P E AR SR 42 R 2010 4 A 1065 28] Chin J Contemp Neurol Neurosurg, April 2010, Vol. 10, No. 2 . 147 -
R -

P /R X B EBAmHIIE R & RABF K :

HMAARIBEARERE

A ER
[R@ER] PURKIEB; Wik LRIk

DOI:10.3969/j.issn.1672-6731.2010.02.001

1906 4 11 f 3 °H , & E & # ¥ K Alois
Alzheimer B X 7 H % 4R (Tiibingen) % 47 Y % 37 &
EEEEEMEFFEL2LRET 56 P EFE
RRERLEEHORERL, WELHAR F X
A EHE R EHRINPs, B £ F 32 (SPs) |7 A 4
BEAHEELE(NFTs) A FEEEZFLBWHRF X
Emil Kraepelin 4 7 3 FF % 2 2% & 5] # 89 I K 5E R
5 AL A 4 TR K B OR (AD)”, AL B ¥ K
HeFmFREIENT AN ENLA,BITTA
AR AR ERFOFE . FELRES X,
BEBERFWHE, BNKIL, FMRKERRETR
EEANFHEENIERAEmE - RELE LR
REEBEWMZRAAESTFHERESE WEENF.
SFEEF WEXRF WEROTORFTEANN
EHFARFRANTHNEFE FEFHMLE. X
AALH E R ER EMFRS Ky #HT2EH
ROHHNE,AELRFARRAET R EEW
BRI R, MR A BT X TR K B K R AL #
AR, URIERZE 567 KTFHRE. AKX
EZAR,BMNALBRLA B EXFE AL —F &,
MEL2RERMMAYNFESNRE, M RRKERR
WERE ARERRAERERK; B —F &, K
EAANBEAFE, MAKERFMEEZBEL, &

HAWH K E SR &R (197373 W H (15 H
%45 :2006CB500706) 5 [F K i B b WF 5% & @ 1Tl (“9737 1% 35
H (5 H %5 : 2010CB945200) 5 [ ifg i B2 5 R Z2 Dt S BHIF S 1
H (35 H 4 %5 : 07DJ14005) 5 b i Bl 24 5K 25 G2 BHIF TR 352 H
(3 H 45 :09DZ1950400)

25 B2 : 200025 1 R 52 38 R A % 2 B B U i 4 25 B ik 2 R
I 18 5 38 K I A I 1R 4809 2 T 5 i

475 1% - 4 50 (Email : chen_sd@medmail.com.cn)

EEAGHTEBERELRE. WL FRHOK
WAF AL E &, AR EXMRK
BERAEERERE WAEMH LT EERNAR
BHRTHRUGER S Y, B, KINALEE
B RKEBRAA R Ly Eah b, B AT Y
A e By B A kR, R 2B E R KRR R
Wy Kk R B D7 AR 5% .

— P RF BRI IER P RK B E R
EREN

L EMHFR I 1906 4 Alzheimer E Jfi 3 — f
THEHFNIERERCGEIZ MR FEER ATH
S R AT L) RO EE BT L AT B 1 1910
Kraepelin E i EX £ H T F W B EFNE"
PRI R e A AR R B
J& KRR R Bl B Ao, LR 1932 4F Schottky B X
WEF R B KR KRR BB B,
1940 4 Van Bogaert. 1946 F Essen-Moller 48 4k 3t &
FHRMEFARKEHE(FAD) R B £, X — BB
HRRBETHLSBRAESWNERBMAF T X, EE
THERRERFARNDEM(KD. K, s TF
B RKERF MANEN AR T ENRAR,
HE - LR FHRTLIN, YRS — PR
WHBRRRO P TEERNT BH B R(FTD) .
B (CID) SR fhom R XA RN T Rk
MERKERFRA, i TEHREFIANA
PR, 78 T ik o A3t S AR AE KB R FATHT R

2. RH K 20t L2 60-90 4 £, DA X 4F
%1 % (senile dementia)” F2° ¥ /R % HF Bk "4 A 00 7
ARAZERFZ,MRRERFAEHENT — MK
MBREHXENR, X—HHNEELIN#tE
FTEAF(DRIAMRKERE EH WAL AU



. 148 - o AR b B 26 A5 2010 4F 4 JT B 10 5 2 )

Chin J Contemp Neurol Neurosurg, April, 2010 Vol. 10, No. 2

R BRI BRI T 5 10 [ sk AR 1R 3R
G REANY R A

19064 Alzheimer B UTE — ) L P R 3 1 i 2 4
o R 3K B 2 A BE R 42 i 2
A i 45

1910 4 Kraepelin Alzheimer #4515 51 Bk 1F 3 Ay
2Ry BT JR % 1 R

19324E " Schottky U Y A B A

el 7 % 1 R s 1

HL 1 S 5 L5 2 B UL 24
Lo REY) 2 P 22 i 4T 2 A 45
HL T BT WLE R B UE R AR

19634 Kidd

1964 4" Terry

[ 2 Y 21 % A B
1968 4E ) Blessed P N IR
1976 4 ¢! Davies fil Maloney 4 Hi B8 E it [ 27 156
1984 4E %) Glenner Fl Wong  fir 44 ABI: & BULAH C )% 41
1986 4E " Wood 4 A tau B 14 26 J £ 4k 4
i
1989 4E """ Goate %5 SLREAPP I F I E LT 21 5
RN

1990 4E " St George-Hyslop % gfmgﬁ(?ﬁ@gj(ﬁ%iﬁzﬂg
iR

T8 G TR BT 7R % 18 3R 5 91) v
R APP LR LI A

T A Ak 7 T8t 0 61 577 Tacrine B
At HE TR YT B 2K i R

R BB I K 1 SR 9 A 56 TR

1991 4" Goate %
1993 4 7!

1993 4E %' Strittmatter %5

ApoEe4
19954 "' Games % ST APP 3 3[R /)N [
1999 4E " Vassar %5 FE AV T B B 43 A il
1999 4E 2" Schenk 4 AR F B G IR T TE S W) S
AT

&t e EE R M

NMDA 3% {£ # 357 Memantine

Bk FDA v FH 3677 o 5 1

IR WM BRI

AR ZE B RE IR YT I AR TR 56 H

HE B C T o i 4% T 2% 1k
AR, B-TEM AL [ APP, B-VE MY AR 2R I T4 ApoE , 2R IR &

M E;NMDA,N-F E-D- R A& %82 FDA , 55 B & 5 5 245 5 5 38 R

1999 4 Petersen %
2003 4 >

2003 4

RE 7 B A0 2 5% M th 3 B BB A0 2Bt AL B K N
AN RGN & N R i R
# A (AChED W M R R ERFRBET F £ EK
P& 107 (2) 3 P AR K B O AR A (R
BEGRELE )P FTEMBARFUB-ERFEE
(AB) W 0 & 9 AL 2 3t th &) 5r 551 (3) WL = fiL
R B-E M EEE A TR (APP) H 0 R & I 46
RKGEHRFME X LR R LT R ", N
— B, AR RERFARLET B K,
BETHFLSRAERR, AEERAN T AHERER
RIEHRA

IRAE 20HL0FEREAS HMERAFHK
RERATHE T, FHNZAEYEFAR N

B THARRERFEREY REFE LHI
LW EBTEAHE M ATA B, X — B H
REZAF (DEMLZRET XEBEFTRRERRF
MEFRERE B2 THARNIHER, 7
TITHREHZFEMAKERFARFHERD, UK
MTELERFARSE—F THRT HEBTRKERR
(SAD)#y R Zmilsl = () # —F W T R
WA B T8 UL RO AL Rk A X A A R B (EAA)
HF WA RKEBRE AR T E R, SF 43t
HFRT BRI =R T R e DL RE B B B T
T o B % R BT R R E R A 4 7 (3) ]
PET.SPECT fo fMRI 4 X % 0 2 8 & % % ¥ Wr %L K
AR, FRT —ZF W RKEREE D .
L h omEHETMNGFNAE (D FET
ABEF T BETFARKEBHRFN I KRB, REdH
T B I R R K T A &k B
ARy AR K B R R M — B AR R A g
(RETBEABFEMCD"HHMA, £ EHF#H
AL S St F M 4R (DSM-IV) fr £ B B
WA BT AR A A B T-T R KB R K
A8 % & & 2 (NINCDS-ADRDA) #] 3T # [ /% 3% #
B BT AR E R BT R B T E A m 2

Z R ERENA R TR E R E R
IR 2 A

A LI /R KO R U RO e T i R B 4K
MEFRFLARNEXFE-NERFL . BRFHE X
FHREAHRINMWETRRAFIFEE R EUEA
KR RKERE N B, KTy F %, —
WAEAHEKOE A, B -2 ARG E %
ffEi . RFORATHEFRLEL &, £20104, 4
2R R R B R R K £ 3500 7 £, 3 2005
BimA10%, Eh R X AER, A RAEFER, B
AMERE ARERMBFEREHERAR K U E
E oy, BRI EHAS500% 6 RKESRREH,F
HETOsHHH B RRERFTAEE, 5 RK
g BR O AE ok B 5% Rl S E 3K 1480 12 % 76,2005 4 4
2R T AR K M BR R BN RO £ 0% U B E k315410 %
TC R B, R B R R R R & U
fioFAEHmE, VLRI 2IFLALAXER
ik E A3k &,

REMARKEREFRIAR, B0l F &N FE A
FERAE (DRI ERRR AN T #
T+ aBER, LABAB Cth ¥ WM H % &8 fn 4



e [ A R 2 0 2 A 2010 4F 4 A 55 10 5845 2 1)

Chin J Contemp Neurol Neurosurg, April 2010, Vol. 10, No. 2 . 149 -

We REEMANABFauE EERNM R RE
BRI B R R A &R T R R
Ry K WL R A 4 e KR BT LR 2 AR
WAEERERWETRAT 5 EEILIZ KON w3 %
I B R W Z A AR AR, A R T
R EERNERERLE ST AR ERR LR
FLR Wit % (2)d THZENWEFEEDF T
R, BT Tk BOOE ] A TR R Bk B R D
W AR RERFTEE T KIS w28 ML
o, HAT T U E R AT SO R BT F o AT
SEWDW T, EAMAKE X — A P WA
FAEENFRE, XOE-—ERELRW T HAER
BAMEAHEEITF R ) TUHEEAE
(ApoE) AR E MR EHZMAFEZ L MR #E
BEA AR ERGFZ RN AN ERE, R
KERFNEHTHMALATF, RZ 430
B (DG TREABRE S HRRERR
Z |\ B AE kb, A RO AR B E L R I £ I R R A
EWA,HTHALH TR FREMmHEQEZI
REL, HEREMBRREE TR AR, BETF
FENERW LW F Bf sk (5) Mk T £k
ABMEBRTHNRARE, TR ERK EET ZMNA
WREFHBENH A AARZEENA, LEEE
HFATE R KB Ny 08T A (y-secretase
modulators) . A B & & ¥ # #| (A B - aggregation
inhibitors) % ', # X & 3 X 2w A2 8y T AR 0K i Bk
WBLERAFALE, E2H ARAEBXEH
e RAECR b ¥ B A& AT R (6) T 40 0 fo 3 F 6
TR ABW S Sz 6T Il R KB bk 2 R
MR, BRI Rk R A TR BT

S MRARERFHNAR M RREREAR
WRXREZ

T B w0 A& PR K BOR R P BT B B B
ks, YHZAFEH*R—F TR RRERR
FEAEABRIWETERL T HHAT 2 FFAMN
fOERAFM R K ERFER OB EYFHIFT
KTEER MW RAA R AR T EAdhy, LI
AEWMEET. BEEZMAKERFEARZWAKX,
BATAE b B A A TR 7 Ao G0 P B4R 3 R
PR (1) UABFF LMK E M & E H tau & &
FAERBRAARENERA,BREE— ABF UK
4,3 — B R G Kk PR K B OE AR K B APP
PSENI #n PSENI2 3£ B R & , DL R 5 # & M PR 3%

W Bk WA K B ApoEed S EH S A M A M K% E
BRom K PR R RN AT TR R Bk Ay
MEENHEH QREAFHEFZGEFHAATHE
T4 LN RAE T E R ARRE AR,
BHANZCEEZREEXRITN AR N BT RK
BB EE WA CEFRAE, LR BN AR
tau & A WA B A T B R P R R LR
BHR A tanE A NR PR U, EL S RETF
E,REHMA A LW RKERRF AR E A H
FANEBTRRETRETHE . #—FFHRE
BUEMARXERRARFHER RitREEZ
ERERENR IR, LR IE® £ E W EZH A
KFERATHHEEMRREFEL TR LW T,
(4) 78 B 5 B0 5 AB . ApoE tau & A 048 L K M H F
EZNIFRALTHAGYBE KEHLAEFTES
e HERFBE G T Tk EFFAS
& T 48 o (iPSs) 2k o A 5L R #F 8 3 B o oah b, 3
— S HERNBEA LT HRBME LT HRRER
T 6y 7T A A AL

& b P /R 3% i 3RO B % Rk R Ik A% LR Bk
LM, s R L REFFELIH AT LR
(DEFHRXBERFERL I G5BT NELS, A
DB AHEBH A G AERE,GFMEET
AWM REERUFGHE".(2)H - FHHEA
G— B E N dn AR E e TR R B R B 5 i AR R
BREFDH O, AR ARER L RA
(variant) B9 A & s R & 3, WL K5 H 4 & % Mk
W, 0l w4 KK (PD) A E T E R EER KA
R E M (CBD) B £ 71 % i Y. (3) 3 — Mk
G- ARRERFER RN RER T X, RE
HEANERT ~MMNAEHHGNEFLERERRE,
RAGEBAEERN A (DINGHEHFF4
SRNEEFH R, KA RAR-FR LM (CEA) 7 IF K
7 Fa A 2 4 3 BT A, DLRCGE BT TR R
H(CB), RERXERHLE .

EHER, A B W RGO TR ERREH £
HFEA, WA R GEE BT A KW
B, AN AN H RN ZEILET T 7 7 Gt —H#
WA RRERREERYENAY, A B RE,F
BAE,

& % x w

[1] Burns A, Byrne EJ, Maurer K. Alzheimer’s disease. Lancet,



150 - [ B AR 2 2R 20105 4 2551085521 Chin J Contemp Neurol Neurosurg, April, 2010 Vol. 10, No. 2

2002, 360:163-165. Apolipoprotein E: high - avidity binding to beta - amyloid and
[2] Maurer K, Volk S, Gerbaldo H. Auguste D and Alzheimer’s increased frequency of type 4 allele in late - onset familial

disease. Lancet, 1997, 349:1546-1549. Alzheimer disease. Proc Natl Acad Sci USA, 1993, 90:1977 -
[3] Goedert M, Spillantini MG. A century of Alzheimer’s disease. 1981.

Science, 2006, 314:777-781. [16] Games D, Adams D, Alessandrini R, et al. Alzheimer - type
(4] BrA0, ENIL BE I E——H R AT 50 00 Pk R 2. Rl neuropathology in transgenic mice overexpressing V717F beta-

P& 552 8E, 2009, 4:245-246. amyloid precursor protein. Nature, 1995, 373:523-527.
[5] Hardy J. A hundred years of Alzheimer’s disease research. [17] Vassar R, Bennett BD, Babu-Khan S, et al. Beta-secretase cleavage

Neuron, 2006, 52:3-13. of Alzheimer’s amyloid precursor protein by the transmembrane
[6] Davies P, Maloney AJ. Selective loss of central cholinergic aspartic protease BACE. Science, 1999, 286:735-741.

neurons in Alzheimer’s disease. Lancet, 1976, 2:1403. [18] Wan Y, Wang G, Chen SD. Genetic predisposition to
[7] Francis PT, Palmer AM, Snape M, et al. The cholinergic inflammation: a new risk factor of Alzheimer’s disease. Neurosci

hypothesis of Alzheimer’s disease: a review of progress. J Bull, 2008, 24:314-322.

Neurol Neurosurg Psychiatry, 1999, 66:137-147. [19] Goate A, Chartier-Harlin MC, Mullan M, et al. Segregation of a
[8] Glenner GG, Wong CW. Alzheimer’s disease and Down’s missense mutation in the amyloid precursor protein gene with

syndrome: sharing of a unique cerebrovascular amyloid fibril familial Alzheimer’s disease. Nature, 1991, 349:704-706.

protein. Biochem Biophys Res Commun, 1984, 122:1131-1135. [20] FDA approves memantine drug for trealing AD. Am J
[9] Glenner GG, Wong CW. Alzheimer’s disease: initial report of Alzheimers Dis Other Demen, 2003, 18:329-330.

the purification and characterization of a novel cerebrovascular [21] Schenk D, Barbour R, Dunn W, et al. Immunization with

amyloid protein. Biochem Biophys Res Commun, 1984, 120:885- amyloid-beta attenuates Alzheimer-disease-like pathology in the

890. PDAPP mouse. Nature, 1999, 400:173-177.

[10] Wood JG, Mirra SS, Pollock NJ, et al. Neurofibrillary tangles of [22] Winblad B, Blum KI. Hints of a therapeutic vaccine for
Alzheimer disease share antigenic determinants with the axonal Alzheimer’s? Neuron, 2003, 38:517-518.
microtubule - associated protein tau (tau). Proc Natl Acad Sci [23] Petersen RC, Smith GE, Waring SC, et al. Mild cognitive
USA, 1986, 83:4040-4043. impairment: clinical characterization and outcome. Arch Neurol,

[11] Goate AM, Haynes AR, Owen MJ, et al. Predisposing locus for 1999, 56:303-308.

Alzheimer’s disease on chromosome 21. Lancet, 1989, 1:352- [24] Dartigues JF. Alzheimer’s disease: a global challenge for the
355. 21st century. Lancet Neurol, 2009, 8:1082-1083.

[12] Cooper DN, Niemann SC, Gosden JR, et al. Regional [25] FRI, FREF, BAE . B2 O i B0 5 s 42 % 48 19 11 o Sk
localization and characterization of a DNA segment on the long SRR B, BRI 5 92k, 2009, 4:275-277.
arm of chromosome 21. Hum Genet, 1987, 75:129-135. [26] Roberson ED, Mucke L. 100 years and counting: prospects for

[13] st George - Hyslop PH, Haines JL, Farrer LA, et al. Genetic defeating Alzheimer’s disease. Science, 2006, 314:781-784.
linkage studies suggest that Alzheimer’s disease is not a single [27] Lee G, Studer L. Induced pluripotent stem cell technology for
homogeneous disorder: FAD Collaborative Study Group. Nature, the study of human disease. Nat Methods, 2010, 7:25-27.

1990, 347:194-197. [28] Hu WT, Rippon GW, Boeve BF, et al. Alzheimer’s disease and

[14] Farrer LA, Myers RH, Cupples LA, et al. Transmission and age- corticobasal degeneration presenting as corticobasal syndrome.
at-onset patterns in familial Alzheimer’s disease: evidence for Mov Disord, 2009, 24:1375-1379.
heterogeneity. Neurology, 1990, 40(3 Pt 1):395-403. (ki H 9 :2010-03-09)

[15] Strittmatter WJ, Saunders AM, Schmechel D, et al

FEEAEHRE &L HE S 3B S F ARt S A SCE A

R T e B 3R A 4 AR B iz Bl 5 P I 9T AU i — 2 R B i 4 TR R ) R O K I 2SS U IR iZ NG
TRIT K, Y AR S 2 2 i 0 2 S 2 WA 4 ARG T A8 B 5 2 21 R HR AR il 2 B A G R 2 DR A BB i I I S L A 4 R T
oA 32 3 2 6555005 4 AR BF T 2 BUE T 2010 4F 5 H 26-29 HAE BG4 9T o SR PR O5 BRAE 26 BRI I V2 75 0% IR 28 R
WP R ALY EIRAR R [ AR A 4 R AR B ORI AT R iR SO . WO R KRR AR . S aE KR
THEERMEEFHET 1 J8%5 1045,

LAESCINAY 04 AR 2 Ho b3z 2 W 5 1 5 05 (A 6 M 42 AR /D BIEBERG T R A M LA ) e 0% e R M SR L = 48
WO A SRS IE £ A AE IR & A2 Bl [0S 55 ) A G LA 5 I R AT

2 R FGESR MR TR R SO Z LR R IS E) 2 1y (Word #620) , 5250800 ~ 1000 5, ¥ J H (19, 7 ik (45 3¢
MAWAK X BT U F OB T H RS 4 TR, I SCF 58 5 E & IR HE X Email ik o 3 Email #0506 %
cjn@cma.org.cn B zhsjkzz@126.com , T 32 8 e 4 B 1 4 2R 06 <3 WUAE SC7 7 FE

3. H 201043 A 30 H, LA Email & 3% 15 [8] 1

4. TR U AR U T K A 42 5 b AR 2 B R A ) S B o R B 4 T - 100710, BK R ML : (010) 85158265,
85158264,85158266, Bk HA A : B 157K .



