACRIESK 41 B¢ 42 PAE—TFTRMBE, HPrdfEsh
F IR BN 7E B A% 40 B/ e R A B AP I RAA

44, — AR R 39-43 HE—TRFTR B AR BOREAL AL, 1%
5 U0, 0 L e — P s S5 B AR AR Sk 38 FP T RO B F A, 4
i

45. MR R 44 PR, HE—FZBME. BT,
FAFIRMAEY), SR—FREEEEE. BRAMEM S, 5 SF 4.
R4 40 B RO FL B0 M A0 B A 25 40 B AE RO A AL

46. RIEAFIER 44 3 45 E—TTRRIFEALA M, HRERFER
FIESK 38 PR IAZER B, ) an—Fh 43 B AE L 3R THD 45 M AR FR AU 22
sk 35 B 36 Frik IS AL A0 ML o

A7, IRIEACFIEESR 1-19 F1 22-24 FRE—IFTERR 75, HAAT
A B G 2R Ge H 205 4 R B I I A — P R AS A SR A B AR
B AL SRR A B FEBUR M AE Y SR 2 0 S5 .

48. —M AT HESHEEMREE = EZ RN G ERNA G,
ZASDERE

—HRYEAUIESR 38 BTk A A BREUIRIE AR Bk 39-43 HiIfE
— TR R B AE, |

— RN S T B AR/ B R/ B 5

49. —MEREMAM AR, HAEHIRENRFIER 39-43 FHAE—MN

Frid Bk, HRIERFEARIER 38 Frid MR B, 7T it
B e LR T 5 AR AR EE K 35 B 36 AE—TATIRHIRAUY)

50. —F A THIZMBWAFIER 44-46 FHE—TTIR K9 ARE
E, R FTRITERRERREARIEER 38 Frid fI R A BUBURTE X
MEERK 39-43 P HME—TFTRNBHFEE EH .
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51. —FEEBMHBUERREB = ESIKITIE, EZREBE
YT ERTETRBHH B RE S ESRKTUE, PR E
WRBEMRESEZRE—NBHAER, ZHEEHE
— B A RREE R TSRS, &AM R KB
s MBUERPREAFAEZR, KPEERCEEFM. BwA. BEREE
RIEFANO BT IRE A7 SRR ERTT], Bk %A
ERERERFIUE M RINER T ARIURRER, BUH%
— AR ZAA T AR BRI R E J - E S IR A B
— RZA BB RIRE 37 A 2 IREUL R A B R R
10 FEMSYFERREHBIERRE A ES RBTUERIEET, M
— A MR R B R A B T R BUE IR E B 74 2 BRE AR
9, BB RZMEY AR RE TR BTERER S K
Rk, B MR I 7 B 2 AR BURBS I 2 IRIE
ZIZIR A B MR Z S Y R R LR BN B M RER AL
15 FREIHURBI .

52. —MH|FRBERAGTYNITE, ZASYEBED —MREBE
P G ITURE M BIER R E B 7 4 2 BRI BUA T 4 KB M 2L
ERRERELK, HPREHHBEREBEZKE—H
HEH, ZHEERE
20 —iES R A B R TR T, Hl&—HA AR KB
MBUEMREE ALK, HPEERCEEHM. A MRS
RZMHBIERREAELSRNEERTFS, ERAEZAS
EREER T EEN ZSRINRR T ARTURREE,
— RZA R RS S M TR BB RE B
s AEZFRRIPUARIEE S, M
| — BHEREZMIYPHERTEESBRMREATEZ KK
R BURRIZ AR R, 5 M0 e R T K BA AN/ BUE AN TR
=, g B> — AN HEMRREATERNERNS S .

53. MRIEAUFIEK 51 5 52 FHE—TFTIRRI 5%, KA Frid o]
30 FZAKANIEREHZHEIASRNZRTFS, S0 FFINRRE

9
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10

15

BFEEK 38 TR T HERFIEAZGENRERSET;
B EERE EHMETE X309, HEIMKRFIIRERE, R
JEIRFEME L B RIK )

54. RAERUFIEK 53 TR %, HA Frid B R 5 M/ 8
TRRIH & RAEE A PCR S0 T 7 SR BUL R & I B T S8R o

55. BUEMIRE B4 £ IREH 7 751178 A SRl 2 — P S 71 B0
HTHE—Msi+ TR REANRERAEY TR AR,

56. BUEHPIRE |4 £ IREE T RS ITE ARl & — F 2 7
LAYBTT TR BRG AR RA /R 25 48 B AR IR R B TR M 1R O
ERSHREIRAESDFHIHE.

57. BUEHIIR B H 7™ 4 25 BR B R AL 7E F SR 1Bl 2 — b & AR A 7
K. UFE—Mai+ TR REA N ARRA ST RRE.

58. BUEMTIN T B 7 A £ BRI AP 7E A SR Rl 2 — P& AR I A 77
1. LIETT« TRBT ERERAR BT /R 24 1 1 B LV A IR R B TTRR 0 P AiE
KR ERSH R R ASYH R,

10

A =R B /Il



01805360. 2 w B P H1/5TH

TREERREBRFH T

BORG,
R RAEFT/RRIERIH (AD) FET LERE IR
s FHERIEORBIIETT AT _E RS I, Bl andE LU R E R 48 (CNS)
TR AR IRE B TR 04 BB BT R TR L. BRI, &
RFBRET —ANTHE (RZREHED ERREBVR T, EFE
i AW R AR B B UTBR R B BRSO AL HUAR I
EHNREAMFRPUE. A RBFRME T T IR 2 IREIH% 5,
10 BRFTAZRIEMHITE. ARKBIERERDEMHS ISR B
LA B X B A B BE, MR ENIH#ARE AR AR,
AR MIRAL T 4 AT AR B 5 R TR 2 R AU 7 1%
LA RSB 2 IRERE & gR DB 15 2 IR BRI &9«

15 RAER |
MR M MAIABEHEERRAEIR, XSBEHRMEM
i (Pepys, 1996; Tan %N, 1995; Kelly, 1996). 4IEH RIAI ¥
EEHMRKRUAEEWN AR EITESG AN, MEHRT RT 4%
(Kelly, 1997).

20 EHMRERETERFEE X, ARBARZHIEHEZE. FIRKE
BRI BUOAAR K BNE R . SRR FEWR. SRR
PR B AREEAERPE (EAPREREER (kuru) Fm—H
A (Creutzfeldt—Jacob), 7EFF14H 43 il 2 5% B iE A1 4 45 1R i s
(BSE)), HHigkrREBBRERER RS ALXERARBEVIMER,

25 BIINER RKIBERR KT . EERY, TR KIAKNERL
I EREBEMEANRIE, Flu B —iEiRER, CLERFIES
MR, BlaPl/RFERKEER. N TEMREGIRERR
MENBIT i, XERREE RN

EMRERRAEN TR UREAR ., TRASRBENES,

11
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FEABAER) BR AT 4 7] DAZE AR A R AR R AL (Bradbury A,
1960; Filshie & A, 1964; Burke 1 Rougvie, 1972)., [REF4ERIZAK
R B R E B e R RN R . REEMRERER D, K
MEMMINRE LA ERRNBIAR, BREREMREARTEKEAR
s B, TR, BAE 10~120 , 3 BoRHArE RIS 4L 3 €8 (Pepys, 1996).
EANERERAZX B %M (Pauling Fl Corey, 1951) , H7 % fikkk
Ak B —REEN. REEMRESEEFEERRANIEEW, BE
TR REVE R I B R 2 S S LUE BAE T 2, BE& B —
- AREIERIR £ KRR,
10 B ) £ 4T A B X PP PR MR AR AE B — R4
(Glenner, 1980a, b), HFI/RXEBEREKKHNIRAEEQEL _—REN
BRI BTHFRYE B —FHA (Glenner 1 Wong, 1984). HIEHHIAT X
— B AT B R U RIRA 4RI R r 2 B AT A AR E E
fizliind, HARSRERAUEHMAIANANEENEER BL
15 ANEHFMEEEWMERWE, RAEREE —SREERS MBI FH
B— g8 LB KK (Sunde M, Serpel'l LC, Bartlam M, Fraser
PE, Pepys MB, Blake CCFJ Mol Biol 1997 Oct 31:273(3) :729-739),

HPaAEFRHEREF e REQNIFRYERFRGBETEEE

HVE i B i AN B BN KRR 2 — R Rl R R MR U -
20 PR RIEER KGR

BI/RKHEBRICHE (AD) B—ANATTHH. HATHMRR, L&
RAEFFIRILZER, ITARNNMMERT LG ST, XEINEEERS
Ao 20 B ZE T AR B R R R R k. MRRBRER AR, TH
HEHRA. REHRTURLESE 20 5, B AD BEEH I E Y

25 A7 8 B 10 &,

AD ZrrEe R R, MEHIREMESEE TR ™EER.
WERIRATR. EEREZH AD ANBT, ERELE 60 FZ/5HM, 2
BEREHHATEL., BEMERSESELIICIZIER. HiRAN
FAERER., BE, WIEMERR AD B B4 KEW I SiC B ARE N

30 YRR EEREEE, MO s e ME SR Rm ITE.
&mJa, AD BERRTEHERIITHKBELMABREHESE. B

12
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%, R EETENLET, USEREERARIES THRE TSR
RS, BEILR, AD BEFLTMA. -
RAERE AD R RSB MTTREM, 8 AD RIgIRERIER
RIEHFZH—H5 . AD M T BRI TR R B 50 K 207
s BIEM. EEHREZLET, MHHHESARFAKEER. MR,
AD BEER T SANERRAOFR: MAMMRE . ABAEE. e
SHY LA IERENRE. BAS TR EER T,
W5, AD BELERAN P B T I X Y M35 SCIZ 304 P O 2
T, DRMHEMEM. LEDRMMSERESEIEREDEN, &
0 BIRAZEEE, WA, BAMHTRAMREN TIEMAS DT TR, AD
HERNANEE, SHEARESHRAENRE. &L, BRAMY
ZHEHR, i X e AR SELSE (%), AD BETBEEAL.
KAMEREE, AR RERN (Hhb: ESIHFFHTABT/R K
R KREZIRERRE, 1999).
15 AD KIRC R
AD R 65 % R EU FABER AR R MBS LEE. B
KB, PAMERZRS MA B XERTRY — A BB
F . Bl bt 2l 400 T A HRr B tw, BXF T8 656 A,
BRRRE 5 ERI—E. SEIEERREKY 360,000 FRH (&
20 FAER), REMBFESEEANODZLTEI (Brookmeyer A, 1998).
AD AR T IEMAT . — NI % ERHT IR
WE|, BE—MEE AD B M 818, 408, RE AD BE
$30, 096, EEF AD BEH 4$36, 132, EEHMEE AD BHKELEHHM
THEE#E$500 /2 (Leon A, 1998).
25 K47 400 TEE AN 85 FE 85 H UL, HEXSHITWHER,
MAERGLR A OB R ARZ —. BHET, 2EB] 2030 k4
¥ EBIE 850 J7; —EBIFA DRBMERUNHEETEELR. i
FRRBE I NEMTK, BEEHRFLRE AD WABE LK. )
1, — BB B 85 2 R HL A b i A\ BEFR R S M R R B
(E IR /R KB R B 2 T R MR 4, 1999)
AD f = BT

3

o

13
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KPP SR AD FIARE: TR E A BRERIMA R T 4E 48
g8 (NFT). BERBEFW. RAEE LEBREEMNE SRy R
RY, MTF RS REEAR. B4ETBENERTYE, &
TIEMETHES TE .

5 HFAEWFZRAIN AD: F WY AD(FAD), HEMEFEMEETR;
BB TE AD, RILEFRIMHBHEA TR, FHREEHRR, AD#
— SR A ERR CRAETE 65 FUTHARY) st RE (RET 65
ZREU M ARG, BARAD BF LY CRAHFHEHIF 10%), B
HAZIOAE 30~60 S NEE, —LRAME R AD 2BRENIHEX
10 JRPEIE, @Y, BRREAD HRER KRR K RBER.

HATS s ETH FAD BB RIARVERSE &, FIAEHNIE 50 % KRBl
REMTENARREBREE EH=AEREEBRES K. E112 21
Sk ERRRE A RE (APP) REMRL; 14 S4E4k LHE
R5eAs, FRAFEEZE-1 (presenilinl) ;11 SRk ERFERRE,

15 MRANEZE-2 (presenilin 2). R, EARHILER P TXLR
AR AR AD R SRR LA BUR MR BRI R IR P R AR .
(B R BT BRI R R E 2 TR S, 1999)

EHREER |

£ AD ", JERPIRE ABE B e A TRz e s Tl e R K X

20 HWAER. ENEEERE B EMRES (WEMENAB) KIARHE
FLRRY), FHIRETE B0 4 TR SE A £ 40 i G /) R R 4R B FD B T JR R
A, Ko B M REE SR REAR M (APP, HEERT
FFRFE SEQ ID NO:2 ) MEKEAN—TEBRER. HAMIER
BEMREARAS K AD HEERE, SEFEEENRE AD ZEH

25 HI—ABIEY. 48R, [E7E APP AR5 RIS E AD AT E
RRIIREE, APP BEMIBZER LS AD, HEMRK AB BIEREA
RKIXFER R BEZEYIM*X (Lippa C.F. %A, 1998).

APP

APP RS MEBRE— BN FEEHZ—. TEEURE, APP

30 AHESMARER, —HoEgEn, —Horamst. ENHEE
H/NRETFFRRA, APP HRRREMETTAEKMNETFFREZES. 4

14
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i, FESKAURER APP AIP5IbMETEEMKINE, A
FZHMPMLTRERIFNE SEERS, HBNRGENIEIHE
TGHIAEK. .
TE APP R AR, BAEBIEMATE APP LR e A, BH
s SHRBEARFB. —FEABHE APP SREM AR, H—FERBLE
VR A B TR 43 APP TIANBETE AR A B BRI AB B R
ARKE, —MEREMRE 40 (F 4D MEERN AL, HEMH
STAER BRABIE, —Fh RIS ESR 42 MEERE) k7 AB,
HAEHEBRABER. B AB BT, EEAFHEIHEE S M
10 AE2HSaRSERZARBEES. FHSERSEIE, “8
M7 AB 5 EIET-AIELEFE T IR ER 0 DA K /MBS R 41 N 2 T JR o 4
MR R — e AN R A K S 22, FE R 4H 4R P TE B AD AR I BE .
FEAE— SR YRR B APP SR AR{E AB BRI BEM APP AU BT Y]
Hke, HESBERELHE AB BHNESR “fE” B, #HH
15 EHRERFZEZERRFRETEDUFHHMHH RS HETHBLEE
F: EEET AB M ARFE EEMETS RAMKSET . HAA
ZRY, REMEEE-1 MEEER-2 WA KR MR R
W, BERRNER, BRABRBE N, SFEERRkEZH
KA. BIRRR, FAHEAE AB WAL —FIEh % T R
20 FFANBERMBE. XFEFETHREBARARNEAE, EE2EBIIEK
2 5. (EILHFETTR /R IKHEEER KR E SRR E, 1999)
15, AB M2 T REFHMN . AALEEFRHRAT, FRENE
3], REEREER A APP (& oL, 2EFETEAHEKERER
ERAEARA APP KIiE DA TCAMMAIFETIE I (Luo A, 1999).
25 thAh, EEYEES BOR, EERERRABIHERN AB EH
2| ATPT R R HFER IGREAEIR . (Hsiao KZE A, 1998)
Bi% AB FeAmin. HEAHRBMATSEMMETMERFE AD,
BRAUBEEESEIE AR BRERTMLAHRBRITE NN,
BEE
30 BEF-1 (S-180) A JLF R kB M AD (FAD) @451 1
50%. BEETKY 30 MREFER AD. AD FIRIEKERTAR .

15
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HZFE-2 -3 & FAD BT HIEEE PR —8 0, ENRE—1TEEN
HE. HAMERTREZEY KARERIERESE AD. REFRER
1ZheE, (BENIBRERE KINT APP P24 A B —42 GZAKKIBK KBk,
R, SEQ IDNO:2, #&¥E 673—714) KRR, B ARG EEZERTH

5 AD BAEULHOKFEN. NEREEZRET EHERTEELS LR TR
THHER . HARY, LEEOATRERETRLRAME TS
FEEENEA. RE2R-1 A THREE 4 LEEE-2 5464 1
EH. MR—PNEFXEERZ —HKUN—NREER, bl
FEEERREKE AD,

10 A R 2R -1 REEFRTW K APP INTHBRER v -5
fF (Naruse ZE A, 1998).

BEEBE

BIEEHEBEYE SHERSESE R, 875 AD B3 KM REFIZE
SR AERI. BREFEMER 1-3 FiEKAY K AD, {H APOE-e4 547

15 EERHEIAE AL AD FEMRZIAIE BERHEX (Strittmatter
N, 1993), R, XXNFREZREMAPP RELBEME, RE—EK
EEMIFEERE, HXAREFHREN AD.

XJF APOE-e4 T E¥G N AD &R A] BEPE B 77 IR B D) 5018, (H—

NATRERIEIR R, EME T AB KRS, XH B TR AD KIRAEER,
20 BT SE B APOE S5y B IR Y A7 72 BN A7 72 7T B e 4 2 T 0 1 4 R B
F3 (Buttini A, 1999)., ,

Itk Apo Al E&4 Bon i RATE ek R & B 5 5. 583/ apo
Al &5 W] ATEARSNE BRI R AL PR e e R AT 4E (Am J Pathol 147
(2):238-244(1995 4 8 H ),Wisniewski T, Golabek AA, Kida

25 E, Wisniewski KE, Frangione B).

BEKE-ETFEREGR, RPRHESMERAHEL, APOE-e4
ENERERDE 1 RTFHEIEMMN (Stern, Brandt, 1997, Annals of
Neurology 41).

MBI S

30 AD )28 MRS B 4 IR R I 7 B R BSR40 24 I R
MER E BRI BRA tau(t) EER—FER. EPRMERKF,

16
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tau EHREHEE S IHFEMHMERENRIMRES, WERMBAF
GBI —NARES . R, 7EAD BEF, tau RAETHED
1h, W tau AEEBRREME, MECIIHAR. SMHEERE
B 35 R B ST S R 2 40 iR (B) B R ERS, PRE T S EMA TN,

5 FEAD BT, MR tau EHREST FIERATHE—MNEE
HESE—R tau 2. KLY RAEMETAGEE T RINE
EZY . E—NERIERART, HAE KN, BFREAKRED X5
SETAL R REMETCAENTRHETAR 6%, HILTRE AD A
B XEMAETTET 43%, TEAAT™E AD MABPAN 7T1%. R

10 FETERN KN T AR REERE. XMHRERUIEE X RF M,
BlgE4E MR FIME TR —RB AT T AD MARBEREY . (EIiek
FETR PR KB G 2R R &, 1999)

Tau ZEHJ% (Tauopathies) FH4E&E
BT AD LISh, JLAMERHER L tau TEMEITTHME R T R

15 ERAERALAKFE, SETHREEIBMILT. &k, Xk AD SR
BEMBREMBERVOFKIEFITHRALAEARE LM TAT 17 541 A6
& EH tau ZEERE—5EZF (Clark 2 A\, 1998; Hutton Z A, 1998;
Poorkaj Z A, 1998; Spillantini ZA, 1998). ZEIXLZIEF, tau
EE PR RMZTHMIE T TR X B R 5 AD 3075 R E4S1E,

20 ERENNEZESFENSHEAH, EMNEESEXRE “5 17 SRE
EEB R PTFE R REEZRER” (FTDP-17). 18, flimks
R, —LRAIWNBEHEMREL ALS), FRERTH. #HTH
% D RFEBR AN R TR, BT XERRY L tau EEH R ERENRFE.

HE AD A RARN

25 AD M EME RGHEFELEE EEMMALIE, BEEER (F)
MEER. m-HRAEEHSRNZ). HERKRK. FETRME—
BHER. IAXSRFEYRFEESEMARITIRY) . AD MRS
REBURRFET, HEAEHENRESRAENERER, BHLE
Xk EBEEAMHEEREEZES.

30 MRBERERH, BIURT AD KB/ & E LA HER,
BMERRIATEZRRHEXNE—ANER. HERRE—DRE

17
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synuclein FjEEH, ABMEBHE, EHAE AD BERAKEDRE
HBEH &I (Lavedan C, 1998, Genome Res. 8(9) :871-80). WFH AR
W EXKIFA M RBERIEITHEMESTERR, BIFETURKZER
RGN TEMEAR RN RAYE, ZERA%ES ADRRKIAB LT
s FEMPURERPEARAZEBRHLL (Scherzinger E 2 A, 1999, PNAS
U.S.A. 96(8):4604-9),

B2RERMT —NHHER, JERERTR, RFREEAT]
g (FBD) MJREE, FBD 2 —FFERAEMEHERR, SEUCERIE
HFERGFIAT R R, 5 AD BTl EMl. XF FBD BE RELHIEM IRE A
10 JRAEHTHELST, KT —MIRA ABri BIMEFRIIK (Vidal %
N> 1999). 7EMRER biFeEf m i RE S~ —FLLIER Bri &H
BKMEH. M Bri EHMZ R Ruw B VIR ABri BRITER A ek
FABREAY. A\ HIXEPIS|/E FBD £F1EH R 2 T Th R RS FIEI R

FAB Mk
15 SEREBESSIIERINEEARNEAREBTRKER, BL
5 R RFMHERXPTARYEE T EMRE B EAAR, EmERER
FEEFIZERFTRERARE. i, MR TEESRER
FZIRERNXET (FREHBZRE), XHANFLR MR HERAER

T IR A SR
20 M, BERZEFMREA—MEREAN A F—F EARE S
BRI A R S /D (Schenk % A, 1999 1 WO
99/27944), TEF NFEAZ ) APP ZER R A /)N B DNA T JE R 58 70 3% 2 R
/N AD BEELRRIS T . BEENREE, MRS T B APP
C EBIFERTIERREER. XA/ RS R SR AP
25 EFEA APP B EHBEMNHEMERESTEN. EF—INTEH, —4
HEE/NRE 6 AR RS AR TREES, ELLANANKE. &
TUEERR D BB S HE RAL. 7 13 ARE, MBA/MR
FWRERK, S5 RKME 2~6%. HHR, HaZr/RERF EBRERER.
EEALEY, ZELEF —EHEHERNE 1L N, REFR
30 JEH. ST 7 NARIEE, Xt ERAREEEN RN SRR T
17 £, MEZEEER 18 MA RPN RARLEE NRAHL TRET 99

18
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%. FE—LNRE, —iEREENRAYERRE L BT EE
T. BRIENGBEANER, HE5RAIENRE N AERRY
H 2 A ISR T »
- FEFERE TR B AP HEATR—AVIER, Blin, Bl
s BEFEBBEMERN/SRESELE T ERERE, UREMHEY
MNRREIZ BT RIFES. WA, BT DRERARE AD f5aRE
B GZEIAE ML TARES, WRERSHETHNED), &
DERT R R U EN S DRETETRUNRR RN RN, B
—ANEEZEHEER, HAETE BT BRREENIR, EF
10 BEBRIFBER TR
HARF B RSB RRMkE. B, B R kAT 8
SEEAR T —Fh RS AT IR B B B ANRANEE. Fit, 7
e BT AMRB 2 BT, BEMRARNZ LR HNHE.
Ik, Schenk AR TAERTR, 40EA A ALK RN ARG
15 BARTEY RN BB AR ERAE RN, A TR R
TR LA RSB R D AR .

& HH
AR IR B RN LR RE B TR AR ERRES, W0 AD, &4
20 HTHARTT TS, ASMIERRER—NMUERRES N B4R, L
RIG—FXT AD MEEW RIEHRE BUTR R E % 7 F BBTRIT 77
%

KRR
25 X BPTHIR KRN — B AR EEMN R UMENERE BT
THRBERENEREAFERERRN, ZEAEEEREESREY
FRPEAPREB TR T . B, P AR58 5 5 K N B €0 ek
REH, BEHNEEETIRY T —FERE ML, & —H
WEMIEREPREAERNES. TR T XMEERHE, 2E
300 FTET. FESET BREM S IEARE B IR BRI .
Rk, fEE&EZMRERNEEAN, XRAT Ry,

19
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BREAR, BTHATRESREGNTE, BTEEELSIE TR
RRFABFENYREEE I RERE:
ELO—MBUEREA AL RRETFF, HOEWEH
TR, B, FZBGERRE 57 £ 2 IRE 5 s W R BT S
s BRTAERREIEREA - EZ K BUE, f/5
EO—MREHRE SR, ERERERRE B
FRPSINEME, HERERIRLY &ENY B A RBUTHRE
HF=AEZ Rk,
Rk, AxAEETERAR: D RAFERRALABE, FUR
10 HIMEMAE SRR, PK2) XMRAFETURMELA), %R0
RERS 518 T 2T S S5 1 ) e e SR B
ARG RBGERPRE A £ 2 SR B L R RIS EA 18T
KRB A B BIERUEERR B Sk R A &t B A K
K —&E 5.
15 AR A R Re = R R MR B IR B AP £ 2 K
KRR TT %, DRI S 2R B L E P 7 ik

B PE] 5% B
1 REERSREANTFEONEAEEEREHNRER, B
20 PHEEHZFEM B ASTAB FH, AB-43 (F C-100) Mk
MRz, AEH) EimA APP REE, HABREH ERERFURRERE
P2 F1 P30 #EUA BB AN BB FPEIE I APP F M. HEAES, BH
BIRKR APP 5575, NRXXARERE APP MRS, R E
EIAZE APP MEBIEEHE, REEERERE APP MRA S, K
25 AAXARFRIR PO HLRHEE, M NFAEER P2 HERER. L
SAERIN AB —42/43, LHREMBLIE—HEEIR C-100. “Abeta” 4%
FAB.

RIAFER
30 EX
THER AT A RE BRI ERBRE T RERT R e X

20
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R, DL AR B A AR SRR AT
EXE, WUERFEHORE “RRRES” 1 “RHENE
H” RRFR—AEEIHENEERT S TBF %, RHREETESE
FEEM NI RO A EF RN B 4, P SAEEmR B —
s FERR. ERREQBEEREBRSRESTEER, FEAEN
2R E AT ARG E AT 21T B BT BRI BN, TR B
— K RIBHEIRE 4 AR . — R, R RS R E R AL
70~120A (835 4k,
RE “BUEMREESEEE” AEHET S RIEHRES
10 FRYERNEK, SEREHIRYN—ES, 5EESBRY
BRI BRI —15 . b, BURHRESE4EE B sp
B APP A1 AB , {BESHE7EIX TR BB B B AT B R BRI E
PEAEE . EIX B RIS UM B R IRE A £ K.
EXE, “EWREAZIK” #EIRTFEE LEITHHBRY
15 REAFEEENEEBRFIINZIK, XPBUEhREAFEEEEk
BASHEHATY (REBERR, HEERNBREHRESTE
EALRAE KRN B ARAERTE) —Ek—  BuERES
P KA LR, BN BB R P A 2 R AR A 0 S R
MRS (RAB TS, —FAT AR ENIRE B 2 BT 85 B ATAE I APP).
0 ERBASGTHENEEEMERNBENREEFELEK, AaT
2P BB s R T AR A S Y A R R AN SRR —
B, HABEARBOHEEN. R, NUEEH, YNARE N
EWREAFEEZIK B, EEEETRNSIRERBRAERTIH
YIRDEE R REENRN . BaER, BRPREOFESKEBE
5 BEHEXHEAEEEOILY, TIEE RS ESITIR Y BT
WORE 7= LR S RS -
—F “BUEMRBEFESRIAMNY” R—HESTEL RS
M ESHERBENREAFELIK. XHSETUL, fl, %
—MBERRE A E SRS B — M E AR A RS £ (B, AW
0 RE B NRBRMEEMBREN —REWRE) WX, F/RE
B R A £ KRB RS R AR/ BB D/ SRER AR I

21
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K. WRETOEFELOBREPREEFEST, 25 FEMBR
WK 7 2 BT 8. IR BRI B B4 S AR
BEEATE, TRUFHMEELY, mEUBIRARSRE E R4
TR E A E S AR 5, BTGSeI A4k

s HZRKE CEES2ERY) ERERRNFEVCEH TR, .

RE4vEREE], T LA BARZE A AR A SRR BB 7 A 2 R G
BUERMY BB RRL) BB, U B ENRBER
KRB SRR B . ORI RS A HEAT S A B T 1
BN B A K P HI—EB 5>«

10 AITHERE LIk BIIE 2~10 MBI Kk 11~
100 MEEBBENERFET 100 MERBENLI. #H—5T
=z, WREEECEEAR, NESAE—MZIKNIREEDS T
U SAEFHM S, SRR S BRI N BT Y.
B 1 1 2 BT LR AR AL B R/ SRS A BT B

is RIE “T-WRELMB” R “T-Z0M07 45 T F T B0 B sie U oAk B2
R, TR IER A B S S R L S A A T IR R PR A
BhiEYE. AR, RIE “BMEMM” M “B-4IM” K EHubE T
He LA B B 40

RIE “TFHFI” 155 MEENE BRREENRIRE QHEE

0 BFEFISEB I — e A E D 3 ANERBSRN D
3 LRI .

ALPHARE “F” BERERT—AYFAL RIEEIL
¥, BIIAK. KRE, HRIE—A . R, HAREBRFIXH
SRR — A BEE, B R B IR S SR S B, B

25 RILIRASK BT IE RIS HPTE MEY B SR R MBI E

PEAE Bk, B, fnEREEAN R A BE R R BN A R

HEAE R, FT AL 6 E AR R R O B R PR 7 R 1 4 L

{FEE S LB I RS — M EMA T ITBOR B M IR B 74 £ Bk

AR S, SHARARLER, ALHNSYRE RERKNE

M. RIERBHYIRASHTY, WL |
EFRE “RHRBENEN TR EX 2RI EVHIERN TR

3

o
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EAESE KA MR E AR M B T M. IR LU JURSLSIZE: 2,
S o A T B B TR IR R 1 DA SR R R T 21 T
W, KT, HAELSIEERER (MERABMLTERAR) B
BIEMRES, URFGTRET SERMRE SR ROBUTHRE

s EREZR, WAEEA R RTEE RN,

FR HRER-BRERLE” RGBT
B RES BB, WE FEA TN AT EE AN
W, XFRIERENRIE LT REY, KPR EENARS
“ZiPE (pharmaccine) ” W% KHATERY (BN, —M A FIRTEL

0 KEEERENEROER), K%M “%YEH (pharmaccine) ”
SR, MBI EEL R AN K R R A
METRREIFUE, TIPAE IS RIS T R0 4 & WAL
RYPBEMESERAAEE,

RiE “GE2ENE” RALSTRAEEREN, B, REE

15 BASTIER B SSURETE XM AR, %eE RS AE
G 08 B S S B B B T L

R B NRE A SR EA R BT MRRN, XER
M R E B E S I E B R S I . XA B
WUAR, B, Bk E R S U I e R A AT A

20 BRI CHUEREAR), {ELE TE 4k N T T2 IF P 200 BT A BEAR S RO SRS
RENEHAESRERARERTI— RSN,

it “HBURRRE ARSI B ETRE i, TR
WIRE B 2B BN AT B B4R, TR
BT 3 5 R R et ot LB AR R e A S Bk e R s T R AAE

25 HEBRENYIBE AR BB & MATT R A R R AR BUR IR B A A 2 R
Bobk, BIAEN B & SRR — 8. TR, ShaiE R U
GBI R A 2R BATH 2, ARG TRS
S5 NEE SRS B R R R IR BT A 2R BB T2
,rl_;to

3 “ N T-N R HLIR B R (3R “HNE -3 B AR HTE B i )
E— /MBS TEASMANESY MO 4TFESHE— s
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PRI T- AL . ARBAERINE T-AEH R R EHER TR
B)” JURRER, Bl S — AP REd i 1% £ € MHC 2 FRISE
Ry EamPlRRER. CANEHREREFROXMEIY -
PURRER, KR THEXENHATHEDITIE. BN T-ARRRE

s RROR “ERT B T-ARPURREE. NEERR, AEREAR
B {5 P £ 4008 SR E B DB A S TT BRI B4 P 2, FTBE AT S, 1)
FER — RPN INE T-ARPURRER, 3 2) #l& L4
Ky, KB EPIEARRRRATIRRER. BN LERE,
AR T4 B HTIR ¥R 8 AR RS 0 B FE N A Rl I T- 41 b R v e 7%

10 EIANBESEATEMPURRER, DHUARREGEGN—Ha
Mo BRAGFERN, TRIAEZZEITH.

“ONE T HEBhME A RERURRER” ONE TWhURBRER) £—
5 11 & MHC 7 F 458 RIINE T-41 Pt R B i, HRe i 24385
II B MHC > FEE PR EH4M (APC) IR .

15 KR (B 53 FH “ThEeia” MeEREIZS T+, ARE
S—ME S F TR F SR BRI S . A8 H
B, WELBALTHNSFEE M EIRYFREERKTEEA
mo 2 FRIEE RS AT N RS B B v At 0 B T R EER, B
R WX £ H MR AR B M L SE M) B 1B O T B A AT, BAT

20 FUATRAEAE X #idn, B DL FHRELeq i R AR A BUE PR E B4
Z RS (2F THRFERITR), EXMERT, REE
BRESEE, FANBUENREATESKNEETRERFE
st

RiE “UE7” BRREZRERARRFPEER S L, B—FY)R

s BIRAEY: 1D HEAHRRERNPUIEERERARFRERMN, #
2) REwM, eaEifkRias N, siaigil, AEmS
MEBFPARBETRERN R RN, FRZREM] A SAT=E
AR RBE RN, {HARRAMERBESEMS]ERT AR B
5762 BT G % SR S % R

30 EXH, 4FH “SAER” AERRAL—FMIF—EEAG
YRR, KOS B L 2R o BRI 5B 5 T L5 4 e B 40 A 28 B AR
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BERKIER. WRETH/ LA FESH, AEESFRANMEES ALY
AT, BENESFIENTH S ARER. XL EEE T
Mt
“GIERERIRIBIER” 2% — MY RSy mA ST ZI L —
s MR, SRR AR R . SRR IOAER] (03
) BHRMAERENES . N GERENNE RERET 4
BRGM “BRRE” , ERERAARERNREE BN RE2
MAEH R FEMHLE BEF R SR RN
VR TR R SE M T
10 AR, FIVEA R B 7 oh 10 G i JB B BUR M IR B = 2 ik
MNEMEISTF, HPESIRMREATESIRNEERTF TR /D5
FE— AR, FAMMERKE I THRENBUEREAELZIRK A
YA 2 AT TR RONLS, B0, XTI BLLARLARS2HES) 2 P BTR
GERTUNEN, HhABAER AR WABSH AR TRESTFIIME
15 BT TR, MBS, NGRS FARHRIER 5 b R X #
BHRBUER R B AR E L RN RS, I — B R T X B
WPRER 71 £ IR B B AR 2RO BEDT, A eI .
E£%X (FF Dalum I Z A, 1996, J. Immunol. 157:4796-4808 &)
T2 IE B AN b AR B A7 ZE VS 7E A0 8 5 48 S R Bk EBL 4 PR AR ) B 4
20 HH. AWM, ATHEXE B-HREMAREEFAESHXBAEARE
RSB, FEESR A A 4 R F R TS B9 A0 (T4 B ER T
WMELHD MBI, EEBHRTARLXMER, FALHTEEH®
pE (APC) B, T-WE4MEE AN RARE BAEFEAR T-4EH
BREE. R, BEEAGES LRE— “SNEM” RS (EE
25 /AN ZEEEFRBE), RAAMNERS B T-40 i — B3R 5] APC
(4, FFEARTREZAM) FANETUR R EBABIE. EBIRAIEG
WK EAEES LB SHEREENEZEE B-REAR (E1HER
APC) HEHIE AL, HBEE 2MIINE T-HHPUE T, BEm
Tk L0 OB SR AL R BIX L B R Y 2 L BV B 4 LA 40 BB BRI 7
30 HTXEZTRE Bk B4Rk 5B 2 ik E AR RHUR gk
EERN, BEFREUFETFRASHKPHIREREE, ARIESET
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— NSRBI EEEETXRNOTE. B2, T-HEARRES
LM BB EERE T — A SR ANERUE — R T S R MR
B, T#sE EREBANRERERNTEEME RRAN. HHTR,
FS T 88055 REM B SHUER XUR B HIHUE.

5 A AR, B 40 LG 1 5 0 Bk DA S BEL T I AT SR B T 0
F, BERKE, BT LA

EHBA—AINE T-E b E R, R/

EHOGA—AE—HS, THATEEHNSTSRINRE

B4 (APC), /=%

BEHOGA—AERS, THIERERS, F/K

BELRA—ANEZHS, EHIEHHBIRIRE B 2
2 S R TR

SRTT, AT S48 U5 (O AT I 24 R B B M R BB B P AR 2 ik
b B 4G Bk L0 BB e AR A SRR Sy, R iR T B

15 X RR4FHIRA.

E—AMRIE R STGI, W (NG TSR R e B
FERINGE—. BEORESES) BAENBBRIELNHEA. XE
BRERTAER BBUEHRE A E S I — B EERRERSIN, R
B—RAEMEERTS], B DR LEHE P 2 SR A f i eh

20 AHE,

— R ) T 38 ) S A 7 P B SRR A T/ B0 R A/ S0 4
/SRR (ELTTIE 4 VRS & R VRS R — Bk
R R F AP AR S B AR o 25 ST — AN B4R 16 RO PR 2
£ WO 95/05849 SR A, TATF T —ASELA E4E E M

25 WIRETT T EBERENTE, KPR EERFFREN SR
HBFHENL, SAEEBRTISHE —AMNEREREN T-ARHE
RENE, TIRBRRE T UM BB AR RANELEN. KT, %
FARBKEL, WREH GEA. R, SURSREUR) P& T 4MNE
T-M B LR e R R R T SRR R B o S kR B0 B

0 ESENEABEREHT. BE, A THEARSNAERNEBAN
2, RS T P RS BUR IR E B 724 2 R B AT R

10
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THRSFR#ER T EAEH—BRERN S FHEY: (MOD) . (amyloi
der) ot (MOD,) o2 (amyloides) npe++++ (MODy) o (amyloide,) u (I)

H amyloid., —amyloida & x NMEBIEH REBFEZ IR FF

IH B-AEIR R ERE, EAIM AR SAME, TEFESRASE

s AMEMIZE, x B—=3 BEE, nl-nx 2 x BH =0 (BH—I=1),
MOD,~MOD, 2 {R4F ) B~ EHUE BRI M x AMEHE, sl-sx £ x
BH =0 (WMRE amyloid. FHIFEEFSFAME, MEDS—A=1),
B, BREFENEEHRAERE LR—REIIGRAR, FARKER
VE T ST BUR IR 175 4 2 BB 44 7 51 10 B e 26 B0 J BB (18

10 . T&, EMbRiEwmERNERIERNBIEREATESIREN

- WAFFEMREASMGREEEARANFERFEEREENLER
N HIE R AR eI B e REL =L BB ALK EYT.

THMENARYE— AN EIERA, B3NN, REPESER

REBWFFIIN B-ARTBERERA TR SR EETH R

15 SMMEY), HPEMREDBZEIMEL KA. B R R
REEHPURRERRIERE, FRIETAFESHEEREETERA
MR NP, BT AR e R A R A MA T E NI IRE S
MBI RERN. J NN, fJLUEBREEBEMREATAS
JRTIEEMPIRE . FEXEERT, 6, #REBuEiiRERlr

20 AZRIURREBNAEERITH, Kb SXusueREAEE
Z RN AR AR RAT AR BEE, NRBE T HAINE.

WX B FrRARE), REF B-4 PR R E R LT B E B R EF
ZEMPYERN B AINEEN, TUELATERE. —FER B
H&E—MEENBEMREATAES RN Z REIILE (nERF 4]

25 HHIPULE), RJEAHIE RN —F B F 7= £ KB E A RIS
] (UnfEF S ELASA #). B S5BURMRE A5~ 4 L Ik Hn & R #E
RNEEREmME G —HA RSB REATEL KA
FRIFMEEUREH, MERAESXFRMELEFERRNE (B
IR R BZERFRERE)D FIRLIBOANRRE T RIG B-A PR R E

30 EEISEEERS . :

AR, AR — N S5BUEMREAFE IR LM TTR

27
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SRR R B ST BRI, FFRE— AR, HTERE LT
e, ST 1B REESE STk EHRER, f12) &
FETE 8545 O = O FL B B AR L

SR, SR AT BUR R R R A S IR A R

s R (BE LR WSEEH, 8IS D& KRBT B
=M. =TT LU X~ AT TR RSE SR (R )
SR B R MR . IR A I — 5 B — R R FAT L
WE R IRE, HRBENEEMLERIEIK (77 X847
S EERLSALOZIE, MR BERL SR/ ZEE) LR

0 EHFNREEHHEREE. R, BAEE X-LATHA/ MR LK
BEWHSIE, BEOE 6 D ASET R MRS AR R
G HIE E BT

AR B — MU R ST R GIRF T SUR R B B 2 AKE B
MPERBEREEN S BERHER (MHTR I, HPESE—) B4

15 BRI E ). HARTT LUE SRS, fEi
B HEIE S BUERR B AR A S SIS Sk, K oA
A22 HEH, RELEEL—EBRE SRR SAXEITEHE
5. SAKHEMRIEE D> —/NEH ) B-W B LR e R/
— AL E RN . XA R R E RS B R R s

20 TEAUH /N AN B IR R 7 A 2 B PR VR S 4 I A B

.

1 EEREIN, SNE T-41IRHUR B SR R AT LB S AT
—AEEBOBEA. T BRBBURTTRR. 4R, —BBRTS
SAEREBRFIIPEE— MO B — AR TR R

25 EHDIRMEARIUR, EERINESHNE, YRMYHHER
SEAN (APC) ALHT I 7= A5 A IE S B A 3k T8 M IR e
CEHINTE APC R LA 11 &Y MHC 479 . Bk, R EBIENREH
P % BRI BB 5 0058 4 AL B S8 JLAMBATZESNE To FUBE SR
BRI BRI, MASNE T HUE e ST LU i R

30 AL VRIN. BRIV R R A ANE SR e S A R
TISEH. BARER, NUOELBEARBARA—ZEY T ERE
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PR TE A K BRI B .

KEBRFEN. K& BRERNNEE, RIEREZED> 24, W 3,
4, 5. 6+ 7+ 8+ 94 10, 11. 12, 13, 14. 15, 16, 17. 18, 19, 20
25 NMEERFEAN B ek, s P ImEmg, SER

s AL B BSnEiEkR I E Al 150 4, Wik % 100, &% 90,
B % 80 RIEE 70, $AREN IR, A SRRSRIRII S B8
it 60, 45502 B AN 50 2 40. BUEFKEHE AL T 30.
FETRERRN, NHERD, HBINHEYEMEZIEARN,
XL H K KET 150,

10 IR AR LS A E BT S AZE D — A INERR R BH T-4
FFT R Y B SR E M. BT DABEAR, T—20 B R 5 AR I S A K
FROT s FE. MXBEFAN, RiE “QBERHA” FRbhIEE
TR AME/ BEAR R = E— B E R R, {BAAT AL
B, FE— MM/ BHE P R AERHN T-A PR R EES—EER—

15 FEREFB—INEPEERERE, RECEBAEFEDS MHC-1I 4
FLE. B, WTFARBRBR, —NMaEhim T-4RiiRRE
B R 24 IR DS RO R A T- A B T- AR R R E K.
R, GENHE T-AEPRREHERE —MNEH R, BIARES
FEEAL, EIMEREALRIHE A MC II BoFEEE—E&.

20 FH—ANEER AL T-AMRFR L E R MIC R & —kH,
FARFETE T-40 B0 R v sE F 2 MHC BRI, ENMIRR T- BB R v
BRI E — 11 B MHC 4 FIERFRMLE S IREKEF
XEERER, ERSBHEIEAT, MA—MERHN T-HRiR RS
BENER T BHEPERMREE RS, BE TR, TEFED

25 BER—ASTFHEBEELH T-ARFRRER, SAEEH, &
—ANZ R E, EPHTtRBREREAFESKNEZRE,
TR S AR T-40 PR ok 2 AR B B [RI T AR B X 1

WA T-40 M i MHC FREIRSE &R (BIn7E s B m sl
Y B RN R R MHC B BB T ), A% % 1 s 7 e B A
30 AHTLUES R R A AE:

n
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Lroputation=1—T1 (1-p,) (I1)
=1
Hp p, REEEFIEE B P AERE 1 MNE T-ARPUR R E
KA R NE FMZE, n 2B TINE T-A PR L I B3
s BH. T&, &3 MNE T-4 bR R E R E R ER T 2 0E
0.8+ 0.7 A1 0.6 BIR AR, 7t
1—0.2X0.3X0.4=0.976
B, #4EH Y 97. 6 % M EL 12 L RSN MHC-1T A FHIXPEE KR
10 EEEIA XA R T B 40 5T AR MHC BR#ITF XA KEHRIFE L.
R, HlamFENRALS HLA-DR %547 25K DR1. DR3. DRS5 1 DR7 4whd i)
NMHC-11 43 F&&, MARXNMRER Mt SHAEBE4H D JuRME
FPUR (HLA-DR) {1 EF ISR MHC-11 4 F 4 & R ETE
FEARSER 100% HI B 5. FEFEEH, B E /IS4 DR3 FlDRS, ¥
15 SHEACKER ARG B SR . WRAERIEEES T-AEPR e E
PR MHC PREIVFERE RN, — MR 78 o= R RHA 7 BT LA
A TR A R E:
3
Fropuracio=1~T1 (1= & ) (I11)
20 71

—H & B YwhY MHC 43 [ 5507 B R B A5 R B o R AR SR B
B, MHC 4 FS5EEPRER— T-ARRRREELEEFET 3
ANEMMANEEMETUR (HLA) A28 (DP. DR F1 DQ) HEIEE J 4N
25 SERs L, BEEFEWA MHC 4 PR IRAIEETRHEA T-ARTURRE
%, H/5H#2E8 (DP. DR 1 DQ) FIFR—RE, NENRELSHITIAR
PRI RIS 6 R B AR B B BT R, I & & F & s
AREREARN 1T PR pAEBIHNKER pAE:
-3
30 m=1-TI(1- v )* (IV)
71

30



01805360. 2 oM P EE21/5TH)

—HH v, RIS MHC 2 F I 2 R AR Bk b & AR AR
RILEF, MHC 4 FEREFHE i A T-ARNEREEESHFET 3
ANCAIR) HLA A7 &0 (DP. DR FADQ) HHIEE j 4. XERERER 1—
PirE fresinn = (D ps) / (1-p) WIRNIRE, FEik, Az 111 7TLLFAEL

5 ANV
3 ' n
Broputneio= 1= L (1= g )4+ (1 =TI (1~ Fruciauars) ) W)
F1 =1

10
—— R, HFRE 1 — ] ena— TR 0. N YEZH,
ARV HFEE IR R ER DL BRI R EALH T BAEEEE.
BRI, 7EEBESAKLPITH T-Ai AR RN, EENE
BFEFIRE A RZPUR R BRI TE AR 1D BRPstE PR %
15 EFRKIRNAZE, 2) MHC FREIEHE, F13) MHKEMEEEATRINE.
B L RARFERN B T-ARNERER, ENE— Y
FRERS R R MEP R EN, XEHRESAEES, A
MR TER—EEH T RTER RS A RLLY).
RIEARE, BEMPURFEZ] LERRFENA T-AHR
20 RER, WRBHEHGXNEFER (W0 P2 M P30 HIRRERE). ABEE.
FRIRBMETE (HA) M P. falciparum CS HFURMPURFER. |
EREE, BELHE TWEHERAN T-ARFURREE. il
R OEME T 5 K5 HAR HLA-DR 47 ZEE 4451 HLA-DR 43
THERIK, XEHEF AR NIER KNP F K T-40H
25 PURRERE. UBETEXMPITRNTEREE, ST
HhSESCHk: WO 98/23635 (Frazer TH A, HitB B2 K%¥);
Southwood S % A, 1998, J.Immunol.160:3363-3373:Sinigaglia F
ZF N, 1998, Nature 336:778-780;Chicz RM £ A, 1993, J.Exp.Med
178:27-47;Hammer J %f A, 1993, Cell 74:197-203;F1Falk KZ A,
30 1994, Immunogenetics 39:230-242. /5 MSCEAtLEE & HLA-DQ F0

—-DP FEdk. FrE FI7EIX 5 RO MBUR R e BIEA ERERRHHH
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RAPLUR R E R RIE S XY, 5XUHRREZLE SLRBEE
(EF) MPRRERB LMk,
e, PURREKA AR LA KE 4 11 & MHC 2 FHIfE
AL T-HRIURREE. FEARLF, WO 95/07707 FUAHMN i 3L
5 Alexander J 2 A, 1994, Immunity 1:751-761 CEPRANA FFICHRIT L
S RICGH T I 7R ES DR HLEBOEMAK ( “PADRE” ) £3IA
FRER R AR AN AT R R ERIREE . MYERD], FEiXEC
EH TR 2 HH 3 PADRE AKTE C—F N—Rim#E 7 D-EER, ikE
FERBANPEEE. R, XXPNFEEBNEBAMRKIIRR
10 SER, EABHRBIEREAFTEZSKK—Ha, AN SMEAE
APC HIVSER RIS F B 1 fR, BB (T2 2387 MHC-1T 4 FalE W,
Rk, fE4R B MPURREREN BN D-EEBREASFIH.
— MEF RIS PADRE LR B AKFVAAWTLKAAA &ML 75 & B
HAeZEERNFF5. EMEEREFRE MHC REISMHEIPTURRE
15 FREUER T-HARPUREER, NEAFET AR A EEH LY
. XFHEEVR A PUR RN A T AT R A B R B R S, %
SR AT — A B — A OB IR BB 75 A S Tk B e B
YR RE RS
m bR, MBURSREATAESKNEMRT LERESANEE
20 HIBURMIRE AR E LIRS W E APC 2 B-H B M S —E54 . f
o, HE—ERS AL Bk B4 MR R R T PUR EL APC R EHL
RS RS AT . BEXMERHRATRESSH M. 4
U, Z%ES ] ALRTE Bk B4 HER APC EBA SZSEKBKILEY (n
HEREHSHZEE . TiEFh, E28OTUE—EHE. FRib
25 HB| APC Btk 40 bR 4 F RO BUAs A B AT DA AR — 3 4
(RMEAF 0T LLEFI I E W40 R iz 40 B i) FCy 3244, 0 Fe v RI,
B IR BT e R R E ARG CD40 B CTLA-4) . N HERF,
BT X Le 265 5 B 1 B 1) 4 F B AT LA R AR R R — 884, 2B T H.
VBB IEHBUE R R E AF=E 2 kS B 3 2R R L3RR
30 RBERMNERNEESAAY, B EEDRE LERANREEER
KB _ BT EBREARERAEREVINE KT, XFHE _IIH

32



01805360. 2 oo P E23/5TH

FLAY S B4 MR F R RVR R R BB RS, REBERH S
ARAFEANESNAREFEFSHEEAREEASYT1E
MERIZE, BI, Bl TINE v (IFN-y). ANZE 1 (IL-1D. ANE 2
(IL-2)s BAE 4 (IL-4). ANE 6 (IL-6). BNE 12 (IL-12).
5 HAMNE 13 (IL-13). ANZE 15 (IL-15) FURI4H i — B W40 B sE 75 )
BET (GU-CSP); TikiEth, GMETH T HITIASESA AR LES
W . RTNAXMAEEAEAGERYRSE T RS,
BEAKH, AEEZHIMESHNIKRTEBS S F a9 AT LA
J& HSP70. HSP90. HSC70. GRP94 (iR gp96, £F Wearsch PA &
10 A, 1998, Biochemistry 37:5709-19) #1 CRT (&5MEH).
AIEEH, BZHMAAUE—INER, UEMFREBRZE (LLO) .
FE A FIRAIR BB E. FE 0 BHTEATAEY W MDP (FUEERE —REK) .
CFA (584 35 QA7) Fnifg 588 — B TDM A0 TDE 4 A SR 7] #e:
KRN —ANEELHEG E SN —MEEEERIBSEmRES
15 FAELZRKEBIGCERZNBE=ZHMITREE. AFEEF/LIMRER
HREE. Flin, D04 KEIBIEAEE B OspA F KITRIE I AR (L4 AT LA
WHRRME LIk (2F, W W096/40718) —F KL EE R
HBERIEESE R, © B 2 IR0 8550 45 40 BRI AZ O F0 ZAZ 0 FR 58
HEZSFRIHER S, AT SHREEREIIN. Eitk, AR&AER
20 IEMISEHIBR R S ERM AR RS (N EREE. NEEE.
. FME-FME. BEBETVEESEYM N-EE W R
B AT, fFRRRANEELSERNE AP XF IS AN
HEEE, ANFENHORARTFENESFIWEN BB R
BEFEZ KBSk E. B—ArTaet 2N A AMEREF C3 19 C3d fr
25 EREL C3 KH (£%F Dempsey Z A, 1996, Science 271, 348-350 1 Lou
& Kohler, 1998, Nature Biotechnology 16, 458-462).
SEEBUERREAFESKNEESRRERX NS (WE
B2 AN B REE| SRR A K R — A Al LR R BUE
WREAFESIKEMRER. FFIISHZRREILNEEREIE ST
30 ko Biltn, ATUMER 2 ERY, MERERERRKILEY), SEHIW Lees
A ZE AN, 1994, Vaccine 12:1160-1166; Lees A £ A, 1990,]J
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Immunol. 145:3594-3600, 1B H B H BRELEFTHMBERE. X
BRI KBFERN L eI SBRES AR AREBRET . 1545
MEARS FIEAFLINE RS (KLH). BERBEE. AmRHEENE
MmEHEEA (BSA) H2EME R NEBRES .

5 B IEAPRE A E L2 M BB R WKL SN Z REREY
LRI SRS, W RN ES—HBIERREE ALK, MED
—Fh BB E R L REREAY ERSNE T—HBh 4 ladi R e i& (B 4H
B T—HBARNRREERSBUEREETEZMHEME, M4
EREREABBETFHEEEREGY L. i, LT\ HBIEMRE

10 HAFEZIKXFLES B-41fH R e R S AR B A e, XA SE
1] 72 B A3 ) —— R O b 7 2 — P AR B B4 S 52 SR 1 0] o 3R AR P e
PUR R EEZ NN ER BTV .

AR R, SNE T— B bt R e R 5 B R E B = E

(%) BRHEE RKSEBERK, 2B D IEERME. hrEfX

15 PERIRKER, BD APC HEEMEEIUESWRIN AEEEY), FEERMINE T
—MMEPLR R e R RIS 11 & MHC BRI A .

SEHLKRI MBS (BEE BRI E B 2 Ik XU SMEUR R E %D
MI— N HIERA tresyl EHBE—MEAWEZRERSY,; Hlnad
RET WO 00/05316 F1 US 5, 874, 469 (TEMLIC R A S CHER) BTk

20 MIHIE tresyl (LIS HE, FHE ST REB=EZ A RAESR
[ AR BB AR A AR & 1 T— AR R E B A . BRI &
BLZRERESYET (WHEREET), BuekREQTESIMINE
T— AT ERRERUE RS e R ANES S EERL L. W
REE, BATaE4 B RE A4 ZRURPER N-oRig— &2

25 DIAMNTE TR ENEE, REBEINERTIKS tresyl ALERER
SMEE, HEXEZRESVHET. BHFEN—MEREERER T T
TR SE e

R R WO 00/05316 F1 US 5, 874, 469 2 HI/K L 50
F, MEAREBRKZES FRERETRER, HEESHEMSIKERE —

30 MEHRBEEY—REIESHEELRAERFANLE, BEANEE
THEANBEH, BEESEEYNREBRTITRME, HEBEURK APC
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10

15

20

25

30

BRG] S FIEEARFAL. N X PR R 4 B 7 VA 7R SE ) P R Al
o

BN REEEZRTEFEFI NSRRI EE B E:
a) (R CANRI AT B~ PR PR EFE, b) IRFEWNRLE W, o) # &
B-AMu PR E R HIME “RAEMB” %, Tiewf, wER,
ik — A DA REAEEAT T-40 3B sk 2 A B M EUR R IR
HESESTFRMAABTSM.

HTAKBABRMMIERLHEGY RN A8 BT, FHibRki L
WTISHBIEREAFEZKRAN AB 2k, RGP, 3L
EHRABIEMREAFTFEZKEEHEL—MHERARKEHS
BINE Tu LR B R EZERL 7578 SEQ ID NO: 2 FERARZED—IE
RERFFImEE. BmMPBueriRERAER APP 1 AB H{LdE LA
Bt S~ TE 19, LLP2 1 P30 JLRHREHEAG . XML AR
() B A JoR BB TR SE 5 R R AR I R

FEERH, S SEQ ID NO:2 IS T (H5E¥#K) KERT
F|A]#E SEQ ID NO:2 FRMEMIHERLFA. B, SAFRE 1-770
RERNEM—AN2Z )G, BRIEHTE SEQ ID NO:2 I T HARfIEE
B2 J5: 671, 672, 673, 674, 675, 676, 677, 678, 679, 680, 681,
682, 683, 684, 685, 686, 687, 688, 689, 690, 691, 692, 693,
694, 695, 696, 697, 698, 699, 700, 701, 702, 703, 704, 705,
706, 707, 708, 709, 710, 711, 712, 713 #1714, XA 5K 1—671
HEMPT—ERATHME 715-770 FEBWE—ERLSEWHES. i
—35, YN FHERERE, SEQ ID NO:2 i) T FI & R ) — A4 5
&S NTTHMIBR: 671, 672, 673, 674, 675, 676, 677, 678, 679,
680, 681, 682, 683, 684, 685, 686, 687, 688, 689, 690, 691,
692, 693, 694, 695, 696, 697, 698, 699, 700, 701, 702, 703,
704, 705, 706, 707, 708, 709, 710, 711, 712, 713 F 714.

ek RE B A 2 RS BUe b R E B = A £ IR E T

LBEMREATAS KBS RESEZRKELS
hEN B R 2B RSP RERFR, FIKEIE T BRI — K
NARIRE,
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& BRI FIAE 25 T R 20 B 58 T 1 #1258 D A AU B B, T
EEEF 4,608, 251; 4,601,903; 4,599,231;4, 599, 230;4, 596, 792;
A 4,578, 770 FrEEGIEER, FEHETICRASHE IR, A, X
TP T ) 2% B RT VR S VB AR VA VR B AT DA 2 & B T
s RIERRELRIREAER AT REERA. SIRGT LRI . EEek
B RSB 525 TR M B 5 S R RA R AER . &
SRR, B, K. k. BEE. W, ZESEELUY,
UKREMNPIEED. i, mERE, BHEAIFEROERBY W
EEA I pH EFIBE IR T S RAER; SF T EER
10 BIFEHIHR,
EHEE A RINERR, FlmEdET . FR. EET. &
BERBAARES . SAEEHRATN AN T8RN, EXLE
B TAHOR. OfE. & BEEA. BER. 7. GRS, FiE
MMAEC . STFRF, FRPMEFMEETaEN W, Rk
15 ZEEEHMWM=E; XFERATHE 0.5%~10%, ik 1—-2%FEHER
SHNREYHIR. ORE T EFREXFEENREN WS AEH &R,
LB, . FEIREE. MR, 4R, mBES. XEHEYE
DAEE. BB A DA RE. FEBESIFERAENR, HFHa
A 10—95%, RIE 25— T0% FvEHERS . X TORES, EALEEE
20 A ARERERGT RS (BE—ATREREERS).
LKA R A B . ST I S AR N R
(5B EEELR, ERESTIBRURREBRE KN, E5F
VBRI Z.B . B, BEAR. RIRERAKN. SFERERRNE
WA LARTAE B TR . 1. 8. SEEBNEE, DX ER
25 BHHRWRRE. =Bk, 2—2RECE. 48R, Y8 KE%,
BEHUGERNELTRARER, DBSERTBRATELE
MRFEER. EATHEFBRTERITHNS, 8%, flniMEs
BERERITRERNGEIURAFRENDEE. EEHNANEEHE
KBRS E T IE RS BIKE, RERTERE KL 0. Lu g~
30 2,000n g (BMFEREA 1—10mg WEMBEERE), WKL 0.5ug~
1,000n g FIVERE, MIEATEEM 1ug B 5000 g, REFIRKL 10ug
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2] 100w g WVEE . 1&E&HIPILE AR ES 77 R AT LLZRH,
EUFFIRE S EEEMSH e A I RE.
NARTRFT ZZWE . EfE RS TR 75
Ao XA DA B A2 B [ R Rl o BRAE 3 2 B AT BRI ik
s HEXDOAREA, BUREENSRFA#TIERERE. REHH
BHEBTHANRR, FARE2EME SR AHUE A TS
BE L L R R UE— MR E R, Xt FEeR
CEK, MREEHE-SEE —MEFYI T SIG 58 %% R
CSEA SMREEEERAERNAE. —ROREMAEAR T
10  “The Theory and Practical Application of Adjuvants” (4EFH
FISFISZFRMN ) , 1995, Duncan E. S. Stewart—Tull (4%%8) , John Wiley
& Sons Ltd, ISBN 0-471-95170-6, 4 LF “Vaccines: New Generation
Immunological Adjuvants” (JE B : ¥ — R B & FEF ), 1995,
Gregoriadis G % A (4% % ), Plenum Press,New York, ISBN
15 0-306-45283-9, PiE HTEUE H A S HE LK.
45 AL L Y F — > B2 B8 N A 1B X B AR BT IR 1 B B 32 1
e, T L, EREWISERREE A S K RAE B
PEMRASFIEOT, XELFER. E&EFIRIER G A -
SRR RERTEFMER, AREF. ST ERTEY;
20 WET: BeY: BANERER: 28 REBAKESEMR (ISCOM
FJ); BURL; DDA; 48445, DNAER: v —%HE; REEF. BENY
FEEE, LEAMEWRAERUYTHTE —. FRNE=2H1L
EARAH, B REATER FA R B E R LB E.
VeI N B H , 48 an S &AL EE BB ER (42 )50, B L 0. 05~
25 0. 1% MERERATA, BL 0. 25 % i F B S & BUER & WK ALY
B (W Carbopol D, EIUWEIEE N 70° F| 101°C. a4 30
R 2 e HUE IR E RPN E L, B A BGHEEE 2 T REK
RAEXERERY, WALMERESSEEOBLAERDE (Fab FED
MRNEESIHER L, SHEMAMM/MEFERES RAEFER
30 WERBBSEBSEN, AEEE EEZAMEAn — S EE
FMEREE (Aracel A) HHLM, HEH 20% 2% Bk (Fluosol-DA)
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WA WAL S A EEN IFA RS
T IRAR B, DDA R HEN+/\E4) 7 DNA F1 v — 34—
HRESARTENEAEESE, MH, BREESMAZEER LK
quillaja a0 QuilA A1 QS21 [&] RIBI —RE24 A KR, #H—55H
s AIREMERIREBEELAE R A (MPL). LTEIRFN C3 1 C3d. FNpEERE—
Ak (MDP)., |
S AE A SR BT ERER, FEiig AR B As RAEGEH 2
PRIEH
REWREAERE (ISCOM FE ) EHMHE IR AR B RE
10 IEFE, AR SERIILEERIRES DIFTUR 2H MM 11 £ MHC &
K. ISCOM ZERHR B Quillaja EEEW) (REFEMMEH) BR (=
WRNEY). BEBE. MBEfEdm. £5REREQENN, B3
RURLIR SIS ED 2 2400 ISOCM Jikr, H 2 L EE it & 60-70
% , MHEREMNBEREUEEN TS 10-15%, EHUEEKL S 10-15
15 %o AXREBEBURE AR BFI R B985 AT LU 6 in _E R 2
MAREFNBHEF BRI, TH, Morein B % A, 1995,
Clin. Immunother. 3:461-475 AKX Barr IG 1 Mitchell GF, 1996,
Immuno. and Cell Biol.74:8-25 (FEME I HSHECHR) RA T 4
HTEERBEHRESYNERES. |
20 HNEEXRER (FEik, BRMEND REEFIER L
FENH Gosselin A 1992 FE#BMH AR (EMEIHFAHBETHR).
B, AR ATUR AN SR LUEDK ZI R SR A R R/ E
WA ) Fe vy ZAERIPUE (BPURESTMERAR) 4E8TMERE
o PURAPT Fe v RI AIMHRBEY OE Bon R T U B BEM A
25 HRIKGRZERME.
HErTRett & F A FHR B M MA@y R (A4 RE
) EABIRMPREREZ KN EHERE R P E— T2 3o iRk
H. EX—HL, AREFHERESFIMESE 1:C AT HEH.
EEW RN ENTEDES: RERB K. T2 KRER. RIBI,
30 NI EERE WS n TDM A0 TDE.
& A B S R R R FE B : CD40 BLAEFN CD40 HURE Har Rt ) 45
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FRB (BF EEERD. HERE. Fab FE. F1CTLA-4,
EERREMENER: BKCEDWMERE. PEG. e HE
REEMH TN BREREEY: MRADERIAIR.
EH H— M NEBRRTRERMNE A RXBE—D “ERME

s &7 (VN (—MEHEMAFKE, B ImunoTherapy AT F K, 360
Lexington Avenue, New Ydrk, NY 10017-6501) = a &%y R (A%
FEERNMA B ZEZNBENEHE TRELEEE—E) . VIN (—
MREREKE) BUMELENSEWMIIGE. ZEFTHEA VN AT —
MR AR E T S B LA T E S R ER AL, T-F0 B-41

10 MUATURZSE 0 MTGEN ERAE S R, 8B JESALHEER VLN
MEZAERN. 2L8R, BN VLN B, &K H50E K505 RN T
FENLHBIURKNERD T, BHA VLN S Ef B8 aRhi e
FIRBIAEGERIE Ribi AR RBEAE R . BB RE M E AT
Gelber C %N, 1998 £, “Elicitation of Robust Cellular and

15 Humoral Immune Responses to Small Amounts of Immunogens Using
a Novel Medical Device Designated the Virtual Lymph Node” ( H
—™ i 42 R REFUA UK 2L 45 )3 B PR 3 B R S /N B A 9% R I B DR 4T T
R R N) F, W: “From the Laboratory to the Clinic, Book
of Abstracts” (MWSERZEZFIRK, WEH), 19984 10 § 12—15 H,

20 Seascape Resort, Aptos, California” .

, B B HIF B 2R R 2150 T B8 AT 8GN 28 A PR 1Y 4 5% SR
M, TR A R B 5 — MRS RS G . R RR SR A
Y. BB BOKASYIEIEE A H A BRI RER, sE Rk
CARAN B U A B 4 BT 38 BURL

25 CAZR & 40 0 ZE R B P8ORE SE 481 /2 L PLGA 0 PVP 9 ZERA ) AL (Gupta,
R.K.SFEN, 1998), HoREWMPURIKRGEE— N EEFRF . BERCA
Z=Bib B FURL T 4 R A B PR IR T BRI RS R ARL (BB B R )
(Pietrobon, P. J. 1995) . BR/KAL-&H) 4 HEAti 050N #8 B b & S ]
EARRRKA S AR, Bl 2Bt RS 5. mAKLEIRPUR

30 USHTREWERAAUN S RBFMIRFEETR S (Kas, H.S. %A
1997).
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{50 1 970 40 MO R TR % B R TR s . RGBS
R P O RAB I TR BR, B P A — BT B
kL (York, P. 1999 & Shekunov, B. %A, 1999),

WS H R ML T 1—6 K, BIne BEXFR 1 i ME— 4

s 5T 1. 24 3. 4. 5. B 6 k. CELHEBMER, @it HEEARBL
YEH B A TR SR R R R B AN, FlkesREEE s
S I B R R 17 2 2 R SR A MR B BUR R BB 72 2 R

B TR R, TR IR RO BT ] — 22 R AR [ o
Gl RN, [, AR R B AT AL LR R IR B £ Tk DA i 4

0 ERN, BEE FEHXINE T-E R R EES AR
AT AERF SRS FZ I, HR a2 R .

R T ASE 3—20 MOREIR. BIREREmINEE, W3
— 10 ARSI
A S |

Is VB 2 LB LUK SR A0S B M R O TT B RT3, R R
GREHETRY “BBMeB/Em” . BIEaR/Ef” M “EHEaEkE
7 )34 T VS RS (A .

ok, FERMEE A, MR R E S AP P

 EZFIBTERERI IR (oLl T LU R B AR BT 2R P B

20 WHREEFESI). 5, AEEGERAAET SRS
B. B, BTRBEMKEREM /MM AELRE U SRR
MREFY, TERERAFYRENTIRETRE, X QAT
MIER T REBESN, Fh, Wik, EG B yUE st
— AN B RGBS T, I H BT B b E e

25 REEN TR CEYD AT (UBAKLE. ER. BEZ) &
SRR, BRI, 4 T B SRR 0 S R A 7 0 3 e T
DURAEE EER, X — EOE IS 37 R AT R b LM

F, A& FAH—MUGSHEE A, BB REEEINEIED
REAFEZKNZREAS AR, 30 HEESAKRKAREK

0 REE, TENEBEHNBIRNREAFESKERL AL RS,
EMSTHBIT, SANEBREEHE DNA, RBRTUR: BE
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DNA, SirEafTek o7 AE FRBCRL A DNA, ZEfiERik-h S/ DNA, A
FEERTEART I DNA, SHELEHE QSRS REMK DNA, 5—AME
[f] B HER 2 RECAEL A DNA, 545U RFIECE R DNA, S5— M5k
o> FREA 1 DNA, B 7E R -S4 (1 DNA, JI7E PLGA (B 75 W0 98/31398
5 FRBRKMEAHEA) PERERRRSM LB ST, MS5ERR
1 i) DNA. ZEASCHER S, JLVPE 5SS Ei NGRS
KEEEYIEAT DNA BHEHE . Eilt, XEAGKTEEEUE
R R E PRI, MUBENDTE, EHTFEERBRRE
Fe b AR A B R
10 *F EH MR RZRU S ERNS A TR,
WA N A TARAMZEREY, B EETEXTLIERE 225
TTENTRMULENTERERATZR. MM Snt, %EEE
ATLUE S F kA s Bk HER . #—25, AU, %R L
HETEMZEFRAK A, Fibe RS ER A s B AR R B
15 —#a. &G, EHETRERINEH VLN BEIRE4E T FHER, B
IIX AN 5 ) A AR = R A B Y
oAb, REREERZAFINZBET U B REE—. 5 f/35H
=B, Eln U R R el R R, BT A
R AR F . RLTHE 0 — MUER XS RESE LU RT
20 XHMEARMEBAENHZDERSRMBTFEHT, 56 %%
IR RS X . BRI G T 2R BT R R SR A e i I B &
RS TF=4E . AIEREH, FJUMERBEANRRNZEEREF B, HEXARAK
ik, B AN X BIEER—A9F I RIEL R RE MR
#.
25 i, AR\BERESHBREREAFES KPR 4ER
HEY, ZHEYETE.
— A RARZER R BRE S (3E TEHEENITE),
— W BT B R k2 B R MIEE T R/ Sk
f/siER.
30 E—RIBERT, WETRENZBRUBEHERIEIAN, HFH
RIERTERBENFHESZT. S TFREAMRBERE LM KT
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WZFE THRIHE . X TR ES T AR R4 A FF % Rt aT
%18, &% Donnelly JT % A, 1997, Annu. Rev. Immunol. 15:617-648
#1 Donnelly JJ % A, 1997, Life Sciences 60:163-172, XFAX
BRIITE LA 5 4 52 30K
5 ERE
B ARG R B E B4 2 I S B s
REMFTERNEREHEA. EEEEEERD, B8 Tay—
PMEBRUAEY AR E R B RERSE, HPiZMENCL2EAR
HEmPBUER RESF=EZRIZR A BRI T XM BRI
10 BN, EEBURMADT UREMESHREAEK GETARR
WK HEA DNA AT RBURRIE=YEE), S BATEE%
EH . FERERE T, KBS, WITKREEMN, EELINE. &
HRERBSE. XTEHMNEEEHSNERT LT, #lin Saliou
P, 1995, Rev. Prat. 45: 1492-1496 #F1 Walker PD, 1992, Vaccine
15 10:977-990, PAETEMEHASE LI, T XFIFEZEE T HKE
MR BB AT SE T EMITIE.
EAMBEEREE RN, FTHITEHA XA RZSE R ES
H—ANEEBARBSREERES, WS ERERETEEESHERE.
B, FBRUEDERENA T —IK, BEEFEELT,
20 FIREADEE—ATBE S T MAEY U SREP M aEE. &
ZERUERE, ENAERNSURSEEN, W LR K S i 4
HERT B EFRHL.
AR, TEREUR RS AT e S I 2 R B B B R A
Zie. flan, AR eHENEREREIEVRAEER, BHERZ
25 FRBURER 5 k4% R IE5R H) S E/E
WAEDEFRE I DAGREL, SRS ERBE—. /8
FE=MoRXE, W EE#HRMARETYRMER, WwitierE
HERAEFIRAREF. LM — MIEEREESH LR
MIXFEARMRIEAREDERRNESTEET, SHRE
30 EHEIFIRREX. FBEe T R RIR R EFHEE R S5 57 5
RIS R4 . AR, AR R A BAE
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WAl B, FER—MEBENEHE /S8 M/ BRE =507
SRR A — D RIE=Y . — AR RAKELY), HixEAKHE, X
ot SE e 51 S 4 AL IE 1
RV A A R BRI A v
5 WA BT IR PSR BN, KRB FERRETES IR
RE AT NS ENHER. EXMIERT, AD £A R A
BRAZ, T EEE DL AIR R B TR O R E F R R W] RE SR AT
B, AKRBATE TR IRE GEEN — N EE G a3 R/
BUTRRI A/ B E R AD BRI DUEM R BTN IE B, 1%
10 BEREARKAETETRERRE QD EEEHRE S B HEE.

i 0 D03 I R VE R IR R 1 B9 T 5 R SR R B TR O SR IR
B/ BRSPS, EERRE G RRE/ SR IE RS
PR AT E R, B EEE S B XM E SRR S R
FHJREBAN B £ R0, F5T REREE I 18] MRS IR —Fh P4, ffig

15 PREETRYREFRD TR T L HEIER.

ATLLEEER R, WRE—ANMEP AR T EREEERERD S
FAERNEMREBTRY, 25K 88 57507 4% B SR ZE s R _E B B bk
SEIERMREANE MR, BHEEEK T HRBARERLKNE, &
I RE ML PIEADIR R B IR (B E ST R A4 R) , BE

20 WARAERFRFEEGSEESAPED 3R, 2F Snall G245, 1996,
Ann N Y Acad Sci 802:70-78, MNiZEeMTENIRE HUTIRIER,

AT BUR J7 15 R0 42 0] DA CAARBA B 7 278 7 BRB AR I e e A
WESCLEREIRR “RAER” PIRE REHIEHESRE. B3
IR KBVEIRR . WERR. FETUR. P~ TR MGUR S /E

25 FEMEESRRR) , BRETHE U “HEiRBERRREMAER” X
WRERIET |2,

JRZE. ZIRVIRA R HEIHEY

WA EET R ERAN, Z2RARETHABRHREATE
TR SN R MAR, CUE s 9R B 22 E AR SC SRR B B IR D

3 2 B. REIMREEANLERERERABUSHREATELZHNE
Ik, M= T ARG RTERE A TS5 F.
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E1E, ERMTRIENS FRESSTSZEMEAIMN, FHibixR
HH—NEEHSRIT KA —FIPBUEHRE S =4 2K
K, HABEFIA—FEMER, XFEWVER % 2R %l
VIR B LB AT = AR R S R B R R BERIR R B 754 2 KR R

s PUik. MMIERIR, It 40K 95 75V 0 2 Bl SEHE B 3F S B S 4 B B
%%%EFE%%N,@%ﬁ%%%ﬁﬁéi@%ﬁ%@%%%%%
B, Wik, EAMRTEBHEHBUERREATES TFRERATFHNES
IR AR A PR B R = AR B U B R R, 44T
XREH 2 FF 2500 DA B2 () 3 0T i T RGRIX S5 2604y

10 MZERKZ, ERNEHRBIRREAFES TAE —&E
WM, A —RMSREREATERAREED 10 M ERKE
MTFIEZRD 10%FFIE—HERZK. EEERFEFE—,
EHTEREEEEND80%. 85%. 90% 5L 95% . HHAMKRRIFFIFE
—VERT BLA (Mo Nise) 100/ Moo RV, FoH Nosr R 24560 550 BIAN R 571 o

15 ARFHFEREMBHE, K NLEFFZ—RRERE. Fik, DNAF
%1} AGTCAGTC 5751 AATCAATC (Nuie=2 Fl1 N...=8) B 75% HIJ55 [/ — .

FRFWR T AR FTEFFTRANESY . Bk, &XkBEH
WE—MEEREEEREN— MBI RE A4 2 kR
HHESEHRER, TANBIEMREATEZIE—M31H B

20 WEH, SREFTVEZNERNEME—E, DEHTIEE SBuE
WIREEFEZ RN BN 2, ZHSYH—SaFE —ME%ae
et BRI RN/ S 3 T BN/ sRE AR N/ BT F . Hef)iE
W, ARAKX—MoERRXTFRAGFENBUSHREA AL RN
Hl, EEARKATER SR —&H#T T #R.

25 FR\EY R—MeRZRAAEY), caBaEE L EXENE
I XKUY, Ayt — b aiBEaEMmags EaE2K
Mo BEFAN/ BN/ BLEAR T/ RIRFEH, AR AR —FP . #f)
Y, RRPARX O RRXTEMHRBIERE A4 2 kRS,
FEA L ERTR . FE SR B EA R B A SR T B R E A

30 BIFRMAREIHRBIEREAFESIROE SN, £/, SEngs
RGN RS EETITHE RT3
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2 IR RARE AR DA VAR R &8 . BKKEIEERET
BEHRERNTARRGEN, ZEAREBER — A RER U % F55]
A—PEERESEY, AEAEL—FEENE EaM, Bl
MRFIXZRITF], AEEHRBEEREFY L ERP B EE=Y,
5 %Eﬁﬁ%%&ﬁ—ﬁﬁﬁﬂﬁ%%%ﬁﬁﬁ,mgﬁﬁﬁﬁéwﬁ
.
ﬁﬁm%%ﬁﬁﬁLE%m@ﬁj@ﬁ%A&&ﬁ%%% HE,
EIEXMERMHECETRETXFEARE2 KN KIEA,
l%ﬁﬁn&ﬁ&%%%ﬁ%ﬂ@%&%&$k%mﬂﬁzwmo
10 AR BRI A B3R 4k
M EERAFFAEF A DEERINE: BHHEiEREaT4
LA LLEE 2 M EAERE ARG %, B LUEEhEEHEES
FREIJTIERGE; JEMERGEBELRAE (W KL, AWEEE,
BT NERE, UR4FMERER) FEEES FUERES BB
15 BUEMPREEFEZIRATERKE L, SN HEAEERSHMHEE
K1, BRIEAER SRS — USSR N BEE BN B BE R E A
e % ARAT AR KB LBt R — R
NTEHAERBAMS, YREXNTFERAEERTS, RiEE
WHIBIEMREAFE LS RNZER A BREEENILEY. Bk, &
20 RPK—DNEEHSRRT—FHEBRAE, EHRE—FHBENRES
PSR, B—HMBusmREAFESHRTENZK, BEA
FBEEMABEA— NSRS RARFF, SmikaE—HEuEh
WEEFEZIRTERNZIK, P Ef@EdmAN/SmA, figEid
B/ BERRFIANT —ANMNE T SRR RER. REBERZRA
25 EX /& DNA % RNA FEX.
FRAKZR T BRIEFBEL T HEEAR—NEENER AT HE
AR AR BN EERARREESE; SENFRAEHRE KRB
HI—#0. RTARRAKXLEEEHWED I FDATEETEREL
A EDRIET PR, M| B OFIER, HAETLARR
30 KL, MREEE. RERL. MBIRAEASRENER, NNEHES AR
FRIEWRE DNA HRE—MEENBE. AR\MEN TR ENE
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SEBARRE B S H], BTN HEAT R K T B SRR 3 B S 10 T e 4T
BT ISR B U
AR HEAGEAEN 5 -3 F A TR R A
THFE: BHARBORE N BREN BT, TRERN—A
s R ERE SIKIERFT], %5 SRR B4 GEE 0
VAR, BMSE R B R) BB S I WA R L, AR
BB, LR — MRS TR, M TE ARk
SRR R BTN, 2 T (R L B R R
R BARTE N — N N A TS B R A . AR,
10 S R BRI R BB AT ERAERT (3, 475 DNA BERbE
(IR ) T R AP MRS AR A A AT A 4
sy UEHL, TIAFRERN DNA BRSPS, HikEREA
SURE AR RFTBEI
75 % B 080 AT PSR A, 7 S 0 D7 A A B A O B
s WEAPESIK. KRB, tRKEWK 5, wUER
AR, FRMTE A & R A BRI, B Sk E
AR B R E MR B B P S k. TRUE MR, L
TR A EEE SRR, ETOSEATRBRAR(— M RS
A TU) DU S SR A BRI B 7 A 5 A 1 430 B 40 A
20 MEEREAER.

AR A IS AN R B, Bl (A R [k
B, SFRTERE (RS SRR, YWITERE, ReSHER ML
SRR, WS SATEEREED), B GRERE), URE
B, TLAREER R, SR LSRR T — £ M i A M,

s IEE. BHAN. EYARKWLAYEE. BRENERETA
KM, BETFENERAMBANITE. BENSREREHEN
ERIBEA MR (FT M Invitrogen JE|H] Schneider 2(S,) MR %
R fE B H R T B R B A S IR R, B 5
R TR R

30 T A/, ik A B I T R
B FIAHE A BRMMR AR B EE R SER; SR
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ERKREFIZEERIBIEREAFTAELIK, B HIER R
BB T, AIEEEEPENEENED.

LRHBM AR A ETERRAREHS T, REARVE
H, EERBERE, REF=YE] IS E R IR P a8 3540

5 MEERME.

L EGYE T —HE RS IR, R TE IR
TRERMMER, ZARARET AR BB IIFREREEOBIER
REEESIREZERA B ik, XFE2E K40 R 4 el i
RREESRAY), FHIETH 41k,

10 — AR, A RIET1E £ A AR AW B ST A 5
FRBETHTZEE. B —BEF—ANEH6 N, RS
40 P SR IR B RV HIRRIE RS . i, KM E— SR pBR322
KA, JEER—RE—F KB EMBER R (20, W, Bolivar
FN, 1977) . PBR322 A S F RN T ERFINAERHIHERE, Fika

15 UAECHAARBHRIBAESHFE. pBR Fikl, BRI EMAYmbis
AR BIER, BEmESE, THEEMEDREFEHNE
NF o

X E T KL EERFAEEL DNA HEY S, SEp-HEEE
(BERE) MANER3T 2% (Chang % A, 1978; Itakura 2 A, 1977;

20 Goeddel %A\, 1979), A& E (trp) BEIFEL (Goeddel & A, 1979,
EP-A-0 036 776) . FR 7 iX& B m A Lsr, HemEMEsF
WELERNFAFEH, XTFEZHFRFIHHAEBEREOLBERE,
MITTEENE RN RS H RN BB eI et fEEE—i
(Siebwenlist & A\, 1980) . 3k B R A KK LR K v] RE e KAt &

25 PESHBENEITFRIMHEERNRE XHHERTETIATLKN
TEIMARERIITFHEK.

TR AY, RTUMER R, BERsE SRyt a] UMEH,
WX BB FRIZRE NshRIE. BRERE, REENHABRREE
BHAEYTREREHN, REFSELENERE SRR LIRS, Fi

30 W, ATEBRSEPHITRE, L@ HFA YRp7 (Stinchcomb Z A,
1979; Kingsman % A, 1979; Tschemper & A, 1980) ., XFh ki &
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&4 trpl ER, ZERTHREECRRP E KB HREMH—
NGB Y], FlIn ATCC 44076 B, PEP4-1 (Jones, 1977). fEXiE:
BHE M R FIHFAE, trpl KRZBIBAHKEEF AR T G5
BR IS T AR L3R T —/NE R FR 3
5 R B HAR T EIE R B B TFETE 3-BEER B I BRI RS (Hitzman 2%
A 1980) BREEHE MRS (Hess SEA, 1968;Holland %A, 1978),
WGEEACEE, HEE-3-BERIEEE, RS, NN RE, B
RVEREE, HAE-6-BR e, S-BEH IR A R, N ERER RS,
BRI BE AR, BEREASERME, UKHEENEET. THE
10 FEMEEEEEREY, SXBERERMREFIHIEEANRILE
i, I8 ERBERIEFFHIN 37 SeiRM mRNA 2 BRE LA R 4EA
BREERKFMEHEION—RAKNEERsIT, RZEHARH
2, FAMEE C, BRUHRE, SERBHEXKNMEER, MamEs
RUH B -3-BERR I 2B, DARCR 2 2R S B B B . T
15 S HEBEEEESEREET, EHE MK LTI TR A R4 E
(.
FRIGEMILLSE, SR B 2 40 M A4 ) 1 i 40 R 35 SR 40 th AT 4 D 78
BN _E, fEFAIXFEMA RN ETHRK, TRk BEHSY
LB HEN WL TRY) . (HE RN BB MM, BEIFREHED
0 YHREFR)MBHEEERCER N — % P T E (Tissue
Culture (HZ¥ESF) , 1973) » XFHH FHITE I 40 L R A2 2 VERO AN
Hela #fu, 7 EGROPEAMM KR (CHO), F1 W138, BHK, COS-7 293,
Spodoptera frugiperda(SF) 41l (FIE AR X ERFEM i.a
Protein Sciences, 1000 Research Parkway, Meriden, CT 06450, 3
25 LAE Invitrogen IR NLIRIEIRTS) , DL MDCK AR .. FEAR K BT,
— MR RPLIER A AR A M Invitrogen, PO Box 2312, 9704 CH
Groningen, T2, FREH S :
REAMREBFEE AT (MRFE) —MEHRA, —AMI
TERBENERTENESF, EREAULFERZEESE SIS, RNA
30 BUERAIR, ZBERBREMM S, FMERLIETF.
AT ER, REBE LHBEHITHREE R DREM
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BIRIROERY. B, BEFEHNBTFRETLERE, BRE2, U
K H AR 40 (SV40) o SV40 5 25 1) 5 BRI BA 5 5 F R4S R
B, BEAWEEBES NRTREI DN ERE, ZABRBSH
SV40 JRE R KR/ (Fiers &N, 1978) . A5 3 /NEEE A1 SV40
5 ﬁ&,R%E@%&?%%ﬁ%@ﬁ*%Mﬁmﬂu&ﬁﬂ@ﬁﬂﬂl
ALRHIREY 250bp %I, #E—b, tiWRE, @¥FE, FH—B5H
i 2 R PR B S F R #F5], REXFERZEHIES 518 £
MAGFE .
— RS S B WS — AN INER ARG, Fl
10 AIRESK B SV40 BRHTREE (0, LERE, IURE, VSV, BPV), R
A8 EAN G A EHIPIERGE . I REA B AN TR
e, E—HEIEE R RSB,
BHEUYRI &
SFEWEARNARY, REEASRTE T RENRTHETRE
15 AERNBUEMREEEL RS HERBENESY DB R4
A ERBREXXTX RNMHE. B, SHEHHSEMPRESTE S
IR — N B AR HE TR IR AR M, IR T3 B 0T ZE M Tk
R R R B NFE R B, XEANS—HORXT—MLE
—MEMBBIENRE A EZ IR T, R IREEBEE— %R )
20 PPFIRTEETTREHHBUEHRE A E L IR T, Khkg
WHRBUERREB LSRR — N (ERBEEN) BAREA, ZHE
FFE:
—iEE kA R TR ARM  ERE & — HATLARE B
MBUEMIREBFAE SR, EPofBEEREmn. BA. W
25 RiZMSIPHIBUEMREAFESRNERERFF, F5IEi%A+H
MEERFIIREZN, EPaESHEMSIWRINEN T HlFRER
B, B —AREZAAEARRNEHRIBUERRE A= E LIk
Rz A B,
— I Z A e R BUR IR B A7 A £ BRI AL 5 B R BRI A%,
30 RERGEEEZMIIVEAES B REHNBENREST4 S
FREITUET= A RIBE Sy, 0
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— 8B IR BB EZ A SR BUE IR E AP A 2 IR R
T, ZZ KA B HSE S MRS BUE REA A S KR
PR R 4 B B TR FE M )9 B 2 AR IE =W, 1ZRIEF=Y) 2 B &E
% EFHFEMNPTRE MBS R E B A 2 IR £ 5
5 ﬁﬁ&@ﬁ&%&ﬁﬁﬁﬁwo
ERXH, “—HBEEARPEHRMBIERRETFESK” 2R
HRMERPZBERREEEZSKNES, NPT ERIF 81
PRUE O EERESRIRIE (Jn, &R B, BHEILREE, /8 X &47
SEFRR) « ZARNHRILRRAAR, BHRALERZEEE )L
10 BN
Z A R RS B & TT AR AT, (Bt AT N 5 25 AR AR AR R
g5/NEH T AR B RS F480H .
BIRTIASNE T bR e & B RE S T 4R HBIR
B RN, FrU— P EEFMGREIEHHBIRRER 4L
15 BCRBR T AMEIIETE . T 40 B i 3558 nT @ I A v AR S M TR R B0 SR A
W. WEZ, —NMEE T ARMNERTN—DNZREFIRE, RELU
BFEPRF. HBEM T AREZAE MR 250 MR, H4HR
2EAMMF LB TEMK ST, FBEZSTME2ER T A
RPRGGER. T AMEISESINN, FS56ERTE G, 5548
20 WASEER. RAKBIEHREBTEL KPR 21540 M ifhid i3k
FrH T 4000) FHELEL . W LLERERZ, S A OB B E T 40 M7ERA
AN T 40 B & A SR HOBE B AH S 48 i R R BE SR WU &
MR NABAN KA 2D —FEHNBUEREE A S KA
AP EERRES T E S KN TR EE A R,
25 ABLARERIZ—Fh AR HEAEY), HPaEED—FMEEBE—Fis)
Y i RHCREAME BN R E B4 2 ISR A BRI B0UE
MIREEFAEZIK, HPREHHBUEHRER=EZHKE—MEHE
BH, ZTEEEHRZANKRRS, XG0 ZFshY)
PRI E, XSt SERRESTRE M EEMLREEL
30 AT RS E TR A/ SE AN/ SRR/ SEER, ks
BO—PNHENREETEZREARKESEANBIRRRES=ES
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AREEEE R Y

AR B Bk oo TF 2 AR A I 7 T A LURE R 1T, HidER
S FFZSHEARNARBRZRFIIEEE, BElEAZEE
fREESEYT, AEREHEEERNSE EHMR (S5 ), HELTA

5 RABRBIFIINERIE. ﬁ%ﬁ%ZE%ﬁ%iiﬁz% o MILIZRF3)

/e B ol N 7 A4, BMEIEMT R — R F IS ER, @ PCR
B AL R A R T T

e 7 B B R R B P A B RE AL

B T S5RFURZZESR, B-iEkRERHTAED (APP), BEEH

10 E4 (ApoE4) Ml Tau EEBREEXRNEHLUSN, EHEHFZHEERUE
MARE AD HERR, NEBEITHEFAET AD P MBEELETD, B
5 AD KRG MR N B B R . WRARER, X
BFRRZHHSEARFAFBRENEEAE—E, B LRTRH AR,
APP, ZEZE BN ApoE4.

15 al-PiRERILEOE ACT) RE2EBREOBERBEN — 1 ER
43 BN TE AD 9522 0 fi ML JE 4R B B A8 (CA) (Acta neuropathol,
1998, 96:628-36) Frs @A EM RFEIH T EEEEEH. B8 APTEE
SV EAVER, MR AB-42 B4 4 BRI B ## (JBC, 1998,
273:28360-4) .

20 a2-EREHRBT RREATE AD MKIBEE ORI . FEH
Do R I BT BB IR B, T ATV A B o BOUIZEBE A 48 B Ah A R
Acta neuropathol, 1998, 96:628-36 #1 Brain Res., 1997, 777:
223-227. o

ABAD (AB-FKE & ZEEiEER) 5 ABEAMANE A . E-RA—MFET

25 EWMETPRIMARTE, (B AD ERMMEThEERE. ABXTILE
i ABAD M4 M BB KRS . ABAD 5 X o K& . Yan, 1997,
Nature 389,

APLP1 fI-2 ey REEHTIGELFELD 1 #1-2) : AMHEEHET
R REANAEEREEEREES, B ABKK. BRI,

30 FEHZLREIEFJIEFHER APLP 2, Acta Neuropathol, 1997,
94: 519-524,

51



01805360. 2 oo P FE42/5TH

AMY117 & —/M7F AD ABERI B P B RA P HnE A N ER, B L
EZRFREE, B2, FAXHERLE “SERRN”. BFlliZEE
AMY117 AIBEZE AD MIRAEMEBESEFETERXERTEATEER
YER . BRI, &8 AMYLLT M SHREEE ABMBEARF HE T2

s Az, RIWRBAR T DHKEH ABRIRMEE Tau FELZ A, EF—
A~ AD RO AT MER T, AMY117 BRPEBES RINTE AD BUR FER 51 O 50
TR ERGEEMERAMRFBEEE, BEENRAU LKL EWmETH
BIRBI R “IB/DERERIn” (Am J Pathol 1997; 151:69, 80) .

Bax: BATIEPIADTZHME] Bax £ AD i ZERE (SP) IS

10 Z—. EEFEBSTEHR P i ERIE. Acta Neuropathol.
1998, 95:407-412.

Bel-2 MITEFIARTE 2 . ZEBE A B SRR ERIL. Acta
Neuropathol. 1998, 95:407-412.

BT KBE TR — B iiBE. 7 AD I SP FELKILA

15 HBEEZKMEER AR RN (Brain Res. 1999, 830:200-202) . 7
A5 (] B — i 5 () T S 2K BB R R B 5 AD R 2E 1 f B 1 A
X, MEHTKERKRPHNDL KIMKE KB (Ann Neurol, 1998, 44:
808-811 #1 Ann Neurol, 1999, 46:136-137) .

BRI/ABRI: ABRI R— A NKIBFIREHR 4 kD FB, BER

20 132k b BRI HEHTS, RILTF F MMM 7Bz (FBD)
FIERIRE G B . XU B E7E BRI EFE ML LB F HE — R,
FEAE—NE KT RUREE . SRR E N 34 MERE R 8 EE R R
A =4 ABRI JEHSIREE 13 W B4 . ABRI Hi4ATT R %I FBD B fixi o i) 52 7
MIMLEHRE. ABri JIAAEM RERIRGYE, FERFEHAATF TR

25 PRETUIHRERERS AR, THiX £y & FBD BIHFIE (Vidal, RN, 1999,
Nature 399).

BENEH A DA —EIREHRRE QIR T A E SR
YR E SERERS M R K (Brain Res., 1991, 539:143-50) .

#E®A (Clusterin) /apo]: BR—AZHTERRNSTFEY

30 FMEKEEETETERETENER, BACESHEEER
an AD FURCFEAE R 4 R I R IEH (Biochem J 1997 11 A 15 H;
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328(1) :45-50 Michel D, Chatelain G, North S, Brun G).

CRF(R¥ LR RBERBET) 48/ 4 S 41 aa CRF fk,
Ja & R N N F K — N EERTWET . KA K $ CRF & H CRF
SGaERSen, £k CRF 4680 (B ARGT R i R30S

s CRF KFH®E, tHEXHFEX AD RHERHKKAN . Behan, 1997,
J. Neurochemistry, 68: 2053—2060.

EDTF (N MM T) . — e AD BEMME~EMEL. ©
XTFRE TO A M B A R BRI B . WO 99/24468.

RBRZBFEREOERCZERE SPH S ABRF XA EN. X

10 REHFARARER B ESAREN T e REQRAENTRE D
1) (Neuron, 1994,12: 219-234 F1 Acta neuropathol, 1998,
96:628-36) .

ANZBEEARNNTSREH-2 (Human collapsin response

mediator protein-2 ) E—NMEMAERAFEL Py — MR ETE
15 iRAIA 65kDa FH. BEHELTHRER TAIEHENED, FlE
FeE R A, FibnE T £ TrEtE. JBC, 1998, 273: 9761-8,

Huntingtin (FEPURE ) : 76 HD &, Huntingtin 25 A K N K
R URAE BT . Huntingtin BXF B WTE AD X H9 NFT 1 K2
TR &I (Exp. Neurol, 1998, 150:213-222),

20 AMAEE M9 1 75 SP B #EFH. Acta neuropathol, 1998, 96:
628-36 1 Am. J Pathol. 1994, 144:. 104-16. '

HAVE 6 SHERAENISEER, KA TR PR BEHEIA
AR AD FR— MR, EERREARF I ABEHERL 25-35
UG 88, Brain Res., 1997, 777. 223-227 #0 Behav Brain Res,

25 1996, 78: 37-41,

YEEEAAECHUIR CD 68 W4 NFT 1 SP ¥ KP-1 HufkiRAl. Fik,
BEBREELENBRENER P AIERE —EMIEM . Dement Geriatr
Cogn Disord, 1998, 9:13-19.

P21 ras tFA—1EXWNPBS 57 AD K BREHF RBIAEKR

30 THEZ5HEKFERFE. Neuroscience, 1999, 91:1-5,
PLC-51 (BEEE C R LEESL) ZENFT ABERZ- O A B MR TR R ER
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El., BERMNTHMAR. Alzheimer Dis Assoc Disord, 1995, 9:
15-22.
MFPREE P 45> (SAP) 2— MNMFE TR e R E /T
MY, 8% AD FiEMRES P HER M@ FKH5 (JBC, 1995,
5 270:26041-4) . &7t SP FINFT FE AT ML S|, FE—EHRF ERER
IR ABIIBRSE, JERE L JE A 4 1% (47K (Biochen Biophys Res
Commun, 1995, 211:349v-53 F1 PNAS, 1995, 92:4299-4303), T T K
WTUR B SAP WIHSH] ABIR A4 (JBC, 1995, 270: 26041-4),
R/ MEER DA —EiRE R E Qe RE BTy
10 HBEREFRES MR P EAIE . (Brain Res, 1991, 539: 143-50) »
L H (Synuclein) (o-synuclein BRIE A PR B KIAT4E
B|HE (NACP) ): AD A REEHIIE A B4 2 (NAC) VE M AD BB 25 F N
HAF AR REANE AN EER I ENLEE. NAC, KEH
140 NMEEFK BT/ NACP, ZEATF 35 MEEBMPKE (NAC3S), R
15 BEHREERKIFARBEHFHHE. — NAC B ITEHET S et AD fi
i) SP, {EAY NACP % (Biochemistry 34(32): 10139 -10145(1995
48 A 15 H)Iwai A, Yoshimoto M, Masliah E, Saitoh T). NAC 7t
ABFFEN Z2— N BEBRERME. FHNEERHXAND FERREBRE
JRETYETE RN S LA Th R FEAG 5 R R SR AR E S B R HBE
20 WIYER .Brain Pathol 1999 10 H;9(4) : 707-20,FEBS Lett, 1998, 421 :
73-76. —#(4r NACP 5 APP i C KRimve¥rREH F BRI R 5
H]H (PrPSe) — MR BAEREMRENR. IEEERBERBTH
— N EEHEEZE (Chem Biol, 1995, 2:163-9)
TGF-bl (AR E T bl): 7E TG /N TGF-bl 55874F APP Hyid
25 FERIEFINGE ABRIUTAR. Bk, AM148(5 TGF-bl ¥ K& 8 shA{EE e
REHBHIE L Wyss—Coray, 1997, Nature 389) .
HEeRmRERERRASHLMHACKHER
BT ERERFEENS S AD F AD R NE S (T EHRK, 1
S/, FBD METCERKER), EFEER T AD LR KEKRE
30 W, HPERIREBREREIRE BB KAl R R G R KE
e BRY IRXEERPESERER EAR, BEMNREESGEHR
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EEMARNFTRERER, 285 L. TRIB T FLXHERE
BriREERENSEXERFNEA.
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EREANRAEEENSHEYE
Il RAEAR JR £ 4 S AT AR
P VER IR EE B LB 7 | AP BB B2
(CAA)
RRERORGME | IoBEVEHENE | IEHLER
(AL) e REETH | KB
[ NP R GE P (AA) VE | TERPIRE B A FIN K | /B
BRE B Ui 76 FREEF B
FIEERESREAY | FRBEREAZR | TEHEP
EZ Py S AR B
BAEYE ApoAl JERNIR | ApoAl ZE RAKKIN KM | (o/B)
E=Ridcs F B (~90 MEE)
IREMEEBENR | 2KEEHETRE | atp
BEZHERREA
1T B4 FR% ES-EMREL S | KA
FKH 37 Bk Fr BR
JRE BZARITEMNR | EKMBFERBERE | otp
=]
fER/EEERMR (A EEAMNEKE | ot
FE
PR IR BB T A5 B Ran
ZEMRGHELR | FRBEBREENE | TEYEP
BEEMENRER | KSR
I BFE AT AH R IR R | &4, BEFAERIB-2 HER | FTE IR B
REALTHENRE | A
=
POALAE O 5 R E | O ERIMEF a0
HEMENREH
BEERMERRER MEABEREN ) op
k=g 110 BRE A B |
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10

15

20

25

FZBAEERRE | RERZRER 115 | o/
BEEERRER | EAR

BAMMLAERER a- | MAERER o825 | R4
HRMREERMRE | Eh B
rREH

KEER, KO AD T RER, Frf Rt R Gk
JTiE RIS BT .

A DL R R X BOE MR B = A 2 IR T S B B K 2 B VN
ZRFITE=ESRABIEMRES A ZIREERT RN IFET %
RN, R, EREREF, EEMEHNABIEREA4E
ZIREET MHC I BfRRERNARL, CTL R N E R4 A
E—XAERLEHRGFRENN, HPr=EsuehrRES~EZ R H
M B O AEEIRTENRIER. £FE CTL R MAXLEHREIF,
e R B BE #  PCT/DK99/00525 (i N2 F USSN 09/413, 186) F1 1%
JFHE. TN THRATFABRELTIAERSE,

7E T FIAEBRFIPER SE B o, B SR FF R — £S5 AD KL AR A
RHE BARRE . B2, TEMLETIR I 0 R ] R R B AR e R iR
cig=

SEHEf] 1

T3 AD 4RSI [ 4 R R O v

FRR ABER B/ BUR B R AR S SRR B F S se R 1,
MR ABERFE(K ABRIE R %4, Zheng H. (1996) .

ERBHEEFR Y EE A APE A REMAK TN, mET
BEdTHE AT 2, AR FIMAIEI B R AR EI. KRR
— SRR AR T VKGR D TR RL, FEERI T 22T
i) ABBE, 2%, Schenk A, (1999). {HE, {4 L, Ra&eH s
AR A,

CLRF B R RAITHE M E M B4 E S8 ME TR B &
R, BIENRERMMEMN X T ERERE S 5 R AL 3T 5
TEEST ABTIRRMINIE B, TIAREI IS4 APRTIAE & (APP) 940
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MER, MEXENARVENIE. RACEREARFEENAERN
KBS UL —MAT TR A=A S B EE KRR RN, Frla
RES SN ABEHESMAFEN. SENEARN. Fit, FA
B8 W RE T ER KT BEtE —ANBEF= A 5T X B AR AR F ) S

s RN, FHH—PRY, HTXNEAEMMRELY APP KB EIRTIR
R, FEMRERZAN, Hh APP FETHIRMZE R KB
k.

ARARA TR AR ARSI T AT A EEN B4R AN
RER NI, B EEAEFREMNERESY RS

10 JERPEIF TR ERER. BREXFEARFE—FETHEIT AD I
REFRHIN APEAEITHEE.

FULME, FRETITE] AD, BI—FFFivhZE FAME L2 H 55 P A {7 412
RGRRIA, FIREAIA RN, BEFTMRRXMEEE/ O Ey—MiE
71X PR IR FPER TN R B 78 B8 TT 77 i .

15 XMBARRR T —F B IRE B7E AD UL R e 2 M5 &
TIARR 28T B S 2 5Tk

FETRY, BWERAT 35 MEETHWEY. ERTFAENITE
AL EERRARNT T APP FRE IR EE R, BIFEREER (SEQ ID NO:2 58
—NEER) , BEEHMNLEEER, Flln672-714 FBREEEER

20 672 F1 714, P2 F P30 B ar & ILAT BRI, FEREMAE EHRR
ERBENRT —8#4 APP B (B MIBHEREAESRY) —EXSH
WEYS, SIAKTREEEERTHRREREHELENAE. BFH
ESREFUTEX:

%) P2 M P30 (NEF—MIEBEF SRR ERCDEEIE L E T

25 (PURRERES E AL E ML M EZER C RimFFiE) Hiif A ZE APP 47
4,

*ok)  FIEY) 34 FF 3 MERK. 434 P30 F1 P2 4FE T APP Fr
B

woik) WY 35 FFH 9 MARK. AT P30 1 P2 PR R EHE S

30 [@A) APP HE%.
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APP AutoVac fHEY)

R Fethdn | #HXF APP | #H Xt APP | M Xt APP aal | AXY APP aal ) | 0 FKE
5=1 aal [¥] APP | aal B APP | By P2 HLEHE | P30 MR EE
KBRS | Bt | e
1 630 770 656-670 635-655 141
9 630 714 656-670 635-655 85
3 672 770 735-749 714-728 99
1 672 770 714-728 99
5 672 770 714-728 99
6 672 770 723% 723% 135
7 672 770 723% 120
8 672 770 723 114
9 672 714 672 64
10 672 714 14 64
11 672 714 670% 58
12 672 714 T14x 58
13 672 714 14 672 79
14 672 714 680-694 43
15 672 714 685-799 43
16 672 714 690—704 43
17 672 14 695-709 43
18 672 714 675-695 43
19 672 714 680-700 43
20 672 714 685-705 43
21 672 714 690-710 13
22 672 14 680 680 79
23 672 714 690 690 79
24 672 714 700% 700% 79
25 672 714 710% 710% 79
26 672 714 680% 64
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27 | 672 714 690% 64
28 672 714 700%* 64
29 672 714 710% 64
30 672 714 - 680% 58
31 672 714 690 58
32 672 714 700 b8
33 672 714 710% 58
34 672 714 | fE rep. x5 | 7E rep. 2%+/5 165
35 672 714 34 X 3% 34 X Jskkk 165

SRR AT RE P AR IS ) A B I APP BB 432 43 NEEEFR Y ABIZ LIk
(AB-43, 5 SEQ IDNO:2 Xfhz, #HZHTFikE 672-714), ©R AD i
BORE A EE RSy . XA APP BB R FTE RS BTE R —

s BB v

A FAR 1 2 BEE—EF4 APP, 7E AB-43 Lif, HPELME THE
RPUBRRESE P2 F1P30. W HAE 1 F1 3-8 HEIE C-100 FE, ZHA K
ErREAEMETMHER—C-100 FBXTN T SEQ ID NO: 2 fH S EEIRIRE
714-770. 7R RAK 3-5 71, PURREHEZRT C-100 B—& 45, TAE

10 Rk 6-8 ENELIHEANZE C-100 .,

R FAK 9-35 (L&D AB-43 FH . LA R4 9-13 &, P2 F1 P30
WRIAZE AB-43 MHEE— oKk, 78 14-21 &1, P2 1 P30 BT
AB-43 ER4y; £ 22-23 1, P2 M P30 #IEAE AB-43 ; 34 EH =4
FEE. 433%E P30 F1 P2 FHFBHT AB-43 HEL: 35 & 9 N # P2

15 A P30 FURRERTFRH AB-43 EE B,

AR EEKE 1k,

KA EDR A RE. FARKAR— B iR EME
APTIT B SR AR =4 APP RO, B LA RN EIEEE 4 AP B A& B
BEYFRETATH, ZWEYSFET APP P ARFEEA EIMET.

20 Fit, IENEEDFTESHZO—A B ARTURRER, ZROK
B H7E SEQ ID NO:2 FF i) 700-714 EEBMH ENEEBH K.
E A X —MNEZ A BT MBRREME, Fikftikx
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R BEREWEY, B ZHEYaE B SRR RESENL
ANEN, WUABERREEAATFRETHR T RHEREHNH
BYMKRELE, SEML. £ T BEXAMREPR, RiE anyloid,—
amyloid. JEMPREHIEMIREDE x NMEFHRKE SEQ ID NO:2 Ff
s 700-714 EEMKE LM TFIM B MMHE JE . — MUEREER
IR BT HR K R (7R () BOREER AN T B
FPT Rtk E A TR B BB E — A SR EAE A T - 0 RSt — R X
J7vE, R SEQ ID NO:2 FRE 700-714 SEBMEN “HEEH” HUE
RN LI RSOV R, FEELE B 4UA T MRS R
10 2GRN HLA th R T BE

L 2
RIEA K B H ABFME B 02 /N AT i
FIE SRS hABA3+—34 [f) DNA. F JLANE SR My % hAB43+-34 R[H .
15 HSEH5|4 ME800 (SEQ ID NO:9) YE N4, FI5|4) ME#801 (SEQ ID
NO:10) #15|4) ME#802 (SEQ ID NO:11) =4 —~> PCR F Bt. ME#800 %
18 EH KM AR EL TR abeta—43 B Bt . MEAS01 F1 802 78 H EX
RN T & 24 0 PR AL A
4ifk, PCR H B, F Neol 1 HindI11 W4k, B IRZEALIFTTREE
20 Ncol-HindII1 VEAFNZEALE) pET28b+ KIFHTF B RIEH AT . BRIHE
FOEFAE RN AB-43 B FRIFR Y pABL,
ETHERPERY, THBIAMPRRER, P2, MAZZSFHC
Ao 5149) MEHS06 (SEQ 1D NO:12) & 4wiG P2 HLRREMRHTFF,
BRI IS PCR R BEF4E T — P2 I Abeta—43 HIRLA 1. |
25 XF pABL 1ENMEAR, Bit514) ME#178 (SEQ ID NO:8) F1 ME#806
Hl#&— > PCR ERIFFAT . 4tk F T, F Neol M Hindl11 4k, B
IR I TLFEE Neol-Hindl 11 WAL FIZEAL B pET28b+ Ak . B HIH
JERIFR A pAB2.
DIRBIKFR, HI& TR —ADBRL, ZFREET Ap-43 RiLF
30 FIBLRIMAZ N R H— T HBMITRRERE, P30. XMTFE
A] DUE IS SR A pABL A #8AR, LAS 4 ME#105 (SEQ ID NO:7) F1ME#807 (SEQ
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ID NO:13) & —A> PCR F BAR 5T o
aith B EX, F Neol 1 HindIII 4k, B4, FrkEi#t
Ncol-Hind111 {EAFNSAL ) pET28b+ Eifk . 52| FURLFR A pAB3,
FEE=FP, FEA AB-43 EEFFIEILTIY MEE809 (SEQ ID

s NO:14) )\ C REIMAZE KL pAB2 i) P2 LR EfE L. [AIET ME# 809
7 AB-43 BHFFIEILEN =4 —A BarHT 15, KA pAB2 15 K iR,
FH 5|4 ME#178 F1 ME#809 %% —> PCR F Bt. FH Ncol 1 HindI11 ¥4k
ZE B, dib TR Neol-Hindl 11 WA 44k i) pET28b+ Hifk .
ZFRIFR A pAB4 .

10 B&JG, KB pAB3 K] P30 HIRHRER— Ap-43 EEFIIP LI
pAB4 JFkith . XA FEAT LIS pAB3 NAEAR, 514 ME# 811 (SEQ ID
NO:16) F1 ME#105 #ll#&—A~ PCR Bk dif iz B, ERERX
F pAB3 1ER#EAR 1) PCR th 5 ME+ 810 (SEQ ID NO:15) —EFH/ES ).
AV BRI A B, BB BaHl F Hindl11 {44k, 7o Batll-Hindl11

15 THALFNZiLk Y pAB4 ki . 18 BB FRL, pABS, 4ifid hAB43+-34 731

FTE B PCR Mg b 2 By F FE S E Sambrook, J., Fritsch, E.F.
& Maniatis, T.1989 “Molecular cloning: a laboratory manual (43
FrilE: SCIGEISRE) Y, 38 ZhR, Cold Spring Harbor Laboratory,
Ay,

20 STFERTESE, FAREXKBME K-12 #MF Top-10 F’
Bikk (Stratagene, 3E[EH) . pET28b+ #H4&M B Novagen, EE. FrE 5l
Y FH 2 ) DNA Technology & .

hAB43+-34 HIFRIARIZIAL . 2 pET28b+ R SR LT (Novagen) Frffiid
(7, H pABS 4RAZH hAB43+—34 B H7E BL21-Gold (Novagen) KT H

25 HFRIZE.

VR EIRIR, FHETE oM REFENSKMT, {1/ BioCad AifLT
YE& (PerSeptive Biosystem, SE[E)HITRHE FREEALRER
hAB43+-34 A, HHAEET 85%. REELHE —MRESEEHFK
MBI P HITESENERIRE . BEWZE A 10mM Tris, pH8. 5.

30 SRERR. R P EH A APP (FI/R 2RI ARR) HER
N IXEE/NER, FRA TgRNDS+, Fik APP M—FhRARFE, FISETE
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SRR P =R B AB-40 A1 AB-42 (Janus, C.ZA).
/NER (54 8-10 R/NER) FH Abeta—42 (SEQ IDNO:2, BBt 673-714,
Fi —FHHRUER Fmoc 75958 %) BR hAB43+-34 25 Fe 4k (SEHERY 1 B3
PRIMEY) 34, BHFA) S 4 K, B E E B A 5 & . 71184 AB 100mg
s BY hAB43+-34 50mg. /MRZEE 43 K (3 IRIESE) M58 52 K5 (4 IR
SE) BRI, SR —FbEEXT AB-42 1 ELISA Y3000 52 L35 -y AP—42

BT R
TRERT P Abeta—42 B FHMHEIHEEE.
T i JR FA3 RO REER) | %52 K4 RBER)
AB-42 4000 3000
hAB43+-34 16000 23000

RIGENRE, ZH hAB43+-34 AR B RAFRER, RIBHITERY
0 fE3M4RBEE, BORARBUEREER AB-42 150 % KA K
BN AFARAL 4 15 7.5 15, LEEHTFRENERENEN N A
TRENEERFIER 506X —LFFERE, X—BLAH—HIAN

R IERRR

15 SEHEB 3
KABENZR-BERESUIEN TR S R— AP BItRE
H
515. —MESHNE AR EFIMERT — M REEE Lk (2
BK) 4. AR S B 4 PUR P (A4N) FIiR4t T #Bh4H Bbi R vk
20 EFRMNBGEER. B2, REHEBEEAEN T ARFEREEREK
BRIEFBL T RAMEXE, BEARTFIHX—/NBrEFHRN T 4
B R PUR P B R . IXEHT R Y AR AT A e AN & R B, Bl 12-15
PMEERIIK. WRXEKRSEHE B ARFRREENRIENE S, |
BlanEE — N2 MHBERN S R-BEREY, BTURE—MUEE
25 HMREOHEEST. #H—PmME, RARRESHERLLGK B 4
FRRI T 4R i fi R R e R — N & 54
BENZR-BEREYNERH. SR-BEREY), FlinEE.
R BRRERESE, WA 2,2, 2-=H OB (tresyl EWY) K0S,
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BB I R U R (R ZRAE) J79%, YSARFE N-FREEn Mg b (NWP) o, BRI

TR AR GER, TR, TECEIRE) FiE, SlinEmaERT.
225 EFTIRMN N-FEMMGE (MP) ZE TR &M T IMA RS

TH . KBEHERREERE (4.5 77, 83 ZE/R, WKE, BEWHTFECE

5 ¥J) 78000) F, BT — 500 ZFHEERLM P H A — PRI
BT 60°CHA T IEMTRN Bk, BEFEE 02°C, LEAMIT 20
a8h. MEREBMBN, BB EAmBTBE, MBS rEER
Z40°C MBI E TG, THRBITH PR, BREIMA tresyl
Ak (2. 764 BT, 25 ZRER) . 15 8 E, BREIMATERIMLE (¢

10 7KE, 2.020 ZEFt, 25 BEAEIR) . EESNEE R, ZERIE PR
1 /B =4 (Tresy ] BRE BIEIZRSE, TAD) 7E 1200 ZFH4A 2.2 (99. 9%)
HPTIE. B BB, I B 50 2R R ELEH, 2000rpn
Blre UTIEVAREAE 50 ZFF 0. 5% LR, 7E 5000 ZFF 0. 5%Z 8 BT
PR, FFET. TAD fERGTRR A fEFFAE-207C.

15 ANERIZR-FZEREY), MBS REETUR tresyl
AR, BEHE—MENEREYNSRE-BERSYEZR, H1E
A—FEMEEBIEHITE . BIENSRE-RERSYED Tk
£, BEERHFVEFRE, 4 Nilsson K #1 Mosbach K (1987) , Methods
in Enzymology (B2~ 5vE) 135, 67 WA Hermansson GT 25 A (1992),

20  “Immobilized Affinity Ligand Techniques”, Academic Press,
Inc., 87 B,

A Beta FRILEYIEHEMIA L. TAD(10 ZT2) VEMRLE 100 Tk F0
1000 WA IR EEZ MR, 5% pH 9.6 &% 5 =& Ap-42(SEQ ID
NO:2, Zk# 673-714), SRJSHNIA 2.5 ZZ3% P2(SEQ ID NO:4) 1 2.5 =

25 52 P30(SEQ IDNO:6) . AB—42 1 P2 1 P30 Bk & H H I W EBE .
EMHERE 1-(4,4-—FE-2,6- 8N ORhE-1-E TE)ZE
(Dde) fR{F KB R BREH . FLEIEARHERT Fmoc FiEHI%E, HPEHK
Fmoc-Lys (Boc) —OH #% Fmoc—Lys (Dde) -OH (M Novabiochem k78, HFE
T 04-12-112D) B, BIERT R ¢ -EEEBY Dde TR R Boc £

30 I

M sE pHAEFFF IM HCL %= 9.6, =& 2.5 /MG, S0 80%[K)
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BRE B E PR IREE R 8%, WR4RSEE =R FIFE 30 2040, /BB
To TR RAEK T, HEREHTETHAKETREEN.
FELT=YF, B 41 PUR LE % (AB) F1 T 4BV A bt R ke % (P2
A P30) KGR LUB AR & pb B P BT F B LB R ) AN R R B 3K
s B MH, Sl Lgisic, gl THERERER RS RTH
BRER £ B PR N AL H BB A TD R B B AT IC OO T 45 2 e
5] LR 2 A0 )
MR —FHAEREE NS R-EERSYAREEEE BARTUR
REBMN T WA TR R ERIIK, 5ZRSWRMEBETT LLLLE A
10 BACREAT, WEREY), BEveikMLERAl.

S HRIIR

Brookmeyer, R.; Gray, S.; Kawas, C. (1998). Projections of Alzheimer's
Disease in the United States and the Public Health Impact of Delaying
15 Disease Onset. American Journal of Public Health, 88(9), 1337-1342.
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Met
1

gcg
Ala

cag
Gln

aat

Asn
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Thr
65

cag

Gln

tgg
Trp

att
Ile

gtt
Val

ctg

Leu

ctg

Leu

att
Ile

999

50

aag

Lys

atc

Ile

tge
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cce

Pro

cct
Pro
130

ccc

Pro

gag

‘Glu

gcc
Ala
35

aag

Lys

gaa

Glu

acc

Thr

aag

Lys

tac
Tyr
115

gac

Asp

ggt ttg geca ctg ctc

Gly

gta
Val
20

atg

Met

tgg
Trp

ggc
Gly

aat

Asn

cgg

100
cgc

Arg

aag

Lys

Leu
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cccC
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ttc
Phe

gat
Asp

atc

Ile

gtg
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85

ggc
Gly

tgc
Cys

tgc
Cys

Ala

act
Thxr

tgt
Cys

tca

Ser

ctg
Leu
70

gta

Val

cgce

Arg

tta

Leu

aaa

Lys

Leu

gat
Asp

ggc
Gly

gat
Asp
55

cag

Gln

gaa

Glu

aag

Lys

gtt
Val

ttec
Phe
135

Leu

ggt
Gly

aga
Arg
40

cca

Pro

tat
Tyr

gcc
Ala

cag
Gln

ggt
Gly
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tta

Leu

ctg

Leu

aat
Asn
25

ctg

Leu

tca

Ser

tgc
Cys

aac

Asn

tgc
Cys
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gag
Glu

cac
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ctg
Leu
10

gct
Ala

aac

Asn
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Gly

caa

Gln

caa
Gln
S0

aag

Lys

ttt
Phe

cag
Gln

gce

Ala

ggc

GlyA

atg
Met

acc

Thr

gaa
Glu
75

cca

Pro

acc

Thr

gta
Val

gag
Glu

69

gcc

Ala

ctg

Leu

cac

His

aaa
Lys
60

gtc
Val

gtg
Val

cat

His

agt

Sér

adg
Arg
140

tgy
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ctg
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atg
Met
45
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Thr

tac

Tyr

acec

Thr
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gat
Asp
125

atg
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Thr

gct
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aat

Asn

tgc
Cys

cct
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atc

Ile

cac
His
110
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gat
Asp

gct cgg
Ala Arg
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gaa ccc

Glu Pro

gtc. cag
Val Gln

att gat
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80

cag aac
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85
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gtt tgc
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gaa act cat ctt cac tgg_céc acc gtc gcc aaa gag aca tgc agt gag 480
Glu Thr His Leu His Trp. His_ Thr Val Ala Lys Glu Thr Cys Ser Glu
145 150 155 160
aag agt acc aac ttg cat gac tdc.ggc atg ttg ctg ccec tge gga att 528
Lys Ser Thr Asn Leu His Asp Tyr Gly Met Leu Leu Pro Cys Gly Ile

165 170 175
"gac aag ttc cga ggg gt; gag ttt gtg tgt tgc cca ctg gct gaa gaa -576
Asp Lys Phe Arg Gly Val Glu Phe Val Cys Cys Pro Leu Ala Glu Glu
180 185 180
agt dgac aat gtg gat tct gct'gat gcg gag gag gat gac tcg gat gtc 624
Ser Asp Asn Val Asp Ser Ala Asp Ala Glu Glu Asp Asp Ser Asp Val
195 200 205
tgg tgg ggc gga gca gac aca gac tat gca gat ggg agt gaa gac aaa. 672
Trp Trp Gly Gly Ala Asp Thr Asp Tyr Ala Asp Gly Ser Glu Asp Lys
210 215 220
gta gta gaa gta gca gag gag gaa gaa gtg gct gag gtg gaa gaa gaa 720
Val Val Glu Val Ala Glu Glu Glu Glu Val Ala Glu Val Glu Glu Glu
225 230 235 240
gaa gcc gat gat gac gag gac gat gag gat ggt gat gag gta gag gaa 768
Glu Ala Asp Bsp Asp Glu Asp Asp Glu Asp Gly Asp Glu Val Glu Glu
245 250 255
gag gct gag gaa ccc tac gaa gaa gcc aca gag aga acc acc agce att 816
Glu Ala Glu Glu Pro Tyr Glu Glu Ala Thr Glu Arg Thr Thr Ser Ile
260 265 270
gecc acc acc acc acc acc acc aca gag tct gtg gaa gag gtg-gtt cga 864
Ala Thr Thr Thr Thr Thr Thr Thr Glu Ser Val Glu Glu Val Val Arg
275 280 285
gag gtg tgc tct gaa caa gecc gag acg ggg ccg tge cga gca atg atc g12
Glu Val Cys Ser Glu Gln Ala Glu Thr Gly Pro Cys Arg Ala Met Ile
250 2385 300
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tce cge tgg tac ttt gat gtg act gaa ggg aag tgt gcec cca tte ttt 960
Ser Arg Trp Tyr Phe Asp Val Thr Glu Gly Lys Cys Ala Pro Phe Phe
305 310 315 320
tac ggc gga tgt ggc ggc aac agg aac aac ttt gac aca gaa gag tac 1008
Tyr Gly Gly Cys Gly Gly Asn Arg Asn Asn Phe Asp Thr Glu Glu Tyr

325 330 335
tgc atg gcc gtg tgt ggc agc goc atg tcc caa agt tta cte aag act 1056°
Cys Met Ala Val Cys Gly Ser Ala Met Ser Gln Ser Leu Leu Lys Thr
340 345 350
acc cag gaa cct ctt gcc cga gat cct gtt aaa ctt cct aca aca gca i104
Thr Gln Glu Pro Leu Ala Arg Asp Pro Val Lys Leu Pro Thr Thr Ala
355 360 365
gcc agt acc cct gat gcc gtt gac aag tat ctc gag aca cct ggg gat 1152
Ala Ser Thr Pro Asp Ala Val Asp Lys Tyr Leu Glu Thr Pro Gly Asp
370 375 380
gag aat gaa cat gcc cat ttc cag aaa gcc aaa gag agg ctt gag gcc 1200
Glu Asn Glu His ARla His Phe Gln Lys Ala Lys Glu Axrg Leu Glu Ala
385 390 385 400
aag cac cga gag aga atg tcc cag gtc atg aga gaa tgg gaa gag gca 1248
Lys His Arg Glu Axrg Met Ser Gln Val Met Arg Glu Trp Glu Glu Ala
405 410 415
gaa cgt caa gca aag aac ttg cct aaa gct gat aag aag gca gtt atc 1296
Glu Arg Gln Ala Lys Asn Leu Pro Lys Ala Asp Lys Lys Ala Val Ile
420 425 430
cag cat ttc cag gag aaa gtg gaa tct ttg gaa cag gaa gca gcc aac 1344
Gln His Phe Gln Glu Lys Val Glu Ser Leu Glu Gln Glu Ala Ala Asn
435 440 445
gag aga cag cag ctg gtg gag aca cac atg gcc aga gtg gaa gcc atg 1392
Glu Arg Gln Gln Leu Val Glu Thr His Met Ala Arg Val Glu Ala Met
450 455 460
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ctc aat gac cgc cge cgc ctg gcc ctg gag aac tac atc acc gct ctg 1440
Leu Asn Asp Arg Arg Arg Leu Ala Leu Glu Asn Tyr Ile Thr Ala Leu
465 470 475 480
cag gct gtt cct cct cgg cct ogt cac gtg ttc aat atg cta aag aag 1488
Gln Ala Val Pro Pro Arg Pro Arg His Val Phe Asn Met Leu Lys Lys

485 490 4895
tat gtc cgc gca gaa cag aag gac aga cag cac acc cta aag cat ttc 1536
Tyr Val Arg Ala Glu Gln Lys Asp Arg Gln His Thr Leu Lys His Phe
500 505 510
gag cat gtg cgc atg gtg gat ccc aag aaa gcc gct cag ate cgg tcc 1584
_Glu His Val Arg Met Val Asp Pro Lys Lys Ala Ala Gln Ile Arg Ser
515 520 525
cag gtt atg aca cac ctc cgt gtg att tat gag cgc atg aat cag tct 1632
Glin Val Met Thr His Leu Arg Val Ile Tyr Glu BArg Met Asn Gln Ser
530 535 540
ctc tecc ctg cte tac aac gtg cct geca gtg gcc gag gag att cag gat 1680
Leu Ser Leu Leu Tyr Asn Val Pro Ala Val Ala Glu Glu Ile Gln Asp
1545 550 555 560
gaa gtt gat gag ctg ctt cag aaa gag caa aac tat tca gat gac gtc 1728
Glu Val Asp Glu Leu Leu Gln Lys Glu Gln Asn Tyr Ser Asp Asp Val
565 570 575
ttg gec aac atg att agt gaa cca agg atc agt tac gga aac gat gct 1776
Leu Ala Asn Met Ile Ser Glu Pro Arg Ile Ser Tyr Gly Asn Asp Ala
580 585 590
ctec atg cca tct ttg acc gaa acg aaa acc acc gtg gag ctc ctt ccc 1824
Leu Met Pro Ser Leu Thr Glu Thr Lys Thr Thr Val Glu Leu Leu Pro
595 600 605
gtg aat gga gag ttc agc ctg gac gat ctc cag ccg tgg cat tct ttt 1872
Val Asn Gly Glu Phe Ser Leu Asp Asp Leu Gln Pro Trp His Ser Phe
610 615 620
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ggg gct gac tct gtg cca gec aac aca gaa aac gaa gtk gag cct gtt 1920
Gly Ala Asp Ser Val Pro Ala Asn Thr Glu Asn Glu Val Glu Pro Val
625 630 635 640
gat gcc cgc cct get gece gac cga gga ctg acc act cga cca ggt tct 1968
‘Asp Ala Arg Pro Ala Ala Asp Arg Gly Leu Thr Thr Arg Pro Gly Ser

645 650 655
ggg ttg aca aat atc aag acg gag gag atec tct gaa gtg aag atg gat 2016
Gly Leu Thr Asn Ile Lys Thr Glu 'Glu Ile.Ser Glu Val Lys Met Asp
660 665 670
gca gaa ttc cga cat gac tca gga tat gaa gtt cat cat caa aaa ttg 2064
Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gln Lys Leu
675 680 685
gtg ttc ttt gca gaa gat gtg ggt tca aac aaa ggt gca atc att'gga 2112
Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala Ile Ile Gly
690 695 700

ctc atg gtg ggc ggt gtt gtc ata gcg aca gtg atc gtc>atc acc ttg 2160
Leu Met Val Gly Gly Val Val Ile Ala Thr Val Ile Val Ile Thr Leu

705 710 715 720

gtg atg ctg aag aag aaa cag tac aca tcc att cat'cat ggt gtg gtg 2208
Val Met Leu Lys Lys Lys Gln Tyr Thr Ser Ile -His His Gly Val Val

725 730 735
gag gtt gac gcc gect gtc acc cca gag gag cgc cac ctg tce aag atg 2256
Glu Val Asp Ala Ala Val Thr Pro Glu Glu Arg His Leu Ser Lys Met
740 745 750
cag cag aac ggc tac gaa aat cca acc tac aag ttc ttt gag cag atg 2304
Gln Gln Asn Gly Tyr Glu Asn Pro Thr Tyr Lys Phe Phe Glu Gln Met
755 760 765
cag aac tag 2313
Gln Asn
770
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<210> 2

<211> 770
<212> PRT

<213> A\

<400> 2
Met Leu
1

Ala Leu

Gln Ile

Asn Gly
S0

Thr Lys
65

Gln Ile

Trp Cys

Ile Pro

Val Pro
130

Giu Thr
145

Lys Ser

Pro

Glu

Ala

335

Lys

Glu

Thr

Lys

Tyr

115

Asp

His

Thr

Gly

Val

20

Met

Trp

Gly

Asn

Arg

100

Arg

Lys

Leu

Asn

Leu

Pro

Phe

Asp

Ile

Val

85

Gly

Cys

Cys

His

Leu
165

Ala

Thr

Cys

Ser

Leu

70.

Val

Arg

Leu

Lys

Trp

150

His

Leu Leu

Asp

Gly

Asp

S5

Gln

Glu

Lys

Val

Phe

135

His

Asp

Gly

Arg

40

Pro

Tyx

Ala

Gln

Gly

120

Leu

Thr

Tyr

Leu

Asn

25

Leu

Ser

Cys

Asn

Cys

105

Glu

His

Val

Gly

Leu
10

Asn

Gly

Gln

Gln

90

Lys

Phe

Gln

Ala

Met
170

Ala

Gly.

Met

Thr

Glu

75

Pro

Thr

Val

Glu

Lys

155

Leu

74

Ala

Leu

His

Lys

60

Val

'Val

His
Ser
Arg
140

Glu

Leu

Trp

Leu

Met

45

Thr

Tyr

Thr

Pro

Asp

125

Met

Thr

Pro

Thr

Ala

30

Asn

Cys

Pro

Ile

His

110

Ala

Asp

Cys

Cys

Ala

15

Glu

Val

Ile

Glu

Gln

85

Phe

Leu

val

Ser

Gly
175

Arg

Pro

Gln

Asp

Leu

80

Asn

Val

Leu

Cys

Glu
160

Ile
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Asp

Lys

Phe

Ser Asp Asn

Trp

-¥Val

225

Glu

Glu

Ala

Glu

Ser

308

Tyr

Cys

Thr

Ala

Trp
210
val
Ala
Ala
Thr
Val
290
Arg
Gly
Met

Gln

Ser
370

195

Gly-

Glu
Asp
Glu
Thr
?75
Cys
Trp
Gly
Ala
Glu

355

Thr

Arg

180

Val

Gly

val

Asp

Glu

260

Thr

Ser

Tyr

Cys

Val

340

Pro

Pro

Gly

Asp

Ala

Ala

Asp

245

Pro

Thr

Glu

Phe

Gly

325

Cys

Leu

Asp

Val

Ser

Asp

Glu

230

Glu

Tyr

Thr

Gln

Asp

310

Gly

Gly

Ala

Glu

Ala

Thr

215

Glu

Asp

Glu

Thr

Ala

295

val

Asn

Ser

Arg

Val
375

Phe

Asp

200

Asp

Glu

Asp

Glu

Thx

280

Glu

Thxr

Arg

Ala

Asp

360

Asp

Val

185

Ala

Tyxr

Glu

Glu

Ala

265

Glu

Thr

Glu

Asn

Met

345

Pro

Lys

Cys

Glu

Ala

val

Asp

250

Thr

Ser

Gly

Gly

Asn

330

Ser

Val

Tyr

75

Cys

Glu

Asp

Ala

235

Gly

Glu

Val

Pro

Lys

315

Phe

Gln

Lys

Leu

Pro

Asp

Gly

220

Glu

Asp

Arg

Glu

Cys

300

Cys

Asp

Ser

Leu

Glu
380

Leu

Asp

205

Ser

Val

Glu

Thx

Glu

285

Arg

Ala

Thr

Leu

Pro

365

Thr

Ala

190

Ser

Glu

Glu

val

Thx

270

Val

Ala

Pro

Glu

Leu

350

Thr

Pro

Glu

Asp

Asp

Glu

Glu

255

Sex

Val

Met

Phe

Glu

335

Lys

Thr

Gly

Glu
Val
Lys
Glu
240
Glu
Ile
Arg
Ile
Phe
320
Tyr
Thr

Ala

Asp
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Glu

385

Lys

Glu

Gln

Glu

Leu

465

Gln

Tyr

"Glu

Gln

Leu

545

Glu

Leu
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His

Arg

His

“Arg

450

Asn

Ala

Val

His

Val

530

Ser

val

Ala

Glu

Arg

Gln

Phe

435

Gln

Asp

Val

Arg

Val

515

Met

Leu

Asp

Asn

His

Glu

Ala

420

Gln

Gln

Arg

Pro

Ala

500

Arg

Thr

Leu

Glu

Met
580

Ala

Arg

405

Lys

Glu

Len

Arg

Pro

485

Glu

Met

His

Tyr

Leu

565

Ile

His
390

Met

Asn

Val

Axrg

470

Arg

Gln

Val

Leu

Asn

550

Leu

Ser

Phe

Ser

Leu

Val

Glu

455

Leu

Pro

Lys

Asp

Arg

535

Val

Gln

Glu

Gln

Gln

Pro

Glu

440

Thr

Ala

Arg

Asp

Pro

520

Val

Pro

Lys

Pro

Lys

Val

Lys

425

Ser

His

Leu

Ris

Arg

505

Lys

Ile

Glu

Arg
585

Ala

Met

410

Leu

Met

Glu

Val

490

Gln

Lys”

Tyr
Val
Gln

570

Ile

Lys

385

Arg

Asp

Glu

Ala

Asn

475

Phe

His

Ala

Glu

Ala

555

Asn

Ser

76

Glu
Glu
Lys
Gln
Arg
460
Tyx
Asn
Thr
Ala
Arg
540
Glu

Tyxr

Tyr

Arg

Trp

-Lys

Glu

445

Val

Ile

Met

Leu

Gln

528

Met

Glu

Ser

Gly

Leu

Glu

Ala

430

Ala

Glu

Thx

Leu

Lys

510

Ile

Asn

Ile

Asp

Asn
590

Glu

Glu

415

Val

Ala

Ala

Ala

Lys

495

His

Arg

Gln

Gln

Asp

575

Asp

Ala
400
Ala
Ile
Asn
Met
Leu
480
Lys
Phe
Ser
Ser
Asp
560

val

Ala
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Leu Met

Val Asn
610

Gly Rla
625

Asp Ala

Gly Leu

Ala Glu

Val Phe

690

Leu Met
705

Val Met

Glu Val

Gln Gln

Gln Asn

770

<210> 3

Pro

595

Gly

Asp

Arg

Thr

Phe

675

Phe

Val

Leu

Asp

Asn
755

<211> 45
<212> DNA

<213> B XATE

Ser Leu Thr

Glu

Ser

Pro

Asn

660

Arg

Ala

Gly

Lys

740

Gly

Phe

Val

Ala

645

Ile

His

Glu

Gly

Lys

125

Ala

Tyr

Ser

Pro

630

Ala

Lys

Asp

Asp

Val

710

Lys

Val

Glu

Glu

Leu

615

Ala

Asp

Thr

Ser

Val

695

val

Gln

Thr

Asn

Thr

€00

Asp

Asn

Arg

Glu

Gly

680

Gly

Ile

Tyr

Pro

Pro
760

Lys

Asp

Thr

Gly

Glu

665

Tyr

Ser

Ala

Thr

Glu

745

Thr

Thr Thr

Leu Gln

Glu Asn

635

Leu Thr
650

Ile Ser

Glu Val

Asn Lys

Thr Val

715

Ser Ile
730

Glu Arg

Tyr Lys

17

Val

Pro

620

Glu

Thr

Glu

His

Gly

700

Ile

His

His

Phe

Glu

605

Trp

Val

Arg

vVal

His

685

Ala

Val

Bis

Leu

Phe
765

Leu
His
Glu
Prq
Lys
670
Gln
Ile
Ile
Gly
Ser

750

Glu

Leu Pro

Ser Phe

Pro Val

640

Gly Ser
655

Met Asp

Lys Leu

Ile Gly

Thr Leu

720

Val Vval
735

Lys Met

Gln Met



01805360. 2 Pl &R FE1L/141)

<220>
<221> CDS
<222> (1)..{45)

<223> 350 P2 HiE v sE SR DNA

<400> 3
cag tac atc aaa gét,aac tcc aaa ttc atc ggt atc acc gag ctg 45
Gin Tyr Ile Lys Ala Asn Ser Lys‘Phe Ile Gly Ile Thr Glu Leu

1 5 10 15

<210> 4
<211> 15
<212> PRT

<213> PEfH AT

<400> 4
Gln Tyr Ile Lys Ala Asn Ser Lys Phe Ile Gly Ile Thr Glu Leu
1 5 10 15

<210> 5
<211> 63
<212> DNA

<213> B A AT E

<220>
<221> CDS
<222> (1) ..{63)

<223> ZRHE P30 H1JE e EHEH DNA

<400> 5
ttc aac aac ttc acc gta agc ttc tgg ctg cgt gtt ccg aaa gtt age 48
Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Rrg Val Pro Lys Val Ser

1 - 5 10 15

78
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gct agc cac ctg gaa 63
Ala Ser His Leu Glu
20

<210> 6
<211> 21
<212> PRT

- <213> GRS

<400> 6
Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Arg Val Pro Lys Val Ser
1 5 10 15

Bla Ser His Leu Glu
20

<210> 7
<211> 21
<212> DNA

213> &R

<400> 7
caactcagct tccttteggg ¢ 21

<210> 8
<211> 21
<212> DNA

<213> SR

<400> 8
agatctcgat cccgcgaaat t 21

<210> 9
<211> 135
<212> DNA

<213> AR

<400> 9
atggatgcag aattcecgtca cgactccggt tacgaagttc accaccagaa actggtttte 60

79
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ttcgcagaag atgttggttc caacaaaggt gcaatcatcg gtctgatggt tggcggtgtt 120
gttatcgega cctag 135

<210> 10
<211> 31
<212> DNA

<3 AWM

<400> 10
gccggecatg gatgcagaat tccgtcacga ¢ 31

“<210> 11
<211> 39
<212> DNA

<213> S RLE

<400> 11

gccggaaget tctaggtcege gataacaaca ccgccaacce 3%

<210> 12
<211> 84
<212> DNA -

<213> SE

<400> 12
ccggcaagcet tctacagctce ggtgataccg atgaatttgg agttagettt gatgtactgg 60

gtegegataa caacaccgcec aacc 84

<210> 13
<211> 101
<212> DNA

<213> SRH
<400> 13
gceggecatg ggtttcaaca acttecaccgt tagcttctgg ctgegtgtte cgaaagttag 60

cgcgagccac ctggaagatg cagaattccg tcacgactce g 101

<210> 14
<211> 172

80
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<212> DNA
<213> AR

<400> 14

gggccaagct tggatccggt cgcgéﬁaaca acaccgccaa ccatcagacc gatgattgea 60
cctttgttgg aaccaacatc ttctgcgaag aaaaccagtt tctggtégtg aacttcgtaa 120
ccggagtegt gacggaactc tgcatccagc:tcégtgatac cgatgaattt gg 172

<210> 15
<211> 30
<212> DNA

<213> f?ﬁzﬂﬁ

<400> 15
ctggaagatg cagagttccg tcacgactcc 30

<210> 16
<211> 35
<212> DNR

<213> AR

<400> 16
gcgceggate cttcaacaac ttcaccgtta gette 35

81
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WT s

1 18 630 672 700 714723 770

Pesreessssessiriasersrs pestriestnenneasereren

C-100

Abeta-42-l43

13 [ Z I F I TTFIT N RSSSSSY
[ e
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18-21 EXrzZzZZZIIII
09-05 Tz SSSST)
26-29 m NEILA A IE TN

82



THMBW(EF)

[ i (S RIR) A ()
e (S IR) A (%)

HAT R E (TR AGE)

FRI& B A

KRN

IPCHRS

CPCH %5

REA(F)

L5

H 2T SR

S\ EREERE

BEGF)

NIFWRIFLUERRE BIR AN BFEN KRB N 5L, A EEEU
HNBUEMRERFEEQ(U5IREMREATANER)HIMBIERIR
ERABMRRERNEM. SRERREBEDERBGBUENRE
BFESRRERUMER , PRRXCER ESHAGBUENRED
EZROTBER. BALENENRRENZEBEAS , ABELET S
A—NE-—FJIMNRE, REEMENAEROTARGIRERERKE

i, BESER ERE T KSBABHBARMERER, LT THRH
EHREAFESMORRARZEDPNRAETRENRREPURATR
BEMNEENIE, XHFENTIESRE  LEREWREAFLER
HNAERRRRELMNGE, HRRCMMGZHIRNTE, AR
BRAR, 8, BCHAR. SIRAMZZHH.

patsnap
TRERREANF G
CN1416350A NI (»&E)B 2003-05-07
CNO01805360.2 Bi% H 2001-02-19
EXRRFERRLE
ERRFEARLE
ERRFEARAT
KGLERR
MR/E 7%
RGTEREREEHERA
S R
M-R-f& %
REHTHREXRBRH ERA

GO1N33/53 A61K35/12 A61K35/66 A61K35/76 A61K38/00 A61K38/17 A61K38/18 A61K38/20 A61K39
/00 A61K39/385 AG1K39/39 A61K48/00 A61P25/28 CO7K14/47 C12N1/15 C12N1/19 C12N1/21 C12N5
/10 C12N15/09 C12P21/02 C07K14/435 C07K19/00

AB61K2039/64 CO7K14/4711 A61K2039/6037 CO7K2319/00 A61K38/19 A61K39/385 A61K39/0007
A61K2039/53 A61K38/00 A61K38/1709 A61K39/00 A61K2039/6087 A61K47/646 A61P25/00 A61P25
/28 GO1N33/6896 GO1N2333/4709 GO1N2500/04 Y02A50/412 A61K2300/00

e
200000265 2000-02-21 DK
CN1279971C

Espacenet  SIPO

35


https://share-analytics.zhihuiya.com/view/6505a8ce-4760-495b-8262-69b878a61621
https://worldwide.espacenet.com/patent/search/family/008159174/publication/CN1416350A?q=CN1416350A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN1416350

