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[Abstract] Objective To formulate the best treatment plan for Alzheimer’s disease patients by
evaluating the therapeutic efficacy and side effect of various evidence - based programs. Methods
Alzheimer’s disease, donepezil, rivastigmine, galantamine, memantine, rosiglitazone, etc. were defined as
retrieval words. PubMed, Cochrane Library, Wanfang Data and China National Knowledge Infrastructure
(CNKI) databases were used with applying of manual searching. Systematic reviews, randomized controlled
trials (RCT), controlled clinical trials and case-observation studies were collected and evaluated by Jadad
Scale. Results  After screening, 33 selected resources included 14 systematic reviews, 14 randomized
controlled trials, 4 controlled clinical trials and 1 case-observation study. According to Jadad Scale, total
28 articles were evaluated to be high quality (12 with score 4, 10 score 5, 6 score 7), and 5 were low
quality with score 3. It was summarized as follows: 1) Alzheimer’s disease is a progressive
neurodegenerative disease for which no cure exists. To date, only symptomatic treatments with
cholinesterase inhibitors (donepezil, rivastigmine, galantamine) and an N - methyl - D - aspartate (NMDA)
receptor noncompetitive antagonist (memantine), are effective and well tolerated to counterbalance the
neurotransmitter disturbance, but cannot limit or impact on disease progression. 2) Disease modifying drug
is an potential agent, with persistent effect on slowing the progression of structural damage, and can be
detected even after withdrawing the treatment. Many types of disease modifying drugs are undergoing
clinical trials. Conclusions Using evidence-based medicine methods can provide best clinical evidence
on Alzheimer’s disease treatment.

[Key words] Alzheimer disease; Drug therapy; Evidence-based medicine

doi: 10.3969/j.issn.1672-6731.2014.03.009
PE# AL 610041 JEHS, VU1 A4 AR TG B B #2489 R}
TERAE & - X% (Email : zjllxx 1968 @163.com )



o EAC A R 2 R 2014 4E 3 A AR 14 555 3 )

Chin J Contemp Neurol Neurosurg, March 2014, Vol. 14, No. 3 . 193 .

BAT J% % v S8R SR S A I 9 R, O Il DR R DL A
SRR Z — o IR KRR B ic AL 1 mioR 5 22k
NI T BE T W 02 2l 8 55 55, [a] I 1 Bl — 22 51008 fil
RER o Bl T2 I A R BE A R, BT 2R o T R i
A Ak I e A A b 22 S R 5 DO L R
T, B B BB I, 25 4 23 R0 5K BE A R DT
T o HET, 25 ¥R 97 2 B R St B 1 T 2R T
D5, 43 HAE R IR T (symptomatic therapy ) FEE
PTG IT (disease modifying therapy)ﬂﬁj’(?@;ﬁ:qj1x
Z %Wk 57 (donepezil) . R ELHLTT (rivastigmine) il 2=
i #% (galantamine ) F1 3& 42 Wl (memantine) (1 lIfi K J7
RO N, JF B AR5 8 i 5 28 0 LR
(FDA) S HEAE il R — 2 259 . SR, 3k 86 25 ) 1y
J& T RE AR R G ST 251, AL BE O I R AE AR, IF A fE
B HE R o DRI, BB A R ) ) 7R Ok i SR i B
PEFE P T W A AR SR BTUR
DI BRI A 5 25 W) T 5 B0 A2 B L R A TIT 3 i R
5 1Y 25 W) 6L 45 B & SR (rosiglitazone) | ] B P ¢
(semagacestat) . 0 VL ER HL47T (bapineuzumab) | 75 2% B
B3 (solanezumab) .Latrepirdine ko gt e R AR
F (IVIg) Al Tramiprosate. 287 L M IIE 5 2 £ JiE
TRUE AN R 25 W36 97 J7 S 9 AT R Age e, DLk e
RIGIT Rt — S S (K 4

BHEHE

—  SCHR I

LA ARRIE (O DFFE Y e N A A TT &
F YA BT JR 2T BRE 25 W0 IR T I I DR B 5T SCRR
TEFNASBR o (2) RS8BT« 35 % BT 7R 2 06 3R 25 W 3R
I7 M5 RGN BEHLXT IR (RCT) LI PR X 83
58 K9 9 BRI 5%, R ] Jadad 5t 3% 0T AR HESEAT
AN L (3) B FERT G« 5 G Bl 7R P 365 3R 12 Wi o o 1)
BB MR AR R R 2B R AN . (4) T
5l < I6 T 1 A IR P IR T R R IR T
(5) %% p} 52 2 1« Bl Uy 45 o I 3t 56 8 R} 52 4 HL B U
BF Gk 6 A~ H LA b o (6) B Vs - Bl 7 23K 95% LA | .
(7) &5 Jay 78 5 B 2000 T 48 b - T B4 R AR O T
M B U5 25 SR A 280 B A I 5[0 B R RE RS R
it R (MMSE) | B 7R 2 6 SR 1 o2 - IA i 43 ik 3R
(ADAS-Cog) %5 I 51

2. HEBR AR e 2 B8 Jadad 53R T AR HE XS SC
ik 5 E AT VE A, HE R B D7 45 B T 0% RS B
B, B A fF BB T (A SR G IR ARG A R

Ui AR H I 51 B0 BH A G 00

ZOCHRER R

43 90 LA BT 7R ¢ 1 BR 9% ( Alzheimer’s disease) . %
Z2 R 57 (donepezil) . R ELHLTT (rivastigmine) il % fih
B (galantamine) . 3 4 W (memantine) . %' % 1] fid
(rosiglitazone ) &5 H 98 SC i) 21 A by K6 23], K6 26 56 [
[ 7 5 2% B 4546 (PubMed) . %% [ Cochrane B 43 1H |
T3 75 B RN 551 B 2 AR TR v R R e
9 ) A SCHCHR P2 55 B Hh P b B 2R Ok BRO 25 WA
7R G 2 GE VA B AL BRI 30 | I PR X R 36
o 191 WL 6 B 5, 3 W A i SC R R AT B TR, A
WFFE L 18 0 LS vE AN ] SE e o R T TA RAE OK
SOWCTOR A R S SO R R OF g S %
WU Y 27 F B R LRI R R E R .

= SCHR B RN

JIT 9 SR B9 5 % 2 SO IE 4 7K ~F- 2 IR Jadad
TR R R AR ESEAT PR A — U 2 b A
T 22 TR e 3 ) 3k 45 BT Rk fe 4 o (1) BE ML 2 241 7
G B 7 A 7 1 T TR A B BE ALY 81 B BE AL
By R7ERIFA), 2 505 s 4R B BEYL A i H
SO R A R AL A1 897 A2 5 vk O 18 5 2R BE AL EL
MERE LG , 15 5% FH 52 8 73 B s 91 19 5 3%, 3% 1
A BEMURE | A 0 5 XU 3 T 491 4 i AR 3K 56
0043 o (2) BEALAL BT - i B2 57 rh o0 8024 B 45 1 o3
B 7 58, BOR 9 4 5 — B & 4 LB AL
) AN 2 ' A e Al o8 o AR 2 A 32 1
JC kR 43 TE R 50 B 75 %k, R 2 53 5 SCHR P AR K iz
FBEALE T R B A BENL T 7 58, R 1 005 588 o)
B 5 B s BEAL S 5 2 R A g S 1R
B, DA B AT Au] AN BE B 1k 43 20 (%) AT T P 0 i e 25 R
K BEBLIEIN, Sy 043 (3) AU ¥« SCHR Hh 3R 1 52
it U 4 HAA DT R IR O R e 2 A, SR 58 4
— LR, S 2 0 5 SOk P AR KR TRUR YA E
TIEAK 4, 9 18 STk R RBE SR E 2,00
(4) 3B 5 2 U5« SCHR v B R 5 2% U5 9 491 550F IR
B HEAT T PEAN A L 1 g R R KGR Bk
Vi, 053 (5) VM4 Ak . b, SCHR BT R F
gy = 4533 s TR SCHK < 4 70 R IR SR
ABIFSE T2 BN R o SR

4] ES

— CHR T PE Y
W B R R AR LT AR AS 120 8 AH 56 H 3 SC



. 194 - o [ IAR A T A 75 2014 4 3 F 5 14 4555 3 1

Chin J Contemp Neurol Neurosurg, March 2014, Vol. 14, No. 3

SCHR, B SCSCHR 43 % B SCSCHR 77 0 o HIRAA S
HE B b o S 28 He g A S S0k 33 0 L Hoh RETE M
14 % 2 BE AL BN ARG 145 10 LI AR X IR
I 45 0 O B ST 1 R Y, BIE M 2 4
75y S S/ VA | I (8 2 N e [N 2 7 N
PURE B UL ER BT L I8 25 BR BT Latrepirdine . # ik
I 40 9% BK B 1R Tramiprosate [ I IR T 5% F 25 ¥ &2
e, DR 5 3 3120 B . MR Jadad fiE 3R T VE
W bR U, 33 J SCHik 28 F B0 TE A 1 0 SOk, E 4
AR 44 (1255) 5 (10K A7 43 (6 5 ) 55 775 1
PE R A0 SCHR L PEAY R 34 o A B 1 1R AN i
W 1 R U5 BECR 2R s I A

BT IR PR BRI 25 WG 9T RBOR 4y b

AW A 33 5 5 B IR KT R 2 WG T
AH GG SO, L RGP 14 R B ATL X BRI PR3
B9 14 5 I PR BRI 4 0 9 1 W S0 5% 1 0, B
28 s ke JoT i SCHR

1. JIFURRR PR AT A 25 3 A %o Lk R i 1 T
0 i 2, T JIRL A % Sk Ah FRSR S LA R B D
J& F 6] 4 SRR B 2 25 4 o Bl JR o il R O B A IR
HIT A ) 2 JIE B BB 2R 48 A5 B R 2 2 R AL IE
i f A4 28 S0k 2> | 2 Tk AR B4 R T E S B
2O GTaR VA B N NS | B A | NG5 1) - O
19 T ik A1 ) 245 5L A S 27 5% fik [R] iR £ T JIEL 8 % ik LA
G NS TR i e (= 3 I Ry B | Y S IR R L ER
FE I 25 (2 23 R 5% R ELRLTT L 2% b A ) Bl % AL
Vi R 36 97 58 2 v B B % O T SR 14 s v R — £k 24
Yo 5 —WCT ZRURFT I 2 bt B AL IE &
SR BEGE PRI o, 3230 40 5 i A 22 4% Wik 5% (5 50
10 mg/d) BUE B, 32 22 i AR AT ADAS-Cog 1
& TG DR 15 U 177 1R B XoF 9 175 72 Ak 199 B0 92 b 78 1
(CIBIC-Plus) #EAT A ; e &Sl A 473 B2 = v i
BT IR 9 it BRO R H  5 R Bon , Z /RS0 LI
W R TR i B R N TR .
— I Ay $0 24 JE] 8 Bl L OBL T “22 J R0 6T BRI DR 5, 8
B SR 2 220K 57 (5 mg/d) 28 K5, il &34 &
10 mg/d , 3256 2% I DR 15 U35 3% B X6F JE Jost 57 12 1L 37
B EN A 78 i £ (CIBIC+) /R, Z IR F AL =
I BT R 0 B R NI T RE Y AR . %
T, % 2 SO 3 T A TR T T R B R O R
I 5 T H 2 2R 57 10 H M3 R RO (I K
mh S E R AR ) B AR R R ERTT 22 b
A Y A 3 3K AR B AL 2 TR ) X BRI A 3K 5 &5

HH, BT (6~ 12 mg/d) 42 F TR BT /R 2%
IR A AL S A T e R R R AR IR AT B
ME R E UG, TN 52 R ST R ERTIRT
% 58 op H R TR DR U RO 0 I R IF O R, — &
1 12 W B I 46 25 90368 97 19 A 8 000 A T A s
BARFHE2W 6 AR IFRIBITH . —
S 3 A A LR i 22 b AN AR K £ v B L
MUE 2 3% Bl PR AIE 5, A8 38 I FH AN [m] 5 5t 9
2 b (18,24 I 36 mg/d) , A N FH AR
ADAS-Cog i KT PEH, 45 B B, M I 2= i 5
24 mg/d W 2 v B AT JR T SR AR O B B
5 R G IR B R BN A8 b i 3R (CGI-C) MLigE A7 1%
PR R (PDS) PF A Uk 22 28 55 25 1, 32 78 i 2% b £
24 136 mg/d JR AT i R E R R 7

2N-HE.D- KA M ZIRBH K2y J&—2858
TP N- B 3L -D- R AR (NMDA) 52 1K L) B 1k 4%
[RAN S ERNGY . EEN Ik
GV NMDA 52 A4 BH B 24, I 55 — Pl I A 58 58 28 Bt B
IR IR BRI 250, O 2 5 TR RO B2 A T iR 97 o
EHFERRRERFN— L2 . H25WERNL
il V5 AR AR IO IR I, S A A B R R I SR s 3 i
R FE IR B JR o v B AR ik 2H 7 AR Y
B-TEMIFEEE 11 (AR) AT LAFLIE NMDA Z 4, E— 44
HEAE A G, R HE S AR R R A S
KR, E4 NI LIH ABS NMDA Z K454, i
S I R RE R o ok 3B ) 32 T B 2 v L 1 6 3 XL
2 TR BRI HA I AR 30 25 2R R L JE I8 JE B
1 301 IR FH 26 4 W (20 mg/d) A BAT R 2% 15 R FR 3, 4
XHZ 2 HLAT AT 2 AR 22 o o — 00k
12 J& B B ATLOBLE 22 Jet 700 ot B I TAG 3 30 &5 SR R 2
i A TR] 551 o € 45 W (20 mg/d 3% 10 mg/UK .2 ¥R /d)
Ay Z MLt TTHBEER ™. 5
A 3T Z rp BEALSUE 22 8 kT BRI PRI i — 2P
TESZ, 55 4 W 4k 75 500 2 (20 mg/d) % A 55 5 )3 Bl R %
TR R A AL

3. B S SN S — b S AR 1 G T
ZARy(PPAR-y) W32y, HRIC KX EE M52
it R HE AR S B PR IR T 25 . A RS R
Wil 2 AF % 1 38 B PR e 0 9 2R R 2R 1 A I 3
T, T HOBE R s AR R e R T Y 2
AR A3 400 B -3 0 1l 1) 2 35, I8 1 A T PPAR-y
7 384 10 % 5% o 2 R AR B B 38 B0 ] A B 15 3 il 41
AU Z B LAk, B 4 i ik 2 AT o s BT IR 2%



o B A 2R 7 2014 4F 3 A AR 14 555 3 0]

Chin J Contemp Neurol Neurosurg, March 2014, Vol. 14, No. 3 . 195 -

T BR OR B ) 2 2] RCAZ T Z D, il B2 v
IR 2 A A B K, T 5 5 M0 5 3R At i (IDE)
Wi e IR 5 R AN AR o T 4l PR U 36 45 2R AIE 52 , 15 %) iR
SAH PL , B0 B ) 2% o i BR  H A0  E 2 IR T 2 4% 41
I 6 A~ H J5 , 43R 1112 03 35 M v 0 A [m) A R
e i e BRI UR R B 4 AR R AR TR N R 1Y
B A& SR G T 24 JH )G R H#UE E 1 Eed4(ApoEe4)
BT 2 Ko ApoEe4 S50 56 I BA 1 %A
) BE PR3 B L T 32 S5 A5 B TR 485 1 5 O T BH vk 4
SR BN A 2B ApoE JE TR 3845 N HE 1
& 4 W T390 s R 3 6, I A 4R A5 L T A 00
IR P BRI B NI BRI UE S

4. ) SHPEAE S E R I R IR B B Y y- 40
WA ] 25, FLA AR IR A B AT Rk 2D v A il 2
ARG ABEMMIEN " vy EABE S,
A G B I A B A Bl UL R AR IR ) 2
B-VE A FE FT M4 FE 1 (APP) , B0 5 A2 L AB L AR R 4R
TRXT 58 fih 75 2l 22 S A PR T . U, PR e B
YLy WA R DL ABAE L, TE—E R E b
BEL VBT B 7% 5 v SR 5 g PR DR AR o SR, ~y- 20 0 il AN AR
5 AR A A K, I U K A B 1 5 P 2R S T
Notch Z 4 . Bz A K W T 2Z -4 (erbB4)  fl &4 K
A F Z & (p75NTR) N 74 45 % & (1 (N-cadherin) F1
BB FEE B4 W L R, y- 43 D A 2 2
R — BB R RN, OGP R 24 9 Ak
0 T 399 i AR 3, G R RS (IR R 58
T Al 22 58 0 B K B M AR D) T 32 /T % 1k, X — 45 2R
A RE VA AT W] O PG KR BELIBT T Noteh 5 5 % 5 1 B .
Notch BA7 Z Fh il 205 F , £ 45 14 58 L 40 i iy iz e €
FUAH A KA . FEALR Y IE F AR B AR 1, Notch
GRS HA EXEENMAL . T — Ry I
4 25 Tarenflurbil 28 T 311 AR50 E 52, A HA 4E
ZENH T BE R 2 97 &%, 1T HLIR T o A b R] A B
P2 AT SRR E YR RN I X
TG AiF 55 19 2 AT BB 5 Tarenflurbil I - i B % 3 125 1
BARAT R

S5.EPEER BT R AU AR E I K i (N K
ﬁﬁ)%%ﬁ%?ﬁﬁg,}%%ﬁiﬂﬁiﬁ(ﬁﬁ(pdsswe
immunotherapy) o % B JK ¢ 15 BR o % 25 DR K RRUASE 7Y
BEATHIESE K B, w5 sl S 236 97 AT LI BR A B 1 r ik
A tau 8 PR, IR R I A T 0 H S5 0 B TR
(9 A BT 5L LA 22 35 A iy ( B 200 Ji 470 it e i 35 ) Ry L
PRV T 8l 8 S 200 07 PR 2 & AT LAAE b B AR

T A G IR YT T, BT B DT R T R
FEOR Ui (C 2R Sty , T 20 I 47 B ke k) I 52 M), W) sk A
P AN R AR S KA R R . — 3 I I
PRAR G L4 K AR AR BEAT E S ginyr, i T
YA 6% 19 F & W T T 2 i B I 2 1T 40 3 i iy ¢
1k o SR RSB R BTV BRI A2 AR, (R
AN B BEL BT BT JR 2k Ve R 9 o B0 AR At AS R D 2o
2 AL tau 25 I UCRL > o AN, B Bl S 1R 9T RT R
7 N =8 A (1 (1= /78 9 N = = o (=
Wi ELULER BB ARSI IR T T AL S A A wT
RE 5 ApoEe4 G JL IR 56, ApoE e 4 55 {3 3k [H 4 47
O UL TR BB ABRIEIRYT S 15 K I R 1 I
K, FL e R B AN RE AL 2 m/kg, DT B T
FE I AR A 4 R A Y, PRI G T L DU ER B BT AR SR
FEIR T 1 B AL AU 46 Tt 500 et BECTIT 30911 PR 3t 56, 34
A 1221 Bl F1 1331 R4 ApoEe4 S5 3L 1y
% 2 v i BT JR R ROV SR, 8 DG R BT R 28 S 7
(R0 R T R 13 K 1ok, S 78 L SR
ADAS-Cog Tt 3 FIHI R R B T 7 R (DAD)1E b £
BTG F M AR E, LV C-PIB PET 2 A% F1 ki 4
W R AL tau 2 KPR IR MR A . & dt
1090 {485 717 5 A1 11 14 1) -{F #5415 35 a0 A B 2P 73 i
HEERER, FEASFHA_H TR S XK
SR A ApoEed AL IR 1 B H A WIRIT IR
ADAS-Cog """ FI DAD ¥ 43 T % 0.20 F1 1.20 43 5 11
#5747 3 T B 0.30 F12.80 43, Hi o i £ 4 0.50 mg/kg
A1 mg/kg 2R 53 3T % 0.40 F10.90 73 . 259
LAAVETEM S5 R BoR, ELUCER PAPT AR RIZIRTT B E
TE K BE 2R A 5% S 1% BT U0 G K i 22 7 R B
Wi 52 N ApoE g4 55 7 55 DB B 38 Jn i Jn il PRt
2 mg/kg 7 5 AN RSN 7™ G ik 4k 22 I K it
Lo W TR/ || 7 N 2 7 N N B A 7 28
B A BYE T B8 i35 BT R U R AR S 2 AUR
S ApoEe4 55 0 5L R 4 4 FE A W F bk ke I
B Z A E S

6. 70 ZERHHL R AW E mAb266 5 FE BT
T, 33 25 A ABE LR A 16 ~ 24 7 BT I R A7 1 &
FEIRITERT . mADb266 AT 2 G ATk AR, 0 AR
FEEFE , [A]  HE  2R AR K. BEIOC T R 2S
TR T T I PR X35 , 2L 98 A 800 fil 4 % v J32 iy
IR W B AT IR YT RN 5.70 mg/kg, B 4 )5
JokTE 5 1%, VA ST AR 80 JE I I K o g X B 4
6] G FH 22 5 1 B R X A R BT U R v R O R



. 196 - o B AR 28 B 2 2014 4F 3 5 14 4555 3

Chin J Contemp Neurol Neurosurg, March 2014, Vol. 14, No. 3

TN I RE Y o AR T o BT, 5 B DR Bk B4 A
FE L 75 22 BRBRLPTIR T OF 2R S B 5C I A B IE #) A
AR RAR S (ARIA) ™0 XL 23 4K 2L AT i
PRI 2k T AT B, (5] At 3 43 5247 B 7K 9% 1 3R
UE K RE 2R ZHKE MR U Y B8 o Gantenerumab
Crenezumab T B3I A3 38 b 1E FEJE A7 120

7. Latrepirdine 75 #X A Dimebon, 42 1 & %
W& B BU2H I 25, 1983 AR AL HE I K I FHFNE 65 0 A
WFFE R 7R, Latrepirdine A8 % 38 11 10 ] A 175 5 10 4k
A3 375 P B 8 L T 4 Hp SR AR R Pk e 2 3K ) g
TRAERT . 20 42 90 44X, ST BHAE BTE AL 5 1)
5 BT 19 WF 5 N 53U 5232 Ak 45 W 68 B 7 5% 18 R
BERA UG, 6 7 A S, Latrepirdine 1 1 1T
M PR 1 36 4% 90E 55 JHG AT A 255 9 415 25 003 Bl UK 5% 9B SR
g (B AN T AR, FOR R R ™ (R AE 56 [ 3
A7 B 30 0 PR 3 6 9 R S 7 A o] o 3 B R oK T
BRI RE IR A9 TN AL . — I Z L BE AL OUE 22 B R
Xof HE T 400 e A a6 DA 6 2 vl B8 BT 2R o i B R
FWFFEXT L, Latrepirdine (15 8% 60 mg/d ) 4 B 2 23 Uk
7 HRIGIT , LA ADAS-Cog T2t 7 Fl BT 2R 3¢ g BR i B3
PEBT 5 - H A2 35 35 2 E ) B R (ADCS-ADL-sever)
R Z G AP TR & 80nr 12 S H e, A3
25 IF A RE R AR T B S AR A0 H AR
I 1 B e DGR ) R A R R 2k HE— BT

8. WRMKIE S Sy BREE 1 T2 SR AP i g
it FfE AR I 22 AR 2 Wk S A i 08, &R VT TE =
9 B B AR R A T 1 O 8 T TRER KT 9 2 ) Y 1
N AR E AR o TR BUN R A
A IR AR TG Uik, B AR 9% T8 1A 2% 1 4 92 1)
2% WOAT B 2 A B g2 9 1Y DU AR, AT i L
PRHT R BE 1y A 2 9 15 D RE o i K U O O v Bk
HIRE PN ARHUE I B BBk, Bl -Hrik s &
AT S G B T R R — T TT 3 I R 3 2 2R
B, B IR g R R X i O S S B E L A
ARG T 32, HL 2% SCE NI R R
T S [ TSR K 45 B B 27 v T J& 1 — 250 AL
T2 TR AR 8 B T 40 i AR 3 6 A 390 ] 4% 2 vp i
B R o vl R 5 BB A I ) 5 438 200 me/kg 410
400 mg/kg 20 , Ho 1 275 1) 3 A d5 2853 B B AN [R) 51
Hz W FEA [ IR AR R 2SS, X RE
WA Ty e R PR T JC B AR
HAG % 45 O 3- 0 B -L- N B AR
(3-amino-L-propanesulfonic acid) , il 5 A% &, it

9. Tramiprosate

7T 300 A B AT SR AR TE B, 412 1 I 20 20 ARV Bl . — il
B AL AU 2 Bt 00 %k BR300 0 AR 1 56 A b S b X
67 AT I R = 97 0 36 1052 1) 5% 55 v 3 B JR o i 3R
iR B 2 790 1 AR AT A M 4 B, MR SR 4 4
B4, B 100 mg/¥R (2 W /d) 4L A1 150 mg/ik (2 K /d)
4, K FH ADAS-Cog f 3= FlIIfG R i % 37 1 32 - S A
R (CDR-SBIAT L s AV, B 13 A PEM 11K,
BT 78 Al 5 YR B S F 4 a5 I b A0 4 R e
MRT Fl g S AR B Ak s Ho 28 B g /R, A [R) 37 k2 =2 )
FEA S F AT 225 BTUR 0 B AR A
Ty 68 RIG R 7 Y5 AR 3R A A sk 3%

& i

BT % % s K s R i oA ) BT, R 30992 L 20
097 A BT BGE R0 E S5 Ik RAEAR , 4w /R
AT SR . H ORI PR B 25 90 2 D e R A T,
5 2 2R S5 R ELRLTT 22 At ORI 56 5 W, AT o5
I PR AR I B AT B 1Y 22 A MR RN A2 4, (B REBE
W7 o o LR AR o T T AT O SR T 8 5 R T YR
J7 25 W57t RE % BEL T P HE A L — AP G R
B TR B R A IR 1 28 245 ) — SRR Bl R ok
g R 9 B — FR YT AE BT AT, X Bk 2y
R iy AT 5 A0 DA 538 A 28, T B A T3 i R 3
RN E RN o R, 34K BE 58 BEL IR BT 7K ¢ T K
o R HE R 280 R 25y, R R IR R E L. H
R, B R % v B 25 W06 97 19 45 R W AR T 5%
TR, B A AE G E R B 22 i T B 2 o e R
T 9 22 W) 2 B R BRI A SRR AR A A I B
A1 2459y 4 o 22 OR3P A DR 2R A S 4 O F 5

& £ x W

[1] Salomone S, Caraci F, Leggio GM, Fedotova J, Drago F. New
pharmacological strategies for treatment of Alzheimer’s disease:
focus on disease modifying drug. Br J Clin Pharmacol, 2012, 73:
504-517.

[2] Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJ,
Gavaghan DJ, McQuay HJ. Assessing the quality of reports of
randomized clinical trials: is blinding necessary? Control Clin
Trials, 1996, 17:1-12.

[3] Takeda A, Loveman E, Clegg A, Kirby J, Picot J, Payne E, Green
C. A systematic review of the clinical effectiveness of donepezil,
rivastigmine and galantamine on cognition, quality of life and
adverse events in Alzheimer’s disease. Int J Geriatr Psychiatry,
2006, 21:17-28.

[4] Kurz A, Farlow M, Quarg P, Spiegel R. Disease stage in Alzheimer
disease and treatment effects of rivastigmine. Alzheimer Dis Assoc
Disord, 2004, 18:123-128.

[5] Farlow MR, Graham SM, Alva G. Memantine for the treatment of



o A A R R 2014 4E 3 A AR 14 555 3 0]

Chin J Contemp Neurol Neurosurg, March 2014, Vol. 14, No. 3 . 197

[19]

[20]

[22]

Alzheimer’s disease: tolerability and safety data from clinical trials.
Drug Saf, 2008, 31: 577-585.

Winblad B, Jones RW, Wirth Y, Stiffler A, Mobius HJ. Memantine
in moderate to severe Alzheimer’s disease: a meta-analysis of
randomised clinical trials. Dement Geriatr Cogn Disord, 2007, 24:
20-27.

Henley DB, May PC, Dean RA. Development of semagacestat
(LY450139), a functional gamma - secretase inhibitor, for the
treatment of Alzheimer’s disease. Expert Opin Pharmacother, 2009,
10:1657-1664.

Tomita T. Secretase inhibitors and modulators for Alzheimer’s
disease treatment. Expert Rev Neurother, 2009, 9:661-679.
Schor NF. What the halted phase ll gamma-secretase inhibitor
trial may (or may not) be telling us. Ann Neurol, 2011, 69:237-239.
Imbimbo BP, Giardina GA. Gamma - secretase inhibitors and
modulators  for the treatment of Alzheimer’s disease:
disappointments and hopes. Curr Top Med Chem, 2011, 11:1555-
1570.

Farlow MR, Brosch JR. Immunotherapy for Alzheimer’s disease.
Neurol Clin, 2013, 31:869-878.

Wisniewski T, Goni F. Immunotherapy for Alzheimer’s disease.
Biochem Pharmacol, 2014.[ Epub ahead of print]

Bezprozvanny I. The rise and fall of Dimebon. Drug News Perspect,
2010, 23:518-523.

Dodel R, Neff F, Noelker C, Pul R, Du YS, Bacher M, Oertel W.
Intravenous immunoglobulins as a treatment for Alzheimer’s
disease: rationale and current evidence. Drugs, 2010, 70:513-528.
Vellas B, Aisen PS, Sampaio C, Carrillo M, Scheltens P, Scherrer
B, Frisoni GB, Weiner M, Schneider L, Gauthier S, Gispen-de
Wied CC, Hendrix S, Feldman H, Cedarbaum J, Petersen R,
Siemers E, Andrieu S, Prvulovic D, Touchon J, Hampel H.
Prevention trials in Alzheimer’s disease: an EU-US task force
report. Prog Neurobiol, 2011, 95:594-600.

Feldman H, Gauthier S, Hecker J, Vellas B, Subbiah M, Whalen
E; Donepezil MSAD Study Investigators Group. A 24 - week,
randomized, double-blind study of donepezil in moderate to severe
Alzheimer’s disease. Neurology, 2001, 57:613-620.

Wilkinson D, Murray J. Galantamine: a randomized, double-blind,
dose comparison in patients with Alzheimer’s disease. Int J Geriatr
Psychiatry, 2001, 16:852-857.

Jones RW, Bayer A, Inglis F, Barker A, Phul R. Safety and
tolerability of once - daily versus twice - daily memantine: a
randomised, double-blind study in moderate to severe Alzheimer’s
disease. Int J Geriatr Psychiatry, 2007, 22:258-262.

Watson GS, Cholerton BA, Reger MA, Baker LD, Plymate SR,
Asthana S, Fishel MA, Kulstad JJ, Green PS, Cook DG, Kahn SE,
Keeling ML, Craft S. Preserved cognition in patients with early
Alzheimer disease and amnestic mild cognitive impairment during
treatment with rosiglitazone: a preliminary study. Am J Geriatr
Psychiatry, 2005, 13:950-958.

Gold M, Alderton C, Zvartau-Hind M, Egginton S, Saunders AM,
Irizarry M, Craft S, Landreth G, Sawchak S. Rosiglitazone
monotherapy in mild-to-moderate Alzheimer’s disease: results from
a randomized, double-blind, placebo-controlled phase Il study.
Dement Geriatr Cogn Disord, 2010, 30:131-146.

Green RC, Schneider LS, Amato DA, Beelen AP, Wilcock G,
Swabb EA, Zavitz KH; Tarenflurbil Phase 3 Study Group. Effect
of tarenflurbil on cognitive decline and activities of daily living in
patients with mild Alzheimer disease: a randomized controlled trial.
JAMA, 2009, 302:2557-2564.

Holmes C, Boche D, Wilkinson D, Yadegarfar G, Hopkins V,

[23]

[25]

[33]

[34]

Bayer A, Jones RW, Bullock R, Love S, Neal JW, Zotova E, Nicoll
JA. Long-term effects of Abeta42 immunisation in Alzheimer’s
disease: follow-up of a randomised, placebo-controlled phase I trial.
Lancet, 2008, 372:216-223.

Salloway S, Sperling R, Fox NC, Blennow K, Klunk W, Raskind M,
Sabbagh M, Honig LS, Porsteinsson AP, Ferris S, Reichert M,
Ketter N, Nejadnik B, Guenzler V, Miloslavsky M, Wang D, Lu Y,
Lull J, Tudor IC, Liu E, Grundman M, Yuen E, Black R, Brashear
HR; Bapineuzumab 301 and 302 Clinical Trial Investigators. Two
phase 3 trials of bapineuzumab in mild-to-moderate Alzheimer’s
disease. N Engl J Med, 2014, 370:322-333.

Farlow M, Arnold SE, van Dyck CH, Aisen PS, Snider BJ,
Porsteinsson AP, Friedrich S, Dean RA, Gonzales C, Sethuraman
G, DeMattos RB, Mohs R, Paul SM, Siemers ER. Safety and
biomarker effects of solanezumab in patients with Alzheimer’s
disease. Alzheimers Dement, 2012, 8:261-271.

Doody RS, Gavrilova SI, Sano M, Thomas RG, Aisen PS, Bachurin
SO, Seely L, Hung D; Dimebon Investigators. Effect of Dimebon on
cognition, activities of daily living, behaviour, and global function
in patients with mild - to - moderate Alzheimer’s disease: a
randomized, double-blind, placebo-controlled study. Lancet, 2008,
372:207-215.

Sweetlove M. Phase Ill concert trial of Latrepirdine. Pharmaceutic
Med, 2012, 26:113-115.

Dodel R, Rominger A, Bartenstein P, Barkhof F, Blennow K,
Forster S, Winter Y, Bach JP, Popp J, Alferink J, Wiltfang J,
Buerger K, Otto M, Antuono P, Jacoby M, Richter R, Stevens ],
Melamed I, Goldstein J, Haag S, Wietek S, Farlow M, Jessen F.
Intravenous immunoglobulin for treatment of mild -to-moderate
Alzheimer’s disease: a phase 2, randomised, double - blind,
placebo-controlled, dose-finding trial. Lancet Neurol, 2013, 12:
233-243.

Samson K. News from the Alzheimer’s Association International
Conference: phase 3 Alzheimer trial of IVIG proves negative, but
work continues. Neuro Today, 2013, 13:16-17.

Aisen PS, Gauthier S, Ferris SH, Saumier D, Haine D, Garceau
D, Duong A, Suhy J, Oh J, Lau WC, Sampalis J. Tramiprosate
in mild-to-moderate Alzheimer’s disease: a randomized, double-
blind, placebo - controlled, multi - centre study (the Alphase
Study). Arch Med Sei, 2011, 7:102-111.

Rogers SL, Farlow MR, Doody RS, Mohs R, Friedhoff LT. A 24-
week, double-blind, placebo-controlled trial of donepezil in patients
with Alzheimer’s disease. Neurology, 1998, 50:136-145.

Farlow M, Anand R, Messina J Jr, Hartman R, Veach J. A 52-
week study of the efficacy of rivastigmine in patients with mild
to moderately severe Alzheimer’s disease. Eur Neurol, 2000, 44:
236-241.

Risner ME, Saunders AM, Altman JF, Ormandy GC, Craft S, Foley
IM, Zvartau-Hind ME, Hosford DA, Roses AD; Rosiglitazone in
Alzheimer’s Disease Study Group. Efficacy of rosiglitazone in a
genetically defined population with mild-to-moderate Alzheimer’s
disease. Pharmacogenomics J, 2006, 6:246-254.

Panza F, Frisardi V, Imbimbo BP, Seripa D, Paris F, Santamato A,
DOnofrio G, Logroscino G, Pilotto A, Solfrizzi V. Anti- beta -
amyloid
bapineuzumab. Curr Alzheimer Res, 2011, 8:808-817.

Ott A, Stolk RP, van Harskamp F, Pols HAP, Hofman A, Breteler
MM. Diabetes mellitus and the risk of dementia: the Rotterdam
study. Neurology, 1999, 53:1937-1942.

(i H 19:2014-02-28)

immunotherapy for Alzheimer’s disease: focus on



