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Guideline: “Diagnosis and treatment of
dementia and Mild cognitive impairment”

Supplementary material

Meta-analysis



Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

REVIEW QUESTION 5. How effective are pre-, peri- and post-diagnostic counselling and support on
outcomes for people living with dementia and their caregivers?

Outcomes of people with dementia

MMSE
Int Ctrl Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SO Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Koivisto 2016 -T.09 GATAT 84 -5.34 FTHMT 152 MA%  -DTF5[2.48,1.08 —=T
Phung 2013 -6.21 617 g4 -6.35 5.26 44 M1% 014 [F1.69,1.97] —r
Willars 2021 -212 349903 48 -1.53 387N 47 a7.8%  -059[1.69 0.51]
Total (95% CI) 266 343 100.0% 047 [-1.31,0.37]

Heterogeneity: Tau*= 0.00; Chi*=0.56, df= 2 (P =0.75);, F=0% 1 + b t
Testfor overall effect Z=110(P=0.27)

1
10

Favours [control]  Favours [experimental]

ADCS-ADL
Int Ctrl Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kaivisto 2016 -28.24 20137 84 -19.2 254588 182 41.9% -B05[11.96-014] —
Fhung 2013 -26.7 16.6 45 -22.3 196 104 581%  -4.40[9.42 062 ——
Total (95% Cl) 180 256 100.0% -5.09 [-8.92, 1.27] B

ity == SChif= = = CR= } } } }
Heterogeneity. Tau®= 0.00; Chi*= 017, df=1 (P =068); F= 0% =0 0 b 10 a0

Testfor overall effect: Z=2.61 (P =0.009)

Favours [contral]

Favours [experimental]

ADL
Int Ctrl Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% C|
Kim 2017 181 F£.3734 31 188 44256 3 241% -0.01 [-0.81, 0.48]
Yillars 2021 -0.43 07981 48 -0.38 0.7939 97 THU% -0.06 [-0.34, 0.22] ——
Total (95% Cl) 129 128 100.0% -0.05 [-0.30, 0.19] —*—

Heterogeneity Tau®= 0.00; Chi*=0.03, df=1 (P =087}, F= 0%
Test for overall effect: Z=0.41 (P = 0.68)

-1 -0.5
Favours [control]

i 0.5 1
Favours [experimental]

CDR-SB
Int Ctrl Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Kaivisto 2015 464 41833 84 334 A36E3 152 455% 1.30[0.08, 2.54]
Laakkanen 2016 113 1.8039 67 166 18732 F3 A545%  -0483[1.15 0.09]
Total (95% CI) 151 221 100.0% 0.30 [-1.48, 2.09]
Heterogeneity: Taur=1.43; Chi*=6.72, df=1 (P = 0.010); F= 85% t t 1 f f
Testf Il effect Z=0.33 (P=0.74 20 10 v 19 20
estfor overall effect 2= 0.33 (F=0.74) Favours [experimental] Favours [control]
NPI
Int Ctrl Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Koivisto 2016 1025 188845 a4 702 240861 142 4F%  323[235 881
FPhung 2013 1.87 4.43 496 1.2 468 104 911% 037 [-0.88 1.63]
Yillars 2021 -2.83 20.2507 93 233 211864 97 43% -516[-10.98, 0.6(]
Total {95% CI) 278 353 100.0%  0.27 [-0.94, 1.47]
Heterogeneity: Chi= 445 df=2 {F=011), F=55% -1=D % 5 } 110

Testfor averall effect Z=043 (P=067)

Favours [experimental]

Favours [control]



Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Qol-AD
Int Ctrl Mean Difference Mean Difference

Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Koivista 2016 -0.36 F.B336 84 122 100463 152 253% -148B8[383073

Phung 2013 -2.84 4.849 Y5 -2.84 2103 434%  -0.05[1.10,1.00

Yillars 2021 1.32 6.2348 98 -0.5 B.8967 97 3.3% 1.82 [-0.03, 3.67]

Total {95% CI) 278 352 100.0% 0.15 [-1.46, 1.76]

Heterogeneity: Tau?=1.26; Chi*= 543, df= 2 (P = 0.07); F= 63% 54 52 3 é ji

Testfor overall efiect 2= 0.18 (P = 0.86) Favours [control] Favours [experimental]
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REVIEW QUESTION 7a. What are the most effective methods of care planning, focusing upon
improving outcomes for people with dementia and their carers?

Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Bass 2003 018 0456 109 026 059 73 T64%  -0.08[-0.25, 0.09] ——
Bass 2015 18 122 206 177 146 122 236% 0.03 [0.28, 0.34] S E—
Total (95% CI) 315 195 100.0%  -0.05[-0.20,0.10] *—
Heterogeneity: Tau®= 0.00; Chi®=0.37, df=1 (P = 0.54); F= 0% —D: P 525 7 0 525 055
Testfor overall efiect Z=0.71 (F = 0.48) Favours [experimental] Favours [control]

Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings — ER admission

Experimental Control Mean Difference Mean Difference

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

Bass 2003 051 0898 109 068 1.12 73 h5E% -017 [-0.49, 0.18]

Bass 2015 238 169 208 258 1462 122 441% -0.20 [-0.45, 0.19]

Total (95% CI) 315 195 100.0% -0.18 [-0.42, 0.05]

Heterogeneity: Tau®= 0.00; Chi®= 0.02, df=1 (P = 0.90); F= 0% 54 52 7 é i

Testfor overall effiect Z=1.52 (F = 0.13) Favours [experimental] Favours [control]
Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings — institutionalization rate

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

Callahan 20086 7 g4 5 B9 13.4% 1.15[0.38, 3.48]

Eloniemi-Sulkava 2001 21 53 23 47 B33% 0.81[0.52, 1.26]

Fortinsky 2009 g a4 10 30 23.3% 0.44[0.20,1.00] —

Total (95% CI) 191 146 100.0% 0.74 [0.49,1.12] e

Total events 36 38

?et?;ugenenyl:l T?ru ;gflf;fghlpz_zﬁa?’é di=2{(P=032),F=12% 'EI.E|1 Df1 1-0 1DD'

estioroverall effect 2=1.43 (F = 0.15) Favours [experimental] Favours [control]

Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings — cognitive symptoms

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.5.1 0-14 scale
Bass 2015 046 51686 206 -013 51886 122 66.9% 0.06 F0.17, 0.28]
Subtotal (95% Cl) 206 122 66.9% 0.06 [-0.17, 0.28]

Heterogeneity; Mot applicahle
Test for overall effect Z= 048 (F =062

1.5.2 041 scale

Callahan 2006 -1.8 124416 a4  -1.8 11.0729 69 33.1% -0.01 [-0.33,0.31] i

Subtotal (95% CI) 84 69  33.1% -0.01 [-0.33, 0.31]

Heterogeneity: Mot applicakle

Testfor overall effect Z=0.05 (P = 0.96)

Total (95% Cl) 290 191 100.0% 0.03 [-0.15, 0.22]

Heterogeneity, Tau®=0.00; Chif=0.10,df=1 (P = 0.75); F= 0% 51 —DI p 2 DIS 15
Testfor overall effect Z=0.37 (P = 0.71) Favours [experimental] Favours [control]

Testfor subgroup differences: Chif= 010, df=1 (P=0.75), F= 0%
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Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings — behavioural symptoms

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI|
1.6.1 0-14 scale
Bass 2014 006 35671 206 028 35148 122 1000% -0.22[1.01,0.47]
Subtotal (95% CI) 206 122 100.0% -0.22 [-1.01,0.57]
Heterogeneity: Mot applicable
Test for overall effect 2= 054 (P = 0.549)
1.6.2 NPI
Callahan 2006 -2 18.1095 84 27 2F.34492 69 100.0% -4.80[1233 273 i—
Subtotal (95% Cl) 84 69 100.0% -4.80[-12.33,2.73] p—

Heterogeneity: Mot applicable
Test for overall effect Z=1.25 (P=0.21)

0 5§ 10
Favours [control]

10 -5
Favours [experimental]

Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings — caregivers’ depressive symptoms

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.8.1 CDS score
Bass 2003 003 05267 109 014 06428 T3 B9.3% -019[-0.49 0.11] -
Subtotal (95% Cl) 109 73 69.3% -0.19 [0.49, 0.11] -
Heteropeneity: Mot applicable
Testfor overall effect Z=1.25(F=0.21)
1.8.2 CESD
Forinsky 2009 -233 172194 a4 -01 16.0683 an  307% -0.13[-0.58, 032 —
Subtotal (95% Cl) 54 30 30.7% 0.13 [0.58, 0.32] -
Heteropeneity: Mot applicable
Test for overall effect Z= 058 (F = 0.56)
Total (95% Cl) 163 103 100.0% 017 [0.42, 0.08] P
Heterogeneity: Tau®= 0.00; Chi*= 0.05, df=1 (P = 0.83); F= 0% 52 =1 1 15 %

Testfor overall effect Z=1.36(F=0.17)

Testfor subgraup differences: Chi*=0.05, df=

T(F=083)F=0%

Favours [experimental] Favours [control]

Care coordination/management using a protocol/action plan (including training for caregivers) and
monthly meetings — caregivers’ satisfaction on services quality

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.10.1 0-3 scale
Bass 2003 001 0E321 109 -0.03 06429 T3 100.0% 0.06[-0.23, 0.38] l
Subtotal (95% Cl) 109 73 100.0% 0.06 [-0.23, 0.36]
Heterogeneity: Mot applicable
Test for overall effect Z=0.41 (P =0.63)
1.10.2 0-10 scale
Wickrey 2006 0.4 2BB2Z5 238 0.1 284 170 100.0% 011 [0.09,0.31] —t
Subtotal {95% Cl) 238 170 100.0% 0.11 [-0.09, 0.31]

Heterogeneity: Mot applicable
Test for overall effect Z=1.08 (P=0.28)

0.25 0.5
Favours [experimental]

025 0
Favours [contral]

-0.5



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Case management, follow-up every 2 months — NPI

Meta-analysis

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI
2.1.1 12-item NPI
Chien 2008 S17 14,4724 44 1.3 149657 44 498% -1.23[1.69,-0.77] L 3
Dias 2008 -345 73185 41 -1.6  7.6918 0 50.2% -0.25 [-0.69,0.149] i
Subtotal (95% Cl} 85 84 100.0% 0.74[-1.70,0.22] e
Heterogeneity, Tau®=0.43; Chi*=9.24 df=1 (P=0.002); = 89%
Testforoverall effect Z=1.51(P=0.13)
Total {95% CI) 85 84 100.0% 0.74[-1.70, 0.22] e
Heterogeneity, Tau®=0.43; Chi*=9.24 df=1 (P=0.002); = 89% _150 55 b é 1=D
Testior overall effec.t: Z=151(F=01 3_) Favours [experimental] Favours [control]
Testfor subgroup differences: Mot apnlicable
Case management: combined, follow-up every month — cognitive symptoms
Experimental Control §td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4,11.2 every month_0-14 scale
Bass 2014 016 51686 206 -013 51836 122 EB69% 0.06 [-0.17,0.28] i
Subtotal (95% CI) 206 122 66.9% 0.06 [-0.17, 0.28] ——en N —
Heterogeneity: Mot applicakle
Testfor overall effect Z=0.49(FP = 0.62)
4,11.3 every month_0-41 scale
Callahan 2006 -1.9 124416 84 -1.8 11.0729 69 331% -0.01 [-0.33,0.31] i
Subtotal (95% CI) 84 69  33.1% -0.01 [-0.33, 0.31]
Heterogeneity: Mot applicahle
Test for awerall effect Z= 0.05 (F = 0.956)
Total (95% CI) 290 191 100.0% 0.03 [-0.15, 0.22] —?—
Heterogeneity: Tau?=0.00; Chi*= 010, df=1 (P = 0.75); F= 0% } } 1 t t
Testf Il effect 7= 0.37 (P=0.71 02 -1 0 010
estior overall effect 2= 0.37 (P = 0.71) Favours [experimental] Favours [control]
Test for subaroup differences: Chif= 010, df=1 (P=0.75), P= 0%
Case management: combined, follow-up every month — CSDD
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.2 every month-CSDD
Callahan 2006 -0.2 BATAT g4 0 72432 B9 427%  -0.20[2.36,1.96]
Samus 2014 0.4 78318 110 0.3 81704 183 a&7.3% 010 [1.76, 1.96]
Subtotal (95% CI) 194 262 100.0%  -0.03 [-1.44,1.38]
Heteraogeneity: Tau?=0.00; Chi*=0.04, df =1 {F=084); F=0%
Test for averall effect Z=004 (F=0597)
Total {95% Cl) 194 262 100.0% -0.03[-1.44,1.38]
Heterogeneity: Tau?= 0.00; Chi*=0.04, df=1 (P = 0.84);, F=0% f f 1 I t
Testf Il effect Z=0.04 (P = 0.97 10 - 0 3 10
Estinroverall & ecl. =004 (P=0. ) Favours [experimental] Favours [control]
Test for subgroup differences: Mot apnlicable
Case management: combined, follow-up every month — quality of life of people with dementia
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.3.1 every month-QoL-ADself
Samus 2014 1 110069 110  -0.9 107765 193 100.0% 017 [-0.06, 0.41] —t
Subtotal (95% CI) 110 193 100.0% 0.17 [-0.06, 0.41] -
Heterogeneity: Mot applicable
Testfor overall effect Z=146 (P=0.14)
4.3.2 every month-HUIM3
Vickrey 2006 -0.07 03915 238 -013 03963 170 100.0% 015 [-0.04, 0.39] ‘t
Subtotal (95% CI) 238 170 100.0% 0.15[-0.04, 0.35] -
Heterageneity: Mot applicable
Testfor overall effect Z=1.51 (P=0.13)
-1 -0.8 0

Favours [contral]

0.5 i
Favours [experimental]
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Case management: combined, follow-up every month — behavioural symptoms

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI
4.4.3 every month-NPI
Callahan 2006 -21 181095 a4 2.8 27TH5S B3 223% -0.21 [-0.583,0.11] —
Samus 2014 09 90483 110 0 594382 183 375% 010[-0.14,0.33] :
Subtotal (95% CI) 194 262 59.8% 0.04 [-0.34, 0.26]
Heterogeneity, Tau®=0.03, Chi*= 234, df=1 (P=013); F=457%
Testfor overall effect Z= 025 (F=0.80)
4.4.4 every month-0-12 scale
Bass 2014 006 345671 206 028 35149 122 402% -0.06 [-0.29, 0.16] 1
Subtotal (95% CI) 206 122 40.2% -0.06 [-0.29, 0.16]
Heterogeneity: Mot applicakle
Testfor averall effect Z= 054 (F = 0.59)
Total (95% CI) 400 384 100.0% -0.04 [0.20,0.13] *
Heterageneity: Tau®= 0.00; Chi®= 2,45 df=2 (P=029), F=18% 52 51 b 1! é
Testfor overall effec.t: =044 (Pz_ 0.68) Favours [experimental] Favours [control]
Testfor subagroup differences: Chi*= 002, df=1 (P = 0.900, F= 0%
Case management: combined, follow-up every month - institutionalization rate
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.8.3 every month
Callahan 2006 7 a4 a B9 240% 1.14[0.38, 3.46]
Samus 2014 14 110 21 1483 TEO0% 1.25[0.67 2.33]
Subtotal (95% CI) 194 262 100.0% 1.23[0.72,2.11]
Total events 22 26
Heterageneity: Tau®= 0.00; Chi®=0.02, df=1 (P =089 F=0%
Test for overall effect: £=0.74 (P = 0.48)
Total (95% CI) 194 262 100.0% 1.23[0.72, 2.11] -
Total events 22 26
?et?;ugenem,rl:l T?ru :S-D% ;34h|P=_00.042é dfi=1(P=089) F=0% 'D.D1 0!1 1'D 100
estior overall 8 ec.. =0.74(F=0. ) Favours [experimental] Favours [control]
Test for subgroup differences: Mot applicable
Case management: combined, follow-up every 2 months — behavioural symptoms
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.4.5 every 2 months-NPI
Chien 2008 17 144724 44 1.3 14 9657 44 498% -1.23[-1.649,-0.77] -
Dias 2008 -348 T.Ha8s 41 -1 6 76918 40 50.3% -0.24[-0.69, 0.149] -
Subtotal (95% Cl) 85 84 100.0% -0.74 [-1.70, 0.22] B
Heterogeneity, Tau*= 043 Chi*=9.24 df=1 (FP=0002), *=89%
Testfor overall effect Z=1.51(F=013)
Total (95% CI) 85 84 100.0% -0.74 [-1.70, 0.22] B
Heterogeneity Tau®=0.43; Chi*=9.24, df=1 (P = 0.002); F= 89% 54 52 p é ji
Test for overall Eﬁec_tzz 1.51(F= 0'13_) Favours [experimental] Favours [control]
Test for subaroup differences: Mot apnlicable
Case management: follow-up visits at home — MMSE
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.12.2 home-MMSE
Chien 2008 1.5 7.26M 44 1.8 7F.302 44 355% -0.30[3.34,2.74] L
Chien 2011 0.8 59603 46 1 8.0811 46 B4.5%  -0.20[-2.46, 2.06] H
Subtotal (95% CI) 90 90 100.0%  -0.24 [-2.05, 1.58]
Heterageneity: Tau?= 0.00; Chi*=0.00, df=1 (P = 0.96); F=0%
Testfor overall effect =025 (P= 080
3 y b : )

Favours [control]

Favaurs [experimental]
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Case management: follow-up at home or in clinics— behavioural symptoms

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.9.1 clinic-NPI
Callahan 2006 -2 181085 g4 2.8 27.765% 69 20.4% -4.80F12.41,2.71] —
Diag 2008 -3.8  T.3185 44 -16 T.6319 40 25.8% -1.80 517, 1.37] — T
Subtotal (95% Cl) 125 109  46.1% -2.37 [-5.37, 0.64] S -
Heterogeneity: Tau=0.00; Chi*= 050, df=1 (P =048}, F= 0%
Testfar averall effect: Z=1.54 (P =012}
6.9.2 home-NPI
Chien 2008 ST 14,4724 44 1.3 14.9657 44 22.4% -18.30[-24.45-12.158] —_—
Chien 2011 -5.3 123921 46 1.5 141432 46 23.3% -6.B0[F12.23,-1.37] —_—
Lam 2010 -2 59.862 53 -7 3r.0183 39 8.2% 5.00[14.87,24.87]
Subtotal (95% Cl) 143 129 53.9% -9.34 [-20.04, 1.37] —a——
Heterogeneity: Tau® = B3.92; Chif=10.19, df= 2 (P = 0.008); F= 80%
Testfor overall effect: Z=1.71 (P = 0.09)
Total {95% CI) 268 238 100.0% -6.76 [-13.54, 0.02] il
Heterogeneity: Tau® = 43.69; Chi®= 22.60, df=4 (P=0.0002), F=82% _250 _150 b 150 250
Testfor overall effect Z=1.95 (P = 0.05) Favours [experimental] Favours [control]

Test for subgroun differences: Chif=1.51, df=1{P=022), F=338%

Case management: follow-up visits at home — caregivers’ burden

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean 8D Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.10.2 home FCBI
Chien 2008 -19.8 19.8008 44 -1.8 220046 44 39.4% 17902665, -9.19] . E—
Chien 2011 -228 172075 46 -2.8 173422 46 G0.6% -19.70[26.76,-12.64] ——
Subtotal (95% CI) ap 90 100.0% -18.99[-24.48, -13.50] B

Heterogeneity: Tau®*=0.00; Chi*=010,df=1 (F=0749); *F=0%
Testfor averall effect: 2= 6.78 (F = 0.00001)

6.10.3 home-ZBI

Lam 2010 5 06.234 a3 3.5 39.4364 39 01% 1.50 [-18.08, 21.06]
Mewcomer 1993 -06 111874 2F2e 0 -0 11.3887 2576 99.9% -0.80 F1.11, 0.11] !
Subtotal (95% CI) 2781 2615 100.0% -0.50 [-1.11, 0.11]

Heterogeneity: Tau®*=0.00; Chi*=0.04, df=1 (F=084), F=0%
Testfor overall effect Z=1.61 (F=0.11)

20 -0 0 10 20
Favours [experimental] Favours [control]

Case management: follow-up visits at home — caregivers’ quality of life

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean 50 Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.11.1 home-WHOGoL
Chien 2008 165 21.3138 44 1.9 227282 44 416% 18.40[9.14, 27.61] —
Chien 2011 17.9 18.2514 46 -26 19.7331 46 58.4% 2050[12.73, 28.27] —i—
Subtotal (95% CI) 90 90 100.0% 19.63 [13.69, 25.56] .

Heterogeneity: Tauf= 0.00; Chif= 012, df= 1 (P = 0.73); F= 0%
Testfor overall effect: Z= 6.48 (P = 0.00001)

20 10 0 10 20
Favours [control] Favours [experimental]
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Case management: follow-up visits at home - institutionalization rate

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.8.1 home
Chien 2008 -25 2054 44 05 3643 44 28T7%  -3.00[4.24 176 —
Chien 2011 -2.2 13815 46 0.8 23353 46 T1.3%  -310[3.88,-2.37) ——
Subtotal (95% CI) 90 90 100.0% -3.07 [-3.73, -2.41] .

Heterogeneity Tau®=0.00; Chi*=0.02, df=1 (P =089), F=0%
Test for averall effect Z=9.08 (P = 0.00001)
} } t t
-4 -2 ] 2 4
Favours [experimental] Favours [control]
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REVIEW QUESTION 9. What effect does training for staff workin

Meta-analysis

g with people living with dementia

have upon the experiences of people living with dementia in their care?

BPSD Training — CMAI

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Diawison 2007 -2.73 26.0875 46 059 394687 32 A9% -332[18.94,12.30)
Deudon 2008 -6.52 16.8 174 -083 176 132 941%  -569[-9.559 -1.78]
Total (95% CI) 220 164 100.0% -5.55[-9.34, -1.76] L 3
Heterogeneity, Tau®=0.00; Chi*= 0.08, df=1 (P =0.77); F= 0% f } 1 t |
o _ -100 -a0 0 a0 100
Testfor overall effect 2= 2.87 (F = 0.004) Favours [experimental] Favours [control]
BPSD Training — CMAI-PA
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Deudon 2009 -0.145 14 174 -007 1.2 132 898%  -008[037,021]
Yisser 2008 381 F.3545 21 1.29 2363 32 01%  252[62511.29)
Total {95% CI) 195 164 100.0%  -0.08 [-0.37,0.21] L
Heterogeneity Tau®= 0.00; Chi*=0.34, df=1 (F=0.456); *= 0% -1=IJ =5 1 } 1:0
Testfor overall effect: 2= 0.52 (P = 0.60) Favours [experimental] Favours [contral]
BPSD Training — CMAI-VA
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Deudan 2009 -0.ov 07y 174 008 06 132 777%  -01B[0.31,-0.01]
Wisser 2008 087 37786 21 -0.56 48261 32 233% 1.43 [0.90, 3.76]
Total (95% CI) 195 164 100.0% 0.19 [-1.10, 1.49]
Heterogeneity: Tau?= 0.56; Chi*=1.79, df=1 (P = 0.18); F= 44% -2=D -1=U 1 f 2'
Testfor overall effect 2= 0.29 (P = 0.77) Favours [experimental] Favours [control]
Person-Centered — CMAI
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chenoweth 2009 03 12714 a3 7.4 94664 82 B68% 17702095, -14.49]
Chenoweth 2014 -18 753112 145 -1 BO4087 142 32%  -17.00[34.76 0.76]
Total (95% Cl) 253 224 100.0% -17.68 [-20.87,-14.48] L
Heterogeneity, Tau®= 0.00; Chif=0.01,df=1 (P = 0.94); F= 0% -EED _255 1 255 SID
Testior overall effect Z=10.85 (F < 0.00001) Favours [experimental] Favours [control]
Care Mapping - CMAI
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Chenoweath 2009 -24 81121 109 74 94664 82 559% -9.80[12.47,-7.13] |
wan de ven 2013 1.57 25116 T3 052 ZFA8F9 119 445% 1.05 [-6.50, 3.60]
Total (95% CI) 182 201 100.0% -4.97 [-15.54, 5.50]
Heterogeneity: Tau®=90.91; Chi®= 7.05, df=1 (P = 0.008); F= 86% T 20 b a0 o0

Testfor overall effect £= 0.92 (P = 0.36)

Favours [experimental] Favours [contral]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Care Mapping — NPI

Meta-analysis

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Chenoweth 2009 08 71106 1089 -18 73729 g2 TIT% 2400032, 4.48)]
van de Yen 2013 0.83 11.0a749 T3 O-215 13276 118 16.3% 3.08 [-0.40, 6.56]
Total (95% CI) 182 201 100.0% 2.58 [0.79, 4.36]

Heterogeneity: Tau®=0.00; ChiF= 011, df=1 (P=0.74); F=0%

Test for overall effect: Z=2.83 (F=0.004)

Care Mapping — quality of life of people with dementia

-50 .25 0 25 50

Favours [experimental] Favours [control]

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chenaweth 2009 1 22122 1049 1.2 2.36A6 82 a0.8% -0.09 [-0.37, 0.20]
van de Yen 2013 -2.07 252446 T3 -22 274333 119 492% 0.00[-0.25,0.30]
Total {95% CI) 182 201 100.0% -0.04 [-0.25, 0.16]
Heterageneity. Tau®=0.00; Chi*= 0.20, df=1 (P = 0.66), F= 0% } t 1 1 t

L ~ 05 -025 0 025 05
Testfor averall effect Z= 0.40 (F = 0.69) Favours [contral] Favours [experimental]
Reducing physical restraint frequency use

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Huizing 2006 45 86 40 a8 56.7% 0.76[0.58, 0.99)] -
Pellfolk 2010 30 1449 A3 138 43.3% 0.53[0.36, 0.77) ——
Total (95% CI) 235 197 100.0% 0.65 [0.45, 0.94] -
Total events Ta a3
Heterogeneity: Tau*=0.05; Chi*= 2.61,df=1{(P=011); F=62% D.'DS sz é EID

Testfor overall effect: Z= 227 (F=0.02)

Favours [experimental]

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

REVIEW QUESTION 14b. How effective are carers’ assessments in identifying the needs of informal

carers of people living with dementia?

PSYCHOEDUCATIONAL INTERVENTIONS

Meta-analysis

ZBI
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.1 group
Hehert 2003 -4 14.96 G0 0.09 11.99 56 12.6% -2.49[-7.41,2.43] I
Hephburn 2005 214 191107 91 478 17.854 40 9.8% -2.64 [[9.42 4.14] — T
Seike 2021 76 12.4 27 118 97 27 1M.0%  -420[1014,1.74] —
Tawfik 2021 -6 15.8273 a0 3.4 121583 an 9.3% -9.40 [16.94,-2.26] .
Yazdanmanesh 2023 -11.58 70433 30 1.5 81948 30 14.4% -13.00[16.87,-913] e
Subtotal (95% CI) 238 183 57.2% 6.53[-11.35,1.70] e
Heterogeneity: Tau®= 21.76; Chi*= 1519, df= 4 (P=0.004); F=T74%
Test for averall effect 2= 2.65 (P =0.008)
1.2.2 technology-based
Hephburn 2022 -1.43 9.27 o133 1.7 71 54  16.3% -3.13[-5.78,-0.48] —
Kales 2018 -1.72 6.91 26 1.3 6.38 30 15.0% -3.02 [-6.52, 0.48] I
Salehinejad 2022 -13.77 153108 25 -0.86 19.7442 24 6.5% -13.21 [23.00,-3.42] —_—
Subtotal (95% CI) 147 109 37.8% -4.12[-7.50,-0.73] e
Heterogeneity: Tau®= 421, Chi®=3.82, df= 2 (P=0.14); F= 48%
Test for overall effect £= 2.38 (P =0.02)
1.2 4 individual
Caparrol 2021 -31 16.5515 17 -0.5 201276 20 5.0% 2601442 9.23) s —
Subtotal (95% CI) 17 20 50% -2.60[-14.42,9.22] —ee N ——
Heterageneity: kot applicable
Test for averall effect 2= 043 (P = 0.67)
Total (95% CI) 402 312 100.0%  -5.74 [-8.83,-2.64] -
Heterogeneity: Tau®= 13.45; Chif= 2537, df= 8 (P = 0.001); F= 68% f

Test far overall effect: 7= 363 (P =0.0003)
Testfor subaroup differences: Chi*=0.78, df= 2 (P= 068, F= 0%

Stress

Std. Mean Difference

IV, Random, 95% Cl

-20 -10 0 10
Favours [experimental] Favours [control]

Std. Mean Difference
IV, Random, 95% CI

Experimental Control
Study or Subgroup  Mean 5D Total Mean SO Total Weight
1.8.2 individual
Caparral 2021 -37 7.5853 17 -28 717893 200 228%
Stirling 2012 2 3.81 15 313 a7 16 21.4%
Subtotal (95% Cl) 32 36 44.2%

Heterogeneity, Tau®= 0.00; Chi*= 025 df=1 (P =061}, F= 0%
Testfor averall effect 7= 089 (F=0.37)

1.8.3 tech-based

Hephurn 2022 309 7.38 96 -1.81 574 A4 301%
Kales 2018 012 1.66 26 017 0.89 300 25.8%
Subtotal (95% CI) 122 84 55.8%

Heterogeneity: Tau®=0.23; Chi®*= 550, df=1 (P=0.02), F=82%
Test for overall effect £=093 (P =0.33)

Total (95% Cl) 154 120 100.0%

Heterogeneity Tau®= 0.22; Chi*= 11.93, df = 3 (P = 0.008); F= 75%
Test for overall effect Z=033 (P =070)
Testfor subaroup diferences: Chif=1.71, df=1 {P=019, F=41.9%

-0.11 F0.75, 0.54]
-0.35 [-1.06, 0.36]
-0.22 [-0.70, 0.26]

0.71 [0.37, 1.0]
-0.04 [-0.56, 0.49]
0.37 [0.37, 1.10]

0.11 [-0.43, 0.64]

-
R E—

el

—-

-1

1
Favours [experimental] Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Depression
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CIl IV, Random, 95% CI
1.3.1 group MADRS

Kurz 2010 -0.9 TE 115 -041 7T o106 105% -0B0[272,117] T
Subtotal (95% CI) 115 106 10.5% 0.80[-2.72,1.12] <5
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.81 (P =042}

1.3.2 group CES-D

Seike 2021 -7.2 6.4 27 53 5.4 27 9.5% -12.50[15.66,-9.34] —

Sepe Monti 2016 -0.72 10.7846 80 -0.93 131328 a4 9.0% 0.21 [3.46, 3.88] T
Subtotal (95% CI) 107 111  18.4%  -6.18 [-18.64,6.27] — e ——
Heterogeneity: Tau®= 77.72; Chi*= 26.46, df=1 (P = 0.00001); F= 96%

Testfor overall effect: 7= 0.97 {F = 0.33)

1.3.3 group_GHQ

Ghaffari 2019 -41 29556 25 028 484937 5 10.2% -4 38 662, -2.14] —
Subtotal (95% CI) 25 25 10.2%  -4.3B8[-6.62,-2.14] -
Heterogeneity; Mot applicable

Test for overall effect: 7= 383 (P = 0.0001)

1.3.4 individual-BDI

Caparrol 2021 -4.1 102304 17 -04  7.4993 20 6.9% -3.60[-9.47 2.27] e
Subtotal (95% CI) 17 20 6.9% -3.60 [-9.47, 2.27] ol
Heterageneity: Mat applicable

Testfor overall effect: Z=1.20 (P = 0.23)

1.3.5 tech-based CES-D

Brennan 1995 -2.3 133169 47 01 14.5526 49 7% -2.40[-7.88, 3.18] —
Eisdorfer 2003 -1.8 141133 30 -2.39 13.0933 21 5.5% 0.59 [6.95, 8.13] ]
Hepburn 2022 -2.37 747 96 1.82 6.27 54 10.2% -4.19 [F6.43,-1.95] —_

Kales 2018 -2.08 5.87 26 -047 713 30 9.2% -1.61 [-5.02,1.80] T
Subtotal (95% CI) 199 154 321%  -3.10[4.83, 1.37] £ 3
Heterogeneity: Tau®= 0.00; Chi*= 262, df=3 (P=0448);, F=0%

Testfor overall effect: 7= 3.52 (F = 0.0004)

1.3.6 tech-based_BDI

Steffen 2000 -4 44314 10 056 5.9063 9 7.9% -4.66 [-9.40, 0.08] — ]
Subtotal (95% CI) 10 9 7.9% -4.66 [-9.40, 0.08] —anfi-—
Heterogeneity; Mot applicable

Test for overall effect: Z=1.93 (F = 0.05)

1.3.7 telephone CES-D

AU 2014 -3.69 11.4885 29 1.23 121851 30 6.7%  -4.892[10.96,1.17] —
Sarahia-Cabo 2021 3413351 53 -47 152376 a3 7.3% 8.10 [2.65, 13.59] —
Subtotal (95% CI) 82 83 14.0% 1.66 [-11.10,14.42] ——e
Heterogeneity: Tau?=¥6.14; Chi*=9.83, df=1 (P = 0.002}; *= 90%

Test for averall effect: 7= 024 (P = 0.80)

Total (95% Cl) 555 508 100.0%  -2.77 [-5.25, -0.29] -
Heterogeneity: Tau®=14.38, Chi*= 63,47, df=11 (P = 0.00001); F=83% a0 a0 b 1 o0

Test for overall effect Z=219(F =003
Testfor subgroup differences: Chif=7.59, di= 6 (P =027), F=209%

Self-efficacy

Favours [experimental] Favours [control]

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.9.3 tech based
Hattink 2014 0.24 15378 21 -0.8  2.0542 25 T11% 0.40 [0.19, 0.98] 1T
Steffen 2000 18.05 28.04149 10 3.22 288631 9 28.49% 0.53 [0.39,1.45] il
Subtotal (95% CI) 3 34 100.0% 0.43 [-0.06, 0.93] (enlii—
Heterogeneity: Tau®=0.00; Chi*= 0.06, df=1 (F=081), F=0%
Testfor owerall effect Z=1.72 (F=0.08)
Total (95% CI) 3 34 100.0% 0.43 [-0.06, 0.93] e
Heterogeneity: Tau?=0.00; Chi*= 0.06, df=1 (P = 0.81); F= 0% 51 -DI 5 p DIS 15

Testfor owerall effect Z=1.72 (F=0.08)
Test for subaroup differences: Mot apnlicable

Favours [contral] Favours [experimental]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

SKILL TRAINING

Caregiver burden

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.1.1 group_ZBI
Hepburn 2001 53.87 12403 G0 5845 5575 34 55.4% -5.88 [-9.24,-1.92] E
Zarit 1982 303 31.08 11 2435 13497 10 1.8%  5.95[-14.36, 26.26] —
Subtotal (95% CI) 7 44 57.2%  A32[11.37,2.74] 9

Heterogeneity: Tau®=11.07; Chi*=1.20,df=1 (P=027),F=17%
Testfor overall effect Z=120{P=0.23)

2.1.2 individual_ZBlI

Martin-Carrasco 2008 -84 17.3 44 21 165 38 13.8% -10.20 17.52,-2.88] ——
Subtotal (95% CI) 44 38 13.8% -10.20 [-17.52, -2.88] -

Heterogeneity: Mot applicable
Testfar overall effect: £=2.73 (P = 0.006)

2.1.3 tech-base_ZBId
Liddle 2012 -1.47 918 13 219 8928 16 16.2%  -366[10.41,3.09] —
Subtotal (95% CI) 13 16  16.2%  -3.66 [-10.41, 3.09] <
Heterogeneity: Mot applicable

Testfor averall effect: Z=1.06 (P=0.29)

2.1.4 telephone_burden score

Diawis 2004 1] ¥B 10 51 12 16 128%  -510[12.71,2.51] —]
Subtotal (95% CI) 10 16 12.8%  -5.10[-12.71,2.51] -
Heterogeneity: Mat applicable

Testfor overall effect Z=1.31 (P=018)

¥

Total (95% CI) 138 114 100.0% -5.64 [-8.36, -2.92] L 2
Heterogeneity: Tau®= 0.00; Chi*= 309, df=4 (F=0484); F=0%
Testfar overall effect: = 4.06 (P = 0.0001)

Testfor subaroup differences: Chi*=1.97, df= 3 {F=0.88), F= 0%

-50 25 0 25 a0
Favours [experimental] Favours [contral]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Depression

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.21 group CES-D
Gonzalez 2014 13.23 2.9 50 1441 8.9 82 1.2%  -1.18[4.64, 2.8 1
Hepburn 2001 11.99 TET G0 16.09 9.1 3 11%  -410[EF. 73, -0.47] —
Cken 2010 182 T8 11 153 7.4 10 0.4%  -0.10[-6.60, 6.40] [ E—
Subtotal (95% Cl) 121 96 27% -2.25[-4.59,0.08] L 2
Heterogeneity: Tau*= 0.00; Chi*=1.79, df =2 (P=0.413; F=0%
Test for overall effect: Z=1.849 (P = 0.08)
2.2.2 group-ZDS
Farit 1882 a.84 988 11 078 10.36 10 02%  516[3.52 1384 s
Subtotal (95% CI) 1 10 0.2% 5.16[-3.52,13.84] —=enl
Heterogeneity: Mot applicable
Test for overall effect Z=1.17 (F=0.24)
2.2.3 individual_CES-D
Burgio 2003 -2E4 136817 51 o 136817 A7 0G%  -2.64 [7.58,2.30] 1
Lasada 2004 2.8 108971 15 48 7.8367 4 0.2% -Z2.00[-11.48 7.48] I
Subtotal (95% CI) 76 61 0.8%  -2.50[-6.88, 1.88]
Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 {FP=0.913 F=0%
Test for overall effect: Z=1.12 (P = 0.26)
2.2 4 individual-BSI
Quayhagen 2000 003 07361 29 -003 05056 18 49.7% 0.06[0.31, 0.43] [ |
Subtotal (95% CI) 29 15  49.7% 0.06 [-0.31, 0.43]
Heterogeneity: Mot applicable
Test for overall effect: Z=0.32 (P =0.75)
2.2.5tech-based_score
Chang 1999 -0.08 0.7 34 1] 0.s 3 46.6%  -0.08[-0.48, 032
Subtotal (95% Cl) 34 31  46.6%  -0.08 [-0.48,0.32]
Heterogeneity: Mat applicable
Test for overall effect: £=0.40 (F = 0.65)
Total (95% CI) 271 213 100.0%  -0.08 [-0.486, 0.31]
Heterogeneity: Tau®=0.04, ChF=816, df=7 (P=0.32), F=14% =0 10 b 10 20

Test for overall effect: 2= 0.349 (P = 0.69)

Test for subgroup differences: Chif=6.36, df=4 (P=0171, F=371%

Favours [experimental] Favours [control]

15



Diagnosis and treatment of dementia and Mild Cognitive Impairment

PSYCHOEDUCATIONAL INTERVENTIONS AND SKILL TRAINING

Caregiver burden

Meta-analysis

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 5% CI
3.1.1 group_ZBI
De Rotrou 2011 0.07 20001 72 2123 236028 69 B.I% -2.16 [19.40, 5.08] ———
Ostwald 1989 -2.05 16.9953 50 327 21103 30 B.O0%  -5.32[14.22 3.458] ———
Subtotal (95% CI) 122 99 14.2% -3.42 [-9.03, 2.20] -
Heterogeneity: Tau®= 0.00; Chi*=0.29, df=1 (P=059%; F= 0%
Test for overall effect: Z=119(F=0.23)
3.1.2 individual_ZBI
Gavrilova 2009 -2B 77 24 28 77 28 15.3% -5.40 [9.55,-1.29] —_
Guerra 2011 -3B 46 29 0.3 2.9 29 22.9% -3.90 [5.88, -1.92] -
Subtotal (95% Cl) 54 57 38.2%  -4.18[-5.96,-2.39] L
Heterogeneity: Tau®=0.00; Chi*=0.41, df=1 (P=052); F= 0%
Test for overall effect: Z=4.58 (F = 0.00001)
3.1.3 individual-C Strain 8
Bourgeois 2002 -5.4 2382492 18 6.1 239625 19  21% -11.50[27.88, 4.88] — T
Subtotal (95% CI) 18 15 21% -11.50[-27.88, 4.88] ———
Heterngeneity: Mot applicahle
Test for overall effect: Z=1.38(F=017)
3.1.4 tech-based_ZBI
Cristancho-Lacroix 2015 1.6 20,3014 25 -0.2 2097 24 40% 1.80 [9.69, 13.29] s —
Subtotal (95% Cl) 25 24 40% 1.80 [-9.69, 13.29] —e—
Heterngeneity: Mot applicable
Test for overall effect: Z=0.31 (F = 0.76)
3.1.5 tech-based_CStrain§
Beauchamp 2005 -21 13.8837 140 0.1 135885 149 18.8% -2.20 [5.31, 0.91] =T
Subtotal (95% CI) 150 149 18.8% -2.20 [-5.31,0.91] L
Heterngeneity: Mot applicahle
Testfor overall effect Z=1.38(P =017}
3.1.6 telephone_ZBI
Au2mg -10.44 21,9182 56 g 23.7481 95  B.5% -18.44 [26.95 -9.93] —
Tremant 2008 -8.69 21.9006 16 206 150539 17 3.3% -10.79[23.65 2.19] — 1
Tremaont 2015 -2.66 18.8224 133 -1.65 199831 117 13.0% -1.01 [5.96, 3.94] T
Subtotal (95% Cl) 205 180 22.7%  -0.64 [-21.78, 2.49] =i
Heterogeneity: Tau®=84.13;, Chi®=12.65, df=2 (P = 0.002); F= 84%
Test for overall effect Z=1.56 (F =012}
Total (95% CI) 574 533 100.0%  -4.47[-6.96,-1.99] L 2
Heterogeneity: Tau®=5.899; Chi*=17 .36, dfi= 8 (P =0.04); F= 48%

Test for overall effect: £=3.453 (F=0.0004)

Test for subaroup differences: Chi*=3.85, df=5 (P=0.57), F=0%

20 10 0 10 20

Favours [experimental] Fawvours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Depression
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
3.3.1 group_MADRS
De Rotrou 2011 -017 106514 72 1.24 135705 9 32%  -1.41[5.45 263 —
Subtotal (95% CI) 69 3.2%  -1.41[-545,263] —eenflii—
Heterogeneity: Mot applicable
Test for overall effect 2= 068 (P =049
3.3.2 group_CES-D
Losada 2011 -4.62 156578 68 -0.64 16.9953 50 1.5%  -3.98[9.98 207
Ostwald 1993 -0.54 11.0932 51 1.51 11.4821 30 21%  -2.05[7.16 3.08] |
Subtotal {95% CI) 119 80 3.6%  -2.86 [6.75,1.03] i
Heterogeneity: Tau®=0.00; Chi*=0.23 df=1 (P=0.63), F=0%
Testfor overall effect £=1.44 (FP=0.15)
3.3.3 individual_CES-D
Bourgenis 2002 4.1 13.2261 20 3.2 9.8343 19 1.1% 0.80 [6.39,8.19]
Burns 2003 0.1 13.2647 33 1.4 16.25959 3T 1.3% -1.30[8.02 5437
Jaling 2012 1.51 10.6604 96 281 9.4758 96 60%  -1.40[4.251.49] e
Subtotal (95% CI) 154 152 8.3% -1.12[-3.59,1.35] -
Heterogeneity: Tau®=0.00; Chi*=0.33, df= 2 (P = 0.845), F= 0%
Testfor overall effect Z= 083 (P = 0.37)
3.3.4 individual_CES-D short
Judge 2012 -0.72 4643 59 006 47199 59 1323%  -0.7B[2.47 081] -1
Subtotal (95% CI) 59 59 13.2% -0.78[-2.47,0.91] -
Heterogeneity: Mot applicahle
Testfor overall effect 2= 0890 (P =0.37)
3.3.5individual_HADS
Livingstone 2013 -0.2 55145 172 0.6  5.6304 87 16.0%  -0.80[2.24, 0.64] T
Subtotal {95% CI) 172 87 16.0%  -0.80[-2.24, 0.64] -
Heterogeneity: Mot applicable
Testfor overall effect Z2=1.00 (P = 0.28)
3.3.6 tech-based_CES-D
Beauchamp 2005 -1.4 147514 150 1 1545043 149  44%  -240[5831.03] —
Blam 2015 -2.35 821 145 0.34 7.51 96 105% -2.69 [4.69, -0.69] e —
Gallagher-Thompson 2010 -2.25 14.0387 36 -08 156198 314 1.3%  -1.45[8.42 5572
Kajivama 2013 -2.82 107421 46 -0.77 11.9094 57 28%  -1.75[6.13 263 —
Subtotal (95% CI) 38 336 18.8% -2.45[-4.01,-0.88] e
Heterogeneity: Tau®= 0.00; Chi*=0.23, df= 3 (P = 0.97);, F= 0%
Testfor overall effect 2= 3.06 (F=0.002)
3.3.7 tech-based_BDI
Cristancho-Lacroix 2015 1.2 14.6083 25  -0.2  9.7906 24 1.2% 1.40[5.54,8.34]
Subtotal {95% CI) 25 24 1.2% 1.40 [-5.54, 8.34] ——e
Heterogeneity: Mat applicable
Test for overall effect 2= 040 (P = 0.69)
3.3.8 telephone_CES-D
AL 2019 -4 67 11.2023 56 1.63 14.2044 55 24% -6.30[11.06,-1.54]
Tremont 2015 -2.89 141672 133 043 1409 117 42%  -332[6.83, 019 —
Subtotal {95% CI) 189 172 6.6% -4.37 [-7.19, -1.54] —all-—
Heterogeneity: Tau®=0.00; Chi*= 097, df=1 (P=0.32), F=0%
Testfor overall effect Z=3.03 (P = 0.002)
3.3.9 telephone_GDS
Tremont 2008 -0.56  7.0938 16 1.88 859357 17 1.8%  -2.44 [7.95 3.07] e R—
Subtotal {95% CI) 16 17 1.8%  -2.44[-7.95,63.07] ——e—
Heterogeneity: Mot applicahle
Testfor overall effect 2= 087 (F=0.39)
3.3.10 group_MAACL
Coon 2003 1.4 17742 41 1.8 17762 44 274% -3.30 [4.06,-2.59] .
Subtotal (95% CI) M 44  27.4% -3.30 [-4.06, -2.54] L 2
Heterogeneity: Mat applicable
Testfor overall effect 2= 8.56 (F < 0.00001})
Total (95% CI) 1228 1040 100.0% -2.14[-2.90, -1.38] L 2
Heterogeneity: Tau®= 0.40; Chif=19.78, df= 16 (P=0.23; F=13% _150 55 5 % 150

Testfor overall effect 2= 552 (F =< 0.00001)

Test for subgroup differences: Chif=18.01, df=9 (P =0.04), F= 50.0%

Favours [experimental] Favours [control]
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Heterogeneity: Tau®= 2.74; Chif= 22.87, df= 4 (P = 0.0001); F= 83%

Test for overall effect Z=018 (F = 0.85)

Test for subgroup differences: Chi*= 2257, df= 3 (P = 0.0001), F= 86.7%

Caregiver stress — group interventions

Anxiety
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.9.2 individual_HADS
Jaling 2012 -0.08 44912 Y5 046 398977 Y6 25.4%  -0.85[1.79, 0.69]
Livingstone 2013 -0&  BATBY 1¥2 -0A B.OAIT a7 23.4% 0.00[1.57,1.57]
Subtotal (95% CI) 268 183 48.9%  -0.35[-1.30,0.61]
Heterogeneity: Tau®= 0.00; Chif=0.30, df=1 (P =0.59);, F= 0%
Test for overall effect Z=0.71 (F=0.48)
3.9.3 individual_STAI
Bourgeois 2002 1.2 184396 20 -3 13797 19 2T7% 420589 1439
Subtotal (95% CI) 20 19 2.T%  4.20[-5.99, 14.39] e —
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.81 (P=042
3.9.4 tech-based_STAl
Eeauchamp 2004 -0.9 749955 180 0.9 89567 149 14%  -1.80[3.72, 013 —
Subtotal (95% CI) 150 149 21.4% 1.80[-3.72,012] -
Heterogeneity: Mot applicahle
Test for averall effect 2= 1.83 (P =007
3.9.5tech-based_HADS
Elom 20145 1.649 326 149 -047 4 e 27.0% 216 1[1.30,3.02) =
Subtotal (95% Cl) 149 96 27.0% 2.16 [1.30, 3.02] &
Heterogeneity: Mot applicable
Test for overall effect: Z=4.82 (P = 0.00001)
Total (95% CI) 587 447 100.0% 0.17 [-1.57,1.92]

i

A0 5 0 5 10
Favours [experimental] Favours [control]

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SO0 Total Weight IV, Random, 95% CIl IV, Random, 95% CI
3.10.3 group
Senanarong 2004 -2.71 .74 23 008 2.09M45 24 224% -0.36 [F0.92, 0.20] - 7
Ulstein 2007 -2.4 108385 a7 -1.2 53543 a4 TTE% -012[0.42,0.18] ——
Subtotal (95% CI) 112 109 100.0% -0.17 [-0.44, 0.09] -

Heterageneity: Tau®=0.00; Chi*= 047 df=1 {F=0.45); F= 0%
Test for averall effect Z=1.28 (F=0.20)

Caregiver stress — interventions on technological support

0 0.s 1

-1 .
Favours [control]

-0.4
Favours [experimental]

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.11.5tech-based_PSS
Cristancho-Lacroix 2015 0.8 127186 25 -0.7 91175 24 74% 1.50 [4.68, 7.68]
Kajivarma 2013 -263 70716 46 019 9.6858 57 286%  -2.82[6.06 042 —
Subtotal (95% CI) m 81 36.5%  -1.49[.5.40,2.41] ~—
Heterogeneity: Tau®= 3.00; Chif=1.47, df=1(P=022);, F=32%
Testfor overall effect Z=0.75 (P = 0.45)
3.11.6 tech-based
Beauchamp 2005 -3.4 97928 150 07 93891 149 635% -2T70[4.57,-0.53] —i—
Subtotal (95% CI) 150 140 63.5% -2.70 [4.87, -0.53] et
Heterogeneity: Mot applicable
Testfor overall effect: £= 243 (P =0.01)
Total (95% CI) 221 230 100.0% -2.40 [4.14, -0.67] B
Heterogeneity: Tau®= 0.00; Chi®=1.67, df= 2 (P =043}, F=0% f f

Testfar overall effect: 7= 2.72 (P =0.007)
Testfor subaroup differences: Chi*= 028, df=1 (P =060, F= 0%

10 5 0 5
Favours [experimental] Favours [control]
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Quality of life - Interventi individuali

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI
3.12.1 individual_standardized
Burns 2003 -0.7 196246 36 -4.1 200334 34 16.1% 017 [0.30, 0.64]
Gavrilova 2009 4 9.3 25 27 12 28 12.2% 012 [0.42, 0.66]

Joling 2012 -3.44 220604 96 -269 228014 96 44.4% -0.03[-0.32,0.29]
Judge 2012 0.04  3.9908 59 -0.23 49501 59 27.3% 0.06 [-0.30,0.42]
Subtotal (95% CI) 216 217 100.0% 0.04 [-0.15, 0.23]

Heterogeneity: Tau®= 0.00; Chi®= 0.64, df=3 (P =0.89), F= 0%
Testfor overall effect 2= 0.45 (P = 0.65)

-0s <025 0 D25 05
Favours [contral] Favours [experimental]

Self-efficacy

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.8.1 group_coping-standardized
Coon 2003 30 2535 M -05 24011 44 481% 177 [1.26, 2.27] —m—
De Rotrou 2011 1.45 5.362 72 -0.48  B.2441 69 50.9% 0.33 [-0.00, 0.6E] —l—
Subtotal (95% CI) 113 113 100.0% 1.04 [-0.37, 2.44] —'*——

Heterogeneity: Tau®=0.98; Chi*=21.71, df=1 (P = 0.00001}); F= 95%
Test for overall effect: Z=1.44 (F=0.14)

3.8.2 individual_standardized
Bourgenis 2002 08 33582 18 -1.3 38824 15 13.8% 057 [0.13,1.27] I
Ducharme 2011 082 207913 G2 -376 22003 49 42.6% 0.22 [-0.16, 0.549]
Judge 2012 -0.47  4BGTE 56 -04 43316 56 43.6% -0.02 [F0.38, 0.35]
Subtotal (95% CI) 136 120 100.0% 0.16 [-0.10, 0.43]
Heterogeneity, Tau*=0.01, Chi*=2.26, df=2 (P =0.32), F=11%

Test for overall effect: Z=1.21 (F=0.23)

__._
3.8.3 tech-based_standardized
Beauchamp 2004 25 107226 150 08 11.2422 143 859% 0.15[-0.07, 0.38] %
Cristancho-Lacroix 2015 -0.7 27.23 25 21 225215 24 141% -0.11 FO.67, 0.45]
Subtotal {95% CI) 175 173 100.0% 0.12 [-0.09, 0.33]
Heterageneity: Tau®=0.00; Chi*=0.73, df=1 (P = 0.39), F= 0%
Test for overall effect: Z=1.08 (P =0.28)

- 0 1 2

-

Favours [control] Favours [experimental]
SUPPORTIVE INTERVENTIONS
Caregiver burden
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.5.3 telephone_ZBI
Goodman 1990 0 197109 31 -2.4 18.0197 39 447% 240[6.75 11.55] —
Winter 2006 -2.04 208373 58 -326 223344 45 54.3% 122718, 967 4‘:
Subtotal (95% CI) 89 80 100.0% 1.76 [-4.43, 7.95]
Heterogeneity: Tau®= 0.00; Chi*F=0.03, df=1 {(P=0.88); F=0%
Test for averall effect: Z= 0.56 (P = 0.58)
-20 -10 0 10 20

Favours [experimental] Favours [control]

19



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Depression
Experimental Control Mean Difference Mean Difference

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

4.6.3 telephone_CES-D

Mahoney 2003 -1.7 1476149 49 1 15,6787 A1 40.9% -2 70[8.67, 3.27] e

Winter 2006 227 129309 58 6.1 126151 45 591%  -3.83[-8.80,1.14] ——

Subtotal (95% CI) 107 96 100.0%  -3.37 [-7.18, 0.45] —~ea—

Heterogeneity: Tau®= 0.00; Chi#=0.08, df=1{P=0.78), F= 0%

Test for overall effect: £=1.73 (F = 0.08)

-0 -5 0 5 10
Favours [experimental] Favours [control]
COGNITIVE BEHAVIORAL INTERVENTIONS
Caregiver burden
Experimental Control Mean Difference Mean Difference

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

5.8.3 telephone_VAS

Topfer 2021 1.72 289448 29 16 23.83499 22 38.0% -1428[28.78,0.22] e —

Wilz 2018 -3.16 2888 139 -22 285588 134 B20% -0.86 [7.75,5.83] J

Subtotal (95% CI) 168 156 100.0% -6.02 [-18.69, 6.65]

Heterogeneity: Tau®= 55.35; Chi*= 266, df=1 (P=010); F=H2%

Testfor averall effect £=0.93 (P = 0.35)

-50 25 0 25 50
Favours [experimental] Favours [control]
Depression
Experimental Control Mean Difference Mean Difference

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

5.21 group_CES-D

Al 2010 -377 141818 13 075 12.331% 14 51% -452[1458 5.454] ——

Gallagher-Thompson 2008 -233 14616 a7 0 14616 a7 168% -2.33[-6.46,1.90] — 1

Losada 2015 -8.49 158846 42 -283 15.9452 48 99% -6.66[13.25,-007] e

Marguez-Gonzalez 2007 -54 17110 34 0.3 16.5721 40 7E% -5 70[13.41,2.01] e —

Subtotal {95% CI) 186 180 30.7% -4.02 [-7.09, -0.94] L

Heterogeneity: Tau®= 0.00; Chi®=1.42, df=3(P=0.70), F=0%

Test for overall effect 2= 256 (F=0.01)

5.2.2 group_BDI

Marriot 2000 -5.2 10.3323 19 1.2 7.8307 21 11.49% -6.40[12.15,-065] I —

Subtotal {95% Cl) 19 21 11.9% -6.40[-12.15, -0.65] il

Heterogeneity: Mot applicable

Testfor overall effect Z= 218 (F=0.03)

5.2.3 individual_CES-D

Gallagher-Thompson 2007 -5.89 145701 22 -0.458 13.0656 23 73% -540[13.50, 270 —

Losada 2004 -4.8 13.8502 12 48  7.8367 4 44%  -9B0[-2057,1.37] — T

Subtotal (95% CI) 34 2T  11.7% -6.88[-13.40, -0.37] "*"

Heterogeneity: Tau®= 0.00; Chi®F=0.36, df=1 (P=0.55), F=0%

Testfor overall effect 2= 2.07 (F=0.04)

5.24 telephone_CES-D

Topfer 2021 1.07 135391 29 277 123146 22 BE%  -1.70[8.82 547 —

Wilz 2018 -265 138928 139 -347 141043 134 207% 0.52[2.80, 3.84] -1

Subtotal {95% CI) 168 156  29.6% 0.12 [-2.89, 3.13] -

Heterogeneity: Tau®= 0.00; Chi*=0.31, df=1 (P=0.598); F= 0%

Testfar averall effect 2= 0.08 (P = 0.94)

5.2.5 tech-based_CES-D

Meichsner 2018 227 11.3282 19 -3.42 13.6943 18 72% AB9[-2.431381] I e —

Subtotal (95% CI) 19 18 T.2% 5.69[-2.43,13.81] -*-—

Heterogeneity: Mot applicable

Testfor overall effect Z2=1.37 (F=017)

Total {95% Cl) 426 411 100.0% -2.93 [-5.40, -0.46] <&

Heterogeneity: Tau®=4.759; Chi*=13.34, df=9 (P =019); F= 33% =0 a0 b 10 o

Testfar averall effect Z=2.33 (P = 0.02)
Testfor subgroup differences: Chi®=11.24, df= 4 (P=0.02), F= 64 4%

Favours [experimental] Favours [control]
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Anxiety
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.3.1 group_standardized
Akkerman 2004 -11.28 13.8954 18 -0.47 1249823 17 37.9% -0.78 [-1.48,-0.09] — &
Losada 2015 -5.89 123226 42 -326 123498 48 B21% -0.21 [[0.63, 0.20] ——
Subtotal {95% Cl) 60 65 100.0% -0.43 [-0.97,0.12] e —amd
Heterogeneity: Tau®=0.08, ChiF=1.94, di=1 (F=0.18); F= 48%
Testfor overall effect Z=1.54 (P=013)
4 05 0 05 A
Favours [experimental] Favours [control]
MULTICOMPONENT INTERVENTIONS
Caregiver burden
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.1.1 carer only_ZBI
Berwig 2017 -0.43 a4 41 F.0a 8.09 40 A.8% -7A48[-11.07, -3.89] I
Davis 2011 -9.16 20.0586 24 -409 155173 22 3T% -5.07 [-15.38, 5.29] — 1
Gaugler 2015 -2.55 64378 17 031 90459 19 5.4% -2.86 [7.85,2.23] I
Gonyea 2006 -0.83 10.7875 40 015 10.5989 40 5.58% -0.98 [5.67,3.71] I —
Hehert 1994 -1.18 230231 21 -471 201885 18  27% 34831066, 17.72] —
Marindale-Adams 2013 -1.9 104418 7T -24 126888 7T 5.8% 0.80 [3.17,4.17] -1
Mewcomer 1998 -0.6 11.0409 436 -0 11.2823 920 6.3% -0.50 [-1.50, 0.50] -
Shata 2017 -17.4 8.38 55 0.74 0.84 59 B.1% -18.14 [20.37,-15.91] -
Yoo 2018 -6.2 95 19 aT 1.6 19 4.8% -3.90 [16.64, -3.16] E—
Subtotal (95% CI) 1280 1211 46.2% -4,90 [-10.80, 1.00] -
Heterogeneity: Tau?=71.42; Chi*= 215.60, df= 8 (P = 0.00001); F= 96%
Test for overall effect Z=1.63 (P=0.10)
7.1.2 carer only_CBI
Chen 2015 -7.2 200349 24 22 2254994 22 31% -9.40 [-21.75, 2.99] - [
Subtotal (95% Cl) 24 22 31% -9.40 [-21.79, 2.99] ——
Heterogeneity: Mot applicable
Testfor overall effect Z=1.48(P=0.14)
7.1.3 dyadic_ZBI
Dias 2008 -5.8 191673 41 -0.3 201499 40 4.2% -5.480 [-14.08, 3.08] — 71
Gaugler 2019 8 20.53 73 382 236174 T4 4T% -1.11 813, 5.91] I —
Gitlin 2008 -0.7 120074 7 -0F 132762 29 4.4% 0.00 [-6.62, 6.62] [ —
Gitlin 2010 -21 128431 117 -0F 1358573 122 59% -1.40 [[4.76, 1.96] T
Kok 2013 -2.68 16.22 83 -1.08 14.34 38 51% -1.63 [7.72, 4.46] I
Tang 2018 -7.95 14.28 22 -5B2 12.54 21 1.4% -2.33[-10.35, 5.69] — T
Torkamani 2014 314 277882 30 153 18282 30 32% 1.61 [-10.50,13.72] A
Uyar 2019 -356 24772 30 053 242637 31 31% -4.09[-16.40,8.22] R
Subtotal (95% Cl) 393 391 35.5% -1.58 [-3.81, 0.65] L
Heterogeneity: Tau®=0.00; Chi*=1.51, df=7 (P =098 F=0%
Testfor overall effect Z=1.39(P=0.17)
7.1.4 dyadic_FCBI
Chien 2008 -19.8 19.8008 44 1.9 22.0046 44 42% 17890 [-26.65 -9.19] R
Chien 2011 -22.5 17.2075 46 -28 17.3422 46 4.7% -19.70[-26.76,-12.64] I
Subtotal (95% CI) 90 90 8.9% -18.99[-24.48, 13.50] *
Heterogeneity: Tau®=0.00; Chi®= 010, df=1 (P=0.75);, F=0%
Test for overall effect 2= 6.78 (P = 0.00001)
7.1.5 dyadic_SPICC
Prick 2015 016 33166 57 008 31142 54 B.3% 0.08[1.12,1.28] T
Subtotal (95% CI) 57 54 6.3% 0.08 [-1.12,1.28] L 2
Heterogeneity: Mot applicable
Test for overall effect 2= 0.13 (P = 0.90)
Total (95% Cl) 1844 1768 100.0% -4.93 [-7.97, -1.89] <
Heterogeneity: Tau® = 37.86, Chi®= 276.93, df= 20 (P = 0.00001}), F=93% t

Test for averall effect 2= 318 (P = 0.001)

Test for subaroup differences: Chi®= 47 .97, df= 4 (P = 0.00001%, F=31.7%

20 -0 0 10 20

Favours [experimental] Favours [control]
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Depression

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.2.1 carer only_CES-D
Boots 2018 -2.37 11.5855 41 017 124758 40 37% -2.84 [7.79,2.71] -
Davis 2011 -3.21 17.8789 24 35 11.254B 22 21% 0.29[-8.27,8.89]
Finkel 2007 1] ] 0 1] ] 1] Mot estimahle
Gaugler 2015 -3.74 136341 17 1.26 15.0835 19 1.8%  -5.00[-14.38, 4.38] —
Mattindale-Adams 2013 -1.4 8.283 77 -1 8.3404 77T 85% -0.40[-3.19, 2.39] I
Mohide 1990 -0.05 16.3969 22 28 12756 20 20%  -2.85[11.69, 5489 —
Subtotal (95% CI) 181 178  15.1% -1.15 [-3.37,1.07] -
Heterogeneity: Tau®= 0.00; Chi*=1.45 df=4 (P=0843 F=0%
Testfor averall effect Z=1.01 (P = 0.31)
7.2.2 carer only_GDS
Mittelman 2004 -1.1 5 203 0.3 6 203 B7% -1.40[-2.47,-0.33] -
MNewearmer 1999 -0.04 4.8053 988 0.29 4951 922  B.Y% -0.320.76,012] -
Yoo 2018 S22 38 14 1.3 4.4 19  a87% -3.80 [6.11,-0.88] —
Subtotal (95% CI) 1210 1144  19.2% -1.26 [-2.59, 0.08] L 2
Heterogeneity: Tau®= 0.95; Chi*=8.35 df= 2 (P=0.02); *= 76%
Testfor averall effect Z=1.85 (P = 0.06)
7.2.3 carer only_BSI-d
Hehert 1384 -0.23 5.85 23 -1.09 456708 18 50% 0.86[-2.61, 4.33] I
Subtotal {95% CI) 23 18 5.0% 0.86 [-2.61,4.33] i
Heterogeneity: Not applicable
Testfor overall effect Z= 048 (P =0.63)
7.2.4 carer only_PHQ4-d
Berwig 2017 -0.32 1.44 41 0.08 1.4 40 68% -0.40[-1.02,0.23] -
Subtotal (95% CI) 41 40 6.8% -0.40 [-1.02, 0.22] 4
Heterogeneity: Mot applicable
Testfor overall effect £=1.27 (F=0.20)
7.2.5 carer only_HAMD-d
Shata 2017 -9.87 405 55 0.33 0.51 59 BY% -10.20[11.28,-9.12] -
Subtotal (95% CI) 55 59 6.7% -10.20[-11.28,-9.12] L 3
Heterogeneity: Mot applicahle
Testfor averall effect £= 1854 (P = 0.00001%
7.2.6 dyadic_CES-D
Gaugler 2019 5.89 20.83 T3 344 17233 74 3I% 2.45[-3.66, 8.56] I e —
Gitlin 2003 -0.F3 6.6853 TO0 -0.14 B.68583 387 GB.A% -0.591.42,0.24] =
Gitlin 2008 -1.5 13.8023 27 1.1 134077 29 26% -2.60[-9.74, 4.54] —
Graff 2006 -6.3 0 9.2542 o] 1.7 11.3972 67 50% -B.OOF11.51,-4.48] —
Prick 2015 278 97235 57 036 11.8338 54 45% 2.42[-1.62, 6.46] T
Subtotal (95% CI) 925 616 22.1% -1.41 [-5.03, 2.21] -
Heterogeneity: Tau®=12.09; Chi*= 2022 df=4 (P = 0.0005); F= 80%
Testfor averall effect 2= 0.76 (P = 0.44)
7.2.7 dyadic_GDS
Eruvik 2013 1] 9311 118 0 80653 1158 589% 0.00[-2.25, 2.29] T
Mattin-Cook 2005 -0.18 29138 23 -0.32 3126 24 B.3% 0.14[-1.59, 1.87] -
Waldaorff 2012 086 58834 163 026 50399 167 BAE% 0.70[-0.48, 1.58] e
Subtotal (95% CI) 301 306  18.9% 0.44 [-0.46,1.33] L 2
Heterogeneity: Tau®= 0.00; Chi*= 045 df=2 (P=080) F=0%
Testfor averall effect 2= 0.96 (P = 0.34)
7.2.8 dyadic_MADRS
Botting 2005 -3.83  5.8784 6 -229 B.1632 To249% -1.54 [-8.10, 5.03] I E—
Subtotal {95% CI) 6 7 2.9% -1.54 [-8.10, 5.02] —e
Heterogeneity: Not applicable
Testfor overall effect Z=0.46 (P = 0.65)
7.2.9 dyadi_BDI
Uyar 20149 -1.84 113817 30 541 11.314 il 34% -7.35[13.05,-1.65] B
Subtotal (95% CI) 30 kil 34% -7.35[-13.05, 1.65] o
Heterogeneity: Mot applicable
Testfor overall effect 2= 283 (F=0.01)
Total (95% CI) 2772 2399 100.0% -1.79[-3.27, 0.32] &>
Heterogeneity Tau®= 8.21; Chi®= 334.08, df= 20 (P = 0.00001); F= 94% - 1o s 10 i

Testfor overall effect Z=238(F =002
Testfor subgroup differences: Chi®= 283.72, df= 8 (P = 0.00001%, F= 87.2%

Favours [experimental] Favours [control]
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Quality of life
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
7.5.3 dyadic_EQ5D-VAS |
Tarkarmani 2014 068 40707 10 -11.14 287968 10 1.6% 11.82[19.08, 42.72]
Waldaorff 2012 -0.31 19.6644 147 0.2 1549218 157 B884% -0.51 [-4.47, 3.45] *
Subtotal (95% CI) 167 167 100.0% -0.31 [-4.24, 3.61]
Heterogeneity, Tau?=0.00; Chi*= 0.60, df=1 (P=044) F=0%
Test for overall effect: Z=016 (P = 0.88)
7.5.4 dyadic_WHO-QoL
Chien 2008 16.5 21.3138 44 -1.8 227282 44 41 6% 18400919, 27.61] ——
Chien 2011 17.9 182514 46 -2.6 19.766T 46 A584% 20501273, 28.27] ——
Subtotal (95% CI) a0 90 100.0% 19.63 [13.69, 25.57] -
Heterogeneity: Tau®= 0.00; Chi*= 012, df=1 {P=073), F=0%
Testfor overall effect: 7= 6.48 (P = 0.00001)
-50 -15 0 24 50
Favours [control] Favours [experimental]
MEDITATION/MINDFULNESS
Caregiver burden
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.1.1 mindfulness_ZBI
Kar 2019 -12.28 20.2096 18 -0.32 166503 18 31%  -11.86[24.06,014] —
Kar 2020 -4.85 24.2717 56 -0.48 224621 57 33.3% -4.07 [12.70, 4.56] —
Subtotal (95% CI) 74 75 64.3% -6.83 [-14.20, 0.55] -l
Heterogeneity: Tau®= 2.39; Chi*=1.08, df=1 (P = 0.30), F= 8%
Testfor overall effect: Z=1.81 (P=0.07)
9.1.2 meditation_ZBI
Pandya 2018 -30.35  7.3044 96 -0.94 93279 96  35.7% -28.41[-31.78,-27.04] =
Subtotal (95% CI) 96 96 35.7% -29.41[-31.78, -27.04] L 2
Heterogeneity: Mot applicahle
Testfor overall effect: £= 2432 (P = 0.00001)
Total (95% CI) 170 171 100.0%  -15.56 [-33.92, 2.80] ——amii——
Heterogeneity: Tau®= 244.42; Chi*= 37.05, df= 2 (P = 0.00001); F=95% _510 _55 b t 510

Testfor overall effect: Z=1.66 (P =0.10)

Test for subaroup differences: Chi*= 32.65, df=1 (P = 0.00001), F= 96.9%

Caregiver stress

Favours [experimental] Favours [control]

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
9.4.1 meditation_WebNeuro
Leach 2014 1,37 23684 g 1 1.6782 9 34.8% 0.37 [-1.60, 2.34]
Subtotal (95% Cl) 8 9 34.8% 0.37 [-1.60, 2.34]
Heterogeneity: Mot applicable
Test for overall effect Z=037 (F=0.71)
9.4.2 mindfulness_PSS
Kor 20149 -594 108749 18 073 E.F566 18 14.4% -BET[-12.59 -0.79] s —
kar 2020 -6.83 191833 56 -1.486 117587 A7 14.48% -527[11.148 061] - T
COken 2010 -0F  80MGA 10 047 58852 10 122% 117 [7.84, 850 — ]
Whitehird 2012 -72 6297V 38 -44 100683 40 24.0%  -270[6.41,1.01] —
Subtotal (95% CI) 122 125 652% -3.70[-6.26,-1.15] -
Heterogeneity: Tau®= 0.00; Chi*=2.07, df=3 (P =0.86);, F= 0%
Test for averall effect: = 2.84 (P = 0.005)
Total (95% CI) 130 134 100.0%  -2.39[-5.16, 0.38] -
Heterogeneity; Tau?= 4.73; Chif=8.18, df= 4 (P = 0.09); F= 51% _150 55 ) % 150

Test for overall effect: Z=1.65 (F = 0.09)
Test for subgroup differences: Chif= 611, df=1 {P=0.013, F= 836%

Favours [experimental] Favours [control]
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Depression

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
9.2.1 meditation_BDI
Danucaloy 2013 -7 BE002 28 1.4 13.0933 21 11.3%  -9.20[15.74,-2.66] —
Subtotal {95% CI) 25 21 11.3% -9.20 [-15.74, -2.66] -
Heterogeneity: Mot applicakle
Test for overall effect: 2= 2.76 (P = 0.00B)
9.2.2 meditation_HAM.-D
Lawretsky 2013 -4 arT 23 -53 45 16 227% -210 477, 0.57] —=
Subtotal (95% CI) 23 16 22.7% -2.10 [4.77, 0.57] S o
Heterogeneity: Mot applicable
Testfor overall effect Z=1.54 (F=012)
9.2.3 meditation_WebNeuro
Leach 2015 068 2457 g 044 21206 9 24.3% 0.24 [1.95 2.43] -
Subtotal (95% CI) 8 9 24.3% 0.24 [-1.95, 2.43] <
Heterogeneity; Mot applicable
Testfor overall effect: Z=0.21 (P =0.83)
9.2 4 meditation_CES-D
Waelde 2017 -4.46 12,6487 16 1.46 11.213%8 19  81% 5.92[14.32, 2.48] —
Subtotal (95% CI) 16 15 8.1%  -5.92 [-14.32, 2.48] —aaii———
Heterogeneity: Mot applicatle
Testfar overall effect: Z=1.38 (P=017)
9.2.5 mindfulness_CES-D
Kor 2019 -5.66 164291 18 256 159264 18  87% -8.22[1879, 2.35] - T
Kar 2020 -7.27 26.0267 56 447 22.0474 87 T.A% -11.74 [2064, -2.84] —_—
Oken 2010 -33 118607 10 08 9.25M1 10 7% -4.10[-13.28 5.08] -
Whitehird 2012 -74 106483 38 -85 14696 40 13.3% -1.80F7 .87, 3.77] T
Subtotal (95% CI) 122 125 33.6% -5.48[-10.02,-0.93] B
Heterogeneity: Tau®= 441, Chi*=3.74, df=3 (F =029, F= 20%
Testfar averall effect: 2= 2.36 (P=0.02)
Total (95% CI) 194 186 100.0%  -3.83 [-6.67, -1.00] <
Heterogeneity: Tau®= 7.36; Chi®= 15.64, df= 7 (P = 0.03); = 55% —?_ED _150 2 150 EID
Testfor overall eﬁec_t: £=285 (p:_ 0.008 Favours [experimental] Favours [control]
Testfor subaroup differences: Chi*=11.73, df= 4 (P = 0.02), F=(5.49%

Anxiety

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight [V, Random, 95% Cl IV, Random, 95% CI
9.3.1 meditation_BAl
Danucalov 2013 -8.9 103445 25 2 13.8183 21 10.8% -10490[18.07 -3.73] e —
Subtotal (95% CI) 25 21 10.8% -10.90[-18.07,-3.73] et —
Heterogeneity: Mat applicable
Test for overall effect 2= 298 (P =0.003)
9.3.2 meditation_WebNeuro
Leach 2015 025 25239 g 073 28271 9 258% -0.48[-3.07, 2.11] 1
Subtotal (95% CI) 8 9 29.8% -0.48 [-3.07, 2.11]
Heterogeneity: Mot applicable
Testfor averall effect Z= 036 (FP=0.72)
9.3.3 mindfulness_STAl
Whitebird 2012 -5.4 158811 38 -63 187301 0 9.3% 0.80[7.03,8.83] — T
Subtotal {95% CI) 38 40 9.3% 0.90 [-7.03, 8.83] e ——
Heterogeneity: Mot applicable
Testfor overall effect =022 (P=082)
9.3.4 mindfulness_HADS-a
Kar 2019 -0.88  BATI5 18 -011  4.7658 18 23.9% -0.84 [-4.44, 2.76] —
Kar 2020 -1.2 7879 56 207 92713 57 26.3% -3.27 [6.44,-0.10] —
Subtotal {95% CI) 74 75  50.2% -2.21 [-4.59,0.17] L 2
Heterogeneity: Tau®= 0.00; Chi®= 0.98, df=1 (P =0.32), F=0%
Testfor overall effect Z=1.82 (P=007)
Total (95% Cl) 145 145 100.0% -2.30 [-5.04, 0.45] S o
Heterogeneity; Tau®= 4 .86; Chi*=8.73, df= 4 (P=0.07); F=54% _250 _150 3 1 250

Testfor overall effect Z=1.64 (P=010)
Testfor subaroup differences: Chi®=7.75, df= 3 (P = 0.08), F=61.3%

10
Favours [experimental] Favours [control]
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REVIEW QUESTION 15a. What is the safety and efficacy of acetylcholinesterase inhibitors and
memantine for the treatment of cognitive symptoms in people with Alzheimer's dementia and how

should they be monitored?

Acetylcholinesterase inhibitors vs placebo — MMSE (AD not stratified for severity)

ADD PL

Mean Difference

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

Mean Difference
IV, Random, 95% Cl

1.1.1 Donepezil

Black 2007 0.6 33 1480 i 33 14 3.4%
Courtney 2004 0.83 324 245 ] 2896 263 4.0%
Feldman 2001 1.4 4 131 -04 4 134 2.8%
Fralich 2011 0.9 3289 138 041 337 145 3.3%
Gault 2015 1 2.68 66 0.47 27 67 3.0%
Gault 2016 1.29 276 BY  0.56 283 ek 1%
Gauthier 2002 1.5 419 91 -0.56 4 100 2.3%
Haig 2014 1.4 27 54 1.1 2649 56 27%
Holmes 2004 -0.1 3.84 41 -1.8 Al 54 1.7%
Jia 2017 1.7 33 1480 1 34 19 3.4%
Johanngen 2006 1.41 318 93 0.58 318 99 3.0%
Maher-Edwards 2015 0.5 31 128 -03 3z 118 33%
Mazza 2006 1.2 44576 25 -0.25 49021 26 0.8%
Mohs 2001 1.8 431 111 045 4349 el 2.4%
Rogers 1998 0.3 3587 303 -097 347 154 36%
Selzer 2004 1.35 3.34 91 0.1 314 54 2.6%
Tariot 2001 -0 4 103 -08 4 102 2.5%
Winblad 2001 0.4 ard 121 -1.09 ¥z 120 2.9%
Winblad 2006 1.1 33 120 0. 33 120 32%
Subtotal {95% Cl) 2230 2105 53.9%
Heterageneity: Tau®=0.00; Chi*=14.61, df =18 (P=068) F=0%

Testfor averall effect: Z= 9.61 {F = 0.00001)

1.1.2 Galantamine

Liu 2003 2 4 50 0.1 0.3 52 2.5%
Subtotal (95% CI) 50 52 2.5%
Heterogeneity: Mot applicable

Testfor overall effect: 7= 3.35 (P = 0.0008)

1.1.3 Rivastigmine-capsule

Agid 1998 014 3 M4 i 26 117 IT7%
Corey-Bloom 1938 0.z 30231 -08 3 235 4.0%
Feldman 2007 -0.15 36 454 14 36 220 3.9%
Mowla 2007 1.1 1.4 34 -05 0.5 32 41%
Rosler 15949 0.z 35 242 .05 36 239 3T%
‘Winblad 2007 0.8 32 286 i KR 3.8%
Subtotal (95% CI) 1431 1124  23.3%
Heterogeneity: Tau®= 0.17; Chi*=14.66, df= 45 (P = 0.01); F= 66%

Testfor overall effect: Z= 4.66 (F = 0.00001)

1.1.4 Rivastigmine patch

Makamura 2011 i 289 246 -03 28 13 1.1%
Winblad 2007-10cm2 1.1 33 280 i 35 140 3.5%
Winblad 2007-20cm2 0.8 34 262 a 35 1 3.5%
Subtotal (95% Cl) 758 532 11.1%
Heterogeneity: Taur=010; Chi*= 389, df=2 (P=014); F=49%

Testfor averall effect: 2= 2.73 (P = 0.006)

1.1.5 Memantine

Fox 2012 0.9 9.04 72 -05 8.72 77 0.7%
Porsteinsson 2008 -0.2 .42 M0 -6 617 188 2.3%
Reisherg 2003 -0.5 24 124 12 302 124 3.6%
Wang 2013 1.2 26 11 -04 4 11 0.7%
Wilkingan 2012 -0.43 565 133 -0.74 576 144 2.0%
Subtotal (95% CI) 550 554 9.2%
Heterogeneity: Tau®= 6.31; Chi®= 55.69, df= 4 (P = 0.00001); F=93%

Testfor overall effect: Z=1.66 (P=0.10)

Total {95% CI) 5019 4367 100.0%

Heterogeneity: Tau®=0.33; Chi*=100.75, df= 33 (P = 0.00001); F=67%
Testfor averall effect 2= 852 (P = 0.00001)
Testfor subaroup differences: Chi*=4.43, df=4 (P= 035, F=9.7%

0.60 [0.16, 1.36]
0.93 [0.39, 1.47]
1.80 [0.85, 2.74]
1.00[0.22,1.79]
0.53[0.38,1.44]
0.73[0.13,1.59]
2.06 [0.83, 3.24]
0.30F0.71,1.31]
1.701[0.17, 3.23]
0.70 [0.08, 1.46]
0.82[0.07,1.73]
0.80 [0.01, 1.59]
1450112, 4.07]
1.36(0.19, 2.51]
1.28 [0.60, 1.96]
1.25[0.17, 2.33]
0.70 [0.40,1.80]
1.49 [0.55, 2.43]
1.001[0.17,1.89]
0.99 [0.79, 1.19]

1.80[0.79, 3.01]
1.90 [0.79, 3.01]

0.14 [0.50,0.78]
1.10 [0.56, 1.64]
1.25 [0.67,1.87]
1.60[1.10, 2.10]
0.70[0.07,1.33]
0.80[0.23,1.37]
0.95 [0.55, 1.36]

0.30 [-0.20, 0.80]
1.100.39, 1.81]
0.80[0.19, 1.61]
0.71 [0.20, 1.22]

1.40[1.46, 4.26]
5.80 [4.58, 7.07]
0.70[0.02, 1.38]
1.60[1.22, 4.47]
0.31 [1.03,1.64]

2.00 [-0.36, 4.35]

1.00 [0.84, 1.34]
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Acetylcholinesterase inhibitors vs placebo — ADAS-Cog (AD not stratified for severity)

ADD PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Donepezil
Burns 19499 -0.4 582 544 1.7 487 274 45% -0.40 [-0.54,-0.25] -
Frolich 2011 -1.1 241 188  -0.3 536 163 34% -0.15 [-0.37, 0.07] ——
Gault 2014 -3.27 592 64 -0.78 587 A 21% -0.42 [0.¥7,-0.07]
Gault 2016 -3.56 .69 B3 -0.76 6.99 98 24% -0.41 [0.72,-0.08]
Haig 2014 -4.32 5.81 54 186 5.69 56 1.8% -0.47 [-0.85,-0.08]
Homrna 2000 -2.43 505 126 011 0582 113 28% -0.69 [-0.95,-0.43] —
Johannsen 2006 0.65 6.11 94 07 B.14 98 27% -0.01 [-0.29, 0.27] . —
Maher-Edwards 2011 -1.48 5.89 65 -0.3 5.89 56 2.0% -0.20 [-0.56, 0.16] —
Moraes 2006 -7.3 17.0183 17 3.8 244325 18 07% -0.51[-1.19, 0.186] —
Rogers 1948 -0.86 627 302 1.82 .06 153  38% -0.43 [0.63,-0.23] —
Selzer 2004 -1.68 4.08 96 0.58 403 a7 2.2% -0.65 [0.89,-0.22]
Tune 2003 -3.65 5.03 14 -1.56 2.07 13 06% -0.52 [-1.249, 0.25] -
Subtotal (95% CI) 1602 1164 29.1% -0.38 [-0.49, -0.26] &
Heterageneity, Tau®=0.01; Chi*=18.08, df=11 (P = 0.06); F=42%
Test for overall effect Z=6.58 (P = 0.00001)
1.2.2 Galantamine
Brodaty 2005 -1.45 576 887 1.2 568 206 46% -0.46 [-0.60,-0.32] I
Bullock 2004 -1.1 579 147 2 5.56 83 28% -0.54 [0.81,-0.27]
Raskind 2000 -1.65 566 399 2 47 207 41% -0.61 [0.78,-0.44] —
Rockwood 2001 -1.1 51 239 0.6 483 120 34% -0.34 [0.56,-0.12] —
Rockwood 2006 -1.6 5.38 B2 033 5.49 s 21% -0.35 [-0.70,-0.00]
Tariot 2000-24my -1.04 588 632 1.7 .23 255  4.5% -0.46 [0.60,-0.31] I
Wilcack 2000 -0.65 2.99 437 2.4 6.01 218 4.2% -0.61 FO.67,-0.34] —
Wilkinson 2001 -0.65 609 187 1.6 6.34 82 2.9% -0.36 [F0.63,-0.10] —
Subtotal (95% CI) 2690 1323 28.6% -0.47 [0.54, -0.41] L 2
Heterogeneity: Tau®= 0.00; Chi*= 563, df= 7 (P = 0.88), F= 0%
Test for overall effect: Z=13.90 (P = 0.00001)
1.2.3 Rivastigmine capsule
Corey-Bloom 1898 1.34 598 484 409 .01 234 43% -0.46 [-0.62,-0.30] —
Feldman 2007 0.5 725 455 28 720220 43% -0.32 [0.48,-0.16] e
Rosler 1999 0.56 722 484 134 GBI 238 4.4% -0.11 [-0.27, 0.04] —_T
Winhlad 2007 -0.6 6.2 253 1 6.8 281 4.1% -0.24 [0.42,-0.07] I
Subtotal (95% CI) 1656 973 17.1% -0.28 [0.43, -0.14] -
Heterogeneity: Tau®=0.02; Chi®=9.749, df= 3 (P =002, F=69%
Test for overall effect; 2= 3.80 (P = 0.0001)
1.2.4 Rivastigmine patch
Makamura 2011 0.1 5 168 28 720268 4% -0.44 [0.61,-0.26] —
Winhlad 2007-10cm2 -0.6 6.4 248 1 6.8 140  36% -0.24 [0.45,-0.04] —
Winhlad 2007-20cm2 -1.6 G5 1B2 1 B8 141 3.6% -0.39 [-0.60,-0.19] I
Subtotal (95% CI) 778 546  11.3% -0.37 [-0.48, -0.26] &>
Heterogeneity: Tau®=0.00; Chi*=2.02, df=2 (P=0.37), F=1%
Test for owerall effect: £=6.44 (P = 0.00001)
1.2.5 Memantine
Bakchine 2008 -1.93 G.71 268 -1.08 6.27 135  3.E6% -013 [-0.34, 0.08] ——
Dysken 2014 0.5 T1 104 0.8 7.z 89 27% -0.04 [-0.32,0.24] —
Peskind 2006 -0.8 782 185 1.1 7E8 188 37% -0.24 [0.44,-0.04] ——
Porsteinsson 2008 0.6 1311 214 1.2 1207 213 38% -0.05[-0.24, 0.14] T
Subtotal (95% CI) 782 635 13.9% -0.12 [-0.23, -0.02] <
Heterogeneity: Tau®=0.00; Chi*= 2.30, df= 3 (P =051}, F= 0%
Testfor overall effect: Z= 2.28 (P=0.02)
Total {95% CI) 7508 4641 100.0% -0.35 [-0.41, -0.29] 4
Heterogeneity: Tau®=0.02; Chi*=72.81, df= 30 {P =< 0.0001); F=59%

Test for owerall effect: Z=11.05 {F = 0.00001)

Testfor subaroun diferences: Chi®= 31.47. df= 4 (P < 0.00001), F= 87.3%
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Acetylcholinesterase inhibitors vs placebo — ADCS-ADL (AD not stratified for severity)

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.3.1 Donepezil
Black 2007 -1.8 66 151 -24& 6.6 140 4.8% 0.70[0.82,2.23) I —
Gault 2014 295 B6.499 66 1.58 T.04 67 2.7% 1.37 F1.01,3.748] 1T
Gault 2016 214 ] 59 -1.79 B16 a9 3.0% 38301.71,6.158]
Haig 2014 2.2 B.A1 54 04 BA9 56 2.6% 1.80 [0.67, 4.27] ]
Harnrma 2008-10mg -0.3 875 92 11 505 a1 39% 0.80 [1.02, 2.62] -1
Harmma 2008-5mg -01 5.88 96 <11 505 a1 38% 1.00 [F0.82, 2.83] -
Winhlad 2006 -1.4 4.5 128 29 55 120 5.9% 1.40[0.14, 2.66] -
Subtotal (95% CI) 646 574 27.0% 1.40 [0.69, 2.11] . 2
Heterogeneity: Tau*=0.07; Chi*=6.92, df= 6 {F=0.37); F= 8%
Testfor overall effect: Z=3.87 (P = 0.0001)
1.3.2 Galantamine
Brodaty 2005 -1 078 242 .27 B493 258 6.6% 1.70 [0.60, 2.80] i
Burng 2009 113 462 207 157 462 200 T7%  -0.44 [-1.34, 048] -
Liy 2003 -1 746 50 0 B.45% 52 1.7%  -1.00[4.21, 2.21] —
Tariot 2000-16mQ -0.7  T7AEB 285 -38 971 13 6% 3100117, 5.03] e
Tariot 2000-24mg -1 853 253 -38 971 13 34% 2.30[0.26, 4.34] —_—
Subtotal (95% CI) 1007 772 23.0% 1.20 [-0.31, 2.71] e
Heterogeneity: Tau®=2.13; Chi*=18.64, df=4 (F=0.0009), F=79%
Testfor overall effect Z=1.86(F =012}
1.3.3 Rivastigmine capsule
Winhlad 2007 -0.4 95 254 -213 94 281 1 65% 1.80[0.20, 3.40] —
Subtotal (95% CI) 254 281 4,65% 1.80 [0.20, 3.40] B
Heterogeneity: Mat applicable
Testfor overall effect: £2=2.20 (P = 0.03)
1.3.4 Rivastigmine patch
Winhlad 2007-10cm2 -0 91 247 213 94 140 IT% 2.20[0.27,4.13] e
Winhlad 2007-20cm2 o 116 263 -23 94 141 33% 2.301[0.21, 4.39] —
Subtotal (95% CI) 510 281 6.9% 2.25[0.83, 3.66] -
Heterogeneity; Tau?= 0.00; Chi*=0.00, df=1 (P = 0.99); F= 0%
Test for overall effect: 2= 311 (P =0.002)
1.3.5 Memantine
Bakchine 2008 198 915 267  -21  BA7 134 39% 012 [F1.70,1.94]  —
Grossberg 2013 -0.7 BY 331 -13 6.5 328 6.9% 0.60 [F0.45, 1.65] T
Homma 2007 -1.7 6.2 100 -1.69 5.6 107 46%  -0.01 [-1.62,1.60] T
Peskind 2008 -29 1078 186 -3 1083 188 3.2% 010 [F2.03,2.23] e
Peters 2015 -648 128 G4 62 131 el 1.3%  -0.70 [-4.40, 3.00] —
Parsteinsson 2008 -3 88 214 249 a8 3 44%  -010[1.77,1.87] T
Reishery 2003 -3 BT 124 52 B33 123 4.5% 2101[0.46, 3.74] —
Tariat 2004 -2 7.04 188 34 F16 197 5.3% 1.40 [F0.00, 2.80] |
van Dyck 2007 -2 785 171 27 7T 165 4.4% 0.70 [0.96, 2.36] I
Subtotal (95% CI) 1695 1561 38.5% 0.65 [0.11,1.18] 3
Heterogeneity: Tau?= 0.00; Chi*= 6.64, df=8 (P =058); F=0%
Testfor overall effect: 2= 2.37 (P =0.02)
Total (95% CI) 4112 3469 100.0% 1.12 [0.67, 1.57] L 2
Heterogeneity: Tau®= 0.48; Chi*= 39.05, df= 23 (P = 0.023; F= 41% _150 55 P é 150

Test for overall effect; £2=4.85 (P = 0.00001)

Testfor subgroup differences: Chif= 667, df= 4 (P=015, F=40.0%

Favours [PL] Favours [ADD]
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Acetylcholinesterase inhibitors vs placebo — NPI (AD not stratified for severity)

Meta-analysis

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.4.1 Donepezil
Black 2007 -1.81 1645 153 -3.31 1656 144 2.0% 1.40 [2.36, 5.16] I E—
Feldman 2001 -467 1371 144 1 1371 146 2.8% -5.67 [-8.83,-2.51] —
Gault 2015 -1.82 845 GE -3 851 67 3.3% 1.08 [1.80, 3.98] T
Gault 2016 -31 1.82 69 0.3 767 98 11.1% -3.40[-4.98,-1.82) -
Haig 2014 -0.7  T.0A 54 -09 B.496 a6 4.0% 0.20[2.42 282 T
Jahannsen 2006 -2.08 8492 94 079 B.496 97 4.3% -2.87 [5.41,-0.33] —
Tariot 2001 -49 1928 103 -23 1947 105 1.0% -2.60[7.87, 2.67] —
Tune 2003 54 178 14 265 14 13 0.2% 275 [9.29, 14749
Winblad 2006 -3.8 1249 128 -21 1208 120 3.0% -1.70[4.75,1.39] T
Subtotal {95% CI) 825 846 31.6% -2.08 [-3.01, -1.14] L 2
Heterogeneity: Chi®= 19.57, df= 8 (P = 0.01); = 59%
Test for averall effect Z= 4.36 (P = 0.0001)
1.4.2 Galantamine
Brodaty 2005 -09 11.36 242 06 996 258 7.8% -1.50[3.38,0.38] 7
Rockwood 2001 -0.4 1048 261 05 716 125 8.6% -0.80 [2.69, 0.59] -
Tariot 2000-16mg -01 118 255 2 1135 13 4.7% -210[4.52,0.32] ]
Tariot 2000-24mg o 127 253 2 1135 13 4.4% -2.00 [4.50, 0.50] T
Subtotal {95% CI) 1011 645 25.6% -1.49 [-2.53, -0.46] [ 2
Heterogeneity; Chi*= 082 df=3{P=084) F=0%
Testfor overall effect 2= 2.82 (P = 0.005)
1.4.3 Rivastigmine
Winblad 2007 -22 1149 253 17 138 W 5.8% -0.50 [2.68, 1.68] T
Subtotal (95% CI) 253 281 5.8% -0.50 [-2.68, 1.68] <
Heterogeneity: Mot applicable
Testfor overall effect Z= 0.45 (P = 0.65)
1.4.4 Rivastigmine patch
Winblad 2007-10cm2 1.7 114 248 1.7 138 140 3.8% 0.00F2.70, 2,70 T
Winblad 2007-20cm2 -23 133 263 1.7 138 14 3.6% -0.60 [3.39, 2.19] T
Subtotal (95% CI) 511 281 7.4% -0.29 [-2.23, 1.65] L 3
Heterogeneity: Chi*=0.09, df=1 {P=076) F=0%
Testfor averall effect Z=029 (P =077}
1.4.5 Memantine
Bakchine 2008 -1.63 1038 263 -2.83 4949 134 B.7% 1.20[F0.84,3.24] T
Dysken 2014 -05 124 108 1.3 126 a9 2.2% 0.80[2.75, 4.358] T
Fox 2012 -18.7 2289 73 -B3 2569 65 0.4% -10.40[-18.56,-2.24]
Grossherg 2013 -43 146 38 16 127 I 6.1% -2.70[-4.82,-0.58] -
Herrmann 2013 -39 1464 159 -513 148 165 2.4% 1.23 219, 4.649] T
Peskind 2006 -1.4 1658 181 21 16.82 1490 2.5% -3.50 [-6.85,-0.149] E—
Parsteinsson 2008 11 1949 212 0.3 1962 208 2.0% 0.80[2.94, 4.54] B R
Reisherg 2003 05 14876 120 38 16.068 118 1.7% -3.30 733,073 r
Tariot 2004 -01 1361 1493 37 1361 189 3T7T% -3.80 [-6.53,-1.07]
wan Dyck 2007 1 165 161 1.1 1737 1484 2.0% -010[3.84, 3.64] e —
Subtotal {95% CI) 1795 1635 29.6% -1.19[-2.16, -0.22] L 3
Heterogeneity: Chi®= 23.05, df= 9 (P = 0.008); F=61%
Testfor overall effect Z=2.41 (P=0.02)
Total (95% CI) 4305 3688 100.0% -1.44 [-1.97, -0.92] ]
Heterogeneity: Chi®= 47.67, df= 25 (P = 0.004); F= 48% -éD _150 b 150 QID
Testfor overall effect £= 538 (P = 0.00001} Favours [ADD] Favours [PL]
Testfor subgroup differences: Chif=4.13, df= 4 (F=0.38, F=3.2%
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Acetylcholinesterase inhibitors vs placebo — CIBIC+ (AD not stratified for severity)

Meta-analysis

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.5.1 Donepezil
Burns 19949 418 0499 544 452 0499 274 94% -0.34 045 -0.200 —
Gauthier 2002 4 119 48 455 1.08 1048 27%  -0.55[0.86,-0.24]
Rogers 1998 411 0898 298 4451 0499 152 A.2% -0.40[0.488 -0.21] —
Subtotal (95% Cl) 940 531 18.3% -0.38[0.49, 0.28] -
Heterageneity: Tau®=0.00; Chi®=1.46, df=2 (P = 0.48); F= 0%
Test for averall effect: Z=6.96 (P = 0.00001)
1.5.2 Galantamine
Bradaty 2005 421 108 593 435 114 301 85%  -014[-0.30,003 7
Raskind 2000 413 096 357 438 099 1496 TA%  -0.259[0.42 -0.08] —
Rockwood 2001 3492 08 240 426 089 123 4% -0.34 0483 -0.119] —
Rockwood 2006 367 1 1 412 0499 333 22% -0.45[0.80 -0.10)
Wilcaock 2000 422 099 437 451 0499 5 8.0% -0.29[0.45 -0.13] e
Subtotal (95% Cl) 1688 900 32.5% -0.26 [-0.34, -0.17] &
Heterogeneity: Tau®=0.00; Chi*=4.27, df=4 (P=0.37); F= %
Test for averall effect: Z=593 (P = 0.00001)
1.5.3 Rivastigmine
Coarey-Bloom 1998 422 124 464 449 125 234 G0% -0.27 047, -0.07] E—
Feldman 2007 4 13 444 45 1.3 216 43% -0.50F0.71,-0.249] e
Rosler 1999 4.08 162 452 438 124 230 0% -0.30 [F0.52,-0.08] T
Subtotal (95% Cl) 1360 680 16.3% -0.35[-0.50, -0.21] o
Heterogeneity: Tau®=0.00; Chi®= 277, df= 2 (P=0.28), F= 28%
Testfor overall effect Z=4.90 (P = 0.00001})
1.5.4 Memantine
Grossberg 2013 38 1.2 333 41 1.2 328 7% -0.30F048 -0137) —
Peskind 2006 42 088 196 452 108 1497 A8% -0.32F052-013) I
Farsteinsson 2008 4.38 1 214 442 0898 213 6.5%  -0.04[-0.23 0.19] T
Reisherg 2003 45 112 118 48 109 118 32%  -0.30[0.488 -0.07) —
Tariot 2004 441 104 198 466 105 196 A5% -0.25[0.46 -0.04] e
wan Dwek 2007 43 1 17 46 1 163 a2% -0.30F0.41,-0.049] —_—
Subtotal (95% Cl) 1230 1215 32.9% 0.24[-0.34, 0.15] <P
Heterageneity: Tau®=0.00; Chi*=5.95, df= 59 (P=0.31); F= 16%
Testfor averall effect: Z=518 (P = 0.00001)
Total (95% CI) 5218 3326 100.0% -0.29 [-0.35, -0.24] L
Heterageneity: Taw®= 0.00; Chi*= 2027 di= 16 (F=0.213 F= 21% 51 -DI 5 5 055 ,i

Test for averall effect: Z=10.70 (F = 0.00001)
Testfor subaroup diferences: Chif= 516, df= 3P =016, F=41.9%

Favours [ADD] Favours [PL]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Acetylcholinesterase inhibitors vs placebo — adverse events (AD not stratified for severity)

ADD PL
Study or Subgroup

Risk Ratio

Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

2.1.1 Donepetzil

Black 2007 34 176 18 167 3E6%
Eurns 194949 T4 544 T 274 40%
Feldman 2001 12 144 9 146 23%
Gault 2015 A 53 2 68 0.8%
Gault 2016 T 7h 3104 1.2%
Haig 2014 4 g0 3 63 1.0%
Haornma 2000 2136 1 13 0.4%
Homma 2008-5+10mg 147 11 1058 2.8%
Jia 2017 14 157 10 186  24%
Kristinan 2003 1] 34 1 33 0.2%
Maher-Edwards 2011 4 g7 2 62 0.8%
Mazza 2006 4 25 0 26 0.3%
Mohs 2001 3 24 16 27 3.1%
Rogers 19498 343N 11 162 3.0%
Seltzer 2004 148 95 5 57 1.9%
Tariot 2001 11 103 19 105  28%
Yiinblad 2001 10 142 9 144 1%
Winblad 2006 20 128 8 120 24%
Subtotal (95% CI) 2678 2140 35.3%
Total events 294 155

Heterogeneity: TauF= 0.00; Chif= 1469, df= 17 (P= 0.62); F= 0%
Testfor overall effect: Z= 3.65 (P = 0.0003)

2.1.2 Galantamine

Erodaty 2005 24 336 15 320 3%
Burns 2009 an 207 31 200 3.9%
Liu 2003 2 50 i 52 0.3%
Raskind 2000 116 423 16 213 IT%
Rockwood 2001 66 261 5 128 2.1%
Tariot 2000-16+24mg 46 652 20 286 3T%
Wilcock 2000 T4 438 19 215 3.9%
Wilkinson 2001 A3 188 a ar 2.8%
Subtotal (95% CI) 2455 1498  23.4%
Total events 416 114

Heterogeneity: Tau®= 0.30; Chi®= 29.47, df=7 (P = 0.0001), F= 76%
Testfor averall effect: Z= 3.21 (P = 0.001)

2.1.3 Rivastigmine capsule

Feldrman 2007 63 456 200 237 3E%
Rosler 194949 a5 142 16 239 3.6%
YWinblad 2007 26 294 18 302 33%
Subtotal (95% CI) 992 763  10.7T%
Total events 144 54

Heterogeneity TauF=01%5; Chi*= 609, df=2 (P=0.05); F=67%
Testfar overall effect: 7= 252 (F=0.01)

2.1.4 Rivastigmine patch

Makatmura 2011 34 287 21 288 3.6%
Wiinblad 2007 patch 62 594 18 302 IT%
Subtotal (95% CI) 881 590 7.3%
Total events 96 39

Heterageneity, Tau®= 0.00; Chi*= 0.04, df=1 (P = 0.84) F=0%
Testfar averall effect: 7= 2.83 (P = 0.005)

2.1.5 Memantine

Bakchine 2008 28 g 6 152 2.2%
Grossherg 2013 34 342 21 335 3.6%
Herrmann 2013 14 182 10 18F 2.8%
Peskind 2006 19 20 10 Z0Z 2.6%
Parsteinsson 2008 13 7 17 216 2.8%
Reisherg 2003 22 126 13 126 3.0%
Tariot 2004 15 203 25 I 3.2%
wan Dyck 2007 22 178 23 172 3.5%
Subtotal (95% CI) 1767 1591  23.2%
Total events 168 125

Heterogeneity: Tau?= 0.11; Chi*=13.74, df=7 (F = 0.06), F=49%
Test for overall effect, Z=1.30F=0.1%9)

Total (95% Cl) 8773

Total events 1118 487
Heterogeneity: Tau= 0.11; Chi*= 74,945, df= 38 (P = 0.0003); F= 49%
Test for averall effect: 7= 464 (P = 0.00001)

Testfar subgroup differences: Chif=48.22, df= 4 (P=027, F=234%

6582 100.0%

1.79[1.05, 3.04]
1.38[0.91, 2.09]
1.35[0.58, 3.11]

2,40 [0.50, 12.44]
3.19[0.85, 11.85]
1.40[0.33, 8.00]
1.93[0.18, 20.89]
1.02[0.51, 2.03]
1.39[0.64, 3.04]
0.32 [0.01, 7.68]
1.85[0.35, 9.74]

9.35[0.53, 165.12]
1.46 [0.79, 2.69]
1.61[0.84, 3.09]
1.78 [0.68, 4.64]
0.59[0.30,1.18]
1.13[0.47, 2.69]
2.341.07,5.17)
1.42[1.18,1.72]

1.7 [0.84, 2.94]
0.94 [0.59, 1.49]
5.20[0.26, 105.62]
165 [2.22, 8.00]
B.32 [2.61, 15.30]
1.19[0.72,1.97]
204 [1.27,3.28]
2.1 [1.45, 5.86]
2.12 [1.34, 3.36]

1.53[0.95, 2.47]
3.39[2.00, 5.75]
1.48[0.83, 2.69]
1.98 [1.16, 3.36]

1.62[0.97,2.73]

1.75 [1.06, 2.91]
1.69 [1.18, 2.43]

2.23[0.94, 5.27]
1.59[0.94, 2.67]
1.54 [0.71, 3.34]
1.81[0.91, 4.00]
0.76[0.38,1.53]
1.69 [0.89, 3.21]
0.59[0.32,1.09]
0.92 [0.54, 1.60]
1.24[0.90,1.72]

1.58 [1.35, 1.86]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Acetylcholinesterase inhibitors vs placebo - MMSE (AD mild-moderate)

Meta-analysis

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.6.1 Donepezil
Fralich 2011 0.9 329 138 -0 337 145 5.7% 1.00[0.22,1.78]
Gault 2015 1 2.68 BE  0.47 27 67 4.6% 0.53 [-0.38,1.44] T
Gault 2016 1.29 276 B3 0.56 283 43 5.0% 0.73[0.13,1.59] T
Haig 2014 1.4 27 54 1.1 2649 56 4.0% 0.30[-0.71,1.31] -
Mazza 2006 1.2 44576 25 -0.25 4.9021 26 0.8% 1.45[-1.12,4.02] —
Rogers 1998 0.4 31 1480 -1 31 154 6.5% 1.40[0.70, 2.10]
Tariot 2001 -0.1 4 103 -0.8 4 102 3.6% 0.70[-0.40,1.80] I
Subtotal (95% CI) 605 648  30.3% 0.88 [0.53, 1.23] . 2
Heterogeneity, Tau® = 0.00; Chi®= 447, df=6 (P = 0.61), F= 0%
Testfor overall effect: 7= 4 96 (P = 0.00001)
1.6.2 Galantamine
Liu 2003 2 4 50 0.1 0.3 52 3.5% 1.80 [0.78, 3.01] e
Subtotal (95% CI) 50 52 3.5% 1.90 [0.79, 3.01] .
Heterogeneity: Mat applicable
Testfor overall effect: £= 3.35 (F = 0.0008)
1.6.3 Rivastigmine capsule
Agid 1998 014 31 M4 a 26 117 1% 0.14 [-0.50,0.78] b
Feldman 2007 -0.2 36 454 14 36 227 T.H% 1.20 [0.63,1.77] i
Mowla 2007 1.1 1.4 34 -05 0.5 32 8.8% 1.60[1.10,2.10] I
Rosler 1599 n.z 35 242 -05 36 239 T.2% 070 [0.07,1.33] ——
Winblad 2007 0.8 3.2 2496 ] 38 I8 8.0% 0.80[0.23,1.37] —
Subtotal (95% CI) 1200 896  39.0% 0.91 [0.42, 1.40] <
Heterogeneity, Tau®=0.22; Chi®=14.23, df= 4 (P=0.007), F=72%
Testfor overall effect: 7= 3 65 {F=0.0003)
1.6.4 Rivastigmine patch
Makamura 2011 i 29 246 -03 28 291 8.8% 0.30[-0.20, 0.80] T
Winblad 2007-10cm2 1.1 33 240 ] 35 140 G.4% 1.10[0.38, 1.81] _—
Winblad 2007-20cm2 0.9 34 262 i 35 14 6.4% 0.80 [0.18, 1.61] I
Subtotal {95% CI) 758 532 21.6% 0.71[0.20,1.22] <
Heterogeneity: Taur=010; Chi*= 389, df=2 (P=014); F=449%
Testforaverall effect: Z=2.73 (P = 0.008)
1.6.5 Memantine
Porsteinsson 2008 -0.2 642 M0 -06 617 188 3.0% 0.40[-0.82,1.63] R E—
Wilkingan 2012 -0.43  5E51 133 -0.74 576 144 2.6% 0.31 [-1.03, 1.658] I
Subtotal (95% CI) 343 342 5.6% 0.36 [-0.54, 1.26] -
Heterageneity: Tau*=0.00; Chi*=0.01, df=1 (P=082) F=0%
Testforoverall effect Z=0.78 (P =0.44)
Total {95% CI) 2056 2470 100.0% 0.86 [0.62, 1.10] [ 2
Heterogeneity: Tau®= 0.10; Chi*= 2916, df= 17 (P = 0.03); F= 42% 54 52 D é ji
Testfor averall effect: 2= 7.04 {F = 0.00001) Favours [PL] Favours [ADD]

Testfor subaroup differences: Chit=4.92, df= 4 (P= 0300, F=18.7%
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Acetylcholinesterase inhibitors vs placebo — ADAS-Cog (AD mild-moderate)

Meta-analysis

ADD PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.7.1 Donepezil
Burns 19499 -1.3 545 154 1.7 55 264 4.3% -0.84 [0.72,-0.37] —
Frolich 2011 -1.1 241 188  -0.3 536 163 3.6% -0.15 [-0.37, 0.07] —
Gault 2014 -3.27 592 64 -0.78 587 A 21% -0.42 [0.¥7,-0.07]
Gault 2016 -3.56 .69 B3 -0.76 6.99 98 24% -0.41 [0.72,-0.08]
Haig 2014 -4.32 5.81 54 186 5.69 56 1.9% -0.47 [-0.85,-0.08]
Homrna 2000 -22 65 132 0.5 63 126 32% -0.42 [F0.67,-017] —
Johannsen 2006 0.65 6.11 94 0.4 B.14 98 27% 0.04 [0.24,0.32] I
Maher-Edwards 2011 -1.48 5.89 65 -0.3 5.89 56 2.0% -0.20 [-0.56, 0.16] —
Moraes 2006 -7.3 17.0183 17 3.8 244325 18 07% -0.51[-1.19, 0.186] —
Rogers 19498 -1.1 54 140 1.8 54 183 34% -0.54 [0.76,-0.31] —
Selzer 2004 -1.6 47 91 0.7 4.6 g8 2.2% -0.49 [0.83,-0.158]
Tune 2003 -3.65 5.03 14 -1.56 2.07 13 06% -0.52 [-1.249, 0.25]
Subtotal (95% CI) 1161 1165 29.1% -0.37 [-0.49, -0.25] <&
Heterageneity, Tau®=0.02; Chi*=18.87, df=11 (F = 0.08); F=45%
Test for overall effect Z=6.12 (P < 0.00001)
1.7.2 Galantamine
Brodaty 2005 -1.45 576 887 1.2 568 206 48% -0.46 [-0.60,-0.32] i
Raskind 2000 -1.65 566 399 2 G647 207 43% -0.61 [0.78,-0.44] -
Rockwood 2001 -1.1 51 238 0.6 483 120 35% -0.34 [0.56,-0.12] I—
Rockwood 2006 -1.6 5.38 62 033 5.49 65 2.1% -0.35 [F0.70,-0.00]
Tariot 2000-24my -1.04 588 EB32 1.7 6.23 255  48% -0.46 [0.60,-0.31] —_—
Wilcock 2000 -0.65 599 437 2.4 601 215 4.4% -0.41 [0.67,-0.34] —
Wilkingon 2001 -0.65 6.09 187 1.6 6.34 82 3.0% -0.36 [0.63,-0.10] e
Subtotal (95% CI) 2543 1240 27.0% -0.47 [-0.54, -0.40] L
Heterogeneity, Tau®=0.00; Chi*= 538, df=6 (P = 0.50); F= 0%
Testfor overall effect: £=13.36 (P = 0.00001)
1.7.3 Rivastigmine capsule
Corey-Bloom 19588 1.34 598 464 409 .01 234 46% -0.46 [0.62,-0.30] —
Feldman 2007 0.4a T3 455 28 72220 45% -0.32 [-0.48,-0.158] e
Rosler 1939 -0.3 6.8 242 1.3 7238 47% -0.23[0.41,-0.08] —
Winhblad 2007 -0.6 6.2 253 1 B8 281 4.4% -0.24 [[0.42,-0.07] —_—
Subtotal (95% CI) 1414 973  17.6% -0.32 [-0.42, -0.21] &>
Heterogeneity: Tau®= 0.00; Chi*= 4.60, df= 3 (P = 0.20), F= 35%
Test for owerall effect: £=6.01 {F = 0.00001)
1.7.4 Rivastigmine patch
Makamura 2011 01 5 768 1.3 51 265  4.4% -0.24 [0.41,-0.07] —
Winhlad 2007-10cm2 -0.6 6.4 248 1 68 140 37% -0.24 [0.45,-0.04] I
Winhlad 2007-20cm2 -1.6 645 262 1 68 141 3.8% -0.39 [0.60,-0.18] —
Subtotal (95% CI) 778 546  11.9% -0.28 [0.40, -0.17] &
Heterogeneity: Tau®=0.00; Chi*=1.50,df=2 (P=047); F=0%
Testfor overall effect: Z=5.01 (P = 0.00001}
1.7.5 Memantine
Bakchine 2008 -1.93 671 268 -1.08 .27 135  38% -0.13 [-0.34, 0.08] ——
Dysken 2014 0.4 71 104 0.8 7.2 89 27% -0.04 [-0.32,0.24] i —
Peskind 2006 -0.8 782 195 1.1 7B 188 38% -0.24 [0.44,-0.04] —
Porsteinsson 2008 0.6 1311 214 1.2 1207 2113 40% -0.05[-0.24,0.14] T
Subtotal (95% CI) 782 635 14.4% -0.12 [-0.23, -0.02] &
Heterogeneity: Tau®=0.00; Chi*=2.30,df=3 (P =051} F=0%
Testfor overall effect: Z=2.28 (P=0.02)
Total {95% CI) 6678 4559 100.0% -0.34 [-0.40, -0.28] L 2
Heterogeneity: Tau®= 0.01; Chi*= £5.33, df= 29 (P = 0.0001); F= 56%

Testfor overall effect: Z=10.86 (P = 0.00001}
Testfor subaroup differences: Chi®= 31.01, df= 4 (P = 0.00001%, F=87.1%

R

Favours [ADD]

| ,
05 0 0.5
Favours [PL]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Acetylcholinesterase inhibitors vs placebo — ADCS-ADL (AD mild-moderate)

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.8.1 Donepezil
Gault 2015 295 B.A9Y 66 1.58 T.04 67 5.7% 1.37 F1.01,3.75] ]
Gault 2016 214 a.6 59 -1.79 BJ1E6 g9 6.3% 3.8301.71,6.148]
Haig 2014 2.2 B.A1 54 04 643 56 5.4% 1.80 [0.67, 4.27] ]
Subtotal {95% CI) 179 212 17.5% 2.43[0.83, 4.03] -
Heterogeneity: Tau®= 0.55; Chi*= 2.77, df=2 (P = 0.25); F= 28%
Testfor averall effect: 2= 2.88 (P = 0.003)
1.8.2 Galantamine
Brodaty 2005 -1 078 242 -27  B493 258 134% 1.70[0.60, 2.80] —
Liu 2003 -1 T.496 50 0 Ba4 52 3E6%  -1.00[4.21,2.21] -1
Tariat 2000-16mg -0.7 788 255 38 971 13 T.E% 310[1.17,5.03] —
Tariot 2000-24mg -1 8954 253 -38 971 13 7% 2.30[0.26, 4.34] —_—
Subtotal (95% CI) 800 572 31.T% 1.86 [0.67, 3.06] i
Heterogeneity, Tau®= 0.7, Chi*= 489 df=3 (P =018}, I*= 39%
Test for overall effect; £2=3.06 (P =0.002)
1.8.3 Rivastigmine capsule
Winhlad 2007 -0.4 95 254 -23 94 281 9.5% 1.80[0.20, 3.40] e
Subtotal (95% CI) 254 281 9.5% 1.80 [0.20, 3.40] ~l—
Heterogeneity; Mot applicable
Testfor overall effect: Z=2.20 (P = 0.03)
1.8.4 Rivastigmine patch
Winhlad 2007-10cm2 -0 91 247 213 94 140 T.E% 2.20[0.27,4.13] —
Winhlad 2007-20cm2 o 116 263 -23 94 141 6.9% 2.301[0.21, 4.39] e —
Subtotal (95% CI) 510 281 14.5% 2.25[0.83, 3.66] i
Heterogeneity, Tau®= 0.00; Chi*=0.00, df=1 {F = 0.95); F= 0%
Testfor overall effect: 2= 3.11 (P =0.002)
1.8.5 Memantine
Bakchine 2008 -1.88 815 267  -21  BA7 134 8.2% 012 [F1.70,1.94] e
Peskind 2006 -289 1078 186 -3 1083 188 6.7% 010 [F2.03,2.23] I E—
Peters 2015 -6.9 129 34 -62 131 el 2.8%  -0.70[-4.40,3.00]
Paorsteinsson 2008 -3 88 214 -249 a8 3 91%  -010[1.77,1.57] T
Subtotal {95% CI) 7 641 26.8%  -0.03 [-1.05, 0.99] £
Heterogeneity: Tau®= 0.00; Chi*= 017, df= 3 (P = 0.98); F= 0%
Testfor averall effect: 2= 0.06 {F = 0.55)
Total (95% CI) 2514 1987 100.0% 1.50 [0.83, 2.17] o
Heterogeneity; Tau®= 0.66; Chi*= 20032, df= 13 (P = 0.09); F= 36% 54 !2 7 152 i
Testfor overall effect: 2= 4 .40 (F = 0.0001) Favours [PL] Favours [ADD]

Testfor subaroup differences: Chi#=11.28, df= 4 (P=0.02), F= 64.5%
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Acetylcholinesterase inhibitors vs placebo — NPl (AD mild-moderate)

Meta-analysis

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.9.1 Donepezil
Gault 2015 -1.82 845 66 -3 8A 67 4.7% 1.08 [1.80, 3.96] I
Gault 2016 -3 10.82 69 0.3 THE? 98 4.4% -3.40[6.37,-0.43]
Haig 2014 -0.7  T.05 54 -089 B896 56 5.6% 0.20[2.42 283 -
Johannsen 2006 -2.08 8492 94 079 BE9E 97 589% -2.87[5.41,-0.33] —
Tariat 2000-16mg -0 1.8 255 21135 13 6.5%  -2.10[4.52, 037 —
Tariot 2000-24mg o 127 2453 21135 13 6.1%  -2.00 [-4.50,0.50] —
Tune 2003 54 178 14 265 14 13 0.3% 275[8.28 1479
Subtotal (95% CI) 805 593  33.5% -1.50[-2.79,-0.21] s 2
Heterogeneity, Tau*= 081, Chi*=8.26 df=6(P=0232%, P=2T%
Testfor overall effect Z2=2.28 (P =0.02)
1.9.2 Galantamine
Brodaty 2005 -08 11.36 242 0B 9496 258 10.3%  -1.50[-3.38,0.38] T
Rockwood 2001 -0.4 105 261 05 76 125 11.3%  -0.90 [2.69, 0.89] e
Tariot 2000-24mo o 127 253 2 1135 263 8.6%  -2.00[-4.08, 0.08] -]
Subtotal {95% CI) 756 646 30.1% -1.41[-2.51,-0.31] &
Heterogeneity: Tau®= 0.00; Chi*= 063, df=2 (P = 0.73), F= 0%
Testfor averall effect: 2= 2.52 (P = 0.01)
1.9.3 Rivastigmine capsule
Winhlad 2007 -22 118 283 1.7 138 21 T.9%  -0.50[2.68 1.68] T
Subtotal {95% CI) 253 281 7.9%  -0.50[-2.68, 1.68] L 2
Heterogeneity: Mot applicable
Testfor averall effect: 2= 0.45 (P = 0.65)
1.9.4 Rivastigmine patch
Winhlad 2007-10cm2 1.7 118 248 17 138 140 5.3% 0.00 F2.70,2.70] T
Winhlad 2007-20cm2 -23 133 283 17 138 141 50%  -0.60[3.39,219] T
Subtotal {95% CI) 511 281 10.3%  -0.29[-2.23,1.65] 49
Heterogeneity: Tau®= 0.00; Chi*=0.09, df=1 (P = 0.76);, F= 0%
Testfor overall effect: Z=0.29 (P =0.77)
1.9.5 Memantine
Bakchine 2008 -26 95 124 -31 g 73 5.4% 0.50 F2.16, 3.16] -
Dysken 2014 -0 125 108 13 126 a9 3% 0.80 [2.75, 4.35] T
Herrmann 2013 -39 1564 159 -513 158 165 34% 1.23[2.19, 4.65] I E—
Peskind 2006 -1.4 16458 191 21 16.82 190 35% -3.480[6.85,-019] —
Parsteinsson 2008 1.1 1949 12 0.3 1962 209 28% 0.80 [2.94, 4.54] I —
Subtotal (95% CI) 791 726 18.3%  -0.04 [-1.72, 1.64] <
Heterogeneity, Tau= 084, Chi*=5.19, df=4 (FP=0.2373, P = 23%
Testfor overall effect: Z=0.05 (P = 0.56)
Total (95% CI) 316 2527 100.0% -1.01 [-1.65, -0.37] [ ]
Heterogeneity: Tau*= 011, Chi*=18.03, df =17 (P =0.39);, F= 6% ! t

Test for overall effect: Z2=3.11 (P =0.002)
Testfor subgroup differences: Chi®=3.09, df= 4 (P =0.484), F=0%

A0 -5 0 L
Favours [ADD] Favours [PL]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Acetylcholinesterase inhibitors vs placebo — CIBIC+ (AD mild-moderate)

Meta-analysis

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.10.1 Donepezil
Burns 19949 418 0499 544 452 0499 274 11.5%  -0.34 048 -0.200 I
Rogers 1998 411 098 298 451 099 152 8.2% -0.40[0.59, -0.21] —_—
Subtotal (95% Cl) 842 426 19.6% -0.36 [-0.48, -0.25] <
Heterogeneity: Tau®=0.00; Chi*=0.24, df=1 (P=0.62); F= 0%
Testfor averall effect Z=6.14 (P = 0.00001})
1.10.2 Galantamine
Bradaty 2005 421 108 593 435 114 301 106%  -014[-0.30, 007 —
Raskind 2000 413 096 347 438 0499 196 95% -0.25[0.42 -0.08] I
Roaockwaod 2001 3492 08 240 426 09 123 84% -0.34[0.53, -0.119] I
Rockwood 2006 367 1 A1 412 044 afd} 33%  -0.4a[0.80 -0.10]
Wilcock 2000 422 099 437 451 089 25 101%  -0.29[045-013] I
Subtotal (95% Cl) 1688 900 41.9% -0.26 [0.34, -0.17] &
Heterogeneity: Tau®=0.00; Chi*=4.27, df =4 (F=0.37), F= 6%
Test for averall effect: Z=5.99 (P = 0.00001)
1.10.3 Rivastimine
Carey-Eloom 1998 422 124 464 449 125 234 8.0% -0.27 [F0.47,-0.07] —_—
Feldman 2007 4 13 444 45 1.3 216 T2% -050[071,-0.249] E—
Rosler 1899 408 162 452 438 124 230 G9% -0.30[0.52 -0.08] I
Subtotal (95% Cl) 1360 680 221% -0.35[-0.50, -0.21] <
Heterogeneity: Tau®=0.00; Chi*= 277, df= 2 (F=0.28), F= 28%
Test for averall effect: Z=4.90 (P = 0.00001)
1.10.4 Memantine
FPeskind 2006 42 0496 196 452 108 197 7.8%  -0.32[0.482-0137) I
Farsteinsson 2008 4.38 1 214 442 088 213 A6% -004[-023 0119] — 1
Subtotal (95% Cl) 410 410 16.3%  -0.18[-0.45,0.10] -
Heterageneity: Tau®=0.03; Chi*=4.04, df=1 (P = 0.04); F= 75%
Testfor averall effect Z=1.27 (P =0.20)
Total (95% CI) 4300 2416 100.0% -0.29 [-0.36, -0.22] L 2
Heterogeneity: TauE=0.01; Chif=17.43, di= 11 (P=010); *F= 37% 51 —D=5 1 D=5 1=

Testfor overall effect: Z=8.29 {F = 0.00001)
Testfor subaroup differences: Chif= 332, df= 3P =034, F=97%

Favours [ADD] Favours [PL]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Acetylcholinesterase inhibitors vs placebo — Discontinuation due to adverse events (AD mild-moderate)

ADD
Events Total

PL
Events Total Weight

Risk Ratio

Study or Subgroup M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

2.2.1 Donepezil

Burns 1999 74 544 27 274 G.0% 1.3810.91, 2.09]
Gault 2015 ] 68 2 68 1.1% 2.50[0.580,12.44]
Gault 2016 7 76 3104 1.5% 3.19[0.85, 11.95]
Haig 2014 4 G0 3 63 1.3% 1.40[0.33, 6.00]
Haomma 2000 2 138 1 1A 0.5% 1.93[0.18, 20.949]
Krishnan 2003 ] 34 1 33 0.3% 0.32[0.01, 7.68]
Maher-Edwards 2011 4 67 2 62 1.0% 1.85[0.35,9.79]
Mazza 2006 4 25 0 26 0.4% 9.35[0.53,165.12]
tahs 2001 23 214 16 217 4.3% 1.46[0.79, 2.68]
Rogers 1998 34 3N 11 182 4.0% 1.61 [0.84, 3.09]
Seltzer 2004 15 95 5 57 2.5% 1.78[0.68, 4.64]
Tariot 2001 11103 13 105 38% 0.591[0.30,1.18]
Winblad 2001 10 142 9 144 28% 1131[0.47, 2.69]
Subtotal {95% CI) 1876 1446  29.5% 1.36 [1.07,1.72]
Total events 193 99

Heterogeneity: Tau®= 0.00; Chi®=11.33, df=12 {(P=0.50); F=0%
Testfar overall effect: Z=2.51 (P =0.01)

2.2.2 Galantamine

Brodaty 2004 24 376 15 320 4.2% 1.67[0.84, 2.94]
Liu 2003 2 50 0 52 0.3% 5.20[0.26, 105.62]
Raskind 2000 116 423 16 213 5.2% 365[2.22, 6.00]
Rockwood 2001 BB 261 5 125 2.8% 6,32 [2.61,15.30]
Tariot 2000-16+24rmg 46 552 20 286 5.2% 1191[0.72,1.97]
Wilcock 2000 79 438 183 215 5.4% 2041.27, 3.298]
Wilkinson 2001 53 1498 8 a7 3IT% 2.811[1.45, 5.86]
Subtotal {95% CI) 2248 1298 26.9% 243 [1.57, 3.75]
Total events 386 a3

Heterogeneity: Tau®= 0.20; Chi*=17.76, df= 6 (P = 0.007); F= 66%
Testfar overall effect: Z=4.00 (P = 0.0001)

2.2.3 Rivastigmine

Feldman 2007 63 456 00 222 5.4% 1.63[0.95, 2.47]
Makarmura 2011 34 287 21 288 5.0% 1.621[0.97,2.73]
Rosler 1993 55 242 16 238 5.0% 3.39[2.00,5.75]
Winblad 2007 26 294 18 302 46% 1.481[0.83, 2.659]
Subtotal {95% CI) 1279 1051 20.0% 1.88 [1.28, 2.77]
Total evants 178 il

Heterogeneity: Tau®= 0.08; Chi®= 648, df= 3 (P=0.09); F= 54%
Testfor overall effect; £=3.22 (P = 0.001)

2.2.4 Rivastigmine patch

Makamura 2011 4 287 21 288 5.0% 1.62 087, 273
Winhlad 2007 patch A2 ad4 18 302 5.2% 1.75[1.06, 2.91]
Subtotal (95% CI) 881 500  10.2% 1.69[1.18,2.43]
Total events EL3] 39

Heterageneity: Tau®= 0.00; Chif=0.04, df=1 (P=084) F=0%
Testfor overall effect: £=2.83 (P = 0.0048)

2.2.5 Memantine

Bakchine 2008 28 318 B 152 2.9% 2.23[0.94,5.27]
Herrrmann 2013 15 182 10 187 33% 1.54[0.71,3.34]
Peskind 2008 19 201 10 202 3.5% 1.91 [0.91, 4.00]
Parsteinsson 2008 13 217 17 216 IT% 0.76[0.38,1.53]
Subtotal (95% CI) 918 757  13.4% 1.45 [0.89, 2.35]
Total evants 75 43

Heterogeneity: Tau®=0.09; Chi*=4 80, df= 3 (P=019); F= 38%
Testfor overall effect. Z=1.50(F=0.13)

Total (95% CI) 7202

Total evants 928 338
Heterogeneity, Tau®=0.08; Chi®= 5092, df= 28 {P=0.007); F= 43%
Testfor overall effect £=6.18 (F = 0.00001)

Testfor subgroup differences: Chi*=6.26, dfi= 4 (P=018), F=361%

5142 100.0% 1.75[1.47, 2.09]

*

*

0.01

01

10

100

lower risk [PL] higher risk [ADD]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Acetylcholinesterase inhibitors vs placebo - MMSE (AD moderate-severe)

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.11.1 Donepezil
Black 2007 07 33 1480 o 33 141 187% 0.70[-0.08, 1.48] =
Feldman 2001 1.4 4 13 -04 4138 126% 1.80[0.85, 2.749] I
Gauthier 2002 15 4249 91 -0.56 4 100 8.7% 2.06[0.88, 3.24] E—
Jia 2017 1.7 33 1480 1 34 151 187% 0.70[-0.08, 1.48] =
Winhlad 2006 1.1 33 120 01 33 120 15.9% 1.000[0.17,1.83] —
Subtotal (95% Cl) 642 651 T4.6% 1.15 [0.64, 1.66] <&

Heterageneity: Tau®=0.14; Chi*=6.80, df=4 (P=0.158); F= 1%
Testfor averall effect: Z=4.40(F = 0.0001)

1.11.4 Memantine

Fox 2012 09 a4 72 -0a 872 T1.8% 1.40[-1.63, 4.33] ]
Reisherg 2003 -0a 24 1240 12 302 124 223% 0.70[0.02,1.38] il
Wang 2013 1.2 28 1 -04 4 11 1.6% 1.60[-1.22 4.42] I
Subtotal (95% CI) 207 212 254% 0.78 [0.14, 1.42] S

Heterageneity: Tau®=0.00; Chi®=0.559, df= 2 (P = 0.76); F= 0%
Testfor averall effect: Z=2.38 (P =0.02)

Total (95% CI) 849 863 100.0% 1.03 [0.67, 1.39] L 2
Heterageneity: Taw?= 0.03; Chi*=8.00, df=7 (F=0.33); F=12% 54 52 5 é i
Test for averall effec.t Z=5586(P < 0.00001) Favours [PL] Favours [ADD]
Testfor subaroup diferences: Chif= 0.76, df=1 (P =038, F=0%

Acetylcholinesterase inhibitors vs placebo — ADCS-ADL (AD moderate-severe)

ADD PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.13.1 Donepezil
Black 2007 1.8 BB 151 -25 BB 140 B.8% 0700582, 2.27] —
Homma 2008-10mg  -0.3 575 92  -11 505 &1  GB6%  0.80[1.02, 2.62] —_—
Horrma 2008-5mg -01 588 98 11 505 A1 BE%  1.00[0.582, 2.87] e
Winblad 2006 15 45 128 28 A5 120 117% 1,40 [0.14, 2.66] —
Subtotal {95% CI) 467 362 33.7%  1.04[0.26, 1.81] -

Heterogeneity: Tau? = 0.00; Chi*= 0.58, df= 3 (P = 0.90); F= 0%
Test for overall effect 7= 2.63 (P = 0.008)

1.13.2 Galantamine

Burns 2009 113 462 207 157 462 200 18.0%  -0.44[1.34, 0.46] —=r
Subtotal {35% ClI) 207 200 18.0%  -0.44 [1.34, 0.46] -

Heterageneity: Mot applicable
Testfor overall effect Z2=0896 (P=0.34

1.13.4 Memantine

Grossherg 2013 -0y B8 33 13 B8 328 148% 0.60[-0.45, 1.64] T
Homma 2007 -1y 62 100 -169 46 107  8.0%  -0.01[-1.62 1.60] 1
Reisherg 2003 -31 B3 124 52 B33 123 A% 2101[0.46, 3.74] -
Tariot 2004 -2 704 188 -34 VA 147 10.0% 1.40[-0.00, 2.80] |
wan Cyck 2007 -2 788 171 -2F YT 185 TE% 0.70[-0.96, 2.36] I
Subtotal (95% CI) 924 920 48.3% 0.91 [0.27, 1.55] <

Heterogeneity: TauF=0.02; Chi*=4.14, df= 4 (P =0.39), F=3%
Test for averall effect £= 277 (P = 0.008)

Total (95% CI) 1598 1482 100.0% 0.71[0.20, 1.22] L 2
Heterogeneity: Taur= 0.16; Chi*=11.97, df=9 (P =0.21); F= 25% 54 52 I é j‘
Testfar overall effect £=2.74 (P = 0.006) Favours [PL] Favours [ADD]
Testfor subaroup differences: Chif= 724, df= 2(P=003, F=71.4%
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Acetylcholinesterase inhibitors vs placebo — NPl (AD moderate-severe)

Meta-analysis

ADD PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.14.1 Donepezil
Elack 2007 -1.91 1645 183 -331 16486 144 11E6% 1.40[-2.36, 9.16] B el
Feldman 2001 -4 BY 1371 144 1 1371 146 138% -5.B7 [-8.83,-2.51] I —
YWinblad 2006 -38 1245 128 -2 12058 120 143% -1.70[-4.75,1.39] 71
Subtotal (95% Cl) 425 410 39.7% -2.09 [-5.97,1.79] -
Heterogeneity: Tau®=8.89;, Chi*=8.25 df =2 {P=002); P=76%
Testfor overall effect: Z=1.05 {F = 0.29)
1.14.4 Memantine
Fox 2012 -18.7 2284 73 -B3 2568 G5 38% -1040[18.46,-2234] ——————
Grossherg 2013 43 146 318 16 127 3 18E6% -270[-4.82,-0.58] —
Reisheryg 2003 05 1576 120 38 1606 118 107% -330F7.33,073) —
Tariot 2004 -01 1381 183 37 1361 183 157% -380[-6.43,-1.07] I
wan Dyck 2007 1 165 161 11 1737 184 116% -010[3.84, 3.64] — T
Subtotal (95% Cl) 865 848 60.3%  -3.00 [-4.85,-1.14] . 2
Heterogeneity: Tau®=1.39; Chi*=45.88, df=4 (P=0.21); F=32%
Test for overall effect Z2= 317 (P =0.002)
Total (95% CI) 1290 1258 100.0%  -2.72 [4.43, -1.00] <5
Heterogeneity: TauF= 295, ChiF=14.37, df =7 (F=0.04); F= 51% T a0 b A -

Test for overall effect: Z2=3.11 (P = 0.002)
Test for subaroup differences: Chif= 017, df=1 (P =068, F=0%

Favours [ADD] Favours [PL]

Acetylcholinesterase inhibitors vs placebo — CIBIC+ (AD moderate-severe)

ADD PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.15.1 Donepezil
Gauthier 2002 4 119 98 455 1.08 105 104% -0.59[0.86,-0.24] —_—
Subtotal (95% Cl) a8 105 10.4% -0.55[-0.86, -0.24] -
Heterogeneity: Mot applicable
Testfor averall effect 2= 3.44 (P = 0.0006)
1.15.4 Memantine
Grossberg 2013 38 1.2 333 41 1.2 328 304% -0.30[0.48-0137] =
Reisherg 2003 45 112 118 48 109 118 128% -030[-058,-0.02] —
Tariot 2004 441 104 198 466 1.05 196 24.0% -0.259[0.46,-0.04] —
wan Dwck 2007 43 I 16 1 183 222% -0.30[0.51,-0.09] ——
Subtotal (95% Cl) 820 805 89.6% -0.29[0.39,-0.18] L J
Heterageneity: Tau®=0.00; Chi*=0.17, df= 3 (P = 0.98); F= 0%
Testfor averall effect: Z=5.26 (P = 0.00001)
Total (95% CI) 918 910 100.0% -0.31[-0.42, -0.21] L ]
Heterogeneity: Tau®=0.00; Chi®= 2.60, df= 4 (P = 0.63); F= 0% iz 51 1 1= 152

Test for overall effect: Z=6.09 {F = 0.00001)
Testfor subaroup differences: Chif= 243, df=1(P=012), F=58.59%

Favours [ADD]

Favours [FL]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Acetylcholinesterase inhibitors vs placebo — Discontinuation due to adverse events (AD moderate-severe)

ADD PL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 85% CI|
2.4.1 Donepezil
Black 2007 34 176 18 167 120% 1.79[1.05 3.08] I
Feldman 2001 12 144 9 146 BT% 1.35[0.58, 3.11] I
Hormma 2008-5+10rmg 21187 11 1068  B8% 1.021[0.51,2.03] -t
Jia 2017 14 1587 10 1586 7.4% 1.39[0.64, 3.04] 1
Winhlad 2006 20 128 8 120 TA% 234 [1.07,512 —
Subtotal (95% CI) 802 694 42.3% 1.54 [1.13, 2.10] &
Total events 101 L]

Heterogeneity: Tau®= 0.00; Chi*=2.97 df=4 (P=0456) F= 0%
Testfor overall effect. £=2.73 (P = 0.0086)

2.4.2 Galantamine

Burns 2009 3o 207 3200 138% 0.54 [0.59,1.49] —
Subtotal (95% CI) 207 200  13.8% 0.94 [0.59, 1.49] L 3
Total events ] H

Heterageneity: Mot applicable
Testfor overall effect Z=028(F=0.78)

2.4.3 Memantine

Grossherg 2013 34 342 21335 122% 1.59[0.94, 2.67] =
Reisherg 2003 22 128 13 126 87% 1.691[0.89, 3.21] T
Tariot 2004 15 203 25 201 103% 0.591[0.32,1.09] T

wan Dyck 2007 22 178 23172 1M1T7% 0.92[0.54, 1.60] —
Subtotal (95% CI) 849 834 43.9% 1.10 [0.69, 1.77] L 3
Total events 93 az

Heterogeneity: Tau*=0.14; Chi*=7.93 df= 23 (P=0.058) F=62%
Testfor overall effect: Z= 042 {(F = 0.68)

Total {95% CI) 1858 1728 100.0% 1.24 [0.97, 1.59] .

Total events 224 1649

Heterogeneity; Tau®= 0.06; Chi*=14.73, df= 9P = 0103 IF= 39% Ium 0?1 150 1DEI=
Test for overall effect: Z=1.68 {F = 0.09) lower risk [PL] higher risk [ADD]

Testfor subgroup differences: Chi= 3480, df= 2 (F=017), F= 42.9%
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

REVIEW QUESTION 15b. What is the safety and efficacy of acetylcholinesterase inhibitors and
memantine for the treatment of cognitive symptoms in people with Mild cognitive impairment

(MCI) and how should they be monitored?

Donepezil for Mild cognitive impairment — MMSE

Mean Difference
IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

ADD PL
Study or Subgroup Mean SD Total Mean SD Total Weight
1.2.1 Donepezil
Dioody 2009 01 389 379 0 389 373 421%
Ozenli 2007 0.3 1.34 26 0.4 1.07 25 193%
Fetersen 2005 -2.31 372 253 -Z¥a 404 259 2BE%
Subtotal (95% Cl) 658 662 100.0%
Heterageneity: Tau®=0.00; Chi*=1.29, df=2 (P =0.593); F= 0%
Testfor averall effect Z=0.76 (P =0.45)
Total (95% CI) 658 662 100.0%

Heterogeneity: Tau®=0.00; Chi®=1.29,df =2 (P=053), F= 0%
Testfor averall effect Z=0.76 (P = 0.45)
Test for subgroup differences: Mot applicable

010 [-0.45, 0.65]
-0.10 0.7, 0.56]
0.44 [0.23,1.11]
0.14 [-0.22, 0.50]

0.14 [-0.22, 0.50]

T
-2
Favours [FL]

Acetylcholinesterase inhibitors for Mild cognitive impairment — ADAS-Cog

: T
-1 0 1

t
2
Favours [ADD]

ADD PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.3.1 Donepezil
Doody 20049 -1 7F8 3vd 01 FFF 378 I21% -0.14 [-0.28, 0.00] B E—
Petersen 2005 312 T390 253 372 884 259 1T.6E% -0.07 [-0.25,010] e
Salloway 2004 =31 Ay 1300 1.2 574 137 109% -0.33[058,-004 ————————————
Subtotal (95% CI) 762 769  50.5% -0.16 [-0.28, -0.03] -~
Heterogeneity; Tau®= 0.00; Chi*= 2.85, df= 2 (P = 0.24); F= 30%
Testfor overall effect Z=250(P=0.01)
1.3.2 Galantamine
Winhlad 2008-51 -1.2 B 437 07 B2 4583 40% -0.08 [0.21, 0.04] —
Wyinhlad 2008-52 -0 GBS a1 07 B8 Al0 154% 0.01 01, 014] -
Subtotal {95% CI) 938 963 40.5% -0.03 [0.12, 0.06] -
Heterogeneity: Tau®= 0.00; Chi*=1.08, df=1 (P = 0.30); F= 8%
Testfor overall effect Z= 063 (F=053)
Total {95% CI) 1700 1732 100.0% 010 [-0.19, -0.00] ol
Heterogeneity: Tau®= 0.00; Chi*=7.05, df=4 (F =013}, F=43% t t ; f
Testfo?mrergll effect Z= 2.06 (F = 0.04) ( 4 05 025 o 0.25 05

i _ Favours [ADD] Favours [PL]
Testfor subgroup differences: Chi*= 289, df=1 (P=0.11}, F=61.3%
Acetylcholinesterase inhibitors for Mild cognitive impairment — ADCS-ADL-MCI
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.4.1 Donepezil
Petersen 2005 -G.26 BAT 253 -639 88939 259 11.T% 013 [-1.40,1.66] —
Subtotal (95% CI) 253 259 11.7% 0.13 [-1.40, 1.66] ———
Heterageneity: Mat applicable
Testfor averall effect Z=017 (F=0.87)
1.4.2 Galantamine
Winhlad 2008-31 -0.2 579 437 -0A ATE 448 4T 4% 0.30 [-0.46, 1.06]
Winhlad 2008-52 -06 BEYE 501 -08 B48 510 4089% 030[-0452,1.12] jE
Subtotal (95% CI) 938 958 88.3% 0.30 [-0.26, 0.86]
Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P=1.00); F= 0%
Test for averall effect: Z=1.06 (P =0.29)
Total (95% CI) 1191 1217 100.0% 0.28 [-0.24, 0.80] ?
Heterogeneity: Tau®= 0.00; Chi*= 0.04, df= 2 (P = 0.98); F= 0% 14 iz ] é jl

Testfor overall effect Z=1.05 (P = 0.29)
Testfor subaroup differences: Chi*= 004, df=1 {F=084, F=0%

Favours [PL]

Favours [ADD]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Donepezil for Mild cognitive impairment — CDR-SB

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.5.1 Donepezil
Doody 2009 0 184 378 01 1494 378 B81%  -010[0.38 018
Petersen 2005 16 209 253 164 255 248 319%  -0.04[-0.44, 0.36]
Subtotal (95% CI) 632 637 100.0%  -0.08[0.31,0.15]

Heterogeneity: Tau®= 0.00; Chi*=0.06, df=1 (P=0281); F=0%
Test for averall effect: Z= 069 (F =0.49)

Total (95% CI) 632 637 100.0%  -0.08[-0.31,0.15]
Heterogeneity: Tau®= 0.00; Chif= 0.06, di=1 (P=0.81), F=0% 54 52 b 1=2 ji
Testfor averall effect 2= 069 (P = 0.49) Favours [ADD] Favours [PL]

Test for subgroup differences: Mot applicahble

Acetylcholinesterase inhibitors for Mild cognitive impairment — adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% Cl
2.1.1 Donepezil
Dioody 20049 8 391 267 387 M1.3% 1.18[1.08,1.28] —
Salloway 2004 116 133 100 137 146% 1.18[1.06,1.35] —
Subtotal (95% CI) 524 524 35.8% 118 [1.11,1.27] <
Total events 434 36T
Heterageneity: Tau®= 0.00; Chi*= 0.03, df=1 (P=086), F=0%
Test for overall effect Z= 4.88 (P = 0.00001)
2.1.2 Galantamine
Winblad 2008-51+52 922 1028 887 1022 32.0% 1.04[1.00,1.07] bl
Subtotal (95% CI) 1026 1022 32.0% 1.04 [1.00, 1.07] >
Total events gz aar
Heterageneity: Mot applicable
Testfor overall effect Z= 216 (P =003
2.1.3 Rivastigmine
Feldrman 2007 483 a05 472 508 3313% 1.03[1.00,1.08] bl
Subtotal (95% CI) 505 509 32.2% 1.03 [1.00, 1.06] >
Total events 483 472
Heterageneity: Mot applicable
Test for overall effect Z=1.98 (P =0.0%)
Total (95% Cl) 2055 2055 100.0% 1.09 [1.02, 1.15] <
Total events 1834 1726
Heterageneity: Tau®= 0.00; Chi®= 1686, df= 3 (F = 0.0008); IF= 82% D:T 0 =85 152 155
Testfor overall effect: £= 2.67 (P =0.008) Ibwer riék PL] highef tisk [ADD]

Testfor subaroup differences: Chif=14.00, df= 2 (P =0.0009), F=857%
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Acetylcholinesterase inhibitors for Mild cognitive impairment — serious adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 85% CI|
2.2.1 Donepezil
Doody 2009 48 391 41 387 8.89% 116[0.78,1.72] B
Salloway 2004 5 133 B 137 11% 0.86[0.27,2.78]
Subtotal (95% CI) 524 524 11.1% 1.12 [0.77, 1.63] -
Total events 53 47

Heterogeneity: Tau®= 0.00; Chi*=0.23, df=1 (P=063), F= 0%
Testfor overall effect Z= 062 (P =0.54)

2.2.2 Galantamine

Winhlad 2008-51+52 192
Subtotal (95% CI)
Total events 192

Heterogeneity: Mot applicable

1026
1026

Testfor overall effect Z= 016 {FP = 0.88)

2.2.3 Rivastigmine

Feldrman 2007 141
Subtotal (95% CI)
Total events 141

Heterogeneity: Mot applicable

505
505

Test for overall effect: £=0.89 (P = 0.38)

Total (95% CI)

Total events 386

2055

194

194

1455

1454

3496

1022
1022

47.4%
47.4%

508
509

41.5%
41.5%

2055 100.0%

Heterogeneity: Tau*= 0.00; Chi*=1.20, df= 3 (P=0.75), F= 0%
Testfor overall effect Z= 047 (P=064)

Test for subaroup diferences: Chi®= 096, df= 2 (P = 0,62}, F= 0%
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lower risk [PL]

Acetylcholinesterase inhibitors for Mild cognitive impairment — mortality

2
higher risk [ADD]

4

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.3.1 Donepezil
Doody 2009 3 391 1 387 1.8% 297 [0.31,28.47]
Petersen 2005 7 253 5 253 T.3% 1.43[0.46, 4.46] B B —
Salloway 2004 0 130 1 132 049% 0.34[0.01,8.23]
Subtotal (95% CI) 774 778  10.0% 1.43 [0.55, 3.77] B
Total events 10 T

Heterogeneity: Tau®=0.00; Chi*=1.19, df=2 (P=055) F= 0%
Testfor overall effect: Z=0.73 (F = 0.46)

2.3.2 Galantamine

Winhlad 2008-51+52 56
Subtotal (95% CI)
Total events i3]

Heterogeneity: Mot applicahle

1026
1026

Testfor overall effect Z=0858 (F=0.32)

2.3.3 Rivastigmine

Feldman 2007 17
Subtotal (95% CI)
Total events 17

Heterogeneity: Mot applicahle

505
505

Testfor overall effect: Z=1.08 (F = 0.28)

Total (95% CI)
Total events a3

2305

4B

46

24

24

77

1022
1022

64.7%
64.7%

508
509

26.2%
25.2%

2309 100.0%

Heterogeneity: Tau®= 0.00; Chi*= 3.65, df=4 (P=046) F=0%
Testfor overall effect Z= 045 {F=0.63)

Testfor subaroun differences: Chit= 2 46, df= 2 (P = 0293, F=18.8%
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Acetylcholinesterase inhibitors for Mild cognitive impairment — withdrawal due to adverse events

ADD PL
Events Total

Study or Subgroup  Events Total

Risk Ratio
Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

2.4.1 Donepezil

Daoaody 2009 T2 409 32
Salloway 2004 289 132 10
Subtotal (95% CI) 541

Total events 101 42

M2 17.6% 2.27[1.53,3.36]
137 549% 301 [1.53,5.93]
549 23.5% 243[1.73,342]

Heterageneity, Tau®= 0.00; Chi®= 050, df=1 (P=048), F=0%

Test for overall effect Z=513 (P = 0.00001)

2.4.2 Galantamine

Wiinblad 2008-51 107 494 a1
Vyinblad 2008-52 126 532 a4
Subtotal (95% CI) 1026

Total events 232 105

496 28.4% 211 1[1.85, 2.87]
526 1N1% 22901.70,3.09]
1022 59.5% 220[1.78,2.72]

Heterogeneity: Tau®=0.00; Chi*=014, df=1 {P=070); F= 0%

Testfor overall effect, Z2=7.23 (P = 0.00001)

2.4.3 Rivastigmine

Feldman 2007 62 505 34
Subtotal (95% CI) 505
Total events 62 3

Heterogeneity: Mot applicahle
Test for overall effect: £=2.98 (P =0.003)

2072
394 181

Total (95% CI)
Total events

508 17.0% 1.84[1.23,2.74]
509  17.0% 1.84[1.23, 2.74]
2080 100.0% 2.19[1.85, 2.58]

Heterogeneity: Tau?=0.00; ChiF=1.76, df=4 (FP=078), F= 0%

Testfor overall effect £=9.29 (F <= 0.00001)

Test for subgroup differences: Chif=1.11,df=2 {(P= 0867, F=0%
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REVIEW QUESTION 15c. What is the safety and efficacy of biological drugs (active and passive
immunotherapy) for the treatment of cognitive symptoms in people with Alzheimer’s dementia or
Mild cognitive impairment (MCI) and how should they be monitored?

Active immunotherapies against A} — adverse events

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
1.3.1 AN1792
Bayer 2005 62 G4 16 16 53.2% 0.99[0.90,1.089]
Gilman 2005 266 300 2] T2 423% 1.08[0.96, 1.21]
Subtotal (95% CI) 364 88 054% 1.03 [0.92,1.15]
Total events 323 Ta

Heterogeneity: TauF= 000 ChiF=213,df =1 (P=014) F=53%
Testfor overall effect £=0.99(F=0.93)

1.3.2 CAD106

Farlow 20145 34 47 7 11 3T% 117 [0.73,1.889] — 1
Yandenberghe 2017 ] 47 4 11 0.9% 0.A3[0.20,1.40] 4

Subtotal (95% CI) 94 22 4.6% 0.88 [0.41, 1.90] —-*——
Total events 14 11

Heterogeneity: TauF=018, ChiF=217, df =1 (P=0.14), F= 54%
Testfor overall effect £=0.33(F=0.74)

Total (95% CI) 458 110 100.0% 1.03 [0.94, 1.13] »
Total events ar? a6

Heterogeneity: TauF= 000 Chi®= 367, df =3 (P =030 F=18%
Testfor overall effect £=0.60(F =0.99)

Testfor subgroup differences: Chir= 016, df=1 {P=063, F=0%

05 0r 15 2
Favours [experimental] Favours [control]

Active immunotherapies against A} — serious adverse events

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.6.1 AN1792
Bayer 2005 22 G4 ] 16 296% 0.61 [0.35, 1.08] ——
Gilman 2005 65 300 ] 72T E% 1.73[0.91, 3.31] =
Subtotal (95% CI) 364 88 57.4% 1.02 [0.34, 3.08] —i——
Total events a7 18

Heterogeneity: Tau®= 0.585; Chi*=6.83, df=1 (F = 0.009); F= 85%
Test for overall effect: £=0.03 (F = 0.548)

1.6.2 CAD106

Farlow 2015 ] 47 4 11 21.9% 0.563[0.20,1.40 —
Yandenberghe 2017 26 106 1 15 1045% 368 [0.54, 25.16]

Winblad 2012 8 46 1 12 101% 2.081[0.29 15.11]

Subtotal {95% CI) 199 38 42.6% 1.31 [0.32, 5.43] —nt
Total events 43 4

Heterogeneity: Tau®= 0.81; Chi*= 478, df= 2 (P = 0.09); = 58%
Testfor overall effect Z=038 (F=0.71)

Total (95% CI) 563 126 100.0% 1.08 [0.51, 2.28] i
Total events 130 24

Heterogeneity: Tauw*=0.41; Chi*=11.47, di=4 (P=0.02); F=65%
Testfor overall effect £=0.21 {F=0.84)

Testfar subagraup differences: Chi*=0.08, df=1 {P=0.78), F=0%

0.01 0.1 10 100
Favours [experimental] Fawvours [control]
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Passive immunotherapies against AP — adverse events

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 AAB-003
Delnomdedieu 2018 36 [} 12 19 100.0% 0.83[0.55,1.25] 17
Subtotal {95% CI) 69 19 100.0% 0.83 [0.55, 1.25] -
Total events 36 12
Heterogeneity: Mot applicable
Test for overall effect: Z=0.91 (P = 0.36)
1.1.2 Aducanumab
Budd Haeherlein 2022 - EMERGE 813 1091 353 547 31.9% 1.1501.08,1.24] -
Budd Haeherlein 2022 - ENGAGE e06 1107 327 540 NT% 1.20 [1.11,1.30] -
Ferrero 2016 21 349 5 14 4.8% 1.511[0.70,3.23] —
Sevigny 2018 "Mz 125 349 40 31.6% 0.92[0.85,0.99] Rl
Subtotal {95% CI) 2362 1141 100.0% 1.10[0.92, 1.32] -«
Total events 1752 724
Heterogeneity: Tau®= 0.02; Chi®= 36.90, df= 3 (P = 0.00001); F= 92%
Testfor overall effect: Z=1.06 (P = 0.24)
1.1.3 Bapineuzumab-iv
Arai 2018 17 24 T g 3.9% 0.81[0.56,1.17] 1
Black 2010 20 22 g g 9.3% 0.94 [0.76,1.17] T
Rinne 2010 19 20 g g 10.3% 0.98[0.81,1.20] -
Salloway 2009 M7 124 99 110 25.2% 1.05[0.97,1.13] ol
Salloway 2014 1342 1470 863 972 32.0% 1.03[1.00, 1.08] .
Yandenherghe 2016 430 1184 322 783 194% 0.88[0.79, 0.99] -
Subtotal {95% CI) 2844 1889 100.0% 0.98 [0.91, 1.06] 4
Total events 1945 1307
Heterogeneity: Tau®= 0.00; Chi®=14.42, df= 5 (P = 0.01); F= 5%
Testfor overall effect: Z=0.48 (P = 0.63)
1.1.4 Bapineuzumab-sc
Brody 2016 96 110 28 36 B5.8% 1.121[0.93,1.38] -l
Luz01g 258 a0 4 10 34.2% 2.08 [0.96, 4.53] L —
Subtotal {95% CI) 140 46 100.0% 1.39[0.73, 2.62] e i——
Total events 121 32
Heterogeneity: Tau®= 0.15; Chi®= 2.82, df=1 (P= 0.09), F= 65%
Testfor overall effect: Z=1.01 (P =0.31)
1.1.5 Crenezumab-iv
Cummings 2018-iv 146 165 72 82 19.6% 1.01 [0.81,1.11] -+
Guthrie 2020 34 81 [ 14 0.4% 1.30 [0.68, 2.48] I
Ostrowitzki 2022 G644 808 628 803 Ti6% 1.02 [0.97,1.07] [ |
Salloway 201 8-iv 32 36 14 18 6.4% 0.95[0.80,1.13] - T
Subtotal {(95% CI) 1070 915 100.0% 1.01 [0.97, 1.06]
Total events 856 7
Heterogeneity: Tau®= 0.00; Chi®=1.29, df=3 (P=0.73), F=0%
Testfor overall effect: Z= 0.60 (P = 0.55)
1.1.6 Crenezumab-sc
Cummings 2018-sc 14 122 a7 62 B27% 1.02[0.93,1.11]
Salloway 2018-s¢ 26 26 13 13 37.3% 1.00[0.89,1.12]
Subtotal {(95% CI) 148 75 100.0% 1.01[0.94, 1.08]
Total events 140 70
Heterogeneity: Tau®= 0.00; Chi®= 0.06, df=1 (P=0.81), F=0%
Testfor overall effect: Z=0.29 (P =0.77)
1.1.7 Donanemab
Lowe 2021 16 a0 a 12 30% 0,80 [0.52,1.24]
Mintun 2021 ma 13 M3 128 39.8% 1.00[0.93,1.09]
Simg 2023 759 853 718 874 5T.2% 1.08[1.04,1.13]
Subtotal {(95% CI) 1014 1011 100.0% 1.04 [0.96, 1.13] »
Total events 896 g40
Heterogeneity: Tau®= 0.00; Chi®= 4 46, df= 2 (P=0.11), F= 55%
Testfor overall effect: Z=1.02 (P =0.31)
1.1.8 Gantenerumab-sc
Baternan 2023 a0s 1004 832 955 51.6% 1.031.00,1.07] :
Ostrowitzki 2017 481 531 250 2668 48.4% 0.96 [0.93,1.00]
Subtotal {(95% CI) 1535 1221 100.0% 1.00 [0.93, 1.07] L
Total events 1386 1082
Heterogeneity: Tau®= 0.00; Chi®=7.51, df= 1 (F = 0.008); F= 87%
Testfor overall effect: Z=0.01 (P = 0.99)
1.1.9 GSK933776
Andreasen 2015 31 36 10 14 100.0% 1.21 [0.64,1.72] —t
Subtotal {95% CI) 36 14 100.0% 1.21[0.84,1.72] -
Total events kil 10
Heteragenaity: Mot applicable
Testfor overall effect: Z=1.03 (P = 0.30)
1.1.10 Lecanemah
Logovinski 2016 35 T2 14 24 17% 0.63 [0.55, 1.26] —_—
Swanson 2021 552 608 216 245 44.0% 1.03 (0,88, 1.08] .
van Dytk 2022 796 B85 735 897 54.3% 1.08[1.04,1.13] | |
Subtotal {95% CI) 1579 1166 100.0% 1.05[1.00, 1.11] *
Total events 1388 965
Heterogeneity: Tau®= 0.00; Chi®= 3.93, df= 2 (P=0.14), F= 48%
Testfor overall effect: Z=1.91 (P = 0.06)
1.1.11 Ponezumah
Landen 2013 24 26 11 11 10.8% 0.95[0.80,1.17] i
Landen 2017 125 138 56 56 B6.3% 0.91 [0.86, 0.97] .
Landen 2017h 149 24 10 12 2.9% 0.95[0.69,1.32] T
Subtotal {95% CI) 188 79 100.0% 0.92 [0.87, 0.97] 4
Total events 168 T
Heterogeneity: Tau®= 0.00; Chi®= 0.27, df= 2 (F= 0.67), F= 0%
Testfor overall effect: Z=3.11 (F = 0.002)
1.1.12 Solanezumab
Honig 2018 891 1044 880 1067 100.0% 01 [0.98, 1.05] .
Subtotal (95% CI) 1054 1067 100.0% 1.01[0.98, 1.05]
Total events 891 880

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.71 (P = 0.48)

Testfor subaroup differences: Chi*=19.18, df=11 (F = 0.0E), F= 42.6%

032 05
Favours [experimental] Favours [control]

Meta-analysis
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Passive immunotherapies against AP — serious adverse events

Favours [experimental]

Placebo

Risk Ratio

Risk Ratio

Meta-analysis

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
1.4.1 AAB-003

Delnomdedieu 2016 8 59 0 19 100.0% 4,86 [0.29, 80.56] —t
Subtotal {95% CI) 69 19 100.0% 4.86 [0.29, 80.56] E—

Total events a 1]

Heterogeneity: Mot applicable

Testfor overall effect Z=1.10 (P = 0.27)

1.4.2 Aducanumab

Eudd Haeherlein 2022 - EMERGE 145 1091 81 847 39.2% 0.90[0.70,1.145] &

Budd Haeberlein 2022 - EMNGAGE 155 1107 T0 &40 3B.4% 1.08[0.83,1.40] ‘F’
Ferrero 2016 3 39 1} 14 1.2% 2.63[0.14, 47.86]

Sevigny 2016 23 125 18 40 211% 0.49[0.28, 0.85] _'_J
Subtotal {95% CI) 2362 1141 100.0% 0.86 [0.62,1.19]

Total events 326 166

Heterogeneity: Tau®=0.05; Chi*= 714, df= 3 (P = 0.07);, F=58%

Testfor overall effect 7= 091 (P = 0.36)

1.4.3 Bapineuzumab

Erady 2016 14 110 3 36 1.0% 1.64 [0.50, 5.33] I Eaa—
Lu 2018 2z 30 1] 10 0.2% 1.77[0.09, 34.14]

Rinne 2010 4 20 3 8 0.9% 0.53[0.15,1.87] I
Salloveay 2009 a7 122 22110 6.4% 1.52 [0.96, 2.40] ™
Sallovway 2014 362 1480 197 472 &87.7% 1.21[1.04,1.41]

Yandenherghe 2016 205 1185 130 783 33.9% 1.03[0.85, 1.26]

Subtotal {95% CI) 2057 1919 100.0% 1.16 [1.03, 1.30]

Total events 625 365

Heterageneity: Tau®= 0.00; Chi* = 4.72, df = § (P = 0.45); F= 0%

Testfor overall effect Z= 246 (P = 0.01)

1.4.4 Crenezumab

Cummings 2018 48 287 17 146 18.0% 1.44 [0.86, 2.41]

Guthrie 2020 3 61 1} 14 0.6% 1.69 [0.08, 31.06]

Ostrowitzki 2022 110 aoe 108 803 F74% 1.04[0.81,1.34] i
Salloveay 2018 ] 62 4 29 4.0% 1.05[0.35,3.14] I —
Subtotal {95% CI) 1218 992 100.0% 1.11 [0.89, 1.38] »

Total events 170 126

Heterogeneity Tau?= 0.00; Chif=1.30, df= 3 (P = 0.73); F= 0%

Testfor overall effect Z=0.91 (P = 0.36)

1.4.5 Donanemab

Lawe 2021 3 v 1 12 0.8% 0.97 [0.11, 8.50]

Mintun 2021 23 13 22 125 136% 1.00[0.59,1.70] 1
Sims 2023 148 843 138 874 BAA% 1.10[0.889, 1.36]

Subtotal (95% CI) 1021 1011 100.0% 1.08 [0.89, 1.32]

Total events 174 161

Heterageneity: Tau*=0.00; Chi*=012, df=2 (P =0.94); F=0%

Testfor overall effect Z=0.80 (P = 0.42)

1.4.6 Gantenerumab

Bateman 2023 137 1004 188 855 B67% 0.82 [0.67,1.02]

Ostrowitzki 2017 94 511 55 266 33.3% 0.86 [0.64,1.15] -
Subtotal {95% CI) 1535 1221 100.0% 0.84 [0.70, 0.99] L]

Total events 23 13

Heterogeneity Tau?= 0.00; Chi*= 0.04, df= 1 (P = 0.84); F=0%

Testfor overall effect Z=2.05 (P = 0.04)

1.4.7 GSK933776

Andreasen 2015 2z 36 1] 14 100.0% 2.03[010,39.77] l
Subtotal {95% CI) 36 14 100.0% 2.03[0.10, 39.77]

Total events 2 1]

Heterageneity: Mot applicahle

Testfor overall effect Z= 047 (P = 0.64)

1.4.8 Lecanemab

Swansgon 2021 26 609 43 245 465% 0.80[0.568,1.13]

wan Dyck 2022 126 aas 101 887  53.48% 1.25[0.98, 1.58] }
Subtotal {95% Cl) 1507 1142 100.0% 1.02 [0.66, 1.56]

Total events 12 144

Heterogeneity: Tau®=0.07, Chi*=4.28, df=1 (P = 0.04), F=77%

Testfor overall effect Z=0.08 (P = 0.94)

1.4.9 Ponezumab

Landen 2013 5 26 1] 11 6.7% 4.891[0.29, 81.53] e e —
Landen 2017 39 138 6 56 B20% 264 [1.18, 5.88] ——
Landen 2017h 3 24 1 12 11.3% 1.60[0.17,12.94]
Subtotal (95% CI) 188 79 100.0% 2.58 [1.25,5.33] -
Total events 47 7

Heterageneity: Tau®=0.00; Chi*=0.45 df=2 (P =0.80), F=0%

Testfor averall effect £=2.56 (P = 0.01)

1.4.10 Solanezumab

Doody 2014 261 1024 263 1024 BO0.3% 0,98 [0.86,1.15] :

Honig 2018 175 1054 207 1067 30.0% 0,88 [0.732, 1.08]

Siemers 2010 3 16 1 3 04% 0,56 [0.08, 3.75] —
Uenaka 2012 3 16 1 4 0.3% 0.75([0.10,5.43] T
Subtotal {95% CI) 2110 2098 100.0% 0.94 [0.84, 1.06] ]

Total events 142 467

Heterageneity: Tau®=0.00; Chi*=1.40,df=3 (F=0.71), F=0%
Testfor overall effect Z=1.01 (P = 0.31)

Testfor subgroun diferences: Chi®= 2113, df=8 (P = 0.01%, F= 57 4%

\
10
Favours [control]

| \
0.005 01
Favours [experimental]
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Passive immunotherapies against A — ARIA-E

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.7.1 AAB-003
Delnomdedieu 2016 2 69 1] 19 100.0% 1.43[0.07, 28.56]
Subtotal (95% CI) 69 19 100.0% 1.43 [0.07, 28.56]
Tatal events 2 i}
Heterogeneity: Mot applicable
Testfor overall effect Z=0.23 (P=082)
1.7.2 Aducanumab
Budd Haehertlein 2022 - EMERGE 334 109 13 547 44.59% 12.88 [7.47, 22.20] —a—
Budd Haehertlein 2022 - ENGAGE 238 1107 16 540 51.3% T.26[4.42,11.91] -+
Ferrero 2016 3 39 o 14 20% 263014, 47.86]
Sevigry 2016 27125 0 40 22% 17.90[1.12, 286.93]
Subtotal (95% Cl) 2362 1141 100.0% 9.36 [6.20, 14.14] L 2
Tatal events 602 29
Heterogeneity Tau®= 0.02; Chi* = 3.35, df = 3 (P = 0.34); F= 10%
Testfor overall effect: Z=10.62 (P = 0.00001)
1.7.3 Bapineuzumab-iv
Salloway 2009 12 124 o 10 174%  2220([1.33, 370.63] e —
Salloway 2014 168 1480 20972 34.49% 8517 [13.72 221.88] —
Wandenberghe 2018 161 1195 11 783 48.0% 9.59 [5.24,17.55] ——
Subtotal (95% CI) 2798 1865 100.0% 20.39 [4.93, 84.34] el
Total events aH 12
Heterogeneity: Tau®=1.00; Chi*= 6.14, df= 2 (P = 0.08); F= 67%
Testfor overall effect Z= 416 (P = 0.0001)
1.7.4 Bapineuzumab-sc
Brocy 2016 210 0 36 100.0% 1.67 [0.08, 33.93] ;
Subtotal (95% CI) 110 36 100.0% 1.67 [0.08, 33.93]
Total events 2 0
Heterngeneity: Mot applicable
Testfor overall effect Z=0.33(P=0.74)
1.7.5 Crenezumab
cummings 201 8-iv 1 185 0 84 430% 1.54 [0.06, 37.31] L
Ostrowitzki 2022 1 g08 1803 &7.0% 0.99 [0.06, 15.86] t
Subtotal (95% CI) 973 887 100.0% 1.20[0.15,9.70]
Total events 2 1
Heterogeneity: Tau®=0.00; Chi*=0.04, df=1 (P=0.84), F=0%
Testfor overall effect Z=017 (P=0.87)
1.7.6 Donanemab
Mintun 2021 36 13 1 126 B.4%  34.63[4.82 248.76] -
Sims 2023 205 343 17 874 93.6% 12.36 [7.60, 20.08] t
Subtotal (95% CI) 984 1000 100.0% 13.20 [8.00, 21.78]
Total events 241 18
Heterogeneity: Tau*=001; Chi*=1.02, df=1 (P=031); F= 2%
Testfor overall effect: Z=10.09 (P = 0.00001)
1.7.7 Gantenerumab-iv
Ostrowitzi 2012 2 14 0 4 1000%  1.67[010,29.8] :
Subtotal (95% CI) 14 4 100.0% 1.67 [0.10, 29.18]
Total events 2 0
Heterngeneity: Mot applicable
Testfor overall effect Z=0.35(P=0.73)
1.7.8 Gantenerumab-sc
Baternan 2023 247 993 26 946 92.7% 9.08 [610,13.42] l
Ostrowitzki 2017 53 el 2 266 7.3% 13.27 [3.26, 54.08]
Subtotal (95% CI) 1524 1212 100.0% 9.31 [6.37, 13.60] &
Total events 300 28
Heterogeneity: Tau®=0.00; Chi*= 027, df=1 (P=0.60);, F=0%
Testfor overall effect: Z=11.52 (P = 0.00001})
1.7.9 Lecanemab
Swangsan 2021 46 605 2245 12.4% Q.26 [2.26, 37.82] . —
wan Dyok 2022 112 g9s 15 897 87.E% T.46 [4.39,12.68] t
Subtotal {95% CI) 1507 1142 100.0% 7.66 [4.66, 12.59]
Total events 168 17
Heterogeneity: Tau®=000; Chi*= 008, df=1 (P=0.78); F=0%
Testfor overall effect: Z=8.03 (P = 0.00001)
1.7.10 Ponezumab
Landen 2017 1 75 0 24 100.0% 0.99 [0.04, 23.46] l
Subtotal (95% CI) 75 24 100.0% 0.99 [0.04, 23.46]
Total events 1 0
Heterngeneity: Mot applicable
Testfor overall effect: Z=0.01 (P =0.99)
1.7.11 Solanezumab-iv
Doody 2014 a 1027 41025 T57% 2.25 [0.69, 7.27] -
Honig 2018 1 1087 21072 24.3% 0.51 [0.05, 5.58] e —
Subtotal (95% CI) 2084 2097  100.0% 1.56 [0.45, 5.47] -
Total events 10 3]
Heterogeneity: Tau®=018; Chi*=1.19,df=1 (P=0.27); F=16%
Testfor overall effect: Z=0.70 (P = 0.48)
\ \ \ \
0.005 01 10 200

) ’ Favours [experimental] Favours [control]
Testfor suboroun differences: Chif= 20,86, df=10 (P = 0.02). F=52.1%

47



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Passive immunotherapies against AP — ARIA-E in subjects homozygous for ApoE &4 genotype

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.8.1 Aducanumab
Budd Haeberlein 2022 117 182 f 185 1000% 20.89[9.43, 46.27] t
Subtotal (95% CI) 182 195 100.0% 20.89[9.43, 46.27]
Total events 1"r 4
Heterogeneity: Mot applicable
Test for overall effect, 2= 7.48 (P = 0.00001)
1.8.2 Donanemab
Mintun 2021 11 25 1 28 1B7% 1232[1.71,88.77]
Sims 2023 a8 143 5 146 833% 11.84 [4.88, 2B.67] —.—
Subtotal (95% CI) 168 174 100.0% 11.92 [5.32, 26.71] e
Total evants G4 A

Heterageneity: Tau®= 0.00; Chi*=0.00, df=1 {P= 0497y F= 0%
Test far overall effect: Z=6.02 (P = 0.00001)

1.8.3 Lecanemab

van Dyelk 2022 46 141 a 133 100.0%
Subtotal (95% CI) 141 133 100.0%
Total events 46 g

Heterogeneity. Mot applicable

Test for overall effect: Z=4.75 (P = 0.00001)

1.8.4 Gantenerumab

Baternan 2023 a6 180 7T 150 935%
Ostrowitzki 2017 11 103 ] 53 6.5%
Subtotal (95% CI) 283 203 100.0%
Total events a7 7

Heterogeneity, Tau*=0.00; Chi*=0.01,df=1(F =092, F=0%
Test for overall effect; £2=6.40 (P = 0.00001)

Test for subaroup differences: Chif= 252, df=3(P=047), F=0%

8.68 [3.96, 21.17]
8.68 [3.56, 21.17]

10.24 [4.88, 21.44]
11.94[0.72,198.81]
10.34 [5.06, 21.14]

e

*

e

0.04

01
Favours [experimental]

10
Favours [control]

100
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Passive immunotherapies against AP — ARIA-E in subjects heterozygotes for ApoE €4 genotype

Intervention

Study or Subgroup Events

Placebo
Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio

M-H, Random, 95% CI

1.9.1 Aducanumab

Budd Haeherlain 2022 200 ah4
Subtotal (95% CI) 564
Total events 200

Heterogeneity: Mot applicable
Test for overall effect; 2= 9.28 (P = 0.00001)

1.9.2 Donanemab

Mintun 2021 il 70
Sims 2023 103 452
Subtotal (95% CI) 522
Total events 124

10

10

0
g

g

544

o44

fid
474
538

100.0%
100.0%

5.5%
94.5%
100.0%

Heterageneity: Tau®= 0.00; Chi*= 069, df=1 {(P=041) F= 0%

Test far overall effect: Z= 7 68 (P = 0.00001)

1.9.3 Lecanemab

van Dk 2022 a2 4749
Subtotal (95% CI) 479
Total events a2

Heterogeneity. Mot applicable
Test for overall effect: 2= 4 93 (P = 0.00001)

1.9.4 Gantenerumab

Baterman 2023 117 478
Ostrowitzki 2017 30 271
Subtotal (95% CI) 749
Total events 147

g

10
]

10

478
478

486
134
620

100.0%
100.0%

95.1%
4.9%
100.0%

Heterogeneity, Tau*=0.00; Chi*=043,df=1(F=051), F=0%

Test for overall effect; £2=8.00 (P = 0.00001)

Test for subaroun differences: Chif= 653, df=3(P=0.09), F=541%

19.29[10.34, 36.01]
19.29 [10.34, 36.01]

39.37 [2.43 B36.83]
12.00([6.15 23.43]
12.81 [6.68, 24.54]

577 [2.87,11.57]
5.77 [2.87,11.57]

11.90[6.31, 22.41]
30.28[1.87, 491.35]
12.45[6.72, 23.09]

2

*

2

-
<>

0.002

04

=+

10 50

Favours [experimental] Favours [control]

49



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Passive immunotherapies against AP — ARIA-E in subjects not carrying the ApoE €4 genotype

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.10.1 Aducanumab
Budd Haeberlein 2022 70 3857 13 344 100.0% 5.19[2.93, 9.20] t
Subtotal (95% CI) 3587 344 100.0% 5.19[2.93, 9.20]
Total events Fa 13
Heterogeneity: Mot applicable
Test for overall effect, 2= 5.63 (P = 0.00001)
1.10.2 Donanemab
Mintun 2021 4 36 0 32 19.3% 8.03[0.45 143.54] *
Sims 2023 40 255 2 250 BOT%  19.61 [4.79, 50.26] —l—
Subtotal (95% CI) 291 282 100.0% 16.51 [4.65, 58.56] et
Total evants 44 2
Heterageneity: Tau®= 0.00; Chi*= 030, df=1 (P =088} F= 0%
Test far overall effect: 2= 4.34 (P = 0.0001)
1.10.3 Lecanemab
Swanson 2021 11 167 ] 69 33.9% 958 [0.57, 160.40] = *
van Dyelk 2022 15 278 1 286 BEA% 1543 ([2.05 116.04] B *
Subtotal (95% CI) 445 355 100.0% 13.13 [2.55, 67.72] e —
Total events 26 1
Heterogeneity: Tau®= 0.00; Chi®=0.07, df=1 (P =0.78) F= 0%
Test for overall effect: Z=3.08 (P =0.002)
1.10.4 Gantenerumab
Baternan 2023 44 335 9 30 BME% 452[2.25 8.11] —.—
Qstrowitzki 2017 12 167 2 a 184% 3.02[0.69,13.16] -
Subtotal (95% CI) 492 389 100.0% 4,20 [2.23, 7.90] -l
Total events a6 11
Heterogeneity, Tau?= 0.00;, Chi*= 024, df=1 (P =063}, F= 0%
Test for overall effect; 2= 4.45 (P = 0.00001)
om 0.1 10 100

Test for subaroup differences: Chif=4.70, df =3 (P =020, F=36.2%

Favours [experimental]

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Passive immunotherapies against A — ARIA-H

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.11.1 AAB-003
Delnomdedieu 2016 4 ;] 1} 19 100.0% 2AT[0.14,4577]
Subtotal (95% Cl) 69 19 100.0% 257 [0.14, 45.77]
Total events 4 1]
Heterageneity: Mot applicahle
Testfor overall effect: Z=0.64 (P=0.52)
1.11.2 Aducanumab
Budd Haeherlein 2022 39 21498 71 1087 96.6% 272[2.14,3.47)] .
Ferrero 2016 1 39 1} 14 0.6% 1.13[0.058, 26.13]
Sevigny 2016 22 125 240 29% 3.52[0.87,14.37) T
Subtotal {95% CI) 2362 1141 100.0% 2.73[2.15, 3.46] L 2
Total events 414 73

Heterogeneity: Tau?=0.00; Chi*= 043, df=2 (P=0.81); F=0%

Testfor averall effect: 2= 8.27 (P = 0.00001)

1.11.3 Bapineuzumab-SC

Brody 2016 1 110 1] 36
Subtotal (95% Cl) 110 36
Total events 1 1}

Heterageneity: Mot applicahle
Testfor overall effect: Z=0.00 (P =1.00)

1.11.4 Crenezumab-IV

Cummings 2018 15 165 11 a4
Guthrie 2020 3 1 1} 14
Salloway 2018 5 el 1 16
Subtotal {95% CI) 262 114
Total events 13 12

100.0%
100.0%

241%
5.3%
10.6%
100.0%

Heterageneity: Tau®=0.00; Chi*=1.36, df=2 (F=0.51); F=0%

Testfor averall effect: Z= 0.57 (P = 0.57)

1.11.5 Crenezumab-5C

Cummings 2018 16 122 10 62
Salloway 2018 4 26 o 13
Subtotal (95% CI) 148 75
Total events 20 10

80.8%
19.2%
100.0%

Heterogeneity: Tau®=0.48; Chi*=1.43 df=1 (P=0.23); F= 30%

Testtor overall effect: Z=0.18 (P = 0.85)

1.11.6 Donanemab

Lowe 2021 1 45 1} 12
hintun 2021 40 13 9 125
Sims 2023 168 853 65 874
Subtotal (95% Cl) 1029 1011
Total events 204 74

0.9%
18.1%
20.9%

100.0%

Heterogeneity Tau?= 0.01; Chi*= 2.15, df= 2 (P= 0.34); F= 7%

Testfor overall effect: Z=6.81 (P = 0.00001})

1.11.7 Gantenerumab

Baternan 2023 227 oe3 116 046
Qstrowitzki 2017 104 83 35 266
Subtotal (95% CI) 1524 1212
Total events ekl 161

1.3%
28.7%
100.0%

Heterogeneity: Tau®= 0.00; Chi*=116, df=1 (F = 0.28); F=14%

Testfor overall effect: Z=5.48 (P < 0.00001)

1.11.8 GSKO33776

Andreasen 20148 1] el 1 14
Subtotal (95% Cl) 36 14
Total events 1] 1

Heterogeneity: Mot applicable
Testfor overall effect Z=125{F=0.21)

1.11.9 Lecanemab

Logovinski 2016 3 60 2 24
Swangon 2021 S B09 12 245
van Dyck 2022 155 848 81 8gr
Subtotal (95% CI) 1567 1166
Total events 223 96

100.0%
100.0%

1.8%
16.8%
B2.5%

100.0%

Heterogeneity: Tau?=0.00; Chi*=1.75, df=2 (P=042);F=0%

Testfor averall effect: Z=5.44 (P = 0.00001)

1.11.10 Ponezumab

Landen 2017 12 138 ] 56
Landen 2017h 2 24 1 12
Subtotal (95% Cl) 162 68
Total events 14 10

20.0%
11.0%
100.0%

Heterogeneity: Tau®= 0.00; Chi*=0.24, df=1 (P=062); F=0%

Testfor overall effect: Z=1.41 (P=0.16)

1.11.11 Solanezumab

Doody 2014 500 1027 57 1028
Honig 2018 a7 10s7 30 1072
Subtotal {95% Cl) 2084 2097
Total events a7 a7

50.0%
41.0%
100.0%

Heterogeneity: Tau®=0.02; Chi*=1.35, df=1 (P = 0.24); F= 26%

Testfor overall effect: Z=0.08 (P =0.94)

1.00[0.04, 24.02]
1.00 [0.04, 24.02]

.69 [0.33, 1.44]
1 68 [0.08, 31.08]
222[0.28,17.52)
0.82 [0.42, 1.61]

0.81[0.38, 1.68)
467 [0.27, B0.64)
1.14[0.29, 4.54]

(.85 [0.04, 18.60]
424 215,837
165[2.02,3.47]
2.85 [2.11, 3.86]

186 [1.52,2.29)
1.49[1.05,2.13]
1.75[1.43, 2.13]

0.14[0.01,313)
0.14 [0.01, 3.13]

06011, 337]
201 [1.13,3.59)
1.81[1.48, 2.46]
1.89 [1.50, 2.37]

0.54 [0.24,1.21)
1.00[0.10, 8.96)
0.58 [0.27, 1.24]

0.88 [0.60, 1.27)
1.25 [0.78, 2.01)
1.01[0.72,1.43]

Testfor subagroun differences: Chi*= 4511, df=10 (P = 0.00001), 7= 79.2%

¢I+

0*.

*u{|

0.005 o1 1 10
Favours [experimental] Favours [control]

Meta-analysis
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

Passive immunotherapies against Ap — ARIA-H in subjects not carrying the ApoE &4 genotype

Intervention Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1.12.2 Donanemab

Sims 2023 48 255 28 250 100.0% 1.68 [1.09, 2.59]
Subtotal (95% CI) 255 250 100.0% 1.68 [1.09, 2.59]
Total events 43 28

Heterogeneity: Mot applicable

Testfor overall effect: £= 2358 (F=0.02)

1.12.4 Lecanemab

van Dyck 2022 33 278 12 286 100.0% 2.83[1.49, 5.36]
Subtotal (95% CI) 278 286 100.0% 2.83 [1.49, 5.36]

Total events 33 12
Heterogeneity: Mot applicable
Test for overall effect £=3.19 (P = 0.001)

:

: 3

0.0 0.1

10

100
. . Favours [experimental] Favours [control]
Test for subgroup differences: Chif=1.75,df =1 (P=0158), F= 42 8%
Passive immunotherapies against Ap — ARIA-H in subjects homozygous for ApoE &4 genotype
Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.13.1 Donanemab
Sims 2023 T2 143 30 146 100.0% 2451[1.71,3.81] !
Subtotal (95% CI) 143 146 100.0% 245[1.71, 3.51]
Total events T2 a0
Heterogeneity: Mot applicable
Test for overall effect: £=4.91 (P = 0.00001)
1.13.2 Lecanemab
van Dyck 2022 a5 141 28 133 100.0% 1.85[1.26, 2.73] !
Subtotal (95% CI) 141 133 100.0% 1.85[1.26, 2.73]
Total events a4 28
Heterogeneity: Mot applicable
Test for overall effect £=3.11 (P =0.002)
0.0 0.1 10 100
. . Favours [experimental] Favours [control]
Test for subgroup differences: Chif=1.08, df =1 (P=030), F=7.0%
Passive immunotherapies against Ap — ARIA-H subjects heterozygotes for ApoE €4 genotype
Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.14.1 Donanemab
Sims 2023 146 452 87 474 100.0% 269 [2.03, 3.485] !
Subtotal (95% CI) 452 474 100.0% 2.69 [2.03, 3.55]
Total events 146 ar
Heterogeneity: Mot applicable
Test for overall effect £=6.97 (P = 0.00001)
1.14.2 Lecanemab
van Dyck 2022 B7 4749 41 478 100.0% 1.63[1.13,2.35] !
Subtotal (95% CI) 479 478 100.0% 1.63 [1.13, 2.35]
Total events 67 41
Heterogeneity: Mot applicable
Test for overall effect £= 2 61 (P = 0.009)
0.0z 0.1 10 50

Testfor subaroun differences: Chif=4.91, df=1 (P=003), F=77.8%

Favours [experimental]

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Passive immunotherapies against Tau protein — adverse events

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Semorinemab
Manteiro 2023 112 135 107 132 206% 1.02[0.891,1.15]

Teng 2022 286 31 121 130 79.4% 0.99 [0.93,1.05]
Subtotal (95% CI) 446 262 100.0% 1.00 [0.95, 1.05]
Total events 3498 228

Heterogeneity: Tau®= 0.00; Chi*=0.36, df=1 (FP=0.58), F=0%

Testfor overall effect: Z=0.18 (F=0.89)

[
1.2.2 Tilavonemab

Florian 2023 306 337 108 116 100.0% 0.98 [0.92, 1.04] t
Subtotal (95% CI) 337 116 100.0% 0.98 [0.92, 1.04]

Total events 305 108

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.82 (F=0.41)

1.2.3 Gosuranemab

Shulman 2023 381 436 181 214 100.0% 1.
Subtotal (95% CI) 436 214 100.0% 1.03 [0.
Total events KN 1M

Heterogeneity: Mot applicable

Testfor overall effect: £=0.95 (F=0.34)

0.7 0.85 1.2 1.5
. . Favours [experimental] Favours [control]
Test for subgroup differences: Chif=1.59, df= 2 (P=045), F=0%

Passive immunotherapies against Tau protein — serious adverse events

Intervention Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.5.1 Semorinemab
Manteiro 2023 23 135 23 132 a31% 0.98 [0.58, 1.65]
Teng 2022 48 31 14 130 46.5% 1.43[0.82, 2.51]
Subtotal (95% CI) 446 262 100.0% 1.17 [0.80,1.72]
Total events 1 ar

Heterogeneity: Tau®= 0.00; Chi*=0.96, df=1 (P=0.33), F=0%
Testfor overall effect: Z=080(F=0.42)

1.5.2 Tilavonemab

Florian 2023 58 337 26 116 100.0% 077 [0.51,116] ’
Subtotal {35% CI) 337 116 100.0% 0.77 [0.51, 1.16]
Total events a8 26

Heterogeneity: Mot applicable
Testfor overall effect: £=1.26 (F=0.21)

1.5.3 Gosuranemab

Shulman 2023 50 436 26 214 100.0% 094 [0.61,1.47] t
Subtotal {35% CI) 436 214 100.0% 0.94 [0.61, 1.47]
Total events a0 26

Heterogeneity: Mot applicahle
Test for overall effect £= 0,25 {F = 0.80)

0.0 0.1 10 100

. . Favours [experimental] Favours [control]
Testfor subaroun differences: Chif= 216, df= 2 (P=034), F=74%

53



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Passive immunotherapies against A — CDR-SB

Meta-analysis

mAb PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.7.1 AAB-0O3IV
Delnomdedieu 2016 - 1mafkg 1.7 1.708 B -0.35 1835 4 228% 210[-0.24, 4 44] T
Delnomdedieu 2016 - 2mafkg 1 2449 16 -0.35 1.935 4 247% 1.35[-0.89, 3.59] — T
Delnomdedieu 2016 - 4mafkg 1.86 3371 17 -0.35  1.935 4 20.2% 2.21 [-0.27, 4.649] T
Delnomdedieu 2016 - Bmafkg 079 2.84 24 -0.35  1.935 3 208% 1.14 [-1.33, 3.61] e e —
Delnomdedieu 2016 -0.8maiky 1 3286 B -0.35 1835 4 11.8% 1.35[-1.89, 4.549] I s —
Subtotal (95% CI) 69 19 100.0% 1.65[0.54, 2.77] e
Heterogeneity: Tau®= 0.00; Chi®= 060, df= 4 (P = 0.96); F= 0%
Test for overall effect: £=2.90 (P = 0.004)
2.7.2 Aducanumab
Budd Haeherlein 2022 (EMER GE) -High Dose 1.35 269 547 174 269 274 435% -0.39 [-0.78, 0.00] g
Budd Haeherlein 2022 (EMGAGE) -High Dose 1.59 261 5585  1.86 252 273 48E% 0.03 [-0.34, 0.40] L
Sevigny 2016 - 01maiky 1.72 2.56 M 187 259 10 2.0% -015[-1.95,1.649] . —
Sevigry 2016 - 03mo/ky 137 243 32 187 259 10  20%  -0.50[2.31,1.31] —
Sevigny 2016 - DBmaiky 1.1 2.41 o 187 259 10 2.0% -0.76 [-2.58, 1.06] _
Sevigny 2016 -10mafkg 063 266 32 187 259 10 1.9% -1.24 [-3.08, 0.61] —
Subtotal {95% Cl) 1227 587 100.0%  -0.21[-0.46, 0.05] L]
Heterogeneity: Tau®= 0.00; Chi*=4.08, df=5(P=054), F=0%
Test for overall effect Z=1.58 (FP=011)
2.7.3 Bapineuzumab
Salloway 2014 - 0.8maiky 3.3 2457 G658 3 416 432 265% 0.30[-0.14,0.74] =
Salloway 2014 - 0.5maoiky 26 354 314 26 444 246 1MA1% 0.00 [-0.68, 0.68] -
Salloway 2014 - Tmaiky 28 345 307 26 444 247 1M1% 0.20 [-0.48, 0.88] T
Wandenberghe 2016 - D.8molkg 223 367 285 248 362 1684 10.0% -0.36 [-1.07, 0.35] T
Wandenberghe 2016 - 1mafkg 2.41 366 253 2488 362 1684 10.0% -0.18 [-0.85, 053] T
Wandenberghe 2016 -0.8maikg 244 331 Ba0 2488 332431 N3% -0.145 [-0.55, 0.25] .-
Subtotal {95% Cl) 2437 1684 100.0% 0.00 [-0.23, 0.23] [ ]
Heterogeneity: Tau®= 0.00; Chi*= 388, df=5(P=057), F=0%
Test for overall effect: Z=0.01 (P = 0.99)
2.7.4 Crenezumab-IV
Cummings 2018 - 15maky 249 321 185 247 321 84 361% -0.08 [-0.92, 0.76]
Ostrowitzki 2022 - B0moikg (Cread) 359 245 46 342 247 88 408% 0.17 [-0.56, 0.90]
Ostrowizki 2022 - G0mafka (Cread 2) 1.89 1.63 12 319 1.68 18 231%  -1.30[2.55,-0.08]
Subtotal {95% Cl) 263 187 100.0%  -0.26 [-1.01, 0.48]
Heterogeneity: Tau®=0.22; Chi®*= 3499 df= 2 (P=0.14); F=50%
Test for overall effect Z= 068 (P =049)
2.7.5 Crenezumab-SC
Cummings 2018 - 300mg 2.0 287 122 2.7 283 62 100.0% -0.69 [-1.56, 0.18] 1
Subtotal {95% Cl) 122 62 100.0%  -0.69 [-1.56, 0.18]
Heterogeneity: Mot applicable
Test for overall effect Z=156 (F=012)
2.7.6 Donanemab
Mintun2021 1.22 201 131 1.488 1899 125 306% -0.36 [-0.85,0.13] —H
Sims 2023 1.72 23658 598 242 23764 G672 BY94%  -0.70[-0.96 -0.44] [ ]
Subtotal {95% CI) 729 797 100.0% -0.60 [-0.90, -0.29] ’
Heterogeneity: Tau*=0.02; Chi*=1.44, df=1 {P=023);F= 3%
Test for overall effect 2= 3.80 {F = 0.0001}
2.7.7 Gantenerumab
Baternan 2023 {Graduate ) 335 31274 499 365 35236 485 308% -0.30 [F0.72,012] -
Baternan 2023 {Graduate II) 282 31242 498 301 33TE O 4YT 330% -019 085, 0.21] .-
Ostrowitzki 2017 - 105mg 1.69 268 271 1.6 261 133 17.9% 0.09 [-0.46, 0.64] -
Ostrowitzki 2017 - 225mg 1.73 2454 260 1.6 261 133 183% 013 [-0.41, 0.67] s
Subtotal (95% CI) 1528 1228 100.0%  -0.12[-0.35,0.12] 4
Heterogeneity: Tau®= 0.00; Chi*= 222 df=3(P=053);F=0%
Test for overall effect Z= 0498 (P =033}
2.7.8 Lecanemab
Swansaon 2021 - 0amafkaB 1.46 2.36 a9 14 247 48 5.0% -0.04 [-0.85, 0.81] I
Swanson 2021 - 05mafka 1.71 ch| 48 14 247 48 4.0% 0.21 [0.75,1.17] -
Swansaon 2021 - 10mafkaB 11 263 1582 14 247 48 5.5% -0.40 [-1.21, 0.41] T
Swanson 2021 - 10mafka 1.28 265 248 14 247 46 5.9% -0.25 [-1.04, 0.54] T
Swanson 2021 -02. 8moikgE 1.23 244 a2 14 247 48 3.9% -0.27 [1.23, 0.69] T
wan Dwyck 2022 -045 2337 859 0 2337 878 7a6% -045[067,-0.23] |
Subtotal {95% Cl) 1446 1113 100.0% -0.38 [-0.57, -0.19] 4
Heterogeneity: Tau®= 0.00; Chi*= 262 df=5(P=0.76), F=0%
Test for overall effect 2= 3.91 (P = 0.00013)
2.7.9 Solanezumab
Doody 2014 (Expedition 1) 2 57247 508 1.8 87247 806 124% 0.20 [-0.51, 0.91] T
Doody 2014 (Expedition 2) 2.3 383 51 2.7 396 518 257% -0.40 [-0.88, 0.08] —
Hanig 2018 {Expedition 3) 1.87 328 1087 2.4 36 1072 61.9% -0.34 [0.63,-0.09] [
Subtotal {95% Cl) 2084 2097 100.0% -0.29 [-0.54, -0.04] L]

Heterogeneity: Tau®= 0.00; Chi*= 217, df= 2 (P=0.34); F= 8%

Test for overall effect Z=2.24 (P=0.03)

Test for subaroup differences: Chi®= 25.01, df=8 (P=0.002), F=68.0%

4 2
Favours [mAb]

2 4
Favours [PL]
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Donanemab — iADRS

Meta-analysis

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI|
Mintun 2021 -6.86 129907 131 -10.06 128077 126 185% 3.20[0.05, 6.35] I —
Sims 2023 -1018 132772 583 1322 11.2576 444 B1.5% 3.03[1.43, 4.43] —-
Total (95% Cl) 714 570 100.0% 3.06 [1.70, 4.42] -
Heterogeneity: Tau®=0.00; Chi*=0.01, df=1 (P =082, F=0% _150 I5 0 % ‘IID
Testfor overall effect Z=4.42 (P = 0.00001) Favours [control] Favours [experimental]
Donanemab - MMSE
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.4.2 Donanemab
Mintun 2021 -2.35 4418 13 -2.88 43777 126 13.0% 063 [-0.45 1.71] ]
Sims 2023 -275 3THMT  BO0 -3.22 38487 BVI AT.O% 0.47[0.05, 0.89] t
Subtotal (95% CI) 731 805 100.0% 0.49 [0.10, 0.88]
Heterogeneity: Tau®=0.00; Chi*=0.07, df=1 (P=079), F=0%
Test for averall effect Z=248 (F=0.01)
} } } t
-2 -1 a 1 2

Donanemab — ADCS-ADL

Favours [control]

Favours [experimental]

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SO Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.6.1 Donanemab
Mintun 2021 -3.98 84468 131 -52 83402 126 171% 1.22 083, 3.27] e
Sims 2023 -4.87 82933 891 -6.32 85108 6HE1 B29% 1.75[0.82, 2.68] _._
Subtotal (95% CI) 722 T87 100.0% 1.66 [0.81, 2.51] e
Heterageneity: Tau®= 0.00; Chi*=0.21, df=1 (P =064, F=0%
Testfor averall effect £=3.83 (P =0.0001)
1 1 1 1
N I

Favours [control]

Favours [experimental]

55



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Passive immunotherapies against Ap — amyloid PET

Meta-analysis

mAb PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 BAPINEUZUMAB-IV
Salloway 2014 - 0.5 mafky 0.039 01566 12 -0.046 01172 7 7.4% 0.46 [-0.39,1.52] T
Salloway 2014 - 0.5moglky 0001 01743 A 0402 01716 40 43.3% -0.87 [F0.98,-0.18] =
Salloway 2014 - Tmoikn -0.094 01632 12 -0.046 01253 g 8.3% -0.31 F1.21, 0.59] T
Vandenberghe 2016 - 0.5maikg -0.04 0.196 6 0.02 01442 13 7% -0.36 [1.33, 0.62] b
Yandenberghe 2016 - 1mo/ky o 01658 11 0.02 01442 13 104% -013[-0.93, 0.68] T
Vandenberghe 2016 -0.5mafky -0.04 01697 Iz 0.03 0.196 24 23.4% -0.38 091, 0.14] —
Subtotal (95% CI) 148 105 100.0% -0.36 [-0.62, -0.101 4
Heterogeneity, Tau®= 0.00; Chi*=5.04, df =6 {(P=0.41); F=1%
Testfor overall effect: Z= 2 69 (P = 0.007)
2.2.2 BAPINEUZUMAB-SC
Brody 2016 - 20mg -0.021 01803 36 0 01749 11 337% -0.12 F0.79, 0.56] —a
Brody 2016 - 2mg -0.014 01863 35 0 01749 11 335% -0.07 [F0.75, 0.60] &
Brody 2016 - Fmg -0.066 04777 34 0 01749 11 328% -0.37 [F1.05, 0.32] —-
Subtotal (95% CI) 105 33 100.0% -0.18 [-0.58, 0.21] *
Heterogeneity: Taw®= 0.00; Chi*=0.41, df= 2 {(F=0.81); F=0%
Testfor overall effect: Z= 0592 (P = 0.36)
2.2.3 SOLANEZUMAB-IV
Hanig 2018 -0.01 01418 805 0 01406 791 100.0% -0.07 FO17, 0.03] .
Subtotal (95% CI) 805 791 100.0% -0.07 [-0.17, 0.03] [
Heterogeneity. Mot applicable
Testfor overall effect Z=1.41 (P = 0.16)
2.2.4 GANTENERUMAB-IV
Ostrowitzki 2012 - G0my 0.03 0.24 5} 0.24 014 2 A82.0% -0.80 [-2.50, 0.89] ——
Ostrowitzki 2012 200my -0.2y 0.45 6 0.24 014 2 48.0% -1.07 [2.83, 0.69] — T
Subtotal (95% CI) 12 4 100.0% -0.93 [-2.15, 0.29] B
Heterogeneity, Tau®= 0.00; Chi*=0.05 df=1 {(P=0.83); F=0%
Testfor overall effect: Z=1.49(P=0.14)
2.2.5 GANTENERUMAB-SC
Baternan 2023 (Graduate [y -G6.44 19.9355 49 0 199355 41 24.9% -3.30 [F3.95, -2.66] —
Baternan 2023 (Graduate 1) -56.46 18.45 14 0 18.45 40 249% -303 36T, -2.40] -
Ostrowitzki 2017 - 105ma 1] 0.z 3z -0.02 013 18 251% 0.11 [F0.47, 0.69] -
Ostrowitzki 2017 - 225my -0.09 014 30 -0.02 013 17 250% -080[F1.11,0.10] ]
Subtotal (95% CI) 155 116 100.0% -1.68 [-3.39, 0.03] g
Heterogenaity, Tauf= 2.94; Chi* = 92.54, df= 3 (F = 0.00001); F= 97%
Testfor overall effect: Z=1.93 (F=0.09)
2.2.6 LECANEMAB-IV
Swanson 2021 - 02 5mafkgE -0.094 04111 28 0.004 01244 200 16.4% -0.83[F1.42,-0.23] -
Swanson 2021 - 08muoikaB -0197 01091 27 0.004 01244 20 157% -1.71 [2.39,-1.03] =
Swanson 2021 - 08mogkgh RUA R EEIRRRE 28 0.004 01244 20 16.2% -1.14 F1.78,-0.52] —
Swanson 2021 - 10muoikaB -0.306 0126 44 0004 01244 20 157% -2 44 [313,-1.74] =
Swanson 2021 - 1 0mogkgh -n.22s 04178 829 0.004 01244 19 16.8% -1.91 [2.47,-1.358] -
van Dyck 20232 -5912 237218 354 0 237218 344 182% -2 49269, -2.29] -
Subtotal (95% CI) 570 443 100.0% 177 [-2.37, -1.16] ’
Heterogeneity TauR= 0.48; Chi*= 43.17, df= 5 (F < 0.00001); F= §8%
Testfor overall effect: Z=574 (P = 0.00001)
2.2.7 CRENEZUMAB-IV
Ostrowitzki 2022 (Cread) -0.002 00719 120 0004 00719 120 B3E% -0.08 [0.24,0.17] | ]
Ostrowizki 2022 (Cread 2) -0.009 01036 55 0.008 01036 55 191% -0.16 [F0.54, 0.21] e
Salloway 2018 -0.02 01378 21 -0.071 0136 10 T1% 0.36 [-0.40,1.12] T
Subtotal (95% CI) 196 185 100.0% -0.07 [-0.28, 0.13] [
Heterogenaity, Tawf= 0.00; Chi*=1.49, tf = 2 (P = 0.47); F= 0%
Testfor overall effect Z=073 (P =0.47)
2.2.8 CRENEZUMAB-SC
Salloway 2018 -0.029 01862 24 -0.018 01866 10 100.0% -0.06 [F0.80, 0.68] !‘
Subtotal (95% CI) 24 10 100.0% -0.06 [-0.80, 0.68]
Heterogeneity. Mot applicable
Testfor overall effect Z=0145 (F = 0.88)
2.2.9 ADUCANUMAB-IV
Budd Haeberlein 2022 {(EMERGE)-High Dose  -0.264 01239 170 0014 01281 1589 231% -2.22[2.49,-1.94] -
Budd Haeherlein 2022 (EMNGAGE) -High Dose  -0.235 01245 183 -0.003 01185 204 236% -1.91 [2.15,-1.67] =
Sevigny 2016 - 01 moika -0.085 01224 26 0014 01102 11 14.8% -0.87 [F1.29, 0.14] 7
Sevigny 2016 - 03moiky -0.135 01185 28 0014 01102 11 143% -1.25 [2.01,-0.50] -
Sevigny 2016 - OBmoika -2 01176 24 0014 01102 10 123% -1.88 F2.77,-1.01] —
Sevigny 2016 - 10moiky -0.262 017 28 0014 01102 m o 11.8% -2.28[3.18,-1.238] —_—
Subtotal (95% CI) 460 405 100.0% -1.73 [-2.16, -1.30] *
Heterogensity, Tauwf= 0.19; Chi*= 21.79, df= 5 (P = 0.0008); F= 77%
Testfor overall effect: Z=7.94 (F = 0.00001)
2.2.10 DONANEMAB-IV
Mintun 2021 -B5.06 26.1523 40 0 261523 91 34.3% -3.24 [3.68,-2.79] il
Sims 2023 -7 2349735 614 -0.67 23814 690 6G5TN -3.61 [F3.79,-3.44] [ ]
Subtotal (95% CI) T04 781 100.0% -3.48[-3.83, -3.14] L 2
Heterogeneity Tau?= 0.04; Chi#= 2.32, df=1 (P = 0.13); F= 57%
Testfor overall effect: Z=19.68 (P = 0.00001)

Testfor subogroun diffierences: Chi®= 417 46, df= 9 (P = 0.00001%, F= 87.8%

10

Favours [mAbl-Decrease Favours [FL-Increase

10
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

REVIEW QUESTION 16a. What effect does modifying risk factors (repositioning drugs acting on
possible etiological causes of dementia) have on slowing the progression of dementia?

Antidiabetic drugs — ADAS-Cog

ADs PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
1.1.1 Rosiglitazone 2mg
Gald 2010 1.2 604 130 2 B4 65 247%  -080[-267,1.07] —
Reisner 2006 -0.z2 G 126 -04 603 61 25.3% 0.20 [-1 .64, 2.08] —
Subtotal (95% CI) 256 126 49.9%  -0.29 [-1.61,1.02] <4

Heterogeneity: Tau®=0.00; Chi*=0.85, df=1 (P = 0.46); F= 0%
Testfor averall effect: £=0.44 (P = 0.66)

1.1.2 Rosiglitazone 8mg

Gold 2010 1.2 683 125 2 B4 65 24.7%  -080[2.67,1.07] —
Reisner 2006 -0.7 GO7 13 -0.4 BOB Bl 25.4%  -030[2.15,1.559] -
Subtotal (95% CI) 256 126 50.1%  -0.55[-1.86, 0.77] <

Heterogeneity: Tau®= 0.00; Chi*=0.14, df=1{F =071}, F=0%
Testfor averall effect £=081 (F=04%)

Total (95% CI) 512 252 100.0% -0.42 [-1.35,0.51]
Heterogeneity: Tau®= 0.00; Chi*= 0.76, df= 3 (P = 0.86); F= 0% _150 55 ) % 150
Testior overall eﬁeclt: £=083F =, 038 Favours [experimental] Favours [control]
Test for subaroup differences: Chif=0.07, df=1 (P=079, F=0%
Antidiabetic drugs — adverse events
ADs PL Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Rosiglitazone 2mg
Gold 2010 B0 166 kil 82 29.4% 0.96 [0.68, 1.35]
Reisner 2008 36 128 22 62 18.2% 079 [0.51,1.22]
Subtotal (95% CI) 204 144  47.7% 0.89 [0.68, 1.16]
Total events EL a3
Heterogeneity: Tau®= 0.00; ChiF=044, df=1{F =091} F=0%
Test for averall effect: Z= 085 (F =040
1.2.2 Rosiglitazone 8mg
Gold 2010 B8 165 kil 82 31.7% 1.11 [0.79,1.54]
Reisner 2008 46 135 22 62 20.7% 0.96 [0.64,1.45] 44::
Subtotal (95% CI) 300 144 52.3% 1.05 [0.81, 1.35]
Total events 114 a3
Heterogeneity: Tau®= 0.00; Chi®=0.28, df=1 {F =060} F= 0%
Testfor overall effect =034 (F=073
Total (95% CI) 504 288 100.0% 0.97 [0.80,1.17] <
Total events 211 106
Heterogeneity: Tau®=0.00; Chi*=1.44 df=3{F =070}, F=0% f f f f f f
Test fo?nvergll effect £= IZII.34 F= IZI.TEI) ( 4 0.1 0.2 -D'E : 5 10
Favours [experimental] Fawvours [control]

Test for subaroup differences: Chi*= 073, df=1 (P =039, F=0%
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Non steroidal anti-inflammatory drugs — ADAS-Cog

NSAIDs
Study or Subgroup  Mean SD Total

Mean

PL Mean Difference
S0 Total Weight IV, Random, 95% Cl

Meta-analysis

Mean Difference
IV, Random, 95% CIl

2.1.1 Celecoxib

Soininen 2007* 439 1603 278
Subtotal (95% CI) 278

Heterageneity: Mot applicakle
Testfor overall effect Z=036 (P=072)

2.1.2 Diclofenac

Scharf1999 025 45 AT
Subtotal (95% CI) 17

Heterogeneity: Mot applicable
Testfor overall effect 2= 0.91 (P = 0.36)

2.1.3 Ibuprofen

Pasqualetti 2009* -3 1056 51
Subtotal (95% CI) 51

Heterogeneity: Mot applicable
Test for overall effect: Z2=0.05 (P = 0.98)

2.1.4 Indomethacin

De Jong 2008 78 7B 19
Subtotal (95% CI) 19

Heterogeneity: Mot applicable
Test for overall effect 2= 052 (P = 0.60)

2.1.5 Naproxen

Aisen 2003 -5.8 g 1
Subtotal (95% CI) 118

Heterogeneity: Mot applicable
Test for overall effect £=0.09 (P =0.93)

2.1.6 Rofecoxib

Aisen 2003 TE 7T 172
Reines 2004+ 484 844 321
Subtotal (95% Cl) 443

5 1603 135  9.6%

-0.61 [-2.91, 2.69]

135  9.6%  -0.61[-3.91, 2.69]

Heterageneity: Tau®=0.08; Chi*=1.10, df=1(P=0249) F= 9%

Testfor overall effect Z=1.67 (P=0.10)

2.1.7 Tarenflurbil

Green 2009 424 7899 786
Wilcock 2008 287 B.72 44
Subtotal (95% CI) 834

Heterogeneity, Tau== B.43; Chi*= 7.28, df= 1 (P = 0.007); F= B6%

Testfor overall effect Z=0.42 (P=0.67)

Total (95% CI) 1760

1983 555 14 BO%  -168[5.29,1.93
14  B89% -1.68[-5.29,1.93]
-31 1086 46 7E%  010[411, 4.3
46 T.6%  0.10 [4.11, 4.31]
93 10 19 53% -150[7.15 4.15]
19 53%  -1.50 [-7.15, 4.15]
57 82 111 128%  -010[2.20,2.00]
111 12.9%  -0.10 [-2.20, 2.00]
5782 111 131%  -1.80[3.95 015
544 844 327 151%  -0.60 [1.80, 0.70]
438 28.2%  -1.00 [-2.17,0.18]
173 574 T46 163% 251 [1.82, 3.20]
402 BT2 46 11.2%  -1.35 [4.07,1.37]
792 27.5%  0.81[-2.94, 4.57]
1555 100.0%  -0.37 [-1.94, 1.19]

Heterogeneity: Tau®= 3.7, Chi®= 39.38, df=8 (P = 0.00001); F=80%

Testfor overall effect 2= 0.47 (P = 0.64)

Testfar subgraup differences: Chi*=1.69, df=6{F=0495), F=0%

JR—— E—
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Favours [experimental] Favaurs [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Non steroidal anti-inflammatory drugs — MMSE

Meta-analysis

NSAIDs PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Aspirin
Bentham 2008* -0.7  1.66 98  -06 1.6G 94 288%  -0.10[F0.57,0.37]
Subtotal {95% CI) a8 94 28.8%  -0.10[-0.57,0.37]
Heterogeneity, Mot applicable
Testfor overall effect Z=0.42 (P =068
2.2.2 Celecoxib
Soininen 2007* -3 A7 A5 S223F 128 /A% -030[0.80, 0200 =
Subtotal (95% CI) 255 128 251%  -0.30[-0.80, 0.20] &
Heterogeneity: Mot applicahle
Testfor owerall effect: Z=117 (P=0.24
2.2.4 Ibuprofen
FPasqualetti 2009* 27 3A7 a1 21 334 46 3.3% 060 [-0.79, 1.949] I
Subtotal (95% CI) 51 46 3% 0.60 [-0.79, 1.99] i
Heterogeneity: Mot applicahle
Testfor owerall effect: Z=0.85 (P =0.40)
2.2.5 Indomethacin
CeJong 2008 -34 43 19 -84 as 18 0.6% 200[1.14,514] e
Subtotal {95% CI) 19 19 0.6% 2.00 [1.14, 5.14] -~
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.25 (FP=0.21)
2.2.7 Rofecoxib
Reines 2004* -287 4784 327 -3 478 329 118% -044 117, 0.249] T
Subtotal {95% CI) 322 329 11.8% 044 [1.17,0.29] L
Heterogenaity: Mat applicabla
Testfor overall effect Z=117 (P=0.24)
2.2.8 Tarenflurbil
Grean 20049 -2.36 41 B30 -204 411 615 304%  -032[0.78,0.14] -
Subtotal (95% CI) 630 615 30.5%  -0.32 [0.78,0.14] L
Heterogeneity: Mot applicable
Testfor overall effect Z=138(FP=017)
Total (95% CI) 1375 1231 100.0%  -0.22 [-0.47,0.03] L
Heterogeneity: Tau®= 0.00; Chi*=4.14, df=5(F=0.53); F=0% f f

Testfor overall effect: Z=1.72 (P =009

Testfor subgroun diferences: Chif= 414, df=5(P=053), F=0%

4 o0 2 4
Favours [control] Favours [experimental]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Non steroidal anti-inflammatory drugs — ADCS-ADL

NSAIDs PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
2.3.1 Naproxen
Ajsen 2003 87 105 118 1185 112 111 145% 280[-0.02, 562 1
Subtotal {95% CI) 118 111 14.5% 2.80 [-0.02, 5.62] e ——

Heterageneity: Mot applicakle
Testfor overall effect Z=1.95 (P = 0.05)

2.3.2 Rofecoxib

#isen 2003 83 @7 118 115 112 111 152%  3.20(0.48, 597 _—
Reines 2004* 785 11.25 315 -813 1125 328 252% 028 [1.46,2.07] ——
Subtotal (95% Cl) 433 439 404%  1.54 [1.29,4.38] —eei——

Heterageneity: Tau®= 2.91; Chi*= 314, df=1 (P=0.08), F= 8%
Test far averall effect: 2=1.07 (F = 0.249)

2.3.3 Tarenflurbil

Green 2009 -5.36 1018 781 -6.05 1072 725 35.0% 0.69 [-0.28,1.76] T
Wilcock 2008 -4.6 9 48 -B.57 845 46 10.0% 3.97 [0.34, 7.60]
Subtotal (95% CI) 799 771 45.1% 1.85[1.22, 4.93] ——

Heterogeneity: Tau®= 3.52; Chi*= 2.89, df=1 (P = 0.09); F= 65%
Testfor overall effect Z=118 (P=0.24)

Total (95% Cl) 1350 1321 100.0% 1.60 [0.31, 2.90] e
Heterogeneity, Tau®= 0,96, Chi*=7.48, df=4 (P=011), F=47%
Testfor overall effect £=2.42 (P=0.02)

Testfar subgraup differences: Chit= 041, df= 2 {P=082 F=0%

4 20 2 4
Favours [control] Favours [experimental]

Non steroidal anti-inflammatory drugs — NPI

NSAIDs PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
241 Ibuprofen
FPasqualetti 2008* -2.2 2 a1 -1.3 22 46 430% -090[1.74 -0.08] Ly
Subtotal {95% CI) 51 46 43.0% -0.90 [-1.74, -0.06] L]

Heterageneity: Mot applicakle
Testfor overall effect Z= 210 (P =0.04)

2.4.2 Naproxen

Ajsen 2003 -3F 128 118 234 1149 1N 91%  -0.30[-3.456, 2.86] — T
Subtotal {95% CI) 118 111 91%  -0.30 [-3.46, 2.86] B
Heterageneity: Mot applicakle

Testfor overall effect Z=0.18 (P =0.85)

2.4.3 Rofecoxib
Ajsen 2003 -38 109 122 -34 0 1149 111 103% -0.40[3.34,244] —
Subtotal {95% CI) 122 111 10.3%  -0.40 [-3.34, 2.54] e
Heterageneity: Mot applicakle

Testfor overall effect Z=0.27 (P=0.79)

2.4.4 Indomethacin

De Jong 2008 32 1841 18 94 14 19 1.0% -6.20[16.49, 4.09]
Subtotal {95% CI) 19 19 1.0% -6.20[-16.49, 4.09] —ee
Heterogeneity: Mot applicable

Testfor overall effect Z=118 (P =0.24)

2.4.5 Tarenflurbil
Green 2008 -A36 1018 781 -BOS5 1072 TS JEAE% 0.69 [-0.38,1.78] :
Subtotal {95% CI) 751 725 36.6% 0.69 [-0.38, 1.76]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.27 (P=0.21)
Total (95% Cl) 1061 1012 100.0%  -0.26 [-1.30,0.77] *
1 1

Heterogeneity: Tau®=0.47, Chi*=6.53, df= 4 (F=0.16), F= 39% 0 —1ID b 1=D e
Testfor overall eﬁeclt Z=050(F : 0.62) Favours [experimental] Favours [control]
Testfor subaroup differences: Chif=6.53, df= 4 (P=016), F= 38.7%

60



Diagnosis and treatment of dementia and Mild Cognitive Impairment

Non steroidal anti-inflammatory drugs — CIBIC+

Meta-analysis

NSAIDs PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2.5.1 Ibuprofen
FPasgualetti 2009+ 4 143 a1 39 136 16 4.6% 010 [-0.46, 0.66] —_ T
Subtotal (95% CI) 51 46 4.6% 0.10 [-0.46, 0.66] .
Heterogeneity: Mot applicable
Test for overall effect Z=035 (P =0.72)
2.5.2 Celecoxib
Soininen 2007 492 113 279 483 113 135 262% 0.09[-0.14,0.32] -
Subtotal (95% CI) 279 135 26.2% 0.09 [-0.14, 0.32] -»
Heteroganeity: Mot applicable
Testfor averall effect 2= 076 (P =0.45)
2.5.3 Rofecoxib
Reines 2004* 049 087 319 087 0497 328 631% 003012, 018] =
Subtotal (95% CI) M9 328 631% 0.03[-0.12,0.18]
Heterogeneity: Mot applicahle
Testfor averall effect Z=0.38 (P = 0.69)
2.5.4 Indomethacin
De Jong 2008 a6 0.8 18 ar 0r 18 B.2%  -010 0488, 0.38] T
Subtotal (95% CI) 19 19 6.2%  -0.10[-0.58, 0.38]
Heterogeneity, Mot applicable
Test for averall effect 2= 041 (P = 0.68)
Total {95% Cl) 668 528 100.0% 0.04 [-0.08, 0.16]

Heterogeneity: Tau®=0.00; Chi®= 057, df= 3 (P = 0.90);, F= 0%

Testfor overall effect: 2= 067 (F = 0.60)

Test for subgroup differences: Chi*=0.57, df= 3 (F=090), F=0%

Non steroidal anti-inflammatory drugs — adverse events

-2 A 0 1 2
Favours [experimental] Favours [control]

NSAIDs PL
Study or Subgroup Events Total Events
2.6.1 Celecoxib
Soininen 2007+ 228 285 105
Subtotal (95% CI) 285
Total events 229 105
Heterogeneity: Mot applicahle
Testfor overall effect £=1.21(F =023
2.6.2 Rofecoxib
Reisner 2008 270 346 259
Subtotal (95% CI) 346
Total events 270 259
Heterogeneity: Mot applicahle
Testfor overall effect Z=098(F =032
2.6.3 Tarenflurbil
Green 2009 TS50  BED B58
Wilcack 2008 63 70 ala]
Subtotal (95% CI) 930
Total events 2113 Ta4

Heterogeneity: Tau®= 0.00; ChiF=0.24, df=1 {F =062y F=0%

Testfor overall effect: Z=150F =013

1561
1312

Total {95% Cl)
Total events

Testfor averall effect £= 205 (F =0.04)

1118
Heterogeneity, Tau®= 0.00; ChF=0.76, df= 3 (F = 0.86), F=0%

Risk Ratio Risk Ratio
Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
140 8.3% 1.07 [0.96, 1.20] —
140 8.3% 1.07 [0.96, 1.20] ~=sul——
346 15.2% 1.04 [0.96, 1.13] i
346 15.2% 1.04 [0.96, 1.13] o
821 70.2% 1.03[0.98, 1.07] -l
6 B.3% 1.06 [0.93, 1.21] e I
887 T76.5% 1.03 [0.99, 1.07] -
1373 100.0% 1.03 [1.00, 1.07] o
—t : :
0.850.9 11 1.2

Test for subgroup differences: Chif= 040, df =2 (F=073, F=0%

Favours [experimental] Fawvours [control]
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Non steroidal anti-inflammatory drugs — serious adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Aigen 2003 a1 240 15 111 7.8% 1.687 [0.93, 2.67] T
Bentham 2008 B3 156 52 184 M .0% 1.20[0.89, 1.60] ™
De Jong 2008 5 26 1 25 0.6% 4.81 [0.B0, 38.32]
Green 20049 185 860 163 B21 378% 1.14 [0.95,1.37] =
Reines 2004 B 346 a4 346 171% 1.13[0.81,1.58] -
Soininen 2007 T3 285 321058 15.9% 0.84 [0.59,1.19] —
Total (95% CI) 1913 1562 100.0% 1.13[0.97,1.32] »
Total events 448 T
Heterageneity: TauF=0.01; Chi*=6.30, df= 5 (P = 0.28); F= 21% D= » 051 150 1|:|=D

Testfor overall effect Z=1.57 (P=0.12) Favours [experimental] Favours [control]

Statins — ADAS-Cog

Statins PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
3.1.1 Atorvastatin
Feldman 2010 361 B9 236 412 7278 44E%  -051[1.72,0.70] —-
Sparks 2004 -22 TA 21 1.8 44 25 8.8% -4.00[-7495 -0.05]
Subtotal (95% CI) 257 303 534% -1.73[-4.99,1.53] ol

Heterogeneity, Tau*= 3.87; Chi*=2.74, df=1(P=010); F=63%
Test for overall effect; Z2=1.04 (P = 0.30)

3.1.2 Simvastatin

Sano 2011 579 776 204 538 B95 202 3% 0.43 [-1.00, 1.86]
Simons 2002 34 7 20 41 B4 24 85% -070[4.72 3.37]
Subtotal (95% CI) 224 226 46.6% 0.30 [-1.05, 1.65]

Heterogeneity: Tau*=0.00; Chi*=0.27, df=1 (P =060}, F=0%
Test for averall effect 2= 044 (P = 0.66)

Total (95% CI) 481 529 100.0%  -0.47[1.72,0.77] *
Heterogeneity: Tau®= 0.52; Chi*=4.51, di= 3P =021}, F= 33% -1IE| ES b L 1

Testfor overall eﬁec.t: £=075( : 0.45) Favours [experimental] Favours [control]
Testfor subgroup differences: Chif=1.27, df=1 (F=0.26), F=21.3%

Statins - MMSE

Statins PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.2.1 Atorvastatin
Feldman 2010 -0.96 338 236 -1.35 25 ZrVE 3549% 039 [-0.21, 0.99]

Sparks 2008 077 2T 3 247032 31 18.8% 1.65[0.19, 3.11] —e—
Subtotal (95% CI) 268 300 54.7%  0.84[-0.35 2.02]

Heterogeneity: Tau*= 047, Chi*= 244, df=1(FP=012); F=59%
Testfor overall effect 2=1.39F=017)

3.2.2 Simvastatin
Sano 2011 -247 0 38 204 -228 408 ZO2 2% -0.19[0.96, 0.58] I

Simons 2002 S0E 31 24 2T 3390 20 132% 210[0.16, 4.04] —
Subtotal (95% CI) 228 222 453%  0.78[-1.44,2.99]

Heterogeneity: Tau®*= 2.06; Chi*= 4.65, df=1 (P =0.03); F=73%
Test for overall effect; 2= 069 (P = 0.4&)

Heterogeneity: Tau?=0.42; Chi*=8.04, df= 3 (P = 0.05); F=63% 54 |2 é ;1
Favours [control] Favours [experimental]

Total (95% Cl) 496 531 100.0% 0.67 [-0.17,1.51] 'l.
]

Test for averall effect Z=155(FP=012)
Testfor subgroup diffierences: Chi®= 0.00, df=1 (P = 0.96), F=0%
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Statins PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
3.3.1 Atorvastatin
Feldman 2010 361 69 236 412 B85 T8 46T7% 051 [1.71,069]
Sparks 2005 269  EBAS 32 BA9  E8Aa 3 196% -4.30 764, -0.96] e
Subtotal (95% CI) 268 309 66.4%  -2.07 [-5.73,1.59] -
Heterageneity Tau®= 554, Chi*=4 .37, df=1 (P=004), F=77%
Testfor overall effect Z=1.11 (P=0.27)
3.3.2 Simvastatin
Sano 2011 1495 1064 204 36 1038 202 336%  -1.65[3.69 039 —
Subtotal (95% CI) 204 202 33.6%  -1.65[-3.69,0.39] <P
Heterageneity: Mot applicable
Testfor overall effect Z=1.88 (P =0.11)
Total (95% Cl) 472 511 100.0%  -1.64 [-3.45, 0.18] -
_Il-_ietnta;ugeneltyl:lT?ru :gf?;;)?hlpz_atlj?;é df=2{P=009); F=58% -EID -1'D b 110 E'D
estfor overall effect 2= 1.77 (P = 1.08) Favours [experimental] Favours [control]
Testfor suboroup differences: Chi*=0.04, df=1{P=084), F=0%
Statins — adverse events
Statins PL Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 Atorvastatin
Feldiman 2010 103 182 A1 3256 496% 2.86 [2.20 3.71] i
Subtotal (95% Cl) 192 325 49.6% 2.86 [2.20, 3.71] <
Total events 103 A1
Heterogeneity: Mot applicahle
Test for overall effect: £= 787 (P = 0.00001})
3.4.2 Simvastatin
Sano 2011 188 204 181 202 50.4% 1.03 (087 1.10] | |
Subtotal (95% CI) 204 202 50.4% 1.03 [0.97,1.10]
Total events 1349 1M
Heterogeneity: Mot applicahble
Testfor averall effect £=1.08(F =028
Total (95% CI) 306 527 100.0% 1.71 [0.39, 7.60] "*"
Total events 252 2432
Heterogeneity: Tau®=1.15; ChiF=123.05, df=1 (F = 0.000013; F= 99% IZI.iZIS sz é 2-0

Testfor averall effect: £= 071 (F =048

Favours [experimental]

Testfor subaroup differences: Chi*= §5.05, df="1 (P = 0.00001), F= 98.2%

Antihypertensive drugs — ADAS-Cog

Favours [control]

antihypertensive drugs PL Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 Nimodipine 90mg
Marich 2012 2.59 5.95 471 303 585 242 437%  -0.44[1.36,0.48] ——
Subtotal (95% CI) 471 242 43.7%  -0.44 [-1.36, 0.48] e
Heterageneity: MNat applicakle
Testfor overall effect £= 093 (P = 0.35)
4.1.2 Nimodipine 180mg
Marich 2012 2.58 5.87 487 303 587 242 454%  -0.45[1.35 0.49] ——
Subtotal (95% CI) 487 242 454%  -0.45[-1.35,0.45] e
Heterageneity: MNat applicakle
Testfor overall effect £= 097 (P = 0.33)
4.1.3 Nilvadipine
Lawlar 2018 9.41 1053 247 963 1046 251 109% 0.22 [2.06,1.62] e E—
Subtotal (95% CI) 247 251 10.9%  -0.22 [-2.06, 1.62] ~tl
Heterageneity: MNat applicakle
Testfor overall effect £= 023 (P =0.82)
Total (95% CI) 1205 735 100.0%  -0.42[-1.03,0.19] <
Heterogeneity: Tau?=0.00; Chi*= 0.05, df=2 (P = 0.97); F=0% E-i 52 p é ji

Testfor owerall effect Z=1.35(F=018)
Test for subaroup differences: Chi*= 005, df= 2 (P = 0.97), P= 0%

Favours [experimental] Favours [control]
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Testfor averall effect: Z=0.94 (P =0.35)

Testfor subaroup differences: Chif= 048, df= 2 (P=079), F=0%

Favours [experimental] Favours [control]

antihypertensive drugs PL Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.2.1 Nimodipine 90mg
Marich 2012 -1.68 1.53 471 187 183 242 TRI% 0.29[0.05, 0.53] —-
Subtotal (95% CI) 471 242 T6.2% 0.29 [0.05, 0.53] -
Heterageneity: Mot applicahle
Testfor averall effect Z= 240 (FP=002)
4.2.2 Nimodipine 180mg
Marich 2012 -1.37 324 487 187 324 242 I38% 0E0[10,1.100 S —
Subtotal (95% CI) 487 242 23.8% 0.60 [0.10, 1.10] —
Heterogeneity: Mot applicable
Test for overall effect Z=2.35 (FP=0.03)
Total (95% CI) 958 484 100.0% 0.36 [0.11, 0.62] -
Heterogeneity; Tau®=0.01; Chif=1.21,df =1 (F=0.273; F=17% 52 51 3 15 é
Testfar overall effec.t £=178 (p:_ 0.008) Favours [control] Favours [experimental]
Testfor subgroup diferences: Chif=1.21, df=1{P=0.27), F=17.2%

Antihypertensive drugs — adverse events

antihypertensive drugs PL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
4.3.1 Nimodipine 90mg
Marich 2012 386 536 198 2¥s 32.0% 1.00[0.91,1.10]
Subtotal (95% CI) 536 275 32.0% 1.00 [0.91, 1.10]
Total events 386 198
Heterageneity: Mat applicable
Test for averall effect: Z=0.00 (P =1.00)
4.3.2 Nimodipine 180mg
Warich 2012 407 540 198 2F5 333% 1.03[0.94, 1132 —
Subtotal (95% CI) 550 275 33.3% 1.03 [0.94, 1.12] i
Total events a0v 193
Heterogeneity: Mot applicable
Testfor averall effect: 2= 0.60 (P = 0.55)
4.3.3 Nilvadipine
Lawilar 2018 206 252 201 257 34T% 1.05 [0.96, 1.14] —T
Subtotal (95% CI) 252 257 347T% 1.05 [0.96, 1.14] i
Total events 208 201
Heterageneity: Mat applicable
Test for averall effect: Z=1.00 (P =0.32)
Total (95% CI) 1338 807 100.0% 1.02 [0.97, 1.08] <
Total events 599 547
Heterageneity: Tau®= 0.00; Chi®=0.48, df= 2 (P =0.78), F=0% 07 0hs T3 e
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REVIEW QUESTION 17a. How effective is the co-prescription of cholinesterase inhibitors and
memantine for the treatment of Alzheimer’s disease?

AChEIl + memantine vs AChEI + placebo — MMSE

AChE!
Mean SD Total

AChEI+MEM
Study or Subgroup  Mean  SD Total

Mean Difference
Weight IV, Random, 95% CI

Mean Difference

IV, Random, 95% Cl

1.1.1 mild to moderate AD

Dysken 2014 -3.05 383 142 -316 389 140 33.21%
Parsteinsson 2008 -06 623 M4 -02 B44 M3 1923%
Subtotal (95% CI) 356 353 52.4%
Heterogeneity: Tau®*=0.00; ChiF= 044 df=1 (P=041), F=0%
Testfor overall effect Z=0.21 (F=0.84)

1.1.2 moderate AD

Youn 2020 -013 2.82 74 -025 284 T4 33.4%
Subtotal (95% CI) 74 74  33.4%
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.26 (F = 0.80)

1.1.3 moderate to severe AD

Howard 2012 -3.83 349 58 -3.8 3.82 54 14.2%
Subtotal (95% CI) 58 54 14.2%
Heterogeneity: Mot applicable

Testfor overall effect Z= 038 (F=0.70)

Total {95% CI) 488 481 100.0%
Heterogeneity, Tau®*= 0.00; Chi*= 067, df= 3 (F=0.88), F=0%
Testfor overall effect Z=014 (P =0.88)

Testfor subgroup differences: Chi*=0.23, df= 2 (P=0.89), F=0%

0.11 [F0.50,1.07]

-0.40 [-1.60, 0.80]
-0.08 [0.80, 0.65]

0.42[0.78,1.09]
0.12 [-0.79, 1.03]

0.04 [-0.49, 0.56]

4

AChEI + memantine vs AChEI + placebo — ADAS-Cog

AChE+MEM AChEI

Study or Subgroup  Mean SD Total Mean

Mean Difference

SD Total Weight IV, Random, 95% CI

Favours [contral]

Mean Difference
IV, Random, 95% CI

Favours [experimental]

1.2.1 mild to moderate AD

Dysken 2014 6.38 834 142 TR 823 140
Porsteinsson 2008 0.6 1677 214 1.2 154 M3
Subtotal (95% CI) 356 353

Heterogeneity: Tau®= 0.00; Chi®=0.18, df=1 {P = 0.66);, F= 0%
Testfor overall effect: Z=1 40P =016)

Total {95% CI) 356 353
Heterageneity: Tau® = 0.00; Chi*=019, df=1 (P = 0.66), F=0%
Testforoverall effect: Z=1.40 (P =0.16)

Testfor subaroup differences: Mot applicable

71.3%
287%
100.0%

100.0%

AChEIl + memantine vs AChEI + placebo — ADL

140 [-3.34, 0.54]
-0.60 [-3.65, 2.45]
.17 [-2.81, 0.47]

.47 [-2.81, 0.47]

20 10 10
Favours [experimental]

2
Favours [control]

AChEI+MEM AChEI Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
1.3.1 mild to moderate AD
Dysken 2014 -14.98 1311 142 -16.96 1313 140 160% 015 [-0.08, 0.38] T
FPorsteinsson 2008 -2.9 21.2993 214 -2.8 202864 13 228% -0.00[-0.1%9 0.18] -
Subtotal (95% CI) 356 353 37.8% 0.06 [-0.09, 0.21] -
Heterogeneity: Tau®=0.00; Chi*=1.02, df=1 P =031 F= 2%
Test for overall effect: 2= 0.75 (P = 0.44)
1.3.2 moderate to severe AD
Grossherg 2013 -0.7 649 3 -1.3 TTOO328 3/1% 0.08[-0.07,0.23] T
Howeard 2012 -8.76 8.36 a8 -9.83 8.682 a4 6.0% 0.13[-0.25 0.80]  —
Tariot 2004 -2 704 188 -34 716 197 M.0% 0.20 [-0.00, 0.39] =
Subtotal (95% CI) 587 579  62.2% 0.13 [0.01, 0.24] .
Heterogeneity: Tau®= 0.00; Chi®= 0.81, df= 2 (P = 0.67); F= 0%
Test for overall effect Z= 213 (FP=0.03)
Total (95% CI) 943 932 100.0% 0.10 [0.01, 0.19] L g
Heterogeneity: Tau®=0.00; Chi®= 2.34, df= 4 (P = 0.67); F= 0% !

Test for overall effect £= 215 (P =0.03)
Test for subgroup differences: Chi*f= 050, df=1 P=048, PF=0%

R

Favours [control] Favours [experimental]

\ \
0.5 ] 05
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AChEIl + memantine vs AChEI + placebo — CIBIC+

AChEHMEM AChE! Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 mild to moderate AD

Paorsteinsson 2008 4.38 1 214 442 086 M3 343%  -0.04[-0.23,019]
Subtotal (95% CI) 214 213 34.353%  -0.04 [-0.23,0.15]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.42 (F = 0.67)
1.4.2 moderate to severe AD
Grossherg 2013 38 1.2 333 41 1.2 328 348% -0.30[-0.48,-013] -+
Tariot 2004 441 1.04 198 466 105 197 3.0% -0.25[0.46 -0.04] —
Subtotal (95% CI) 531 525 65.7% -0.28 [-0.41, -0.14] L 2
Heterageneity: Tau®*= 0.00; ChiF=0.13,df=1 (P=072), F= 0%
Testfor overall effect: Z=3.98 (P = 0.0001)
Total (95% CI) 745 738 100.0% -0.20 [-0.36, -0.04] L 2
Heterogeneity Tau®=0.01; Chi*=4.21, df= 2 (P=012); F=52% 52 51 p 15 é
Testfor overall effec.t: =234 (P:_ 0.03) Favours [experimental] Favours [control]
Testfor subgroup diferences: Chi*=4.08, df=1 (P=0.04), F=755%
AChEI + memantine vs AChEI + placebo — NPI
AChEI+MEM AChEI Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.5.1 mild to moderate AD
Dysken 2014 1.87 1182 142 226 1195 10 3.2%  -0.39[-8.05,7.27] I —
Porsteinsson 2008 1.1 1944 214 0.3 1962 213 138% 0.80 [-2.90, 4.50] -
Subtotal (95% CI) 356 223 17.0% 0.57 [-2.76, 3.91] 9
Heterogeneity: Tau®= 0.00; Chi*= 0.08, df=1 (P = 0.78), F= 0%
Testfor averall effect: 7= 034 (P=0.74)
1.5.2 moderate AD
Youn 2020 545 11.28 74 658 13.04 74 123% 1.13[-5.06, 2.50] T
Subtotal (95% CI) 74 74 123% 113 [-5.06, 2.80] <
Heterogeneity: Mot applicable
Testfor averall effect Z= 056 (F=0.57)
1.5.3 moderate to severe AD
Grogsherg 2013 -43 148 38 16 127 321 420%  -2T70[4.82,-0.58] L
Howard 2012 1.4 18.01 58 BAT 21149 54 34% -4T7T7[12.25 271] ———
Tariot 2004 -01 1361 183 37 1361 188 254% -3B0[6.53,-1.07] -
Subtotal (95% CI) 569 564 T0.7% -3.10[-4.83, -1.56] L 2
Heterogeneity, Tau®= 0.00; Chi*= 0.57, df= 2 {P = 0.749), F= 0%
Test for overall effect: Z=3.83 (P = 0.0001)
Total (95% Cl) 999 861 100.0% -2.30 [-3.68, -0.92] *
Heterogeneity: Tau®= 0.00; Chi®= 499, df= 5 (P =042 F= 0% _250 _150 5 150 250
Testfor overall effect 7= 3.28 (P = 0.001) Favours [experimental] Favours [control]

Testfor subaroup differences: Chi*=4.34, df=2 (P=0.11), F=53.8%

AChEI + memantine vs AChEI + placebo — adverse events

AChEI+MEM AChEI Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.6.1 mild to moderate AD
Orysken 2014 18 155 18 152 11.7% 0.93[0.51,1.70] I
Farsteinssaon 2008 27 M7 o NE 18231% 0.90[0.55,1.45] —
Subtotal (95% CI) T2 368 29.8% 0.91 [0.62, 1.33] -
Total events 45 49

Heterogeneity, Tau®= 0.00; ChiF=0.01, df=1 (F=0923); F=0%
Testfor overall effect Z=0.50(F =062

1.6.2 moderate to severe AD

Grosshery 2013 28 341 21 335 14.3% 1.31[0.76, 2.26] .

Howeard 2012 40 TE 46 T3 B5E% 0.84 [063,1.10] 1

Subtotal (95% CI) 417 408  T70.2% 0.99 [0.63, 1.57]

Total events o] B7

Heterogeneity: Tau®= 007, ChifF= 240 df=1 {F=012);*= 58%

Testfor overall effect 2= 0.04 (F=0.96)

Total (95% CI) 789 776 100.0% 0.91 [0.74,1.12] L 3

Total events 113 116

Heterogeneity: Tau®= 0.00; Chi®= 224 df= 3 (P=048%), F=0% 0z o 10 o

Testfor overall effect 2= 0.86 (F=0.39)

i ) Favours [experimental] Favours [contral]
Testfor subgroup differences: Chi= 008, df=1 (F=078), F= 0%
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AChEI + memantine vs AChEI + placebo — withdrawal due to adverse events

AChEI+MEM
Study or Subgroup  Events Total

AChEI
Events Total Weight M-H,

1.7.1 mild to moderate AD

Porsteinsson 2008 13 217 17 216 30.3%
Subtotal (95% CI) 217 216 30.3%
Total events 13 17

Heterogeneity: Mot applicatle

Testfor overall effect Z=0.77 (F=0.44)

1.7.2 moderate to severe AD

Grasshery 2013 34 341 21 335 364%
Tariat 2004 15 202 25201 333%
Subtotal {95% CI) 543 536 69.7%

Total events 49 46
Heterogeneity: Tau®= 040, ChF=572 df=1 (F=002); F=83%
Testfor averall effect Z=0.03 (P =098

Total (95% CI) 760 752 100.0%
Total events G2 B3

Heterogeneity: Tau®= 021, Chi*= 6534, df= 2 (P=0.04}; F= 8%
Testfor overall effect Z=0.27 (F=0.79)

Testfor subgroup differences: Chif= 018, df=1 (F= 067, F= 0%

AChEI + memantine vs AChEl as monotherapy —

AChEI+MEM AChEI
Study or Subgroup  Mean SD Total Mean SD Total Weight

Risk Ratio Risk Ratio
Random, 95% CI M-H, Random, 95% Cl
0.76[0.38, 1.53] ——
0.76 [0.38, 1.53] -
1,59 [0.94, 2.58] i
0.60[0.32, 1.10] ——
0.99 [0.38, 2.58] ~a—
0.92 [0.49, 1.71] -
0.01 0.1 10 100

MMSE

Mean Difference
IV, Random, 95% CI

Favours [experimental] Favours [contral]

Mean Difference
IV, Random, 95% CI

2.1.1 mild to moderate AD

Choi 2011 -03 249 a4 01 28 T4 BEA%
Subtotal (95% CI) a4 74 56.5%
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.88 (P = 0.38)

2.1.2 moderate to severe AD

Araki 2014 -0.83 242 12 -338 324 13 435%
Subtotal (95% CI) 12 13 43.5%
Heterogeneity: Mot applicable

Testfor overall effect 2= 220 (P =0.03)

Total (95% Cl) 96 87 100.0%

Heterogeneity: Tau®*= 3.48; Chi*= 562 df=1 (FP=002);, *= 8%
Testfor overall effect: Z=0.60 (P = 0.55)
Testfor subgroup differences: Chi*= 562, df=1 (P=0.02), F=821%

-0.40 [1.29, 0.49]
-0.40 [1.29, 0.49]

2.55[0.28, 4.87]
2.55 [0.28, 4.82]

0.88 [-1.98, 3.75]

AChEIl + memantine vs memantina + placebo - MMSE

AChEI+MEM MEM+PL
Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

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

Mean Difference
IV, Random, 95% CI

3.1.1 donepezil-mild to moderate AD

Shao 2015 1927 222 2218349 2454 22 356%
Subtotal (95% CI) 22 22 35.6%
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.51 (P = 0.61)

3.1.2 rivastigmine-mild to moderate AD

Shao 2015 1931 28 2218349 2484 22 283%
Subtotal (95% CI) 22 22 28.3%
Heterogeneity: Mot applicable

Testfor overall effect Z=0.51 (P=061)

3.1.3 galantamine-mild to moderate AD

Shao 2015 1972 318 221848 2454 22 361%
Subtotal (95% CI) 22 22 361%
Heterogeneity: Mot applicable

Testfor overall effect Z=1148(P=0.25)

Total {95% Cl) 66 66 100.0%

Heterogeneity, Tau®*=0.00; Chi*=0.24, df= 2 (F=0.89), F=0%
Testfor overall effect Z=1.27 (P =0.20)
Testfor subgroup differences: Chi*=0.24, df= 2 (P=0.89), F=0%

0.37 [1.04,1.79]
0.37 [-1.04, 1.78]

0.82 [0.58,2.27]
0.82 [-0.58, 2.22]

0.54 [-0.30, 1.38]

-
*.

MR
Favours [contral] Favours [experimental]

Meta-analysis
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AChEl + memantine vs memantine + placebo — ADCS-ADL

AChEHMEM MEM-+PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 donepezil-mild to moderate AD
Shao 2015 1.4 236 22 3204 181 22 348%  -064[-1.88 0.E0] —
Subtotal (95% CI) 22 22  348%  -0.64[-1.88,0.60] -~
Heterogeneity: Mot applicable
Testfor overall effect Z=1.01 (F=0.31)
3.2.2 rivastigmine-mild to moderate AD
Shao 2015 31.86 2.37 22 3204 1.81 22 346% -018[1.43,1.07] i
Subtotal (95% CI) 22 22 346% -0.18[-1.43,1.07]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.28 (F=0.78)
3.2.3 galantamine-mild to moderate AD
Shao 2015 309 261 22 3204 1.8 22 308% -1.14[2.47,019] — &
Subtotal (95% CI) 22 22 305% 114 [-2.47,019] B
Heterogeneity: Mot applicable
Testfor overall effect: Z2=1.68 (F = 0.09)
Total (95% CI) 66 66 100.0%  -0.63[-1.37,0.10] 4
Heterogeneity, Tau®= 0.00; Chi*=1.07, df= 2 (P = 0.59); F= 0% 54 52 2 é jl
Testfor overall effect Z=1.69 (P = 0.09) Favours [control] Favours [experimental]

Testfor subgroup differences: Chi*=1.07, df= 2 (P=0.59), F=0%

AChEI + memantine vs memantine + placebo — adverse events

AChE+MEM
Study or Subgroup  Events Total

MEM+PL

Events Total Weight M-H,

Risk Ratio
Random, 95% CI

Risk Ratio
M-H, Random, 95% ClI

3.3.1 donepezil-mild to moderate AD

Shao 2015 T 22 a 27 334%
Subtotal (95% CI) 22 22 334%
Total events 7 a

Heterogeneity: Mot applicatle

Testfor overall effect 2= 0.67 (F=0.50)

3.3.2 rivastgmine-mild to moderate AD

Shao 2015 a 22 a 22 36.0%
Subtotal (95% CI) 22 22 36.0%
Total events 8 a

Heterogeneity: Mot applicatle

Testfor overall effect £=0.97 (F=0.33)

3.3.3 gpalantamine-mild to moderate AD

Shao 2015 3 22 a 22 306%
Subtotal (95% CI) 22 22 30.6%
Total events B a

Heterogeneity: Mot applicable

Testfor overall effect Z=0.35{F=073)

Total (95% CI) 66 66 100.0%
Total events 21 14

Heterogeneity: Tau®= 0.00; ChF=016, df= 2 (F=092), F=0%
Testfor averall effect Z=1.16(F =025}
Testfor subgroup differences: Chif= 016, df= 2 (F=0.492), F= 0%

1.40[0.52,3.74]
1.40 [0.52, 3.74]

1.60[0.62, 4.13]
1.60 [0.62, 4.13]

1.20[0.43, 3.36]
1.20 [0.43, 3.36]

1.40 [0.79, 2.48]

R

i

-

0.01

} }
01 10
Favours [experimental] Favours [control]

100

Meta-analysis
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

REVIEW QUESTION 17b. When should treatment with donepezil, galantamine, rivastigmine,

memantine be withdrawn for people with Alzheimer’s disease?

AChEI withdrawal vs continuation — MMSE

withdrawal continuation Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 5% CI IV, Random, 95% CI
4.1.1 moderate AD
Howard 2012 -r.04 367 26 -3.32 445 28 178%  -3.72[5.92 -1.57] —
Subtotal {95% CI) 26 28 17.8% -3.72[-5.92,-1.52] L 2
Heterogeneity: Not applicable
Testfor averall effect Z=3.32 (P = 0.0009)
4,1.2 moderate to severe AD
Herrmann 2016 -1 4 19 07 31 21 174%  -1.70[3.83 053] -
Subtotal (95% CI) 19 21 17.4%  -1.70[-3.93,0.53] e
Heterogeneity: Mot applicahle
Testfor overall effect Z=149(F=0.14)
4.1.3 severe AD
Hong 2018 -03 14 26 03 1.1 31 3F8%  -0D.60[1.29, 0.09] =
Howard 2012 -4.82 2.09 28 -431 A 26 27.0%  -0.51[F1.83,081] —=r
Subtotal (95% CI) 54 57 64.8% -0.58 [-1.21,0.04] L/
Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 (P=0.91) F=0%
Testfor averall effect Z=1.83 (P =0.07)
Total (95% CI) 99 106 100.0% -1.32 [-2.53, -0.11] &>
Heterogeneity, Tau®= 0.88; Chi*=7.82, df= 3 (P = 0.05); F= 62% _150 5 D 5 1’0
Testforoverall effect =214 (P = 0.03) Favours [continuation] Favours [withdrawal]

Testfor subgroup differences: Chi*=7.80, df= 2 (P =002, F=74.4%
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REVIEW QUESTION 18a. What is the comparative effectiveness of donepezil, galantamine, memantine and

rivastigmine for cognitive enhancement in dementia associated with Parkinson’s disease?

Acetylcholinesterase inhibitors and memantine for the treatment of PDD — MMSE

AChEUMEM PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.1 donepezil
Aarsland 2002 228 37 12 1 A 12 1.4% 1.80[1.72,537]
Dwubois 2012 2287 301 386 M43 301 1F0 BT 4% 1.54[1.00, 2.08] -
Ravina 2005 48 32 19 228 37 19  35% 2.00[-0.20, 4.200 b
Subtotal (95% CI) 47 201 62.3% 1.57 [1.05, 2.09] <

Heterogeneity: Tau*=0.00; Chi*F=017, df= 2 (F=0892), F=0%
Testfor overall effect: £=5.91 (P <= 0.00001})

1.1.2 rivastigmine

Emre 2004 08 38 33 -02 35 166 3TT% 1.001[0.33,1.67] ——

Subtotal (95% Cl) 335 166 37.7% 1.00 [0.33, 1.67] -

Heterogeneity, Mot applicable

Testfor overall effect: =292 (P=0.003)

Total (95% CI) 752 367 100.0% 1.36 [0.94, 1.77] <>

Heterogeneity Tau®= 0.00; Chi*=1.92, df= 3 (P = 0.59); *= 0% 54 iE : é 51
Testfor overall effect Z=8.46 (F = 0.00001) Favours [contral] Favours [experimental]

Testfor subgroup differences: Chi*=1.74,df=1 (P=019), F=426%

Acetylcholinesterase inhibitors and memantine for the treatment of PDD — ADAS-Cog

AChEIMEM PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 donepezil
Dubois 2012 1977 1017 341 21.22 1017 166 3587%  -1.45[-3.34,0.44] —h
Ravina 2005 224 6.9 19 244 9.4 189 46%  -1.890[7.14,3.34] .
Subtotal (95% CI) 360 185 40.3%  -1.50[-3.28,0.27] L

Heterageneity: Tau®=0.00; Chi*= 003, df=1 (P =087 F=0%
Testfor overall effect Z=1.66 (F=10.10)

1.2.2 rivastigmine

Ernre 2004 -2.1 82 329 0.7 75 161 597% -2.B0[4.26,-1.34] L 3
Subtotal (95% CI) 329 161 59.7% -2.80 [-4.26, -1.34] &
Heterogeneity: Mot applicable

Testfor averall effect: 7= 3.76 (P = 0.0002)

Total (95% CI) 689 346 100.0% -2.28 [-3.40,-1.15] 'Y
Heterogeneity: Tau®= 0.00; Ghi=1.28, df= 2 (P =053 F= 0% _250 _150 p 150 250
Testforoverall efiect 7= 3.96 (P < 0.0001) Favours [experimental] Favours [control]

Testfor subaroup differences: Chif=1.23,df=1 (P=0.27), F=18.5%

Acetylcholinesterase inhibitors and memantine for the treatment of PDD - CIBIC+

ACHEUMEM PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% Cl
1.3.1 donepezil
Aarsland 2002 323 08 12 41 08 12 32.3%  -0.80[1.48-017 -
Dubois 2012 365 1.2 347 38 137 170 BT.7%  -0.250.48,-0.07 [ ]
Subtotal (95% CI) 359 182 100.0%  -0.43 [-0.93,0.08] 4

Heterogeneity, Tau®=0.08; Chi*= 225, df=1 (P=013); F= 56%
Testfor overall effect Z=1.66 F=010)

Total (95% Cl) 359 182 100.0%  -0.43 [-0.93, 0.08] L
Heterogeneity: Tau®=0.08; Chi*= 2.25, df=1 (P =0.13); F= 56% _150 55 5 % 1=IZI
Testfor overall effect Z=1.66 (F = 0.10) Favours [experimental] Favours [control]

Test for subgroup differences: Mot applicable
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Acetylcholinesterase inhibitors and memantine for the treatment of PDD — ADL

AChEIUMEM PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CIl
1.4.1 donepezil
Dubois 2012 0 1439 351 -226 1433 170 38.2% 2.26[-0.38, 4.90] T
Subtotal (95% CI) 351 170 38.2% 2.26 [-0.38, 4.90] el

Heterogeneity: Mot applicable
Test for averall effect: Z=1.68 {F = 0.09)

1.4.2 rivastigmine
Emre 2004 1.1 128 333 -36 103 165 EB1.8% 2500043, 4.57] —i—
Subtotal (95% CI) 333 165 61.8% 2.50 [0.43, 4.57]
Heterogeneity: Mot applicable

Testfor overall effect: Z= 236 (F = 0.02)

Total (95% CI) 684 335 100.0%  2.41[0.78, 4.04] -
Heterogeneity: Tau®= 0.00; Chi®=0.02, df=1 (P =089 "= 0% 54 52 i é i
Testfor overall effect 2= 2.80 (7 = 0.004) Favours [control] Favours [experimental]

Testfor subaroup differences: Chif=0.02, df=1 (P =089, F=0%

Acetylcholinesterase inhibitors and memantine for the treatment of PDD — NPI-10 items

AChEIUMEM PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 donepezil
Duboig 2012 11.71 10,32 354 13.06 1032 170 50.6%  -1.35[-3.24,0.54] A
Subtotal (95% CI) 354 170 50.6%  -1.35[-3.24, 0.54] <

Heterageneity: Mot applicahle
Testfor overall effect: Z=1.40 (F = 0.16)

1.5.2 rivastigmine

Ernre 2004 -2 10 334 0 104 166 484% -200[3.81,-0.09] —

Subtotal (95% CI) 334 166 49.4% -2.00 [-3.91, -0.09] <

Heterogeneity: Not applicable

Testfor overall effect: Z=2.05(F=0.04)

Total (95% Cl) 688 336 100.0% -1.67 [-3.01, -0.33] &>

?ehta;ogenelwl:lT?fu :ZD_Dg ﬁhl;_DD.EDE{ df=1 (P =064); F=0% T 2 s 5 P
estfor averall effect Z=2.44 (P = 0.01) Favours [experimental] Favours [control]

Test far subgroup differences: Chi*=0.22, df=1 (P = 0.64), F= 0%

Acetylcholinesterase inhibitors and memantine for the treatment of PDD — UPDRS-III

AChEI'MEM PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.6.1 donepezil
Aarsland 2002 31.8 154 12 3481 8.1 12 BA% -330[13.14 6.54] ——
Ravina 2004 40,3 1386 21 405 137 20 11.8%  -0.20[-B.56,8.16] —_r
Subtotal (95% CI) 33 32 204%  -1.50[-7.87,4.87] E 3

Heterageneity: Tau*=0.00; Chi*=022, df=1 (P=064) F=0%
Testfor overall effect: Z= 046 (P = 0.64)

1.6.2 memantine

Emre 2010 16 9.68 &0 1 1008 56 638%  0.40[3.10,4.10]
Lerai 2009 243 88 10 218 91 14 158%  2.40[4.84, 9.64]
Subtotal (95% CI) 70 70 79.6%  0.88[-2.35 4.10]

Heterageneity: Tau®= 0.00; Chi*=0.21, df=1 (P =064}, F=0%
Testforoverall effect: Z=0.53 (P = 0.59)

Total {95% CI) 103 102 100.0% 0.39 [-2.49, 3.27]
Heterogeneity: Tau®= 0.00; Chi*= 0.86, df= 3 (P = 0.84); F= 0% —SID _255 i 255 SID
Testforoverall effect Z=0.27 (P = 0.79) Favours [experimental] Favours [control]

Testfor subaroup differences: Chi*=0.42, df=1 (P= 051, F= 0%
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Acetylcholinesterase inhibitors and memantine for the treatment of PDD — adverse events

AChEIUMEM PL

Study or Subgroup Events Total

Risk Ratio

Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

1.7.1 donepezil

Aarsland 2002 12 14 9 12
Dubois 2012 283 3rT 123 173
Ravina 2005 11 1 9 20
Subtotal (95% CI) 412 205
Total events 306 141

Heterogeneity: Chi*=0.22, df= 2 (P =0.88); F=0%
Test for overall effect Z=1.16 (P =0.24)

1.7.2 rivastigmine

Emre 2004 303 362 127 178
Subtotal (95% CI) 362 179
Total events 303 127

Heterageneity: Mot applicakle
Testfor overall effect 2= 3.11 (P =0.002)

1.7.3 memantine

Ernre 2010 28 62 26 58
Lerai 2009 G 1 ] 14
Subtotal (95% CI) 73 72
Total events 34 34

Heterogeneity: Chi*= 019, df=1 (P = 0.66); F=0%
Testfor overall effect Z=017 (P =0.87)

Total (95% CI) 847 456
Total events 643 303
Heterogeneity: Chi®=3.01, df=5(F=070); F=0%
Test for overall effect 2= 2.68 (P =0.007)

2.9%
43.0%
2.4%
47.8%

43.3%
43.3%

6.8%

2.0%
8.9%

100.0%

1.14[0.77,1.689]
1.06 [0.94,1.18]

116 [0.62,2.19]
1.07 [0.96, 1.19]

-
-
5 oo
=
-
Lo Lo

1.01 [0.68, 1.50]

0.85 [0.44, 1.65]
0.97 [0.69, 1.37]

1.11[1.03,1.19]

Testfor subgroup differences: Chi*= 244, df= 2 (F=030), F=181%

Acetylcholinesterase inhibitors and memantine for the treatment of PDD — withdrawal due to adverse

events

AChEIMEM PL

Study or Subgroup  Events Total

Risk Ratio

Events Total Weight M-H, Fixed, 95% CI

%

*n

o1 02 05 é Rl
Favours [experimental] Favours [control]

Risk Ratio
M-H, Fixed, 95% CI

1.8.1 donepezil

Aarsland 2002 2 14 a 12
Dubois 2012 ag  3rr 189 173
Subtotal (95% CI) 30 185
Total events 60 19

Heterogeneity. Chif=0.55, di=1 (P = 0.46);, F=0%
Test for averall effect Z=1.55(F=012)

1.8.2 rivastigmine

Emre 2004 g2 362 14 174
Subtotal (95% CI) 362 179
Total events g2 14

Heterageneity: Mot applicakle
Test for overall effect 2= 2.79 (P = 0.005)

Total (95% CI) 753 364
Total events 142 33
Heterogeneity, Chi*=1.81, df=2(F=040); F=0%
Testfor overall effect 2= 3.08 (P=0.002)

1.2%
57.5%
58.7%

41.3%
41.3%

100.0%

4.33[0.23,82.31]
1.40[0.86, 2.29]
1.46 [0.91, 2.35]

219 [1.26,3.80]
2.19 [1.26, 3.80]

1.76 [1.23, 2.53]

Testfor subgroup differences: Chi*=1.19,df=1 (F=028), F=157%

-
>

-
<>

<

0.005 01 10 200

Favours [experimental] Favours [control]
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REVIEW QUESTION 18b. What is the comparative effectiveness of donepezil, galantamine, memantine and
rivastigmine for cognitive enhancement in dementia with Lewy bodies?

Acetylcholinesterase inhibitors and memantine for the treatment of DLB — MMMISE

AChEIMEM PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
2.1.1 donepezil
lkeda 2015 1.82 316 94 0.6 3 44 37.9% 1.22[013,2.31] i
Mori 2012 23 35 103 -04 27 31 356% 2.70[1.53, 3.87] el
Subtotal (95% CI) 197 75 T3.5% 1.95 [0.50, 3.40] L

Heterogeneity: Tau®= 0.76; Chi*= 3.29, df=1 (P =0.07); F=70%
Testfor overall effect Z=2.63 (P =0.009)

2.1.2 rivastigmine

Mckeith 2000 067 426 48 -0A47 426 61 265% 1.24 [-0.28, 2.76] T
Subtotal (95% Cl) 59 61 26.5% 1.24 [-0.28, 2.76] ‘
Heterogeneity: Mot applicable

Testfor overall effect Z=159(FP=011)

Total (95% CI) 256 136 100.0%  1.75[0.75,2.75] *

Heterogeneity, Tau®= 038, Chi*=3.88 df=2 (P=014), F= 48% 1 t 1 }
Test Il effect Z = 3.43 (P = 0.0005 -20 -10 L 10 20
estfor overall efisct Z=3.43 (P = 0.0008) Favours [control]  Favours [experimental]

Testfor subgroup differences: Chi*= 043, df=1 (P=0.51), F=0%

Acetylcholinesterase inhibitors and memantine for the treatment of DLB — NPI-10 items

AChEUMEM PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% CI
2.2.1 doneperil
Mori 2012 389 815 102 -0.3 85 32 416%  -3.50 [6.93,-0.24) -
Subtotal (95% CI) 102 32 41.6% -3.59[-6.93,-0.25] &

Heterogeneaity: Mot applicable
Testfor overall effect: Z=210(F = 0.04)

2.2.2 rivastigmine

ickeith 2000 -25 84 59 -08 73 61 584% -1.70[4.521.132] :
Subtotal (95% CI) 59 61 584% -1.70[4.52,1.12]

Heterogeneity: Mot applicable

Testfor overall effect: =118 (P = 0.24)

Total (95% CI) 161 93 100.0% -2.49 [-4.64, -0.33] 4
?et?;ogenelwl:l T?ru :Zﬂfg;;:ahl;_ﬂu.?uzﬁ df=1 (P=040); F= 0% 20 5 p + S
estior overall effect 2= 2.26 (P = 0.02) Favours [experimental] Favours [control]

Testfor subaroup differences: Chi#=0.72, df=1 (P =040, F=0%

Acetylcholinesterase inhibitors and memantine for the treatment of DLB — UPDRS-III

AChEUMEM PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.3.1 donepezil
Ikeda 2014 -0.63 B.28 95 -08 &A1 46 37.8% 027 [1.80, 2.44]
Mari 2012 -0.67 6.41 99 0.y 38 31 81.F% <137 [3.22,0.48]
Subtotal {95% CI) 195 77T 895% -0.65[-2.24,0.99]

Heterogeneity: Tau*= 028, Chi*=1.27 df=1 (P=0.26); F=21%
Testfor overall effect Z=080(FP =043

2.3.2 memantine
Emre 2010 -0.7 8.3 33 07 8485 41 105%  -1.4

[=1

82,272 T

oo

Subtotal {95% CI) 33 41 105%  -1.40[-552,2.72] <

Heterogeneity, Mot applicable

Testfor overall effect: Z= 067 (P =050}

Total (95% CI) 228 118 100.0%  -0.75[-2.08, 0.58] ﬂ

Heterogeneity Tau®= 0.00; Chi*=1.38, df= 2 (P = 0.50); I*= 0% _250 _150 : 150 2:0
Testfor overall effect Z=1.11 (P =0.27) Favours [experimental] Favours [control]

Testfor subgroup differences: Chi*=0.11,df=1 (P=0.74), F=0%
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Acetylcholinesterase inhibitors and memantine for the treatment of DLB — adverse events

AChEIMEM

Study or Subgroup  Events Total

PL

Events Total

Risk Ratio
Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

Meta-analysis

241 donepezil

Ilkeda 2015 G4 o]
Mari 2012 a3 108
Subtotal {95% CI) 201

Total events 147

3 45
24 34

80
55

21.7% 0.99 [0.77, 1.26]
231% 11210.88, 1.47]
44.9% 1.05 [0.89, 1.25]

Heterageneity: Tau®= 0.00; Chi*= 0481, df=1(P=048) F=0%

Test for overall effect: Z= 061 (P =0.54)

2.4.2 rivastigmine

Mekeith 2000 54 59
Subtotal (95% CI) 59
Total events a4

Heterogeneity: Mot applicable
Test for overall effect £= 233 (F=0.02)

2.4.3 memantine

Ermre 2010 18 34
Subtotal {95% CI) 34
Total events 18

Heterogeneity: Mot applicable
Test far averall effact: =099 (F = 0.3%)

Total (95% Cl) 204

Total events 214

46 61
61
16
17 M
41
17
182
118

49 5%, 1.21 103, 1.43]
40.5% 1.21[1.03, 1.43]
5 6% 1.28[0.79, 2.07]
5.6% 1.28 [0.79, 2.07]
100.0% 1.14 [1.02, 1.28]

Heterageneity: Tau®= 0.00; Chi®= 213, df= 3 (P=0558), F=0%

Test for overall effect 2= 228 (F=0.02)

Testfor subgroup differences: Chi*=1.57, df= 2 {P = 046}, F= 0%

Acetylcholinesterase inhibitors and memantine for the treatment of DLB — withdrawal due to adverse

events

AChEIMEM

Study or Subgroup  Events Total

PL

Events Total

Risk Ratio
Weight M-H, Random, 95% Cl

%

0.05 0.2 5

Fawvours [experimental] Favours [control]

Risk Ratio
M-H, Random, 85% Cl

2.51 donepezil

Ikeda 2015 11 46
Mori 2012 T 1048
Subtotal {(95% CI) 201
Total events 18

] 46
4 34

80
]

36.3% 1.05 [0.38, 2.86]
26.5% 0.57 [0.18,1.87]
62.8% 0.81[0.38, 1.73]

Heterageneity: Tau®= 0.00; Chi*= 063, df=1(P=043) F=0%

Testfor overall effect: Z= 054 (P = 0.69)

2.5.2 rivastigmine

Mekeith 2000 T a8
Subtotal {95% CI) 59
Total events 7

Heterageneity: Mot applicahle
Test for overall effect: Z=0.07 (P =0.95)

Total (95% Cl)
Total events 25

260

7 f1
61

7
141

16

37.2% 1.03[0.38, 2.77]
37.2% 1.03 [0.39, 2.77]
100.0% 0.89 [0.49, 1.62]

Heterageneity: Tau®= 0.00; Chi*=0.78, df= 2 (P = 0.68), F=0%

Testfor overall effect Z= 039 (P =0.70)

Test for subgroup differences: Chif= 015, df =1 (F=070), F=0%

-

-

0.01

1 1
0.1 10
Favours [experimental] Favours [contral]

100
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REVIEW QUESTION 20a. What are the most effective non-pharmacological interventions for
supporting cognitive functioning in people living with dementia?

REVIEW QUESTION 20b. What are the most effective non-pharmacological interventions for
supporting functional ability in people living with dementia?

REVIEW QUESTION 20c. What are the most effective non-pharmacological interventions to support
wellbeing in people living with dementia?

REVIEW QUESTION 20d. What are the most effective methods of supporting people living with
dementia to reduce harm and stay independent?

ACUPUNCTURE

MMSE

acupuncture usual care Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 mild to moderate dementia

Liu 2016 8.23 1.07 a4 4 1.04 84 559% 4.23[3.91, 4.55] |
Wang 2014 34 5 27 45 83 28 441%  -10[F471, 2.51] ——
Subtotal (95% CI) 111 112 100.0% 1.88 [-3.31,7.07] -

Heterogeneity: Tau*=12.50; Chi*=8.32, df=1 (P =0.004), F= 88%
Test for overall effect Z=0.71 (P = 0.48)

-20 10 0 10 20
Favours [control] Favours [experimental]

PHYSICAL EXERCISE
Dance
MMSE
dance usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hwang 2010 98 1013 10 488 785 8 158% 502[3.29 1333
Wan de Winckel 2004 266 444 18 0z 43 9 B4.1% 246 [-1.14, 6.06]
Total (95% CI) 25 17 100.0% 2.86 [-0.44, 6.17]
Heterogeneity: Tau®= 0.00; Chif=0.31, df=1 (P = 0.88); F=0% _210 —1=D ] 1=D 210
Testfor overall effect: Z=1.70 {F = 0.08) Favours [control] Favours [experimental]
Aerobic exercise
MMSE
aerobic exercise usual care Mean Difference Mean Difference
Study or Subgroup  MNean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
10.4.1 mild dementia
Arcoverde 2014 0.3 24 10 -21 08 10 54.7% 24010083, 3.97] —i—
Yang 2014 148 175 25 -046 343 5 453% 1.96 [0.24, 3.68] ——
Subtotal (95% Cl) 35 35 100.0% 2.20 [1.04, 3.36] -

Heterogeneity: Tau®= 0.00; Chi®= 014, df=1 P=071) F=0%
Testfor overall effect Z=3.72 (P=0.0002)

-4 -2 0 2 4
Favours [control] Favours [experimental]
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MMSE
aerobic exercise usual care Mean Difference Mean Difference

Study or Subgroup  MNean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
10.5.2 moderate dementia
Cancels 2016 009 342 T3 -211 962 ME 331% 2.20[0.28, 412 —
Miu 2008 -2.36 0 411 3/ 124 273 46 343% 112268, 0.44] —=r
Yenturelli 2011 -1 28 11 -B 2 10 326% a.00[2.93, 7.07] —a—
Subtotal (95% CI) 120 172 100.0% 1.98 [-1.57, 5.53] ol

Heterogeneity: Tau®= 8.95; Chi®= 2237, df= 2 (P =0.0001); F=91%

Testfor overall effect Z=1.09 (P =0.28)

Functional activities

aerobic exercise u
Study or Subgroup  Mean SD  Total

Mean

sual care

Std. Mean Difference

SD Total Weight

IV, Random, 95% CI

A0 -5 0 5 10
Favours [control]  Favours [experimental]

Std. Mean Difference
IV, Random, 95% CI

10.2.1 moderate dementia

Bossers 2016 0 28 3| 02 3 34
Cancela 2016 02z 118 ¥3 -025 06 116
Wenturelli 2011 8 4 11 -3 G 10
Subtotal (95% CI) 119 161

372%
41.0%
21.8%
100.0%

Heterogeneity, Tau®=0.31; Chi®=11.29, df= 2 (P = 0.004), F=82%

Test for averall effect: Z=1.89 (F = 0.06)

Non-aerobic exercise

0.07 F0.40, 0.53]
0.54 [0.24, 0.84]
2.09 [0.98, 3.20]

0.70 [-0.03, 1.43]

1 1
-4 -2 a 2 4
Favours [control]  Favours [experimental]

MMSE
non-aerobic exercise usual care Mean Difference Mean Difference
Study or Subgroup Mean SO  Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
11.5.2 moderate dementia
Christofoletti 2008 22 212 17 0z 1.3 10 86.1% 2.00([0.68, 3.39] —-
Telenius 2015 -0 5.5 82 -06 a4 81 4349% 080147, 217 ——
Subtotal (95% CI) 99 91 100.0% 1.34 [0.12, 2.80] o
Heterogeneity: Tau®= 053, Chi*=1.90,df=1 (P=017), F=47%
Testfor averall effect Z=1.80(F =007}
10 5 0 5 10

Functional activities

Favours [control]  Favours [experimental]

Std. Mean Difference

non-aerobic exercise usual care Std. Mean Difference
Study or Subgroup Mean §D  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
11.2.1 moderate dementia
Litthrand 2009 -013 2.1 45 11 228 50 36.3% 0.44 [0.03, 0.84] — -
Telenius 2015 0.1 36 8r 07 41 81 B3T® 0.21 010, 0.581] -
Subtotal (95% CI) 127 131 100.0% 0.29 [0.04, 0.54] -
Heterogeneity, Chi*= 078, df=1{F=0.38), F= 0%
Testfor overall effect 7= 2.32 (P=002)

-2 1 0 1 2

Favours [control] Favours [experimental]
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Aerobic/non-aerobic combined exercise

MMSE

combined exercise usual care

Mean Difference

Meta-analysis

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI|
12.1.1 mild dementia

Hoffrnan 2015 01 34 102 -0.2 349 88 THEO% 0.30 F0.75, 1.38]
Wreugdenhil 2012 1 5 20 2T 0 231% 3.00[1.02 7.02)
Subtotal (95% CI) 122 108 100.0% 0.92 [-1.31, 3.15]
Heterogeneity: Tau®=1.39; Chi®=1.62, df=1 (P =020}, F= 38%

Testfor averall effect Z=0.81 (P =0.42)

12.1.2 moderate dementia

Pitkala 2013 1.44 4.36 110 1.08 391 50 90.9% 0.36 [1.00,1.72]
Shaw 2021 2 4.76 14 -08 7.97 20 9.1% 250 F1.79,6.749]
Subtotal (95% CI) 124 70 100.0% 0.55 [-0.74, 1.85]

Heterogeneity: Tau®=0.00; Chi®= 087, df=1 (F=0.35), F= 0%
Testfor averall effect Z=0.84 (P =0.40)

Functional activities

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

combined exercise usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
12.5.1 mild dementia
Hafftman 2015 -0.4 9.4 102 0.3 104 88 B1.2% -0.07 [-0.36, 0.21]
Yreugdenhil 2012 0.7 1.2 20 42 1268 20 328.8% 0.54 [0.10,1.17]
Subtotal {95% CI) 122 108 100.0% 0.16 [-0.42, 0.74]
Heterogeneity: Tau*= 012, Chi*= 2895, df=1 (P =0.09); F= 66%
Testfor overall effect Z= 056 (P =0.58)
12.5.3 moderate dementia
Bossers 2016 0.6 1.7 | -0z 31 35 16.2% 0.32[0.16,0.79] o
Pitkala 2013 -2.61  14.08 129 -14.4 1453 64  329.3% 0.41[0.10,0.71] —a—
Shaw 2021 -1.36  11.83 14 -53 2062 20 T.7% 0.22[-0.47,0.80] T
Toots 2016 -1.56 2.84 T8 -212 284 T8 36.8% 0.20[-012,0.51] T
Subtotal (95% CI) 257 198 100.0% 0.30 [0.11, 0.49] L 3

Heterogeneity: Tau®= 0.00; Chi®= 095, df=3 (P=081); F=0%
Testfor overall effect Z=310{P=0.002)

1 0 2
Favours [control] Favours [experimental]

'
st

Quality of life
combined exercise usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
12.4.1 mild dementia
Hoffman 2015 -0 0.1 102 -0.01 009 88 87.4% 0.00[-0.25,0.29]
Suttanon 2013 0.s3 4.5 11 -0B2 BN 18 126% 0.20 [-0.56, 0.959]
Subtotal (95% CI) 113 106 100.0% 0.02 [-0.24, 0.29]
Heterogeneity: Tau®= 0.00; Chi*F=023,df=1 (P=063); F=0%
Testfor averall effect: 7= 018 (P = 0.86)
12.4.2 moderate dementia
Shawy 2021 143 584 14 04 737 20 54.0% 018054, 0.83]
Steinberg 20058* -78 1874 14 0 1574 13 46.0% -0.48[1.25 0.29]
Subtotal (95% CI) 28 33 100.0% -0.14 [-0.75, 0.47]

Heterogeneity: Tau®= 0.06; Chi*=1.43, df=1 (P=0.23); F=30%
Testfor averall effect: 2= 0.45 (P = 0.69)

-2 -1 0 1 2
Favours [control] Favours [experimental]
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Meta-analysis

Heterogeneity: Tau®= 0.00; Chi*= 0.66, df=1 (P =042} F= 0%
Testfor overall effect Z=042 (P =0.67)

NUTRITIONAL INTERVENTIONS

Light therapy

MMSE

light therapy usual care Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
14.1.1 moderate to severe dementia

Burns 2009 -0.3 7 22 -0 B 24 B8.T%  -0.20[-3.88 3.48]

Graf 2001 29 45 ] 03 7.3 9 3.3% 260 [3.00,8.20]

Subtotal (95% CI) k| 33 100.0% 0.68 [-2.46, 3.81]

20 10 0
Favours [control]

10 20

Favours [experimental]

MMSE
Supplement PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Folic acid
Shinto 2014 25 1 13 ] or 13 1000%  -0.40[1.06, 0.26)
Subtotal (95% Cl) 13 13 100.0%  -0.40 [-1.06, 0.26]
Heterogeneity: Mot applicable
Testfor averall effect Z=118 (F=024)
1.1.2 Ginseng
Heo 2008-4 .59 1.27 326 15 -0.48 283 16 146% 1.75 044, 3594] T
Heo 2008-8g 1.54 3.64 15 -0.48 283 18 125% 202 034,438 D
Heo 2012-1.8g 23 7.4 10 36 348 4 21%  -1.30[-7.03, 4473
Heo 2012-3g 21 g 10 3.6 3.8 3 24%  -1.80[6.93 393
Heo 2012-4.4g 24 6.8 10 3.6 3.8 3 21%  -1.20[-6.98 4.58]
Lee 2008-4.59 0.56 3.6 58 088 25 39 4¥3%  -0.32[1.53,089
Lee 2008-9g 0.2 2 Y -0.03 3 19 191% 0.23[-1.68, 214] j&
Subtotal (95% Cl) 127 99 100.0% 0.31 [-0.52,1.15]
Heterageneity: Tau®= 0.00; Chi*= 971, df= 6 (P = 0.46), F= 0%
Testfor overall effect: Z=0.73 (P = 0.46)
1.1.3 Huperzine A
Diong 2002 4.2 235 10 -1.18 1.33 11 187% 538372, 704 e
Liu 1895 04 1022 14 2 76 14 28%  -1.B0[-B.14, 494
Rafii 2011 0875 2845 140 -0.4 33 70 19.9% 1.27 [0.37,218] —
Hu 1997 288 ¥.83 a0 043 v.as 53 9.0% 255052 562
YWang 2003 4.3 3.05 35 0.1 3.28 30 16.3% 420265 579] e
Fhang 2002 7 285 95 0149 2 BB 99 206% 281[1.74,329] —_
Fhou 2004 1.58 28 12 -0.45 1.03 12 155% 203[034,377 —
Subtotal (95% Cl) 359 289 100.0% 2.80 [1.61, 3.99] e
Heterageneity: Tau® = 1.64; Chi*= 2507, df= 6 (P = 0.0003); F=76%
Test for averall effect 2= 4.60 (F = 0.00001)
1.1.4 Omega 3
Fraund-Levi 2006 -0.8 272 91 -0.8 272 87  4B9% 0.00 [-0.80, 0.80] -
Qwinn 2010 -37 58195 240 -404 51877 1BD 252% 0.34 075, 1.43] "
Shinto 2014 -4.3 1.3 13 -4E8 14 13 278% 0.30 074,134 -
Subtotal (95% Cl) 344 260 100.0% 0.17 [-0.38,0.72] L 2
Heterogeneity: Taw®= 0.00; Chi*=0.33,df= 2 (F=0.85); F=0%
Testfor averall effect Z=0.61 (F=0.454)
1.1.5 Selenium
Tamtaji 20149 0.a 1.2 26 -0.2 1.1 26 100.0% 0.r0[0ov1.33] !
Subtotal (95% Cl) 26 26 100.0% 0.70 [0.07,1.33]
Heterogeneity: Mot applicahle
Testfor overall effect £= 219 (F=0.03)
1 1 1
4 a0 ;

Favours [control]

Favours [experimental]
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ADAS-Cog
Supplement PL Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.3 Sodium oligomannate
Wang 2020-600mg -1.4 6.9 TE -1 7 41 23.8% 010 [F2.49, 2.69] ——
Wang 2020-900mg -2.6 8.7 83 14 7 42 241%  -1.10[-3.85,1.39] -
Higo 2021 -1.89 91449 408 026 56524 M0 298%  -219[3.37,-0.93 -
Zhang 2022 a 1.41 36 Ta 0.5 12 26.3% -7.50[-8.04,-6.96] L
Subtotal (95% CI) 603 505 100.0%  -2.77 [-6.80, 1.26] B
Heterogeneity: Tau®=16.01; Chi®=103.90, df = 3 (P = 0.000013; F= 97 %
Testfor overall effect Z=1.35 (P =0.18)
11 0 10 20

Functional abilities

Favours [experimental]

Favours [control]

Supplement PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Folic acid
Chen 2016 0.06 10.88 61 013 13.42 G0 A7.7% -0.01 [-0.36, 0.358]
Connelly 2008 0.61 36 23 -2.06 417 18 42.3% 068 [0.04,1.31]
Subtotal (95% CI) 84 78 100.0% 0.28 [-0.38, 0.95]
Heterogeneity: Tau®=016; Chi®=3.38, df=1 (F=0.07), *=70%
Testfor averall effect: 2= 0.84 (P = 0.40)
1.4.2 Gingko biloba
Herrschaft 2012 [IRR] 038 200 -0.04 032 202 17.4% 0.43[0.23, 0.62] -
Ihl 2012 015 029 202 -0.01 032 202 174% 0520032, 0.72] =
Kanowski 2003 0.8 21 106 0.4 203 98 16.2% 019 [0.08, 0.47] ™
Mapryenko 2007 1.86 27 188 -0.9 244 187 17.2% 1.07 [0.86, 1.28] -
Mikolova 2013 0.7 215 186 -0.26 222 201 1TA% 0.15 [F0.05, 0.35] =
van Dongen 2000 -1.4 4.8 74 -1.4 5.5 40 14.4% 0.00[0.38, 0.38] .
Subtotal (95% CI) 981 941 100.0% 0.41 [0.11, 0.71] <
Heterogeneity, Tau®= 0,12, Chi®= 51.36, df= 5 (P = 0.00001); F=90%
Test for overall effect: £= 2. 66 (F = 0.008)
1.4.3 Huperzine A
Dong 2012 -34.9 11.06 10 -45.45 19.25 11 8.3% 0.64 [0.25,1.52] T
Liu 1885 3.6 14.84 14 -26 1877 14 10.2% 0.39 [0.36,1.14] I
Rafii 2011 -1.014 847 140 -2.64 8.66 70 20.9% 019 010, 0.48] ™
HWu 1997 3.58 13.41 50 -1.25 9.36 53 18.2% 0.42[0.03,0.81] —
Yang 2003 6.6 1014 35 i} 8.56 30 15.3% 06B9[019,1.19] e
Zhang 2002 2.39 488 98 048 5.01 99 21.1% 0.38[0.10, 0.67] =
Zhou 2004 58 334 12 -2.25 248 12 6.0% 2.48[1.37, 3549 —
Subtotal (95% CI) 359 280 100.0% 0.54 [0.23, 0.85] L 3
Heterogeneity, Tau®= 010, Chi*=17.13, df=6 (P =0.009); F=65%
Test for overall effect: £=3.44 (P = 0.0008)
1.4.5 Omega 3
Quinn 2010 11.81 152565 240 1043 129373 160 77.0% 0.07 013, 0.28]
Shinto 2014 258 1 13 248 07 13 23.0% -0.45[-1.23,0.33]
Subtotal (95% CI) 253 173 100.0% -0.05 [-0.48, 0.39]
Heterogeneity: Tau?= 004, Chi*=1.62, df=1 (F=020} 7= 38%
Testfor overall effect: Z=0.21 (P = 0.84)
1.4.6 Sodium oligomannate
Wang 2020-600mo -0.48 7T Th -1.1 7.8 41 15.4% 0.08 [0.30, 0.46] -
Wang 2020-300mg -0.4 8.3 a3 -1.1 T8 42 15.9% 0.07 [0.30, 0.44] -\
Hiao 2021 -115 82200 408 -1.41 79314 410 454% 0.03F0A0,017]
Zhang 2022 2.39 4388 48 048 5.01 98 23.3% 038010, 0.67] ——
Subtotal (95% CI) 665 592 100.0% 0.13 [-0.04, 0.30]

Heterogeneity: Tau®= 0.01; Chif= 4.89, df= 3 (P = 0.18); 7= 39%
Test for overall effect Z=1.47 (P=0.14)

2 0 1 2
Favours [control] Favours [experimental]
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ADCS-ADL - other supplements

Meta-analysis

Supplement PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.5.7 Altri integratori
Scheltens 2010 07 155773 106 1.2 147884 106 424%  -050[4.59 3.458] —
Shah 2013 -328 0421 265 -323 20718 262 STE%  -00AG[3.57 3458 t
Subtotal (95% CI) imn 368 100.0%  0.25[-2.91,242]

Heterogeneity: Tau®= 0.00; Chi*=0.03, df=1{FP=0.87),F=0%
Test for averall effect 2= 018 (P = 0.86)

Quality of life - Ginkgo biloba

SR BN R
Favours [control] Favours [experimental]

Supplement PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.6.1 Ginkgo biloba
Herrschatt 2012 347 9.08 200 1.5 847 202 49.49% 0.22[0.03, 047 ——
Ihl 2012 338 845 202 136 BEZ 202 501% 0.27 [0.07, 0.45] ——
Subtotal (95% CI) 402 404 100.0% 0.24 [0.11, 0.38] .
Heterogeneity: Tau®= 0.00; Chi®=0.09, df=1 (F=0.76), F= 0%
Testfor overall effect £= 3,45 (P = 0.0006)
} } } }
-0.a -0.25 a 0.24 na

Quality of life — Ketogenic diet

Favours [control] Favours [experimental]

Supplement PL Mean Difference Mean Difference

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

1.3.2 Ketogenic diet

Phillips 2021 285 B.12 26 -042 46 26 100.0% 3.37[0.43,6.31]

Subtotal (95% CI) 26 26 100.0% 3.37[0.43, 6.31]

Heterogeneity: Mot applicable

Testfor overall effect 2= 2.24 (P =0.02)

-100 -50 D 50 100
Favours [experimental] Favours [control]
COGNITIVE INTERVENTIONS
Cognitive rehabilitation (individual)
ADL
CRT-individual usual care Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
3.2.1 mild dementia

Arnieva 2016 -54 833 121 -804 985 109 2849% 0.27[0.01, 0.53] -

Clare 2010 1.32 178 20 004 1.43 19 20.0% 0F7[012,1.43] I —
Clare 2019 225 164 206 067 164 211 299% 0596 [0.76, 1.16] -

Kim 2014 0 1.35 22 0 1.49 21 M1.2% 0.00 [-0.60, 0.60] I —
Subtotal (95% CI) 368 360 100.0% 0.52 [0.04, 1.00] e
Heterogeneity: Tau®*=0.19; Chi®= 21.77, df= 3 (P = 0.0001); I*= 86%

Testfor averall effect Z=212 (P=0.03)

2 A 0 1 2

Favours [usual care] Favours [CRT]
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Functional activities

Meta-analysis

CRT-individual usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI|
3.3.1 mild dementia
Brueggen 2017 -0.52 0494 8 026 1.1 8 30.6% -0F2E1.74,0.30] =
Clarkson 2021 25 1483 34 11 1248 234 F94% 010 [0.08, 0.28] :
Subtotal (95% CI) 242 242 100.0% -0.15 [-0.89, 0.59]

Heterogeneity: Tau*=0.20; Chi*= 241, df=1{P=012); F=59%
Test for averall effect: Z=0.40 (P = 0.65)

2 A 0
Favours [experimental]

1
Favours [contral]

o=

Quality of life

CRT-individual usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
3.4.1 mild dementia _J_
Armieva 2016 3448 46 121 3484 47 109 3.1% -0.08 [0.34, 0.18]
Brueggen 2017 31 579 8 -44 5.4 ] £.5% 1.27 [016, 2.37]
Clare 2010 -0.27 4149 19 -2.07 4942 13 11.8% 0.36 [-0.39, 1.11] I
Clare 2014 036 1748 237 -036 1727 235 353% 0.04 014, 027]
kim 2015 34 43 22 a 52 2 1582% 0.70[0.08, 1.32] L—'—
Subtotal (95% CI) 403 386 100.0% 0.22 [-0.08, 0.53]

Heterogeneity: Tau®=0.06; Chi*= 1046, df=4 (P=0.03), F=62%

Testfor overall effect =142 (P=0.15)

Cognitive stimulation (group)

} t
-2 -1 0

Favours [control]  Favours [experimental]

ADAS-Cog
CST-group usual care Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 mild dementia
Juarez-Cedillo 2020 247 844 32 EB.ES 11 18 9.3%  -4.21[10.26,1.84] —
Subtotal (95% CI) 32 18 9.3% -4.21[-10.26, 1.84] el
Heterogeneity: Mot applicable
Testfor overall effect Z=1.36 (FP=017)
4,2.2 mild to moderate dementia
Alvares-FPereira 2020 -1.42 AN a8 144 az a0 B7.0% -2.86[-4.84,-0.88] ‘.‘
Lapez 2020 1.8 9499 10 23 1173 10 37% -0.50[-10.048, 9.04] — T
Subtotal (95% CI) 65 60 90.7% -2.76[4.70,-0.83] <&
Heteragenaity: Tau®= 0.00; Chi®=0.22, df=1 {P = 0.64); F= 0%
Testfor overall effect: 2= 2.80 (P = 0.005)
Total (95% CI) a7 78 100.0% -2.90[4.74, 1.06] <&

. 2 _ . . — — SR = } } } }
Heterogeneity: Tau®=0.00; Chi*=042 df=2 (P=081);F=0% =0 0 b 20

Testfor overall effect: £=3.08 (P =0.002)

Testfor subgroup differences: Chi*=0.20, df=1 (P = 0.66), F=0%

Favours [experimental]

10
Favours [contral]
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MMSE

CSs uc Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
23.3.1 mild dementia
Ealdelli 1993 08 537 13  -5.6 858 10 3.2% B.50[0.43,12.57]
Ealdelli 2002 234 344 71012 3.64 16 15.1% 2.46 [0.51, 4.41]
Eotting 2005 083 3.21 6 -1.43 375 7 BA% 2,26 [-1.52, 6.04] -]
Ereuil 1994 14 27 28 -0.7 31 27 181% 210[0.57, 3.63]
Buschert 2011 05 235 g -08 21 T O132% 1.40 [-0.85, 3.65] T
Chaprman 2004 -1.25 3.498 26 -5.6 848 10 38% 4.35[1.18, 8.88] ]
Cove 2014 -0.33 4.34 21 -078 3.22 21 12.9% 0.45 [-1.86, 2.76] —
Juarez-Cedillo 2020 -117 383 32 -3 361 18 13.8% 1.83 [0.32, 3.98] b
Requena 2004 15 523 20 -3.3F7 7.A8 30 TE% 487 [1.32, 847
Requena 2006 245 8.06 18 -B.28 546 18 53% 8.73[4.23,13.27]
Subtotal (95% CI) 244 164 100.0% 2.61[1.45, 3.77]

Heterogeneity: Tau®*=1.32; Chi*=15488, df=9(FP=0.08), F=42%
Test for overall effect 2= 4.42 (P =0.0001)

23.3.2 mild to moderate dementia

Lopez 2020 A6 418 10 17 &1 10 22.0%  0.10F3.99, 419 —
Young 2018 21 226 51 -074 152 50 TA.O% 2.84 [2.08, 3.59]
Subtotal (95% Cl) 61 60 100.0%  2.24[0.01, 4.46]

Heterogeneity: Tau®=1.51, Chi*= 1.67, df=1 (P = 0.20);, F= 40%
Test for averall effect Z=1.87 (P =0.05)

23.3.3 moderate dementia

T W] w*w

Alves 2014 3 212 9 4487 3N 7o69%  -1.57[4.39,1.25] I
Capotosto 2017 018 3.23 20 -0.39 378 19 9.0% 0.57 [1.64, 2.78] ]

Coen 2011 0g 36 14 21 24 I 7.a% 2.80[0.50, 5.30]

Kim 2016 0.53 548 32 191 6499 il 39% 2.44 [-1.10, 5.98] ]

Mapelli 2013 28 3T 10 -0.3 271 10 58% 3.20 [0.36, 6.04]

Orrell 2014% 08s 446 123 0 446 113 236% 0.84 [-0.29, 1.99] b
Spector Z001* 31 504 17 0 504 1m 3% 310084, 7.04] 1
Spector 2003* 074 277 97 -0.4 277 o0 3T% 1.141[0.29,1.99] -
Yamanaka 2013 1.63 423 26 -0.4 422 o 9.0% 203019, 4.25] T
Subtotal (95% CI) 348 291 100.0% 1.31 [0.59, 2.04] <

Heterogeneity, Tau*=0.24, Chi*=1014, df=3 (P =026} F=21%
Test for averall effect; 2= 3.54 (P =0.0004)

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

Functional abilities

CS5T-group usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI|
4.53.1 mild dementia
Baldelli 1993 15 2818 13 -89 2787 10 21.8% 0.36 045, 1.19] I e —
Baldelli 2002 1542 2474 71 11.88 23649 16 50.4% 014 F0.41, 0B8] —
Botting 2004 1 24 6 015 213 TOo122% 0.35 F0.75,1.449] I e —
Farraria 1991 -0.31 7.0z 13 -0.33 447 6 19.9% 0.00 [0.96, 0.97] T
Subtotal {95% CI) 103 39 100.0% 0.19 [-0.20, 0.57] .

Heterogeneity: Tau®=0.00; Chi®= 041, df =3 (P =0.94), F= 0%
Testfor averall effect Z= 096 (P =0.34)

4.3.2 moderate dementia

Capotosto 2017 -0.35 1841 20 -0.63 21.92 19 14.2% 0.01 [-0.61, 0.64] I
Orrell 2014* 1.78 1167 123 085 1167 113 85.8% 008 [-0.18, 0.34] !‘
Subtotal (95% CI) 143 132 100.0% 0.07 [-0.17,0.31]

Heterogeneity: Tau®=0.00; Chi®=0.04, df=1 (P=0.85), F= 0%
Test for averall effect 2= 0.59 (P = 0.56)

1 1
-2 -1 1] 1 2
Favours [control] Favours [experimental]
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Meta-analysis

Quality of life
C5T-group usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.4.1 mild dementia
Buschert 2011 -0.4 1081 8 -049 5452 T 13E6% 0.05 [-0.96, 1.07] —
Chapman 2004 208 548 26 -01 6249 28 484% 0.34 [-0.19, 0.58] T
Cove 2014 077 544 M 04A4 551 21 38.0% -0.23[-0.84,0.37] —
Subtotal (95% CI) 55 56 100.0% 0.09 [-0.29, 0.46] L
Heterogeneity: Tau®=0.00; Chi®*=1.97, df=2(P=037), F=0%
Testfor averall effect: Z=10.45 (P = 0.66)
4.4.3 moderate dementia
Alves 2014 -23 8N 10 0AT 434 T 2T% -0.56 [-1.55, 0.43] —
Capotasto 2017 1.25 813 20 005 ¥ 149 6.7 % 015 [-0.47 0.78] —_— T
Zoen 2011 36 T 14 ns 44 13 4.3% 074 [-0.04,1.53] ) —
kim 2016 0.4 5.3 32 023 B4 21 8.8% 0.03[-0.52, 0.59] I —
Orrell 201 4* 178 701 123 o 7o 113 404% 0.24[-0.00, 0.51] -
Spector 2003* 1.3 5.1 97 -08 46 0 IT6% 0.39[0.08, 0.70] —=
Yamanaka 2013 019 607 26 -043 BA&T 30 96% 010043 067 I
Subtotal (95% CI) 322 273 100.0% 0.25 [0.09, 0.41] L 3
Heterogeneity: Tau®=0.00; Chi*= 593, df=6(P =043 F=0%
Testfor averall effect: Z=3.00 (P =0.003)
-2 -1 0 1 :
Favours [control] Favours [experimental]
Quality of life
CST-group usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.5.2 mild to moderate dementia
Alvares-Pereira 2020 -0.04 372 85 -0.81 448 A0 100.0% 047 [-1.11,2.08]
Subtotal {95% CI) 55 50 100.0% 0.47 [-1.11, 2.05]
Hetarogeneity: Mot applicable
Test for overall effect: 2= 0.58 (P = 0.56)
} } 1 1 }
-4 -2 ] 2 4
Favours [control] Fawours [experimental]
Cognitive stimulation (individual)
MMSE
CST individual usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.1.1 mild dementia
Camargo 2014 143 284 T o114 348 T TT% 2AT[-0.80, 5.94] ]
Onider 2005 02 335 o -1 33y 67 28.59% 1.30[0.189, 2.41] ——
Orgeta 2015* -061 326 130 -014 326 138 341% -047[1.25 03] —_
Teantali 2017 -16 1.24 17 -145 1.88 21 298%  -010[1.13, 093] —;
Subtotal (95% CI) 224 233 100.0% 0.38 [-0.66, 1.41]
Heterogeneity: Tau®= 066, Chi*=8.74, df=3 (P =0.03); "= 66%
Testfor averall effect Z=0.72 (P =047}
5.1.2 mild to moderate dementia
Justo-Henrigues 2022 3584 363 22 171 43 24 916% 5.26[2.80 7.70] —.—
Oliveira 2021 12 B.44 10 -057 834 T 8.4% 1.77 [-6.33,9.87]
Subtotal (95% CI) 32 31 100.0% 4,96 [2.61, 7.30] e
Heterogeneity: Tau®=0.00; Chi*= 065, df=1{FP=042), F=0%
Testfor averall effect Z=4.14 (P = 0.0001)
t } } }
-10 -5 a ] 10

Favours [control]  Favours [experimental]
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Meta-analysis

ADL
CST individual usual care $td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.2.1 mild dementia
Onder 2005 -09 837 T -29 819 67  33.6% 0.24 [-0.10, 0.58] B e E—
Orgeta 2015 1073 a9 131 1007 449 138 G64% 011 [-0.13,0.35] ——
Subtotal (95% CI) 201 205 100.0% 0.15 [-0.04, 0.35] e
Heterogeneity, Chi®=0.37, df=1 {(P=0.594) F=0%
Testfor overall effect Z=156 (P=0.12
R -0.5 0 05 1

Cognitive training (group)

Favours [control] Favours [experimental]

MMSE
CT group usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.1.1 mild dementia
Bergamaschi 2013 275 261 16 -3.87 262 16 47 6% B.32[4.81,8.13] ——
Trehbastoni 2018 -1.38 432 a4 -557 4494 85 524% 4.14 [2.48, 5.69] ——
Subtotal (95% CI) 70 102 100.0% 5.18 [3.04, 7.31] -

Heterogeneity, Tau®=1.63; Chi*= 3.20, df=1 (P = 0.07), F= 64%

Test for overall effect 2= 4.76 (F =< 0.00001)

6.1.2 moderate dementia

Tanaka 2020 2 78 15 2 59 10 100.0%  0.00 F5.41,5.41] i
Subtotal (95% CI) 15 10 100.0% 0.00 [-5.41, 5.41]
Hetarogenaity: Mat applicable
Test for averall effect Z=0.00(F =1.00)
-10 -5 0 5 10
Favours [control] Favours [experimental]
ADL
CT group usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
6.2.1 mild dementia
Amieva 2016 -812 967 124 -804 9895 109 4923% -0.01 [-0.27,0.25]
Eergamaschi 2013 -0.31 1.25 16 -1.43 1.55 16 24.4% 0.78[0.05, 1.590] -
Cahn-Weiner 2003 -0 48 17 08 & 17 264% -0.21 [-0.88, 0.46] I E—
Subtotal (95% CI) 157 142 100.0% 0.13 [-0.34, 0.60] —englifii——
Heterogeneity: Tau®=0.10; Chi*= 4 64, df= 2 (P=010), F=57%
Testfor overall effect: 2= 0.54 (P =0.59)
5 - 0 1 2

Favours [control] Favours [experimental]
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Cognitive training (individual)

MMSE

CT individual usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
8.1.1 mild dementia
Cavallo 2014 -224 0 238 40 -38 4.1 40 14.3% 1.56[0.09, 3.03] =
Davis 2001 016 411 19 022 447 18 111%  -0.06[2.73 2.61] -
de Luca 2016 27 085 10 -203 3.4 10 124% 473254, 6.92] —
Galante 2007 -1.4 348 747 254 4 8.8% 3.20 [-0.39, 6.79] T
Heiss 1993 -1.22 5499 18 -0.94 523 17 8.5%  -0.28[-4.00, 3.44] T
kang 2018 22 442 0 -06 444 20 1049% 2.80[0.04, 5.55] —
Shyu 2021 1 388 15 1 416 15 9.6% 0.00[3.27, 3.27] I
Tzantali 2017 38 175 17 -15 148 21 18.0% 5.30[4.11, 6.49] -
Yang 2017 24 388 10 -05 3849 10 9.2% 290054, 6.34] T
Subtotal {95% CI) 156 155 100.0% 2.43 [0.86, 4.00] &

Heterogeneity: Tau®= 3,92, Chi*= 31,596, df=8 (P = 0.0001), F=75%
Test for overall effect Z=3.03 (P=0.002

8.1.2 moderate dementia
de Vreese 1998 524 1503 9 173 212 ] 3.0% 697 [-9.97, 23.91]

Lee 20134 133 314 6 -D29 231 7 870%  -1.04[4.04, 106 t
Subtotal (95% CI) 15 16 100.0% -0.80 [3.75, 2.16]

Heterageneity: Tau®= 0.00; Chi*=0.83, df=1(P=036), F=0%
Test far averall effect: 7= 0.53 (F = 0.60)

1 1 1
-20 10 0 10 20
Favours [control] Favours [experimental]

ADL
CT individual usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
8.2.1 mild dementia
Galante 2007 -312 967 124 -804 985 109 B44% -0.01 [-0.27,0.24]
Loewenstein 2004 -0.8 1.87 25 11 204 19 158.6% 015 [-0.45,074]
Subtotal (95% CI) 149 128 100.0% 0.02 [-0.22, 0.25]

Heterogeneity: Tau®=0.00; Chi*= 023, df =1 {(PF=063) F=0%
Testfor overall effect Z=0.14 (P=0.89)

8.2.2 moderate dementia

de vreese 1593 133 8.78 g -111 752 9 587% 0.27 [-0.66, 1.20] ——
Lee 2013 25 333 6 071 18 7 O40.3% 0,66 [-0.48, 1.78] —_—
Subtotal (95% CI) 15 16 100.0% 0.42 [-0.29, 1.14] =i

Heterogeneity: Tau®=0.00; Chi*= 027, df =1 {(F =060} F=0%
Testfor overall effect Z=116 (P =0.25)

-2 -1 0 1 :
Favours [control] Favours [experimental]

MUSIC THERAPY

MMSE - receptive music therapy

MT receptive usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
15.1.1 mild to moderate dementia
Guetin 2008 08 34 15  -08 33 15 75.3% 1.80 060, 4200 ——
Sarkamo 2016 165 48 s 29 67 12 247% 1.25[-2.94, 5.44] e —
Subtotal (95% CI) 43 27 100.0% 1.66 [-0.42, 3.74] -

Heterogeneity: Tau®= 0.00; Chi*=0.05, df=1{(P=0382); F=0%
Testfor overall effect Z2=1.57 (F=0.12)

-10 -5 0 5 10
Favours [control] Favours [experimental]
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MMSE - active music therapy

MT active
Study or Subgroup Mean SD Total

Mean Difference
IV, Random, 95% Cl

Meta-analysis

Mean Difference
IV, Random, 95% Cl

16.1.1 mild to moderate dementia

Sarkamoao 2016 -1.8  BTF 23
Wang 2018 13 148 30
Subtotal (95% CI) 53

Heterogeneity: Tau®=0.00; Chi*=0.07, df=1 (P =0.78);, F= 0%

Testfor overall effect: £= 093 (F = 0.35)

16.1.2 moderate dementia

Ceccato 2012 -0.67 227 27
Hang 2011 38 3 14
Ly 2018 -0.11 536 ar
Subtotal (95% CI) 139

usual care
Mean SD Total Weight
-29 B67 11 3.8%
nas 14 30 96.2%
41 100.0%
o34 23 M0%
-0.8ry 245 18 7%
-0.24 569 95 34.3%
133 100.0%

Heterogeneity, Tau®= 5.81; Chi*= 16.51, df= 2 (P = 0.0003); F= 58%

Testfor averall effect: £=0.87 (F =0.38)

16.1.3 moderate to severe dementia

Chu 2014 1.44 639 49
Zhang 20208 88 & a7
Subtotal (95% CI) 86

-0.26 46 51 BOE%
5.86 535 36 39.4%
87 100.0%

Heterogeneity, Tau®= 0.00; Chi*= 0,48, df= 1 (P = 0.49); F= 0%

Testfor averall effect. 2= 251 (P =0.01)

PSYCHOTHERAPY

MMSE

PT individual
Study or Subgroup Mean SD Total

usual care
Mean SD Total Weight

110 F3.71, 5.81]
0.42 [0.54, 1.38]
0.45 [-0.50, 1.39]

-0.67 [-2.30, 0.06]
4.67 [2.54, 6.80]

013 [1.43,1.69]
1.29[-1.62, 4.21]

1.70 [-0.48, 3.89]

2.94 [0.22, 5.56]
2.19 [0.48, 3.89]

Mean Difference
IV, Random, 95% Cl

4 2 0 2 4
Favours [control] Favours [experimental]

Mean Difference
IV, Random, 95% Cl

19.1.1 mild to moderate dementia

Burns 2005 -1 44 20
Marshall 2014 1.1 44 28
Subtotal (95% CI) 48

Heterogeneity, Tau®= 0.00; Chi*=0.24, df=

Testfor averall effect 2= 097 (P =0.33)

-08 a1 20 31.5%
0o 29 24 EB.A%
44 100.0%

1Ti{F=0.62)F=0%

-0.20[-3.15, 2.75]
110310, 0.90]
0.82 [-2.47, 0.84]

M NI
Favours [control] Favours [experimental]
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TRANSCRANICAL STIMULATION

Repetitive Transcranial Magnetic Stimulation

Meta-analysis

MMSE
rmms sham Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.5.1 mild to moderate dementia
Ahtmed 2012 4.2 1.5 10 -1 3.2 11 159.6% 5.20 [3.09, 7.31]
Catelli 2011 -0.5 35 12 nz 24 12 144% -070[F313,1.73] 1
Jia 2021 146 745 3/ 0Aa6 817 34 9.5% 0.90[-3.14, 4.95] S B —
khedr 2020 0491 3.88 18 1 334 18 14.3%  -0.09[2.55 2.37] D
koch 2022 -0.3 1332 25 175 1344 25 4.2% 1.45 [-5.897, 8.87]
Lee 2016 2 4A7 18 3 456 8 102%  -1.00[-4.80,2.80] i E—
Fabey 2013 376 35 7047 3.3 8 11.2% 329017, 6.749] T/
Yao 2022 293 539 15 0z &82 12 5.89% 2.73[1.59, 7.08] N e
Zhao 2017 33 4488 17 14 437 13 11.6% 1.90 [-1.40, 5.20] I
Subtotal (95% CI) 157 138 100.0% 1.57 [0.14, 3.29] gl
Heterageneity: Tau®= 377, Chi*=19.49 df=8 (P=0.01), F=59%
Testfor overall effect Z=1.73 (P =0.07)
} } } }
-10 -4 I L] 10

Favours [control] Favours [experimental]

ADAS-Cog

rTMms sham Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 mild to moderate dementia
kach 2022 0.67 4&0.96 25 418 5037 29 1.4% -3.52[-31.50, 24.46]
Yao 2022 -2.95 AT 15  -0.7 4064 12 726% -2 25615, 1.68] -
Zhao 2017 -58 838 17 -3 4948 13 26.0% -280 831, 371] — T
Subtotal (95% CI) 57 50 100.0%  -241[-5.73,0.91] L
Heterogeneity: Tau®= 0.00; Chi*=0.03, df =2 (F=099); F=0%
Testfor overall effect Z=1.42F=01%9)

K T

Favours [experimental] Favours [contral]

MoCA
MMs sham Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.3.1 mild to moderate dementia

Khedr 2020 117 837 18 08 B.75 15 389% 0.37 [3.85, 4.59]

Yao 2022 2593 628 15 04 442 12 424% 253 [1.581, 6.57] T
Fhao 2017 4 7.91 17 2 885 13 186% 200[4.11,8.11] I e —
Subtotal (95% CI) 50 40 100.0% 1.59 [-1.04, 4.22] £
Heterogeneity: Tau*=0.00; Chi*=0.55, df= 2 (P =0.76); F= 0%

Test for averall effect Z2=1.18 (P = 0.24)

-20 10 0 10 20

ADL

rmms
Study or Subgroup Mean SD Total

Std. Mean Difference
IV, Random, 95% CI

Favours [control] Favours [experimental]

Std. Mean Difference
IV, Random, 95% Cl

2.4.1 mild to moderate dementia

Cotelli 2011 o118 12
Khedr 2020 335 545 18
Koch 2022 0.7 642 25
Subtotal (95% CI) 55

Heterogeneity, Tau®= 0.00; Chi®= 0.73, df=

Testfor averall effect Z=096 (P=0.33)

sham
Mean S0 Total Weight
a 2.3 12 227%
053 7349 15 302%
-7.54 BTV 28 473%
52 100.0%

2(P=0.69),F=0%

0.00 F0.80, 0.80]
0,43 F0.26,1.17]
0,12 F0.43, 0.68]
0.19 [-0.19, 0.57]

B
__.—
-
} } } }
-1 -0.5 0 0.5 1

Favours [control] Favours [experimental]
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Transcranial Direct-Current Stimulation

Meta-analysis

MMSE
tDCS sham Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 mild to moderate dementia
Catelli 2014 -0.2 6.8 A o 44 A 3Aa%  -0.20[F7.40, 7.00]
Im 20149 1.1 812 11 -1.5 516 7 OBRA% 260 [-2.28, 7.48]
Subtotal (95% CI) 16 12 100.0% 1.72[-2.32,5.76]
Hetaroganeity: Tau®= 0.00; Chi*= 040, df=1{F=053); F= 0%
Testfor averall effect 2=083 (P =0.40)
-20 -10 0 10 20
Favours [control] Favours [experimental]
PET THERAPY
MMSE
PT usual care Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% ClI
18.2.1 moderate to severe dementia
Quintavalla 2021 1.11 102971 30 -4.37 FBITS 10 A% 533[F077 11473 B e E—
Yegue Parra 2021 -0.81 104 171 111 496 163 B6B.Y% 0.60 -1.58, 2.749] L
Subtotal (95% CI) 201 173 100.0% 2.07[-2.22,6.37]
Heterogeneity Tau®= 5.73; Chi*= 2.05, df=1 (P=0.15); F=51%
Testfor overall effect Z=0.95 (P = 0.34)
20 10 0 10 20
Favours [control] Favours [experimental]
REMINESCENCE THERAPY (group)
MMSE
RT group usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
20.4.2 moderate dementia
[to 2007 0 473 17 -0.8 3493 17 4.8% 080212 377
Lok 20149 282 388 30 -0AF 332 o 12.3% 3.38[1.86, 5.27]
Tadaka 2007 204 143 8 -022 185 7 OB1.8% 226 [1.45, 3.07] ——
Tanaka 2017 148 24 13 -1.4 33 14 2.49% 2900070, 510 -
Wiang 2007 1.75 4494 a1 -013 43 a1 127% 1.88[0.08, 3.68] —
Subtotal (95% CI) 139 139 100.0% 2.33[1.69, 2.97] <9
Heterogeneity: Tau®*=0.00; Chi®= 2.87, df=4 (P =058);, F= 0%
Test for averall effect Z=7.15 (P = 0.00001)
I

Functional abilities

Std. Mean Difference
IV, Random, 95% Cl

Favours [control] Favours [experimental]

Std. Mean Difference
IV, Random, 95% CI

RT group usual care
Study or Subgroup Mean SD Total Mean SD Total Weight
20.5.1 mild to moderate dementia
Charlesworth 2016*  -2.45 1428 45 0 1428 194 455%
Woods 20122016% 048 G4a6 228 0 686 167 54.5%
Subtotal (95% Cl) 323 361 100.0%
Heterogeneity; Tauw®= 0.02; Chi*=2.28, df =1 {P=013); F= 56%

Testfor overall effect £=0.31 (F=0.79)

017 [-0.42, 0.07]
0.07 013, 0.27]
-0.04 [-0.28, 0.20]

—.__
__._
—etii-—

-1

05 1
Favours [experimental]

05 0
Favours [control]
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Quality of life
RT group usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
20.3.2 mild to moderate dementia
Charleswarth 2016 07 v13 45 o 713 194 010[-0.15,0.34] —r
Waods 2012201 6* 029 653 206 0 653 144 0.04 017, 0.26] t
Subtotal {95% CI) 301 338 100.0% 0.07 [-0.09, 0.23]

Heterogeneity: Tau®= 0.00; ChiF=010,df =1 (FP=075), F=0%

Testfor overall effect Z=082 (F=0.41)

REMINESCENCE THERAPY (individual)

1
05 1
Favours [experimental]

1
-0.5 0
Favours [control]

MMSE
RT individual usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
21.1.1 mild dementia
Lopes 2016 1.25 462 20 -1.67 3.98 20 46.6% 2.921[0.25, 5.99] ——
Wan Bogaert 2013 -09s 28 19 -0.63 39921 22 B34%  -033[242,1.78 ;
Subtotal {95% CI) 39 42 100.0% 1.18 [-1.99, 4.36]
Heterogeneity: Tau®= 3.78; Chi*= 3.53, df= 1 {P=0.06), F= 7%
Testfor overall effect Z=073 (P=0.47)
21.1.2 moderate dementia
Tanaka 2017 -0.6 2 16 1.4 3.3 14 345% 0.80[1.19, 2.79] —
Yan Bogaert 2013 2a 27 22 035 1.4 17 Ba.a% 215[0.82, 3.48] -
Subtotal (95% CI) 38 31 100.0% 1.68 [0.43, 2.94] <D
Heterageneity Tau= 017, Chi®=1.22, df=1 (P=027), F=18%
Test for overall effect: Z2=2.62 (F=0.009)
} } } }
-10 -5 I L] 10

Favours [control] Favours [experimental]

OCCUPATIONAL THERAPY
MMSE
oT usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
17.1.1 mild to moderate dementia
kim 2020 0.86 2445 18 -042 21 17 44.6% 1.28 [-0.26, 2.87] -
Wenborn 2021 -03 801 248 08 F21 218 A54% 0.20[-1.18,1.58] —t
Subtotal (95% CI) 267 236 100.0% 0.68 [-0.37,1.73]
Heterogeneity: Tau®=0.03; Chi*=1.05, df=1 (P=0.31); F= 4%
Testfor averall effect Z=1.27 (P =020
} } } }
-0 -3 a g 10
Fawours [control] Favours [experimental]
ADL
oT usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
17.2.1 mild to moderate dementia
Gitlin 201 0% 074 076 102 045 076 107 328% 0.31 [0.04, 0.449] —
Woigt-Radloff 2011+ -1.4 10 a4 -0B 10 50 223% -0.08 [-0.48, 0.31] — &
Wenhorn 2021 1.8 1314 249 1.8 1434 29 4449% 000018 018] t
Subtotal (95% CI) 405 376 100.0% 0.09 [-0.14, 0.31]

Heterogeneity: Tau®= 002, Chi*=4.23,df= 2 (F=012); F=53%
Testfor overall effect Z=0.74 (P = 0.46)

1 1
-1 -0.5 ] 0.4
Favours [control] Favours [experimental]
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SD Total Weight

Std. Mean Difference
IV, Random, 95% Cl

Meta-analysis

Std. Mean Difference
IV, Random, 95% Cl

Quality of life

oT
Study or Subgroup Mean SO Total
17.3.1 mild to moderate dementia
Gitlin 2008 0.2 0.36 27
Gitlin 201 0% 01 037 102
Graff 2007+ 06 073 67
kKim 2020 339 837 18
Woigt-Radloff 2011+ 01 074 49
Wenhorn 2021 1.5 17158 249
Subtotal (95% CI) 512

usual care
Mean
01 046
0 0.3r
-0z 073
1.7 T
-01 074
1.8 16497

29 14.5%
107 181%
6 17.4%
17 11.8%
45 16.7%
219 204%
482 100.0%

Heterageneity: Tau®=0.15; Chi®= 29.49, df=5 (P = 0.0001}, F= 83%
Testfor overall effect Z= 219 {F=0.03)

0.24 [0.28, 0.76]
0.27 [0.00, 0.54]

1.09 (0,72, 1.46]
0.59 [0.08, 1.27]
0.27 [0.14, 0.67]
-0.02 [-0.20, 0.16]
0.39 [0.04, 0.73]

-2

- 0 1 2

Favours [control] Favours [experimental]
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REVIEW QUESTION 20e. What are the most effective non-pharmacological interventions for
supporting cognitive functioning, functional ability and wellbeing in people with Mild Cognitive
Impairment?

ACUPUNCTURE
MoCA
acupuncture usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Chai 2021 .64 327 20 482 403 18 27 6% 0.72[-1.88, 3.03] I
Sun 2021 39 2492 | 113 396 | 334% 5.03[3.47,6.59] —
Tan 2017 2011 16 -019 0.83 16 391% 2181[1.41, 2.87] -
Total (95% Cl) 74 73 100.0% 2.73 [0.60, 4.87] B
Heterogeneity; Tau®= 2.92; Chi*=13.14, df= 2 (P = 0.001%; F= 85% t ; ! f
Testfi Il effect 7= 251 (P = 0.01 1o S 0 3 10
estfor overall effect 2= 2.51 (P = 0.01) Fawours [control] Favours [experimental]
MMSE
acupuncture usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Sun 2021 1.62 20384 38 -1.03 284888 38 354% 2.58([1.43 367] ——
Tan 2017 2.88 1.44 16 0.06 0.86 16 B46% 2.82[1.949, 3.649) &
Total (95% CI) 54 54 100.0% 2.72[2.06, 3.39] . 3
Heterogeneity: Tau=0.00; Chi*=015,df=1 {P=070) F=0% _150 =5 b % 1=U
Test for averall effect Z=8.04 (P = 0.00001) Favours [contral] Favours [experimental]
ADAS-Cog
acupuncture usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Chai 2021 -2.61 G1964 20 -2.24 48134 19 BO0%  -0.37[3.84 310 —
Tan 2017 -1.34 1.18 16 0.31 1.34 16 94.0% -1.65[2.483,-0.77) .
Total (95% CI) 36 35 100.0% .57 [-2.42, 0.72] <P
Heterogeneity: Tau=0.00; Chi*=0.49, df=1 (P=048), F=0% I t

10 5 0 5 10

Testfor overall effect 2= 3.62 (P = 0.0003) Favours [experimental] Favours [control]

ART THERAPY
GDS
art usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SO Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Lin 2022 0 57212 45 3072 87412 45 448% -307 [5.44,-0.71] ——
Mahendran 2018 -1.06 2.9081 22 -0.47 1955 22 855% -089[2.321.14] ——
Total (95% CI) 67 67 100.0% -1.70 [4.11,0.72] =l
Heterogeneity, Tau=1.96; Chi*=2.75, df=1 (P=0.10); F=64% 54 52 1 é i
Testfor overall effect. Z=1.37 (F=0.17) Favours [experimental] Favours [control]
Anxiety
art usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 85% Cl
Lin 2022* 0 84173 45 5416 B.4173 45 BB 1% -0.64 [-1.06,-0.21] ——
Mahendran 2018 -047 33302 22 -0058 33771 22 43.9% -0.04 [-0.63, 0.56]
Total {95% CI) 67 67 100.0% -0.37 [-0.96, 0.21]

2 a1 0 i 3
Favours [experimental] Favours [control]

Heterogeneity, Tau= 0.11; Chi*= 2.64, df= 1 (P = 0.10); F= 62%
Test for overall effect Z=1.25 (P = 0.21)
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PHYSICAL EXERCISE

Dance

MoCA

dance usual care Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Chang 2021 073 27564 62 -0.28 31334 47 28T% 1.01 F0O12, 2.14] T
Daominguez 2018 1 33 an -1 a a1 23.8% 2000072, 3.29] e
Q209 1.6 2.2 16 0.8 1.7 16 21.8% 0.80 [-0.56, 2.16] -
Zhu 2018 1.9 23661 29 1.7 24102 0 257% 0.20[-1.02,1.43] I —
Total {95% CI) 197 174 100.0%  0.99[0.27,1.71] -
Heterogeneity, Tau?= 0.14; Chi*= 4.06, df= 3 (P = 0.25); = 26% 54 52 1 é i

Test for overall effect 7= 2 69 (P =0.007)

Favours [control]  Favours [experimental]

MMSE
dance usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Do 2017 -0.36 2.3 67 0.46 21 67  36.0% -0.82[1.57,-0.07] ——
Lazarou 2017 045 31322 B6 -1.27 3771 63 3.9% 1.73[0.83,2.93] L E—
2§ 2019 0.8 1.2 16 0.2 21 16 321% 0.70 [0.49, 1.89] e
Total (95% CI) 149 146 100.0% 0.48 [-1.09, 2.05] —-’-—
Heterageneity: Tau®=1.64; Chi*=13.81, df=2 (P =0.0010); P = 86% f t T f t
Test for overall effect Z=0.60 (P = 0.55) 4 -2 0 z 4
- : : Favours [control] Favours [experimental]
WMS-R LM
dance usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Q720149 3.8 4.7 16 -1.4 46 16 41.9% 5,30 [2.08, 8.592] ——
Zhu 2018 2.8 449895 29 0 449073 3 5BA% 2.80[0.28, 5.31] —i—
Total (95% CI) 45 47 100.0% 3.84[1.42 6.25] ol
Heterogeneity: Tau®= 0.95; Chit=1.44, df=1 {F=0.23); F= 31% . f I f
Testf Il effect Z= 212 (P = 0.002 -1u 2 v > 1a
estfor overall effect 2= 3.12 (F=0.002) Favours [control] Favours [experimental]
TMT-A
dance usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Dai 2017 -0.01 a2 BY  1.57 4] BY  B32% -1.58[-3.48,0.33)]
Qi 2018 -36.3 a1.3 16 -34 234 16 49% -3280[74.35 8.54)
Zhu 2018 -1 236606 29 -48 23299 a0 3 9% 1010 [22.09,1.89]
Total (95% CI) 112 113 100.0% -5.83[-15.34, 3.68]
Heterogeneity: Tau®= 36.32; Chi*=408 df=2(P=013), F=41% I 1 1 t |
o - -100 -40 0 &0 100
Testfor overall effect Z=1.20 (P = 0.23) Favours [experimental] Favours [control]
TMT-B
dance usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Doi 2017 -0.02 11.2 67 1.5 11.8 67 B9.6% -1.82 5,42, 2.38]
Qi 2019 -2849 7ay 16  -06 3949 16 11.8% -28.30[-70.23,1363] e —
Zhu 2018 -30 &7.837 29 -8 B2704 3 180% -21.00[-51.50, 8.50] e —
Total {(95% CI) 112 114 100.0%  -8.29[-23.75,7.17] *
it == CChiE= = = RE= ; t 1 t {
Heterogeneity: Tau®= 8551, Chi®= 3.06, df=2 (P=022, F=35% T 0 b a0 100

Testfor averall effect £=1.06 (P =0.28)

Favaurs [experimental]

Favours [control]
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GDS
dance usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Chang 2021 -0.66  1.7F2 g2 047 228149 47 428%  -0.83[1.62,-0.04] ——
Dominguez 2018 -0.4 2 50 0.a 26 81 541% -0.90[1.60,-0.20] i
Zhu 2018 -2 55208 29 -32 54594978 31 3% 1A0F1.81, 4.01] —
Total (95% CI) 181 159 100.0% -0.81[1.32, 0.29] <
Heterogeneity: Tau®= 0.00; Chi*=1 .72, df=2(P=042); F=0% I4 I2 1 é ji
Testfor overall effect 2= 3.07 (P = 0.002) Favours [experimental] Favours [control]
Aerobic exercise
MMSE
AE usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Avenali 2021 -0.42 3.3887 18 -0.77 37138 19 281% 0.35 F2.03, 2.73]
Bademli 20149 327 2736 30 -1.18 1.44987 30 365% 4440333, 8.47] —a—
Kaohanpaur 2017 1.7 18732 1 -01 0.8a 10 354% 1.80[0.49, 3.11] ——
Total (95% CI) 55 59 100.0% 2.36 [0.03, 4.69] =
Heterageneity: Tau®= 3.56, Chi*=14.47 df=2 (P= 00007}, F= 86% 54 52 b é jl
Testfor overall effect 2=1.98 (P = 0.03) Favours [control]  Favours [experimental]
MoCA
AE usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Avenali 2021 -0.53 36838 15 -1.69 2959462 19 231% 16113, 3.458]
Tao 2018 0.a8 1.896 17 1.1 1.48 20 TES%  -0.22[1.36, 082
Total (95% CI) 32 39 100.0% 0.10 [-1.04, 1.24]
Heterogeneity Taur=010; Chi*=1.12, df=1 (P=0.20); F=11% 54 52 1 é ji
Testfor overall effect 2= 0.17 (P = 0.87) Favours [control]  Favours [experimental]
Non-aerobic exercise
MoCA
nAE usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Hong 2017 1 3993 10 042 549965 12 T.3% 058 [3.62 478
Tao 2019 21 225 20 11 148 20 927%  1.00F0.18, 2.18) —H—
Total (95% CI) 30 32 100.0% 0.97 [10.17, 2.11] -
Heterageneity: Tau?= 0.00; Chi*=0.04, df=1 (P = 0.85); F= 0% 54 52 5 é i
Testfor overall effect: Z= 1.67 (P = 0.09) Favours [control] Favours [experimental]
Digit Span Forward
nAE usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Hang 2017 0.1 1.1043 10 0.08 15424 12 287% 0.02 [F1.09,1.13]
Lu 2016 014 1.2856 22047 1.1 23 T1.3%  -003[0.73 0.67]
Total (95% CI) 32 35 100.0%  -0.02 [-0.61,0.58]
Heterogeneity: Tau®*= 0.00; Chi*=0.01, df=1 (P =094}, F=0% 52 51 b 4 é
Testfor overall effect 2= 0.05 (F = 0.98) Favours [control]  Favours [experimental]
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nAE usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Hong 2017 0 1.8882 1m0 -1.42 11804 12 368% 1.42[0.09, 2.74] .
Lu 2016 041 0.7894 22 0322 044 23 B3I% 019 [0.30, 0.68]
Total (95% CI) 32 35 100.0%  0.64[-0.52,1.81]
Heterogeneity: Tau?= 0.49; Chi*= 2.88, df=1 (P = 0.00); F= 5% =2 =1 1 15 é
Testfor overall effect 2=1.08 (P = 0.28) Favours [control] Favours [experimental]
Aerobic/non-aerobic combined exercise
MMSE
AINA exercise usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Silva 2018 -0.8 38347 12 0 32438 7To81%  -050F3.78 278
Suzuki 2013 0.2 23841 47 -0.3 26628 45 90.9% 0.50 [0.53,1.53] —‘.—
Total (95% CI) 59 52 100.0% 0.41 [-0.58, 1.40] -P-
Heterogeneity: Tau?= 0.00; Chi*=0.33, df=1 (P=0.57) F=0% f f 1 f t
Testfor overall effect Z=0.81 (P=0.42) -4 - 0 i 4
: : : Favours [control]  Favours [experimental]
GAMES AND VIDEOGAMES
Games and board games
MoCA
games usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Hue 2021 041 1.92 3/ 028 304 36 51.8% 013 F1.04,1.30]
Fhang 2020 1.69 27073 35 -018 2852 34 482% 1.87[0.83, 3.21] —i—
Total (95% CI) 71 70 100.0% 0.97 [-0.73, 2.67]
Heterogeneity: Tau®=1.10; Chi®= 3.67, df=1 (P = 0.08); F=73% I4 I2 B é i

Testfor overall effect Z=1.11 (F = 0.26)

Favours [control] Favours [experimental]

Videogames
MoCA

VG usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Liu 2022 2 30027 16 o 3482 17 370% 200021, 4.21] T
Park 2020 3.2 44642 18 0.5 35593 17 326% 2700003, 4837 -
Schwenk 2016 0.4 43762 11 21 20585 9 304% -1 F0R4E1,1.21] —
Total (95% CI) 45 43 100.0% 1.10 [1.37, 3.58] -P-—

T = }

Heterogeneity: Tau®= 3.05; Chi*=551, df= 2 (P = 0.06), F=64%
Test for averall effect Z=087 (F=0.38)

—t
420

Favours [control] Favours [experimental]

TMT-A
VG usual care Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fark 2020 P BTH13 18 -0.08 42011 17 97.7F% -7.02[-10.35,-3.69]
Schwenk 2016 -58 247094 11 27 24653 9 23% -850[-30.24,13.24]
Total {95% CI) 29 26 100.0% -7.05[-10.35, -3.76] -
Heterogeneity: Tau®= 0.00; Chi®=0.02, df=1 (P = 0.90); F= 0% _250 _150 I 150 f

Testfor overall effect £=4.20 (P = 0.0001)

Favours [experimental]

2
Favours [control]
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TMT-B
VG usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Park 2020 -7.8  11.08M 18 1.7 14451 17 888% -B20[14.77 2.37)
Schwenk 2016 6.4 118.9028 11 0.9 496313 9 1.2% 5.50[-71.89, 82.89]
Total {95% CI) 29 26 100.0% -6.06 [-14.57, 2.46] <

Heterogeneity: Tau®= 0.00; Chif= 0.09, di= 1 (P = 0.77); F= 0%

Testfor overall effect: £=1.39 (P = 0.16)

MULTIMODAL INTERVENTIONS

100 -a0

]

50 100

Favours [experimental] Favours [control]

MMSE
ME usual care Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean SO Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Jeong 2021 -0.08 30818 13 -0.38 30384 13 121% 0.30 [2.05, 2.65]
Li 20214 1.29 1.7329 42 -1.2 26314 42 26.8% 2.449[1.94, 3.44] —
Park 20193 0.2 42945 25 -0.2 4.0873 24 121% 0.40 [-1.95, 2.748] N R —
Shirmada 2017 0 25126 154 -08 25126 154 3.8% 0.8000.24,1.36] —
Suzuki 2012 -0.47 31009 25 -0.44 31484 28 173%  -003[F1.76,1.70] . a—
Total (95% CI) 250 258 100.0% 1.00 [-0.01, 2.01] -
Heterogeneity: Tau?= 0.75; Chi*=11.69, df= 4 (P = 0.02); P = 66% 54 52 1 é i

Test for overall effect £=195 (FP=0.0%)

Favours [control]

Favours [experimental]

ADAS-Cog
ME usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Jeong 2021 -1.85 10414 13 046 0.09E4 1 137%  -231[7.497 3358 —
Park 20193 A6 4172 25 04 3885 24 863%  -2.00 [4.26, 0.26] —
Total (95% CI) 38 25 100.0%  -2.04 [-4.14, 0.06] -l
Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1{P=092); F=0% -1=D Iﬁ } 1=D
Testfor overall effect Z=1.91 (F = 0.08) Favours [experimental] Favours [control]
MoCA
ME usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Liz021a 367 23476 42 169 27T 427 485% 5,36 [4.27 6.45] L
ang 2022 0.96 1.4796 55 -1.68 16206 87 A81.58% 264207 3.21] | ]
Total (95% CI) a7 99 100.0% 3.96 [1.29, 6.62] e 3
Heterogeneity: Tau®= 3.50; Chi*=18.78, df=1 (P = 0.0001); F= 95% _150 =5 B % 1=D

Test for averall effect £= 291 (F=0.004)

Favours [control]

Favours [experimental]

WMS-R LM
ME usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Shirmada 2017 1.2 31408 154 0.3 37689 1354 80.7% 0.8000.13,1.67]
Suzuki 2012 59.13 5.5962 28 6.2 56689 29 193%  -1.07 [4.19, 2.09]
Total (95% CI) 179 179 100.0% 0.52 [-1.00, 2.04]

Heterageneity: Tau*=0.89; Chi*=1.44 df=1(P=023) F=31%

Test for averall effect Z= 067 (F=0.50)

-10

; }
-5 0

Favours [control]

1
5 10
Favours [experimental]
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GDS
ME usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Park 2019a -0 14081 28 0.2 1.4z08 24 49E6%  -0.30[1.04, 0.449)
ang 2022 -1.08 1.7756 55 108 20728 67  aD4%  -216[2.87,-1.45] -
Total (95% CI) 80 81 100.0%  -1.24 [-3.06, 0.58]

Heterageneity: Tau®= 158, Chi*=11.70, df=1 (P = 0.0006); F=91%
Test for averall effect Z=133 (FP=018)

COGNITIVE INTERVENTIONS

Multimodal cognitive intervention (group) in residential care setting

Favours [experimental]

N R
Favours [contral]

MMSE
MC usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.8.1 group
Jeong 2016 03 1.8 71 03 1.8 TE B11% 0.00 [0.58, 0.58]
Rojas 2013 o 241 24 177 308 22 38.9% 1.77[0.03, 3.51]
Subtotal (95% CI) 95 98 100.0% 0.69 [-1.00, 2.38]

Heterogeneity: Tau*=1.13; Chi*= 3.58, df=1 (P =0.08);, F=T72%
Test for overall effect; Z=0.80 (P =0.43)

R R
Favours [control] Favours [experimental]

BADL
MC usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
6.9.1 group
Jeong 2016 01 1.2 71 -01 08 TE 943% 000 [F0.33, 0.33]
Kurz 2009 -06 1.39 18  -0.1 208 12 58%  -050[1.84,0.84]
Subtotal (95% CI) 89 88 100.0%  -0.03 [-0.35,0.29]

Hetarogeneity: Tau®= 0.00; Chi*= 080, df=1{F =048); F= 0%
Testfor averall effect: £=0.18 (F = 0.86)

GDS

Std. Mean Difference

-2 -1 0 1 2
Favours [control] Favours [experimental]

Std. Mean Difference

MC usual care
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.10.1 group
Jeong 2016 -0.4 27 71 -0z 24 TE  BO.4% -0.07 [-0.39, 0.29]
Kurz 2009 -6.9 104567 18 28 12077 12 38.6% -0.84 [1.61,-0.08] —
Subtotal (95% CI) 89 88 100.0% -0.38 [-1.12, 0.37]
Heterogeneity: Tau®=0.21; Chi*= 3.36,df=1 (F=0.07), F=70%
Testfor overall effect Z=1.00(FP = 0.32)

2 0 1 2

Favours [experimental] Favours [control]
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Cognitive training

Meta-analysis

MMSE
CcT usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.13.1 raw score
Giuli 2016 -0.23 0 30r 48 -0.42 383 48 31.0% 019118, 1.87]
Han 2017 nes 2849 43 -0.07 231 42 34.58% 0.85 016, 2.08]
Sun 20 1.66 2.008 I8 -1.03 28598 3| 9% 2.69[1.58, 3.80] ——
Subtotal (95% CI) 129 129 100.0% 1.31 [-0.13, 2.76]
Heterogeneity: Tau®=1.25, Chi*f= 876, df= 2 (P=0.01), F=77%
Testfor averall effect: Z=1.78 (P =0.07)
} } 1 t }
-4 -2 ] 2 4
Favours [control] Favours [experimental]
MoCA
CcT usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Sukantapal 2018 4.37 2.06 ] I 213 30 81.3% 1.64 [0.58, 2.70] i
Sun 2021 4.08 28598 38 113 349551 38 487% 518 [363, 673 ——
Total (95% CI) 68 68 100.0% 3.36 [-0.11,6.83] |-~
Heterageneity: Tau®= 581, Chi*=13.63,df=1 (P=0.000Z); F=93% f ; ;i f
Testf Il effect Z=1.90 (P = 0.0 -10 = v 3 10
estfor overall effect Z2=1.90 (F = 0.08) Favours [control] Favours [experimental]
GDS
CcT usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total WMean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Giuli 2016 -063 540 48 1.1 E.9G3 48 4% -1.84[4.91,1.23]
Han 2017 -0.74 4.28 43 -043 404 42 16.3%  -0.31 [-2.07, 1.49] I E—
Sukantapol 2018 -0.83 1.29 30 -027 184 30 F83%  -0.86[1.36,0.24)] —.——
Total (95% CI) 121 121 100.0%  -0.59 [-1.30,0.12] e
Heterageneity: Tau?= 0.00; Chi*=0.74, df= 2 (P = 0.69); F= 0% f f f t
Testf Il effect: 2= 1.62 (P = 0.11 4 - 0 : i
Bstfor overall effect Z=1.82 (P =0.11) Favours [experimental] Favours [control]
IADL
CcT usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total WMean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Giuli 2016 i 1.24 48 -0.33 15 48 88.9% 0.33[F0.22 0.88)
Lawy 20189 -013 rF.B384 15 -0.8 6287 14 1.1% 0.37 F4.71, 5.49]
Total (95% CI) 63 63 100.0% 0.33 [-0.21, 0.87]
Heterageneity: Tau?= 0.00; Chi*= 0.00, df=1 (P = 0.99): F= 0% t t 1 f f
Testf lleffect Z=110 (P=0.23 4 -2 v : +
estfor overall effect 2=1.19 (P = 0.23) Favours [control] Favours [experimental]
NUTRITIONAL INTERVENTIONS
Polyunsaturated fatty acids
Digit Span
omegas PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Bai 2021 0.4r 1.896 28 111 21487 a7 153% 1.58[0.49 2.67] -
Lee 2013h 1.6 27691 17 -048 2743 18 11.5% 2100027, 3.93]
Liz021b 053 1.7807 g0 -0.14 232452 G0 396% 068 [0.05 1.41] -
Wengelberg 2022 1.2 23 30 na 22 n 23T% 030 [F0.84, 1.44] R —
Total (95% CI) 135 135 100.0% 0.98 [0.30, 1.66] -
Heterageneity: TauF= 016, ChiF= 488 df =3 (P=0.21); F= 34% 14 I2 B é i

Testfor overall effect £=2.84 (P = 0.004)

Favours [control]

Favours [experimental]
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WAIS

Meta-analysis

Mean Difference
IV, Random, 95% Cl

omegas PL Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl
Bai 2021 -0.37 a40s7 28 -016 348349 7 3T% -0 27T 239
Li2021b 2.3 hBAT743 g0 0.85 48388 G0 BS.3% 1.358 082 3.27]
Total (95% CI) 88 87 100.0% 0.81 [-0.70, 2.32]

Heterogeneity: Tau®=0.00; Chi®*=0.93, df=1 {P=033), F=0%
Test for averall effect Z=1.05 (F=0.29)
Depressive symptoms

Std. Mean Difference
IV, Random, 95% Cl

omegal PL
Study or Subgroup  Mean SD Total Mean SD Total Weight

1 } 1 ! {
- -2 0 2 4

Favours [control] Favours [experimental]

Std. Mean Difference
IV, Random, 85% Cl

Lee 20130 -06 24312 17 -0.5 23729 18 36.8%
Mengelberg 2022 o 32137 a0 -01 31333 30 B32%

-0.04 [-0.70, 0.67]
0.03 [-0.47, 0.54]

Total (95% Cl) A7 48 100.0%
Heterogeneity, Tau®= 0.00; Chi*= 003, df=1 (P =087, F=0%
Testfor averall effect: 7= 0.02 {F = 0.98)

0.00 [-0.40, 0.41]

Vitamin B

WAIS

1 1 1 1
4 05 0 0.5 1
Favours [experimental] Favours [control]

Mean Difference
IV, Random, 95% Cl

vitB PL Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl
Bai 2021 -1.88 41004 28 -016 35349 27 3Ma% 182384, 020]
Li 2021k 1.83 a.0711 60 0.95 4.8388 60 34.9% 0.58 [0.89, 2.65]
Ma 2017 4.3 96922 90 0.01 1481 40 30.6% 929 [5.67,12.91]
Total (95% CI) 178 177 100.0% 2.52 [-2.45,7.50]

Heterageneity: Tau®= 17 61; Chi®= 27.86, df= 2 (P = 0.00001); F= 93%
Testfor averall effect Z=09% (F=0.32
Digit Span

Mean Difference
SD Total Weight IV, Random, 95% CI

vitB PL
Study or Subgroup  Mean SD Total Mean

20 10
Favours [control]  Favours [experimental]

R
1 }
0 10 20

Mean Difference
IV, Random, 95% CI

Bai 2021 087 19744 28 111 21408 27 326%  0.29[0.80,1.38
Li 2021b 08 21678 B0 -015 22452 B0 333%  0.95[0.1B,1.74]
Ma 2017 56 05729 80 117 05728 90 341%  4.43[4.76, 4560]
Total (95% CI) 178 177 100.0%  1.92 [-1.04, 4.89]

Heterogeneity: Tau®= 6,71, Chi*=121.79, df= 2 (F = 0.00001); F=93%
Testfor overall effect Z=1.27 (P=0.200

TRANSCRANIAL DIRECT-CURRENT STIMULATION

. R
Favours [control]  Favours [experimental]

.
[ ]
0 o2 4

MMSE
tDCS sham Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Gomes 20149 0.1 348 8 o 244 MOTT% 021 [-1.37,1.79]
Lawrence 2018 114 23 o144 249 voo283%  -030F2&, 2] =
Total {95% Cl) 36 36 100.0% 0.07 [-1.27, 1.40]
Heterogeneity: Tau®=0.00; Chi*=011,df=1 (F=0.74); F=0% |4 I2 ﬁ é 4=.

Test for overall effect Z= 010 (P = 0.92)

Favours [control] Favours [experimental]
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REVIEW QUESTION 21a. Quali sono gli interventi farmacologici piu efficaci per gestire i sintomi non
cognitivi della malattia, come disturbi dello spettro della schizofrenia e altri disturbi psicotici,
disturbi depressivi, cambiamenti comportamentali in persone con demenza?

ANTIDEPRESSANTS
CSDD
antidepressant PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.1.1 escitalopram
An 2017 -7.04 8.0387 27 -579 87144 33 BE%  -1.25[5.40,3.00] —
Subtotal (95% CI) 27 33 6.6% -1.25[-5.50, 3.00] e —
Heterageneity: Mot applicable
Test for overall effect £=048 (P = 0.46)
1.1.2 sertraline
Banerjee 2011* 037 4651 o=} 0 4651 41 205% 037 F1.43 217] -
Lyketsos 2003 -3.85 38044 24 -32 B.3673 0 58% -6F0[11.23,-217]
Waintraub 2010* 0 8348 g7 06 8348 4 121%  -0B0[-3.46, 2.26] e
Subtotal (95% CI) 159 125 385% -1.74[-5.11,1.64] —ni——
Heterogeneity: Tau®=6.48; Chi*=8.09, df= 2 (P=002), F=T5%
Test for averall effect Z=1.01 (F=0.31)
1.1.3 mirtazapine
Banerjes 2011* -0.66 46783 76 0 46783 41 207%  -0EBG[2.44,1.137) — =
Subtotal (95% CI) 76 41 20.7%  -0.66[-2.44,1.12] -
Heterageneity: Mat applicable
Testfor averall effect Z=073 (FP=0.47)
1.1.4 vortioxetine
Jeong 2023+ -1.62 1.6487 49 0 16487 51 34.2%  -1.62 227, -0.87] -
Subtotal {95% Cl) 49 51 342% -1.62[-2.27,-0.97]
Heterogeneity: Mot applicable
Test for averall effect Z=4.91 (F = 0.00001)
Total (95% CI) n 250 100.0%  -1.17[-2.37,0.03] L 2
Heterogeneity: Tau?= 0.99; Chi*=10.38, df=5 (P = 0.07); F=52% } f I f
Test for overall effect Z=1.91 (P = 0.06) F'1P S 0 . > 10
. ) avours [experimental] Favours [contral]

Testfor subaroup differences: Chif=1.02, df= 3 (P=0800, F=0%

CSDD - stratified by drug

antidepressant PL Mean Difference Mean Difference

Study or Subgroup  Nean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.15.1 escitalopram
An 2017 -7.04 80387 27 -A79 87144 33 100.0%

-1.25 [-5.50, 2.00] i—_
Subtotal (35% CI) 27 33 100.0%  -1.25[.5.50, 3.00]

Heterogeneity; Mot applicahle
Test for overall effect; £= 0.58 {F = 0.596)

1.15.2 sertraline

Banetjea 2011* 0,37 483 68 0 4651 82 41.5% 037 [1.13,1.87] ——
Lyketsos 2003 -4.9 89044 24 -3.2 B.3673 20 246% -B.F0[11.23,-217] —
Waintraub 2010% o 8348 6Y 06 8348 G4 33.9%  -0.60[3.46, 2.26] —
Subtotal (95% Cl) 159 166 100.0%  -1.70 [-5.02, 1.62] —~l—
Heterogeneity: Tau®= 6.32; Chi*= 848, df= 2 (P=0.01); F= 7%

Test for overall effect Z=1.00 (P =0.32)

1.15.3 mirtazapine

Banerjee 2011* -0.6G 4.67E3 TE 0 46783 82 1000%  -0.66[2.12, 080 t
Subtotal (95% Cl) 76 82 100.0%  -0.66 [-2.12,0.80]

Heterogeneity: Mot applicable
Test for averall effect Z=0.89 (F=0.38)

1.15.4 vortioxetine

Jeong 2022* -1.62 1.6487 48 0 1.6487 51 1000% -1.62[-2.27,-0497] !
Subtotal (95% Cl) 49 51 100.0% -1.62[-2.27,-0.97]

Heterogeneity: Mot applicable

Test for averall effect Z=4.91 (F = 0.00001)

-0 5 0 5 10
Favours [experimental] Favours [control]
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GDS

antidepressant PL

Mean Difference

Meta-analysis

Mean Difference

Testfor subgroup differences: Chi*r=12.71, df = 3 (P =0.009), F=76.4%

Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.2.1 escitalopram
An 2017 -3.75 44238 27 -2.85 449636 33 28%  -0.90[3.281.48]
Subtotal {95% Cl) 27 33 2.9%  -0.90[-3.28,1.48] e ——
Heterageneity: Mot applicable
Testfor averall effect Z=0.74 (F=0.46)
1.2.2 vortioxetine
Jeong 2023+ -0.59 1.0483 43 0 1.0458 51 Ar1%  -0.49[1.00,-0.18)] !
Subtotal (95% CI) 49 51 971% -0.59 [1.00, 0.18]
Heterogeneity: Mot applicable
Testfor overall effect Z=2.81 (P = 0.005)
Total (95% CI) [ 84 100.0% -0.60 [-1.00, 0.19] <&
Heterogeneity: Tau= 0.00; Chi*= 0.06, df=1 (P = 0.80) F=0% 54 52 I é j‘
Test for owerall eﬁec.t: 7=284 (P; 0.004) Favours [experimental] Favours [control]
Testfor subaroup difierences: Chif= 0.06, df=1 (P =080}, F=0%
NPI

antidepressant PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.4.1 sertraline
Banerjes 2011+ 202 154294 53 0 154294 41 12E6% 2.02 [-3.86,8.00] —
Finkel 2004 -47 176 121 -5 118896 118 183% 1.80 [-2.01, 5.61] I
Lyketsos 2003 -89 248371 24 -37 184291 20 43% -520[-18.06, 7.66]
Subtotal (95% CI) 213 180 35.2% 1.45 [-1.67, 4.56] <
Heterageneity, Tau®= 0.00; Chi*=1.09, df= 2 (P = 0.58); F= 0%
Test for overall effect: 7= 0.91 (F = 0.36)
1.4.2 mirtazapine
Banerjea 2011* -1.81 151885 TE 0 151884 41 130%  -1.51[7.28, 4.26] [ —
Eanerjee 2021 -8.8 2384917 ¥h S92 263578 84 91% 0.40[-7.43, 823  —
Subtotal (95% CI) 1 125 22.2%  -0.84[-5.48, 3.81] -
Heterageneity: Tau®= 0.00; Chif= 015, df= 1 (P=0.70); F= 0%
Testforoverall effect 7=035(F=07%
1.4.3 citalopram
Faorsteinsson 2014 -161 235324 94 1007 237573 92 108% -603[12.83, 077 e —
Zhow 2018 -6.92 1349436 39 -31& 108588 39 13E% -3V [9.32,1.78] e
Subtotal (95% CI) 133 131 244% 467 [-8.97,-0.38] ol
Heterageneity: Tau®= 0.00; Chif=0.25, df= 1 (P =061}, F= 0%
Testforoverall effect Z=2.13(P=0.03)
1.4.4 bupropion
Maier 2020 -0.24 102584 54  -575 1000149 54 182% A.51[1.69, 933 —
Subtotal (95% CI) 54 54 18.2% 5.51[1.69, 9.33] -l
Heterogeneity: Mot applicable
Testfor overall effect: 7= 2.83 (P = 0.005)
Total {95% CI) 551 490 100.0% 0.04 [-2.88, 2.96] ?
Heterogeneity: Tau®= 8.36; Chif=14.21, df= 7 (P = 0.05); F= 51% _250 _150 I 150 250
Testfor overall effect: Z=0.02 (F =0.98) Favours [antidepressant] Favours [PL]
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NPI - stratified by drug

antidepressant PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.15.1 sertraline
Banerjee 2011+ 202 154204 B8 0 154284 82 3E1% 202[-2.54, 6598 —E—

Heterogeneity: Tau®=0.00; Chi*=1.11,df=2{F =057}, F=0%
Testfor averall effect Z=1.01 (P=0.31)

1.15.2 mirtazapine

Eanerjee 2011* -1.81 151885 TH 0 151885 82 T3I%  -1.51[6.25 3.23]
Eanerjee 2021 -8.8 23.9917 74 -9.2 26.3578 24 26.8% 040743 8273
Subtotal (95% CI) 151 166 100.0%  -1.00 [-5.05, 3.06]

Heterogeneity: Tau®=0.00; Chif=017,df=1 (P =0.68), F=0%
Testfor overall effect Z=0.48 (F =063}

1.15.3 citalopram

Forsteinsson 2014 -16.1 23.5329 84 -10.07 237573 92 40.0% -6.03[12.83,0.77]
Zhou 2019 -6.92 139436 39 -3.15 108588 39 B0.0%  -3.77[9.32,1.74] ——
Subtotal (95% CI) 133 131 100.0% -4.67 [-8.97, -0.38] -
Heterogeneity: Tau® = 0.00; Chi*= 0.25, df= 1 (P = 0.61); F= 0%

Testfor overall effect Z= 2.13 (P = 0.03)

Finkel 2004 -4.7 176 12 -6.8 118996 119 S9.7% 1.80 [-2.01, 5.61]
Lyketsos 2003 -8.9 249371 24 -3.7 185291 20 9.2% -5.20[-18.06, 7.66]
Subtotal (95% CI) 213 221 100.0% 1.51[-1.43, 4.45]
—

1.15.4 bupropion

Maier 2020 -0.24 102584 54 -575 1000149 54 100.0% .51 [1.69, 937 t
Subtotal (95% Cl) 54 54 100.0% 5.51[1.69, 9.33]

Heterogeneity: Mot applicakle

Test for averall effect: 7= 283 (P =0.005)

20 10 0 10 20
Favours [antidepressant] Favours [PL]

ADL
antidepressant PL Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.5.1 escitalopram
An 2017 0.3 157488 27 -0.29 13.0293 33 12.49% 0.04 [-0.47, 0.59] S
Subtotal (95% Cl) 27 33 129% 0.04 [-0.47, 0.55] —eetl——

Heterogeneity: Mot applicahle
Testfor averall effect Z=015 (P =0.88)

1.5.2 sertraline

Banerjee 2011% 163 82124 Jat:] o 82124 41 191% 0.20[-0.19, 0.59] T
Lyketzos 2003 -0.3 0 96385 24 2.7 11.85986 20 10.0% -0.28 [-0.87,0.32] - 1
Subtotal (95% CI) 92 61  29.1% 0.02 [-0.43, 0.47] e

Heterageneity: Tau®=0.05; Chi®=1.69,df =1 (P=0149), F=41%
Testfor averall effect Z=0.08 (P = 0.94)

1.5.3 mirtazapine

Banerjes 2011* 119 82031 7B 0 82031 41 196% 014 [0.24,0.52] —
Subtotal {95% CI) 76 41 19.6% 0.14 [-0.24, 0.52] i

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.74 (P = 0.46)

1.5.4 vortioxetine

Jeong 2023* -01¥ 054849 49 0 0545849 51 18.7% -0.31 [-0.70, 0.049] — 1

Subtotal (95% Cl) 49 5 18.7% -0.31 [-0.70, 0.09] ol

Heterogeneity: Mot applicahle

Testfor averall effect Z=152 (P=013)

1.5.5 bupropion

Waier 2020 -281 857H a4 0.1 89.28 54 19.7% -0.34 [-0.72, 0.04] e

Subtotal (95% Cl) 54 54 19.7% 0.34 [-0.72, 0.04] g

Heterageneity: Mot applicable

Testfor averall effect Z=1.77 (P = 0.08)

Total (95% CI) 298 240 100.0% -0.08 [-0.29, 0.13] q—

Heterogeneity: Tau®= 0.02; Chif=7.03,df=5 (P=022); F=29% t } 1 t t

Tastf Il effect Z= 077 (P = 0.44 i 05 v 0e 1
estfor overall effect £= 0.77 (F=0.44) Favours [PL] Favours [AD]

Testfor subaroup differences: Chif= 476, df= 4 (F= 0311, F=16.0%
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ADL - stratified by drug

Meta-analysis

antidepressant PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.19.1 escitalopram
An 2017 0.3 15.7488 27 -0.25 13.0293 33 100.0% 0.55 [-6.87, 7.97] i
Subtotal {95% CI) 27 33 100.0% 0.55 [-6.87, 7.97]
Heterogeneity: Mot applicable
Testfor overall effect: =015 (F = 0.88)
1.19.2 sertraline
Eanerjea 2011 163 82124 68 0 82124 81 T1.2i% 1.63[1.01, 4.27] ———
Lyketzos 2003 -0.3 96385 24 2.7 11.8588 20 288%  -300[9.47 347 b
Subtotal (95% CI) 92 102 100.0% 0.30 [-3.81,4.41] el
Heterogeneity: Tau®=4.36; Chi*=1.69, df=1 (P=019); F=41%
Testfor overall effect: Z=0.14 (F = 0.89)
1.19.3 mirtazapine
Eanerjea 2011 118 820N 7B 0 82031 82 100.0% 119137, 3.75] —t
Subtotal (95% CI) 76 82 100.0% 1.19 [-1.37, 3.75]
Heterogeneity: Mot applicable
Test for overall effect: £=0.91 (F = 0.36)
1.19.4 vortioxetine
Jeang 2023* -047F  0.54498 48 0 054589 51 100.0%  -017 [0.39 0.09] !
Subtotal {95% CI) 49 51 100.0%  -0.17 [-0.39, 0.05]
Heterogeneity: Mot applicable
Testforoverall effect: Z=1.85{F =012}
1.19.5 bupropion
Maier 2020 -281  8ard 34 0.1 89.28 54 100.0%  -292[6.10, 0.26] i
Subtotal {95% CI) 54 54 100.0%  -2.92 [-6.10, 0.26]

Heterogeneity; Mot applicable
Test for overall effect: Z=1.80(F =0.07)

-10

-5 0 5 10
Favours [PL] Favours [AD]
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MMSE

antidepressant PL

Study or Subgroup  Mean SD Total Mean SD Total

Weight

Mean Difference
IV, Random, 95% CI

Meta-analysis

Mean Difference
IV, Random, 95% CI

1.7.1 escitalopram

An 2017 1 58394 27 0.03 G6.6838 i3
Subtotal (95% CI) 27 33

Heterogeneity: Mot applicable
Test for averall effect: £=0.60 (P = 0.55)

1.7.2 sertraline

Banerjes 20117 -0.65 41684 68 0 41684 41
Finkel 2004 1] 33 121 -06 3276 118
Lyketsos 2003 -1.4 10.0835 24 0.5 9.145 20
Subtotal (95% CI) 213 180

Heterogeneity: Tau®= 004, Chi®= 213, df= 2 (P =034, F= 6%
Test for averall effect: £=0.66 (P =0.51)

1.7.3 mirtazapine

Banerjes 20117 -1.71 42078 7B 0 42078 41
Banerjes 2021 46 95275 23 -0.5 9.4807 7
Subtotal (95% CI) 99 68

Heterogeneity: Tauf=19.18; Chi*= 45749, df=1{F=002); F=83%
Test for overall effect: Z= 036 (P=0.72)

1.7.4 citalopram

Porsteinsson 2014 -017  6.8353 94 0493 7.4845 a2
Zhou 2019 0.67 0.772 39 018 0644 39
Subtotal (95% CI) 133 131

Heterogeneity; Tau*=0.70; Chi®=2.23,df=1 (P=014); F=55%
Test for averall effect: Z= 0.05 (P = 0.96)

1.7.5 vortioxetine

Jeong 20227 0.9 1.0493 49 0 1.0438 a1
Subtotal (95% CI) 49 51

Heterogeneity: Mot applicable
Test for averall effect: £=2.81 (P =0.005)

1.7.6 bupropion

Maier 2020 -0.04 414 54 0.4 40667 54
Subtotal (95% CI) 54 54
Heterogeneity, Mot applicable

Test for overall effect; Z=0.57 (F=0.57)

Total (95% CI) 575 517
Heterogeneity, Tau*= 016, Chi*=16.27, df=9(P = 0.06); F= 45%
Test for overall effect; Z=0.91 (P = 0.36)

Testfor subgroup diferences: Chi®= 240, df=5F =079, F=0%

2.0%
2.0%

6.6%
16.1%

0.6%
23.3%

6.7%
0.7%
7.4%

4.3%
29.3%
33.6%

267%
26.7%

7.0%
7.0%

100.0%

0,87 [2.20, 4.14]
0.97 [-2.20, 4.14]

-0.55[2.17,1.07]
0.60 [-0.23,1.43]

-1.90 [-7.58, 3.79]
0.28 [-0.54, 1.09]

171 £3.21,-0.11]
510 [-0.21,10.41]
1.20 [-5.40, 7.81]

<110 3,16, 0.96]
0.49[0.17, 0.81]
0.03 [1.37, 1.44]

0.59[0.18, 1.00]
0.59 [0.18, 1.00]

0.21 [-0.25, 0.67]

~i

|

5

—

-5 5 10
Favours [PL] Favours [AD]

T
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

MMSE - stratified by drug

Meta-analysis

antidepressant PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.20.1 escitalopram
An 207 1 48394 27 003 66839 33 1000% 097 [[2.20,414] i
Subtotal (95% CI) 27 33 100.0% 0.97 [-2.20, 4.14]
Heterogeneity. Mot applicable
Test for overall effect, 2= 0.60 (P = 0.55)
1.20.2 sertraline
Banerjee 2011* -0.85 41684 k] 0 41684 a2 3449%  -0485[-1.88, 079 ——
Finkel 2004 a 33 1M 0B 3IFIE 119 BRA% 0.60[-0.23,1.43] F—
Lyketsos 2003 -1.4 10,0885 24 0.5 91445 20 28%  -1.90[7.59, 3.79]
Subtotal (95% CI) 213 221 100.0% 0.13 [-0.80, 1.07] ‘
Heterogeneity: Tau®= 018 Chi®= 2.60, df=2 (F=027); F=23%
Testforoverall effect Z=028 (P =0.78)
1.20.3 mirtazapine
Banerjee 2011% -1.71 42078 7B 0 42078 82 AF4% 171 [-3.02-0.40] ——
Banerjee 2021 46 95175 23 -0.8 9.5807 27 428%  510[-0.21,10.41] B
Subtotal (95% CI) 99 109 100.0% 1.19 [-5.41,7.79]
Heterageneity: Tau®= 1929, Chi®= 5894 df=1 {P=001); F=83%
Testforoverall effect Z=03a(P=072)
1.20.4 citalopram
Porsteinsson 2014 -017  B.8353 94 093 74845 92 286%  -1.10[3.16, 0.96] —
Zhou 20149 0.67 0.rr2 38 018 0644 3l TiA% 049017, 0.81] ‘
Subtotal (95% CI) 133 131 100.0% 0.03 [-1.37,1.44]
Heterageneity: Tau®= 0.70; Chi®= 223, df=1 (F=014), F=55%
Testfor overall effect: £=0.05 {P = 0.96)
1.20.5 vortioxetine
Jeong 2022 053 1.0449%8 L] 0 1.0449%8 51 100.0% 0.59[0.18,1.00] !
Subtotal (95% CI) 49 51 100.0% 0.59 [0.18, 1.00]
Heterageneity: Mot applicable
Testfor overall effect: £=2.81 (P =0.0049)
1.20.6 bupropion
Maier 2020 -0.05 414 54 0.4 40667 54 1000%  -0.45[-2.00,1.10 t
Subtotal (95% CI) 54 54 100.0%  -0.45[-2.00,1.10]

Heterogeneity: Mot applicable
Testfor averall effect: Z=057 (P=0.57)

=10

-5
Favours [PL]

Favours [AD]

10
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

ADAS-Cog

antidepressant PL

Study or Subgroup  Mean 5D Total Mean

SD Total Weight

Mean Difference
IV, Random, 95% Cl

Meta-analysis

Mean Difference
IV, Random, 95% Cl

1.8.1 escitalopram

An 2017 -1.22 131703 7 -2 1119862
Subtotal (95% CI) 27

Heterogeneity: Mot applicahle

Testfor overall effect: £=0.31 (P = 0.76)

1.8.2 sertraline

Finkel 2004 nr 848 11 1 44544 1
Subtotal (95% CI) 121 1
Heterogeneity: Mat applicable

Testfar overall effect Z=042(F =067}

1.8.3 bupropion

Maier 2020 1.3 874929 a4 1.8 B.6047
Subtotal (95% CI) 54

Heterogeneity; Mot applicahle

Testfor overall effect Z= 016 (P =0.87)

Total (95% CI) 202 2

Heterogeneity: Tau®= 0.00; Chi*= 016, df= 2 (F=093); F= 0%
Testfor overall effect Z=0.38 (P =0.70)
Testfor subaroup differences: Chif= 016, df=2 (P=083), F=0%

DEM-QolL

antidepressant PL

Study or Subgroup  Mean SD Total Mean SD Total

33 40%  0.89[528, 7.26]
33 4.0%  0.99 [5.28, 7.26]
19 81.5%  -0.30[1.69,1.09]
19 815%  -0.30 [-1.69, 1.09]
54 145%  -0.27 [3.55, 3.01]
54 14.5%  -0.27 [-3.55, 3.01]
06 100.0%  -0.24 [-1.50, 1.01]

Mean Difference
Weight IV, Random, 95% CI

—*—

-

-10 -4 ] 10
Favours [AD] Favours [PL]

L
*
a

Mean Difference
IV, Random, 95% CI

1.9.1 mirtazapine

Eanerjee 2011% -0.03 1184873 ¥h 0 11.8473 41
Banerjee 2021 1.9 12.2436 24 1.3 128277 24
Subtotal (95% CI) 100 65

Heterogeneity: Tau®= 0.00; Chif=0.02, df=1 (P =0.88);, F= 0%
Test for overall effect: £2=0.08 (F = 0.94)

1.9.2 sertraline

Banerjee 2011* 7B 12442 g4 o 12412 41
Subtotal (95% CI) 68 41
Heterogeneity: Mot applicable

Test for averall effect 2= 072 (P =047

Total (95% CI) 168 106
Heterogeneity: Tau®= 0.00; Chi*F=040,df=2 {P=082);, F=0%
Test for averall effect 2= 038 (P=070)

Test for subaroup differences: Chi*= 038, df=1 (P= 044}, F= 0%

DEM-QoLl - stratified by drug

antidepressant PL

Study or Subgroup  Mean SD Total Mean SD Total

43.7%  -0.03[4.53, 4.47]
12.0%  0.60[6.41,7.61]
61.7%  0.15[-3.63, 3.94]
38.3%  -1.76[B.57, 3.08]
38.3%  -1.76 [-6.57, 3.05]
100.0%  -0.58 [-3.55, 2.40]

*

|

Mean Difference
Weight IV, Random, 95% CI

d0 & 5 10
Favours [control]  Favours [experimental]

Mean Difference
IV, Random, 95% CI

1.15.1 mirtazapine
Banerjes 2011*
Banerjee 2021

0 11.8573 a2
1.3 125277 24

-0.03 118473 76
1.9 122436 24

Subtotal (95% CI) 100 106
Heterogeneity: Tau®= 000, Chi*=0.02 df=1 (P=0.238), F=0%
Testfor averall effect: Z= 0.06 (P = 0.95)

1.15.2 sertraline

Banerjee 2011* S1TE 12412 53 0 12412 az

Subtotal (95% CI) 68 82

Heterogeneity: Mat applicable
Test far overall effect: 7= 086 {F = 0.39)

78.2%  -0.03[3.73, 3.67]
21.8%  0.60[6.41,7.61]
100.0%  0.11[-3.16, 3.38]
100.0%  -1.76 [5.75,2.23]
100.0%  -1.76 [-5.75, 2.23]

i
-

-

-0 -5 0 5 10
Favours [contral] Favours [experimental]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

CMAI
antidepressant PL Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.10.1 mirtazapine

Eanerjee 2021 -8F7 2rala 74 -9 273074 87 8.3%  -0.70[-9.048, 7.69] —
Subtotal (95% CI) 79 ar 5.3  -0.70[-9.05,7.65] e
Heterogeneity: Mot applicahle

Testfor averall effect Z= 016 (P =087

1.10.2 sertraline

Firnkel 2004 -36 184 121 <27 130805 119 280%  -080[-4.51,271] —.—
Subtotal (95% Cl) 121 119  28.0% -0.90[4.51,271] e 2

Heterogeneity: Mot applicable
Test for overall effect: Z= 048 (F = 0.63)

1.10.3 citalopram

Porsteingson 2014 -3.89  5.88549 94 -241 B.8B48 92 56.1%  -1.38[3.93,1.17] —-

Subtotal (95% Cl) 94 92 56.1%  -1.38[-3.93,1.17] -
Heterogeneity: Mat applicable

Test for overall effect Z2=1.06 (F = 0.28)

1.10.4 fluoxetine

Alchus 1897 1.4 T.A5708 5 14 5.298 i 48%  280[583 11.43] e I —
Subtotal (95% CI) 5 5 49% 2.80[-5.83,11.43] —eei——
Heterogeneity: Mot applicable

Test for averall effect 2= 0.64 (P =053

1.10.5 trazodone

Teri 2000 -0.76 16.46 37 -544 185 36 AT%  A18[2.86,13.27 N B —
Subtotal (95% CI) 37 36 5.7% 5.18[-2.86,13.22] e
Heterogeneity: Mot applicahle

Test for averall effect 2= 126 (P=0.21)

Total (95% CI) 336 339 100.0%  0.63[-2.55,1.28] *
Heterogeneity; Tau?= 0.00; Chi*= 2.97, df=4 (P = 0.56); F= 0% -QID _150 3 150 QID
Testfor averall effec.t =085 (p:_ 0.52) Favours [experimental] Favours [control]
Test for subaroup differences: Chi*= 2,97, df= 4 (P = 0.496), F= 0%
BEHAVE-AD

antidepressant PL Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.12.1 fluoxetine

Auchus 1987 1.8 38577 a 1 3447 a T1% 080 [F3.73 533]

Subtotal (95% CI) 5 5 71% 0.80 [-3.73, 5.33] ——e
Heterogeneity: Mot applicable

Testfor averall effect Z=035 (FP=0.73)

1.12.2 sertraline

Finkel 2004 -1.5 56 121 -08 43635 119 9248%  -070[1.95 0.558] 1—

Subtotal (95% CI) 121 119 92.9%  0.70 [-1.95, 0.55]

Heterogeneity: Mat applicable

Test for owerall effect Z=1.08 (F=0.27)

Total (95% CI) 126 124 100.0%  -0.59 [-1.80,0.62] *

Heterageneity, Tau*= 0.00; Chi*=0.39, df =1 (P=0.53); F=0%
Testfor overall effect 2= 096 (P = 0.34)
Testfor subaroup differences: Chif= 039, df =1 (F=0483, F=0%

4 2 0 2 4
Favours [experimental] Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

NBRS
antidepressant PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.14.1 citalopram
Follock 2002 -10 151853 3 -23 181481 il 1.7% -T70[17.121.72]
Forsteinsson 2014 -3.27 4.3441 94 -zA4 41527 92 883% -073[1.86, 0.480]
Subtotal (95% CI) 125 113 100.0% -0.85[-2.06, 0.37]
Heterogeneity: Chi®= 2.07, df=1{P=0.158), F=52%
Testfor averall effect Z=136F=017)
} } T }
=10 -5 1] ]
Favours [experimental] Favours [control]
ANTIPSYCHOTICS
CMAI
antipsychotic PL Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.1.1 aripiprazolo
Streim 2008 -10.24 1285 126 -B.16 1456 121 56% -4.08[-7.52 -0.66]
Subtotal (95% CI) 126 121 5.6% -4.09[.7.52, -0.66] —i—
Heterogeneity: Mot applicable
Testfor overall effect 2= 234 (P=0.02)
5.1.2 brexpiprazole
Grossherg 2020-F -18.8 137346 131 -165 127308 135 6.2%  -240[559 079 —
Grosshery 2020-5 1mo -17.6 15.0488 134 -17.8 10,4809 65 5.2% 0.20[-3.40, 3.80] T
Grossherg 2020-5 2ma -21.6 152715 138 -17.8 105612 BE  5.2% -3.80[7.40,-0.20] e —
Lee 2023 -216 16.5 225 -17.3 150785 116 54% -530[378,-1.81]
Subtotal (95% CI) 628 382 21.9% -2.83[-5.07,-0.60] B
Heterogeneity: Tau®= 2.07, Chi*= 493, df= 3 (P=017); F= 40%
Testfor overall effect 2= 2 48 (P =0.01}
5.1.3 haloperidol
Auchus 18497 -2.4 B486T 5 14 5.2498 5 1.0% -1.00[F10.27,8.27]
Teri 2000 -7.26 2251 34 -5.94 18.5 36 0.89% -1.32[11.00, 8.36]
Subtotal (95% CI) 39 41 1.9%  -1.15[-7.85, 5.54] —eee——
Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 (P =0.96); F= 0%
Testfor overall effect Z=0.34 (P=0.74)
5.1.4 olanzapine
Deherdt 2005 -1.3 48 193 -04 31 45 154%  -040[1.53,0.73] T
Subtotal (95% CI) 193 45 154%  -0.40 [-1.53,0.73] <
Heterogeneity: Mot applicable
Testfor overall effect Z=0.69 (P =0.48)
5.1.5 pimavanserin
Ballard 2018* 0.3 8.031 90 i] 8.031 91 9.0% 0.30[-2.04, 2.64] i
Subtotal (95% CI) 90 91 9.0% 0.30 [-2.04, 2.64] -
Heterogeneity: Mot applicable
Testfor averall effect Z=0.25 (P = 0.80)
5.1.6 quetiapine
Ballard 2005 -4 15.4 27 -B.2 17.6 289 1.2%  2.20[6.45 10.858]
Zhong 2007-100mg -9.2 219089 120 -8.8 2208608 46 1.5%  -0.40[7.88, 7.08]
Zhong 2007-200mg -11 224218 114 -8.8 22.0608 46 1.8%  -2.20[9.79, 5.39]
Subtotal (95% Cl) 261 121 41%  -0.33 [-4.86,4.21] i
Heterogeneity: Tau®=0.00; Chi*= 056, df= 2 (P=0.75); F= 0%
Testfor overall effect: Z=10.14 (P = 0.89)
5.1.7 risperidone
Brodaty 2003 -7.5 1221 152 -341 11.84 149  T7E% -440[7.12,-1.68] —
Deherdt 2005 -1.8 48 1839 -04 31 45 15.3%  -0.60[1.74, 0.54] T
De Deyn 1999 -3.8 6.G5 68 -1.6 6.G5 T4 8T7%  -230[4.48 -011] —
Katz 1999 -4.63 124 486 -1.4 124 181 9.5% -3.23[5.46,-1.00] —
Subtotal (95% CI) 865 429  421% -2.38 [4.15, -0.62] -
Heterogeneity: Tau®=214; Chi*= 949, df= 3 (P =002}, F= 68%
Test for overall effect: 2= 2.65 (P = 0.008)
Total (95% Cl) 2202 1230 100.0% -1.B7 [-2.83, -0.92] <
Heterogeneity; Tau®=1.22; Chi*= 25.63, df=15 (P = 0.04); F= 41% _150 55 3 é 150

Test for overall effect 2= 3.84 (P =0.0001)
Testfor subaroup differences: ChF=1015, df= 6 {FP=012), F= 40.8%

Favours [experimental]

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

CMAI - stratified by drug

antipsychotic

Mean Difference

Meta-analysis

Mean Difference

Study or Subgroup Mean S0 Total SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.16.1 aripiprazolo
Streim 2008 -10.25 1285 126 121 100.0% -4.08[7.52,-0.66] i
Subtotal (95% CI) 126 121 100.0% -4.09 [-7.52, -0.66]
Heterogeneity: Mot applicable
Testfor averall effect: Z=2.34 (P =0.02)
5.16.2 brexpiprazole
Grogsherg 2020-7 -18.9 1373468 131 135 278%  -240[5.59 079 — =
Grossbherg 2020-5 1ma -17.6 150486 134 G5 23.8% 0.20[-3.40,3.80 . —
Grossberg 2020-5 2o -21.6 152715 138 66 23.8% -3.80[7.40,-0.20] e —
Lee 2023 S22 6 16.5 225 116 248% -5.30[8.79,-1.81] I
Subtotal (95% CI) 628 382 100.0% -2.83 [-5.07,-0.60] e
Heterogeneity: Tau®= 2.07, Chi*= 498, df= 3 (P = 017, F= 40%
Testfor averall effect: 7= 2.48 (P =001}
5.16.3 haloperidol
Auchus 1987 -2.4  B.4967 ] 5 522% -1.00[F10.27 827 L
Teri 2000 -7.26 22.51 34 36 478% -1.32[11.00, 8.36)] L
Subtotal (95% CI) 39 41 100.0%  -1.15[-7.85, 5.54] ————
Heterogeneity: Tau®= 0.00; Chi®= 0.00, df=1 (P = 0.96), F= 0%
Testfor overall effect Z=034 (P =074
5.16.4 olanzapine
Deberdt 2005 -1.3 48 1493 40 1000%  -0.40[1.33,043] !
Subtotal (95% CI) 193 90 100.0%  -0.40[-1.33, 0.53]
Heterageneity: Mot applicable
Testfor overall effect: Z=0.84 (F = 0.40)
5.16.5 pimavanserin
Ballard 2018* 0.3 8.031 80 41 100.0% 0.30[-2.04, 2.64] t
Subtotal (95% CI) 90 91 100.0% 0.30 [-2.04, 2.64]
Heterogeneity: Not applicable
Testfor averall effect: Z= 025 (P =080
5.16.6 quetiapine
Ballard 2005 -4 15.4 27 29 275%  220[6.45 1085 =
Zhong 2007-100my -2 218088 120 46 367%  -0.40[7.88 7.08] ll
Zhong 2007-200my -11 224218 114 46 357%  -2.20[9.79 539 L]
Subtotal (95% CI) 261 121 100.0%  -0.33[4.86,4.21] -‘—
Heterogeneity: Tau®= 0.00; Chi*= 0456, df=2 (P=0.74) F=0%
Testfor averall effect: =014 (P =084
5.16.7 risperidone
Erodaty 2003 -7.A 1221 152 145 199% -440[7.12,-1.68] e —
Deberdt 2005 -1.48 458 1849 90 33.0%  -0.60[1.54, 0.34] —&r
De Deyn 1999 -39 665 68 T4 237%  -2.30[4.49,-0.11] —
Katz 1989 -4.63 124 456 161 234% -3.23[5.46,-1.00] —
Subtotal (95% CI) 865 474 100.0% -2.37 [-4.18, -0.57] -
Heterogeneity: Tau®= 2.359, Chi*=10.72, df= 3 (P=0.01), F=72%
Testfor overall effect: Z=2.57 (F=0.01)
-5 0 5 10

Favours [experimental] Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

NPI
antipsychotic PL Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% CI IV, Random, 95% ClI
5.17.1 aripiprazole
De Deyn 2005 -11.2 2365 103 -975 235 100 154% -1.45[-7.94, 5.04] I
Mintzer 2007-10mg -176 166 121 -13 16.4 39 184% -460[10.54, 1.34)] ——
Mintzer 2007-2mg -14.1 19.3 116 -13 16.4 39 16.7% -1A0[7.33,5.13] I
Mintzer 2007-5mg -15.9 182 120 -13 16.4 39 17.45% -2.90[-5.99,3.19] I
Streirn 2008 -16.43 1732 128 -1001 1883 121 320% -642[1082-1.92] ——
Subtotal (95% Cl) 588 338 100.0% -3.82[-6.36,-1.27] <
Heterogeneity: Tau®= 0.00; Chi*= 2.68, df=4 (P = 0.61); F=0%
Testfor overall effect Z=2.84 (P =0.003)
5.17.2 olanzapine
Deherdt 2005 -11.8 2248 183 -123 22 490 24.8% 0.50 [-5.07, 6.07] —_—
De Deyn 2004-1.0mg -14.8 162 128 -137 20.3 32 13.4% -1.10 [-B.67, 6.47] B E—
De Deyn 2004-2.5mg -18.7 1449 134 -137 20.3 32 13.8% -2.00[-9.47,5.47] I —
De Deyn 2004-5.0mg -16.3 17 123 137 20.3 33 1358% -260[10.145 4.959) I —
De Deyn 2004-7.5mg -1TT 187 128 -137 20.3 32 1358% -4.00[11.54, 3.54)] —_— T
Schneider 2006 -14 187 40 -5 20.6 47 11.2% -5.00[13.26, 3.26] e
Street 2000-10mgy -14 21.7 49 -10.4 274 14 3.3% -360[18.749,11.59]
Street 2000-15mgy -9.7 26.1 51 -10.4 7.4 15 31% 0.70[-14.95 16.35]
Street 2000-5mg -18.7 21.3 585 -10.4 274 14 34% -8.30[23.31,6.71]
Subtotal (95% Cl) 901 311 100.0%  -2.13 [4.90, 0.64] E
Heterogeneity: Tau®= 0.00; Chi*= 2.45 df=8 (P = 0.96); F=0%
Testfor overall effect Z=1.51 (P=013)
5.17.3 pimavanserin
Ballard 2018% -5.12 18.5674 a0 0 185674 41 100.0% -512[10.53, 029 i
Subtotal (95% Cl) ag 91 100.0% -5.12[-10.53,0.29]
Heterogeneity: Mot applicable
Test for overall effect Z=1 .85 (P = 0.06)
5.17.4 quetiapine
Kurlan 2007 -1 16.04 19 -1 20.55 18 TH8% O000[119211.82]
Paleacu 2008 -24.58 2116 19 -19.42 19.02 19 6.8% -5.16[17.95 7.63] — T
Schneider 2006 -16.6 18.3 kil -5 20.68 47 146% -TBO[16.33,1.13] T
Tariot 2006 -14.24 19.52 86 -9.68 19.01 494  350% -4.56[-10.20,1.08] —&
Zhong 2007-100mg -89 230043 120 -8.2 23.02 46 18.2% -0.70[-8.52,7.12] —
Fhong 2007-200mg -97 234896 114 -8.2 23.02 6 177% -1.80[-9.43 6.43] I —
Subtotal {95% Cl) 389 270 100.0% -3.45[-6.78,-0.11] -
Heterageneity: Tau*=0.00; Chi*= 211, df=5{FP=083), F=0%
Testforoverall effect Z=2.03 (F=0.04)
5.17.5 risperidone
Deherdt 2005 -9.7 185 180 -12.3 22 90 54.3% 260272, 7.83) ——
Schneider 2006 -16.4 15 iz -5 20.68 47 457% -T40[15.25, 048] —
Subtotal (95% Cl) 222 137 100.0% -1.97 [11.73, 7.80] —enlii——
Heterogeneity: Tau®= 38.28, Chi*=4.27 df=1 (P=0.04), F=77%
Testfor overall effect 2= 0.39 (P = 0.69)
5.17.6 brexpiprazolo
Lee 2023 -17.3 13149686 215 127 126428 111 1000% -4.60[7.54, -1.66] !
Subtotal (95% Cl) 215 111 100.0% -4.60 [-7.54, -1.66]

Heterogeneity: Mot applicable
Test for overall effect 2= 3.07 (P =0.002)

-0 0 10 20

Favours [experimental] Favours [control]

109



Diagnosis and treatment of dementia and Mild Cognitive Impairment

NPI - stratified by drug

antipsychotic

PL

Mean Difference

Meta-analysis

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
5.3.1 aripiprazole
De Deyn 2004 -11.2 2365 103 -9.75 235 100 4.5% -1.45[-7.94, 5.04] I
Mintzer 2007-10mg 176 166 121 -13 16.4 39 54% -460[10.54,1.34] T
Mintzer 2007-2mg -14.1 18.3 116 -13 16.4 39 4.8% -110[-7.33,5.13] I —
Mintzer 2007-5mg -15.8 182 120 -13 16.4 39 5.1% -2.80 [-8.99, 3.19] I
Streim 2008 -16.43 1732 128 -10.04 1883 121 9.4% -642[10.82-1.92] —
Subtotal (95% CI) 588 338 29.3% -3.82[-6.36,-1.27] L
Heterogeneity, Tau®= 0.00; Chi®= 2.68, df= 4 (P = 0.61), F= 0%
Test far overall effect: 7= 2.94 (P =0.003)
5.3.2 olanzapine
Deherdt 2005 -11.8 228 183 123 22 45 37% 0.50 [6.69, 7.69] . —
De Deyn 2004-1.0my -14.8 16.2 128 137 20.3 32 3.3% -1 10 [-8.67, 6.47] T
De Deyn 2004-2.5my -16.7 1449 134 137 203 32 3.4% -2.00[-9.47, 5.47] T
De Deyn 2004-5.0mg -16.3 17 123 137 20.3 33 3.3% -260[10.15, 4.99] T
De Deyn 2004-7.5my 7T 187 1328 137 20.3 32 3.3% -4.00[11.54, 3.54] —— —
Schneider 2006 -14 187 40 -9 20.6 16 1.4% -5.00[16.64, 6.64] —
Street 2000-10my -14 M7 49 104 274 15 0.8% -360[18.749, 11.59]
Street 2000-145mg -9.7 261 51 104 274 14 0.8% 0.70[14.95 16.39]
Street 2000-amg -18.7 21.3 84 -10.4 27.4 14 0.8% -8.30[23.31,6.71]
Subtotal (95% CI) 901 235 209%  -2.25[-5.27,0.76] <
Heterogeneity, Tau®= 0.00; Chi®=1.88, df=8 (P =098}, F= 0%
Testfor overall effect Z=146 (P =014)
5.3.3 pimavanserin
Ballard 2018 -5.12 185674 40 0 18.5674 91 6.5% -5.12[10.53, 0.29] |
Subtotal (95% CI) 90 91 6.5% -5.12[-10.53, 0.29] e
Heterageneity: Mot applicable
Test for overall effect Z=1.85 (P = 0.06)
5.3.4 quetiapine
Kurlan 2007 -1 16.04 19 -1 20.55 18 1.3% 0.00[11.92,11.92]
Paleacu 2008 -24.58 2116 19 -19.42 19.02 19 1.2% -5.16[17.95 7.63] ——
Schneider 2006 -16.6 18.3 kil -9 20.6 16 1.3% -T.60[19.57, 4.37] —
Tariot 2006 -14.24 19.52 86 -9.68 18.01 94 6.0% -4.56[10.20,1.08] ——
Zhong 2007-100mg -8.8 230043 120 -8.2 23.02 L1 1% -0.70[B8.52,7.12] T
Zhong 2007-200mg -9.7 234896 114 -8.2 23.02 46 3.0% -1.50[-9.43, 6.43] e —
Subtotal (95% CI) 380 230 159%  -3.14 [-6.59,0.31] L 2
Heterageneity: Tau®= 0.00; Chi*=1 .63, df=5{F=089) F=0%
Testfor overall effect: £=1.78 (P = 0.07)
5.3.5 risperidone
Deherdt 2005 -9.7 185 180 -123 22 45 3.8% 2.60 [4.40, 9.60] I
Schneider 2006 -16.4 15 3z -4 206 15 1.4% -7.40[18.05, 4.25] -
Subtotal (95% CI) 222 60 5.3% -1.27[-10.82, 8.28] —eai——
Heterogeneity: Tau® = 25.96; Chif= 2.08, df=1 (F=01%), F=52%
Testfor overall effect Z= 026 (P =0.75)
5.3.6 brexpiprazolo
Lee 2023 -17.3 13149686 215 127 126428 111 220%  -4.60[-7.54,-1.66] —
Subtotal (95% CI) 215 111 22.0% -4.60 [-7.54, -1.66] <
Heterogeneity: Mat applicable
Test for overall effect Z= 3.07 (P =0.002)
Total {95% CI) 2405 1074 100.0%  -3.44 [-4.82, -2.08] L 2
Heterageneity: Tau®= 0.00; Chi®=11.22, df= 23 (P =098 F= 0% _250 _150 b 150 EID
Test for averall eﬁeclt: Z=489 (P < 0.00001) Favours [experimental] Favours [control]
Test for subaroup differences: Chi*=1.84, df=5 (P =087, F=0%
NPI-Ag

antipsychotic PL Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
5.5.1 brexpiprazole
Grossherg 2020- -4.07 26325 131 -319 26724 135 38.49% -0.88[1.52 -0.24] . E—
Grossherg 2020-5 1mg -3.78 3.0087 134 -368 2.0962 G5  301% -0.10[-0.82, 0.62] —
Grossherg 2020-5 2mg -4.23 29368 138 -36B8 21122 BE  31.3% -0455[1.26,0.16] S S—
Subtotal (95% CI) 403 266 100.0% -0.54 [-0.94, -0.15] el
Heterogeneity: Chi®= 253, df =2 {P=0.28); F=21%
Test for averall effect: Z= 2.68 (P =0.007)

A4 05 0 08 1

Favours [experimental] Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Meta-analysis

BPRS
antipsychotic PL Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
5.18.1 aripiprazole
De Deyn 20048 -3.483 123 100 -658 1238 95  280%  -1.85[542 147 —
Streim 2008 -TT3 816 123 -514 BB 11T T20% -250[475-043 —-
Subtotal {95% CI) 223 212 100.0% -2.41[4.24, 0.58] <9
Heterageneity: Tau®= 000, Chi®=0.09, df=1 {P=076), F=0%
Test for overall effect: Z= 2458 (P=0.010)
5.18.2 olanzapine
Deberdt 2005 -348 104 182 -37 9.3 a4 338% 0.20 [F2.30, 2.70] —
De Deyn 2004-1.0mg -G.3 91 111 -63 1148 3N 10.3% 0.60 [3.92, 517 I
De Deyn 2004-2 8mg -8.7 9 128 -68 1148 3 106%  -1.80[6.27, 2.67] I
De Deyn 2004-3.0mg -G4 45 113 68 118 32 10a8% 0.80 [3.88, 4.58] — T
De Deyn 2004-7.8mg -9.4 96 117 -63 114§ 3 103% -2ZE07.14,1.94] — 71
Schneider 2006 -4 9.3 40 -38 9.3 48 1248%  -3580[-7.61, 0.61] E—
Street 2000-10mg -5.6 10 14 1141 11 4.0%  -4.20 -11.51, 3.11] —
Street 2000-15my -4 1049 3 14 11 11 3.9% -Z.60 [-10.00, 4.80] D
Street 2000-amy -f.3 a.h 40 14 111 11 4.2%  -5.40[-12.48,1.68] —
Subtotal {95% CI) 808 200 100.0%  1.20[-2.66, 0.25] L 3
Heterogeneity, Tauw*=0.00; Chi*=6.14,df=8(P=063), F=0%
Test for overall effect Z=163 (P=0.10)
5.18.3 quetiapine
Schneider 2006 -7 4 9.3 o -38 9.3 48 323%  -3580[-7.497, 0487 —
Tariot 2006 -9.08 11.07 85 -6T4 988 94 BTT%  -232[5.41,0.77] ——
Subtotal {95% CI) 115 142 100.0% -2.70 [-5.24, -0.16] -
Heterogeneity: Tau®=0.00; Chi*=018, df =1 (P=0E67); F= 0%
Test for overall effect; Z2=2.08 (P =0.04)
5.18.4 risperidone
Deberdt 2005 =31 945 183  -37 9.3 a4 59.9% 0.60 [1.82, 3.02]
Schneider 2006 -8a 1272 32 -38 9.3 48 4048%  -4.60[-9.66, 0.46] {
Subtotal {95% CI) 215 132 100.0%  -1.51 [-6.51, 3.50]
Heterogeneity, Tau®=9.43; Chi*= 331, dfi=1 (P=0.07), F=70%
Testfor overall effect £=0.59 (P = 0.56)

40 5 0 5 10
Favours [AP] Favours [PL]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

BPRS - stratified by drug

antipsychotic PL

Mean Difference

Meta-analysis

Mean Difference

Testfor overall effect Z=130 (F=0.19)
Testfor subgroup differences, Chi*= 076, df=1 {F=0.38), F=0%

Favours [experimental]

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
5.8.1 aripiprazole
De Deyn 2005 -853 123 100 -G58 1238 35 B89% -1895[542 1537 —
Streim 2008 -7¥3 86 123 -514  BEB 11T 228% -259[4.75-043] ——
Subtotal (95% CI) 223 212 31.6% -2.41[-4.24, 0.58] L
Heterogeneity: Tau®= 0.00; Chi*=0.08, df=1{(P=0.76); F=0%
Test for overall effect: Z= 2458 (P=0.010)
5.8.2 olanzapine
Deberdt 2005 -35 104 182 -37 9.3 42 10.4% 0.20 [-2.89, 3.38] I —
De Deyn 2004-1.0mg -6.3 91 111 -68 1148 il 8.2% 0.60[-3.92, 5132  —
De Deyn 2004-2.5mg 87 9 128 -68 1189 3 53% -1.80[6.27, 2.67] e
De Deyn 2004-5.0mg -6.4 95 113 -68 118 32 58.3% 0.50 [-3.98, 4.98]  —
De Deyn 2004-7.5mg -9.5 98 117  -68 11489 il 82%  -2B0[7.14,1.94] E— —
Schneider 2006 -7.4 98 40 -39 98 16 33%  -350[89.18 218] I —
Street 2000-10my -5.6 10 a7 14 11 11 2.0% -4.20 F11.51, 3.11] —
Street 2000-15my -4 1049 3\ 14 111 11 1.89% -2.60 F10.00, 4,80 —
Street 2000-5my -6.8 26 0 1.4 114 11 21% -5.40[12.48, 1.68] —
Subtotal {95% CI) 808 216 40.8%  -1.26 [-2.88,0.35] .
Heterogeneity: Tau*=0.00; Chi*=510,df=8(P=079), F= 0%
Testfor overall effect Z=153 (P=012)
5.8.3 quetiapine
Schneider 2006 -7.4 98 3o -38 98 16 30%  -350[-9.45 245 —
Tariot 2006 -9.06 11.07 85 -B74 988 94 11.2%  -2.32[5.41,077] —
Subtotal (95% CI) 115 110 14.2%  -2.57 [-5.31,0.17] -
Heterogeneity: Tau®=0.00; Chi*=012, df =1 (P=073); F=0%
Test for overall effect Z=1.84 (P=0.07)
5.8.4 risperidone
Deberdt 2005 -3 95 183 -37 9.3 42 10.8% 0.60[-2.53, 3.73] I
Schneider 2006 -85 122 32 -39 98 16 26% -4.60[11.00,1.80] —
Subtotal {95% CI) 215 58 134%  -1.22 [-6.08, 3.64] —et——
Heterogeneity, Tau®= 692, Chi*= 205, di=1(P=0149), F=91%
Testfor overall effect: Z=0.489 (F=062)
Total (95% CI) 1361 596 100.0% -1.70[-2.73,-0.67] . 3
Heterageneite: Tau®= 0.00; Chi=9.42, df=14 (P = 0.80%; F= 0% —1=IJ =5 5 :i: 110
Test far overall eﬁec_t: £=322 (P; 0.001) Favours [AP] Favours [PL]
Test for subgroup differences: Chif=1.19, df= 3 (P=0.75), F=0%
Adverse events

antipsychotic PL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
5.10.1 pimavanserin
Ballard 2018 a8 a0 aa 91 38.8% 1.05[0.98,1.11] i
Subtotal (95% CI) ag 91 38.8% 1.05 [0.98, 1.11] »
Total events aa a4
Heterogeneity: Mot applicahle
Testfor overall effect Z=143 (P =0.14)
5.10.2 brexpipirazole
Grossherg 2020-F 78 132 a0 137 234% 0.97 [0.79,1.19] ) E—
Grossherg 2020-5 168 297 62 135 231% 1.2311.00,1.52] &
Lee 2023 g2 226 36 116 148% 1.31 [0.96, 1.79]
Subtotal (95% CI) 655 388  61.2% 1.14 [0.95, 1.37] e
Total events 334 178
Heterogeneity, Tau®=0.01; Chif= 3.67, df=2 (P=01E6), F= 45%
Testfor overall effect £=1.41 (P =0.16)
Total (95% CI) 745 479 100.0% 1.10 [0.95, 1.28] —desi——
Total events 423 263
Heterogeneity: Tau®=0.01; ChiF=8.38, dfi= 3 (P=0.04);, F=64% 'D.S D!.‘r‘ 1!5 2'

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Adverse events - extrapyramidal

antipsychotic PL

Study or Subgroup Events Total Events Total Weight M

Risk Ratio
-H, Random, 95% Cl

Meta-analysis

5.11.1 aripiprazole

Streim 2008 T 131 5 124 3 6%
intzer 2007 27 J66 TN B.3%
De Deyn 2005 A 106 4 102 2.8%
Subtotal (95% CI) 603 348  12.8%
Total events 34 16

Heterogeneity: Tau®=0.00; Chif=0.01, df=2 (P =0498) F=0%
Testfor overall effect Z=082 (P =0.41)

5.11.2 brexpiprazole

Lee 2023 2 226 o 116 0.6%
Grossherg 2020-3 2 297 o 134 0.6%
Grosshery 2020-f 1 132 o 137 0.5%
Subtotal (95% CI) 655 388 1.6%
Total events a 1}

Heterogeneity: Tau®=0.00; Chif=0.02, df=2 (P =049&) F=0%
Testfor overall effect: £=1.06 (F = 0.29)

5.11.3 olanzapine

Schneider 2006 12 100 o 139 0.6%
Deherdt 2005 73 204 28 94 1BE%
Subtotal (95% CI) 304 233 17.2%
Total events a4 28

Heterogeneity, Tau®=5.93;, Chif=6.70, df=1 (F=0010), F=85%
Testfor overall effect £= 087 (P =0.38)

5.11.4 quetiapine

Zhong 2007 14 241 A 92 445%
Tariot 2008 9q 91 12 99  B2%
Schneider 2008 2 94 0 139 0E6%
Paleacy 2008 1 20 A 20 1.2%
Subtotal {95% CI) 446 350 12.4%
Total events 26 22

Heterageneity, Tau®= 016, Chif=4.07, df=3{P=0.25), F= 26%
Testfor overall effect Z=037 (FP=072)

5.11.5 risperidone

Schneider 2006 10 a5 o 1349 0.6%
tintzer 2006 20 235 8 238 B.3%
Katz 1999 G4 462 12 163 9.8%
De Deyn 1999 17 115 13 114 8.2%
Deherdt 2005 a7 1896 28 94 17.3%
Brodaty 2003 39 167 27 170 137%
Subtotal (95% CI) 1260 918 56.0%
Total events 247 aa

Heterageneity, Tau®= 0.03; Chif=6.76, df= 8 {P=0.24), F= 26%
Testfor overall effect £=3.76 (P =0.0002

Total (95% CI) 3268

Total events 402 154
Heterogeneity: Tau®=0.05; ChiF=2243, df=17 (P=017);, F= 24%
Test for overall effect £=3.32 (P = 0.0009)

Testfar subdroup differences: Chi*= 385, df=4 (P=043), F=0%

2237 100.0%

1.34 [0.44, 4.10]
1.28[0.57, 2.89]
1.20[0.33, 4.39]
1.28 [0.71, 2.29]

2.58[0.12,53.24]
2.28[0.11, 47.21]
311013, 75.74]
2.62 [0.44, 15.52]

34,65 [2.08,578.53)
1.20[0.84,1.77]
5.06 [0.13,191.77]

1.07[0.40, 2.88]
0.82[0.36, 1.849]
737 [0.36,151.77]
0.20[0.03, 1.56]
0.87 [0.40,1.87]

3419 [2.03 576.01]
253 [1.14, 5,63
1.88[1.04, 3.39]
1.30 [0.66, 2.54]
1.66[1.18, 2.34]
1.47[0.95, 2.29]
1.71[1.29, 2.26]

1.47 [1.17, 1.85]

Risk Ratio
M-H, Random, 95% ClI
>
-*—
-
— e ——
s 2
-
L
L ]
0.002 0.1 10 500

Favours [experimental]

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Adverse events — drowsiness

antipsychotic PL Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Meta-analysis

Risk Ratio
M-H, Random, 95% ClI

5.12.1 aripiprazole

De Deyn 2005 g 106 1 102 1.6% 7.70[0.98, 60.48]
intzer 2007 25 J66 4 1 8.5% 207 [0.73, 5.82]
Streirm 2008 14 131 4 124 a1% 334113, 8.87]
Subtotal (95% CI) 603 348 12.3% 2.95 [1.46, 5.96]
Total events 47 q

Heterogeneity: Tau®=0.00; ChiF=1.35, df=2 (P=0451) F=0%
Test for overall effect £=3.01 (P =0.003)

5.12.2 olanzapine

Deherdt 2005 47 204 g 94 9.5% 2.711[1.33, 5.50
Street 2000 46 159 3 47 4.8% 4.53[1.48,13.91]
Subtotal (95% CI) 363 141 14.4% 314 [1.72,5.71]
Total events 493 "

Heterogeneity: Tau®=0.00; ChiF=0.59, df=1 (P =044} F=0%
Testfor overall effect Z= 374 (P =0.0002)

5.12.3 quetiapine

Tariot 2006 23 91 4 99 A.6% 6.26 [2.25,17.40]
Zhaong 2007 21 241 2 92 32% 4.01 [0.96, 16.78]
Subtotal (95% CI) 332 191 8.8% 5.38 [2.34,12.37]
Total events 44 B

Heterogeneity: Tau®=0.00; Chif=0.245, df=1 (P =062), F=0%
Test for overall effect £= 3,96 (P = 0.0001)

5.12.4 risperidone

Brodaty 2003 1 167 43 170 19.3% 1.44[1.04, 2.00]
Deberdt 2005 37 196 g 94  93% 222[1.08, 457
De Deyn 1999 14 115 A 114 58% 2TB[1.03, 7.449]
Katz 19949 86 462 13 163 127% 2.33[1.34,4.07)
Mintzer 2006 38 235 11 238 107% 350 [1.83, 6.68]
Subtotal {95% CI) 1175 779 57.9% 217 [1.50,3.15]
Total events 236 a0

Heterageneity, Tau®= 0.08; Chif=7.71, df=4 (P=010), F= 48%
Test for overall effect Z=413 (P = 0.0001)

5.12.5 brexpiprazole

Grossherg 2020- g 132 A 137 51% 1.66 [0.56, 4.95)
Lee 2023 g 226 1 16  16% 411052, 32.44]
Subtotal {95% CI) 358 253 6.7% 2.02[0.77,5.31]
Total events 16 G

Heterogeneity: Tau®= 0.00; Chif= 0.60, df=1 (P =044} F= 0%
Testfor overall effect Z=143 (P =0.14)

Total (95% CI) 2831 1712 100.0% 2.58 [1.96, 3.38]
Total events 436 112

Heterageneity, Tau®= 0.07; Chif=1875,df =13 (P=013;F= 1%

Testfor overall effect £=6.80 (P = 0.000013

Testfar subaroup differences: Chi*= 448, df=4 (P=033 F=126%

.
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Favours [experimental]
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Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Adverse events — cerebrovascular

Meta-analysis

antipsychotic PL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
5.13.1 aripiprazole
De Deyn 2005 1 106 1 102 6.1% 0.96 [0.06, 15.18]
intzer 2007 7 J66 o 1 A.7% 4.99 [0.29, 86.67]
Streirn 2008 I 131 1 125 4 6% 032001, 7.74
Subtotal (95% CI) 603 348 16.4% 1.25 [0.23, 6.76] —ee i ———
Total events a 2
Heterogeneity: Tau®=0.00; Chif=1.71,df=2 (P=042) F=0%
Testfor overall effect £=0.26 (P =0.79
5.13.2 olanzapine
Deherdt 2005 13 204 I 94 A.6% 5.10[0.28,91.29]
Schneider 2006 2 100 o 1349 1% B.93[0.34,142.81] +
Subtotal (95% CI) 304 233 10.7% 5.90 [0.73, 47.60] ———
Total events T 1}
Heterageneity, Tau®= 0.00; Chif=0.02, df=1 {P=0.88), F=0%
Testfor overall effect £=1.67 (P=0.10)
5.13.3 quetiapine
Schneider 2006 1 44 o 1349 4 6% 442018, 107.38] +
Tariot 2006 1 91 3 499 9.2% 0.36 [0.04, 3.42]
Zhaong 2007 2 241 1 g2 8.2% 0.76 [0.07, 8.32]
Subtotal (95% CI) 426 330 21.9% 0.80 [0.19, 3.45] ——oaii——
Total events 4 4
Heterageneity, Tau®= 0.00; Chif=1.58, df= 2 {P=045), F=0%
Testfor overall effect Z=029(F=0.77)
5.13.4 risperidone
Brodaty 2003 15 167 3170 31.2% 5.08[1.50,17.26] —
Deherdt 20048 4 196 a 94 8.5% 4.34 [0.24, 79.79]
tintzer 2006 4 235 1 238 9.8% 4.05[0.46, 35.98]
Schneider 2006 1 85 o 139 4. 6% 4.88[0.20,118.594] +
Subtotal (95% CI) 683 641 51.0% 4,77 [1.84,12.40] e
Total events 24 4
Heterogeneity: Tau®=0.00; Chif=0.04, df=3 (P =1.00), F=0%
Test for overall effect £=3.21 (P =0.001)
Total (95% CI) 2016 1552 100.0% 2.65 [1.34, 5.25] -
Total events 43 10
Heterageneity: Tau®= 0.00; Chi#= 9.66, df=11 (P = 0.65); F=0% =D » 051 1=|:| le

Test for overall effect: £= 280 (P = 0.005)
Testfor subgroup differences: Chif= 536, df=3{FP=015), F=440%

Favours [experimental]

Favours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment Meta-analysis

Serious adverse events

antipsychotic PL Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
5.14.1 pimavanserin
Ballard 2018 15 80 10 91 EE2% 1.62 [0.69, 3.83] ——
Subtotal (95% CI) 90 91 68.2%  1.62[0.69, 3.83] —ai——
Total events 14 10

Heterogeneity; Mot applicable
Testfor averall effect Z=110(FP =027

5.14.2 brexpiprazolo

Lee 2023 5} 226 3 1B M E% 1.031[0.25 418] i
Subtotal (95% CI) 226 116 31.8%  1.03[0.25,4.18]
Total events G 3

Heterogeneity; Mot applicable
Testfor overall effect Z=0.04 (P =097

Total {95% Cl) 316 207 100.0%  1.43[0.69, 2.99] -l
Total events 21 13

Heterogeneity: Chi®= 028, df=1 {F=045% F= 0%

Testfor overall effect £=0.96 (F =034

Testfor subgroup differences; Chif= 029, df=1 (P =059, F=0%

0.05 02 5 20
Favours [experimental] Fawvours [control]
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Diagnosis and treatment of dementia and Mild Cognitive Impairment

Mortality

antipsychotic PL
Study or Subgroup  Events Total Events

Risk Ratio

Total Weight M-H, Random, 95% CI

Meta-analysis

Risk Ratio

M-H, Random, 95% ClI

5.15.1 aripiprazole

De Deyn 2005 4 106 1]
intzer 2007 14 J66 3
Streirm 2008 3 131 3
Subtotal (95% CI) 603

Total events 22 G

Heterogeneity: Tau®=0.00; ChiF=1.77, df=2 (P
Test for overall effect Z=1.03 (P =0.30)

5.15.2 olanzapine

Deherdt 2005 G 204 a
De Deyn 2004 14 520 2
Schneider 2006 1 100 1
Street 2000 B 159 1]
Subtotal (95% CI) 983

Total events 28 3

Heterogeneity, Tau®= 0.00; Chi*=1.39, df= 3 {P
Testfor overall effect £=1.05 (P =0.30)

5.15.3 quetiapine

Ballard 2005 1 il 1]
Schneider 2006 3 94 1
Tariot 2006 4 124 4
Zhong 2007 16 241 3
Subtotal (95% CI) 490

Total events 24 g

Heterageneity, Tau®= 0.00; Chif=0.75, df= 3 {F
Testfor overall effect Z=1.08 (F=0.28)

5.15.4 risperidone

Brodaty 2003 B 167 4
Deherdt 2005 4 196 a
De Deyn 1999 1 115 A
Katz 1999 25 462 A
Mintzer 2006 q 235 B
Schneider 2006 1 a5 1
Subtotal (95% CI) 1260

Total events 46 M

Heterageneity, Tau®= 0.00; Chi*=4.05, df= 4 {F
Testfor overall effect £=1.06 (P = 0.29)

5.15.5 pimavanserin

Ballard 2018 4 40 4
Subtotal (95% CI) ag
Total events 4 4

Heterageneity: Mot applicable
Testfor overall effect £=0.02 (P = 0.99)

5.15.6 brexpiprazole

Grossherg 2020-1 1 133 1
Grossherg 2020-5 a 297 1]
Lee 2023 1 226 1]
Subtotal (95% CI) 656

Total events 7 1

102 1.5%
121 8.T7%
125 52%
348 15.5%
0413 #=0%
47T 16%
129 61%
46 1.7%
47 16%
269  11.0%
071y F= 0%
3l 1.3%
46 26%
1258 7.0%
92 849%
294 19.9%
0.86), 7= 0%
170 8.4%
47T 1.45%
114 2.9%
163 14.7%
238 126%
7 17%
779 41.9%
0.54) 7= 0%
91 T1%
91 7.1%
137 1.7%
136 1.6%
116 1.3%
389 4.6%

Heterageneity, Tau®= 0.00; Chif=0.68, df=2{P=071), F=0%

Test for overall effect Z=080 (P =042

Total (95% CI) 4082
Total events N 43

Heterageneity, Tau®= 0.00; Chif=9.21, df=20{F = 0.88%; F=0%

Testfor overall effect 2= 210 (P =0.04)

Testfar subaroup differences: Chi*= 069, df=4(FP=088), F=0%

2170 100.0%

866 [0.47, 158.91]

1.65[0.49, 5.61]
0.95[0.20, 4.64]
1.62 [0.65, 4.06]

3.04[017,53.11]
1.86[0.43, 8.03)]
0.46[0.03,7.19]
3.90[0.22, 67.88]
1.79 [0.60, 5.31]

3.00[0.13, F0.82]
1.47[0.16,13.73]
1.01[0.26, 3.94]
2.04[0.61, 6.87]
1.56 [0.69, 3.51]

1.53[0.44, 5.31]
2190012, 40.04]
0.20[0.02,1.67]
1.76 [0.69, 4.53]
1.52[0.55, 4.20]
0.55[0.04, 8.64]
1.35[0.77, 2.37]

1.01[0.26, 3.97]
1.01 [0.26, 3.92]

1.03[0.07,16.30]
5.06[0.28, 90.581]
1.54[0.06, 37.66]
1.99 [0.37,10.83]

1.47 [1.03, 2.11]

>

11 100

Favours [experimental] Favours [control]
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ANTIPSYCHOTIC SUSPENSION

Behavioral symptoms worsening

Meta-analysis

withdrawal continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% CI
Eallard 2004 2 22 a 14 1.1% 326 [0.17, 53.30]
Bridges-Parlet 1997 4 17 3 16 5.2% 1.25[0.33, 4.76] — ]
Devenand 2011 4 15 2 15 39% 200[0.43,9.327] I B —
Deyenant 2012 12 el 11 46 19.3% 1.39[0.70, 2.79] I
Ruths 2004 g 27 4 28 8.3% 2.33[0.81, 6.69] I
Ruths 2008 8 10 4 10 137% 2.00[0.88, 4.54] T
van Regkum 2002 23 40 22 TO 4B5% 1.83[1.18, 2.83] ——
Total (95% CI) 167 199 100.0% 1.78 [1.31, 2.41] <
Total events G2 46

Heterageneity: Tau®= 0.00; Chi*=1.27, df=6{F=047); F=0%

Testfor overall effect; 2= 3.70 (P = 0.0002)

Behavioral symptoms severity

Weight

Std. Mean Difference

1
0.0z

IV, Random, 95% CI

t
0.1

Favours [continuation]

Std. Mean Difference
IV, Random, 95% CI

1
10 a0

Favours [withdrawal]

withdrawal continuation
Study or Subgroup  Mean SD Total Mean SD Total
Ballard 2004 1.3 94 46 nz 12 54 395%
Ballard 2008 114 177 M 1.4 221 28 30E%
Ruths 2008 -019 a3 27 179 49 8 298%
Total (95% CI) 104 110

Heterogeneity: Tau®= 0.06; Chi*= 4.08, df= 2 (P= 0.13); F= 51%

Testfor overall effect Z= 0.94 (P = 0.35)

100.0%

-0.14 [-0.53, 0.26]
0.50 [-0.02, 1.02]
0.31 [0.22, 0.84]

0.19 [-0.20, 0.58]

——
T E—
R T E—

et

-2

0 1

2

Favours [withdrawal] Favours [continuation]

Mortality
withdrawal continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ballard 2004 0 22 1] 14 Mot estimahble
Eallard 2008 1 17 2 16 51% 0.47 [0.05, 4.70]
Bridges-Farlet 1997 3 46 3 a4 11.3% 117 [0.25, 5.54] N L —
Devenant 2012 15 B4 19 B4 BO.0% 0.78 [0.44,1.41] —-
van Regkum 2002 1 40 1 TO  36% 175011, 27.22]
Total (95% CI) 189 218 100.0% 0.83 [0.49, 1.39] e
Total evants 20 24

Heterageneity: Tau®= 0.00; Chi*=0.74, df= 3 {F = 0.86); F=0%

Testfor overall effect Z=0.71 (P =0.48)

0.01

f
1N

Favaurs [withdrawal]

L
10 100

Favours [continuation]
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MELATONIN

Average of total night-time sleep time

Meta-analysis

melatonin PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI| IV, Random, 95% CI
19.1.1 immediate release
Dowling 2008 4889 104 15  a21 108 18 241% -32.00[104.89, 40.89] i
Singer 2003 357.8 706 a0 3484 ag.4 23 T54% 8.40[-32.649, 49.49] i
Subtotal (95% CI) 65 41 100.0%  -1.34[-37.13, 34.45]
Heterogeneity: Tau®= 0.00; Chi®=0.90, df=1 (P =0.34), F=0%
Testfor overall effect 2= 0.07 (P = 0.94)
19.1.2 medium-fast
van der Lek 2008 18 1459776 46 -30 1876723 45 100.0% 48.00 [-14.46, 110.46] —t
Subtotal (95% CI) 46 45 100.0% 48.00 [-14.46, 110.46] —
Heterogeneity: Mot applicable
Testfor overall effect Z2=1.51 (P=013
19.1.3 slow release
Singer 2003 araer TH.2 a4 3494 g8.4 24 TH1%  26.30[-14.49, 67.09] —|—
Wade 2014 47.8 768 5] 72 40.2 5 249%  2580[45.04, 96.64] -
Subtotal (95% CI) 60 29 100.0% 26,18 [[9.17, 61.52] el
Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 {F=0.89); F=0%
Testfor averall effect Z=1.45 (P =015)

00 50 0 50 100

Ratio between daytime and night-time sleep time

Favours [control]  Favours [experimental]

melatonin PL Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI|
19.2.1 immediate release
Dioweling 2008 0.53 022 15 0.64 0.29 18 907%  -0.11 [0.28 0.08] —.‘—
Singer 2003 058 04 a0 078 1.3 23 9.3% 017 [-0.71,0.37]
Subtotal (95% CI) 65 41 100.0%  -0.12 [-0.28, 0.05] B

Heterogeneity: Tau®=0.00; Chi*=0.04, df=1{P=0.84);, F=0%
Testfor averall effect Z=1.37 (P=017)

19.2.2 slow release

Singer 2003 048 0349 a4 075 13 24 1000%  -025[0.78, 0.28] l

Subtotal (95% CI) 54 24 100.0%  -0.25[-0.78,0.28]

Heterogeneity: Mot applicable

Test for averall effect Z=082 (P =036
1 05 0 0.5 1
Favours [experimental] Favours [contral]

GINKGO BILOBA

NPI

ginkgo PL Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

Herrschaft 2012 -4.56 V.06 200 -214 BA3 0 202 249%  -242[-3.75-1.09] —

Ihl 2011 -3.18 608 202 0 614 202 251% -318[F4.37 -1.99] ——

Mapryeyanka 2007 -6.55 a04 196 244 AA87 187 283% -889[-1003 -7.95] —=

Mikalawa 2013 -3.81 T34 196 -306 802 01 24T% -0.F5 226, 0.7F] —

Total {95% Cl) 704 802 100.0% -3.86 [-7.62, -0.10] ——onl—

Heterogeneity: Tau®=14.30; Chi®=108.48, df= 3 (P = 0.000013; F= 97% —1ID 55 b % 1=D

Testfor overall effect. £2=2.01 (P =0.04)

Favours [experimental]

Favours [control]
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Meta-analysis

ADL
ginkgo PL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Herrschaft 2012 -011 036 200 004 D32 202 251% -0.44 [-0.64,-0.24] -
Ihl 2011 -015 029 202 001 032 202 251% -052 -0.72,-0.32] -
Mapryeyenko 2007 -1.86 27 188 0.8 244 197 248% -1.07 [-1.28, -0.86] -
Mikolova 2013 -0.07 215 198 026 222 201 251% -0.15 [-0.35, 0.05] -
Total (95% CI) 796 802 100.0% -0.54 [-0.91, -0.18] -
Heterogeneity: Tau®= 0.13; Chi®= 40.23, df=3 (P = 0.00001); *= 93% 52 51 b 15 é

Testfor overall effect: 2= 290 (P =0.004)

Favours [control] Favours [experimental]

Quality of life
ginkgo PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 85% CI
Herrschaft 2012 347 908 200 1.5 8457 202 424% 1.97 [0.24, 3.70] ——
Ihl 2011 338 845 202 136 BEZ 202 ATE% 2.02[0.484, 3.50] ——
Total {95% Cl) 402 404 100.0% 2.00 [0.88, 3.12] .
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P = 097 F= 0% 54 52 ) é 4:1
Testfor overall effect 2= 3.49 (F = 0.0005) Fawvours [control] Favours [experimental]
AChEI/MEMANTINE
ADAS-Cog
AChEIVmemantine PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
14.1.1 memantine
Bakechine 2007 -2.74 T4 125 -261  BA1 ¥2 586%  -018[-210,1.74]
FPesking 2004 -1.44 103 89 -1.95 914 48 15.0% 0.51[-3.18, 4.200
Farsteinsson 2008 -1.98  YER a7 -1.48 T.04 G4 294%  -048[-312,214]
Subtotal {95% CI) 241 184 100.0%  -0.17 [-1.60, 1.26]
Heterogeneity: Tau®= 0.00; ChiF=019,df=2 (F=091); F=0%
Testfor averall effect Z= 023 (F=028%)
Total (95% CI) 241 184 100.0%  -0.17 [-1.60, 1.26]
Heterogeneity; Tau?= 0.00; Chif= 019, df= 2P =0.91% F=0% _150 55 3 é 150
Testfor overall effec_t: £=023(F= 0'82_) Favours [experimental] Favours [contral]
Testfor subaroup diferences: Mot applicable
ADL
AChEImemantine PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 85% CI
14.2.1 memantine
Bakchine 2007 156 103 124 20 8927 T3 B31%  -0.45[3.25 238 ——
FPeskind 2004 -0.73 13 59 -4.78 14.66 a0 17.2% 4,08 [1.20,9.30]
Farsteinsson 2008 -0.53 1218 87 -1.34 934 A4 297% 0.81 F3.10, 477 e
Subtotal (95% CI) 240 187 100.0% 0.70 [-1.54, 2.93] —~i——

Heterogeneity: Tau®=0.42; Chi®= 2.21, df= 2
Testfor overall effect Z=0.61 (P =0.54)

(P=0.33); F=10%

4 2 0 2 4
Favours [control]  Favours [experimental)
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Meta-analysis

NPI
AChElimemantine PL Mean Difference Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
14.3.1 memantine
Bakchine 2007 -36 945 124 -3.09 9.03 73 395% 049217, 3.19]
Fox 2012 -18.7 224014 73 -83 252132 65 151% -10.40[18.42 -2.38] e —
Peskind 2004 -4.77 21.53 59 -3.65 17.03 a0 17.3% -1.12 [[8.36, 6.12] — —
Parsteinsson 2008 -2.31 13.27 57 -1.68 1272 G4 28.0% -0.63 [-5.28, 4.02] —
Subtotal (95% CI) 313 252 100.0% -1.75 [-5.49, 1.99]
Heterogeneity, Tau®=7.38; Chi*=6.41, df= 3 (F=0.09); F=53%
Testfor overall effect: Z=0.82 (P = 0.36)
14.3.2 donepezil
Howard 2007 -3.56 17.73 104 -3.78 17.75 47 100.0% 0.22 [4.69,513] t
Subtotal {95% CI) 104 97 100.0% 0.22 [-4.69, 5.13]
Heterogeneity, Mot applicable
Testfor overall effect Z=009 (P =083}
14.3.3 rivastigmine
Mahlberg 2007 -24.7 11.43449 10 -12.8 21.2761 10 100.0% -11.90[26.87, 3.07] i_
Subtotal {95% CI) 10 10 100.0% -11.90 [-26.87, 3.07] =
Heterogeneity: Mot applicable
Testfor overall effect Z=1.86 (F=013)
14.3.4 donepezil withdrawal
Haolmes 2004 -289 10245 41 33 15574 55 100.0% -6.20[11.37,-1.03] t
Subtotal (95% CI) 41 55 100.0% -6.20[-11.37,-1.03]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 2.35 (F=0.02)
20 -0 0 10 20
Favours [experimental] Favours [control]
METHYLPHENIDATE
AES
methylphenidate PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Herrmann 2008 -2 a.11 13 0.4 3.87 12 339%  -2.81 [6.35,0.73] —
Padala 2018 -14.1 6.9629 30 -4.2 69629 29 339% -9.90[13.45,-6.39] —=
Rosenheryg 2013 -1.9 8.0777 29 0.6 7.r949 31 322% -2.40[-6.52,1.52] —
Total (95% CI) 72 72 100.0% -5.11[-9.93, -0.29] .
Heterogeneity: Tau®=14.59; Chi*=10.20, df= 2 (P = 0.006); I*= 80% TR P

Test for overall effect: Z= 2.08 (P = 0.04)

Favours [experimental] Favours [contral]

NPI
methylphenidate PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Herrmann 2008 0.38 4149 13 -1.649 283 12 21.8% 2.07 [-0.75, 4.849] S e —
Mintzer 2021 -4.5 4.1 g9 31 36 Y1 429% -1.40[2.53,-0.27] —i—
Raosenbery 2013 -4.4 3231 29 -2 3.3407 31 353%  -1.80[3.46,-0.14] ——
Total (95% Cl) 13 134 100.0%  -0.78[-2.50, 0.94] *

Heterogeneity, Tau?= 1.47; Chi#= 5.7, df = 2 (P = 0.06); F= 65%

Testfor overall effect Z=089 (P =0.37)

MMSE

methylphenidate PL

Mean Difference

YEETREE
Favours [experimental] Favours [contral]

Mean Difference

Study or Subgroup  Nean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Herrmann 2008 -0.58 243 13 108 2@ 12 42.4% 0.50[-1.60, 2.60]
FPadala 2018 2.2 2678 0 -04 2624 29  &AT.6% 2.60[1.25, 3.948] —
Total (95% CI) 43 41 100.0% 1.71 [[0.32, 5.74]

o = — - H- - —_ —_ R - 1 1 1 1
Heterogeneity: Tau®=1.39; Chi*= 271, df=1 (P=010);, F=63% —1'D ;5 ﬁ é 1'D

Testfor overall effect Z=1.65 (F=010)

Favours [control] Favours [experimental]
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Serious adverse events

Meta-analysis

methylphenidate PL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Mintzer 2007 17 a9 10 91 B3.9% 1.74[0.84, 3.549] N
Padala 2018 5 30 1 29 101% 4.83[0.60, 38.90]
Raosenberg 2013 1 29 1 30 5.9% 1.03[0.07, 18.77]
Total (95% CI) 148 150 100.0% 1.87 [0.986, 3.63] s

Total events 23 12
Heterogeneity: Tau*=0.00; Chi*=1.03, df= 2 (P= 060}, F=0%
Test for overall effect £=1.85 (P = 0.06)

0.01

01

10 100

Favours [experimental] Favours [control]

MOOD STABILIZERS
BPRS
mood stabilizers PL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
13.3.1 valproate
Porsteinsson 2001 -G.4 8.2 28 -89 BB 28 368%  -1.00[-4.50,2.80 — .
Tariot 2005 -4.19 9.3 T2 o-513 441 TS BIZ% 0.94 [-2.04, 3.92] t
Subtotal (95% CI) 100 103 100.0% 0.23 [-2.14, 2.59]
Heterogeneity: Tau®= 0.00; Chi®= 0.60, df=1 (F = 0.443; F= 0%
Testforoverall effect Z=019 (P = 0.85)
13.3.2 carbamazepine
Clin 2001 -4 vy 9 -47Z 82 12 40.2% 0.20[-6.74,7.14] .
Tariot 1998 -T.T a7 26 -09 6.3 24 598% -6.80[-10.14,-3.46] ——
Subtotal (95% CI) 35 36 100.0% -3.99 [-10.71,2.74] —enlil-—
Heterageneity: Tau®= 1678, Chi®= 317 df=1 (P =007); F=63%
Testforoverall effect Z=1.16 (P =0.29)
-0 -10 0 10 20

Adverse events

Favours [experimental]

Favours [contral]

mood stabilizers PL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
13.7.1 valproate
Herrmann 2007 12 14 g 13 31.0% 1.38 [0.86, 2.25] T
Parsteinsson 2001 18 28 ] 28 2B.0% 211116, 3.83] I —
Tariot 2005 49 72 52 TE 43.0% 098 [0.79,1.22] L
Subtotal (95% CI) 114 116 100.0% 1.33 [0.85, 2.09]
Total events a0 gy

Heterogeneity: Tau*=0.11, Chif=6.86, di=2 (P=003), F=71%
Testfor overall effect £2=1.26 (F = 0.21)

13.7.2 carbamazepine

Olin 2001 4 g g 12 47.9%
Tariot 19598 16 27 7 24 521%
Subtotal (95% CI) 36 36 100.0%
Total events 20 15

Heterogeneity: Tau®= 048, Chif=4.11,df=1 (P =004}, F= T6%
Testfor overall effect £=0.31 {F=0.79)

067 [0.29,1.53]
2.03[1.01,4.09]
1.19 [0.40, 3.58]

0.0s

02

Favours [experimental] Favours [control]
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CMAI
mood stabilizers PL Mean Difference Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
13.1.1 valproate
Herrmann 2007 1038 1674 14 -5 1744 13 282% 15.38[2.47, 28.249] - &
Farsteinsson 2001 S48 2272 28 73 123 28 324%  -220[11.60, 7.20] e —
Tarigt 2005 -6F 146 T3 -38 1445 ve o 423%  -320[-8.07,1.67] ——
Subtotal {95% CI) 114 116 100.0% 1.81[-7.64,11.27] —=aslil—
Heteragenaity: Tau®= 48.74, Chi*=7.02, df=2 (P= 003, F=71%
Testfor overall effect Z=0.38(F=0.71)
} } } }
-20 -10 a 10 20
Favours [experimental] Favours [control]
NPI
mood stabilizers PL Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
13.2.1 valproate
Herrmann 2007 1245 1839 14 -AT77 1852 13 81%  18.27[4.34 3220
Frafenna 2005-1.59 1.38 2 g -1 2 2 AT E% 238 0.7, 5.48] Tl-
Fraofenno 2005-1g 225 314 a8 -1 2 2 443% 3.2 028 6.78] i
Subtotal (95% CI) 30 17 100.0% 4.05[-0.19, 8.29] i
Heterageneity: Tau®= 7.32, Chi®=4.76, df= 2 (P = 0.09), F= 58%
Test for averall effect: Z=1.87 (P = 0.06)
20 0 0 10 20
Favours [experimental] Favours [control]
MMSE
mood stabilizers PL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
13.4.1 valproate
Herrmann 2007 -0a7 831 12 -023 411 13 a.3% 0.06 [-3.68, 3.50]
Farsteinsson 2001 -1.8 5.6 28 -16 6.3 28 A% -0.20[-3.32,2.97) e E—
Profenno 2005-1.5g -288 247 g 128 125 2 50% -413[7.89-027
Frofenno 2005-1g 063 588 g 118 14 2 26%  -0B2[-5497, 4773
Tariat 2005 -0.85 28 Troo014 3z TS TH4%  -0.89[1.96 -0.02] —.—
Subtotal {95% CI) 128 120 100.0% -1.02 [-1.89, -0.16] -
Heterogeneity: Tau®= 0.00; Chi*= 310, df =4 (F=054) F=0%
Testfor overall effect 2= 231 (F=0.02%
13.4.2 carbamazepina
Dlir 2001 1 27 8 -05 28 12 1000%  040[201,281] i
Subtotal {(95% CI) 9 12 100.0% 0.40 [-2.01, 2.81]
Heterogeneity: Mot applicable
Testfor averall effect Z= 033 (P=0.74)
0 -5 i ' 10

Favours [control] Favours [experimental]
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Meta-analysis

PSMS

mood stabilizers PL Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
13.5.1 valproate
Porsteinsson 2001 0.4 2.6 8 D2 22 28 39.2% O0.60[-0.66,1.86] L
Tariot 2005 1.03 34 72 016 27 75 B0.8% 0.87[0.14,1.88 ——
Subtotal {95% CI) 100 103 100.0% 0.76 [-0.03, 1.55] |- ——
Heterogeneity, Chi*=0.11,df=1 {P=0.74) F=0%
Testfor overall effect: Z=1.90 (P = 0.06)
13.5.2 carbamazepine
Olin 2001 -0.5 1.6 9 -06 18 12 100.0% D0.10[-1.28,1.48] l
Subtotal (95% CI) 9 12 100.0% 0.10[-1.28,1.48]

Heterogeneity, Mot applicable
Testfor overall effect Z=0.14 (P = 0.89)

1 1
-2 -1 0 1
Favours [experimental] Favours [control]

2
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REVIEW QUESTION 21b. What are the most effective non-pharmacological interventions for
managing illness emergent non-cognitive symptoms, such as psychosis, depression, behavioral
changes in people living with dementia?

AROMATHERAPY (lavender)

CMAI
AT uc Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Lin 2007 -44 2358 35 -004 24130 35 B.7% -4.36[-1554 687 —
Yang 2015 -2.01 105436 T3 448 G.T462 a7 933%  -646[-9.45 -3.47] ‘.‘
Total (95% CI) 108 92 100.0% -6.32[9.21,-3.44] 3
Heterogeneity; Tau®= 0.00; Chi*=013,df=1 (P =072, F= 0% ! } 1 }
] =20 -10 a 10 20
Testfor overall effect, £2=4.28 (P = 0.0001) Favours [AT] Favours [UC]
NPI
AT uc Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Fujii 2008 -13 141674 14 -5 147736 14 2489% -800[18.72 272 —
Lin 2007 -6.91 12.4886 3m 008 138569 | OTA1% -BA9[1347,-0.81] —i—
Total (95% CI) 49 49 100.0% -7.24 [-12.60, -1.89] B
Heterogeneity: Tau®= 0.00; Ghi*= 0.03, df=1 (P=0.687); F=0% _250 _150 ? 150 250
Test for overall effect 7= 2.65 (P = 0.008) Favours [experimental] Favours [control]

RECREATIONAL ACTIVITIES

ABMI
activities usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.3.1 personalized
Cohen Mansfield 2007 -1.54 48421 89 -095 47457 T8 842%  -0.99[2.45 0.47] -
Cohen Mansfield 2012 -BEB 61238 89 076 11.4378 36 458% -T.44[-11.38,-3.49] —
Subtotal (95% Cl) 178 114 100.0% -3.94 [-10.24, 2.35] —aaf——

Heterogeneity: Tau®=18.50; Chi®=9.03, df=1 (P =0.003); *= 89%
Testfor overall effect Z=1.23(P=0.22)

A0 -5 D 8 10
Favours [experimental] Favours [control]

LIGHT THERAPY
CMAI
LT usual care Mean Difference Mean Difference

Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI

Burns 2008 -12.5 216746 22 -8 16,4394 26 430% -450[15.54 6.54] —

Riermetsma-van der Lek 2008 1 21.6549 49 3 254632 45 5T7.0% -2.00[11.60,7.60] ——

Total (95% CI) 71 71 100.0% -3.08[-10.32,4.17] *

Heterogeneity: Tau®= 0.00; Chi*= 0.1, df=1 (P = 0.74%; F= 0% _250 _15 P 150 250

Testfor overall effect £= 0.83 (P =0.41) Favours [experimental] Favours [control]
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NPI
LT usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Dowling 2005-afternoon 045 21.5742 24 -45 17699 9 167% 500[9.43 19.43]
Dawling 2008-marning -2.8 238704 29  -4.5 17699 8 154% 1701333, 16.73]
Zou 2022 365 08 34 805 351 27 BRO%  -4.40[11.55, 2.75] ——
Total (95% Cl) ar 44 100.0%  -1.89 [-7.79,4.00] -*'—
Heterogeneity: Tau® = 0.00; Chi*=1.47 df=2 (P = 0.46), "= 0% —EID —1=D B 'I:D 2ID
Testfor overall effect: 2= 0.63 (F = 0.53) Favours [experimental] Favours [control]

SLEEP INTERVENTIONS

Multicomponent interventions including improving sleep hygiene, exposure to light, and physical activity

Total night-time sleep time

multicomponent usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
18.3.2 multicomponent
Alessi 2004 0 99.821% 62 -18 999247 56 79.1% 18.00[18.09, 54.09] —
MeCurry 2011 4.6 137.8797 33 136 1525447 33 20.9% 18.20[-51.96, 88.36)]
Subtotal {95% CI) 95 89 100.0% 18.04 [-14.05, 50.13] —a——

Heterageneity: Tau®*=0.00; Chi*=0.00, df=1 (P=1.00); F=0%
Testfor overall effect: Z=110({F =0.27)

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

Interventions based on exposure to bright light and controlled light

Total night-time sleep time

multicomponent usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
18.1.1 bright light
Diowling 2005-afternoon -1 131.3163 24 31 169.0743 9 T.3% -3200[154.32,9037
Diowling 2005-marning 26 1727485 29 31 169.0743 8  B1% -5.00[137.96,127.96]
Hjetland 2021 -15.4 1220019 33 -35 1034723 36 37.8% -11.90[6552 41.72) —
MecCurry 2011 8.3 164.0794 34 136 1525447 33 188% 2190 [53.93,97.73] I e —
Riemersma-van der Lek 2008 12 138.6677 44 -30 1576723 45 299% 4200[-18.25,102.25] T
Subtotal (95% CI) 169 131 100.0% 9.58 [-23.38, 42.54] -
Heterageneity: Tau®= 0.00; Chi®*= 232 df=4 (P = 0.68), F=0%
Test for overall effect: Z= 0.7 (P =0.57)

-200 -100 0 100 200
Favours [control] Favours [experimental]

Total day-time sleep time

multicomponent usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
18.2.2 bright light
Hjetland 2021 11.7 10414 33 45 1229787 36 BB.2%  F.20[-46.43 60.83]
MeCurry 2011 -3.1 153819 34 9.8 1734706 33 3.8% -12.80[91.49, 65.69)]
Subtotal (95% CI) 67 69 100.0%  0.81[-43.49, 45.11]

Heterogeneity: Tau?= 0.00; Chi*=017,df=1 (P =068}, F= 0%
Test for overall effect Z=0.04 (P = 0.97)

-200 -100 0 100 200
Favours [experimental] Favours [control]
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PSYCHOLOGICAL INTERVENTIONS

Meta-analysis

Cognitive Behavioral Therapy for the treatment of psychological and behavioral disorders

MMSE
PSY usal care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
19.7.1 CBT
Spector 2015 086 64512 25 0 64812 29 137% 0.86 [-2.75, 4.47] I
Teri 1987-PE -0.8 31 3 -0r 36 00 436% -020[2.221.87
Teri 1987-P5 -1 24 18  -07 36 20 426%  -030[2.35,1.719] %
Subtotal (95% CI) 67 65 100.0%  -0.10[-1.43,1.24]
Heterageneity: Tau®= 0.00; Chi®= 032, df=2(P=0858) F=0%
Testfor overall effect 2= 014 (P = 0.849)
} } | 1
-4 -2 I 2 4
Favours [control]  Favours [experimental]
CSDD
PSY usal care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
19.1.1 CBT (CSDD)
Spector 2015 -5.46 T.5041 28 0 75041 28 185% -546[5.62 -1.30] e —
Teri 1997-FE -4.2 45 23 01 35 10 396% -430[714,-1.46] —
Teri 1997-P5 -37 38 19 01 35 10 420% -3.80[-656 -1.04] ——
Subtotal (95% CI) 67 45 100.0% -4.30 [-6.09, -2.52] e
Heterogeneity: Tauf=0.00; Chi*=042, df=2{P=081), F=0%
Testfor averall effect Z=4.72 (P = 0.00001)
-10 -5 0 5 10
Favours [experimental] Favours [control]
RAID
PSY usal care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
19.2.1 CBT
Spector 20145* -5.47 93802 25 0 9.3802 245 BE2% -547 [10.67,-0.27] —il—
Stanley 2013 -2 B.8849z2 16 1 11847 16 33.8% -3.00[F10.28 4.29] —
Subtotal (95% CI) 41 41 100.0% -4.64 [-8.87, -0.40] e
Heterogeneity, Tau®=0.00; Chi®=0.28, df=1 (P=0459; F=0%
Testfor owerall effect Z2=215(FP=0.03)
} } } }
-20 -10 ] 10 20
Favours [experimental] Fawvours [control]
QolL-AD
PSY usal care Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SO Total Weight IV, Random, 95% Cl IV, Random, 95% CI
19.4.1 CBT
Spectar 2015% -0.85 6.5661 28 0 B.5661 28 T17%  -0.85[4.49 2749
Stanley 2013 -0.3 7.05g62 16 0 949549 16 283%  -0.30[6.10,5.50]
Subtotal (95% CI) 41 41 100.0%  -0.60[-3.78, 2.39]
Heterageneity: Tau?=0.00; Chi*=0.02, df=1{P=087) F=0%
Test for overall effect £=0.44 (P = 0.6G)
1 1 1 1
40 -5 0 5 10

Favours [control] Favours [experimental]
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MUSIC THERAPY
CMAI
MT usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
10.4.1 active
Ceccato 2012 216 11.89 189 147 11.65 15 34.0% 0.69 [7.27, B.65]
Sung 2011 -3.56 135242 27 -479 69114 28 B6.0% 1.23[4.48 6.54]
Subtotal (95% CI) 46 43 100.0% 1.05 [-3.59, 5.68]
Heterogeneity: Tau*= 0.00; Chi*= 001, df=1 (P=0.91) F=0%
Test for averall effect: = 0.44 (P = 0.66)
10.4.2 combined
Lin 2011 -7.43 18.6608 49 -0.03 14.3287 a1  F7O0% -7.40[1394,-0.86] —i—
Ridder 2013 -1.16 1914566 21 114 204308 21 23.0% -2.30[-14.28, 9.68] ol
Subtotal (95% CI) 70 72 100.0% -6.23[-11.97,-0.49] o
Heterageneity: Tau®= 0.00; Chi*= 0.54, df=1 (P = 0.46), F= 0%
Test for overall effect, 2= 213 (P =0.03)
10.4.3 receptive
MeCreedy 2022 -0.33 T33IF3I2 0 483 -1.66 T4.2457 493 1000% 133 [7.93,10.89] l
Subtotal (95% CI) 483 493 100.0% 1.33 [-7.93, 10.59]
Heterageneity: Mat applicable
Testfor overall effect, Z=028 (P =0.78)
A0 5 0 & 1o
Favours [experimental] Fawvours [control]
GDS
MT usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
10.3.1 active
Ceccato 2012 -0.88 334 27 -095 494 23 29% 0.09[2.29 2.47]
Choi 2009 -2.2 3 10 0z 1 10 4.3% -2.40 [4.36,-0.44]
Liu 2021 -0.24 07752 25 -012 0.7 25 827% -012[-0.594,0.30] !‘
Subtotal (95% Cl) 62 58 100.0% -0.21[-0.62,0.20]
Heterageneity: Chi®=5.03, df=2 (P =0.08), F= 60%
Testfor overall effect Z=1.02 (F=0.31)
} } } t
-4 -2 i} 2 4
Favours [experimental] Favours [control]
NPI
MT usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 8D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
10.6.1 active
Baker 2022-chair -4.4  §.4F664 a2 -1 8.403 o 18.9% -3.40 [6.71,-0.09] —
Baker 2022-group -4.7  9.2963 77 -1 8403 o 18.7% -3.70 [7.03,-0.37] —
Choi 2009 -3.2 31 10 0.5 0.8 10 526% -3.70 [5.68,-1.72] ——
Giovagnoli 2018 -0.36 225469 23 628 18.2%14% 22 1.4%  -6.64 F18.61,5.33)]
Lyu 2018 -6.82 178124 47 -0.4 17.2303 45 8.4% -6.42[11.38 -1.46] —
Subtotal (95% CI) 289 207 100.0% -3.02 [-5.35, -2.48] &>
Heterogeneity: Tau®= 0.00; Chi*=1.33, df=4 (P = 0.86), F=0%
Testfor overall effect 2= 5.33 (F = 0.00001)
10.6.2 combined
Baker 2022 -41  B.AT18 79 -1 8.403 a0 100.0% -3.10 [F5.74,-0.48] t
Subtotal (95% CI) 79 80 100.0% -3.10 [-5.74, -0.46]
Heterogeneity: Mot applicable
Testfor averall effect 2= 230 (P =0.02)
10.6.3 receptive
D'Aniello 2021 -13.76 99356 30 -3.76 14.9435 30 1000% -10.00[F16.42, -3.58] i
Subtotal (95% CI) 30 30 100.0% -10.00[-16.42, -3.58]

Heterogeneity: Mot applicable
Testfor overall effect £=3.05 (P = 0.002)

-0 -10 0 10
Favours [experimental] Favours [control]

20
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MMSE

MT usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
10.8.1 active
Ceccato 2012 -0.67 2.7 7 a 34 23 453%  -0EF[-2.30, 0.86] ——
Giowagnoli 2018 -0.77 848649 23 -0.81 T.8038 7 53% 0.04 472 480
Lyu 2018 -0.11 A.358G 97 -0.24 56944 95 493% 013 [F1.43 1.68] T
Subtotal (95% CI) 147 140 100.0%  -0.24 [-1.34, 0.86]
Heterogeneity: Tauf=0.00; Chi®*=0.49, df=2{P=078), F=0%
Test for averall effect Z=042 (F=0E7)
10.8.2 combined
Chu 2014 1.44 B.ESEE 52 -0.26 EB.BY9EA 52 4B85% 170131, 4.71] —
Tang 2018 0.29 B.7E45 38 -0.76 B.2623 39 515% 1.05 [1.87, 3.97] —i—
Subtotal (95% CI) 90 91 100.0% 1.37 [-0.73, 3.46] -
Heterageneity: Tau®= 0.00; Chi*=0.08, df=1 (P =076}, F=0%
Testfor averall effect Z=1.28 (F=0.20)

10 5 0 g 10
Favours [control]  Fawours [experimental]
ADL

MT usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
10.12.1 active
Ceceato 2012 -0.47 na 19 0.z 0.3 1% 7158% -067[1.20,-0.14] ——
Giowagnoli 2018 -0.59 15263 23 -0.28 13533 7 E% -0 115057 —
Subtotal (95% CI) 42 37 100.0% -0.57 [1.02, 0.12] B
Heterageneity: Tau®= 0.00; Chi*= 0450, df=1 (P=048) F=0%
Testfor owerall effect 7= 248 (F=0.01)

-2 1 D 1 2

ROBOT THERAPY

interactive robot with the appearance of a baby seal - CMAI-SF

Favours [contral]

Favours [experimental]

RC uc Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
15.5.1 PARO
Liang 2018 -07 11.8651 13 -3 3.08 11 12.48%  2.30[6.0%9 10.63]
hoyle 2017 -1.89 165833 138 0 165833 137 &7.1%  -1.889[5.81,2.03] ———
Pu 2020 -014 7.0a 21 1.86 10.62 22 30.5%  -2.00[-7.37, 3.37] L
Subtotal {95% CI) 172 170 100.0%  -1.40 [-4.36, 1.56] -
Heterogeneity: Tau®= 0.00; Chi*= 086, df=2 (P =0.65); F= 0%
Test for overall effect: Z= 093 (F = 0.35)

10 -5 0 5 10

interactive robot with the appearance of a baby seal — CSDD

Favours [experimental]

Favours [control]

RC uc Mean Difference Mean Difference

study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl

15.6.1 PARO

Liang 2018 61 B.4042 13 -336 G1476 11  58%  1.75[3.28 6.7E]

Petersan 2017 281 236864 35 -078 20396 26 B14% -203[3.14,-0.82] -

Py 2020 162 472 21 073 544 22 12.8%  -2.35[5.69,0.99] _—

Subtotal {95% CI) 69 50 100.0% -1.85 [-3.08, -0.52] -

Heteragenaity Tau= 0.16; Chi*= 214, df= 2 (P = 0.34), F=T%

Testfar overall effect Z= 2.95 (P = 0.003)
1 1 1 1
-10 5 0 5 10

Favours [experimental]

Favours [control]
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interactive robot with the appearance of a baby seal — RAID

Meta-analysis

RC uc Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
15.8.1 PARO
Fetersen 2017 -2.8 35486 35 -0585 1.01498 26 94.5% -1.95[3159 -071] ‘.‘
Fu 2020 -2.48 §.38 1 -1 773 22 55% -148[6E3 3.67] . E—
Subtotal (95% CI) 56 48 100.0% -1.92 [-3.13, 0.72] <
Heterogeneity: Chi*=0.03, df=1 (F=0.86), F=0%
Testfor averall effect =313 (F=0.002)
} t t }
-10 -4 i 5 10
Favours [experimental] Favours [contral]
TRANSCRANIAL STIMULATION
ADL
rmMms sham Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Padala 2020 01 1.0408 ] 0.3 1.2581 10 97.2%  -0.20[-1.23, 0873
Fou 2022 -0.38 130578 33 -0A6 11.9266 32 28% 018 [5.80, 6.26]
Total (95% CI) 42 42 100.0% -0.19[-1.21,0.83] 4
Heterogeneity: Tau= 0.00; Chi=0.01, df=1 (P = 0.90); F= 0% _1'0 Es 1 % 150
Test for overall effect. Z=0.38 (F = 0.72) Favours [control] Favours [experimental]
TAILORED ACTIVITY PROGRAM
NPI-Ag
activities usual care Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
151 TAP
de Oliveira 2018 -5 7.8785 11 1.8 B5.4014 10 394% -690[1392 0137 —
Oliveira 2021 -5.5 9.9288 28 0 111906 26 BOE% -550[11.16 016 ——
Subtotal (95% CI) 39 36 100.0% -6.05[-10.486,-1.64] ~al—
Heterogeneity Tau®= 0.00; Chi®=0.08, df=1 (P =0.76); F= 0%
Testfor overall effect: 7= 2.69 (P = 0.007)
1 } t }
-20 -10 a 10 20
Favours [experimental] Favours [control]
NPI-aggressivita
activities usual care Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
1.6.1 TAP
de Oliveira 2018 -3.27 42274 11 1.4 34668 10 497%  -4.67 [7.97,-1.37] —u—
Oliveira 2021 -2.3 hAT0a 28 0 BE104 26 403%  -230[5.47, 0497 ——
Subtotal (95% CI) 39 36 100.0% -3.48 [-5.80, -1.15] e
Heterogeneity: Tau*=0.00; Chi*=1.00, df=1 (P =032}, F=0%
Test for averall effect £=293 (F=0.003)
-10 -5 0 5 10
Favours [experimental] Favours [control]
NPI-ansia
activities usual care Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
171 TAP
de Oliveira 2018 -418 72788 11 14 92122 10 401% -54559[12.74,1.56] —
Oliveira 2021 -48 101609 28 -01 116363 26 5849% -470[10.551.19] ——
Subtotal (95% CI) 39 36 100.0% -5.06 [-9.58, -0.53] —=li——
Heterogeneity Chi= 0.04, df=1 (F=0.88);, F=0%
Testforoverall effect Z=219 (P =0.03)
Ao -5 D L

Favours [experimental] Favours [control]
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DOLL THERAPY
NPI
DT uc Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Molteni 2022 -127F 152927 G4 -3.04 143671 65 B1.2% -9.73[-14.85, -4.61] L
Yilmaz 2021 -24 2r.a01e 18 9.5 341541 14 38.8% -3380[96.17,-10.83] — &
Total (95% CI) 79 79 100.0%  -18.95[-41.64, 3.75] ~aaii—
Heterogeneity: Tau®= 212.22;, Chi*=4.02 df=1 (P =0.04); F=75% 20 5 ) =+ 0

Testfor overall effect: £=1.64 (F=0.10)

Favours [experimental] Favours [control]
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REVIEW QUESTION 22b. Are there effective methods for treating intercurrent iliness in people living
with dementia that are different from those already in use for people who do not have dementia?

HIP FRACTURE REHABILITATION

Intervention to enhance inpatient and home care compared with standard care

In-hospital mortality

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Freter 2017 3 43 ] 29 49.6% 0.36 [0.09,1.41] ——
Stenvall 2012 2 28 4 36 IT.E% 0.64 [0.13, 3.26] —
Iy 2008 1 4 ] 7o12.8% 4.80([0.24, 96.34]
Total (95% CI) 80 72 100.0% 0.63 [0.21,1.91] -
Total events A q
?et?;ugenem,rl:l T?ru t=§_1 E; §2h|P=_20.4401, df =2 (P=0230; F=17% o0z 0 e A0
estior overall effect: 2= 0.82 (P = 0.41] Favours [experimental] Favours [control]
Mortality at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Huuskao 2000 13 78 10 B3 857% 1.05[0.49, 2.23]
Shyu 2012 2 17 2 19 14.3% 1.12[0.18, 7.09]
Total (95% CI) 95 82 100.0% 1.06 [0.53, 2.13] -l
Total events 15 12
Heterageneity: TauF= 0.00; Chi®= 0.00, df=1 (P = 0.95); 7= 0% ) f f {
Testf Il effect: Z=0.16 {F = 0.87 oo 01 10 1o
estfor overall effect 2= 0.16 (P = 0.87) Favours [experimental] Favours [control]

Implementation of inpatient care management coordinated by a geriatrician vs coordinated by an
orthopedist

Incidence of delirium during hospitalization

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
tarcantonio 2001 13 21 20 29 16.6% 0.90[0.59, 1.26]
Wiyller 2012 a4 a0 <11] 82 83.4% 1.01 [0.84,1.21]
Total (95% CI) 101 111 100.0% 0.99 [0.83,1.17]
Total events T2 a0
Heterogeneity: Tau®= 0.00; Chi*= 0.25, df=1 (P = 0.61); F= 0% DIS DI? 1 155 é
Testfor overall effect Z=0.13 (P = 0.90) Favours [experimental] Favours [control]
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PHYSICAL EXERCISE FOR FALL PREVENTION

Meta-analysis

Fall risk
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Lord 2003 20 G4 41 Bl 15.3% 046 [0.31,0.70] -
taseley 2008 a8 28 13 23 9.8% 0.51 [0.24,1.00] ]
Pitkala 2013 <11] 129 i3] 65 19.4% 0.54 [0.44, 0.67] -
Ralland 2007 40 a6 39 a4 18.9% 0.99[0.78,1.29] -+
Rasendhal 2008 26 45 40 52 17.8% 0.75 [0.56, 1.00] —
Toulotte 2003 ] 10 ] 10 1.0% 0.0G [0.01, 1.45]
Zieschang 2013 e 40 34 a1 17.8% 1.01 [0.76, 1.35] -+
Total (95% CI) 372 316 100.0% 0.68 [0.51, 0.92] &»
Total events 181 228
Heterogeneity: Tau®=0.10; Chi*= 2844 df=6 (F = 0.0001); F=749% 0'ons 0 e 200

Test for overall effect £= 2.95 (P = 0.01)

Hip fracture risk

Favours [experimental] Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Pitkala 2013 ] 129 4 B5  EB.3% 1.13[0.36, 3.54]
Roalland 2007 5 56 2 A4 33.7% 241 [0.49,11.90] . E—
Total (95% CI) 185 119 100.0% 1.46 [0.58, 3.70] B
Total events 14 4
Heterageneity: Tau®= 0.00; Chi*= 0,57, df=1 (P =045, F=0% T 0 10 o0

Test for overall effect Z=0.80 (P = 0.42)

Favours [experimental] Favours [control]

PHYSICAL EXERCISE-BASED REHABILITATION AT HOME VS STANDARD CARE

Number of falls

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Pitkala 2013 -1.49 27842 s 0 27942 5 558% -1.49[244 -054)] ——
Wesson 2013 -0.85 1.2803 11 0 1.2803 11 441% -0.559[1.62, 0.52] — T
Total (95% CI) 79 76 100.0% -1.08 [1.79, 0.37] ~--
Heterogenaity; Chiz=1.66, df=1 (P = 0.20); F= 40% 52 51 3 15 é

Testfor averall effect Z= 297 (F=0.003)

Favours [experimental] Favours [contral]
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REVIEW QUESTION 24. What models of palliative care are effective for people with dementia?

MULTIDIMENSIONAL AND MULTIDISCIPLINARY END-OF-LIFE EDUCATION INTERVENTIONS

FPCS
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Brazil 2017 1446 2406 42 1336 238 88 41.7%  11.00([1.80,20.20] ——
Werreault 2018 1573 194 TO 14971 237 54 G8.3% 2.20[0.41,15.99] Hl-
Total {95% CI) 112 142 100.0%  9.37[3.42,15.31] . 3
?eti;ngenmwl:lT?ru :ZD;Dg;élghlpz_Du.Eu‘lljztif=1 (P=0E5); F=0% '—1DD —5'0 b SID 1DD'
estfor overall effect 2= 3.09 (P = 0.002) Favours [control] Favours [experimental]
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