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A Systematic Review of Efficacy and Safety of Oxiracetam for Vascular Dementia
WANG Hong-mei,ZHANG Yuan(Dept. of Pharmacy, The First Affiliated Hospital of Chongqing Medical Uni-
versity, Chongqing 400016, China)

ABSTRACT OBJECTIVE: To evaluate the efficacy and safety of oxiracetam in the treatment of vascular dementia. METHODS:
We searched the databases, such as Cochrane Library, PubMed, EMbase, CNKI, CBM, VIP and Wanfang database. The included
studies were evaluated according to Cochrane Handbook for systematic reviews, and Meta-analyses were performed by using Rev
Man 5.1.7 software. RESULTS: 15 trials were included, involving 1 195 patients. Results of Meta-analyses showed oxiracetam was
superior to blank placebo in improving intellectual spirit level [MD=3.40,95% CI(2.87,3.94),P<<0.01], dementia level [MD=
—0.80,95%CI(—0.88, —0.72) ,P<<0.01] and NIHSS scores of vascular dementia patients [MD=—4.92,95%CI( —6.68, —3.17),
P<<0.01], but not in activity of daily living [MD=4.80, 95%CI(—10.22,19.81), P=0.53]; oxiracetam was superior to piracetam
[MD=2.40, 95%CI1(0.57,4.22), P=0.01], aniracetam [MD=4.05, 95%CI(1.79,6.30), P<<0.01], citicoline [MD=—3.51, 95%
CI(1.34,5.69), P<0.01], nimodipine [MD=—23.05, 95%CI(1.77,4.33), P<<0.01] in improving intellectual spirit level of vascu-
lar dementia patients, but not superior to donepezil [MD=—10.30,95% CI(—3.06,2.46), P=0.83]. 11 studies reported the occur-
rence of adverse drug reactions, and the incidence of adverse drug reactions had no significant difference between 2 groups (P>
0.05). CONCLUSIONS: Oxiracetam is effective and safe for vascular dementia. However, this conclusion still needs to be verified
with more high-quality RCTs.
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Tab 1 General characteristics of included studies

FEH R 45 Bl filfc iy T Bt Wi

WS K 2003 R4 INDS/AIREN 30 6849 BRIP4 g/d, DR MMSE ¥4} ADR 24
papii| 30 6847 WP 2.4 o/d, TR

#2006 WAL DSMAV 23 5424211 BRI 2.4 ¢/d, MR MMSE 4} ADR 124
popiieil 20 5224291 WLRIFIE 5.4 o/d, MR

B41#12008™ itf4  NINDS-AIREN 38 6544£79 BAITIH2 4 g/d, D MMSE PS4 ADL#ESr, ADR  34°A
WA DSMAV 35 65.6+84 JERIEI0.6 ¢/d, LT

FIC 2008 R4 DSM-IV 46 64.2+2.11 LTI 2.4 o/d, MR MMSE ¥4} 6/ A
YR 40 52229 0.6 g/d, TR

i 422009 A4 NIVNS-AIREN 34 AR 2.4 g/d, TR MMSE 74 NIHS ¥4, ADR 12
papieil 3 YRA24 g/d, TR

% #2010" W4 NIVNS-AIREN 30 BRIP4 /d, TR MMSEPE/S NIHS 4> ADR 12
popiieil 27 R4 ¢/d, TR

P213%2010" R4 DSM-IV 30 BRI 24 g/d, DR MMSE 4 ADLIF4 ADR 12/
popiel 30 GRIFN 2.4 g/d, DR

TERE20101 WA NIVNS-AIREN 48 65653 BN 6 o/d, ERBKTTE MMSE ¥4} HDS #43 12/
JopEl 48 T JELZRERRBEL o/d, FRRKIATE

&H£2005" R4 NIVNS-AIREN 46 » AT 2.4 o/d, TR MMSE 4+ .CDR 43 ADL 12
papiEll 4 R4 g/d, O 4 ADR

ATH2011" WA PIREE AW S 40 BRIP4 o/d, BB MMSE ¥/} ADLF4} . ADR 1204
bopEl 40 T~ B ARA0.75 o/d, Bl

K Jt2011® R4 DSM-IV 80 BRIP4 g/d, DR MMSE i} ADR 3 A
papieil 80 MR PR 2.4 g/d, TR

JELSCA 20117 I DSM-IV 33 1431 AT 24 o/d, DR MMSE#43 NIHSS P4 ADL - 12
JopiEl 3 T R4 ¢/d, TR 5

kA 20122 R4 1ep-10 30 71.6£51 I 6~24 g/d, TR MMSEi4} ADR 12J
papieil 30 722+43 ZHWEF 5~10 mg/d, DA

FIRLL 20135 R4 PEEELNSEES S M8 59847 WHITE 12 ¢/d, TR MMSE 4} NIHSS #43 ADL 341
XL 48 60246 THIFE0.6 g/d, TR 4, ADR

2013 REA WENOLEERR) 49 34475 BT 4~6 o/d, BHTRINTE MMSEi4+ HDS#4r ADR 341
bopaEil 49 535475 WCRIFTIE 4~8 o/d, BilikiivE
% 2 QWAﬁﬁﬁ)ﬁEizF{ﬁ Study or Subgrou Meu‘fw ?[in Total Mcax;lﬁsig Total Weight N:‘\*/?‘?F[‘;\g:‘f;g‘;(:[ Year [tdelg?xg;":gzcg]

Tab 2 Quality evaluation of included studies :E%gém W5 a1 Eg 1935 55 éi Ton osme0 4:: j§$§ ':'-_—

R R BN NERE OB KRR % 5% Aihon e S oe an 30 ioak saoresien soin e

%%jjttgﬁ_\’2003“m %HLﬁ#% Z:‘I%% XXE 67% WHS B ;I-I(:::]r(oggi‘n/(cﬁ)[/):flu :6.52,df:4(P:OJ‘G?)B;IZS‘J% 107 1000%  SA0ST, 340 = ’ T

WA 2006 i R Ry * A C Test for overall effect: Z-12.42(P<0.00001) ArrEm AFREER

BT 412008 Rl ft T N X e c El2 WHEE MMSE 345 H Meta 23 57 7R #A B

FICT 2008 N NERE NER k i C Fig 2 Forest plot of Meta-analysis of MMSE scores in 2

i 22009 ikt NERE AR k NEE C groups

§ #@2010“” Z:(JH:% Z:ﬂél:% Z:{Jﬁz% jﬁ Z:{ﬁ% C BpPIR R Mean Difference Mean Difference

232010 PN A% REE X AEE C T T T S T T R T T

TEB2010" Tkt FEE O OREE % AWK C momamn il Xl o i .

% %2005“” Z:(ﬁ% K(ﬁ% $E jﬁ Z:(ﬁ%% C ;‘:l::r(uziiﬁ“«)'fdu :lbsv.r125cllx:lIL;?;W‘dfzz(P<U.UOUOIIO)5;IISZ§)Z 022 18R 0 20 ) 30 100

?%%201 1 Z:(jHE% Z:{ﬁ%k Z:{%% bR K, C Test for overall effect: 2=0.63(P=0.53) AR T RAT

B Jt20n Fifit R g K W C B3 PHEH ADL S ) Meta AT RR A E

J LR 20112 i YN N x e ¢ Fig 3 Forest plot of Meta-analysis of ADL scores in 2

kA 20122 ikt NERE AR x mE  c groups

RIRLL2013 it NERE AR x o C (—10.22,19.81), P=0.53], 77 M4 A BETA S By P 3H A7 41

2013~ WARTR  ORERE AR % W c

Meta 43 Hr&5 2 0H , BLALVGHEIET AL VD S R ok K
B AR TR AL, W L E A R E L
[MD=3.40,95%CI(2.87,3.94) , P<<0.01].

2.4.2 ADL ¥4y  3TIMFSRARIE T BLPL PGS L 22 BT
VD [ ADL B0 S5 A Gt 2a 5 Fitk (P<0.01, 1=
98% ) , K FH B0 A R HEA & 14007, TEILIEI 3. Meta 43
Mras e, I dl i 22 % oG 148 LMD =4.80,95%CI

HHEIZG 2013 4F5 24 455 48 1)

X VD B 1 H E A RE I AKOE BSR4
243 CDR W4 LIWFSTHRGE T SH puHxd H B RIA 7
VD [ CDR PEA", 29 e ISR U HH 35 7 4 42 et R 4]
i CDR $¥43 i 35 9 fI-[MD = —0.80,95%CI( —0.88, —0.72) ,
P<<0.01], 4L H 4 22 58 Ga vl 7 S, Uh B R 7 P 4 45 22 It
FIAE BEFRAT VD 2 B K

2.4.4 NIHSS PF4r  3IHFSTHRGE T B0 PG X Fb 22 B RR
J7 VD [ NIHSS 123020 & WF 5 (B A7 G it 24 5 i i (P<

China Pharmacy 2013 Vol. 24 No. 48 - 4583 -



0.01,7°=88% ) , K FIREHLAR N AR BEAT & H 434, PRULIE 4.
Meta 7} M4l SRR W], AP IR ALY VD [ i D RES
P AR L T 2 RO 4L, WAL L 2 R A iR X
[MD=—4.92,95%CI(—6.68,3.17),P<0.01],

BRI AN Mean Differenc M
Study or Subgroup  Mean SD_Total Mean _SD_Total Weight IV /6Cl Year IV.R:
#44 2009 45 L1 34 105 29 33 3 1] 2009 -
242010 42 12 30 98 265 27 3 2010 -
JH XA 2011 57 16 33 89 24 32 3 -3.20[-4.19,-2.21] 2011 -

97 92 100.0%  -1.92[-6.68,-3.17] >
=2.13;Chi*=16.95, df=2(P=0.0002) ; '=88% 5

P 0 5 5 10
t:2=5.49(P<0.00001) FIFRATE AITFLEH

B4 PZHEE NIHSS IS B Meta 2317 R 4R
Fig 4 Forest plot of Meta-analysis of NIHSS scores in 2

groups
245 ARV AWRFFERIE TR PGS AT
VD (AN RSB R AEAB B - B B B AN Ry DAk
B PRI (98 22 AR ORE Ry 2, LI R A S0 % A

HEAURRINEITHT S LB, SR M TG4 57 5
T (P=0.96,1*=0) , 2R ] [l & OW AR H AT 5 FF 3 b, TR LA
5. Meta 7T R, IHLLAS N & A R AL, 25 57 0450
25 X [RR=1.89,95%CI1(0.93,3.87),P=0.08].

B o8] Risk Ratio Risk Ratio
grouy 5 M-H, Fixed 95%C1

4 2005 316 2 1.40[0.25,7.99] 2005

34 2009 734 3 2.26[0.64,8.02] 2009

21382010 330 2 1.50[0.27,8.31] 2010

#2010 730 327 307%  2.10[0.60,7.32] 2010

Total(95%CI) 140 133 100.0%  1.89[0.93,3.87)

Total events 20 10

Heterogeneity : Chi*=0.29,df=3(P=0.96) ; I'=0%

Test for overall effect: Z=1.75(P=0.08) o001 o1 ! 10 1000

T RIPE FITLRA
b MABENRKMEEZER Meta 53 MR E
Fig 5 Forest plot of Meta-analysis of the incidence of ad-
verse drug reactions in 2 groups
2.5 BAfUFRIE v H Al T HUEHER) Meta S HTE5 R
BT PG vs HA T FiUHE it 19 Meta 70 Mréti RIE LA 3.

F*3 AEITHIEHER Meta D HT45R

Tab 3 Meta-analysis of different interventions in 2 groups

Tt Eelpk it IABFF i B itk g HR

BRI vs. DR MMSE ¥4 4 357 1=91%,P<0.01 Wit MD=2.40,95%CI(0.57,4.22),P=0.01
HDS 4 | 98 [t MD=-2.30,95%CI(1.61,2.99) ,P<0.01
ADR 3 197 I'=0,P<0.01 7 RR=-097,95%CI1(0.27,3.53),P=0.96

BRI s, PIH MMSE 4} 2 169 '=55%,P<0.01 WL MD=4.05,95%CI(1.79,6.30),P<0.01
ADLTF4p 2 169 I'=0%,P<0.01 7 MD=—4.87,95%CI(-6.69,-3.06)P<0.01
NIHSS 14} 1 96 g MD=-6.00,95%CI(-6.86,-5.14),P<0.01
ADR 2 169 '=52%,P<0.01 KL RR=0.96,95%C1(0.04,20.86) ,P=0.98

BRI vs. I RENERS MMSE /> 2 176 I'=87%,P<0.01 [iZiA MD=—3.51,95%CI(1.34,5.69),P<0.01
ADLiFA 1 80 e MD=—4.20,95%CI(-9.03, 0.63),P=0.09

TARIPGI vs. SRR T MMSE P43 1 86 7 MD=-3.05,95%CI(1.77,433),P<0.01

BRI vs. LIRS MMSE i 1 56 7 MD=-0.30,95%CI(-3.06,2.46) ,P=0.83

2.5.1

L€ AT VNI € DAth:E)

A THBIESE LR T B P 3H 5

9 NIHSS P70V L T PY3H . 2 A4 iE 1A R

FIVUIHIAYT VD BFrRgie o, Hod AT ST iRGE T BBy
FHXF FE A PG HH AT VD A MMSE B4 00220 HJF 55 (A A
GiiteE FRPE(P<<0.01,1°=91% ) , R BEHLASON BRI T4
430, Meta 73BT 25 L3R, SR DU XS VD B3 08 Tk bl
TP R A AR TP A, P4 He A 22 S e i L
[MD=2.40,95%CI1(0.57,4.22) ,P=0.01]. & W5
38 T HDS $E43, Ho4h5 W & BB H7 94 1 X} HDS P4 9 Bl 35
PEFMERIPa I, WAL L 22 A e i 24 L [MD=—2.30,
95%CI(1.61,2.99),P<<0.01], 3IWFFLIRIE T A K S A1
B, BN RO LAk 2 B EFRANTE O 00, Meta /3BT 4h
RSN, B VG H 55 by PU A AR RSN R A R LA 22 R
il 3 X [RR=—0.97,95%CI(0.27,3.53) , P=0.96].,

2.5.2 BARIPHIH vs. HiHPEIH 2 AFSEHRGE T 0 IR AT
IH X G i H PHAH A YT VD YT R, B HE T MMSE 1
A3UEE MRS AT G E SR (P=0.14,1"=55% ) , R F b
MR B HEAT 4 A3 M7 . Meta 23 B4 53 B, B 74 3H %
VD B R DMK s E R b va gl , gl g
2R A G E X [MD=4.05,95%CI(1.79,6.30) , P<<0.01].
2T B HRE T ADL 4122, B0 58 04 T4 S vk
(P<<0.01,7°=0) , 2R FH [ 5@ B A B 20 . Meta 7045 2R 3%
B, B PEIH YT VD 3 ADL P4 (RS T i hr va4H , 2
M 2% A it 75 X [MD=—4.87,95%CI(—6.69, —3.06) ,
P<<0.01], JEURLIZEPIRIE T AL IO NTHSS #7445 R &
L4 NIHSS 1747 L3, 22 5 Gi it 2% B L [MD=—6.00,
95%CI(—6.86, —5.14), P<<0.1], 32" APy % VD

- 4584 - China Pharmacy 2013 Vol. 24 No. 48

7 A AR AE L, B R R R T AL TE AR, 1L bR (58 5 R, S L
WIREAE ; SIS A A 45 I R WIIRIT T JR L B B R,
Meta 43 A1 45 5 3 B, BEF7 D4 35 20 5 7 o7 P4 AN RSO & 2
HKIE, 2R ST % 78 X [RR=0.96,95% CI1(0.04,20.86) ,
P=0.98],
2.5.3 BRIV vs. T BEARGN 2 WORFSYRIE T SR PE X
B B AR YT VD Y R0, HA4 G T MMSE 13T
A B G2 S Bt (1P =0, P<<0.01) , 5% JT] [l 52 2k i A
I HT . Meta 0BTl S 2 BR, B 7 FHHH S MMSE 7143 (1 203
Bt F L — % I 6% 41 [MD=— 3.51, 95% CI (1.34, 5.69) , P<
0.01], Z=ZEEEOHL5E T ADL [9PE ), 45 5 & IR BLF7 5 38 %)
ADL P43 i ek 3 40 F i — B IR 1% W 9 i 4R 1 B v
X H M — BEARERIE T VD BIAS RN & A O, 5 R 2
I LA AN RN B o
2.5.4 BRIV vs. BREHSE 1 IMATFEHRIE T PPN
JEBEHISE-IRYT VD Y7 3K, 25 3 & IR PU X VD RS 1R
1A 340% T MMSE P43 AR A T 2 24T, P L35
ERBGIERE L,
2.5.5 WRIPHIH vs. 2R 1 IIFSTHGE T BRGNS
LEWRTFIRIT VD Y7 & 2 4k, 45 3R R IR VG 1H 5 2 4%
WRSF 5 RE B 00 VD BE R JPREFIEIZ ), A Hh g 2
SELGE % = X [MD=—10.30, 95% CI ( — 3.06, 2.46) , P=
0.83], H. ek ¥4ty
3 itie

H AT, % VD AT 35 B4 5 M i 10 %8 5 0 2 g

THEZG 20134855 24 4555 48



HIVKAE o 201145, SERLO 22/ 5% [ A 22 (AHA/ASA) 7E
(A (Stroke) A% EIKA R RABLZA B b5, Z 2 UR5F
A BTk VD B BRI RE , N 2 A EORHR S BB R K i
B A B VD BE A AR A TR SE G WU VD Y
g kh AN, HLE A XSG RGN R RS Th—
S HAB AL FE M N REVK S A 2500 , Qi RGBS Y- (Al v
I BRI 25 AT B IR RIS (H 24 1k e
Bl Sk PR, AIFTE R G TE B2 25 ) 5 EE R PP LA P 1E
Xf L HAR 2G0T VD 7RO A, HA —E i im AR

B PG I 1974 4 h B8 R 5 g LU DA vl 1 U0
HALZEZ RN 4-F2FE-2- A C- L-E M ot 2 eI , 1225 @ 45 24
XF A R RICAC RS RCR BT, AT R AME S ph
2N, [R) I O B AR R L B SR A R LA T H
RE SIS, AWFFREEE IR B, AP S VD B
JIKEBKF-(MMSE 3743 ) (Hi K F- (CDR 343 ) i 22 D) g
(NIHSS P53 ) BRI AL T 22 B0, BT TR ey . i
ABIFE A G B PG I BOR BN A Sk & R
N2 AE  (H AR IR 2 G X BRZE AN RSO A A
B 2EF G o AN, BV LY A 74 HH Bk
VY IH B B e S 1 L Ve S B, BT A WE ST
RHEA A RSN

ABIFFERTZR T = RS SCRH 2 AU R rp SORH 18, 45
0 B 0 SCHR R 322 0 2N A A 154, ELER S vhSCa
T, A N HEBR AR R S SCSCHk . [ N A RIS HGE R T
BT PYIH LR ST VD Sh, ib A7 il AP IS e A e e
Bl - BRI VAR Y O T T i B A 2R T
VD, fHJ&, A LI 1 BT PG $H B2 %) H HAR 25 iR 7
VD WA RAER L A, R ARIENT IS 25 9SO , DA it
FEAG R NI B —E 1R R

AHIE AN A 30 1 A i 3R 4 P B e iy AR 38, B
A 2 ORI AR T HARRBERL i o kS [R R AT RE 2L
PRI A5 A 2 R O (77 25 o AL, TR DL A i 4
HRNZA HAARREAL )T 12 Rk o PR A e B H N R A T
PEANITIA . An 1R, SA A B3R FH Y VD 2 bRt
AGEAARNR X o P BB B F LS RAFAE—E Y %

25 FRRR, B P IA YT VD IT RS G et T
GYAMEFEI T e, AR 25 SRR T R 1 . IARE s 2
fe TR RAEAS RCT XA A A 7T
S 3k
[1] Bousser MG, Chabriat H. Vascular dementia[J]. Bull Ac-

ad Natl Med, 2012, 196(2):409.

[2] Raffaitin C, Gin H, Empana JP. Metabolic syndrome and
risk for incident Alzheimer’ s disease or vascular demen-
tia: the Three-City Study[J]. Diabetes Care,2009,32(1):
169.

[31 ke, ok, FAEMT, 5.1980— 2011 4 P 411X 55 %
S LA B A b M A PERIR B4 7“7 B Meta 23 HT [J].
HFdr 2 %,2013,8(7):533.

[4] Gorelick PB. Status of risk factors for dementia associated
with stroke[J]. Stroke, 1997, 28(2): 459.

[5]1 Pepeu G, Spignoli G. Nootropic drugs and brain choliner-
gic mechanisms[J]. Prog Neuropsychopharmacol Biol Psy-
chiatry, 1989,13 Suppl:S77.

TEZD; 20134555 24 45 48 1]

[6]

[26]

Gabryel B, Trzeciak HI, Pudetko A, et al. Influence of pi-
racetam and oxiracetam on the content of high-energy
phosphates and morphometry of astrocytes in vitro[J]. Pol
J Pharmacol, 1999,51(6):485.
FARSE TR TR 45 R 2 SRR VU Y 25 ) e R
[J].29 0 A& B A5 Je £ 2002, 24(2) : 145,
Hoggins JPT, Green S. Cochrane Handbook for systemat-
ic Reviews of Interventions Verdion 5.1[EB/OL]. [2013-06
—01]. http://www. Cochranehandbook.org.
B BB IR YT I A PERR 1 I RWLER (D). 55 R F &
& 45 &6 R ,2007,7(6) : 18.
18377 HE S5 7R BT PG JH 5 WA D R I 1 R A B
HLAUE % BEAF ST (0], o B 37 25 5 6 Jk 4 & , 2003, 22
(11):647.
AT BT PG SHYG YT A PRI R BT RO ] 3R
& 442 & ,2006,15(15):2 053.
BCLLA, WY, 5k T SR VU A YT U PR Y i
FITROWER[I]. W6 SR 23,2008, 23(6) : 437.
TOOW., 5843, BT HT B Y IR YT L PR 97
WOMEE[I]. + B 42416 4k, 2008,24(10) : 1 047.
5K £ AL Y MR T LA I R R 34 (], o B 2k,
2009,18(11):64.
Mg, TN, ROy BRLVG H R SR M R T
RO [I].F B 52 A AY 2 9% 9% 7% %,2010,13(7) - 87.
S2T SR PR IRY T AR TR T 0], F B R
7 %,2010,10(12):2 863.
FR RV I A PR T RONEE )] F B IR,
i p A L,2010,4(3):123.
RAE B 2L AP IR MU VRS B I R A 5E(T].
WOk 2 & ,2005,26(2):97.
AR TR IRI R R BT DY S SR T U
SR BT BONEE D). I 5 AF 22 % 9% 7 &, 2011, 19(4) :
258.
i 0. BRRL PG HELYA YT 1 A R 80 11 R OB [T].
P HEED$A,2011,13(2):264.
Jil AR B VG 3 BB 3 7 LA T 2 A 8 A 0.
P INE FHFR,2011,9(30) :36.
VUK s BRIV 5 2R IR AR T B4 L T
SN HRBFIE[I]. 16 FRos & kg 26 & ,2012,18(3) : 217,
RUMREL, it , JAl 4 AR SRR PG 3 5 [ h U 3E YA YT 4
PEFIRS T RO EVERTFE[]. o B 2 7= 3k, 2013, 10(3) :
14.
TR, AR HE IS, SR A B PG 3H 5 i DY 3H YT I
PEFIAR I RS HL BT[] 06 2R B 4, 2013,33(2) : 52.
Gorelick PB, Scuteri A, Black SE, et al. Vascular contri-
butions to cognitive impairment and dementia: a statement
for healthcare professionals from theamerican heart associ-
ation/american stroke association[J]. Stroke,2011,42(9) :
2672.
FMT L RIRE S, & BRI T IR SR A
AEREHLOUE X B2 O SE ). o B 25 5 4 &, 2007, 42
(15):1194.

(ke H 391:2013-08-04  &[A1 H 1 2013-10-26)

China Pharmacy 2013 Vol. 24 No. 48 - 4585 -



