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Abstract

Objective: Numbers of scholars pay close attention to the vascular cognitive impairment of no dementia.
We found some of the study about Nimodipine had different conclusion on the effective of vascular
cognitive impairment of no dementia. So the Systematic Review had been used to assess the effectiveness
and safety of Nimodipine for vascular cognitive impairment of none dementia, in order to provide evidence
to improve Nimodipine is good for VCIND .

Methods: The databases, such as CNKI, VIP, WanFang Data, The Cochrane Library, PubMed, EBSCO
and Google scholar, were searched from 2003.1 to December of 2014.12, to collect randomized controlled
trials or half- randomized controlled trials of nimodipine for patients with vascular cognitive impairment of
none dementia. All of the literature were only use Nimodipine, and were randomized controlled study or
half-randomized controlled study. RevMan5.2 software was used for data analyses.

Results: According to the strict inclusion criteria and exclusion criteria. Seven randomized controlled trails
involved 500 patients were included. The results of Meta-analysis showed that: 1. Taken MoCA scale as
assessment index, nimodipine group compared with the control groups could significantly improve the
cognitive function[6 trails, 2.85,95% CI (1.41, 4.29), P=0.0001]; 2. There were significant different
between the two groups, in which cognitive impairment were assessed by MMSE scale] WMD = 2.59,
95% CI (1.36, 3.81) , P <<0.0001], 3. There is one trails talken about auditory event —related potential
(AERP) P300, WMD =-24.34, 95% CI (-35.73, -12.95) , P <0.000, There were significant different
between the two groups. 4. Nimodipine for the treatment of cognitive impairment of none dementia found
no correlation between duration and treatment effect.

Conclusion: 1. Current evidence indicates that nimodipine is effective and safety for vascular cognitive
impairment of none dementia. Because of the quality and sample size of included studies, this conclusion
still needs to be further proved by conducting more high quality RCTs. 2. Nimodipine for the treatment of
cognitive impairment of none dementia found no correlation between duration and treatment effect.

Key words: Nimodipine, Mild vascular cognitive impairment of None Dementia, Systematic Rview
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YRS e LA ] H AR
V(I Vascular cognitive impairment A VA KN DD e R G
MID Multi-infarct dementia EQ R IR RPN
VCIND  Vascular cognitive impairment of none dementia  JEJ&i S ML P DA b i
VaD Vascular dementia JIINERERITE7S
AD Alzheimer’s disease Bi] 7R i BRI
IL interleukin SR M
CRP C-reactive protein C-IR N H
ACT al-antichymotrypsin M3 ol -HTBE 2 11 I
OR odds ratio DLt
RCT Randomized controlled trial BEATLA HE L
MoCA The Montreal Cognitive Assessment SRR RN FI PP
MMSE Mini-Mental State Examination {2y A pHOPR S A 2
ApoE Apolipoprotein E HHREAE
ITT intention to treat = PE A
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Bl =B

M PEINENFERS (vascular cognitive impairment, VCI) -2V $g by & Fft i 1L 457955 %
116 6 DR 25 DR 25 3 300 1 AR BE DN R0 D) B Rt A 20 R 1) — RIS I 8K o MR 2 TR T B
LV 25 F 2 R G5B NG AR — NI e S, ADEEEE X VI
AARFIARFIE o 1993 4, Bowler JV Hil Hachinski VC #2H VCI iX—Mt&, Ni%
A 25 1 LA PRI R (vascular dementia, VaD), JT4f1 T XA G0 FAS (1) 58 HE— 20 1 ¥
filt, FIRE TAESERAEH VaD RS L 05 5 3 Nt R I A4 e A2 f A 3 e
B 7NN RE R ATRE R AR B RACE R RS . ALK VCT KB4 3 AN
W AR, BRI SR, VCI e, 528 T 228 o, ANk
TSGR ANPGRS A8 DR 25 8 DA (M Re el o 25 W el R ST i A3 B i 1), I
TP, N VO FEBE S T2 RIS MR DI FE R, I 1 22 S M B8 2 g 2R
(multi-infarct dementia, MID) Y1 VaD (iS4 o BEAE PR 8D S2fr F AL S T VCI
I 2RPY, Roman GC 5NNy, VCI 3% B PRF DL m] BEASEL & Hh 25 S8 ki
FE. RHIE. RNAE, BRI EDXT VCT A A2 Wibr e

— PN R, Tl R A P i L 5 A S S DR 2R A AR VICT %Rl Mok V,
ChangC ZEVVEILAS P i e AT B UL LA i o 3, SR 5 R AN AnREAS, 5
WL R/ NIE T HIER R o BERGIX AT )2 IRE 274k, A R AR, 9 KM e )25
i A AEIE R W, Btk iz AW, G g b i, AT N R A R, RIS
JNHIRRERG . Tatemicki TK'™, Liu CKPAFIBFFTUEDT,  DKBGEAS I FLEE 55 0 4 v (135
A7~ TR A B = F B 1 B R R IS L DA OC . R 2 BN AR B 22 8k, 155
AR IYE, THE RS TSR G IIRE AR AR A MR R 2R 4 W B 2 T4 11K,
b 2 2R Al £ 3 I B s g i B U A F g BoRMY, 75% A s AT
FEEE R AN RREAS, 1 B2 J2 B B A TP A AN 2 — 2 (1) B DA N R A o 18 22 8 i 9T
KRB, EAAE BTSN ANRRS , DAVE R A (] Th e B3 . 5 AR 9T 45
FEAR—5, fly JZMIE S U JGE R 2. T S T Ly, M SE S i
ThEERFICAZ T T S e S 1 e e I A 7 S o iy, Al a2 1 003 T
X458, Hoffmann I Schmitt FUSHH, B0 i 4 48 S S0 S0 e b5 K i 2 Bk
P NG ) R AL 2 1) 2 S e ge vk 73 o

Fi 1757975 2 H HT B BRIE TR ER I — K 2 — . WATR IR A SR, RER
SRR A B K T 200 U7, BET R ECE A 150 7 A E R AR TN ) RE R A
(LI 50%-75%. Starkstein 26U, A S EIE 64% FEBE A RN
kRS, 1/3 B SRR R . 78 VCLRBRMG U, #5 2 38 s 1 s
MIZERER, K% 6% 27%AE N, ILIRE, nIRe H At 5 VCI gl k=4
—[RbsvE, BRI R NN IER BT o Janca S A R, K AR AN
AR, RAENENEERG (1) J LRI K T I A 1w N . VCI R FERE — T
50-60 % ik, UTAERBWIA M AERAL, PERIFI TR, Lotk 0 R AT S,
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Rostamian S 251 ] Meta 4347 (1977155, IE W0 BBERS 1K) S 2= 5 i 26 v (10 26 3R A AH O
PE, D2 > VCT R, 2 SRR v 7 a2 rh 5 T, NN Fn Rl 45 T
534k, A AR AR R R 2 b 50% %R E T VCT T AD.,

Wiz s VCL R ARLE, HErhsa — e gie, BAEREEINA, VO
(R A S TR AR 4 %648 . 1970 4F Tomlinson 529 4 Hi I\ A0 Th AE 451 25
P28 55 Mo A TR 52 1 BE RS SR ISV 2 B A U R W a7 TR AR 1) R/ A e ARk 2
PN BEERS ) — /N4, WS REZE BB A VCI WAL (T2 &), i A
LT IIABER N, it 22N AN AD AH IG5 R W R7 24040, B R A ] fig
& VCI IIRWIHLEIZ —, Szabo ZEPMFSTARH, KM Sk HHERA AL, 1T LIS Bk
W s A, FEOAZFREZ . W Ao B 3 2 TR S AL,
A A el e BRI EE T I IHEAZ SR [ o AR, RIS Szabo IR FEH T BEE,
Li 251250, A e K 1) y-2035E TR (GABA) RIS 4o it e s i, [+
ST 240 6 &/ 0 7 e T SR P 9 P BRI, M JBiE ) 22 T e I P 2 o B0 A B 5 PR L
Hille WABFFFEH, RAERNHLHZSE T VCI IR . RAERMNAAE WIS, ek
TEH RGP I E B, R I 3Rk A nl e i ZH 2R ()44 N . Engelhart
SERFITRIL, A2 (interleukin, IL) -6, C-JZMW 457 (C-reactive protein, CRP)
AL ol-HTEES 18 (al-antichymotrypsin, ACT) IR ERGE, K4 VD B E ,
Horp vaD kWi %S ACT. CRPIRFERIEAIC. HET, WA %8 MasE 7 10 FEi T
VCI HpL], 15208 A n FIHE KR : Notch3 FEKZ 5N 516, 2R
FAKNTFEI PN, 5 VaD MRAFZETICRPY #IREA E R RLEH R
AR LR e R T4, S S KRG E KRR 1E LT, S AEPIR
Meta 73 #1110 7732 7~ T Y apoE 25 VD KR %) .

WA T R BT 369T VOL A RIS . il APV T i — T B AL e
LR, JESHAP 0] LSRR B VCT B R R /K1, A8 P300 W AR IR & 4 i . SR
BER . TP 70 B YRR AL S JE S AL S X R AL, IR 30d
i, JesHEA B F A2 ) HE DSBS BRI EER R, HEAEEREIEA
BB EGEE . R EPVE Y B OR, T ST S R 2E I i P N RS ) R
I 3 AN AR, HE AT RE RV R KT R R . AR s SR S TR T
VCI R, 48 R B RSP BT . A T 4 MR, 409
BN AG 25 1) meta 73BT 45 REKIR,  JESEHAPAEIE SRR R AR R TP A E AN 2
Jess Lopez-Arrieta 255422 1157 T 2002 4E4F The Cochrane Library K& % 7 —f J& 5L
WETT RO TP ARIE ) RGVEN, BFIURIILE S0P 07 O, i se e HA R X
IV (24P P (B W Nt el = TP e 2l N e Sy

T 5 — (R /NI ST N P B PR, B 0EE R A3, e S~ i
s VCI VAT SRR — 2 4o Tl HUE R b REVEM 775, BBl
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(Materials and Methods)
1. AR R

L1 PRI RER

P AT RR ST JE - 1697 VCIND [ISCHR, AR A TF Rt
w3o
1.2 fw IR IR

BEAT AT i 2% s SERT (Bl AR AU SEAT RN K, DA IR AS 1) S5 A 5 9 kAT I 1)
FROME (3 AW HHABER P EURIAEIRERS, B RERTR KBS, AR
W5
1.3 FRAESXR

RIGA R RIRTT Ah, 45 T eSS IRYT, 0 HRALEE QORI YT . DL B4l
BIAE ARG 258, W2 mIRTE =2, S8 e W4,
1.4 /IR

FCARJE SEH-F- V0T BT S VPN DB A IR P 2200 3L 27 1 3R (R H0MEL L PR 8 rL AR BB AR IR
A, PLEASR R .
2. B RRG

KR ITE N ENAE R b B AR 2 . v B e s 22 . R R S T B R . The
Cochrane Library. PubMed. EBSCO #i#fifi, FEH 1RSI RS 5AE H LM E A $AH
KK SCHR K2 H I R : 2003 4E 1 H & 2014 4F 12 A A8 14 LL“nimodipine, vascular
cognitive impairment, randomized controlled or clinical trials >4 JCB# 1R F 2 s H SCEHE
PA“JE BB INENDh RERRRG . ARIOR AL N SRR EA TR 28 o & S ] 2 IRVt ] A 2R 3
PRz SATIER:, R A Hin s BB 4 S I IER R . N TR R, Joikak s
SCIN AT [ EF R G BER), SRR SR e R AN 4210
3. PNFRE S HEBR R

3.1 Y NFRIE

AT B AR E L6 HVEIT VO ST R 224, IR AR AP & LU )L
M LOCERKEE, RCT. PBEHLG TR IG B 6 RFIT: 2. RIe 4] 5 0 413 AR
F AR 90067, e BH -, B P al a) i el ek, 399949308 B RR A A o 4%
g S, BRI S NI RS A O I DA A 1 R, ANBRAERE . PER. Rk, 4.%
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AN SCHRIIIE T 7 1 M WA AR, AT Eefls 5. 3CHRBEAE 2 B FE L #t Codds ratio,
OR) fH M 95%n[{Z X [a] (confidence interval, CI) ERREREHEAL A OR {H M 95%CI 1%k
P o

3.2 HEBRFRAE

HEBRARME A 1. HEBRJE St V5 A G2 B 25 W65 YR 7 055 PR DL BN B 11 Sk
QEE K B TRIA T SR 3B EZEIR B IR IE s 4 AFF A HAFRAER]
SCHR
3.3 HiEIREY

2 AT N FHEBR PR AE SR AT 573 STk, 7 PORLEE, S Tise wvh IR pekk
W, B4 HAEE, HEED, BRI AR, ] LR R4 1 i ds
i, BEVGETE], MEFEPR. PEULE B A SCHk R MEE RO . W 2k
HIB BT EE R, BURRHRSE I — R AR H o 2 2 BWEI0E AT 58 0k 5
FHEAZ LR, Wid s n] SR G KR BV, m&RBIS—.
4. XHkR=1EM

Meta 73 #1 [ AS 0 52 $EAH [R] fn) 8 (R BIF 9 45 SR 255 20 BT A0 R K REAS 22 Hh Do i 5 11 45
B, KIEEEFRSAINSCERIG T, Y8 T Meta 0TS 45 SR a5k . AHFS SOk i i
PP/ 2 I Cochrane Handbook 5.1.0 V5GF BEALG MR LG BT bnve: (1) BEHLREF1 774
TR IEM; Q)& S IRRIBENL B FI 775, Q) et E 1, (HE LS Rt
bR, AFERVT SR AR (5)ana Ui 8GR I, A 6K H R 4 (intention to treat,
ITT)/ M«
5. FitAE

{§i H} CochraneRevMan5.2 #XA4-HE4T Meta 4381, 439348 & K H OR 1E &Gl =,
BEA m ] RIS %= (WMD) kst %7 (SWD) 1E gt &, HIk
FEIR BTG EE B . XA TR 95% CI, P<0.05 hZ=SA G373 X W K
B AT A NTIF ST 45 S 10 S e RS 0, DA P <<0.1 A B VK, Stk KN P4t
BROR, RO AEAE SR I 45 3 0y B B AR S Ee ], 12>50%, ]S A
B 021, I 45 L) S B (P>0.10, P<50%), K [ 5 SN A 45 3 F A7 AE S I
Pt (P>0.10, 1°>50%), WK BRSO RERY, 255 ki K S 8T sl RAGE &9,
KRR YE DM, DB AT U . BIF TR )G, 5 P=0.05, X%
TG IR A G222 S A7 P>0.05, WERRZ MRS RN B LS 112
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Z R
(Results)
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142 5%, HL4x 52 0. DRSO aHERR 42 &, AP AFFEMAPREN 37 i, EERER
B 2 5, JRBIRIE R ZEIARYE SR 4 5, BRI RSCHR 10, B T ROSCERAIA A IR
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R 1 ANFRE—RREFAE

e ﬁ He s 3T Cﬂ =N
T —— FEAR TP it [@ﬁ =
(T/CO Je B P-4 Xof A i [i] fabr
g VAN = )
VR TT + )8 S
8 1141 2009 1 44/40 ometid HRLRTT 14 P300
mg,u
AT+ e S
7% 2012 i 25/25 Tomatid WRNGYT 24 MoCA
mg,t1
AT+ e S MMSE
Br #2012 i 24/24 ) W RIBST 24 A
40mg,tid MoCA
Dz, N, .
VR IT + )8 S
BT 2012 1 70/75 oo tid wRGITT 4 A MoCA
mg,t1
HRGYT+)e P
REAE 2012 i 30/30 e tid WAL 24 M MoCA
mg,t1
g VAN = )
i RIR ST+ S MMSE
) #K2012 & 17/14 oo id WA 12, 24 4 MoCA
mg,t1 0
g VAN = )
VR TT + e S MMSE
Friz i 2014 1 39/37 wRGTT 12 A
30mg,tid MoCA

2. PNHRE R = 1E 0

Z: [ Cochrane Handbook 5.1.0 " AL HEGRE B PR AR UE, 40N STHR X = VT
PRI 2. o 2 £ Scikfiid T BAKIIBENL 1%, 4 R0 38 eikaRaE 1 kv
AR HAE DL, P W AR RIR 2 FC Bk ) E AR D732 . AR R 2 g AT PR 1
B, FTAMASCEREIIAN C o AABITUTA 5 K SCRRERAL THFFUN G m. 4F
WL TORE, XL ORME R I 20 A A (0 e b 22 RS i e 2 R385k
XTI G N Bt B DA 0 R vl s B0 AT 40, A2 TR BB e gt 22 i X E e 2
ZE5, REEAATHPE. 2 B8P S Se ik WA i i 500 S e B R F B LS, (HIAN R
TS I RENLRIRE, LR R R ARIE A — e i AE SEAN R e & S VCT 1R, &
EFEARARK AR, X ] feth & T WA 1= .
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R 2 AN ROFZFZREITMN

Wt BEATL 72 3T B Hik HRKIEGEE &R
8, TLJ# 2009 I Atk AN A 1 H
BIEZ 2012 AN Ak AN P 0
MR #2013 Nt dE Ak A A Ak 0
FRAE T 2012 Nt A Ak AN 2 AHik 7
[ $k 2012 AN 2 PRt MH p 5
RAB45 2012 AN A A Ak 5 Ak 0
Frizhi 2014 BENLECER Ak AN AE ¥ 0

3. BRERMEHEIE IR

3.1 KU MCAERHMITFMIE

INSCER T 6 TSP DL MoCA 3 P8 ] 8 S b1 5 A S B b e 35 15
BLIR, DA TP oA e 4B, #-F T T A AE B e 7R (Chi®=128.99, P<0.00001, I’=96%),
KHIBENUS AR LB 1), (H MR LR PR T 50%, )T BRI 1
Tt S BRI ST R AN R 3 o L PR Y B2 S0k, RIS G D R JE Bt
IR TR A, B, TR VAT I TR AN R EA T 20 0 H . WFT R iR T I TR A
4 FAMAL 1 RS SClk, TOEE T SRR, WWITIN TR 12 RS, 4ls 1P=50%, 5
Tk B A V89T 24 EIITEST, 1P=98%, 1w mmite, A THIFTZ 1A (et ik,
A DR A Ut o Ar b 2, HAR DT VR SR (B 20,

BB T Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random. 95% CI
SE012 16 282 30 -0.24 272 30 169% 1.84 [0.44, 3.24] -
HHimE 2014 29 382 39 04 278 37 168% 2.45001.00,4.000 -
HEs2012 265 55 70D 048 336 79 16.8% 2.06 [0.56, 3.56] -
EME2 549 305 25 08 209 25 1649% 5.00[3.55,6.49] =
iBtR2012 312 237 A7 AAT 163 14 169%  -Z45[-386 -1.04] -
FEREE2013 2131 463 24 TE2 468 24 157% 13.69[11.06, 16.32) —
Total (95% Cl) 205 205 100.0% 3.65[0.41, 6.89] -

Heterogeneity, Tau®=15.63; Chi®=128.99, df= 4 (P = 0.00001}; F = 96% _150 '5 ] é 150
Testfor overall effect Z=2.21 (P=0.03)

Favours [experimental] Favours [control]

1 REMFIEST VCI BIFTRET Meta 5347 (MoCA)
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JE FE 5P ks gk Mean Difference Mean Difference
Stuily or Subgroup Mean SD Total Mean SD Total Weight IV, Random. 95% CI IV, Random, 95% CI
1.2 §hyra
FHEEIR201 2 265 445 70 059 336 T4 144% 2.06 [0.96, 3.596] -
Subtotal (95% CI) 70 75 14.4% 2.06 [0.56, 3.56] ‘

Heterogeneity: Mot applicable
Test for averall effect Z2=2.70 (P =0.007)

1.2.2 i 120

FHITE2014 29 3.82 38 04 27R 3T 14.4% 2,50 [1.00, 4.00] -
B 2012 1.7 248 17 078 208 14 143% 092 [0.69, 253 T
Subtotal (95% CI) 56 51 28.8% 1.74[0.19, 3.29] <>

Heterogeneity: Tau*=062; Chi*=1.99, df=1 {P=016), F=50%
Testfor overall effect, 2= 2.20{FP=0.03)

1.2.3 ifiyr24 1

SfEEFE2012 1.6 2.82 30 -0.24 272 a0 14.5% 1.84[0.44 3.24] -

ZHEFEIN2 9.9 3.05 25 0.9 2.09 25 14.5% 5.00[3.549, 6.44] -

[EE201 2 312 237 17 557 163 14 14.5% -245[-3.86,-1.04] -

BrER2013 2131 4.63 24 762 468 24 13.3% 13.69[11.06,16.32] -
Subtotal (95% CI) 96 93 56.8% 4.42 [-0.85, 9.69] -
Heterogeneity: Tau®= 28.09; Chi*=128.73, df = 3 (P = 0.00001}; * = 98%

Testfor averall effect Z2=1.64 (P=010)

Total (95% CI) 222 219 100.0% 3.24[0.47, 6.02] -

4o -5 0 & 10
Favours [experimental] Favours [contral]

Heterogeneity: Taw®= 1332, Chi*=131.88, df = 6 (P = 0.00001}; = 95%
Testfor averall effect Z2=229(P=0.02)
Testfor subaroun differences: Chi*=0.93. df=2 (P = 0.63). F=0%

2 REMIATT VOl BYTr 3R et 8R4 47 (MoCA)

3.2 LIMMSE R AiFEMITER

AN SCER AT 3 TRl MMSE 836 PP T, Chi*=4.59, P=0.10, I’=56%,
J& R, SRHBENIRON AR (B 3). 3 AT, YT ISR KK A B A ]
VAT IR AT A 4. 897 12 JAIE, 2 APPSR itk 1°=94%, 2t H s
DA AT B8 A T KRD S 26 B (e 0w 1 B0 />, S EREA AR AT BT R B, 20 Hr 4t
SHARRIRA R, RAABENRN AR (K 4); W97 24 BN, 2 AMwF5et 0 B4R
G R, 1P=0%, AR 2 BN HE T Meta 208 (B 5). i FILIRFIE 49N
SCRRED, AIEATRUBANE 0 HT

TR Eaglit:il Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
FHimEr 2014 45 242 39 1 1.8 37 441% 3.80[2.54, 4 46] L
[EkE2012 206 1497 17 014 1.76 14 35.6% 1.92 [0.61, 3.23] -
BraE 2013 3.4 343 X4 162 391 24 20.3% 1.78 [F0.44, 4.00] T
Total (95% CI) 80 75 100.0% 2.59 [1.36, 3.81] ’

Heterogeneity: Tau® = 0.65; Chif= 4.59, df= 2 (P = 0.10); F= 56%

Test for overall effect Z= 414 (F = 0.0001) -10 -5 0 a 1a

Favours [experimental] Favours [contral]

& 3 BEHTFETT VCI BYTTEAT Meta 5347 (MMSE)

T2 B dgh 5P e BT R Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight V. Random, 95% Cl IV, Random, 95% CI
FHimmr 2014 45 242 34 1 18 37 50.9% 3.50 [2.54, 4.46]
ER2012 041 2.06 17 042 174 14 491% -0.01 [1.35,1.33]
Total (95% CI) 56 51 100.0% 1.78 [-1.66, 5.22]

“00 -a0 0 50 100
Favours [experimental] Favours [control]

4 REMIEST 12 FRTES>H (MMSE)

Heterogeneity: Tau®= 5.81; Chi= 17.51, df= 1 (P = 0.0001); = 94%
Testfor overall effect: 7= 1.01 (P = 0.31)
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IR F LA Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
@201 2 206 1497 17 014 1.76 14  74.0% 1.92[0.61,3.23]
BRaE20M3 3.4 383 24 1.62 39 24 26.0% 1.78[-0.44, 4.00]
Total (95% CI) 41 38 100.0% 1.B8[0.75, 3.01]

00 -40 0 50 100
Favours [experimental] Favours [control]

Heterogeneity: Chif=0.01, df=1 (P=092);, F= 0%
Testfor overall effect: £= 327 (P = 0.001)

& 5 BREITEETT 24 FHLHSHT (MMSE)

4. BURE S

7ELL MoCA =3 il & T I 6 BT, SPER Er, K BN A% 75 Y 21
SRT I T IR AN GET BRI BT ) Meta 9 M &5 BRI P 52, UK 20 B 45 2R 5 J0Ath &%
FAZEEG R 2 AFFEE YOI B8 5 B AT, 455 SR P W EFRIK, Chi*=11.73, I’=74%,
P=0.008, H&hn TR . (LK 6)

FE B 5P ES g K| Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
=EF2012 16 282 30 -024 272 30 2558% 1.84 [0.44, 3.24] =
FHTE 2014 29 382 39 04 278 A7 247% 2.50[1.00, 4.00] -
HATINZ012 265 5.5 7O 059 336 TS 247% 2,06 [0.96, 3.56] —
EREFE012 549 305 5 049 209 5 81% 5.00[3.55, 5.449] -
2012 312 237 17 48487 1.63 14 00% -245[-3.86, -1.04]
B 2013 21.31 4K3 24 Y B2 488 24 00% 1369[11.06, 16.232]
Total (95% CI) 164 167 100.0% 2.85[1.41, 4.29] <>
Heterogeneity: Taut=1.61; Chi*=11.73, df= 3 (P =0.008); F=74% t f

40 -5 0 & 10

Testforoverall effect 2= 3.87 (P = 0.0001) Favours [experimental] Favours [control]

& 6 >XF MoCA £ 3RH 5 (8] RS Rkt 2 4

JE RSP kL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
1.2.1 iHiFram
2012 265 45 70 059 336 A 24T7% 2.06 [0.586, 3.56] ——
Subtotal (95% CI) 70 75 24.T% 2.06 [0.56, 3.56] L

Heterogeneity: Mat applicable
Test for overall effect Z=2.70{F = 0.007)

1.2.2 ifiFr12 14

FHEE2014 29 382 39 04 278 3T 247% 2,50 [1.00, 4.00] -
i 201 2 1.7 249 17 078 208 14 00%  0.92[0.69 253
Subtotal {95% CI) 39 37 24.7% 2.50 [1.00, 4.00] <>

Heterageneity: Mot applicable
Test for overall effect: Z=3.27 (P =0.001)

1.2.3 {244

RMEFEI012 1.6 282 30 -024 272 30 25.5% 1.84[0.44, 3.24] -
EMFE2012 5.8 305 25 0.g 209 28 261% 5.00[3.55, 6.44] =
AR 2012 312 237 17 547 163 14 0.0% -2.44[-3.86,-1.04]

BrRaR2013 2131 463 24 TED 4GB 24 0.0% 13.69[11.06, 16.32]

Subtotal (95% CI) 55 55  50.6% 3.41[0.32, 6.51] -

Heterogeneity: Tau®™= 4.46, Chi®= 9.43, df=1 {F = 0.002), F= 89%
Test foar overall effect Z= 216 {F=0.03)

Total (95% CI) 164 167 100.0% 2.85[1.41, 4.29] <
Heterogeneity: Tau*=1.61, Chi*=11.73, df=3 (P =0.008), F=74%
Test for overall effect: Z= 3.87 (F=0.0001)

Test for suboroun differences: Chit= 063, dfi= 2 (F=0.73). F= 0%

B 7 SRS TR KA MoCA 2RAVIE S 4

40 -5 0 & 10
Favours [experimental] Favours [control]




REHTIETTINEE P RIFER B M E H AT BRI TT BB R I M

5. Meta FHTIFHLAR
41 LA MoCA EFMTEMIE

T SN EN T B8 I 50 1 DL T ST BB 20 M1 5, A5 4 R SCHREN N B 24 1) Meta
ST, GERER: &9F WMD {H8 2.85, 95% CI k 1.41~4.29, P =0.0001, J&5Hh
T BT A, WA MM ZEREA g2 m L CinE 6). fELLRTTINTH A
WA, Meta 20 RS 7R: WEITIE A 4 BT 1 AMF5E, WMD {2k 2.06,
95% CI 4 0.56~3.56, P=0.007; VaJ7 a1k 12 HHAE 1 /M5T, WMD {EHR 2.5, 95%
CI 4 1.00~4.00, P=0.001; JAy7 I TRIh 24 A 2 MY, &7 WMD {E4 3.41, 95%
CI & 0.32~6.51, P=0.03. a7 B[] A AR IR B0 4L R A 2 ) ) =2 e AN . (L
K7

42 LI MMSE AiFHMITHE

3 M Meta 7387, 25 RRBIEZEHTIRTT VCI MRCRALTXT 4L, &
WMD 1H4 2.59, 95% CI & 1.36~3.81, P <0.0001, #4H IR 1) 2554 ge it 3 (B 3),
FRYPEAF IR ST B 534 2 AEAL: vaI7P Ik 12 AR, JeBERP41 5 %) B 41 MMSE 4>
M ZER LG HE X, A7 WMD {58 1.78, 95% CI 4-1.66~5.22, P=0.31 (& 4);
VBIT I TR A 24 JAIY, B4 ZE i e vk X, WMD 24 1.88, 95% CI 24 0.75~3.01,
P =0.001 (/& 5>, XFIFIAIFEAT A 430 A7 45 4o, UIRJE S-G9 VCI I a] R
NI T BE I G AN B o
4.3 LA P300 AiFMIEFR

A 1T AMHFER A P300 I8 U H0 D) BE 55 4 100, AN P300 PRI AR UM i i 7 1 2k
FTNT, WWIT IR A 1 4F, Je S P-4 50t R 4L P300 ¥R A ) 25 5 G il-24 % X, WMD
i k2434, 95% CI 4-35.73~-12.95, P<0.0001; J& %= 14 5] M4 P300 [l i)
ERTG I FEE X, WMD 4 0.86, 95% CI & 0.47~1.25, P<0.0001. (/& 8)

FE BT 2 IR Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
1.8.1 i 44)
#2008 -15.85 2778 44 B49 25489 40 01% -24.34[-3573,-12.95] -
Subtotal (95% CI) 44 40 0.1% -24.34[-35.73, -12.95] <

Heterogeneity: Mot applicable
Testfor overall effect Z=4.18 (P = 0.0001)

1.8.2 F
S TE2009 079 1.03 44 007 081 40 0999% 0.86 [0.47,1.29] .
Subtotal (95% CI) 44 40 99.9% 0.86 [0.47, 1.25]

Heterogeneity: Mot applicahle
Testfor averall effect £=4.27 (P = 0.0001)

Total (95% Cly 88 80 100.0% 0.83[0.44, 1.22]
Heterogeneity: Chi*=18.78, df=1 (P = 0.0001); F= 95%

Testfor averall effect £=4.13 (P = 0.0001)

Testfor subgroup differences: Chif=18.78, df=1 (P = 0.0001), F= 94 7%

& 8 BEMFETT VCI T3 Meta 24 (P300)

400 -50 0 50 100
Favours [experimental] Favours [control]
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54 FRERMIER

AT TR TR R AR A RS NN R U7 3R H A AT T el AR
BIFGUI R A I P 2 R I s« VR R b s (O HLIEIAS, YA RS 2R BLH 2 S
HIEARRPR A o 8T AP s 7 300 ) ey R VB A0, 2B 64 i3
B PR i A AR A OJCYR AR S, HA BB AR VR R BT AL R e S P R AN R
SN o FEAR (AN SCHR BT AR A JE 5Pl R IO AN B S, DRI w] AHEWT A i, JE 5
MoV AEVCIIR YT 2 A PR

5. w3 E S

= B2 Meta 238 Fp PR RIP I A R A 135 (¥ — 7 i, 21 Meta 20 M K145 R A 4t
VRSO o A2 R M SCIROC T45 T 5 A, Ao - A R, B A
W AT R MoCA SR P VCT 7 UM SCRRTT & IbAritE. Wil 9 Wor, %Al 2k
ARRR, A T AEOR R R F e, RS e BRI i A R EEA ) &, AT
A HIWTEL MoCA 3R PN T H ARG, AR AR 25 (T ek

__SEMDY

0a

19T

WD

} | 1 | 1
-10 -9 0 a 10

& 9 3 MoCA EFRITM B E T84T VeI T aYimHE

11



REHTIETTINEE P RIFER B M E H AT BRI TT BB R I M

15
(Discussion)

AWFFERH] Meta 7387 (7 VA0 Je S-G9 VCI Y7 R 1 RGP, T2MA
[F] (R 2800 BR 27 i R R B 45 SR ARG T INFIA), DA KON Y JE B0 J5 IR A B S N 557
TR E BT VCI 7 3. REEVENT (systematic review, SR) S i UE s 2 Hh 28 A
R EOEYS, W 4R S v R TE R P92 AR 5 (0 SR 22 B8 RFBEAT )™ R VP4 A0 23
B, BN SCh R S E AR, SR A A RIS R . AR A e S 2, &
JR RGN b B g 2 — % Meta TS FE RGN 2 b, WX L, Meta
I RGO R E BT T e A EAT 2 AR, AT A Meta 737
AN IR R, WA T HRVE B, RIIRTE R GEvrOr, Ml s Itk R gk
o LK, PRUEBR AR KR 55 AR 18 s w7y, AR A R TR K
R, KRERE BB S AR IR AN, 117 Meta 20 AT B9, 9B
SRS R M TN ARG S 5%, W T im R T 45 RAN R A5 L, Be g 5 n e
A3 AR T EERI S5 18 . Meta 23 ATRIFSUR B2 B A R — ROSCBR A — k204, b 1
2 L KB PRI FE AN Ty« W AT Ta], PR SR D) (R 3R AT I R PR SEUE S - Meta
IIMTIEAR T Kok B AN [T 93 RO ) i) R KT 5 O ] — B A R R4 il e 4 21 1
—ANBENUREAS, SR R 1 SR R AT 5 IF 0 M, SE R R TSI AS
BN TRRE A B, I RERE AR UL AR TS A — S R . AEATRET, AN[RIBE
TR JE 1PV VCI FIRCRAF I T AR G538, BT & RGEPO N 46 4F

H AT, M6 A AT VCI 153 bR, S5 2 VCT 43 = AR 1. VCIND;
2.VaD; 34147 I IR 2 (K7 & PR R (Mixed AD/VaD)o $6i A0 3 8. 13 i (f
TR TE FeZe, REERD; 2. ZRA M (HRE M YE. e, DIENE, K
WEENVED s BB Y CRUFR /N ARHEVETE . ANSERRIAETE )  fhRe i F AR 7y Y
W11y MU PR AN I RERE RS s 2. M TR B AR R AL 3. VaD. FA L N
M LHUREY; 2 8RR CROFE N L IOW A2 1K) 3 Qe (O A4 BAE B AL RIS, cerebral
autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy,
CADASIL),

HI T VCOFAE — A S, T ASABEAT BRI — e, Pk ogs—
WS ITbRTE . HZ TG R HIMRA 2 WibRifE, #RAUH LTI : 1AL OB R R
WENRERG s 2.0 A A o S B AR P A A A AR LA s, FLA AR i A A2
BERBIRAFAEIR R o B WIVCL G AT PRGN A SR AR, BRI S . R %
POEFEEE . WRBEGIRE sy R T, R 1) 0015 5K S0 E o S R B Sk s Lo
BRATTE AR R A, B S PR DI RESR AL, PRI, A O Bl R R A
BRARENENTIRENG B, THCAZ TR AR BE AT TG AR AR S
DUPPATRS AT IR, AL RIS . AAR SR M LA S RS (AT 25 SR R At vy

12
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TVCIAEBZ W, R WK 7 TG T, FREIH D) I 004, 35 Bl R s 2B o1 e
VAT T %o 5 I I A AR DR K AN SR B A IR T AT 2 Wb e AL 0 T2 71T 1. 4f
L0 BRI D R AP AR RS s 2. I PR A s S0 Bl 48 5 10 2 A A ol s () L P
I3 PER AN RRAS 55 A PR 2 AP AERR R o 1 25 IR bR HERRUE SR T T 02 B0 1 B0,
XK AT ADMZW 7, AN 55 M i 708 A OC IRA R RS, DR A B 45 v s S5l
§247 S IR A DRD B2 i ] BE AR REARDGT 52 48, D12 ThBEnT BE A 252 23t 22 e 47, K]
Bt EAZ PGB S AN REAE A H AT 2 T VCIEVaD ) 2 2 4 1,

ZWIVCIH R EAMMSE, N T2 KA % ig - MMSE HAT [ 41255 fi
fE WL, (LS A2 MR )L SRR RN 32 208 FERE R0, o A i R 0 T RE B RS 1) i 25
A SRR YE, BUEPEEPY . MMSER 2 S 70 B 0-304) o IR lS1 5 UK 3 UIARE,
ES FAE RIS bR UE Ny . SCE>174y, /NF>2000, HIh K LL E>245) o AHFSTA0 N IR SCik
H, GEHMMSER R I3 SCE, XN S IR ML sl b AT a0, B
Al . MoCARRIZWIAMBEAT P At A2 TAEET 2N, RS E X
B A, B IE S AR 2 FE SR . MoCARRAMUAEVCIZ Kb 2]
N, AEADBIORS 0 R A AN RS2 W B[R ARE F . Louisa Burton® 245 2% 3%
T20154F R T — ks XTI & AP S IS ) RS, 45K B7RMoCARIMMSEXY
TANFIRE BE A SN B Be B S AT AR LF (RS VE FH . MMISEAE23/24 53 A SE I R0 B 45
MoCA I it 5 ERA 1) J T IR JBE (K7™ SE AR B, A WF9T B oRDY, MoCA R H AEIH 7 HH 73%
MIARBEMMSE 2 £ 07 £ HIMCUE, HAFFERR0.9LL b, EB—351:0.83, X5 BHTE
RN 5 R A T B B MMSE s . R EHBAT R BIF5ERY, I WIMoCA EEMMSEZE fifi £
VCIH RS E S Tk 2 25D IR RMoCA & R AE S IVCIR Il _E4A TMMSE &
X, EXTVaDI R, PR ER 2 W25 LG4 L. Pendlebury STEEPOIF 57 K i
MoCAR K ILMMSE 3Rl 2 i BB (W 12 EIR L fh % A BE ) FPAT 1R )
5 THI (R 453 B0 3 B 1 o 1A 5% FELSE P3O0 40 3 FH TN AN BEAS 112 1K v . P300 - Sutton
F19654= R I » A A 15252 O PN 3 55 21 1) 9 AR B 300ms [ 1E 9%, 7T IA A P300
BEAE S WK (A AnE sl R T, DR M R i 22 RO IF 5T 25 0 T A A e g (0 4l B2
Wio BN FLEEPSURIE Sh2y 5 Pelosi LGP KRB IR BIP300 FLA (1998 IR 3T 746 — e FEIE L fig g
SRS REIR A, BFRER I WiZ ). g e, s TR . BATIhRES
FAEHA S FELAT P3O0 PRI M8 ) AR 7R 1K) 2 5 e el 5w 110 i e 22 550 1 2R 11000, 9 £
WIAE KR A, AR ZE BRI A S N T VICTR R A AN S g 1 R s v

BRI, 5 DR e S 2R B2 K VCLER 967 14E 5 (K P300 A Tl
i, JESEHCTZP300 VAR I R AR R, PRI S AT R R T R ) AR X
PR SR TE A2 7 e XU, B SR DA SN RS R R e — RO
P3001¥)12 W & A4k nl FE

X VCLIRYY, BT REMNEIRALEIAT, B Csa 20iar T, R
(e i ST /D i RV @) (S () 2SI (E R ] 7 N A 22 1 (= R B N I = R

13



REHTIETTINEE P RIFER B M E H AT BRI TT BB R I M

R 2503697 FEgerb ey Cngt iy i) o BAImPRUESE IR, i i 5 PR A2 45343
FECP AP RSB RE T RE e, TGRS 2000 ST S o)y, DRIk T R ) 3
IAEGR 3 5T AT BE J A — AT 2471k o BB P 400 o1 0 RE e e PR P A M 2 R G &
POEERR 23 A, B9 IN QMR 2 280RFE N2 A, R T T A5 259 Cl i v
TR BAGFEIRRIRTT o LA ARURTS A, oo A 1 i ok 6 IR AN D e AT H B A0
BE77, AR H I R SR, st b kRS0 R AT (K AD I AN R 1L A2
X VCI R R ANLET H A 73 2080 U1 R AR e W] 5 SRR BRIl A7 5%, AR HE
AR — R P A3 204, KRENEE WA R Z . K, ZRIRFNK
PEAR B 5, R T— MK BE IR R R U2 — B AT, IR AR DA N RS e 61X
T, EE AN S, 52 (RPREN 0 (1) ST B R AR b, 6P A %N R
AR ZIAL, I E AN BN RERG P S T 2 M AR B, 38 AR NPT o 53 4h,
WA HEENATT VD, KWz A5 EE AD, B2 Dok, 3
SEAHE N-HIJE-D-RAZ R (NMDA) ZARFEHIAIEN, X T/NMLERAELIEK) VD i
FYROR LA B2, E0 th R A P BURA A T ek, IDE ] R AE Y. Ao de
H S NINGE VO B E FIAThRE LU ZE . 1B S RS M GE ok 3. RSk = WA (1)
PR P ub 4, SEa M EAE H 2RI EIRTE YT . iRl VCT K2 Wb, An] 20
P AR DRI RS () 00 DR 3, DKl i 4534957 /5 3 e 4N L P Ca™ B IS R, R LI B Y AR
FEAEORE L, NN, R, BB REBURE W A T O . JE S R ik
PEE ANk B A 30 FH ], OSSN g B (1 R S5 A TR T B 0] i LA A e SR e
vk, Fom AR E R A, REINUR R o B R (KA, kAN A Ca’ T, Ak
CRAA I LR, WS 0 R0 52 45 DX P I g8 8 00 L % o L5 1R e v e W S e,
A AE B MING o Jé P N H TN FIBERG IR 7 A 78 4 (IR B 2 UE s, Jess
Lopez-Arrietal 254 The Cochrane Library & % T J& 511367 K40 I8 2 (1 RZE VPN,
RS W JE SEH IR YT VL BT %, — @R EE AN TIRe, HAAA R RV
RO N h, ER E S AT AL, AT TR IR . a2, I R
1T H BRy7 2 m A B, $n )8 SH-P T ML AE P 0 Bl e B i VA T 1A Rk

Cochrane FOABUZAE RIESE T Je 51 90mg/d, JRY7 12-24 Ji, Z4A 85 d L sk
3, BECIAENTh RESER I fERIA 39% . HGEFRFR LS. WIZ)). W) & i
s HE, WA IS 4 MR 409 6] 85 (1) meta 73T R, JE SR
J7 12 JH. 24 FR, GHARIThAE R s AR EAR,  FLR I H AT A et ShE A
INE AR Z $5 B A7 8 S Y TN EN D RE RS (36T o 0 ORI NP 1 2R PRI AT I 276
LTI SEM LA iR T 58 rh i, Je SRl DU 9097 Ik LS B« iR
TR P R P I L P 55 s AR, I A0 8 S ib P T T 0/ A DA 2R B e o v R i
(RIVETT 5 WU IR 27 06t JE St~ () R B e RSt 22 R HLAh L oK s R AR 1B 5
EILFREE ) WIBAER . HEE T I T s ) AR B BT B Ik W A D RERRRS I A, e
S AT DA 2 R AN D RE LRI R R IR, SR 2o (iR IBYT Ha )
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HAERE JE ST H TR T RIOR, 30 mg, —R=IR, ATRASERIAZ T, 1R e A PR R
BE R SEDIRE, B T8 I AR S IR 257 BE AR

AW GO JE S ¥G 57 LA 1 A R A BN B A IO SCE AT AR, SR Meta 2047
(17715 B JE S P56 T VCIND a7 SR O A BN B i A J 142 il /E FH - VCIND 1
NS REAS I S B, DA KNI B 35 ARk BRR RAR e, (ELE AN BT,
¥4y VCIND &B#hHEAE Y VaD, SHURFHMIIAE R EA W E, Hik, &
BN HIAAYTT VCIND J80h A A — AN IR, T 2R B8 A 2542 i) L ) i
R, FA R H KGR 2 A DB T8 o AR50 rh A H LA 2L
P TR 2 10 B E AT R R, AR AN HERR bR, AN
T AT, R LR F (A [F) A 00 B 2 B RN [R) Y 7 I TR I 2 oty M ZH 864 T 4
B, i g REoR, LAAITHTG MoCA SR SUR M- E M EFabrit, K ILJESCH T
Y697 VCIND [R17 ROt B A BH 52 1R s, (L2 42 OB 97 I8 18] (R AN [R] 1R 4T 23
WIRIRIGST 3 AN A6 N H RT3 RT3 BB X, R A —Fh i &7 2045 H
45 AN LLUL B T 85 IR ml FE0E . BRIE, ATDCEIATEFTH BL MMSE &3R4 11
e TR BB AT A, [FUREJE S (PR 7 RO B0 T X A, e R I T A
[F] 5 Jg 12 JEIA 24 JEPHASEALIEAT 43 BTN, 45 S BRI 97 I TR AS [ B 520 J B b
PIEIT R, AN TREA R B — A XFE M S5 e le, BB WA o 45 Rkor, Ui BfE
BITIE E, 3N H BRI B SGEMRCR, 2T L 3 AN e — M. T
GINSCHRTP B Z 12 F 5 24 JEY7 S0l et , FRATTAS B F LAV BB R Al 5 v 7 B T)
(A FETE T ARG ) S5 R I 220 2K, IR 3 A4 897 ROCRAN AR, 54 4%
T ARSR AT ) 77 3 s N AN AR B A A i E R ST T 0] o IR R 2 B2
RIS IRV TT 10, JEATWEFC H A2 A 78 5 22 1 A5 3 S L 38 T 3 7y oK (1)
7o FRIE [ PN T R B VAT VCIND [KIRF A PR T/ INEEA S 52 i, AT 45 S AR
FMEARMER AR OR S, DRAE A R sl nf UL S 2 s 2 PG, A% iL
BEALAUE X BRI 1 2K, AT KRB AR, 48R P IR 1 v 0 26 2045 A6 2
ENESR . ARBFFH, R SCERCR A DG HLAZ P300 SRR %0 D e s A Ol
H T8 Z RE & IR 9Y, TV T Meta 08T, (HANEE IR &, 1697 AIH— MR,
fEIREG 4L P300 (¥R BB 0, Xt vt I B A SN REfS 28] T k=, (H
& P300 ISR -5 A 1 204, DO MR Z U0 S 0 30403 1) o 2H 23 5155 1
FEANHAE,

AN STHR 2 1) 1) Jr SO PR 2 AT, R FH R B Py Sk o o e i 1, AN I & T H
(PR T 1B DT S E [ g LSl | S R s K U Y G R Vs s A DK e ) =
O3S OE R AR B 2, Wbl MMSE &3 . RI7 I 12 a8, i HORE, %
Fe 5 N BOR D, A TR 2 B BE N LOCE 6 B0 1 e VB T, SR et R 2 —
A A2 [ 5 [ B ) BB ) R, R P A 2 RV 2 v o AL FH T DR A SRR mP % A e oM T i
DRI 2R (PR IR D, Tevk I B H i B M B B 64T 0 AT s T v e 1 e O P AU, 3
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IS CIETY

Meta 73BT (K145 R 1 AR R 7R, AW B B LEPE AL &, 168 WMD
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2 it
(Conclusion)

1. JEFEHTRYT VCIND AR, ANiE L MMSE. MoCA a2 F 14 AH 5% A7 P300 14
WEHEIT AR NIKRH 2512 4K 85 .

2. JaZEHAE R 25 AR SR T R AR RIA EAE A OGR &R

3. JESEHCPEAR KRN D, et
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