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The efficacy and safety evaluation of donepezil combined with memantine for the
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[Abstract | Objective
Alzheimer's disease and provide a guidance for the proper clinical use of those medications . Methods ~The literatures published
from 2014 to 2016 in CNKI/VIP/WanFang Med-online/CBM and other databases were collected . Screening and quality evalua-

tion were carried out with include and exclude standard . The software RevMan 5 .3 was used for data analysis . Results Eight-

To evaluate the efficacy and safety of donepezil combined with memantine in the treatment of

een studies included are randomized controlled trials with 900 cases in study group and 896 cases in control group . The com-
bined results showed that MMSE , NPI and BEHAVE -AD of the combination therapy were superior to those of monotherapy
group . There is no significant difference in ADL and ADAS-Cog . Conclusion The combination therapy was better than mono -
therapy both in mental state and pathological behavior . The clinical application of those medications should be based on the spe -
cific conditions of individual patient .
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BT 4L popickicl 251t i
15 K 5 R4 Wﬁ?” Jadad 4>
191 %% 31 (DPZ+ memantine) 191 %k Fl i (DPZ) O
25 I 2016016] 20 5 mg/d+5~20 mg/d 20 5~10 mg/d 24 4
25 i 201605) 24 5~10 mg/d+5~20 mg/d 24 5~10 mg/d 36 3
fEi e 201607) 36 57~10 mg/d+57~20 mg/d 36 5~10 mg/d 24 3
fher A 201501 107 5~10 mg/d+5~20 mg/d 107 5~10 mg/d - 3
VT 201509] 56 2.5 mg/d+5’\“20 mg/d 56 5~20 mg/d 24 3
% 4k 201508) 35 5 mg/d+5~20 mg/d 35 5 mg/d 52 3
r = 201501 39 5 mg/d+5’\’20 mg/d 39 5 mg/d 24 3
AT H 201502] 62 5 mg/(H’ZO mg/d 62 5 mg/d 16 3
Ak 20160) 51 10 mg/d+10 mg/d 51 10 mg/d 24 3
K 201608 35 2.5 mg/d+10 mg/d 35 5 mg/d 16 3
i #] 2015061 24 5~10 mg/d+5~1 Omg/d 24 5~10 mg/d 12 4
AV 201507) 68 2.5~10 mg/d+5~10 mg/d 68 2.5~10 mg/d 4 3
o535 201620 — 5 mg/d+10 mg/d - 5 mg/d 16 3
K meae 20150 58 5~10 mg/d+ 510 mg/d 58 5~10 mg/d 24 3
W% 2016018] 49 5~10 mg/d+5~10 mg/d 49 5~10 mg/d 24 3
o H 20160 126 5 mg/d+5~10 mg/d 126 5~10 mg/d 8 3
BE Jm 2014014 42 5~10 mg/d+5~10 mg/d 42 5~10 mg/d 24 3
B 41 201601°) 52 5 mg/d+5 mg/d 52 5 mg/d 20 3
Exoerlmental Control Mean Difference Mean Difference
Study or Subgroup wol FTELTT T Wean SD Total  weight IV, Random, 95%CT IV, Random, 95%C1
DPZ 5~20 mg
AL 2015 23.6 5.4 107 19.4 3.7 107  6.00% 4.20[ 2.96, 5.44] -
UK 2015 17.8 6 35 17.1 4.5 35  4.90% 0.70[-1.78, 3.18] T
g 2016 18.97 5.61 20  20.13 4.57 20  4.30% -1.16[-4.33, 3.18] —T
© i 2016 18.2 5.6 24 179 4.8 24  4.50% 0.30[-2.65, 3.25] -t
ru £ 2016 22.1 2.1 36 187 3.6 36  6.00% 3.40[ 2.04, 4.76] -
T E 2015 20.73 3.56 39  18.45 3.11 39  5.90% 2.28[ 1.31, 4.37] -
”BéI#@ 2013 22.87 4.98 62  20.03 3.62 62  5.80% 2.84[ 1.31, 4.37] -
VLI 2 1221 2.1 56 123 2.6 56  6.30% —0.20[-1.08, 0.68] -
Subtotal(%%CI) 379 379 43.60% 1.74[ 0.28, 3.20] L g
Heterogenelty: Tau’=3.48; Chi’=46. 98, df= 7(P<0 000 01); I2=85%
Test for overall effect:7=2.34 (P=0.02)
DPZ 5~10 mg
uugry] 2015 23.95 4.76 68 18.86 5.21 68  5.70% 5.09[ 3.41, 6.77] -
S5y 2016 2.65 4.72 15 1.48 3.12 15  4.60% 1.17[-1.69, 4.03] -IT—
m‘uiu 2015 19.98 4.22 24 18.04 3.75 24  5.10% 1.94[-0.32, 4.20] i
ik ? 2016 23.91 5.36 126 19.36 3.54 126  6.10% 4.55[ 3.43, 5.67] -
KRN 2016 25.43 5.14 51 17.06 4.37 51  5.50% 8.37[ 6.52, 10.22] —
RIEAE 2015 20.74 2.57 58 19.61 2.71 58  6.20% 1.23[ 0.27, 2.19] -
J5E i 2014 13.4 3.3 43 13.1 3 43 6.00% 0.30[-1.03, 1.63] T
4 3323 2016 20.29 4.04 49 17.14 3.31 49  5.90% 3.15[ 1.69, 4.61] -
21 2016 22.8 3.4 52 246 45 48  5.80% -1.80[-3.37, -0.23] —
fl 14 2016 4.29 35 18.6  3.89 35  5.50% 1.25(-0.67, 3.17] T
Subtotal (95%CT) 21 517 56.40%  2.53[ 0.84, 4.23] <
Heterogenelty: Tau*=6.69;Chi%*=109. 80, df 9(P<0. 000 01) ; 12=92%
Test for overall effect:Z=2.93 (P=0.003)
Total (95%CI) 900 100%  2.17[1.06 3. 28] <
Heterogenelty: Tau’=4.90;Chi’=160. 20 df 17 (P£0. 000 01) 12=89% = L -
Test for overall effect:Z=3.83 (P=0.0001 -20 -10 0 10 20

)
Test for subgroup difference:Chi*=0. 48 df=1(P=0. 49) ; 1=0%

Favours [control]

Favours [experimental]
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Study or Subgrou Experimental Control Mean Difference Mean Difference
Y sroup Mean SD Total Mean SD Total Weight IV, Random, 95%CI 1V, Random, 95%CT
DPZ 520 mg
¥ EF 2015 37 7.9 35 40.9 7.8 35 5.90% -3.90[-7.58, 0. 22]
It 2016 27.11 5.48 20 24.9 7.06 20 5.90% 2.21[-1.71, 6.13] o
= i 2016 37.8 1.7 24 40.9 7.8 24 5.70% -3.10(-7.48, 1.28] —_—
I 2016 66.1 2.9 36 62.4 3.1 36 6.50% 3.7 [ 2.31, 5.09] -
952015 74.96 6.18 39 65.74 5.89 39 6.20% 9.22[ 6.54,11.0 ] —_—
EBQI?E 2015 23.58 5.16 62 29.84 8.33 62 6.30% —6.26[-8.70,-3.82] —_—
WL 2015 3.4 5 56 35.1 6.6 56 6.30% -1.70[-3.87, 0.47] —T
Subtotal (95%C1) 272 272 42.80% 0.09[-3.91, 4.09] .
Heterogenelty: Tau?=26.72;Chi%=101. 04, df=6(P<0. 000 01) ;12=94%
Test for overall effect:Z=0.04 (P=0.97)
DPZ 5~10 mg
ﬁ%?ﬂ 2015 17.24 4.57 68 26.74 5.12 68 6.40% -9.50[-11.14,-7.87] ——
{427y 2016 3.13 4.25 15 3.01 3.72 15 6.20% 0.12[ -2.74, 2.98] —t
R 2015 22.3 4.06 24 26.15 5.36 24 6.20% —-3.85[ —6.54,-1.16] —_—
KA 2016 83.75 6.14 51 66.82 6.93 51 6.30% 16.93[ 14.39,19.47] —_—
KHeae 2015 31.11 3.17 58 32.28 2.91 58 6.50% -1.17[ -2.28,-0.06] -
B e 2014 36.6 4.6 43 38.1 5.7 43 6.30% -1.50[ -3.69, 0.69] —
WEZE 2016 30.39 4.16 49 32.86 3.23 49 6.50% —2.47[ -3.94,-1.00] -
’% 2. 2016 32.5 4.8 52 40.3 4.5 48 6.40% -7.80[ -9.62,-5.98] ——
1K 2 24.96 3.41 35 23.78 3.2 35 6.40% 1.18[ -0.37, 2.73] T
Subtotal(%%CI) 395 391 57.20% -0.94[ -4.91. 3.03] i
Heterogenelty: Tau?=35.81;Chi?=356. 07 df 8(P<0. 000 01) ; 12=98%
Test for overall effect:Z=0.46 (P=0.
Total (95%CI) 667 663 100% -0.51[ -3. 37, 2. 36] | ’ ) |
Heterogenelty: Tau?=32.46;Chi*=489. 78, df 15(P<0. 000 01) ;12=97%
Test for overall effect:Z=0.35 (P=0.7 —20 -10 0 10 20

3)
Test for subgroup difference:Chi?=0. 13, df=1(P=0.72) ; 1=0%

Favours [control]  Favours [experimental]

B3 MRASHREAN ADLIFESEHERLE

. X Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95%CI 1V, Random, 95%C1

DPZ 5~20 mg

¥ 4k 2015 23.1 6.8 35 32.3 6.5 35 10.30% -9.20[-12.32, -6.08] —=*—

2 I 2016 8.54 1.97 20 9.78 2.23 20 11.90% -1.24[- 2.54, 0.06] ™

2 i 2016 22.9 6.8 24 31.7 5.9 24 9.80% -8.80[-12.4, -5.20]—

WYL 2015 6.1 3.1 56 6.7 2.9 56 12.00% -0.60[-1.71, 0.51] T

Subtotal (95%CT) 135 135 43.90% -4.54[-7.97. -1.12]

Heterogenelty: Tau?=10. 71;Chi%=41. 35, df=3 (P<0. 00001) ; 1=93%

Test for overall effect:Z=2.60 (P=0.009)

DPZ 5~10 mg

AT 2015 24.61 9.24 68 19.74 8.96 68 10.40%  4.87[ 1.81, 7.93] -

HaE5s 2016 7.3 4.01 15 2.06 2.98 15 10.90% 5.25[ 2.72, 17.78] -

EHIH 2015 15.74 3.02 24 21.35 3.79 24 11.40% -5.61[-7.55, -3.67] -

B JE 2014 5.9 2.8 43 10.7 2.1 43 12.00% -4.80[-5.85, -3.75] -

B 2016 16.86 5.33 35 23.19 2.11 35 11.40% -6.33[-8.23, —4.43] -

Subtotal (95%CT) 185 185 56.10% -1.47[-5.57, 2.63]

Heterogenelty: Tau?=20.68;Chi%=93. 62, df=4 (P0. 000 01) ; 1>=96%

Test for overall effect:7=0.70 (P=0.48)

Total (95%C1) 320 320 100% -2.89[-5.40, —0.38] -

Heterogenelty: Tau?=13.39;Chi2=145. 86, df=8 (P<0. 000 01) : 12=95% : ; ; !

Test for overall effect:7=2.26 (P=0.02) —20 -10 0 10 20

Test for subgroup difference:Chi’=1.27, df=1(P=0.26) ;12=21. 3% Favours [control] Favours [experimental]
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Study or Subgroup Experimental Control Mean Difference Mean Difference
Mean SD Total Mean SD Total Weight IV, Random, 95%CI IV, Random, 95%C1
DPZ 5~20 mg
% Ik 2015 3.3 6.8 35 33.5 6.6 35 9.00% -2.20[-5.34, 0.94] —
2§ 2016 25.16 6.43 20 21.08 8.78 20 8.00%  4.08[-0.69, 8.85] 7
2 Fii 2016 3.2 6.2 24 32.5 6.5 24 8.70% -1.30[-4.89, 2.29] —
I 2016 37.1 3 36 28.8 3.6 36 9.60% 8.30[ 6.77, 9.83] ——
+  F 2015 24.05 4.12 39 27.49 4.37 39 9.50% -3.44[-5.32,-1.56] —
?/E/I{ﬁ 2015 32.9 8.3 5 33.1 7.2 56 9.10% —0.20[-3.08, 2.68] —t—
Subtotal (95%CI) 210 210 53.90% 0.87[-4.05, 5.79] -
Heterogenelty: Tau?=35.34;Chi?=109. 82, df=5(P<0. 000 01) ; 1?=95%
Test for overall effect:Z=0.35 (P=0.73)
DPZ 5~10 mg
HEE55 2016 21.03 4.18 15 12.48 5.38 15 8. 80% 8.55[ 5.10,12.00] —
AT 2015 22.25 3.96 24 27.12 4.12 24 9.30% —4.87[ -7.16,-2.58] —
TRIGEHE 2015 28.44 2.97 58 29.35 2.75 58  9.70% -0.91[ -1.95, 0.13] -
B JE 2014 33.4 1.5 43 35.2 6.6 43 9.00% -1.80[ —4.79, 1.19] —
B 2016 18.37 5.25 35 26.71 5.32 35 9.30% -8.34[-10.84,-5.84] —=—
Subtotal (95%CI) 175 175 46.10% ~—1.60[ -5.75, 2.56] -
Heterogenelty: Tau?=20. 76;Chi?=70. 64, df=4 (P<0. 000 01) ; 1>=94%
Test for overall effect:Z=0.75 (P=0.45)
Total (95%CI) 385 385 100%  —0.26[-3.43,2.92] ’
Heterogenelty: Tau?=26.74;Chi>=219. 04, df=10(P<0. 000 01) ; 12=95% L L !
Test for overall effect:Z=0.16 (P=0.87) -20 -10 0 10 20

4 Iﬁm%“ 6,11,

Test for subgroup difference:Chi?=0. 56, df=1(P=0. 45) ; 12=0% Favours [control] Favours [experimental]

Bl 5 #zEASITRAR ADAS-Cog iEH & H &R LR

SRS T BEHAVE-AD 4045
S BFGCREAESE 612 1. 4 306 9, % HR4L
306 3], S PG 4 R A 7S A W S (R A7 A S

(<20.5), R H BTG RYBEHAVE-ADI- 53
/ﬁ[:ﬂ:jd‘“ \/ 9ﬂnr§—1 6 Fff?‘l_‘
2.8 REAnfH it

(P<<0.1, I'’>>50% ), % FH EEAL 00 B AL gk 47 & K 2% A AAF KU PEAT € 5301 5 MMSE, ADL
I, A I HE, MD = — 2.89, 95% CI ADAS-Cog.NPI,BEHAVE-AD PFH 44K £ B A= 1l
(=540, —0.38)5 HMA A, P=0.0002 W7 Al AT th JA B ARRHRREESM AT L B0Y]

o N Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95%CI IV, Random, 95%C1

NI 2015 11. 2 3.8 107 15.1 4.4 107  25.20% -3.90[-5.00,-2.80] —=

EHIH] 2015 8.98 2.25 24 9.79 2.66 24  23.30% -0.81[-2.20, 0.58] T

ik H 2016 10.94 3.68 126 15.29 4.3 126  25.90% -4.35(-5.34,-3.36] —=—

W7 2016 13.22 2.58 49 15.41 2.62 49  25.60% -2.19[-3.22,-1.16] =

Total (95%CI) 306 306 100% —2.86[-4. 35, -1. 37] -

Heterogenelty: Tau?=1.98;Chi%=21. 53, df=3 (P<0. 000 01) ; I>=86% 7'10 7'5 0 O 1'0

Test for overall effect:Z=3.76 (P=0.000 2)
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